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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 IV)

Clinical Trial Report

1. Name of the medicinal product

(number of registration certificate, if FEIBA

available)

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

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

2. Applicant

3. Manufacturer

4. Trials conducted: [)E yes C no If not, substantiate

1) type of the medicinal product, by

which registration was conducted or Antihemorrhagic, B02BD03-Blood coagulation factors

planned

5. Full name of the Clinical Trial, Prospective, open, uncontrolled Surveillance Study of SURgical
clinical trial code Interventions with FEIBA; PASS-INT-003

6. Clinical trial phase 4

7. Period of the clinical trial 15-Dec-2006 till 31-Dec-2009

8. Countries where the clinical trial was Colombia, France, Germany, Italy, Norway, South Korea,
conducted Sweden, United Kingdom

planned: 50
actual: 23

The objective of this surveillance was to document the clinical
10. Goal and secondary objectives of  management, clinical feasibility and safety of surgery using FEIBA
the clinical trial under routine conditions performed in haemophilia subjects with
FVIII, or FIX inhibitors.

9. Number of study participants
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11. Design of the clinical trial

12. Main inclusion criteria

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

14. Comparator, dose, method of
administration, strength

15. Concomitant therapy

16. Efficacy evaluation criteria

17. Safety evaluation criteria

18. Statistical methods

Better Health, Brighter Future

Prospective, uncontrolled, open-label, non-interventional
surveillance

Hemophilia A or B (congenital factor VIII, or IX deficiency) with
allo-antibodies for FVIII or FIX, or acquired hemophilia due to
presence of antibodies to FVIII/FIX

Factor Eight Inhibitor Bypassing Fraction (FEIBA), intravenous
use, 25 U/ml and 50 U/ml

No comparator; general dose: 50 to 100 U FEIBA per kg
bodyweight, without exceeding a single dose of 100 U/kg bw and a
daily dose of 200 U/kg bw; intravenous use, 25 U/ml and 50 U/ml

n.a.

Hemostatic efficacy of FEIBA, blood loss, treatment duration,
dosage of FEIBA

Incidence of serious and non-serious AEs during treatment of
FEIBA in general

Diescraptive statistieal analyses were to melude frequency tables with conlidence

intervals, quarties and wedins of the didferent pararetess examed,

Foa the anadyvas of the pramary endpoint, the Trequency of ALs and the number of
subjeels experiencing AEs were (o be tabulated by MedDRA prefeceed term and body
systens. Sub-categorizations were 1o mchude senous vi, non-serioan, reluted (1o
hasmoestane dsorder, surgery, study deugd vs, wnrelated Al Point estimates and then
Q3% conlidence mtervals (O} were 1o be gaven. For proporiions, the O was to be

compated by the Wikso scare method

Freguency tables focihe Oyeral] BEfficacy Assessment Scores mtra-operatively and post-

operalively were i be given,

For wtra-operative s postoperative blood loss, the median and gquartfes as well a8 thes
QA% non-parametrie Cls for the i of measured Blood loss w expected blood foss was
t0 be computed. o addition, Wood loss was w be dicholomized as expected vs.
unexpected accordmg to whether or not the predicted blood toss was exceeded. The
samiple proportion of expected blood foss and a 93% CF for the propartion was o be

cateulated by the Wilson score methaod.

For treatment duration, totad dose ad maomum daily dose, the median and quaetiles as

well as thes 953% non-parametne centidence muesvals were 1 be computed.

Twenty-three male subjects and one female subject were enrolled

19. Demographic characteristic of study in this study. The female patient did not meet all of the protocol

population (gender, age, race, etc.)

20. Efficacy results

requirements and was only included in the safety analyses. The age
range of subjects was 0 — 85 years.

The hemostatic efficacy was rated excellent in 44.1% of all
surgeries and good in 47.1% of all surgeries. In 8.8% the
hemostatic efficacy was fair; none was rated poor. Blood loss,
compared to a hemophilia patient without inhibitor, was expected
for 35.7 %, unexpected (more) for 42.9% and unexpected (less) for
21.4% of all surgeries. Compared to a non- hemophilia patient, the
blood loss was expected for 28.6%, unexpected (more) for 50%




UOoCuU

sign Envelope ID: E2F735CD-6DF2-4149-B8C1-9854D3A07AB2

21. Safety results

22. Conclusion

Applicant (Marketing
Authorization Holder)
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and unexpected (less) for 21.4%.

The duration of FEIBA exposure ranged from 1 to 28 days with a
mean of 9 days. The mean cumulative dose was 88,347.3 U and the
median dose was 59,000 U. The lowest cumulative dose was
3,000 U and the maximum dose was 5,744.9 U.

