PB3309 Backaround No thromboembolic events, thrombotic microangiopathy or new In two participants, despite new MRI findings, joint function was well
9 safety concerns were observed preserved throughout 6 years
| S hilia A (PWHA) P ot » Atotal of 337 adverse events (AEs) were reported in 10 participants, of which 4 AEs » There were two notable cases with soft tissue/osteochondral changes:
S 11 [preepalis wii istmiefp e A (el sl EELTE R FEnt iz el & yiel iy ells el et from a total of 4 participants were considered to be related to emicizumab . - B
AOZO RA' safet and Ol nt health to hemophilic arthropathy, resulting in limited movement and chronic pain.!?2 N barticip R _ _ Participant 8 (aged 8 years at Week 1; Figure 2) _
= y J _ » e R _ — Emicizumab-related AEs: injection-site reaction (n=1), anemia (n=2), — Synovial hypertrophy/hemosiderin deposition at Week 1, which resolved by Week 145
Early prophylaxis reduces joint damage risk in PwHA; however, limitations in long-term delayed callus formation (n=1). _ New osteochondral changes in the right ankle at Week 313; with no reported joint

joint health preservation have been reported with factor (F)VIII prophylaxis.3

outcomes over 6 years in children

« Six serious AEs were reported by a total of 5 participants (none considered bleeds over 6 years and a HJHS of 0
= eial= = = Emicizumab maintains stable trough levels, offering continued protection emicizumab-related); all 6 were caused by falls or accidents. _ The participant was highly active, experiencing 3 right ankle sprains in the year
Wlth h e m O p h I I Ia A _— p rel I m I n a I'y aga[nst blee.dlng.;4 howeyer, long-term safety and joint health data are limited, * No thromboembolic events, including thrombotic microangiopathy, fatal AEs, prior to the Week 313 analysis; imaging findings were assessed as inconsistent
particularly in children with HA. or AEs leading to discontinuation of emicizumab were observed. with hemophilic arthropathy.
re po rt fro m ahn ea rly CO h o rt We report preliminary 6-year safety and joint health outcomes in 10 children (<12 years) - During the study period, for 1 of the 2 participants with a history of ITI, FVIII inhibitors « Participant 9 (aged 9 years at Week 1; Figure 2)
with HA without FVIII inhibitors receiving emicizumab in the Phase 4 AOZORA study reappeared — The participant had a history of ITl and a high pre-enrollment annual joint bleeding

(JRCT1080224629),> who had transferred from the Phase 3 HOHOEMI study rate of 8.69. Despite this background, only one joint bleed in the left ankle was

— The participant had received prior extended half-life FVIII prophylaxis, with

i - 6
(JapicCT1-173710). inhibitors (0.8 BU/mL) detected at Week 169, which followed 1 FVIII infusion for a reported over 6 years after enrollment (at Day 37).
I Methods joint bleed at Week 157 — Although new synovial hypertrophy and/or hemosiderin deposition was observed in
Midori Shima,! Hideyuki Takedani,?* Kaoru Kitsukawa,?® Masashi Taki,* « Thirty children (<12 years) with HA were enrolled into the AOZORA study, including — He withdrew from AOZORA at Week 198 to undergo ITI. t/r\]/eeéifilgntl:mlriﬁgxv\?veekei1331’:;h%;i;ig?ﬁ;?}ﬁﬁ?:cﬁoa: vV\YaeseErlstgr\O/efgom
Akira Ishiguro,® Chiai Nagae,* Azusa Nagao,® Akiko loka,’ 18 Pwrtl_'IA trar;smorr]nng from th_e_HOHC;EM_! Stl;)d};; this anellllySIStf'OClliISgilgrl]Elt\;l]lese - No inhibitors occurred in the 8 participants with no history of ITI (all with estimated ’ '
) L 7 L 1 9 it 4 participants, who were emicizumab-naive before enrollment in > - o AR . . : i . .
Mariko Hoshiba,” Yui Sugawara,” Keisuke lwasaki,” Keiji Nogami (Figure 1) 6 50 FVIII exposure days prior to emicizumab initiation) :I'|me spenttengggmg in moderate—high-risk activity showed an
: : : .. : : . . INncreasin ren
*e-mail: takedani@gmail.com  Primary endpoints included long-term safety and joint health/function, evaluated using I After 6 years of follow-up, 78% of participants had a HJHS of zero « The propgrtion of participants who engaged in moderate-risk exercise remained at
the International Prophylaxis Study Group (IPSG) MRI scale and Hemophilia Joint - A trend towards improvement was observed in HJHS total score up to Week 313 2 hiah level after Week 1
Health Score (HJHS) version 2.1° (Table 2) 9 '
L : . . » High-risk exercise was seen being performed throughout the study period, with an
— Explo.ratory endpoints included physical activity levels and activity-related — At Week 313, 7 of 9 participants (78%) had a HJHS of 0 inc?reasing trend in minutes per pgrt?cipant spent do?ng moderate—);li%h-risk
Eeeling GVEE: — In 4 participants, HIHS score was maintained at 0 from Week 1 through Week 313. activity (Figure 3).
Figure 1. Study design. Figure 3. Change in average time spent on moderate- and high-risk exercise.

