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JlomaTok 29

1o [opsaaky npoBejieHHs eKCIepTH3H
peecTpalifHuX MaTepialiB Ha JiKapCehKi
3aco0M, 1110 MOJAIOTLCA Ha JIepsKaBHy
peecTpalliio (mepepeecTpaliio), a Takox
EKCIIEPTH3M MATEPIaIiB PO BHECCHH
3MIH JI0 peecTpallifiHuX MaTepiajin
NpPOTArOM Jil peecTpariifHnoro
MOCBITYECHHSA

(myHKT 4 pos3ainy V)

\

|

\

|

i

|

\

3BiT npo poxTiHIMHI JocHiKeH A

[IOCBIIYEHHS):

1. Ha3spa nixapcekoro 3acoby (3a
HAasgBHOCTI - HOMEp peeCTpaniiHOro

0

I'emare®™ IT (Haemate® P) e

peecTpaitis

1) THn sikapcbKoTo 3acoby, 3a AKUM
| npoojinnacs abo rmiaHyeTbe:a

3a MOBHUM J10CHE

2) npoBeAeH] AOCIIIKEHHS

2. Gapmaxosoris:

TaK W HI_AKLIO Hi, IPOCHMO OOIPYHTYBATH |

1) IlepBunna apmakoauHamika

Hi. ®apmakouHamiyba Jis npenapary
Femate® I1 (Haemate® P) miaTsepiukena
HOro yCrinHuM KIHIYHHM 3aCTOCY BAHHAM

2) Bropunna dapmakouHaMika

:
MPOTATOM KiJIbKOX JA€CATHIIITh. Y }
Hi. ®apMaxonuuamiyba jiis npenapary !
T'emate® I1 (Haemate® P) nixrsepmkena

HOro yCHilIHUM KJIHIYHUM 3aCTOCY BAHHAM

3) ®apmakojoris 6e3nexku

|
NPOTAIOM KiJIbKOX JECATHIITh. el
m (HoMep jiochiukenHs 8-123, 8-3) |

4) dapmakoaHaMi4HI B3aeMOII1

Hi. ®apmakonunamiyna ais npenapary !
I'emare® IT (Haemate®™ P) nigrsepaxena j
HOro yCmimmuM KIiHiYHUM 3aCTOCY BAHHAM |
IPOTATOM KiJIbKOX JECATHIIITh.

3. @apMakoKiHeTHKa:

]

1x Bamigamii

1) AHaJiTHYHI METO/H Ta 3BITH LIOJ0

ooyl
i
|

tak (MEV-23r, MEV-24r)

2) BCMOKTYBaHHs

Hi. ®apmakoaunamiynuit npodisns |
npenapary I'emare® IT (Haemate® P) |
MIATBEPIKEHUH HOro yCIiHUM KIIHIYHUM |
3aCTOCYBAHHAM IPOTATOM KiJIbKOX “

4. TokcHKoONOTIsA:

JECATHIIITE. i
3) Posnopin Hi _ﬂ'
4) Merabomizm Hi _ I
5) BusenieHus Hi , e
6) DapmakoKiHeTHYHI B3aeMOIT Hi
(mokuiHiuHi) j
7) Inwi hapMakoKiHeTHYHI [Hue mocmipkenus posnoiny w (PSK/ I N
JOCIT JUKEHHS 03/04), TectoBa cucTema 3 Kpostukamu .« 101

1) TokcuunicTs y pasi ogHopasoBoro | m (HoMep aociiukenns 8-123)

X
s

TR
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BBEACHHS

2) TokCHYHICTb IIPH TIOBTOPHHX
BBEZICHHSIX

Hi. Ockinbku G1IKH JHOACKKOro NOXOMKEHHS
€ IMyHOIeHHHMH JUTS TBAPHH, OUiKY€TBCS,
110 TPHBAJIE 3aCTOCYBaHHs IIPENapary
Temare® I (Haemate® P) s TBAapHH
BHUKJIHYE IMYHHY BIINOBI/b IIPH IOBTOPHOMY
BBEJICHHI.

3) 'enoTokcHuHICTE: in Vitro

Hi. JIns mosieii He 04iKy€TbCA MYTareHHOro |

HOTEHIiaTy 1Oro IPHPOAHOTO (hakTopa

in Vivo (BKJIIOYHO 3 MiATPUMYBAIBLHOO
OLIHKOIO 3 TOKCHKOKIHETHKH )

ILTa3MH JIIOJIMHH.
Hi.

4) KanueporeHsicTs:

Hi. Jna mopeii He o4ikyeTbes |
OHKOIM€HHOI0/KaHLEPOreHHOTO NOTeHIiany |
LBOTO NPUPOAHOTO (haKTOPa I1Ia3MH
TIOJIHHH.

JIOBrocTpoKoBi J0CTi KeHHS Hi
KopotkocTpokosi abo
CEPEeHLOCTPOKOBI IOCII IHKEHHS Hi

JlonaTkosi J0CIiKeH s

5) Tokcuyna z1is Ha PENPOYKTHBHY
CHCTEMY Ta BHYTPIIIHBOYTPOOHHIHA
PO3BHTOK:

Hi. He odikyeTbes BOIMBY Ha (hepTHIBHICTD,
NOCTHATAILHHH PO3BUTOK I PENPOIYKTHBHY
(yHKILiI0, a TAKOK TepaToreHHol ii HOro
IIPHPOJHOTIO (hakTOpa IJIa3MH JIOJMHH.

DepTUNBHICTD | paHHi# eMOpioHaATbHEH

PO3BHTOK Hi e
EmbpioTokcHunicTs Hi

[Ipenaransua i NOCTHATAIbHA

TOKCHYHICTh Hi ,
Jocnijpkenns, B akux noromctro | Hi 1

(HeCTaTeBO3piNli TBAPHUHH) OTPHMYBAIH
npenapart Ta/abo pOXOIKIIH JI0JaTKOBE
OLIHIOBAHHSA

6) Micuesa nepeHocumicThb

m (HOMEp JOCIIKEHHS 8‘—123) B

7) JonaTkoBi AOCHiKEHHS

TOKCHYHOCTI:
AHTHI'€HHICTB (YTBOPEHHS QHTHTIJ) m (HoMep JlocHiKeHHs 8-5)
IMmynoTOKCHYHICTE Hi. Ockinbku GUIKH TIOACEKOr0O MOXOIAKEHHS

€ IMyHOT€HHHMH /TSl TBAPUH, OUIKYEThCH,
10 TPHBAJE 3aCTOCYBAHHS [Ipenapary
I'emate® I1 (Haemate® P) nns tBapun
BHKJIMYE IMYHHY BiAIIOBI/Ib [IPH TOBTOPHOMY

BBEJIEHHI.

