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Annex 30

to Procedure for Conducting Expert
Evaluation of Materials Pertinent to
Medicinal Products, which are
Submitted for State Registration (Re-
Registration) and Expert Evaluation of
Materials about Introduction of Changes
to the Registration Documents during the
Validity Period of Registration
Certificate (clause 4, section V)

Clinical Trial Report

1. Name of the medicinal product (number of
registration certificate, if available)

FEIBA

2. Applicant

Takeda Manufacturer Austria AG, Industriestrasse 67,
1221 Vienna, Austria

3. Manufacturer

Takeda Manufacturing Austria AG, Industriestrasse 67,
1221 Vienna, Austria

4. Trials conducted:

yes C no

If not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

Antihemorrhagic, B02BD03-Blood coagulation factors

5. Full name of the Clinical Trial, clinical trial
code

Prospective, Multicenter, Open-label, Randomized,
Crossover Study of Tolerability and Safety of FEIBA
Reconstituted in Regular or 50% Reduced Volume and
of Faster Infusion Rates in Patients with Hemophilia A
or B with Inhibitors; 091501

|6. Clinical trial phase

|| 3b/4 |

|7. Period of the clinical trial

[from 12 Feb 2019 till 27 Dec 2021 |

8. Countries where the clinical trial was
conducted

Algeria, Croatia, India, Malaysia, Poland, Thailand,
Turkey, Ukraine

9. Number of study participants

planned: 32 enrolled subjects, 24 evaluable subjects
(subjects with at least 2 infusions per sequence in Part 1
and at least 2 infusions per infusion rate in Part 2).
actual: 33 randomized and treated subjects, 30 subjects
completed Part 1, 28 subjects completed Part 2.
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10. Goal and secondary objectives of the clinical
trial

To evaluate tolerability and safety of Factor Eight
Inhibitor Bypassing Activity (FEIBA) reconstituted in a
50% reduced volume of sterile water for injection
(SWFI) administered at the standard infusion rate of 2
U/kg/min and at increased rates of 4 and 10 U/kg/min.

11. Design of the clinical trial

2-part, prospective, open-label, multicenter study to
compare tolerability and safety of FEIBA reconstituted
in 50% reduced volume versus regular volume of SWFI,
and to evaluate the safety of infusing reduced volume
FEIBA at increased infusion rates of 4 and 10 U/kg/min
in comparison with the standard rate of 2 U/kg/min, in
24 evaluable subjects with hemophilia A or B with
inhibitors.

Part 1: Subjects received a total of 6 infusions in 2
different diluent volumes of FEIBA every 48 hours (-
8/4-24 hours) in a 1:1 randomized, crossover manner.
Both volumes were given at the standard infusion rate of
2 U/kg/min.

Part 2: was non-randomized with sequential treatment
of subjects who completed Part 1 to evaluate FEIBA
reconstituted in 50% reduced volume of SWFI at
increased rates of 4 and 10 U/kg/min. The FEIBA
Infusions 7, 8, and 9 were administered at the 4
U/kg/min rate followed by 3 infusions (Infusions 10, 11,
and 12) of FEIBA at 10 U/kg/min rate. The infusions
were administered every 48 hours (-8 hours/+24 hours)
to allow time to monitor safety and tolerability of the
higher infusion rate.

12. Main inclusion criteria

Adult subjects (age > 18 to < 65 years) with congenital
hemophilia A or B of any severity, of all races and
ethnic groups. All subjects had inhibitors > 0.6 Bethesda
units (BU)

13. The investigational medicinal product,
method of administration, strength

Factor Eight Inhibitor Bypassing Fraction (FEIBA),
intravenous use, 100 U/ml

14. Comparator, dose, method of administration,
strength

FEIBA 100 U/ml with infusion rates 2 U/kg/min, 4
U/kg/min, 6 U/kg/min, 10 U/kg/min compared to
FEIBA 50 U/ml with infusion rate 2 U/kg/min. Both
intravenous use

‘15. Concomitant therapy |

IN/A

[16. Efficacy evaluation criteria ‘

|N/A

17. Safety evaluation criteria

Tolerability and safety (local and general) related to
infusion rate and volume of reconstitution (occurrence
of all AEs including hypersensitivity, thromboembolic
events and infusion site reactions, AEs leading to
discontinuation, changes in vital signs and laboratory
parameters which were considered AEs).
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18. Statistical methods

Statistical analysis for this study was descriptive in
nature. All safety outcome measures were summarized
using descriptive statistics.

19. Demographic characteristic of study
population (gender, age, race, etc.)

Adult subjects (age > 18 to < 65 years), male, all races
and ethnic groups

20. Efficacy results

| N/A

21. Safety results

Similar rates of related TEAEs between subjects
with 50% volume compared to those who
received the regular volume.