Table 2. Changes in HJHS total score.”

HOHOEMI Study (N=10) AOZORA Study __ 4007 M Moderate-risk*
Week 1 Week 49 Week 97 Week 145 Week 193 Week 241 Week 313 ‘g M High-riskt
3%%/\?9 323\/};9 1.5mg/kg QW (N=10) (n=10) (n=10) (n=10) (n=10) (n=9) (n=9) qE: % 3001 - Moving average?
4-week Smali 3mg/kg Q2W Mean (SD) | 1.7(27) | 1432 | 1532 | 06(1.4) | 02(0.6) | 0.3(0.7) | 0.3(0.7) ‘;E
loading mg/kg S S 200-
weasn | 00 | 00 | w0 | oo | oo | 00 | oo
=)
I T T Min-Max o8 | o100 | o9 | o4 | o2 | o2 | o2 < £ 100-
I - I Week 1 Transferred to Week 145 Week 313 *Lower HJHS indicates better joint health; maximum score possible is 124. =
ThIS 6 year analySIS Of the Baseline* AOZORA 3_year interim 6-year final HJHS, Hemophilia Joint Health Score v2.1; SD, standard deviation. 0 -
AOZORA study is After 6 years, the safety R analysis analysis N EENR S R RSP PR LIS EL RSP RS
. . e start of the study. Week
- QW, weekly; Q2W, every 2 weeks; Q4W, every 4 weeks. . . ..
evadluatlr;ghlor}tgh termhslgfety ptrI:]Oflle ;’;‘/as fabvoratélels Y A Y | Three part|C|pants Showed no MRI abnormaht'es throughout the *Alcute inchergl o:/:/:ollilfi:)n is possible but not likely;” TAcute injury or collision is likely;” *Line represents 3-point moving average, with observed
ana joint nea INn cnliaren WIth NO thromboempoOliC 6-year foIIow-up value tsed or Teek 1.
with severe hemophilia A, events, fatal adverse I Nine of 10 participants completed the 6-year observation period « At Week 313, 4 participants showed no abnormalities, all of whom initiated

* The median observation period was 2185 days (approximately 6 years; Table 1). emicizumab aged <4.1 years; 3 participants had no findings throughout the 6-year Emicizumab provided sustained bleed protection over 6 years,

— One participant discontinued the study to undergo immune tolerance induction period (Figure 2). irrespective of Q2W or Q4W dosing regimen
(ITl) therapy. « The annualized bleeding rate for treated bleeds was reduced following treatment with

emicizumab (Table 3).

without FVIII inhibitors, events or treatment
receiving emicizumab who discontinuations
transferred from the due to adverse events

HOHOEMI study

* Among the remaining participants, 3 showed effusion/hemarthrosis only; 1 developed

hemosiderin deposition and synovial hypertrophy, and 1 showed progression to
subchondral cysts. « Atotal of 50 treated bleeds were reported from 8 participants (42 traumatic,

8 spontaneous); 2 participants had no reports of treated bleeds over the 6-year period.

Table 1. Baseline characteristics.