JocnikenHs MexaHi3MiB Jii Hi

3alexKHICTh Hi N

Toxcuunicts MeTabosniTin Hi i
TokcHYHICTD ZOMIIIOK Hi

IHmmi
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5. BUCHOBKHM 11010 JOKJIIHIYHOT'O
BHBYEHHS

Ipenapar I'emare® I1 (Haemate® P) noGpe
NIEPEHOCHBCS B JOKJIIHIYHHX JOCITIKEHHAX Y
J103ax, 110 B KUJIbKA Pa3iB MEPEBUIILYBAIH JI03Y
JUISL JIIOJIMHH.

Lleii  BMCHOBOK  MNOBHICTIO  BiANOBijac
DaraTopi4yHOMY JOCBIY 3aCTOCYBaHHA 1BLOTO
npoAykty moabMH. Jlns oOuiHkKM roctpoi
ToNepaHTHOCTI A0 mpenapaty ['emare® [1
(Haemate® P) pokniHiYHI  AOCTIIKEHHS
TOKCHYHOCTI OJIHOPA30BOI JI03H [IPOBOJIMIIHN
Ha MHIUAxX, Uypax, Kpojukax i cobakax.
I'emare® I1 (Haemate® P) BBojmu B/B y Beix |
NOCIIDKEHHSAX, MPO AKi MOBIAOMIIANOCH, 10
BimoBizae  mepeabadyBaHoOMy  crocoOy
BBEJICHHH B IAL[I€HTIB.

Y MuIEH, uypiB 1 KpOJMKIB npenapar
Temare® IT (Haemate® P) no6pe nepenocuses
Ta HEe BUKJIMKaB OOIUHUX KITIHIYHHX e(eKTiB,
1 JOJHA 3 TBApHH HE 3arMHyja BHACTIJOK |
nikyBanHs. Jlnst MuLei i uypis nepeHocuma
Hakomu4yeHa jo3a cranosuna 200 MO/kr
MacH Tina, y KponukiB — 100 MO/kr macu
Tina.

Y cobak I'emare® IT (Haemate® P) Takoxk
nobpe neperocuses. Hakonuuena noza 175
MO/kr  macu  Tiza  He  BHKIMKaia |
TOKCHKOJIOTIYHO 3HAYYILHUX 3MiH CEpLEBO- |
CYIMHHHX | JMXaNbHUX NapameTpis. Kpim
TOro, JIKyBaHHS He  BIUIMHYJIO  Ha
3apeecTpoBaHi KIIHIYHI O3HAKH.
JlocmipkenHs, npoBeaeHi 3 METOIO BUBYCHHS
MiCIEBOI  MEPEeHOCHMOCTI i yTBOpeHHA
HEOAHTHICHHHX KOMIIOHEHTIB 1pH
nacrepusallii, He BHABWIM HebakaHoro |
BropunHOro edexry I'emare™ I1 (Haecmate®
P

OmiHKa  TOKCHKONOTYHHX JIOCIIJIACEHD
noKasye, L0 PiBHI 7103, 3alpONOHOBAHI JUIs
3aCTOCYBaHHA B JIOJeH, MOWHA BBAXKATH |
De3neYHUMH.

3asBHUK (BacHHMK
peecTpauiiHoro

Nignuc y DocuSigned:
Anexcic Mendo3sa (Alexis Mendoza)
B4CECO9BAF4E4B9...

IIOCBITYEHHSA ) e

(roBHe iM's1)

Anexcic Mennosa (Alexis Mendoza)

["o510Ba perioHanbHOro HaNpAMKY
['noGansHOro HOpMaTHBHO-
[IPaBoOBOro BiIJILTY

Vipainu Ne 1528 6io 27.06.2019 p.}

{IIpoyedypa donosnena nosolo peoarxyicio dodamra 29 6ionosiono doHamsyMC)?
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Annex 29
to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-|
Registration) and for Expert Evaluation
of Materials about Introduction of
Changes to Registration Materials
during the Validity Period of
Registration Certificate (item 4 section
v)

Preclinical study report

1. Name of medicinal product (registration
certificate Ne, if any):

Haemate® P

1) type of medicinal product according to
which registration has been conducted or is
planned to be conducted

Application by full dossier

2) studies conducted

yes® no

if no, please justify

2. Pharmacology:

1) Primary pharmacodynamics

INo. The pharmacodynamic effect of
Haemate® P is demonstrated by its successful
clinical use over several decades.

2) Secondary pharmacodynamics

No. The pharmacodynamic effect of
Haemate® P is demonstrated by its successful
clinical use over several decades.

3) Safety pharmacology

® (study number 8-123, 8-3)

4) Pharmacodynamic interactions

INo. The pharmacodynamic effect of
Haemate® P is demonstrated by its successful
clinical use over several decades.

3. Pharmacokinetics:

1) Analytical Methods and validation
reports

yes (MEV-23r, MEV-24r)

2) Absorption

No. The pharmacokinetic profile of Haemate®
P is demonstrated by its successful clinical use
over several decades.

3) Distribution No
4) Metabolism No
5) Excretion No
6) Pharmacokinetic Interactions INo

(preclinical)

7) Other Pharmacokinetic Studies

test system

Other distribution study m (PSK 03/04), rabbit

4. Toxicology:

1) Single-Dose Toxicity

™ (study number 8-123)

2) Repeat-Dose Toxicity

No. As proteins of human origin are
immunogenic to animals, long-term
administration of Haemate'

@®

P to animals is
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expected to elicit an immune response upon
repeated dosing.

3) Genotoxicity:
in vitro

No. No mutagenic potential of this naturally
occurring human plasma factor is expected in
humans.

in vivo (including supportive toxicokinetics
evaluation)

No.

4) Carcinogenicity:

No. No oncogenic/carcinogenic effect of this
naturally occurring human plasma factor is
expected in humans.

Long-term studies

No

Short- or medium-term studies

No

Additional studies

5) Reproductive and Developmental
Toxicity:

INo. No effects on fertility, postnatal
development and reproduction as well as
teratogenic effects of this naturally occurring
human plasma factor are expected in humans.