Thirty-four surgical procedures performed in 23 subjects. A total
of 13 AEs occurred in 10 surgeries. Two AEs, one serious and one
non serious, were possible related to study product. Four SAEs,
subsequently reclassified as 3, occurred in 3 subjects: one was a
thrombotic event during a moderate surgery.

The results show that FEIBA is safe and effective for hemostasis
during surgery in hemophiliac patients with inhibitors to FVIII or
FIX as well as in patients with acquired hemophilia A.
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lapHe 3n0poB’'a — cBiTne
ManbyTHE

HomnaTox 30

1o lopsiiky MpoBeIeHHST eKCIIEPTU3H
peecTpaniiHuX MaTepialiB Ha JIiKapchKi 3aco0u,
1110 MMO/IAI0THCS Ha ACPKABHY PEECTPALIII0
(mepepeecTpallifo), a TAaKOXK .CKCIICPTH3H
MarepiajiB PO BHECEHHS 3MiH J0 peecTpaliiHux
MaTepiaJiiB MPOTATOM il peecTpaliiHoro
nocBijueHHs (MyHKT 4, po3aiia [V)

3BIT PO KJIIHIYHE BUNIPOOYBaHHSI

1. 1. HasBa nikapceKkoro 3aco0y (3a
HAassBHOCTI — HOMeEp PEECTPalliHHOTO
MOCBIZYEHHS)

-~

2. 3asBHHUK

(F8)

. Bupoouuk

4. TlpoBeneHi BUIPOOYBAHHS:

1) 1) Tn sikapcbkoro 3aco0y, 3a siIKUM

MPOBOIMIIACS a00 THIAHYETHCS PeecTparlis

5. IloBHa Ha3Ba KJIIHIYHOTO
BUIMPOOYBaHHSI, KOIOBAHUNH HOMEDP
KJITHIYHOTO BUMPOOYBAaHHS

6. ®aza KJIIHIYHOTO BUTIPOOYBAHHS

7. Tlepiox mpoBEICHHS KITIHIYHOTO
BHITPOOYBaHHSI

8. Kpainu, e mpoBouiocs KIiHIYHe
BHIIPOOYBaHHS

9. KupKicTh yHUaCHHKIB JIOCIIJUKEHHS

10.Mera Ta BTOpHMHHI 11111 KJIIIHIYHOTO
BHIIPOOYBaHHA

Takena MaHnydekuypinr ABcTpia Al
IHaycTpiwTpacce 67
1221 BineHb, ABcTpis

®ENBA

Taxena Manygpexuypinr Asctpist Al', Inpycrpimrrpacce 67, 1221
Binens, ABcTpis
Taxena Manygexuypinr Asctpis AT, [nnycrpimrrpacce 67, 1221
Binens, ABcTpis

TaK

(] mi SIKIo Hi, 00TpyHTYBATH

AHTHreMOopariuui jgikapcewki 3acoou, B02BD03 — daktopu 3ropTaHHs
KpOBI

[TpocrekTHBHE HEKOHTPOJIBOBAHE BiIKPUTE CIIOCTEPEIKHE JOCIIKCHHS
MPOBEACHHS XipypPridHUX MPOLEIYpP 3 BUKOPUCTAHHSIM TIperapaTy
®ENBA; PASS-INT-003

4

3 15 rpynns 2006 p. o 31 rpyus 2009 p.

Konym6ist, @panmist, Himeuunna, Itaniss, Hopseris, ITliBnerna Kopes,
[Iseuist, Cnosmyuene KoposiscTso

zarutanoBana: 50

¢daxrruHa: 23

MeTo10 1[LOTO CIOCTEPEKHOTO JIOCIIJPKEHHS OyJia OIliHKa MiAXO0IB 10
KITIHIYHOTO BEACHHS, KJIIHIYHOT NOUINBEHOCTI Ta 6E3MCKH XipypriyHoro
BTPYUaHHs 3 BUKOpUCTaHHsAM npenapaty ®EUBA y cranzapTHux
YMOBaX, SIKE MPOBOJMIIOCS Y MAIi€HTIB 3 TeModiti€ro 3

inridiropamu FVIII a6o FIX.

