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Annex 29

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)

Non-Clinical Trial Reports

1. Name of the medicinal product
(number of registration certificate, if Prothromplex Total 500 IU
available):

L) type of the medicinal product, by
which registration was conducted or  Medicinal product with complete dossier (stand-alone dossier)
planned

2) Trials conducted CX yes C no If not, substantiate

The purpose of this new Marketing Authorization Application (MAA) is to register Prothromplex Total 500
[U. Available nonclinical data were generated with Prothromplex Total 600 TU due to 500 TU being a new
presentation that is found to be more practical in administration of the most commonly prescribed dosing
regimens in comparison to the 600 IU presentation.

The qualitative composition, manufacturing process, and container closure system of the Prothromplex
Total 500 IU presentation is identical to that of the 600 IU presentation. Only the fill volume prior to
lyophilization has been adjusted for the 500 IU presentation. The final concentration of the reconstituted
solution remains unchanged (30 IU/mL of factor IX).

As there are no changes regarding the qualitative composition, specifically regarding the final
concentration, no new nonclinical studies were performed specifically with Prothromplex Total 500 IU to
support the extension application in the EU and this MAA. The available nonclinical data which are
presented below and were generated with the 600 IU presentation are considered applicable to support the
use of the new strength of 500 IU.
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2. Pharmacology:

1) primary pharmacodynamics

2) secondary pharmacodynamics

3) safety pharmacology

4) pharmacodynamic interactions

Takeda Manufacturing Austria AG
IndustriestralRe 67
1221 Wien, AT

Better Health, Brighter Future

No studies specific primary pharmacodynamics were conducted in
animals as the pharmacodynamic properties of 4F-PCCs and
Prothromplex Total specifically are well known. Prothromplex Total
contains the four vitamin K-dependent coagulation factors II, VI, IX
and X which are commonly called the Prothrombin Complex. The
administration of human Prothrombin complex concentrates provides
an increase in plasma levels of the vitamin K-dependent coagulation
factors and can temporarily correct the coagulation defect of patients
with deficiency of one or several of these factors.

No secondary pharmacodynamic studies were conducting, which is
considered acceptable in view of the existing knowledge about
pharmacology of 4F-PCCs and Prothromplex Total specifically.

Three Good Laboratory Practices (GLP)-compliant and one
investigational in vivo study were performed in two models to
evaluate the safety pharmacology of Prothromplex Total (Studies
PV1600505, PV1820605, PV1970605, and KU1820605).

In a Guinea pig model to assess the anaphylactoid potential
(bronchospastic activity) Prothromplex Total did not give evidence of
bronchospastic activity.

The potential thrombogenicity of Prothromplex Total was evaluated
in a GLP study in a Wessler stasis model in rabbits which
demonstrated that heparin levels in Prothromplex Total lower than
those of the predecessor Prothromplex Total VH can lead to an
increase in thrombogenic potential of the product. In an
investigational study, heparin was added to the low-heparin test
preparations of Prothromplex Total resulting in no signs of
thrombogenic potential.

It was decided to manufacture Prothromplex Total using heparin
washed filters. These Prothromplex Total preparations were tested in
a comparative thrombogenicity study and there were no signs of
potential thrombogenicity.

Based on these studies, it can be concluded that Prothromplex Total
manufactured using heparin washed filters shows the same safety
profile as the predecessor Prothromplex Total VH.

No specific studies on pharmacodynamic drug interaction were
conducted with Prothromplex Total in animal models on the basis
that such studies are generally not needed for human plasma-derived
pharmaceuticals.
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3. Pharmacokinetics:

1) analytical procedures and reports
on their validation

2) absorption
3) distribution

4) metabolism
5) excretion

6) pharmacokinetic interactions (non-
clinical)

7) other pharmacokinetic studies

4. Toxicology:

1) Single dose toxicity

2) Repeated dose toxicity

Takeda Manufacturing Austria AG
Industriestralie 67
1221 Wien, AT

Better Health, Brighter Future

Since metabolic clearance rates of proteins depend on species
specificity, the administration of human coagulation factors to
animals would yield data not representative of the situation in
humans. Therefore, no pharmacokinetic absorption and distribution
studies in animals were performed and therefore no validation of
analytical procedures was required.

No metabolism studies and excretions studies were conducted. As
Prothromplex Total consists of endogenous human plasma protein it
is not subject to metabolism by Cytochrome P450. As with other
proteins, the ultimate fate of the drug is expected to be degraded into
small peptides and individual constituent amino acids, which are
reincorporated into the normal protein pool.

No dedicated pharmacokinetic drug interaction studies have been
performed with Prothromplex Total.

No other studies on pharmacokinetics were performed with
Prothromplex Total.

Two GLP-compliant single-dose toxicity studies for Prothromplex
Total were conducted in mice and rats (Studies PV1830601 and
PV1840601). Ten animals (5 males, 5 females) per group were
administered with the predecessor Prothromplex Total VH or
Prothromplex Total intravenously (IV). The no observed adverse
effect level (NOAEL) for Prothromplex Total was 500 [U/kg in mice
and 100 IU/kg in rats.

Repeat-dose toxicity studies were not conducted because testing of
human proteins in animals by repeated administration could result in
the formation of antibodies and could cause anaphylactic reactions in
heterologous recipients. Considering the available clinical data of
Prothromplex Total, additional repeat-dose toxicity studies are not
deemed necessary. Therefore, in light of legislation restricting animal
experimentation to meaningful and necessary tests, nonclinical
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3) Genotoxicity:
n vitro

in vivo (including additional
assessment on toxicokinetics)
4) Carcinogenicity:

long-term studies

short-term studies or mid-term
studies

additional studies

5) Reproductive and developmental
toxicity:

cffects on fertility and early
embryonic development
embryotoxicity

prenatal and postnatal toxicity

studies in which medication is
administered to the offspring
(immature animals) and/or long-term
cffects are assessed

6) local tolerance

Takeda Manufacturing Austria AG
Industriestrafie 67
1221 Wien, AT

Better Health, Brighter Future

studies with repeated doses were not conducted for Prothromplex
Total.

Genotoxicity studies were not performed in accordance with current
guidelines outlined in ICH S6(R1). Humans treated with
Prothromplex Total receive native homologous protein and therefore
mutagenic effects are not anticipated. Prothromplex Total is unlikely
to interact directly with DNA or other chromosomal material.

Carcinogenicity studies were not performed in accordance with
current guidelines outlined in ICH S6(R1). Since humans treated with
Prothromplex Total receive native, homologous protein, carcinogenic
effects are not to be anticipated. Furthermore, testing of a human
protein by repeated administration to animals would not be
meaningful.

No studies on reproductive and developmental toxicity were
performed as testing of a human protein by repeated administration to
animals would not be meaningful.