Fertility and early embryonic development

No

animals) are dosed
and/or further evaluated

Embryotoxicity No
Prenatal and postnatal toxicity No
Studies in which the offspring (juvenile INo

6) Local Tolerance

m (study number 8-123)

7) Additional Toxicity Studies:

Antigenicity (production of antibodies)

m (study number 8-5)

Immunotoxicity

No. As proteins of human origin are
immunogenic to animals, long-term
administration of Haemate® P to animals is
expected to elicit an immune response upon
repeated dosing.

Mechanistic studies No
Dependence No
Metabolites toxicity No
Impurities toxicity No
Other

5. Preclinical study conclusions

Haemate® P is well tolerated in preclinical
studies at doses of a multiple of the dose for
humans.

This conclusion is in full agreement with the
long term experience of this product in humans.
To evaluate acute tolerance of Haemate® P,
preclinical single dose toxicity studies were
performed in mice, rats, rabbits and dogs.
Haemate® P was administered i.v. in all studies
reported. representing the intended route in
patients.

In mice, rats and rabbits Hacmate® P was well
tolerated and did not cause adverse clinical
effects and none of the animals died -inf~

consequence of the treatment. For mice and
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rats, the tolerated accumulated dose was 200
1U/kg body weight, in rabbits it was 100 TU/kg
body weight.

In dogs Haemate® P was well tolerated as well.
An accumulated dose of 175 [U/kg body
weight caused no changes with toxicological
significance of the cardiovascular and
respiratory parameters recorded. In addition,
the clinical signs recorded were unaffected by
the treatment.

The studies performed to investigate the local
tolerance and formation of neo-antigenic
components by the pasteurization revealed no|
unwanted secondary effect of Haemate® P.
Evaluation of the toxicological studies shows
that the dose levels proposed for use in man can

be considered as safe.

Applicant (registration
certificate holder)

= DocuSigned by:

| Meseis MJMJA/'}A.

(signature)
Alexis Mendoza

Head Region Intercontinental
Global Regulatory Affairs

(full name)

BACECO9BAF4E489

{Procedure amended by new annex 29 according to MoH Ukraine Order No 1528 of 27.06.2019 }
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Jlonarok 30 ]
no Iopsanxy mpoBeaeHHs eKCrepTH3u
peecTpalliHHUX MaTepialiB Ha JIikapchki
3aco0H, 10 NOJIAIOTHCS Ha JICPKABHY 1
peecTpalliio (mepepeccTpaitiio), a TakowK
EKCIIEPTH3IM MATePialliB PO BHECEHH
3MiH JIO peECTpallifHUX MaTepianin |
NPOTArOM i1 peecTpaitifioro ‘
NOCBIIYEHHS

(myHKT 4 po3ainy 1V)

3BiT Npo kaiHiYHE JoCTiTKeHHS

I. Haspa nixapcbkoro 3acoby (3a

HasBHOCTI - HOMEp peecTpaLiiHoro I'emate® IT (Haemate® P)

MOCBIIYEHHS )

2. 3asABHUK «1CJI Bepinr 'm6X», Himeuunna
3. Bupobuuk «ICJI Bepinr I'm6X», Himeuunna
; . T i Hi
4. IlpoBenieHi AOCTIHKEHHS: il e i

] oBIpyHTYBaTH

1) THIN niKapceKoro 3acoby, 3a SKHM
npoBojiMiacs abo mIaHyeTbes
peecrpaitis

3a HOBHHM J0CHE

IMyHONOTI4HHIA Ta BipyCONOrIUHMIE CTa Tyc
NAIli€HTIB 13 reMorblmelo A abo xBopobo1o
¢on Bimnebpanza, siki oTpumyBasiu
npenapar ['emate® I1.

[nenTHdIKaIHHUA HOMEP J10CIIJUKEHHS:
BI 8.021 /7A-401HA-OB

v B
Ciuenb 1983 p. — Gepesenn 1989 p.

5. IloBHa Ha3Ba KJIIHIYHOTO
BUIIPOOYBaHH:, KOJIOBAHUH HOMED
KJTIHIYHOTO BHITPOOYBaHHs

4.
i
|
|
|
|
|
i

6. daza KIIHIYHOTO JOCTIKEHHs
7. Ilepion mpoBeaeHHS KIIHIYHOIO
JOCHIJPKEHHS -
8..K_pa'fHH, B SKHX TIPOBOAMIIOCH Ascrpis ,
KJIHIYHE JOCTIDKEHHS

9. KiLKICTh JJOCIIJIKY BAHHX

25 nmauieHTiB
OCHOBHOIO METOIO 1ILOTO [POCIIEKTHRHOTO,
BiZIKPUTOT0, HEKOHTPOIBLOBAHOI'O
JOCIHIIKeHHS OYII0 MOPIBHSHHS
IMYHOJIOTTYHOTO Ta BIpYCOJIOTIYHOTO
CTAaTyCy NALEHTIB, SIKI OTPUMYBaIH
BUKTIOUHO npenapat ['emare® I1, i
Nali€HTIB, AKI OTPUMYBAJIM IHILI
npenapaTy I1a3MH KPoBi B MUHYTOMY ado
niJ yac crnoctepeskeHHs. llarienu ,
OTPUMYBAJIU OJIHOPa30BO abo I
.
I

10. MeTa Ta BTOpHHHI KiHIIEGBI TOYKE
KJIIHIYHOIO JOCIHKEHHS

6arar0pa30130 B/B iH(y3il 3a nm‘pc—:( 010 i
OLLHIOBATHCA TIPOTATOM IEpiojly .J(U '
POKIB.

[TpocnekTusHe, BiaKpHTE, h
HEKOHTPOJILOBAHE JIOCHIJIKCH IS, -
Brenennsi: bararopazoBe BBejleHHs
Kpurepiii oniHioBaHHs e(bek'l"ﬁﬁﬂo(:'ri:

11. JIu3aitH KIHIYHOrO JOC/HIIKEHHA




IH KoHBEpTA DocuSign: BA3F23A1-DAD4-4281-BB61-BC26A9A5BEBAE

['ocTpa kpoBoTEUa

12, OcHoBHI KpHTEpiT BKIIOYEHHS

HauienTu 3 remodizieio A, xBopo6oio dhon |
| Buebpanna (VWD) ta inriGitopom

13. JlocnimiyBanuit nikapcekuii 3aci6,
€IKMM BBEJICHHSI Ta JI03yBaHHA

remoinii A y st
I'emare® I1 (Haemate® P) |

14. Tlpenapar nopiBHsAHHS, /1034,
cnioci6 3acTocyBaHHs, cHaa il

IHwi npenapaty nuasmu (6e3 ninirpisy ) i
H/3 ]

