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INTRODUCTION RESULTS SUMMARY
» Prophylactic administration of factor VIII (FVIII) is generally considered the Table 1: ABRs Before and During Prophylactic Study Table 2: ABRs Before Study and During Prophylactic Study . The maiority of subiects were able to reduce dosing freauency by at least one

standard of care in patients with severe hemophilia A (FVIII level < 1%), as it Treatment With ADYNOVATE Administered Twice Weekly - Treatment With ADYNOVATE (2x/week) - Stratified by roph IJa ctiginfusiojn ner week compared o pre-sttiq dy t?eatmgntil/vhile sing

has been demonstrated to reduce or prevent bleeding and the risk of Stratified by Prophylactic Treatment Frequency Before Study Product Type Before Study ADYNyOVATE

developing chronic arthropathy and a reduced quality of life. |

» The frequency of prophylactic infusions remains a challenge to patient Frequency Frequency ABR » The mean total ABR decreased for those previously treated 2x/week from 5.60
compliance. The average half-life of FVIII products is in the range of 10 to 14 Frequency Statistic oroduct '-’;lfﬂe %ltll:i:g Statistic %‘:f%re %‘:rigg - to 2.60, and for those previously treated 3x/week from 3.91 to 2.28 during w
hours,'2 necessitating 3 infusions per week or 1 infusion every other day to 2 J 1u1 . —— prophylactic treatment with ADYNOVATE.
maintain trough FVIII levels = 1% of normal to effectively prevent or reduce Prophylactic " "(SD) 564 (415) 21;0 41:)0 -
- : ean : 5 . -4,
spontaneous bleeding episodes > Treatment With Any R s Full-length FVIIl [0 G
» Full-length, pegylated, recombinant FVIII (BAX 855, ADYNOVATE) was FVIIl Concentrate efore study  Luring study — Litierence IoR 8.00 2.30 8.70 CONCLUSION

designed to provide an extended half-life and allow for a reduced frequency of Before Study (LA (2.00, 10.00) (1.70,4.00) (-7.00, 1.70) )

prophylactic infusions. ADYNOVATE is manufactured by covalently binding a n 3 3 3 5

branched PEG reagent (molecular weight: 20 kDa) to the licensed rF VI o 15 15 15 Plasma-derived Mean (SD) AU NPAL)! 2.00 -4.00 | D | % %

(ADVATE) with PEG chains predominantly localized to the B-domain of the EVIII 2xiweek  2x/week o =00 300 8.90 Twice weekly prophylactic infusions with ADYNOVATE =8

4 ' ' -10.00, - | | | | - =

FVIII molecule. | | | Mean (SD) 5.60 (3.91) 2.59 (2.05)  -3.01(4.67) OIS (5.00,1000) (0,390) 210) resulted |nlfewer bleedlngleplsode.s compared with pre-study

* In the phase 1 and pivotal phase 2/3 studies, the mean half-life and the mean oxiweek . o ” ” prophylactic treatment while reducing the frequency of
residence time of ADYNOVATE compared with that of ADVATE were 1.4-to T 411 (5.40) i P infusions in the majority of pediatric patients, indicating
1.5-fold higher.? QR 8.00 2.30 8.70 IO 3xiweek  2x/week e | ' improved efficacy of ADYNOVATE prophylaxis.

: i | - Q1,Q3 2.00, 10.00 1.70,4.00)  (-7.00, 1.70 IGR L 3.90 6.20

In the pivotal phase 2/3 study in adolescents and adults: (Q1, Q3) (2.00, )  (1.70,4.00)  (-7.00,1.70) AN (100,500 (0,390 (420, 2.00)

— ADYNOVATE administered twice weekly resulted in an annualized : S s — =
bleeding rate (ABR) reduced by 90.0% compared to that observed during : 2 2 2 =
on-demand treatment (P < 0.0001) n 33 33 33 Plasmaderived |11 MU Mear (SD) EEXJCEL) 0 -4.50 &

~  The median ABR was 1.9; 39.6% of compliant subjects had no bleeding FVII 1 ek QR 7.00 0 7.000 :
episodes and 57.4 % of subjects did not experience any spontaneous or Mean (SD) 3.91(5.03) 228 (3.41)  -1.63 (5.35) (eiMe:)B (1.00,8.000 (0,00  (-8.00,-1.00) REFERENCES S
joint bleeding during prophylaxis.® 3x/week - 4 . . &