No serious TEAEs, any hypersensitivity,

infusion site or thrombotic TEAEs, and no TEAE
leading to drug withdrawal or study
discontinuation in subjects who received the 50%
reduced volume at the increased infusion rates of
4 and 10 U/kg/min.

Overall, the TEAESs seen in the FEIBA STAR
study were consistent with the known safety
profile of FEIBA in patients with hemophilia.

22. Conclusion

FEIBA was shown to be safe and well tolerated when
given to patients with hemophilia with inhibitors when
administered at the regular rate (2 U/kg/min) at either
the regular volume or at the 50% reduced volume (study
Part 1) or at the 50% reduced volume with an increased
rate of 4 U/kg/min or 10 U/kg/min (study Part 2).

DocuSigned by:

(signature)

Applicant (Marketing
Authorization Holder)

Klemens Gusenbauer
Head of Regulatory Affairs, Austria / Authorized Signatory

(full name)
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IAEHTUMIKATOP NaKeTy AOKYMEHTIB LocuSIgn: E2F /35CD-bDFZ-4149-B8C1-Y854DI3AU/ABZ

/JToeomun:
Takeda/

lapHe 3a00poOB'ss — cBiTNEe MabyTHE

Jonmarox 30

10 Topsiiky IpoBeICHHS €KCIICPTH3H
peecTparifHuX MarepiaiiB Ha JTIKapcehKi
3aco0H, 1110 MOJJAIOTHCS Ha JICPIKABHY
peecrpariiro (mepepeecTpartiio), a Takox
eKCIIEPTU3HU MaTepialliB PO BHECEHHs 3MiH 110
peecTpallifHiuX MaTepiaiiB MPOTIroM il
peecTpalifHoro mocBideH s (IyHKT 4,
pozia [V)

3BIT PO KJIHIYHE BUIIPOOYBaHHSI

L;
HOMEp PEECTPaLliiHOrO MOCBITUCHHSI)

1. Hasga sikapcbkoro 3aco0y (3a HassBHOCTI —

®EUBA

Takena Manygpexuypiur Asctpis Al (Takeda Manufacturing

2. 3asBHUK Austria AG), Ingycrpimrpacce 67, 1221 Binens, Actpis
(Industriestrasse 67, 1221 Vienna, Austria)
Bl lakena Manydexuypinr Asctpis Al', Ingycrpimrpacce 67,

1221 BiaeHb, ABCTpist

. IlpoBeneni BUnpoOyBaHHS:

X rak [Jwui  Skuwio Hi, 06rpyHTYBaTH

I

1) 1) Tun aikapcbkoro 3aco0y, 3a SIKUM

poBojiniiacs abo MJIaHY€ETbCS peecTpaLlis

AHTHreMoparivsi jikapcbki 3acooun, B02BD03 — ®@axropu
3rOpTaHHsI KPOBI

S,

[ToBHa Ha3Ba KJIIHIUHOTO BUNIPOOYBaHHS,

KOJ0OBaHUH HOMep KJIIHIYHOTO BUIPOOYBaHHS

[TpocniexTrBHE GaraToLEHTPOBE BiAKPUTE paHAOMi30BaHe
nepexpecHe JIOCJiPKSHHS JUIs OLIIHKA NepEeHOCUMOCTI Ta
6esneku npenapary ®EUBA, po3BeaeHOro y craniapTHOMY
a60 Ha 50% 3HKEeHOMY 00'€Mi, Ta 3G1IbLIEHHS! IIBUAKOCTI
iHnQy3ii y nauientis 3 remoQiniero A un B 3 inribiropamu;
091501

6

. @aza k1iHIYHOro BUNpoOyBaHHs

3b/4

7. Tlepioa npoBeeHHs KJIIHIYHOTO
BUIPOOYBaHHS

3 12 moToro 2019 p. no 27 rpyans 2021 p.

8

. Kpainu, ne npoBoausocs KiiHiuHe

BUINPOOYBaHHS

Amxup, Xopsaris, Iuais, Manaisis, [Tonbsiia, Tainana,
Typeuunna, Ykpaina

9

. KinbKicTh y4acHMKIB J1I0CITIJDKEHHSI

3amjiaHoBana: 32 3apeecTpoBaHUX yUacHHKA, 24 yuacHHKa, ski
MiJYIraloTh OLHIOBaHHIO (YYAaCHHMKH, SKi OTpUMan
uoHakmMene 2 iHpy3il y KoxkHiM MocsigoBHOCTI B yacTHHI 1 Ta
uoHaimente 2 iHgysil 3 KOKHOIO IBUAKICTIO iH]Y3iTy
YacTHHI 2).