To assess the local tolerance, four rabbits per group were
administered predecessor Prothromplex Total VH or Prothromplex
Total (Study PV1810605). Injections were given either IV, intra-
arterially (IA), or paravenously (PV) into one ear. There were no
substantial differences in macroscopic or microscopic alterations with
the different administration routes between Prothromplex Total VH
and Prothromplex Total. In conclusion, Prothromplex Total was well
tolerated locally after IV administration. The IA and PV treatment
(possible misapplication routes) groups showed irritations with all the
test and active control items. Therefore, misapplication should be
avoided.
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7) additional toxicity studies: No other toxicity studies were performed.
antigenicity (antibody response)

immunotoxicity

study of the mechanisms of action

drug dependence

toxicity of metabolites

toxicity of impurities

other

5. Conclusions on non-clinical study

The nonclinical testing for Prothromplex Total was focused on safety and tolerability in order
to demonstrate comparability to the predecessor Prothromplex Total VH.

Prothromplex Total was well tolerated at the site of administration. In single-dose toxicity
studies, the NOAEL for Prothromplex Total was 500 IU/kg in mice and 100 IU/kg in rats.
Because these animals have a normal hemostatic system, coagulation disorders with higher
doses of prothrombin complex preparations could be expected. Repeat-dose toxicity studies
were not performed, because repeated administration of human proteins to animals is
expected to result in the formation of antibodies and could cause anaphylactic reactions in
heterologous recipients.

The sponsor considers the nonclinical program adequate to support the new MAA,
particularly when considered in combination with the extensive real-world evidence collected
from on-market clinical experience of Prothromplex Total over the last 40 years.
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/lozomun: lapHe 3gopoB'As — cBiTne
Takeda/ ManbyTHE

Honarok 29

10 TTopsjiKy MpOBEACHHS EKCIIEPTH3H
peecTpanifHUX MaTepialliB Ha JIIKapChKi 3ac00H,
1110 [10/JA}OTHCS Ha JIEPIKABHY PEECTPALIiIO
(mepepeecTpallito), a TaKOX €KCIIEPTH3H
MaTepiajiB PO BHECEHHS 3MiH JI0 peecTpaliifHuX
MaTepialiB NPOTArOM [ii peecTpaiiifnoro
HOCBiT4YeHHS (IyHKT 4, posnin V)

3BiT npo JoxJiHivHI TocTiKe NS

1. Ha3sga nikapcekoro 3aco0y (3a

HAsSBHOCTI — HOMep peectpauiitnoro Ilporpommmieke Totan 500 MO
TIOCBIJTYCHHS):

1) Tum srikapepkoro 3aco0y, 3a SKUM

poBojiMIaca abo MIaHy€eThCs Jlikapcbkuii 3aci6 3a MOBHUM JIOChE (aBTOHOMHE JIOCKE)
peectpariis
2) Ilposeneni BunpoOysarst M rak [mi  Skwo i, 06rpynTyBatn

Meroto 1iel HOBOT 3aBM Ha OTPUMAHHS PEECTPAIliMHOr0 MOCBiJueHHS (MAA) € peecrpanis npenapary
[Tporpommiexe Toran 500 MO. HastBHi gokiisiusi fasi Gynu orprMani ams npemnapary [Iporpommiexc
Toran 600 MO, miczs woro Gyino pospobieno oy Gopmy 500 MO, ska Oyna Bu3zHaHa OiNIBII 3pYUHOIO IS
3aCTOCYBANNA 38 HAMOLIbLI LOUIMPEHNMH CXEMaMHU JIIKYBaHHs IOPiBHAHO 3 Gopmorto 600 MO.

SAKICHMII CKta/l, BAPOOHHYHI IpOIIeC i CHeTeMa yKyIOpKH (opMu npenapaty [Iporpommiexc Toran 500 MO
LeHTHYHI 10 Gopmu Bumycky 600 MO. st dopmu 500 MO 6yino CKOPHUIOBAHO JIHIIEC 00'€M HAITIOBHCHHS
nepex modinisaniero. Kiniesa KoHIEHTpallis PO3BEIEHOT0 POIYMHY 3aIUIIAETHCS He3MIHHOIO (30 MO/mn
dbaxrtopa I1X).

Ockinbky He BIAOYIIOCS sKOIHUX 3MIH IIOJI0 AKICHOTO CKIIajy, 30KpeMa L1010 KIHIIEBOT KOHIIEHTPALil, /15t
NITPUMKM TIPOJIOBXKEHHS 3acTocyRanns B €C Ta B minax riel MAA ne OyJ10 MPOBE/ICHO HOBUX JIOKTIHIYHUX
A0CIDKEHD CTIenianbHo st npenapaTy IIporpommiexce Totan 500 MO. Bpaxkactees, o nassui nani
JIOKJIIHIMHOTO 3acTocyBanHs Gopmu 600 MO, mpejcrasieni HIDKYE, MOXKHA CKCTPAITOIIOBATH Ha
3aCTOCYBaHHS HOBOI (popmu Briycky 500 MO.
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/ozomun:
Takeda/

2. ®apmakosoris:

|) mepeunHa hapmakoMHaMIKaA

2) BropuHHa (papmMakoiMHaMiKa

3) dapmakosoris Oe3nexu

4) dapmakouHaMiuni B3aemoil

Takena MaHydpexuypinr AscTpin Al
IHpycTpiwTpacce 67
1221 BipeHs, AscTpia

lNapHe 3gopoB'A — cBiTne
ManbyTHE

CrenianbHi J0CII/PKEHHA IEPBMHHOT hapMaKOIMHAMIKH Ha TBAPUHAX HE
IIPOBOJMIIOCH, OCKINIBKM (papmakoiMHaMivuHi BiaacTuBocTi 4F-PCC i
npenapary IIporpommnuexc Toran noOpe BuB4veni. IIpemapat
I[Iporpomruiexe Toran micTuTh yoTHpH BiTamin K-3anexui pakropu
sropranns kposi I1, VII, IX Ta X, Aki 3a3BHyail Ha3uBaoTh
NpoTPOMOIHOBUM KOMILIEKCOM. BBeeHHs KOHIEHTPATIB
POTPOMOIHOBOIO KOMIUICKCY JIIOIMHM 3abe3reuye I1iJIBUIIEHHS B IIa3Mi
KpPOBI PIBHIB ()aKTOPIB 3rOPTaHHs KPOBI, 3aJeKHUX Bix Biraminy K, i
MOYKE THMYACOBO BUIIPABUTH MOPYIICHHS KOAryJIsillii y raniexTis 3
aedinuToM oaHoro abo AeKinbKOX 3 HUX QakTopiB.

JKonni rocnigyxeHHs BTOPUHHOT (hapMaKoJMHAMIKY HE TIPOBOMINCS, 1O
BBa)KA€ThCA IPUHHATHEM 3 OIVIAY Ha aKTyasIbHi 3HAHHSA IIPO
(bapmakonorito pizaux 4F-PCC i npenapary IIporpommmiexc Toran
30KpeMma.