15. CynyTHs Tepanis

H/3 —r

16. Kputepii ouiHroBanns
eeKTHBHOCTI

- S — _4‘5
['emocraTnuna edexrupnicTn }

17. Kpurepii oninku 6e3nexu

[uri6itopu npotu pakropa VII1:C
InixyBanns Bipycom renaruty B (BI'B)
abo Bipycom BIJI

bynb-aki inmi nebaxani ssuma, nos’ssani |
3 JIIKAPCHKHUM 3ac060M e

o
|
|

18. CratucTHuHi MeTOIH

H/3 g |

| 19. Jlemorpadiuni nokazHuku
JOCIIIKYBaHOT NOMyJIsiiii (cTaTh, BiK,
pacoBa NPUHAIEKHICTH TOLIO)

Y nociizkeHns 6yJ0 BKIIOYeHo 25
MaljieHTiB, i3 HUX 13 oTpuMyBasu
BHKIOUHO npenapat [emare® [1,a 12 — |
Temate® Iy noeanani 3 iHmmmu
npenapatami miaasMu. Yuacuuku Oy i
YOJIOBIYOIL, H KIHOYOI cTaTi, BIKOBHI
nianaso” — Bif 1 THkHA 10 20 pokis. 13
25 nauientis 20 Manu remodinio A, 1 —
VWD cepennboi TskkocTi, 3 — inri6itop ‘
reModinii A i 1 He MaB BCTaHOBIEHOTO ’
niarno3y. [Ipo pacosy npunanexuicts ne |
MOBIIOMJIAJIOCH. Tl

20. Pesynbrati OLiHKH e()eKTHBHOCTI

EdextuBHicTb | nepeHOCHMIcTE ‘
OLIHIOBAIH B | 7 NALIEHTIB Y OJIMH MOMEHT |
yacy micas ingysii. Y 15 nauienrin I'
pe3yJIbTaTH BU3HaHI XOPOIIHMH; B | ;
nanienrta 3 X¢B ta | 3 inriitopom \
remodurii A remocTarnuna eheKTUBHICTE

Gyna ouineHa sk nomipHa. i

21. Pesynbratu ouinku Ge3nexu

Y 13 panime He TIKOBaHUX MAICHTIB, K
oTpumysanu Tiseku [emare” I1, ne Gysio
BHIIA/IKiB cepokoHBepcii Ha BI'B a6o BlJI- ,‘
1; 7 mauienTiB Masiu antutina 1o BIB. ki !
NIPOCTEXKYBAIMCH 1€ 10 BakiuHauii. [3 12 |
NAUi€HTIB, AKI paHille OTPUMYBAJIH
MiKYBaHHA HENACTEPH30BAHUMM |
npenapaTami iasm, B 1 nauienra 6yau |
BUABJICHI aHTUTINa A0 BI'B, xoua iforo '
CTaTyC BaKLMHALIT He MiT OyTH ‘
MiATBEPUKEHHMI; 2 TIAlli€HTa 3 BUABICHUMY |
|
|
|

auTHTINaMK 110 BI'B y wiit rpyni paniie
OTpUMYBaIH tenienns sig BI'B. 3 ifinnx
9 nauieHTis, sKi paHile OTPUMYBaJIH. |
HENacTepu30BaHi NPOIYKTH, 4 Majii ~ -

NO3UTHBHI cepomapkepu BI'B iz vac |
A\




BKJIIQUEHHS B JOCHIIKeH . [3 21
naimienTa. aKux oninuwim Ha BlJI-1 crarye,
2/12 nauieHTiB, sSiKi paHiule OTPUMYBAIH
npenapars Kposi, Biaminni Big emare® I1,
MaJIH [IO3MTUBHUH PE3YNILTAT HA AHTHTIJIA
Jo BUI-1. YV 15 i3 17 obcrexennx
nauieHTiB He 6y10 KoaHUX HebaKanux
peakuii; y | mauienra BUHMKIIH aHTUTI/IA
qo FVIIL, i 1 nomep yHaciijok
BHYTPILIHBOYEPEHHOT KPOBOTEY].

22. BucHoBok (pesiome)

IIpenapar ['emare® IT 6yB Gesneunum Ta 1
e(eKTHBHUM y MauieHTiB i3 remodisicio A. |
Konen nauienT, akuii oTpUMyBaB
sukmouno [emare® [1, He man
cepokonsepceii woxno BI'B abo BIJI-1. |
Hagnaku, y 2 nauieuris, siki OTpUMyBajid |
JOJATKOBI MPOJYKTH [LTa3MH, KPiM
I'emare® I1, Bunuknu antutina o BIJI-1.

3adBHMK (BJIACHHK PEECTPAL[IHHOrO
MOCBIIYEHHS)

| (oBHe iM'si) ‘

(mijmuc)

Anekcic Mennoza (Alexis Mendoza)

I"onoBa perioHanbHOrO HANPSIMKY
I'nobanbHOro HOPMATHBHO-TIPABOBOTO i
BiAIIY

{IIpoyedypa donosnena Ho6oio pedaruicio
Vpainu Ne 1528 eio 27.06.2019 p.}

oooamka 30 ionogiono oo Harxazy MO3
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Jonatox 30

1o [lopsaaky nposeaeHHs ekcrnepTHsu
peecTpalifHiX MaTepiailiB Ha JIiKapchKi
3acO0H, IO MOJAITHCS HA JIep/KaBHY
peecTpalliio (mepepeccTpaiio), a TakoK |
EKCIIEPTU3H MaTepialiiB PO BHECEHHS
3MiH JI0 peecTpaliifiHux MaTepiais
[IPOTATOM JIiil peecTpaniiHoro
OCBIUEHHS

(myHkT 4 pozainy 1V)

3BiT npo KainiyHe gocaiKeH s

1. Hasga nikapcekoro 3acoby (3a
HasBHOCTI - HOMEp peecTpaniifHoro

I'emare® IT (Haemate® P)

NOCBIIYEHHS )
2. 3asBHUK «LICJI bepinr 'm6X», Himeuunna 1
| 3. Bupobuuk «LICJI bepinr I'm6X», HiMeuunna

4. ITpoBeneHi gociipxKenus:

AKIIO Hi, IPOCHMO |

TaKm Hi  ofbrpyHryBaru

1) TMn nikapchKOro 3acoby, 3a SKUM
npoBoaunacsa abo MiaHyeTbCa
peecTpanis

3a NOBHUM HOCKE

5. Ha3pa kiiniyHoro nociimkenHs,
KOJIOBaHUH HOMEp KIIIHIYHOIO
JOCTIJKEHHS

Biaxpute GaratonenTpope fociiKeris
e(pekTUBHOCTI Ta Ge311eKH KOMITIEKCy i
(hakropa dou BinneGpanna/pakropa VIII |
(JII0OICBKOI0), BUCYIIEHOTO,
nactepusosanoro (Bl 8.021) y xipypriunux
NauienTiB i3 xBopoboto hou Bisebpana

InenTHdikaiiHUi HOMEP JOCHTIKEH S
BI 8.021 4001

6. ®aza KIHIYHOIO JOCIIKEHHS

IV (IIl y ®panuii)

7. Ilepion npoBeieHHs KITiHIYHOTO
JIOCITIKEHHS

03 sxosTHA 2001 p. — 02 junus 2003 p.