¢akTHuna: 33 paHA0MI30BaHUX Ta MPOTIKOBAHUX YYACHHUKIB,
30 y4acHHUKIB, sIKi 3aBepLIMIN YaCTHUHY 1, 28 yyacHUKIB, SKi
3aBEpLUMIIM YACTHHY 2.

Takena MaHy dekuypiHr ABctpis Al
IHaycTpiwTpacce 67
1221 BigeHb, ABCTpist

Crtop.133

["ocnopapcbkui cya BigHsa, FN: 201876 b, UID: ATU 50560806
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/floecomun:
Takeda/

FapHe 3a00poB'sA — cBiTNe MabyTHE

F
|

|
i
|
!

' 10.Merta Ta BTOpUHHI LiJi KJIIHIYHOTO

| BUNIPOOYyBaHHS

Outinka nepenocumocti Ta Gesneku npenapaty ®EUBA
((ppakuis, myHrytoua iHriditopu 1o axropa koaryssuii Kposi
moannu VIII), po3seneHoro y sumxeHomy Ha 50% o06'emi
crepuiibHOI BojiK s in'exutiii (CBJII), skuit BBOAUTBCS 3i
CTaHJAAPTHOIO WBHIKICTIO iH(Y3iT 2 On/Kr/XB Ta 31 301IbIICHOIO
wBuakicTio 4 ta 10 On/kr/xs.

- 11.Jlu3aiiH KJIIHIYHOrO BUIIPOOYBaHHS

[IpocniexTHBHE BiIKpUTE, 3 2 YaCTMHAMU, GAraTOLIGHTPOBE
JOCITiDKeHHS! JU1s TOPiBHSHHS MEPeHOCUMOCTi Ta O0e3rekn
npenapary ®EMBA, posseaeHoro y cranaapTHoMy a6o Ha 50%
sumkeHoMy o6'emi CBJII, a Takox olliHka Ge3rneku BBeICHHs
3HmKkeHoro 06'emy npenapaty ®EUBA 3i 36inbuenoro
wBKaKicTio iH)y3iT 1o 4 Ta 10 O/Kr/XB y NopiBHAHHI 31
CTaHJIapTHOO LIBUJKICTIO 2 ON/KI/XB, y 24 MallieHTIB 3
remodinicto A uu B 3 inribitopamu.

Yacruua 1: nauieHTH oTpuMyBaiii 3arajioMm 6 iHpy3ii y 2
pisnux 06'emax posunny ®EMBA kosxHi 48 roaun (-8/4+24
roJIMHK) panoMizoBaHuM 1:1, nepexpecunm mMetogom. O6uaBa
00'eMH BBOJWIIM 31 CTAHIAPTHOIO LIBUIKICTIO iH(DY3iT

2 Op/Kkr/xBs.

Yacruna 2: 1e HepaH0Mi30BaHa YaCTHHA, 1110 BKJIOUaJia
MOCJII0BHE JIIKYBaHHS Y4aCHHKIB, sIKi 3aBepLIMJIM YacTUHY 1,
METOIO sIKOT OyJia OlliHKa 3aCTOCYBaHHS MpernapaTy ®EMBA,
po3BesieHoro y 3HmkeHoMy Ha S0% o6'emi CB/I, 3i
36inbuIeHo0 WBKHAKICTIO iH(Y3iT 4 Ta 10 On/kr/xB. [TatieHTy
orpumanu indysii 7, 8 i 9 npenapary ®EMBA 3i msuakictio
4 Op/xr/xB, a notiM e Tpu iHdy3ii (indy3ii 10, 111 12)
npenapary ®EMBA 3i meuakictio 10 Op/kr/xe. ludysit
MPOBOAMIU KOXKHI 48 roauH (-8 roaun/+24 ronuuu), uioo
3a0e3MeYnTH MOXKJIMBICTh MOHITOPUHTY Oe3reKy Ta
MEePEHOCUMOCTI BULILOT LIBHKOCTI iH(]y3il.

12.0OcHOBHI KpUTepil BKIIOYESHHsI

Jlopocii nauienty (Bikom Bij >18 10 <65 pokiB) i3 BPOHKEHOIO
remoiniero A uu B Gyab-sKOro ctyneHs TsyuKOCTi, BCiX pac Ta
STHIYHMX Tpyn. Y BCiX YUaCHHUKIB piBeHb iHMIOITOPIB CTAHOBUB
>0,6 oguHuib berecaa (OB)

13. JlocniukyBaHuH Jlikapebkui 3aci6, crocio

3aCTOCYBaHHs, cuia il

®pakuis, wyHTyIo4a iHriGitopn 10 dakTopa KoaryJsiii KpoBi
moanuu VI (DEUBA), BHYTpilIHbOBEHHE BBEACHHSI,
100 On/ma