Jis oninkw dapmaxosoriqroi 6esmexu rpenapary [porpomiuiexe Toran
Ha JIBOX MOJIEJIAX OYJI0 IPOBEACHO TPH JOCTIIKEHH, 1110 BiJIIOBIIAI0ThH
BUMOIaM HajexHol naboparopuoi npaktuku (HJIIT), 1 ogne pociiukeHHs
in vivo (mocuipkends PV1600505, PV1820605, PV1970605 ta
KU1820605).

Y jociKen i Ha MOJIelli MOPCHKOT CBHHKH, METOIO AKOro OyJia olinka
ana(inakToiHOro noTeHuiany (GpOHXOCHACTUUHOT aKTHBHOCTI), HE
CIOCTEpPIranocs 03Hak OPOHXOCIACTHYHOI aKTUBHOCTI Iperapary
[Iporpommnexc Torair.

Tpomborennmii notennian npenapary Iporpomiuiexe Toran oniHioBaH
Ha KpoJas4ii Mozeni crasy Becciepa y 1ocmipKeHH], M0 BIAIOBIIAIO0
sumoraM HJIIL Bymo BeranoBneno, o 3HIKEHHI piBEHb renapuHy B
npenapari nopisHAno 3 Horo nonepegaukom [Iporpommnexc Toran HIT
MOYKe€ IiIBUILIYBaTH PU3HK TPOMOOYTBOPEHHS. B eKcriepuMenTaIbHOMY
JIOCIT/KEHHI TIPH JI0JIaBaHHI renapuny JIo A0Ci/DKYBAHUX TIPENapaTis
IIporpomiuiekc Toras 3 HU3EKMM BMICTOM reliapuHy HE CIOCTepiranocs
03HaK TPOMOOI'CHHOI'0 MOTEHINATY.

st Burorossenna npenapary Iporpomiuieke Totan 6yno yxeaaeHo
pillIEHHs 3aCTOCOBYBATH (iILTPH, IPOMHTI TerapuHoM. Y
[OPIBHSAIBHOMY JIOCIIKEHHI TPOMOOTCHHOCTI TAKHX MpENapaTis
[Iporpommuiexc Toran Gy10 BUABICHO BiACYTHICTH O3HAK
TPOMOOYTBOPEHHS.

3 orysijty Ha pe3ylabTaTH LHX A0CIIPKEHb MOYKHA 3p0OUTH BUCHOBOK, 1110
npenapar [Iporpommiexc ToTai, BUrOTOBIEHHH 3 BUKOPHCTAHHSM
(inbTpiB, MPOMUTUX renapuHOM, Mae Takuii camuit npodine GesnekH, 1o
1 oro nonepeanuk Iporpommnexe Toran HIT.

CrienianbHi oCTiIKeHHs (papMaKoIHHAMIYHMX B3a€MOIiil Ha
TBapHHHUX MOJIENAX Juid npenapary [Iporpomiuiekc Toran He
TIPOBOMIINCSA, OCKIIBKH IIPOBE/ICHHSA TAKHUX JIOCIIi/KCHb JUIs
(papMaleBTHYHUX TIPETapaTis, OTpHMaHPIX 13 TJIa3MH KPOBI JTIOIMHH, HE €
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/Moezomun:
Takeoda/

3. dapmakoKiHETHKA:

1) aHanmiTHYHI METOMUKH Ta 3BITH
1010 iX Bayijanii

2) BCMOKTYBaHHS

3) posnoain

4) meraboniam

5) BUBEICHHS

0) (apmakokineTHuHi B3aeMoii
(oxminivmi)

7) iHwi hapMakoKiHeTHYH]
JIOCIIIKEHH I
4. Toxcuxomnoris:

I) TokcuunicTs y pasi
0/JIHOPA30BOT'0 BBEICHHSN

2) ToKCHYHICTE y pa3i MOBTOPHHX
BBEJIEHb

Takena MaHydekuypinr Ascrpia Al
IHpycTpiwTpacce 67
1221 BigeHs, AscTpia

lapHe 3g0opoB'A — cBiTNe
ManbyTHE

OcKinbKH MIBHAKICTE METabOIIIYHOrO KIipeHCy OLIKIB 3aJIeKUTD Bij
BU/IOBOI CHIENM(DIKH, BBEJICHHS JTIOJACEKHX (DAKTOPIB 3rOPTAHHS KPOBI
TBapUHaM HaJacTh JaHi, K1 He € pelpe3eHTaTHBHUMH IS
KJIIHIYHOTO 3acTocyBamus, ToMy (apMaKOKIHETHYHI JOCII/KEHHS
abcopOiii Ta po3nojiily Ha TBAPHHAX HE TIPOBOJIMIINCE, 4 OTHKE,
BaJIiJallisd aHAliTHYHUX METOJUK He ToTpibHa.

Hocnijpkenns MeTabonizMy Ta eKCKpelil He IPOBOIUIINCS,
[Tpenapar Ilporpomniexc Toran ckiajaerses 3 €HJIONEHHOTO Bika
I1J1a3MH KPOBI JIFOJIMHHU, TOMY He IIJUIArae MeTaboIIisMy 3a y4acTio
inroxpomy P450. ITonibno no inmmx GinkiB mpenapar 3pemrono
PO3Ma/1a€ThCsl Ha HEBEIUKI ITENTH/IM Ta OKPEMi aMIHOKHUCIIOTH, sKI
[OTIM BKIIIOYAIOTLCA B 3arallbHuil OLIKOBHIL 1y OpraHismy.

Creuianeni gociipKkenHs (papMakoKiHETHUHOI B3aeMOIii
JiKapceKHX 3aco0iB 3 npenaparom Iporpommieke Torai He
IIPOBOIHUITHCH.

THui jocniprenns gapMakokiHeTHKH npenapaty [Iporpomiuieke
Toran He mpoRoIUIHCS.

JBa jtociijpKenHs TOKCHMHOCTI O/HOKPATHHX JI03 TIPEIapaTy
IIporpomrurexe Toran, mo sxi Biamorigamu Bumoram HIIII, 6yim
IPOBE/IeH] Ha MumIax i mypax (gocmiukenns PV1830601 and
PV1840601). lecatu TBapunam (5 camuis, 5 caMoK) y KoxHiit rpymi
BHYTPILIHLOBEHHO (B/B) BBOAWIIH ronepeanuk IpoTpoMimieke
Toranx HIT abo npenapar ITporpomiuieke Toran. MakcuMaisHa 1034
[Iperapary, 1o He IPU3BO/UTH 10 PO3BHUTKY CHOCTEPEKYBAHHX
nobiunnx edexris (NOAEL), nius npenapary Iporpomruieke ToTan
cranoBmia 500 MO/kr y mumeit i 100 MO/kr y mrypis.