IQR 4.00 3.80 5.90 B-domain N Mean (SD) BVRLENFALH 0 -2.00 1. Bjorkman S, Folkesson A, Jonsson S. Pharmacokinetics and dose 3
OBJECTIVE (Q1, Q3) (1.00,5.000  (0.00,3.80)  (-4.00, 1.90) deleted FVII IQR 3.50 1.90 5.40 requirements of factor VIIl over the age range 3-74 years: a population
. . - el (0.50,4.00)  (0,1.90)  (-4.00,1.40) analysis based on 50 patients with long-term prophylactic treatment for
* In this global, open-label phase 3 trial in pediatric PTPs < 12 years, the ABR haemophilia A. Eur J Clin Pharmacol. 2009:65(10):989-998
during study was compared with ABR during pre-study prophylaxis usin . . . e | | | | |
othergFVIII Zoncentratgs (including ADVATEg)p Y PIEPTY )  ABRs were reduced by means of 3.01 and 1.63 in patients receiving * Most subjects with pre-study prophylactic schedule (zf 2 or 3 infusions per week 2. Manco-Johnson MJ, Abshire TC, Shapiro AD, et al. Prophylaxis versus
| 2x/week and 3x/week pre-study prophylactic treatment regimens, had received full-length FVII (FL-FVIIT) products (n = 38), whereas a total of 10 episodic treatment to prevent joint disease in boys with severe hemophilia. N
i - subjects had received plasma-derived (pd-FVIII; n = 5) or B-domain deleted | |
respectively (Table 1, Figure 2). Engl J Med. 2007;357(6):535-544
METHODS FVIII (BDD-FVIII; n = 5) products. | ’ | |
* Few patients had received treatment more than 3x/week pre-study: n =4 Mean and median ABRs were lower during prophylactic treatment with 3. Committee for Medicinal Products for Human Use. Guideline on core SmPC
+ Previously treated pediatric patients < 12 years with severe hemophilia A and on 3.5x/week and n = 3 on 4xfweek ADYNOVATE compared to all pre-study treatment methods(Table 2, Figure 3), for human plasma derived and recombinant coagulation factor VIl products.

no history of FVIII inhibitors or at screening received twice weekly prophylactic EMEA/CHMP/BMWP/1619/1993 rev.1. 5-24-2012. London, European

treatment with ADYNOVATE (50 + 10 IU/kg) for = 6 months or 50 exposure Figure 2: Mean (SD) ABRs Before Study and During Figure 3: Mean ABRs (SD) Before Study and During Medicines Agency (EMEA-EMA).

days (EDs). Prophylactic Study Treatment With ADYNOVATE - Stratified Prophylactic Study Treatment With ADYNOVATE - 4. Turecek PL, Bossard MJ, Graninger M, et al. BAX 855, a PEGylated rFVIII

by Prophylactic Treatment Frequency Before Study Stratified by Frequency Before Study product with prolonged half-life. Development, functional and structural
Figure 1: Subject Disposition Flowchart | characterisation. Hamostaseologie. 2012;32(Suppl 1):S29-S38.
T — 2xiweek Prophylactic Treatment 3xiweek Prophylactic Treatment g re-study Treatment with g Pre-study Treatment with 5. Turecek PL, Bossard MJ, Graninger M, et al. BAX 855, a PEGylated rFVII
N=73 Before Study (n = 15) Before Study (n = 33) FL-FVIII 2x/week (n = 11) FL-FVIII 3x/week (n = 27) product with prolonged half-life. Development, functional and structural
Age 6 to < 12 77 r- characterisation. Hamostaseologie. 2012;32(Suppl 1):S29-S38.
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et oro 1 1 EM, MTA-R, and CWY were investigators in this study, which was sponsored by s 3
;io =y14 i'i =y14 ' h- ] T Baxalta, now part of Shire. WE, BP, JD and BA are full-time employees of Baxalta, = GEJ
Discontinued f f Discontinued 0 0. 0 - now part of Shire, which sponsored the study. T
during I\Fl) rg%hylams during I\Fl) rf%hylax's Before Study  During Study Before Study  During Study Before Study  During Study Before Study  During Study The study was registered at www.clinicaltrials.gov <http://www.clinicaltrials.gov/> —
Completed Completed " Physan DesonN =1 as NCT02210091 and at www.clinicaltrialsregister.eu under EudraCT Number 2014 ——
Prophyiiia:igzPeriod: Prophyiiia:igzPeriod: » Among the 48 subjects with a pre-study prophylactic schedule of 2 or 3 000742 30. —
infusions per week, 50.0% had not been treated previously with ADVATE. *Author an employee of Baxalta (“Baxalta US Inc; °Baxalta Innovations GmbH), =
* Two subjects counted as Screen Failures were later enrolled (Unique Subject ID 261202-110013 and 261202-511003). ’ Eatlents .experlenlce(_j a .reductlon of bleedmg eplsodgs durmg the StUdy NOW part of Shire. —
irrespective of their historical treatment status (Table 3, Figure 4). —
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