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PROTECT VIl Kids Trial Results: BAY 94-9027 Safety and Efficacy in Previously Treated Children %
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INTRODUCTION RESU LTS Efficacy e 129 of 140 bleeds (92%) reported during the study were controlled with 1-2 infusions.
 For all 60 patients analyzed, median total ABR was similar in patients aged <6 and 6—<12 * Response to treatment of bleeds was good or excellent in 85.7% of bleeds (Figure 2);
’ years (Table 2); median ABRs for joint bleeds were 0 in both age groups and were low for responses were similar in both age groups.

Prophylaxis reduces bleeding and improves joint outcomes

\ézsgc;iiﬁ;n @Ei:rﬁﬁgzgt ;? gr? tg:;[; ;\Stehms evere hemophilia A, Patients spontaneous bleeds (0 and 1.5 for patients aged <6 and 6-<12 years, respectively) Figure 2. Patient/Parent Assessment of Response to Treatment of Bleeds
- Ear|y adoption of and adherence to p.rophyIaXiS may he e 61 patients were treated in the StUdy (Table 1), 60 of whom were included in the intent-to- Table 2. Summary of Bleeds by Age Group (Intent_to_Treat Population) (Intent-to-Treat Population) [
facilitated by less frequent infusions using extended treat population (aged <6 years, n=32; aged 6—<12 years, n=28); 8 patients discontinued Aged <6y Aged 6-<12y Total 5
' : =32 =28 N=60 8
half-life factor VIl (FVIIl) products.3 treatment during the study. T (n=32) (n=28) (N=60) 3.6%
BAY 94-9027 is a B-domain-deleted long-acting recombinant Total 1.0 (1.0; 3.5) 2.0 (0; 4.0) 2.0 (0.5; 4.0)
FVIIl site-specifically conjugated with polyethylene glycol (PEG).* Table 1. Demographics and Baseline Characteristics (Safety Population) éointt 828: 1-8; 100((()5 2é0())) 88; ]-8;
pontaneous , . . , L. ;.
half-life compared with unPEGylated recombinant FVIIl in (n=32) (n=29) (N=61) ABR ©
noncliniqgl studies and in adult patients with severe Total 2.7 (1.1; 6.8) 2.9 (0; 6.7) 2.9 (0.5; 6.8) B Excellent/Good 5
hemophilia A.4° Age, y Joint 0 (0; 1.6) 0 (0; 2.8) 0(0; 1.9) ‘GEJ
i . — - - . B Moderat n
The safety and efficacy of BAY 94-9027 for prophylaxis and Median (range) 30(@9) 2061 NA %gzr:;neous 106((26.1;163) (1)'2 Eg’. 28; 104(?(’).2 581)) o £
treatment of bleeds in adolescents and adults with severe Race, n (%) Patients with 0 bieeds, n (%) . (21’ 9; é(zé 6') 1 . (2’5 6) W Poor
hemophilia A was demonstrated in the PROTECT VIl trial.t White 27 (84.4) 28 (96.6) 55 (90.2) qHen’s With L Dleeds, 0 1A ' ' '
: : : Black 3(9.4) 0 3 (4.9) ABR=annualized bleeding r.ate. | -
_ Efflcacy Of prophyIaX|S with BAY 94-9027 was shown at Asian ] (3.1) ’ (3. ) 5 (3.3) Data are median (quartile 1; quartile 3) unless otherwise indicated.
d|<|>se n(wjtervals up to el;/ery I7 dacyj/s usw(;g % Stlfdy design that American Indian or Alaska native 1(31) 0 1(1.6) e Summary of bleeds by age group and dosing frequency is shown in Table 3.
allowed treatment to be tailored to individual patient
responses. BI\I<I/II, l;g/mz e s 1 1 " Table 3. Summary of Bleeds by Age Group and Dosing Frequency
edian (range) > (13-18) 4 (13-22) Dosing Frequency %
Previous treatment, n (%) Twice Every Every Changed Safety g
Prophylaxis 31 (96.9) 25 (86.2) 56 (91.8) Weekly o Days 7 Days Frequency* o T
On demand 1(3.1) 4 (13.8) 5 (8.2 Patients aged <6y, n 8 12 6 6 * No m_hlbltors to FVIll were rePorted: =
OBJ ECTIVE - . Number of total bleeds 1.0 (0; 1.5) 1.0 (1.0; 2.5 15(1.0:50 350 5.0) * 8 patients (aged 2-6 years) discontinued from the study because of suspected 3
Patients with target joints, n (%) 13.1) 10 (34.5) 11 (18.0) ABR for total bleeds 1.8 (0; 6.8) 3.9 (1.3; 20.0) 1.4 (11; 4.8) 5.7 (2.5; 7.) immunologic response against PEG, which occurred within 4 EDs to BAY 94-9027; no &
e Glsieetiie 6f dhle etuch wEs e evalluEie e etiems Bleeds in th ous 12 mo, 14.0:50 40 2.0: 105 3.0 (1.0; 9.0 ABR for spontaneous bleeds 0 (0; 0.9) 0(0; 2.2) 0 (0; 0.8) 1.4 (0; 3.0) major safety concerns, |pclud|ng FVIII inhibitor deyelqpment, were observed in these N
and s a1£ etv of BAY 9 4_9023/7 for prophylaxis and tre atmint ersesi;?] (£1P§g;ous me ( ) ( ) ( ) ABR for joint bleeds 0(0; 1.8) 0(0; 1.4) 0.5 (0; 1.6) 1.4 (0; 2.5) patients. All of these patients safely resumed their prior FVIII treatment at the same =
e dsyin reviously treated chil dré’n e evere ’ Patients with O bleeds, n (%) 3(37.5) 2 (16.7) 1(16.7) 1(16.7) doses and frequencies as before the study. S
> Joint bleeds in the previous 12 mo, 0(0; 1.0) 2.0 (0.5; 5.0) 1.0 (0; 3.0) Patients aged 6-<12'y, n 10 14 1 3 : : : : :
hemophilia A. median (Q1: Q3) Nurmber of total bleeds 0.5 (0: 3.0 2.0 (1.0: 4.0) 20 6.0 (1.0: 8.0) — The mechanism of these adverse events is being evaluated in a separate ongoing study.