JlocnikeH s TOKCHYHOCTI GaraTOKPaTHUX /103 He IIPOBOIHIIHCH,
OCKIIIBKH TECTYBaHHS OLIKIB JIFOMHY Ha TBAPMHAX ILILISIXOM
TIOBTOPHOI'O BBEJICHHS MOTJIO IIPU3BECTH JI0 YTBOPEHHS aHTHUTLNT 1
BUKJIMKATH aHaQLIakTHIHI peaKiyii y reTeposoriunux perumientis. 3
OIJIsy Ha HasBHI KIHIYHI JaHi 100 npemnapary [Iporpomiiiexc
Toran nposenenus 1OAATKOBUX HOCHIKECHD TOKCHYHOCTI
0araToKpaTHHX JI03 HE BBAXKACTHCS HCOOXIMHMM. Bpaxosyroun
BHMOTI'M YHHHOIO 3aKOHOAABCTBA, IKE 0OMEXYE CKCIIEPUMEHTH Ha
TBapHHAX JIUIIC HEOOXIAHUMHU TCCTAMH, JOKIIHIYHI JOCTiKEHHS 3
BUKOPHCTaHHAM 0araTOKpaTHHX /103 npemnapary [IpoTpoMImiekc
Torai He npoBoaMIHCS.
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/locomun:
Takeda/

3) NeHOTOKCHUHICT:

in vitro

in Vivo (BKJIIOYHO i3 JIOJaTKOBOIO
OLIIHKOIO TOKCHKOKIHETHKH )

4) Kanueporenuicrs:
JIOBIOCTPOKORI JOCITIIKEHHS
KOPOTKOCTPOKOBI TOCIIJDKEHHSs 400
JIOCJIJKEHHS CePEAHBOT TPUBAIOCTI

J,IOJla'["KOBi ]IOCHi)[}KCI'IHH

5) Penpoagykruena Ta
OHTOI'CHETHYHA TOKCHYHICTE:
BILIUB HA QEPTHIIBHICTE 1 paHHii
eMOpIOHAILHUIA PO3BHTOK
eMOPIOTOKCHYHICTh
IpeHaTaIbHA 1 IOCTHATAIBHA
TOKCHYHICTh

JIOCTIJDKCHHSA, IPH AKHUX Ipenapatr
YBOJUTLCA IIOTOMCTBY
(HeCTaTECBO3PLINM TBapUHAaM) Ta/abo
OLIHIOETBCH BilUIaiena jis

6) MicIieBa IepeHOCHMICTE

Takena Manydekuypinr Apctpin Al
IHaycTpiwTpacce 67
1221 BigeHb, AcTpis

lapHe 3gopoB'a — cBiTne
ManbyTHE

3rizno 3 norounumu pexomenaauismu ICH S6(R1) nocnimxenus
FCHOTOKCHMYHOCTI He nposoaunucs. [penapar [Mporpommniexc Toran
MICTHTh HATHBHHH TOMOJIOTYHHH G1I0K, 1[0 POOHTL PU3NK POIBUTKY
MyTareHHOCTI ManoimoBipHuM. He odikyersces, mio [Iporpommeke
Toran Oyne B3aemonisT 6esnocepenuno 3 JJHK abo inmmm
XPOMOCOMHHM MaTeplaoM.

3rinno 3 noroyHuMH pexomenaauismu ICH S6(R1) pocnimkenus
KaHLeporeHHoCTi He mpoBoauamcs. [Ipenapar [Iporpommexe Toran
MICTUTH HATHBHUH TOMOJIOT 4 M OLIOK, 10 POOUTE PUSHK PO3BUTKY
KaHLeporeHHocTi MayoiimoeipaiM. Kpim Toro, Tecrysanns
JIO/ICHKOTO O1/IKa MIISXOM IIOBTOPHOTO BBEICHHS TBAPUHAM HE Mac
NPAKTUYHOI'O CEHCY.

Jlociikenns penpoayKTHBHOI Ta OHTOT€HETHYHOT TOKCHYHOCTI He
IIPOBOIMIIMCS, OCKUIBKH TECTYBAHHS JIOICLKOr0 O1JIKa IIIAX0M
TIOBTOPHOI'O BBE/ICHHS TBADMHAM HE Mac NPAKTHYHOTO CEHCY.

H1st OUiHKK MiCHEeBOT epeHoCHMOCTI 4OTHPROM KPOIIAM Y KOXKHII
rpyni BBojimim nonepeanuk [porpommiexe Toran HIT aGo nperapar
[Iporpommitexe Toran (ocmimkenns PV1810605). Ipenapar
BBOJIMIIH BHYTPILIHBEOBEHHO (B/R), BHYTpILIHbOAPTEPianbHO (B/a) 60
IIapaBeHO3HO (11/B) B 0JHE ByX0. [Ipu pisHUX NUIIXaX BBEICHHA MiXK
npenaparamu lporpommiexe Toran HIT i [Iporpomimiekc Totan me
6yI10 Bi/I3HAYEHO CYTTEBHX BIAMIHHOCTEH y MAKPOCKOMIYHIX 260
MIKPOCKOMITHMX 3MiHax. Ha 3aBepuienns ciiji BKasaTH 1a HAJIEKHY
MICLIEBY IIEPEHOCUMICTD mpenapary Ilporpomiiexe Toran micus B/B
BBEJICHHSA. Y IpyIax B/a Ta 11/ BBeCHHs (MOXKIIBI HeNPaBHIIbHI
UTAXM 3aCTOCYBAHHA) 110/IPA3HEHHS CIIOCTEPITANOCS SK Y
JOCIIKYBaHUX, TaK i Y KOHTPOILHUX TBAPHH. Tomy cnig yHukaru
HETIPAaBUIILHOTO 3aCTOCYBAHHS.
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ocomun: apHe 3p0poB'A — cBiTne
Takeda/ ManbyTHe

7) 10J1aTKOBI JIOCTIPKCHHSA [HOIi JOCIHi/PKEHHS TOKCHYHOCTI HE [TPOBOIUIINCS.
TOKCHYHOCTI:

AHTHICHHICTB (YTBOPCHHS aHTHTIII)

IMYHOTOKCHYHICTB

JIOCTTIJDKEHHA MeXaHi3MIB JIil
MEJIMKaMEHTO3Ha 3aJICKHICTh
TOKCUYHICTL MeTaboIIiTIB
TOKCHYHICTE JIOMILIOK

LH1IC

5. BHCHOBKH 111010 JIOKJIIHIYHOIO BHBYCHHS

Hoxniniuni BunpodysanHs npenapaty IIporpomiuiexe ToTtan Gyiu nNpUcBsSUYeHi 31e6iIbII0ro
Gesrewi Ta ePEeHOCUMOCTI, 1106 MiATBEpPANTH HOPIBHAHHICTS 13 monepegaukoM IIpoTpoMmimiexc
Toran HIIL

by:1o BiasHayeno Hajiexy nepeHocumicts npenapary Iporpomiuieke Toran y micii BeseHHT. Y
JOCIIJDKEHAAX TOKCHIHOCTI ognokpatHix 103 NOAEL juist ipeniapary Iporpommieke Torai
craHoBmia 500 MO/kr y mumeii i 100 MO/kr y mtypiB. OCKiNbKH Ui TBAPHHH MAIOTH HOPMATTLHY
CHCTEMY IeMOCTa3y, [IPH 3aCTOCYBAHHI BUIHX /103 lIpENaparie IpoTpoOMOIHOBOI0 KOMILIEKCY
MOZKHa O4IKYBATH IIOPYIICHHSA 3rOpTaHHA KPoBi. JIOCIi/PKEHHS TOKCHMYHOCTI 0araToKpaTHUX J103 He
POBOIMIINCS, OCKIIbKHM OYIKYE€TBCS, 1110 TCCTYBaHHs GLIKIB JIOIMHY HA TBAPUHAX HIITXOM
IIOBTOPHOIO BBEJIECHHS IIPU3BEJIC /IO YTBOPEHHSA aHTHTLI | BUKJINYC aHadiIakTHYH] peakiii y
TeTEPOJIOTNTYHHX PEIHITIEHTIB.