Ctop. 135

ocnopapcbkuit cya BiaHa, FN: 201876 b, UID: ATU 50560806
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Tlozomun:
Taxeda/

11 _lu3aiiy KIIHIYHOTO
sHIIPOOYBaHHSA

CHOBHI KpHUTepii
ICHHS

locaiuKyBaHUN
TIKapChKHi 3aci0, croci6

a, crocid 3acToCyBaHHS,
a aii

15.CynyTHs Teparis
16.KpuTepii oliHKH
eeKTHBHOCTI

1 7.Kpurepii ouinku Oe3neku

18.CratHCTHUHI METOIU

19.JIemorpadiuHi
XapaKTepUCTHKH
JOCITIDKYBAHOT TTOIYJISITIT
(cTaTh, BiK, paca TOII0)

20.Pe3ynbraTi €)eKTUBHOCTI

Takena MaHnydekuypinr ABcTpia Al

IHpycTpiwTpacce 67
1221 BigeHb, ABCTpist

lapHe 3pnopoB'sa — cBiTne
MalnobyTHe

[IpocniekTHBHE HEKOHTPOJILOBAHE BiIKPUTE HEIHTEPBEHIIIIHE CITOCTEPEKECHHS

emodpimist A yu B (Bpomxennit nediunt paxropa VIII a6o [X) 3 HasBHICTIO
anoantutin o FVIII un FIX a6o na6yra remohisist uepe3 HassBHICTh aHTHUTIIT 10
FVIII/FIX

®paxuis, wyHTyoua inriéiropu 10 (axropa Koaryssuii kposi moxuan VIII
(DEUMBA), BuyTpiniHboBeHHE BBeAeHH:, 25 On/mit ta 50 On/mi

bes npenapary nopiBHsHHS; cykyrHa jo3a: Bijg 50 o 100 Ox npenapaty ®EWBA na
kr Macu Tinma (MT) 6e3 nepesunenns oxnokpataoi gozu 100 OZl/kr MT i no6oBoi
no3u 200 OJl/kr MT; BayTpiunpoBenne BBeieHHs, 25 On/mi ta 50 On/mn

u/3

["'emocraTiuHa e()eKTHBHICTH Mperapary ®EUBA, kpoBoBTpaTa, TpHBaIICTh
JIIKYBaHHSs, J103a TIperapary ®ENBA

3arajipHi MOKA3HUKH YaCTOTH Cepio3nnX i Hecepioznux HI 1mig wac 3actocyBaHHs
npemapary GEMBA

OnuCcoBHUiT CTATHCTUUHKUN aHAJi3 MaB BKJIIOYATH TaOJIUIII MTOKA3HUKIB YaCTOTH 3

JIOBIpYMMH iHTEpBaJIaMi, KBAPTHIISIMU Ta MEAiaHAMHU PI3HUX OCIHIIKYBAaHUX
napaMeTpis.

Jlns anani3y nepBUHHOIT KiHIIEBOT TOUKK uacToTa HS 1 KiNbKiCTh YUaCHUKIB, Y SKHX
BuHUIIIM HSI, Manu 6ynn OyTH 3Beeni B TaOJIHIIIO BiIIOBIIHO 0 II€PEBAXKHOTO
TepMiny i cucremu opranizmy (MedDRA). Tligkareropii Maiau BKIIOYATH cepHO3HI
MIOPIBHSIHO 3 HECEPHO3HUMHU, NOB'sI3aHi (3 pO3J1aZioM reMocTasy, XipypriuHuM
BTpYUYaHHsIM, JIOCIIXKYBaHUM IpernapaToM) MIOPIBHIHO 3 Heros's3annumu HLL
Heo6xiaHo 6y0 HalaTH TOYKOBI OLIHKH Ta 1XHi 95% noipui inTepBanu (I). Hus
BusHavyeHst yactku {1 maB OyTu oGunciaeHui 3a metogom BinbcoHa.

Heo6xiaHo 6ysi0 HajaTH TabJHIlI TTOKA3HUKIB YaCTOTH JUIS 3aTAJIbHOT OIiHKH
e(pekTHBHOCTI TMiJ] Yac XipypriyHoro BTpyvaHHs Ta Micist HbOTO.

Jlits inTpaornepalliitHot Ta micasonepaiiiHol KpOBOBTPATH ciIijl 0yJI0 00UHCIHTH
MeziaHy Ta KBapTHJli, a Takox ixHi 95% nerrapamerpudni 1 Juist BiHOmEHHS
BUMIPSTHOT KPOBOBTPATH JI0 OUiKYBaHOI KpOBOBTpaTH. KpiM TOro, KpOBOBTpATY CIIijl
PO3THTH HA OYiKYBaHY Ta HCOUiKyBaHY BiIIIOBIAHO JI0 TOTrO, Ud OyJia EpEeBUILEHA
IPOrHO30BaHa KpoBoBTpaTa, Yactka BUGIpKH [yIst 0vikyBaHOT KpoBOBTpaTH i 95% /I
JUTS 1€l 9acTKH Mai Oy TH po3paxoBaHi 3a MeToJI0M BinbcoHna.