BMI=body mass index; NA=not available; Q1=quartile 1; Q3=quartile 3. 222 ;2: :;tgln,?;izgzs bleeds ::8 8: gg 3105(204’1’268;) i‘lz 10565(204,1,81(-;)0)
ABR for joint bleeds 0 (0; 2.0) 0.8 (0; 2.9) 0 1.8 (0; 4.0)
Treatment Patients with 0 bleeds, n (%) 5 (50.0) 3 (21.4) 0 (0) 0(0)
M ETH o D S ABR=annualized bleeding rate. co N C LU S I o N S
. . . . . Dat dian ( tile 1; tile 3) unl therwise indicated.
* All patlents treated twice Weekly or every S days remained at their aSSIQHGd dose *Ifg’fileirtes nv?:loli?la?\;aerdf gosir?gaf:elqeugnlé; zrslir(;aseerév Isre c;gclr(;Zseed); 8 patients switched from every-7-days dosing to every-5-days (n=6) or . . _
Patients and Study Design frequency with the exception of 1 patient who reduced his dosing frequency. Only twice-weekly (n=2) dosing, and 1 patient decreased dosing frequency from every 5 days to every 7 days. Py Every_5_days prophyIaXIS dOS|ng was the mOSt frequenﬂy Used reg|men a-t
Y ThlS phase 3 multicenter open-'abel Single treatment—-arm patients treated every 7 days SWitChed to more frequent dOSing (8/15, Figure 1) ° ’fA\ Summary O..If. t(t):ial 4b|eeds during the IaSt 90 days Of the StUdy are Shown for eaCh dOSing the beglnnlng (45% Of patlents) and end (53% Of patlents) Of the StUdy
; , : requency in Table 4. L . : :
study (PROTECT VIlI Kids, ClinicalTrials.gov identifier: : > e |n a protocol allowing investigators to tailor prophylaxis treatment to
NCT01775618) was conducted at 31 centers in 13 countries Figure 1. Treatment Regimens in Patients Who Completed the Study Table 4. Summary of Bleeds in the La;t 90 [I):ays of the Study individualized patient response, the long-acting product BAY 94-9027 was
osing Frequenc . : . :
from May 2013 to March 2015. SaLL Y Changed effective for prevention and treatment of bleeding in patients aged <12 years
?gsllﬁ E?(’g/le)ni ggper% :;)z(pyC)eSaJrSeV(\:/II:ICSS(eEVS;)etge;’]]y?:wllll? Soduct il dosing frecuency | Twice waskiy Evorr 5 davs Twicze V¥7e)ekly Eve(ry 52 ;D)ays Ever(y 77I;)ays FrtiCIug)rTIcy (:Stsa?!) with severe hemophilia A once a stable dose regimen was obtained.
0)s ; _ n= n= n= n= =
and no inhibitors were treated with BAY 94-9027 for >50 EDs. n=15 n=23 Number of total bleeds 0 (0; 1.0) 0 (0; 1.0) 1.0 (0; 2.0) 1.5 (0; 3.0) 0 (0; 1.0) e No patient developed inhibitors to FVIII following administration of
_ Patients were enrolled in 2 age groups (<6 years and ABR for tgtal blegds | 0 (0; 4.) 0 (0; 4.) 41 (0; 8.1) 6.1 (0; 12.2) 0 (0; 4.) BAY 94-9027.
Data are median (quartile 1; quartile 3).
6—<12 years). n=1 *Data are for patients who completed the study.