Participants from HOHOEMI

(N=10) * Although the MRI IPSG scale cannot distinguish between effusion and hemarthrosis:
.. : : L Table 3. Calculated mean ABR for treated bleeds pre and post emicizumab
Median (range) age, years 5.9 (1.5-10.7) — Few participants showed progression to synovial hypertrophy or hemosiderin initiation
Age group, n (%) deposition, suggesting minimal joint impact even if hemarthrosis occurred : T
o : 2 (20.0) — Findings may also reflect joint effusion associated with increased physical activity Mean (95% CI) ABR Timing* Q2W (n=4) Q4W (n=6) All (N=10)

Despl.te. Increas.ed physical 0to <2 years -+ 300 with age (Figure 3). Treated bleads Pre 10.3 (5.02-18.81) | 4.0 (1.08-10.22) | 6.5 (2.52-13.77)
Overall, results suggest activity, bleeding rates 2 to <6 years (30.0) Post 14(0.09-629) | 05(0.00-469) | 0.9(0.01-5.35)
that emicizumab is remained low and 6 to <12 years 5 (50.0) Figure 2. MRI joint assessment — IPSG MRI scale by participant. Treated joint bleeds Pre 2.7 (0.50-8.34) 0.4 (0.00—4.41) 1.3 (0.07-6.09)
effective in maintaining and joint health was Male, n (%) 10 (100) I-WWW_ Post | 0.3(0.00420) | 02(0.00-4.04) | 0.2(0.00-4.10)
| Knee | Knee | Ankle | Treated spontaneous Pre 1.1 (0.04-5.72) 0.4 (0.00-4.41) 0.7 (0.00—4.95)

ImprOVIng joint healt.h. IN pr_eserved or |_rr_1proved Median (range) weight, kg 19.4 (9.5-35.6) AgeT R fm e joint bleeds v 0.1 (0.00-3.86) 0.1 (0.00-3.86) 0.1 (0.00-3.86)
Chlldren Wlth hemOphIha A IN mOSt pal’tICIpantS Treatment regimen prior to enroliment, n (%) no. | (years) *Pre-emicizumab ABR was based on the 24 weeks prior to study enroliment. ABR, annualized bleeding rate; Cl, confidence interval;

Q2W, every 2 weeks; Q4W, every 4 weeks.

fO”OW|ng emicizu mab EpiSOdiC FVIII 0 (0) No abnormalities
Prophylactic FVIII* 10 (100) 2 1.8 No abnormalities
History of ITI therapy, n (%) 2 (20.0) 3 4.0 -. Effusion/hemarthrosis at Week 1 only ConCI usions
4* 4.1 No abnormalities
Median (range) duration of ITl, years 0.8 (0.5-1.2 . . . . .
(range) Y ( ) 5 41 No abnormalities This 6-year analysis of the AOZORA study is the longest follow-up for children with HA
Median (range) period from end of ITl to emicizumab initiation, years 3.9(0.4-7.4) i i
6 7.6 .. . ..-. . Effusion/hemarthrosis at Weeks 1, 145 and 313 treated with emicizumab to date.
Dosing regimen, n (%) 7 76 ..-. - Eftusion/hemarthrosis at Weeks 1 and 313 In these 10 participants receiving emicizumab prophylaxis (Q2W or Q4W) who
Q2w 4 (40.0) 8 8 1 . . Hemosiderin deposition/hypertrophy at Week 1: transferred from the HOHOEMI study, a favorable safety profile and low bleed rates
AW 6 (60.0)F : subchondral cysts at Week 313 - were observed throughout the 6 years.
Q ( . ) 9 9.2 .. .. .. Effusion/hemarthrosis at Week 1; hemosiderin
: deposition/synovial hypertrophy at Week 313 3 A=A : R 3
Presence of target joints,* n (%) 1(10.0) _ | Preserved or improved joint function was also demonstrated, with early prophylaxis
_ _ _ 10| 107 Effusion/hemarthrosis at Week 313 specifically associated with no detectable structural MRI progression.
Median (range) observation period, days 2185 (1385-2192)
. S - _ . _ . Effusion/hemarthrosis . Hemosiderin and hypertrophy . Subchondral cysts and effusion/hemarthrosis These findings suggest that initiating emicizumab treatment early, before the onset of
*For prophylactic FVIII administration, 8 participants used standard half-life, and 2 participants used extended half-life products; . . . . . . .
tOne participant switched to QW; ¥One participant had a target joint (left knee) at baseline. *Participant 4 discontinued the study following MRI assessment at Week 198; TAt Week 1. jOlnt ChangeS, IS |mp0rtant for preserving JOInt health.
FVII, factor VIII; ITI, immune tolerance induction; QW, weekly; Q2W, every 2 weeks; Q4W, every 4 weeks. IPSG, International Prophylaxis Study Group; L, left; Pt, participant; R, right.

« Data from the final analysis of all 30 participants from AOZORA are anticipated.
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