8. Kpainu, B SKHX npoBoauiocs
KJIHIYHE JOCTIIKEeHHS

Iranis, Himewunna, ®panuis, Ascrpis,
Icnanis, [HBeuis, anis, Benuka Bpuranis, |
bpa3zunis |

9. KinbKIiCTh YYaCHHKIB JOCIIIAECHHHA

29 |

10. MeTa Ta BTOpHHHI KiHIIEB] TOUKH
KJIIHIYHOTO JOCTIKCHHS

* 3a/I0KyMEHTYBATH (apMakoKiHEeTHKY Ta
crnipomoxHicTs Bl 8.021, otpumanoro 3
IJ1a3MH, e(DEeKTHBHO BHUIPAB/ATH Ae(eKT
3rOPTaHHs KPOBI ITPH PI3HKUX THIIAX
VWD.

» OTpumaTn 101aTKOBY IH()OPMALIO PO
N03yBaHHA, a TaKOX 1po Oesrnexy Tao
nepenocumicts Bl 8.021 y naulumﬁ 13
VWD, -

11. Iu3aiid KNiHIYHOTO JOCTIHKEHHS

IIpocnexTuBHe, BigkpuTe,
HEKOHTPOJILOBAHE.

12. OcHOBHUH KpUTEPIil BKIIOYEHHS

Cy6'extu BikoMm > 5 pokiB i3 VWD su<1
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noTpebyroTh M1aHoBOIoO xipyprit; HOIO
BTPYYaHHs [IPH 3aCTOCYBAHHI 3aMiCHOT
tepanii VWD / FVIII.

13. JlocnimxyBaHui Jikapchkuit 3aci6,
PEKUM BBEJICHHS Ta J03yBaHHA

Iemate® IT

Daza PK: Onua B/ indysis: ~80 MO
VWF:RCo/kr

Xipypeiuna ¢haza: 3a norpeboro (Meiana =
238,5 MO VWEF:RCo /kr npu manomy
BTpy4anHi Ta 448,5 MO VWEF:RCo /kr npu
3HaAYHOMY BTpYYaHHI)

Tpusanicrs onintoBanus: 3a norpe6oio ;‘
MICIIsl XipypPriuHOro BTPYYaHHs. :

| 14. IlopiBHioBaHHii Ipenapar, pexum
BBEJICHHS Ta 103y BaHHs

BIJICYTHI#

15. CynyTHs Tepanis

He nmotpibua, nalyacTiuie BKIIOYAIOTE
aHecTeTHKH (23), aHanbreTuku (21),
aHTuremopariuti (21), ncuxonentuusi (19),
cucTeMHi anTHOakTepianbHi 3aco6u (17)

16. Kpurepii ouiHoBanus
eeKTUBHOCTI

Iapamempu papmarxoxinemuru: Binnosijms
i BimHOBNEeHHs in vivo VWF:RCo, VWF:Ag,
FVIIIL:C i OE; nepion nanissuseens, ‘-
AUC, xinipeHc, cepe/iHiii 4ac yTpumaniis
(MRT), Vss VWF:RCo, VWF:Ag i OF;
nepion aii FVIII:C, pisui nicnst indys3ii;
MyieTiMepu VWE.

lapamempu echexmusnocmi (xipypriuna
cknaznosa): OuiHKa JiiKapeM KIiHIYHOT
e(DEKTHBHOCTI, BHMOTH /IO I1€pEHBAHHS;
yac KpoBOTeYi (I0aTKOBO JUIs JiTei )

17. Kpurepii ouinoBanns 6e3neku

OcHoBHI (i31010TI4HI TOKA3HUKH,
MOKa3HUKH KIHIKO-1abopaTopHux
JOCTIUKeHb, HebakaH] SBUILA.

18. CTaTUCTHYHI METOIH

OnUcoBa CTATHCTHKA.

19. Jlemorpadiuni mokazsHuku
JIOCITJUKYBaHOI MOyl (CTaTh, Bik,
pacoBa NpHHAIEKHICTH TOLIO)

Daza OK. 29

Crate: 9 yonogikis, 20 xiHOK
Meniana Biky: 46 pokis
Bikoswuit gianazon: 5-81 pik
PacoBa/eTHiuna npuHAIEKHICTL |
26 eBponeoinna, 3 Monrosnoiana Tun VWF: |
10 tun 1, 10 Tun 2A, 1 tan 2M, 8 tun 3

Xipypeiuna ¢haza: 28 yuyacHukin
Inma indopmallis He HaJlaHa.

20. PesynpTaTi OLiHKH edeKTUBHOCTI

Y BCiX BHNaaKax AOCATHYTO e€(EKTHBHOIO
reMocTasy; TreMocTaTHYHa e(eKTHBHICTS,
ouLiHeHa JOCTIAHMKOM HANPHKIHLI ‘e
AociivkeHns (14-i  jewn). Oyna oyoce,
gucokolo abo 6ucokolo B yCix BuTajKax.
(25125 [100%]  mamienris). /- Ouinka
pociiguuka 6yna nomiproio nns/1 natient

3 VWF Tuny 3 nume B | MﬁmcllT qacy |
(ompasy micis onepattii). \\S :
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[TonoBkeHuit 4Yac KpOBOTEYI [MOBHICTIO
BUIIpaBJieHo y 9, yactkoBo — y 13 ocib.
Cepenni pisui VWF:RCo nicnst onepauii ta
M, 4Yac HepIuMX 3  MiATPHMYBAILHUX
QY31 kosmBanucs Big 60-70% no indysii
Ta Big 165 no 170 — nicas indysii.
JlinifinicTe  103M VWF:RCo Oyna
MiATBEp/PKEHA B IIUPOKOMY JUiana3oHi 103.
Cepenniii nepioJl HaliBBUBE/ICHHS TS BCIX
YYaCHMKIB CTAaHOBUB 0,3 TOAMHHM (Jianazou
Bix 1,1 no 14,1 ronunm).