TPatients who changed dosing frequency during the last 90 days of the study; 1 patient increased dosing frequency from every 7 days to every
BAY 94-9027 was started at 25 U/ kg twice Weekly, 45 U/ kg n=6 5 days, and 1 patient decreased dosing frequency from every 5 days to every 7 days.
fevery 5 days, or 6? lLi/ kc? sv;r]y 7 dayts.; d;)se ang dosing I e 9 patients changed dosing frequencies (8 patients from every-7-days dosing) during the | REFERENCES |
requency \évere Selec 'eh g’ | © 'aneS 'ga or_s,fw 10 werre] T study after a mean (range) 107 (16-288) days. The mean (range) number of days in the |
encouraged to start with the least-frequent intusion schedule _ . Twice weekly Every 5 days study after the dosing frequency change was 152 (35-277) days. 1. Manco-Johnson MJ, et al. N Engl J Med. 2007;357(6):535-544. 4. MeiB, et al. Blood. 2010;116(2):270-279.
that was appropriate for the individual patient. Final dosing frequency n=17 n=28 _ . . 2. Gringeri A, et al. J Thromb Haemost. 2011;9(4):700-710. 5. Coyle TE, et al. J Thromb Haemost. 2014;12(4):488-496.
_ _ _ — For patients who switched from every-7-days treatment to more frequent dosing (n=8), 3. Blanchette V'S. Haemophilia. 2010;16(suppl 5):181-188. 6. Reding MT, et al. Haemophilia. 2014;20(suppl 3):20-21.
— The protoc.ol encquraged increasing the dose or dosing median (Q1; Q3) number of total bleeds improved from 2.0 (1.0; 6.0) before switching to _———
frequency if a patient experienced 2 spontaneous muscle | | - . 1.0 (0; 2.0) after switching; median (Q1; Q3) ABR also improved from 18.3 (12.3; 29.2)
and/or jOiI’Tt bleeds within any 3-month period Arrows show movement of patients between regimens and do not reflect the time during the study when the switch occurred. bef tohi t6 2.6 (0.7- 5.3) aft tehi Table 5
- : efore switching to 2.6 (0.7; 5.3) after switching (Table 5). o
. 910260.5:53 9 (Table 5) Acknowledgments S o
Assessments ¢ Mean T SD dOSG per meSlon fOr patlents treated twice Weeklya every S dayS’ and every B FOF patlgnts Wh.O remalned n the every—?—days treatmer!t arm throughgut the_StUdy (n:7)’ This study was conducted and funded by Bayer Pharma AG (Leverkusen, Germany). Medical writing assistance was provided by E -lt?)
° Primary efficacy endpoints were annualized number of 7 days were as follows: the median (Q1, Q3) number of total bleeds was 2.0 (10, 50) and median (Q1, QS) ABR Ken Wannemacher, PhD, of Complete Healthcare Communications, LLC (Chadds Ford, PA, USA) and was fully funded by Bayer. o 8)
' was 1.6 (1.1; 4.8). s S
bleeding events during prophylaxis and patient/parent , _ ( ) :‘_f =
assessment of response to treatment of bleeds on a 4-point ~ Patients aged <6 years: 35.3+6.3 (n=8), 51.4+5.8 (n=12), and 56.7+5.5 (n=6) IU/kg Table 5. ABR in Patients Who Increased Dosing Frequencies S o
L s - e)
scale (poor, moderate, good, excellent). — Patients aged 6-<12 years: 29.0+5.9 (n=10), 47.6+5.7 (n=14), and 60.6 (n=1) 1U/kg ABR Before Switching (n=8)* After Switching (n=8)* Disclosures - %
— Further analysis was done in patients who increased their , L , | | iz St S a2tz 2B (0553 . . . | . . T o
dose or changed dosing frequency to evaluate efficac ° 33 of 51 patients (65%) who stayed at their initial dosing frequency did not change their Spontaneous bleeds 8.9(0;16.9) 00;1.0 Erds ailntagsosnnOFQ-aS reggzeéj i unrﬁsmdﬁld rf-siaghfglranéfrotm/gﬂzeﬁtamé-lsamﬁjmb/esr Og-ﬂbe ipeﬁkers burej l;aorr?dvgog bota Ld oo d
0 J e ARy - d o) - . 114t _ Traumatic bleeds 6.4 (0; 184 17 (0; 2.6) research grant support from Bio Products Laboratory, Baxalta, Pfizer, and Opko Biologios; has served as a consultant for Bayer, Pfizer, Opko
once a stable treatment regimen was achieved dose, 17 (33%) increased their dose (every-5-days arm, n=11; twice-weekly arm, n=6) Joint bleeds 4.8 (1.0; 12.9) 0 (0: 0.7) oo A g e T e e e a8 oS! ° !
) ’ ’ ’ ’ ’ . U, <. 5 Uk iologics, and Alnylam; and is a member of the speakers bureau for Bayer, Pfizer, and Novo Nordisk. Dr Fischer has received researc
Secondary endpoints included inhibitor development and 1 (2%) decreased his dose (twice-weekly arm). The study was designed to allow ABReannualized bleedng rate, Novciak, and Poer andt has rooehvod speaker fous om Bayer. Baxtar, CoL Benring, Octapharna, Prser and Novo Nordisk. Dy Bia has
and safety. patients to find the appropriate and effective dose to tailor to their needs. & PN IWECESSE ORI e THEITey e YE § B K SHony & Gy ([i=e) e iled veelty =) s Aloxion. M5 Pk s i employeo of Bayer Pharma AG. Drs Savons an Michacls are emioyecs of Bayer —+ o1 C e forBaver
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