Ha nymky crioncopa HasBHEX JTaHMX JOKIIHIYHOI IPOIPaMy JIOCTATHBO IS OOIPYHTYBAHHS
noj1aHHA HOBOI MAA, 0cobiuBo B noennanyi 3 6araTuM KIIHIYHHM JI0CBIIOM 3aCTOCYBaHHS
npenapary IIporpomiuiexce Torai, Hakonu4eHHM 3a octanHi 40 pokis.

fenexkmponnud monuc/ 30.04.2025/18:00
(mignuc)
Knemenc I'ysen6ayep (Klemens Gusenbauer)

3asBHUK (BIACHUK
peecTpaniinioro
ITOCBI/TUCHHS )

KepiBHHK BiIJILTy peryasTOpHHX [THTaHb,
Agcrpis

YnoBHosaxena ocoda 3 MpaBoM IIi/IHCy
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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 available)

2. Applicant
3. Manufacturer

4. Trials conducted:

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

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

6. Clinical trial phase
7. Period of the clinical trial

8. Countries where the clinical trial was
conducted

9. Number of study participants

10. Goal and secondary objectives of the clinical

trial

Takeda Manufacturing Austria AG

Industriestralte 67

1221 Wien, AT

Handelsgericht Wien, FN: 201876 b, UID: ATU 50560806

Prothromplex Total (500 IU)

Takeda Manufacturing Austria AG

CX yes C no If not, substantiate

Medicinal product with complete dossier (stand-alone
dossier)

An international, multi-center, prospective, open-label,
non-randomized, uncontrolled study to assess the
efficacy and safety of Prothromplex Total in oral
anticoagulant reversal in patients with acquired
prothrombin complex coagulation factors (II, VII, IX, X)
deficiency (Study Identifier 220901)

Phase 4

from 09 July 2010 till 07 April 2012 (21 months)
Austria and Hungary

planned: 60
actual: 62 enrolled and 61 received at least one infusion

To assess the efficacy and safety of Prothromplex Total
as a treatment for the immediate reversal of oral
anticoagulant therapy with vitamin K antagonists in
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Better Health, Brighter Future
Takeda

subjects with acquired prothrombin complex coagulation
factors (II, VIL, IX, X) deficiency

Phase 4, Prospective, non-randomized, uncontrolled
11. Design of the clinical trial study to assess the efficacy and safety of Prothromplex
Total

Subjects who met ALL of the following criteria were
eligible for this study:

» at least 18 years of age at enrollment with
acquired prothrombin complex coagulation
factor (11, VIL, IX, X) deficiency, due to oral
anticoagulation with vitamin K antagonists,
requiring reversal of oral anticoagulation for

12. Main inclusion criteria urgent surgery, invasive procedure or acute
bleeding episode

¢ Subject provided written informed consent

e Subject had INR greater than or equal to 2.0 at
screening

e Subject must have been on stable doses of
anticoagulant or had known history of stable
INR for at least 72 hours prior to screening

Prothromplex Total is provided as a lyophilized powder

with solvent (water for injection) for reconstitution.

Method of administration is via intravenous infusion.
13. The investigational medicinal product, method D0sing is based on INR measurements as follows:

of administration, strength INR Dose (IU/kg Factor IX)
2.0-3.9 25
4.0-6.0 35
>6.0 50

14. Comparator, dose, method of administration,

strength N/A: uncontrolled study

None
15. Concomitant therapy

Primary Efficacy Endpoints:
¢ Proportion of subjects who achieved
normalization of INR to less than or equal to 1.3
within 30 +/- 5 minutes after administration of
Prothromplex Total
Secondary Efficacy Endpoints:
* Number of doses required to achieve
normalization of INR

16. Efficacy evaluation criteria

Takeda Manufacturing Austria AG

Industriestrafie 67

1221 Wien, AT

Handelsgericht Wien, FN: 201876 b, UID: ATU 505680806
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17. Safety evaluation criteria

18, Statistical methods

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

20. Efficacy results

Takeda Manufacturing Austria AG

Industriestrafle 67

1221 Wien, AT

Handelsgericht Wien, FN: 201878 b, UID: ATU 50560808

Better Health, Brighter Future

e Shortening of PT (expressed as percent of normal
coagulation activity)

e In-vivo recovery of clotting factors II, VII, IX,
and X at 30 +/- 5 minutes after administration of
Prothromplex Total

Safety Endpoints:

» Adverse Reactions (ADRs)

» Markers of coagulation (fibrinogen, D-dimer,
protein C activity, antithrombin activity,
coagulation factor activities for Factors II, VII,
IX, and X)

The primary endpoint was analyzed by point estimate
and 95% Clopper-Pearson confidence interval (CI) for
the proportion of subjects with INR less than or equal to
1.3 within 30 +/- 5 minutes after the last Prothromplex
Total dose. Analyses for secondary endpoints and the
exploratory endpoint included point interval estimates,
histograms, Kaplan-Meier plots, boxplots, and other
descriptive statistics. Safety data were summarized
descriptively.

Summary of Patient Demographics and Baseline
Characteristics (n=61)

Age, median (range) in 73.0 (25-93)
years

Height, median (range) in | 172.0 (151-185)
cm

Weight, median (range) 82.00 (54.0-115.3)
in kg

BMI, median (range) in 27.55 (19.9-36.6)
kg/m?

Gender, n (%)

Female 20 (32.8)

Male 41 (67.2)

Primary Efficacy Endpoint: Of the 61 patients who
were infused with Prothromplex Total, 59 subjects had
data for the primary endpoint and were included in the
full analysis (FA) dataset; 58 subjects in the FA dataset
fulfilled all inclusion/exclusion criteria and were
included in the per protocol (PP) dataset. All 59 subjects
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21. Safety results

Takeda Manufacturing Austria AG

Industriestrafle 67

1221 Wien, AT

Handelsgerichl Wien. FN: 201876 b, UID: ATU 505680806

Better Health, Brighter Future

(95% CI, 93.9-100.0) in the FA dataset and all 58
subjects (95% CI, 93.8-100.0) in the PP dataset achieved
normalization of INR to less than or equal to 1.3 within
30 +/- 5 minutes after administration of Prothromplex
Total.