14.Tlpenapar nopiBHsiHHSI, 71034, COCIO
3aCTOCYBaHHS, cuja Jiii

Ipenapar ®EMBA 100 Op/mu 3i wemakicTio indysii

2 Op/xr/xs, 4 Opn/kr/xB, 6 Opn/kr/xs, 10 On/Kr/XB MOpiBHAHO 3
npenaparom ®EMBA 50 On/mu 3i wsuakictio indysii

2 Op/kr/xB. BHyTpilllHLOBEHHE BBEJICHHSI

15.CynyTHs Tepanisi

H/3

16.Kputepii olliHKK e()eKTUBHOCTI

H/3

| 1 7.Kpurepii olinku 6e3nexu

[TepenocumicTs i 6e3neka (MicueBa Ta 3arajibHa), MoB's3aHi 3i
mBKAKicTio iH(y3iT Ta 06'emMoM po3BeneHHs (dactora Beix HA,
BKJIFOUHO 3 FiMEpUyTIHBICTIO, TPOMOOEMOOTIUHUMH
yCKJIQJIHEHHAMH 1 peakuisiMu y micui iHdy3it, H, uo npussesnu
J10 MPUITMHEHHS JIIKYBaHHsl, 3MIHW )KHTTEBO BaXUTUBHUX
NOKA3HMKIB i JJabopaTOPHUX MOKAa3HMKIB, siKi BBakanucst HJ).

Takena Many chekuy piHr ABctpis Al

IHpycTpiwTpacce 67
1221 BigeHb, ABCTpis

Crtop.233

"ocnopapcbkun cya BigHs, FN: 201876 b, UID: ATU 50560806




IAEHTUPIKATOP NakeTy AOKYMEHTIB UOCUSIgN: EZF /35CD-0UFZ-4149-B8C1-Y854U3AU/ABZ

/oeomun: [apHe 3p0poB'A — cBiTNe MaWbyTHE
Takeda/

1 CTaTHCTHYHHWEI aHasTi3 [Jis LbOTO AOC/IHKEHHsS MaB OMUCOBUIN

18.CraTucThuHi MeTOaAU | xapakTtep. Yci KiHleBi Touku 6e3rneku 0yJin y3arajbHeHi 3a
| JIONIOMOI0I0 OIUCOBOT CTATUCTHKH.

19. JlemorpadiuHi XapakTepUCTHKH Jlopocai nauieHTH (Bikom Bifg >18 mo <65 pokiB), 4osioBiva

JI0CJ1PKYBAHOI momnysnisLii (cTaTh, Bik, paca TOLIO) | cTaTh, YCi pacH Ta eTHiYHI TPy

20.Pe3ynbraTi eheKTHBHOCTI | H/3

* B yuacHukiB rpynu 50%-noro o6'emy i THX, XTO
OTPUMYBAB CTaHJAPTHUH 00'eM, OyJ10 BifI3HAYEHO
CXOJKY 4acTOTy HeGa)kaHHX sSBHLL, MOB'I3aHUX 3
nikysanusam (HATTD).

* YV nauieHTiB, sfKi oTpuMyBaid Ha 50% 3HMKEHHH
00'em 3i 301IbLIEHOIO LIBUJIKICTIO 1H(DY3IT 4 Ta
10 On/kr/xB He 6yJ10 3apeecTPOBAHO CEPHO3ZHUX
HATI, peakuiii rinepuyrnusocti, HAIJI y micui
iHdy3ii abo TpomboTnunnx HAII, a Takox »oaHoro
HAATL, wo npussesio 6 10 BigMiHK npenapaty abo
MPUMKHHEHHS y4acTi B 10CIIIKEHHI.

* Baranom, HAIJI, siki crioctepiranucst B JOCiKEHH]
npenapaty ®EMBA CTAP, Bianosizanu sigomomy
npodimo Gesneku npenapary EUBA y natienTis 3
reMoisiero.

' 21.PesynbraTH 6e3nexu

Byno BeranosieHo, 1o npenapatr ®EMBA e Ge3neunum i 106pe
NEepeHOCUTRCS MPU BBEACHHI NallieHTaM 3 reMoQiiero 3
iHridiTopamu, 3i cTaHAAPTHOIO WIBUJKICTIO iHY3iT (2 On/Kr/xB)
22 BHCHOBOK SIK Y CTaHAAPTHOMY, TakK i y 3HMKeHoMY Ha 50% 00'emi
(uactuna 1 gociimkeHHs), abo 31 301/IbLIEHOIO IBUAKICTIO

4 Op/xr/xs a6o 10 On/kr/xB y 3HrKeHoMy Ha 50% o6'emi
(uacTuHa 2 JOCIIKEHHST).
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DocuSign (kum):
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