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Introduction « 21 patients (17.95%) Table 2: Subject Characteristics at entry
The treatment of hemophilia A patients has been improved by the availability of sate FVIII products developed an No of subject

. . . : C g . . - . i : Inhibitor at diagnosis % 95%Cl

and the adoption of routine prophylaxis, but inhibitors to FVIII remains one of the most significant mhlb_lmf {T_hlg_h;_ 14 inhibitor developed
complications. Data on previously untreated patients (PUPs) 1s valuable 1in delineating the natural history low titer at inhibitor High titer  (>5BU) . 5 o8 244 1104
of hemophilia treatment. The real-life clinical practice during the early treatment phase of hemophilia A diagnosts). (Table 2) : ' * |
j_tl]‘.'ilpﬂﬂ has been dc}cmnente-fjl by ADEG{TE_(LAHF—PFI&-D PUPs study since 2007 under Japanese ° .Iﬂ 1.0_‘3f 21, Low titer (1-5 BU) 12 10.26 5 41 1723
ordimmance Good Post-Marketing Study Practice (GPSP). nhibitors have

) ’ disappeared during Other (<18BU) 2 1.71 021  6.04

the study.

O bj ective Total 21 17.95 1147  26.12

To investigate safety, i.e. adverse events namely inhibitors in PUPs treated with rAHF-PFM, and
influence factors including inhibitor development.

* The median infusion number to mnhibitor formation was 30 (range: 8-123).

* The median mfusion number to inhibitor development was 30 infusions in low titer (range: 8-123) and

21 mtusions n high titer (range: 9-85).

Methods

This prospective, multicenter, observational surveillance study was conducted at 63 sites from February Figure 1: Cumulative incidence of inhibitor development
2007 to June 2013 investigating PUPs of any age and disease severity with < 3 exposure days (EDs) at
study entry who were prescribed rAHF-PFM. Data were collected every 6 months for over two years using 20
the electronic data-capture system (EDC) and reviewed March 2014.
*Inhibitor was assayed in mstitute or local laboratories and cut-off imndex was based on their standard. 45 Inhibitor incidence -
. o . . . . S V
* Cumulative probability of mhibitor risk were analyzed with Kaplan-Meier analysis using developed = 40 All: 17.95% (21/117)
o O
inhibitor. pe: High responder: 7.69% (9/117)
‘ -; 35 Low responder: 10.26% (12/117)
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Subjects Characteristics Z 25 Al
* Of 119 subject enrolled at 63 sites, data of 117 recerving the rAHF-PFM more than once were collected. E
* The FVIII severity are < 1%:74%, 1 - 2%: 7%, > 2-5%: 7% and > 5%0:12%. E 20
* Forty nine (42%) had a family history of hemophilia and 9 (8%) had a family history ot inhibitors. - - Low responder
®
Treatment =
* A total 14M IU (prophylaxis :13.1M IU, on demand 0.9M IU) with 28,664 infusions (prophylaxis: 26,116 S 10

infusions, on-demand: 2,548) were admuinistered.

High responder

* Ninety five (81%0) had undergone a greater than two-year observation period (median: 36.1 months, range:
0.2-67.5). Twenty-two dropped out within two years (adverse events:9, lost to follow up:5, death:1, others:7). 0

* Total infusions per subjects was 172 (median), 248 =308 (mean X SD), 1-2562 (min-max). 0 50 100 150 200 250 300
* Eighty three (71%) had over 50 infusions (median:171). Ninety seven (83%) started on-demand and
69(59%) moved to prophylaxis.

Cumulative infusion numbers

No. at Risk 117 75 61 52 43 35 31

Safety

* The nisk factors of inhibitor development were compared using odds ratio in serious hemorrhage,

* Serious adverse events :meningitis pneumococcal (product relation: unknown 1), mhibitor development catheter placement, famuly history of hemophilia, inhibitor family history and FVIIT <1% (Figure 2)
(21). * The adjusted odds ratio in inhibitor development was significantly higher in subjects with a family history

* Acute subdural hematoma was reported to cause a death. The event was reported to be not related to of inhibitor
rAHF-PEFM by the investigator. However, due to msufficient information, this case was assessed by Baxter.