Secondary Efficacy Endpoints: All subjects in the FA
and PP datasets required only one infusion to achieve
normalization of INR to less than or equal to 1.3. The
median INR value 30 minutes after infusion was 1.03
(range, 1.00-1.29) in both the FA and PP datasets.
Shortening of PT was reported as a percentage of normal
coagulation activity and was similar in the FA and PP
datasets. Upon Prothromplex Total infusion, coagulation
activity in the FA dataset rapidly increased from a
median baseline value of 15.00% (range 2.00%-46.00%)
to 82.50% (range, 60.00%-150.00%) at the 15-minute
time point and 84.00% (range, 59.00%-150.00%) at the
30-minute time point. In-vivo recoveries were similar
for the FA and PP datasets. In the FA dataset, the
median in-vivo recoveries of clotting factors II, VII, IX,
and X at 30 +/- S minutes after infusion were 2.03
1U/dL:IU/kg (95% CI, 1.91-2.12 TU/dL:IU/kg), 1.76
IU/dL:1U/kg (95% CL, 1.76-2.29 TU/dL:IU/kg), 1.12
IU/dL:TU’kg (95% CI, 1.05-1.21 TU/dL:IU/kg), and 1.85
IU/dL:1U/kg (95% CI, 1.75-1.95 TU/dL:1U/kg,
respectively.

A total of 66 AEs (33 mild, 28 moderate, and 5 severe)
occurred in 24 subjects, the majority were mild, non-
serious events (1 AE of pyrexia (rated mild)); 8 were
SAEs (2 fatal, neither of which was treatment-related)
and 2 of these SAEs (acute myocardial infarction and
deep vein thrombosis) were considered possibly related
to treatment. The 2 subjects that experienced the two
thrombotic SAEs both had several comorbidities and
potential risk factors. Markers of coagulation showed
different patterns of change over a 72-hour period
following Prothromplex Total administration:
antithrombin activities stayed constant within reference
range; D-dimer and fibrinogen levels shifted over time
from mostly within to mostly above reference range;
protein C activities shifted from mostly below reference
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22. Conclusion

DocuSigned by:

Better Health, Brighter Future

range at baseline to mostly within reference range during
the first hour after infusion and then dipped back down.

In conclusion, the primary endpoint of the study was
met: all subjects treated with Prothromplex Total
achieved normalization of INR to less than or equal to
1.3 within 30 +/- 5 minutes of infusion. One infusion of
Prothromplex Total was enough for all patients to
normalize INR within 30 minutes and for most subjects
to normalize coagulation activity within 15 minutes of
infusion. Taken together with the low incidence of
ADREs, this study confirms that Prothromplex Total is
safe and effective in immediately reversing the effects of
oral anticoagulant therapy with respect to normalization
of increased INR and restoring levels of vitamin K-
dependent procoagulants. Additionally, Prothromplex
Total treatment of subjects undergoing interventional
procedures prevented excessive bleeding and decreased
or stopped bleeding in subjects presenting with acute
bleeding episodes.
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Honarok 30

1o Ilopanxy NpoBeIeHHS eKCIIEPTH3H
peecTpaliiHuX MaTepialliB Ha JIIKapchKi 3aco0H,
110 MTOJAI0THCSA Ha IEPKaBHY PEECTPalito
(rmepepeectpaliiio), a TAKOXK EKCIIEPTH3H
MaTepiaiiB PO BHECCHHsI 3MiH 10 peecTpaiiHmx
MaTepiallB IPOTIAroM Aii peecTpaliiinoro
nocBi9eH s (IIyHKT 4, po3ain [V)

3BiT 1po KJiniYHe BUNIPOOYBaNHs

1. 1. Haspa mixapcekoro 3aco6y (3a HaBHOCTI —

HOMEp PEECTPaIiiHOTO TOCBIYEHHS)
2. 3aABHHK

3. Bupobuuk

4. TlpoeeieHi BUIIpoOyBaHusL:

1) Tun nikapcekoro 3acoby, 3a sIKUM
MPOBO/IMIIACS a0 MIaHYCThCS peecTparlis

5. llosna nassa KJIHIYHOrO BUPOGYBAHHS,
KOJOBAHHH HOMEP KJIIHIYHOIO BUIIPOOYBaHHS

6. dasa KIiHi4HOro BUNIPOOYBaHH:
7. Ilepioa mpoBeeHHS KITIHIYHOTO
BUIIPOOYBaHHSA

8. Kpainuu, 1e nposouiocs KiiHiuHe
BHIIPOOYRAHHS

9. KinbKicTh y9acHUKIB TOCTiKEeHHS

[10.  Mera ra Bropunni nini xainiuynoro
BUIIPOOYRAHHSA

[porpommiexc Totan (500 MO)

Taxena Manydexuypinr Ascrpis AT
tak [ni  Slkwio wi, o6rpysryRaTn

Jlikapcrkmii 3aci6 3a MOBHUM 10Che (aBTOHOMHE J10CHE)

Mixnapo/ie 6araToLeHTPOBE IPOCIIEKTHBHE BiIKPHTE
HEPaH/I0MI30BaHe HEKOHTPOJILOBAHE J0CHIJKEHHS,
METOIO SKOro OyI1a oiHKa e(heKTHBHOCTI Ta Ge3meKu
3acrocyBanns npenapary [Iporpommnexc Toran mis
BIZIMINM JIii HepopaIbHUX aHTUKOATYJISHTIB y MALicHTIB
i3 HabyTuM nedinuToM Gakropis sropTanns Kposi
nporpombinosoro komrutekcy (11, VII, IX, X)
(imentudikatop pociiukenns 220901)

daza 4

3 09 numma 2010 mo 07 xeiTHs 2012 (21 micss)

ABcrpis Ta Yropmuna

3araHoBana: 60

akTiyna: 62 3apeecTpOBAaHUX, 3 AKUX 61 Y4aCHHK
OTpHMaB HIOHAWMEHIIE OHY TH(Y3i0

Ominka epextnsrocTi Ta Gesrnexu 3acToCyBaHHs
npenapary Iporpomiiexke Toran s neraitnol Bigminm
Aii niepopanbHOT aHTHKOAry ISHTHOT Teparii 3a
AIOIIOMOT 010 aHTaroHictie Bitaminy K y manieHTis i3
HAaOyTHM 1e(ilTOM (aKTOPiB 3ropTaHHs KPOBI
porpombinosoro xomitekey (11, VIL, IX, X)

r’f}«z. e 2 G AL e
b e ke S
7 B I " PR A ™ Cia
H‘(’;,'("./_;iv‘cu/ "'/ rC /i'/ ¥ =
T A
V G
Takena MaHydekuypinr Ascrpia Al LAar s Fad i Crop.135
IHaycTpiwTpacce 67 { ¥Pelly L AL