|

21. PeaynbraTi olinku Oe3neku

Yepes HAABHICTh y JIOCIILJIKEHHI E
XIpypriYHUX BTPY4aHb 3arajibHa KiIbKiCTh |
YYaCHHKIB i3 38JI0KYMEHTOBaHHUMH
noGiYHUMH  peakilisMd  OyJla  BHCOKOIO
(75%). Jlume 5 1noGiunux  peaxiiii
JOCHIAHHK  BB&KAa€  MOB’A3AHUMH i3
sacTocyBaHHAM npenapaty I'emare® I1. I3 4I
3apeECTPOBAHUX  CepHO3HUX  HeGaaHuXx |
peakuii  (CHS) 1 (tpomGoemGonis |
JIEreHeBol apTepii) BBaKaJIOCH OB A3aHWM |
i3 l'emare® I1. |

22. BucHoBOK (pe3iome)

O6esneynuM s namientis i3 VWF, ki
HepeHecIn Xipypriuse BTPYYaHHS. |
Moxnuse 103yBaHHA Ha OCHOBI |
(apMakoOKIHETHKH, a TaKoK MOH{JIHBC;

Ipenapar T'emare® Il ¢ edexruBrm |"
|

3asBHHUK (BJIIACHHK PEECTPAIliiHOrO
MOCBITYEHHS )

1H/IMBIIya/IbHE 103YBaHHS. |
!

: I
(rmanuc) |
i

Anekcic Menno3sa (Alexis Mendoza)

I"onoBa perioHanbHOroO
HalpsIMKy ,
['mobanbHOro HOpMaTHBHO-
MPaBOBOrO BIIJIITY

(moBHE iM's1) ;

{IIpoyedypa donosnena Hosoio pedakyicio dodamxa 30 eionosiono oo Haxazy MO3

Yipainu Ne 1528 gio 27.06.2019 p.}
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L

fI[ozlaTox 30 |
o [lopsiiky npoBeieHHs eKCrepTHim
peecTpaliiHuX MaTepiaiiiB Ha JiKapchbki
3aCO0M, IO MOJAIOTHCS HA JIEPAKABHY
peecTpailiio (epepeecTpailio), a TAKOK
EKCIIEPTH3M MaTepialliB PO BHECEHHH
3MiH JI0 peecTpaiifHux Matepianin
[IPOTArOM JUiT peecTpaiiifnoro |
MOCBII4eHHs (TyHKT 4 posainy V) |

3BiT nmpo kainiy"e gocaiaKeHus

l. Hasea nmixapcekoro 3acoby (3a

HasgBHOCTI - HOMep peectpaiiitnoro | lemare® [T (Haemate® '}

[IOCBIJIYEHHS )

2. 3asBHHUK «IICJI Bepinr I'm6X», Himeuunna i
3. BupoGHuk «ICJI Bepinr 'm6X», Himeuunna

4. IlpoBeneHi JOCIiKEHHS:

Tak
||

AKIIO Hi, TPOCHMO
0oOI'pYHTYBaTH

1) Tun nikapceKoro 3acoby, 3a AKUM BiH
Oys  3apeectpoBanmii abo  Horo
IJIAHY€TLCH 3aPEECTPYBATH

34 MOBHUM JOCHE

5. IloBHa HazBa KJIIHIYHOT'O
BﬂnpOGyBaHHa KOJIOBAaHHH  HOMEp
KJIIHIYHOTO BUIPOOYBaHHS

OAPMAKOKIHETHYHE
JOCIHIDKEHHS BUKOPUCTAHHS
[IPEITAPATY TEMATE® IT (HUMATE-
P®), AHTUTEMO®UIbHOI'O GAKTOPY
(JIIOACBKOI'O), BUCYIIIEHOI'O,
[TACTEPU30BAHOI'O, Y TALIIEHTIB 13 |
XBOPOBOIO ®OH BIJUIEBPAHJIA

Howmep nocnimxenns AP 7000-201

6. ®aza KINHIYHOro JOCTiIKEH s

|

7. Ilepion  mpoBeNEHHA  KIIHIYHOIO
JIOCTIIDKEH H3E

01 xxoBTHs 1996 p. — 31 ceprna 1999 p.

8. Kpainu, B skux
KNIHIYHE JIOCHIIKEHHS

I[IPOBOIHIIOCA

CHIA

9. KiflbKicTh y9aCHHKIB JOCITIIKEHHSA

3aranom 10 nauieHTiB, 4 3 HUX OTPUMYBaIH
MOCTIIOBHO 00U/IBa BapiaHTH Mpenapary
I'emare® IT (Humate-P®) (monepenniii i
IOTOYHUH), 6 — JIKIIIE IOTOYHHIA.

10. Mera Ta BTOpPHMHHI KiHIEBI TOYKH
KJIIHIYHOTO JIOCIIIDKEHHS

JIns omiHKK KIliHIYHOT 6e3Mexu Ta
hapmaxokinernku npenapary I'emate® []
(Humate-P®), npusnauenoro narjienram i3
xBopoboto don Bimnebpanna, npo 1o
CBITYHTE HU3bKHH PiBEHEL KO(aKTOpY
pucroneruny (RiCof), anrureny vWF
(vWAg) 1 FVIII (FVIIL:C) y nnawn Kpom
nepen indysiero.

11. Jluzaits KIiHIYHOIO JOCITIHKEHHS

TpocnekTHBHE, BiKpHTE, OJHOHEHTPOBE.
HEKOHTPOJIbOBAHE JOCIIUKCHHS.

12. OcHoBHUI KpUTEpiii BKIIOYEHHS

KniniuHo ta naboparopho JiarnocrobaHa _A 4
XB (3umxeni pisui RiCof, VWA[: i
FVIIL:C) \
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13. JlocnimkyBanuil jlikapchkuii 3acio,
PE’KHM BBEJICHHS Ta J103YBaHHS

I'emare® I1 (Humate-P")*
Onnopasosi B/B iHdys3ii: (cepeans = 80 MO
VWEF:RCo/kr 32,6 FVIII:C/kr) '
Tpusanicts oninioranus: < 50 roauu

* Peyenmypa npenapamy lemame" IT (Humate-P*)
byno amineno nio wac docnioncenna. Cepii, supobineni
piznumu cnocobamu supobnuymea, ne giopizusuiucs
CYmmMEeBo 3d c6olm cknadom. Y npomixcnomy zeimi
o6a pizni eapianmu npenapamy 6yau nazeani
«opuiHanbHuM» i «moduhikosanums. Odnarx y
nidcymxosomy 3eimi obudea eapianmu 6ynu nazeani
«NONEPeOHIM» i «ROMOYHUM», OCKINbKU MmaKuti 6ubip
CNliB BBANCABCA KPAUUM.