Jliist TpUBAIoOCTI JIIKYBAHHS, CYKYITHOT JI03H | MaKCHMabHOT 1000B0T 103H citif 6yi1o
po3paxyBaTH MeiaHy Ta KBapTHIIi, a TAKOXK TXHI 95% HemapaMeTpHuuHi 10Bipui
iHTepBaIN.

V 11bOMY JIOCIIJPKEHHI B3SUTH Y4acTh JBAJLSITh TPH YUACHUKH YOJIOBIHOT CcTaTi TA
OJIHa yuacHUIIs XiHouol crari. [TanienTka He BiJIIoBiana BCiM BUMOTraM IIPOTOKOITY
i OyIa BKIIIOMEHA JIMIIE IO OISl JUts aHaui3y Gesnexu. BikoBuit niamason
yuacHHKIB BapitoBacs Bij 0 10 85 pokis.

[emocTaTHuny e)eKTHBHICTE OyI10 OLiHEHO K BiAMiHHY y 44,1% ycix Xipypriynux
npouenyp i sik xopotuy y 47,1% ycix xipypriuaux npoueayp. ¥ 8,8% remocratuuna
eekTUBHICTD OyI1a JI0OCTAaTHBOIO 1 YKOIHA 3 TIPOLELYp HE OTPUMaJia IOraHy OIHKY.
[TopiBHSHO 3 MalieHTaMK 3 TeMOQiJli€l0, HEYCKIaHEHOIO IHTi0iTOpamMH,
KpoBOBTpaTa OyJia ouikyBaHo¥o Juist 35,7%, HeowikyBaHoto (6inbinoro) st 42,9% i
HeouikyBaHo1o (MeHII0I0) st 21,4% yeix Xipypriuaux npouenyp. [TopiBasHo 3
namieHramu 6e3 remodinii KpoBosTpara OyJia ouikyBaHoto st 28,6%,
HeouikyBaHoro (6ibior0) st 50% i HeouikyBaHoto (MeHIow0) st 21,4% ycix
XIpypriuaux mnporenyp.

Crtop.235

locnopapcbkuit cya Bigna, FN: 201876 b, UID: ATU 50560806
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21.PesyabTaTi 6€3MEKH

22 _BHCHOBOK

3asBHHK (BIACHHUK
peecTpauiifHoro
MIOCBITYEHHs)
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Takena ManydekuypiHr ABctpis Al
IHaycTpiwTpacce 67
1221 BineHb, ABCTpiA

[apHe 3n0poB'a — cBiTne
ManobyTHe

TpuBainicTb BIUNIMBY TIpenapary ®EUBA cranosuna Bix 1 10 28 auis, i3
cepeniM 3raueHHsM 9 HiB. CepetHs KyMyNSITHBHA 1038 CTAHOBHIIA

88 347,3 On, a meaianna go3a — 59 000 On. MiniManbHa KyMyJISTHBHA
no3a cranosmia 3000 O, a MakcuManbHa j103a — 5744,9 On.

TpuausTh 4OTUPH Xipypriuni npouexypu Oy MpoBeaeHi y

23 nanientis. Ycworo Bunukio 13 HSI mig wac 10 xipyprivanx npouemnyp.
JlBa HJI, oame 3 ssKMX cepiio3He 1 0jiHE Hecepio3He, Oy MOKIMBO
MOB'I3aHUMH 3 J0CIipKyBaHuM rperiapatom. Yotupu CHS, 3rogom
nepeknacupikoBani Ha 3, BUHHKIIN y 3 YHaCHUKIB: OIHO SIBJISIIO COO0I0
TPOMOOTHUHE YCKJIAJHEHHST i YaC XipypriyHoro BTpy4YaHHs HOMipHOTO
XapaxTepy.

[Ipemapat ®EUBA € 6e3meunum i eheKTHBHUM JUTs TTATPHMKH
reMocTasy IiJ uac XipypriuHoro BTpydaHHs y nauieHTiB 3 reModiniero 3
inri6itopamu FVIII a6o FIX, a Takox y marnieHTiB 3 HabyToI0
remoisiero A.

NianucaHo 3a fonoMorow
DocuSign (kum):
/nionuc/
BOFOE49816CB485...

(rtiarnuc)

Knemenc I'yzenbayep (Klemens Gusenbauer)
KepiBHMK BijU1ily perysisTopHUX cripaB, ABCTpist /

Y1I0BHOBAXKCHUH ITIIIMUCAHT

(im'st Ta TIpi3BHILE)

MipnucaHo:

Jwmann:
Taxeda Manychexuypina Ascmpin AT
Indycmpiwmpacce 67
1221 Bidens/

Ctop. 335
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