1221 BipeHs, AscTpis
llocnepapcekiii cya Bigns, FN: 201876 b, UID: ATU 50560806



/ozomun:
Takeoda/

I1.  Jlusaiin kniniyHOro BUNpoOYyBaHHs

12, OcHOBHI KpuUTEpil BKIIOUEHHS

13, JlocniyukyBanuit nikapeskuii 3acib, croci6
34CTOCYBaHHs, Cuila 1l

14.  Ilpenapat mopisusHHs, 1034, CIIOCIO
3aCTOCYBAHHS, CHJIA Jii
15.  Cymyrnst tepanis

16. Kpurepii oiHku eeKTURHOCTI
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F'apHe 300poB's — CBiTNE -

ManbGyTHE

[IpocniekTHBHE HEPaHJOMI30BAHE HEKOHTPOJILOBAHE
AOCIKEHHA (a3u 4 Julst OLiHKK eheKTHBHOCTI Ta
Oesnexu 3acTocyBaHHs npenapary [Iporpommekce Toran

IIpaBo 6paTi yuacTh y 115OMY JOCIIPKEHHI MaJTH JIMIIE Ti
nanienTH, ski Bignosijgam BCIM HapeaeHUM HIDKYE
KpHUTEpPisiM:

* oHaiiMeHIIe 18 poKiB HA MOMEHT BKIIIOYEHHS;
ualytuil medinuT daxTopis 3ropTaHHs KpoBi
uporpombinosoro komruiexcy (11, VII, IX, X),
CIIPHYHHEHHUH [IEPOPATBHOK AaHTHKOATYITHTHOKO
Tepanielo aHtaroHicramu Bitaminy K, mio
notpedye BiAMIHH aHTHKOATYIAHTHOT /Til /T
POBE/ICHHSA TEPMIHOBOT XipyprivHOI omeparii,
IHBa3MBHOI NpoIeypH abo Ipu BUHUKHEHHI
rocTpoi KpoBoOTEYi

* Hananusa miceMoBoi indopMoBaHoOI 3roau

* MHB >2,0 na ckpuninry

* Otpumannst cTabiIbHUX 103 AHTUKOATYJISHTHOT
Tepanii abo nijrrBeppkene crabinsne MHB
IPOTAroM 72 TOJIUH Nepesi CKPHHIHIOM

[Iporpommuexc ToTa BUITYCKAETHCSA Y BUIIIAML
n10¢11130BaHOTr0 MOPOIIKY 3 POIYIHHHUKOM (BOIOIO I
in'exniit) 11 po3seienns. Coco60M BBEICHHS €
BHYTPIUIHEOBEHHA 1HDY3is.

Hosy niobuparomp 3 ypaxysannsm snauenna MHB y
maxui cnocio:

Hoza (MO/kr

MHB (haxkropa IX)
2,0-3,9 20
4,0-6,0 35
>6,0 50

H/3: nexonTponsosane mociiKeHHs
Hemae

ITepBuHHI KiHIEBI TOYKH eEKTHBHOCTI:

* Yacrka y9acHMKIB, sIKi J0CSTIIN HOpMaTi3arii
MHB o 3navenns <1,3 nporsarom 30+5 xBuamn
nicis Bee/ienns npenapary [porpommiexe Toran

BTopuHHI KiHIEBI TOUKH ¢)eKTHBHOCTI:

* KinexicTs 103, HeOOXITHUX I TOCSTHEHHS
HopMmajtizaiii MHB

* Cxopouenns ITY (Bupakene y BincoTkax Bif
HOPMaJIBHOI KOaryJIAIIHHOT aKTHBHOCTI )
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/ozomun:
Takeda/
KiHuesi Touku 6e3neku:
» Hebaxani peaxuii (HP)
17.  Kpurepii otinku Oe3nexu

18.

£S
JIOCIJUKYBaHO] oIy iALii (crarh, BiK, paca TOMIO)

20.

MapHe 3nopoB's — cBiTne
ManbyTHE

¥4

* Binnosnenns pakropis sropranus kposi II, VII,
IX ta X in vivo uepe3 3045 XBHIHH mic/is
BBe/IeHHs npenapaty [Iporpommnexc Toran

* Mapxkepu koarynsii (hidpunoren, D-aumep,
axTuBHICTB Olika C, aKTHBHICTH aHTHTPOMOIHY,

aKTHBHICTh (hakTOpiB 3ropranus kposi II, VII,

IX Ta X)

ITepBHHHY KIHIICBY TOUKY aHAIi3yBaIH 32 TOUKOBOIO
ouinkoro Ta 95% aosipunm inrepsanom (1) Knonepa—
[lipcona mis wactku ydacHukis 3 MHB <1,3 ynpomorx
3045 XBUIHMH ImiciIs BBEEHHS OCTAHHBOI 03U
npenapary Ilporpomiuiexc ToTtan. AHamisu s

CTaTHCTHYHI METOIU

BTOPHHHHX KIHIIEBHX TOYOK 1 IIOIIYKOROT KiHIEBOT TOYKH

BKJIIOYAIIM TOYKOBI IHTEPBAIBHI OIIHKH, FiCTOIPaMH,
rpadixku Kannana—Maiiepa, kopoOxosi rpadiku Ta inmi
ONHMCOBI cTaTucTH4HI Jani. Jaui 3 6esneku Oynn
y3arajibHeH1 3a JIOIIOMOT0I0 OTHCOBOT CTATUCTHKH.

Pesrome gemorpadiunnx ganux i BUXignux
XapaKTEePUCTHK nauicHTiB (n=61)

OKH

Bik, meniana (mianazon), |73,0 (25-93)

CM

3pict, Meaiana (aianazon), (172,0 (151-185)

Hemorpadiuni xapakTepucTuKy

(miamason), Kr

Maca Tina, Meniana 82,00 (54,0-115,3)

IMT, meniana (nianason), |27,55 (19,9-36,6)

Kr/m?

Crarts, n (%)

Kinoua 20 (32,8)
Yonosiua 41 (67,2)

ITepeunna kinuesa rouka: cepe/ 61 nauicura, sxum
BBOAMIM npenapar [porpomminexc Toran, 59 yuacuukis
MaJId JaHi 00 IEPBHHHOT KiHIEBOT TOUKH i OyIru
BKITIOYEH] 0 TOMyJISALiT 1uist 1IoBHOrO ananizy (FA-
nomyssmii); 58 yyacuuxis FA-nonynsauii Bignoriganu

Pesynwsrati edexTrrHOCTI

BCIM KPUTEPIAM BKITIOUEHHSI/BUKIIIOUEHHS | OyJin
BK/IFOYCHI JI0 MOMYJISIIT NALIEHTIB, AKi BUKOHAJIN BUMOTU

npotokouy (PP-nonyisnii). Vei 59 yuacnukis (95% JII
93,9-100,0) y FA-nomynsuii Ta Bei 58 yuacHukie (95%
HA193,8-100,0) y PP-nomysuii gocsrnu nopmamizarii
MHB 1o snavenns <1,3 yupojosx 305 XBUIHH MTic/s
BBeJIeHHA nperapary [Iporpommuiexc Torair.
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/lozomurn:
Takeda/