* There were no non-serious ADRs reported. Figure 2: Subjects Odds ratio of inhibitor development risk factor
o - Inh (+) Inh (-
Inhibitor development () Inh ()
* The median age of diagnosis of hemophilia A was 0.3 1 subjects who developed inhibitors (Inh) and 0.7 " 21 96
in subjects with no inhibitor (no Inh). ‘
* The median age of first bleeds was 0.5 (Inh), 0.6 (no Inh) and the median age of severe bleeds was 0.3 Serious hemorrhage* 8 21 p=0.1834
(Inh) and 1.1 (no Inh).
* The median age of first exposure to rAHF-PFM was 0.9 (Inh) and 0.9 (no Inh). Catheter placement 1 s p»—1t—a p=0.7101
* The adjusted odds ratio in inhibitor development was significantly higher in subjects with a famuly history o
of inhibitor Family history 12 37 — p=0.7591
Table 1: Subject Characteristics in inhibitor developed and no inhibitor developed Inhibitor family history 6 3 ——a P=00013
All Inhibitor developed No inhibitor EVII: < 1 % 18 69 - 0.7329
N % N % N % ' ° e ——. p=U.
117 100.0 21 100.0 96 100.0
Age (y) of the first infusion of Median 0.9 0.9 0.9
rAHF-PFM min-max 0-81 0-63 0-81 0.010 0.100 1.000 10.000 100.000
25%-75% |1QR 0.9-1.9 0.9-0.9 0.1-2.0
D at entr 0 95 81.2 17 81.0 78 81.3
’ 1-3 22 18.8 4 19.0 18 18.8 The adjusted odds ratio in risk of inhibitor development were serious hemorrhage: 2.271 (0.678-
Reason of diagnosis ::1;‘-;‘"“'5“’” 2 23 0 a7 1 77 7.604), catheter insertion: 0.660 (0.074-5.887, family history of hemophilia: 0.815 (0.220-3.017),
Age (y) of diagnosis ——— 57 ' 33 ' 57 ' family history of inhibitors:12.662 (2.571-62.357), hemophilia severity:1.360 (0.232-7.959).
<1 87 74.4 18 85.7 69 71.9 *. ICH were reported 6 in inhibitor developed subjects and 12 in non inhibitor developed subjects.
1522 8 6.8 1 4.8 7 7.3
" <=
Y% 2 <55 8 6.8 2 9.5 6 6.3 \- S/
5 < 14 12.0 0 0.0 14 14.6
Allergy yes 7 6.0 1 4.8 6 6.3
Age (y) of the first bleeding  Median 0.5 0.5 0.6 .
Treatment at the first bleeding yes 61 52.1 12 57.1 49 51.0 C On c I us Io ns
Severe bleedings yes 31 26.5 9 429 22 229
Age (y) of severe bleeding Median 0.7 0.3 1.1 i o i i i i i
min-max 0-13 0-0 0-13 * 21 de novo inhibitors (7 high titer at diagnosis, 9 high responder) were
25%-75% |1QR 0.3-13 0.1-0.6 0.4-1.5 : :
Site of severe bleedings Intracranial hemorhage 19 16.2 7 33.3 12 12.5 reportEd n 117 treatEd SUbJECtS'
Surgery Yes 15 12.8 6 28.6 9 9.4 * The safety profile of rAHF-PFM in Japanese PUPs appears consistent with
Age (y) of surgery Median 1.3 1.2 1.3 ) ) ) oy -
Catherte ves 17 145 5 229 3 23 previous reports with an inhibitor rate of 17.95%.
Continous infusion ___yes 14 12.0 > 238 2 24 * Odds ratio of inhibitor development was significantly higher in subjects with
Prophylaxis (including after inhibiter development) yes 89 76.1 18 85.7 71 74.0 ) o ) )
family history of hemophilia yes 49 41.9 12 57.1 37 38.5 an inhibitor family history.
family history of inhibiotr  yes 9 7.7 6 28.6 3 3.1
\. /
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