14. TlopieHIOBaHHiA Ipenapat, pexum
BBEJICHHS Ta JI03yBaHH

BIICYTHIH ,

15. CynyTHa Tepamis

Yci npenapatH, NpUiHATI IPOTATOM Micsis
JI0 IOCTIIKEHHS Ta I1i/1 4ac HLOro, Oy/iu
3a/I0OKyMEHTOBaHI

16. Kpurepii ouiHioBaHHs
e()eKTUBHOCTI

ITAPAMETPU ®APMAKOKIHETHUKMH:
Binnosnenus in vivo, nepioj
nanisBuBenenns, AUDC, nepioa aii
3HAYCHb, CEPE/IHIN Yac yTpUMaHHs, KIipeHc,
06’em posnoginy RCo i vWE Ag y
piBHOBa)kHOMY cTtani. J{ns FVII:C
OLLIHIOBAJIH BITHOBJICHHS [1 Vivo Ta Nepioj
Jiil 3HAYEHb.

[HIII TTAPAMETPHU: mynstumepuii
a”aiiz vWI{, yac kposoreui

1 7. Kputepii ouinioBanns 6e3neku

Hebaxani peakiii, ocHoBHI (izionoriuni |
NOKa3HUKH, BIAXHIEHHs JlabopaTtopHux |
MOKa3HHKIB, 110 NOTPebyIOTH KOMEHTapiB
JIOCTIIHMKA, CEPOJIOTis BIDYCHUX MApKepiB

18. CratucTU4Hi METOIH

MapMaKOKIHETHUHUI aHaJli3 [POBOIHIIN
METOZOM HENiHIHHOI perpecii 3
BUKOpHcTanHusaMm nakety [13 HOEREP-PC
(Bepcia 2.00.14). Ipodini RCoi vWFAgy |
IJ1a3Mi OIUCAHI MOHOEKCIIOHEHIIAJILHOIO J
(yHKIi€IO0, 110 BIANOBIIAE BIAKPUTIH !

|
|
(BT'A, KBB, BI'C, CH i napeosipycy B 19) #
|

OJIHOKOMIIAPTMEHTHIH MOJIEJII.
AHaJli3 IPOBOJIMIIM ONHCOBO.

19. Jlemorpadiuni moxasHukn
JOCITIIKY BaHOT MOy isAuii (cTaTh, Bik,
pacoBa IPUHAJIEHHICTE TOIIO)

3aranoM yyacHHKiB: 10 (4 3 HUX OTpUMYBAJH
MOCHIOBHO OOH/IBI BapianTH npenapary
lemare® I1 (Humate-P®) (nonepeniii i g
MOTOYHHH ), 6 — JIMILE NOTOYHHMI). ’
Cratb: 2 4o/I0BiKH Ta 8 JKIiHOK.

Bix (Meniana Ta pianason): 39 (14-70) pokin
Pacopa/eTHiuHa NPHHANEKHICTE: 1H(OPMakks-
ne Hanana Tun vWD: 3 namienTn Maiy Thi
[,5—Tunlli2— tun lll. £/ |

20. Pe3ynpTaTi OLIHKH e(heKTHBHOCTI

Memniana ti;2 = 10,3 roaunum (maﬂdfsou B 6.4
no 18,6)VWF:RCo; 15,6 roz:umi" VWEF:Ag:
(miamazow Bix 11,1 mo 27.9) |
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»

Meniana kinacuusoro IVR=71% VWE :RCo

; 69% VWEF: Ag

Meniana inkpementroro [VR=1.89 (MO
VWEF :RCo /mn) gns MO VWEF :RCo /kr;
1.88 (MO VWF:Ag/nn) nis MO VWE:Ag
/kr. [TojloBxenuit yac KposoTeyi

CKOPHTYBaM B yCIX NalicHTis yepes | abo 6

TOJIMH Micis 1H}Yy3ii.

21. Peaynbratu ouinku Gesnexu

Cepito3Hux, BaXKuX abo HEOUIKYBaHUX
HebaXkaHHX peaKipblif He CIIOCTEPIranoch, i
KOJHUH nauieHT He OyB nepeayacHo

BUITYYEHHH 13 IOCIIiKeHHs Yepes nebakane

ABHIIE. Y ABOX NallieHTiB 6ys0
3apEECTPOBAHO CYKYITHO CiM HeDaaHux
SBHLI JIETKOT'O CTYIIEHS.

22. BucHOBOK (pe3ioMme)

VY 1npoMy JOCHiKEHH] y3arajibHeHi
pesyabratd 10 namientis i3 VWF, ski
OTPUMYBaJIM IOTOYHMI BapiaHT npenapary
I'emate® I1 (Humate-P¥). Yersepo i3 umx
NaLi€HTIB TaKOXK OTPUMYBAIIH TTONEpe/IHiil
BapianT npenapary. [Tapamerpu OK
BIJINOBIAH 1HIIKAM gocimkentsm OK.
HocnikyBanuit npenapar no6pe
[IEPEHOCHBCH BCIiMa MallieHTAMM,
BKJHOYEHUMH B JIOCIIIAKCHHSI.