21.  Pesynbraru Gesnexu

22. BuCHOBOK

Takena MaHydbekuypiHr ABcTpis Al
IHaycTpiwTpacce 67
1221 BigeHs, AscTpis

F'apHe 340pOB's — cBiTne =

ManbyTHE

Bropunni kinnesi Touxn epexrusnocti: yci yuacuuku FA-
nomyisuii 1 PP-nonynanii morpeGysanu mume opuiei indysii ms
AocsarHeHHs nopmanizamii MHB o snavenns <1,3. Mejianne
sHa4yerHs MHB wepes 30 xBummn micns indysii cranosmno 1,03
(miamazon 1,00-1,29) six y FA-nomyssiii, Tax i y PP-nonysmsmii.
Ckopouenns ITH Gyi1o BEpaskeHe y BiICOTKaX BiJl HOpMAIEHOT
KOAryJsuiiHol akTHBHOCTI # GyI10 CX0KHM B 060X MOMYJIALIsX.
[licast in¢ysii npenapary Iporpomruteke ToTan koaryisiiiina
aKTUBHICTL y nanienTis FA-nomysuii msuako spocia 3 Mejiantoro
BUX1/1HOTO 3Ha4eHHs 15,00% (niarazon 2,00—46,00%) ;1o 82,50%
(mianason 60,00-150,00%) uepes 15 xeuaun ta 84,00% (nianason
59,00-150,00%) uepes 30 xsunun. B 060x IOITYJIALISIX TTOKA3HUKH
BITHOBJIEHHS in vivo Oymi cxoxumu. V FA-nonynamii megiansi
IOKa3HHKH BIIHOBJIEHHs (hakTopis 3ropranms kpogi I1, VII, IX ta X
in vivo gepes 3045 XBUIMH micis iH(y3ii cTaHOBWIH

2,03 MO/mm:MO/kr (95% 11 1,91-2,12 MO/m:MO/kr), 1,76
MO/m:MO/kr (95% II 1,76-2,29 MO/ui:MO/xkr),

1,12 MO/nm:MO/xr (95% 1 1,05-1,21 MO/mu:MO/kr) i

1,85 MO/yr:MO/xr (95% 11 1,75-1,95 MO/m:MO/xr) Bianosiano.

3aranom y 24 yuacuukie 6yno sapeecrposano 66 HS (33 nerkux,
28 cepeHbOI TAKKOCTI i 5 TSHKKHX), GLIBIIICTS 3 AKUX Gy
JIECTKMMH, HECEPHO3HUMH ABHIaMH (1 BHMaa0K mipekcii (omiHeHoT
siK Jierka)), 8 apisum co6oro CHSI (2 netansuux BHIIALKN, KOJIEH 3
AKKX He OyB 10B's3anuit 3 nikyBannsm), a 2 3 mux CHS (rocpuit
iH(apKT MioKap/a i TpoMG03 IMTMBOKHX BeH) BBAIKAIUCH MOKIIHBO
1I0B'13aHUMH 3 JIIKyBanusM. O6uBa YYACHUKH, Y SKHX BUHHKIIH J(BA
TpomMOoTHaHMX CHSI, Manu Kinbka cynyTHiX 3aXBOPIOBAHD i
MOTCHIIHHMX (paKTOpiB pu3uKy. Mapkepy KoaryJsiii BKa3yBaJIM Ha
Pi3Hi 3AKOHOMIPHOCTI 3MiH MPOTATOM 72-IOHHHOIO nepiojy micsis
BBeAeHHA npenapary ITporpomiuieke Toran: akTHBHICTS
aHTUTPOMOIHY 3aITHIIANIACA TTOCTIHHOIO B MeKax JlianazoHy
HOpMaJbHHX 3HAYCHb; 3 IUIMHOM uacy piBHi D-jiumepy Ta
(hibpuHOTeHy 3MILTyBaIKCA Bl (IIEPEBAKHO B MEKAX Jiala3oHy
HOpMaJbHUX 3HAYCHE JI0 «IIEPEBAKHO BUIIE J(iana3ony
HOpMaJIbHHX 3HAYCHbY; 3HaUeHHs Oinka C sMiHMIHCS Bij
«IICPCBAXKHO HHXKYE /11alla30Hy HOPMAJIbHHX 3HAYCHDY Ha
BHXIJIHOMY DIBHI JI0 «IIEPEBAKHO B MEKAX Jlanasony HopMalbHHUX
3HAYCHB) NPOTATOM IIEPIIOT FOMHY ITicHs iHdys3ii, a noTiM 3HOBY
3HU3UITHCA.

Ha sasepmenns cin 3asnaunr, mo nepsunna kinesa rouxa
JIOCIIJDKCHHSA OyJTa T0CSATHYTa: yCi y9acHHKH, SKi OTPUMYBAIIH
lipenapat Iporpomiuiexe Totan, xocsrim vopmanisauii MHB o
3Hauvennd =1,3 ynponossx 30+5 xsumun micns indysii.
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/ozomun: MapHe 3nopoB's — cBiTne
Takeda/ ManbyTHe

Onniel ingysii npenapary Iporpomniexe Toran 6yio
JI0CTaTHBO BCIM manieHram s Hopmainizanii MHB
ynpomos:x 30 XBHIHH, a GIIBIIOCTI MAIIEHTIB — /ISt
HOpMalli3anii KoarysuiitHoT akTHBHOCTI yIIPOJIOBIK

15 xBuimH micns indy3ii. V noejiHanmi 3 HU3BKOIO
4acTOTOIO HeDaXKaHUX peakKiliil pe3yabTaTH [bOTro
JIOCIIIDKEHHS MTITBEPIKYIOTh, IO Mperapar
Iporpommeke Totan € Gesnednum Ta eeKTHRHIM Y
HeraHiN BiIMiHi eeKTiB IIepopansuoi aHTUKOATYIISHTHO]
Tepaii 3 TOYKH 30py HopMatisamii migsrmenoro MHB i
BIJHOBJICHHS PiBHIB BiTamin K-3a/1eH1X NpOKOAryJisHTiB.
Mo Toro x, 3actocyBanns npenapary ITporpommiexc Toran
Y TIaLi€nTIB, AKi MPOXO/IMIM IHTCPBeHITiHHI IpoNeypH,
3ar00irano HaaMipHii KpoBoTedi Ta 3MeHIIyBao aGo
3YNHHATO KPOBOTEUY Y NAIiEHTIB 3 TOCTPOIO KPOBOTEUEIO.

/enekmponnuti nionuc/ 30.04.2025/ 18:00
(miamnuc)

Kiemenc I'y3enGayep (Klemens

Gusenbauer)
3asBHUK (BJIACHHUK
pecerpaniifnoro Kepisnuk Biaainy perynsropaux
TOCRIT9eHHS) MUTaHb, ABCTpist
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