3agBHMK (BNaCHUK peecTpalliiiHoro
MOCBIIYEHHH )

(mianuc)

Anexcic Menzosa (Alexis Mendoza)

["onoBa perioHanbHOrO HANPAMKY
['nobajibHOro HOPMAaTHBHO-TIPABOBOTO
BLIILTY

(moBHe iM's1)

{IIpoyedypa donoenena noeoio pedaryicio dodamrxa 30 6ionoeiono 0o Haxazy MO3

Vipainu No 1528 eid 27.06.2019 p.)
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Jlonarok 30
10 Topsaaxy mpoBeieH s eKCIIepTH3H

3aCO0H, 1110 NOJAIOTHCH HA JIEPKABHY

EKCIIEPTH3H MaTepialliB PO BHECEHHS
3MIH JI0 peccTpalidHux Marepianin
MPOTATOM il peecTpaniiHoro
IIOCBIZYEHHs (IyHKT 4 posainy V)

3BiT npo KiiHIiYHE FOCTIKeHHS

peECTpallifHUX MaTepialiB Ha JIiKapChKi

peecTpailiio (epepeecTpaitiio), a TakoxK

I. Haspa nikapcekoro 3acofy (3a
HAABHOCTI - HOMEP peecTpaliiHoro

I'emate® IT (Haemate® P)

[IOCBITYEHHS) il
2. 3asBHUK «LICJI Bepinr I'm6X», Himeuunna |
3. Bupobuuk «CJI Bepinr I'm6X», Himeuunna |

4. IIpoBeneHi TOCTiIGKEHHS:

TaK m Hl

AKILO Hi, TPOCHMO OOIPYHTYBATH

1) Tun nixapcbkoro 3acofy, 3a SKUM BiH
OyB 3apeecTpoBanuii abo Horo
[JIaHYEThCH 3aPEECTPYBATH

3a MOBHUM JOCHE

5. Ha3pa KJIIHIYHOTO JIOCHIIPKEHHS,
KOJIOBaHMH HOMED KJTIHIYHOTO
JIOCTLJIKEHH

Bupuenns 6esnex it eekTHBHOCTI
aHTHreMo(QiNBHOrO (haKTOpa/KOMILIEKCY

takTopie o Binnebpanna (npenapary [emare®

I1 (Haemate-P®)) i3 Buxopucranmsm

1H/IMBITyallbHOTO JI03yBaHHS B JIITEH | IOPOCIIMX

XIpypridHux NnauieHTis i3 XBopo6oio (o
Binne6bpanjia

[nentudikanifuuii Homep pocnimkenHs: AP

7000/1_4002

6. ®asza KIHIYHOrO J0CHIHKEHHS

IV

7. Ilepion nposeieHHs KIiHIYHOTO
JIOCIIIKEHHA

17 nunuas 2002 p. — 16 Tpasus 2006 p.

8. Kpaiuu, B AKHX IPOBOIMIOCS
KJIHIYHE TOCITIIKEHHS

CHIA, €C (TTonbiua, ABCcTpis)

9. KinbKicTh y4aCHHKIB JOCITI IKEHHS

42 3aranom (3 otpuMannsm OK jgosu), 35 i3

XIpYpriYHMM BTPYYaHHAM

10. MeTa Ta BTOpUHHI KiHIEBI TOYKH
KJIIHIYHOTO JOCITIHKEHHS

e [linTBepauTH eeKTUBHICTE | Gesneky

npenapary 'emare® I1 (Haemate-P®) s
3anobiraHHs HaAMIPHOT KPOBOTEY] B JUTEH i
JOPOCIUX Xipypriyuux namientis iz VWD i3
BHKOPUCTaHHAM 1HIMBIIYTLHOIO JI03Y BAHHS
Ha ocHOBI MoHiTopuary VWF:RCo i FVIII:C.

® 3aJ0KyMEHTYBaTH (hapMaKOKiHETHKY

npenapary lemare® I (Haemate-P™) y niteii i |

JOPOCIIMX HAILEHTIB i3 PI3HUMM THIAMH VWD.,
* 3a0KYMEHTYBATH BHYTPILLIHIO Buwufu b
"}"cfi;;i-iém’ip -
Ha 1 MO VWF:RCo B mianazoni ﬁﬁeﬁeﬁnx 1103

IVR 1 BiaminnicTs [VR s puﬂmgf

(MO/kr).

l

° 33.110KyMeHTy'BaTH CHpOMO)KHlCTbJ[pGIIdpdTy
I'emate® I1 (Haemate-P®) HopMdjuzyudTM
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Jedext koaryssiuii npu VWD, 1o
TIPOABNACTLCH K 301IBIIEHHS [J1a3MOBOT
aktuBHoCcTi VWF:RCo i FVIII:C.

* Ilpoananisysatu (akruune n03ysains ta
TPHUBAJIICTE JIKYBAHHS [IPH Xipypriunnx
BTPYYaHHsX.

¢ [IpoananizyBatu dakTuune 103yBanis Ta
TPHBAJICTh JIIKYBaHHs B mauieHtis iz VWD
tany 1, 2 Ta 3.

* BuBunTH Kopenswio Mik pisuamu VWF:RCo,

qacoM 3akpuTTd (PFA), pisasamu FVII:C, OF
Ta KJIIHIYHOIO e(heKTHBHICTIO.

1'1. Jlu3aiin KIiHIYHOTO JIOCITIIKEH S

|
|

IIpocnekTuBHe, BiIKPHTE, HEKOHTPOJILOBAHE, ‘

BaratoienTpose

12. OcHOBHMT KpUTEpii BKIIIOYCHHS

Yyacuuku 6yab-5K0ro BiKy (T Ta 1opocii) 3
pisHumu tHnamu VWD, ski notTpedyioTsh
HEEKCTPEHHOr0 XipypriuHoro BTpyYaHHs

—_—ll

13, JlocnimkyBanuii jlikapchkuii 3aci6,
PEIKHM BBEICHHS Ta 103YBaHHs

I'emare® I1
Dasza DK
Opnna B/B iHdy3ia: ~60 MO VWF:RCo /kr
Xipypeiuna ¢haza

3a notpeboio (Memiana = 64 MO VWIF:RCo /kr
IIPH CTOMATOJIOTIYHIH onepatii, 292 MO
VWEF:RCo /kr npu manomy Brpyyanni ta 241
MO VWF:RCo /kr npu 3Ha4HOMY BTpYyaHHi)
Tpusanicts ominioBanHs: 3a norpe6oo mics
XipypriuHoro BTpy4aHms

[4. [lopiBHIOBaH Mt Ipenapar, pexuM
BBEJAECHHS Ta I03yBaHHI

BIICY THi#

15. CynyTHs Tepamnis

He 3aznauena

16. KpuTepii oniHioBanHs eheKTHBHOCTI

Ilapamempu papmaroxinemuru: BigHOBICHHS in
vivo VWF:RCo, VWF:Ag i FVIII:C
(inkpeMeHTHE H y %); nepio/1 HAT BBHBEICHHS,
AUC, knipenc, cepeaiii yac yrpumanns (MRT),
Vss VWF:RCo, VWF:Ag; nepioa nii FVIILC i
piBui OF micuist indysii; mynstumepn VWI,
lapamempu epexkmusnocmi (xipypeiuna

cknaooea): OUiHKA JOCITIHHKOM MeMOCTATHYHOT |

eq)eKTHBHOCTi 0JIpasy IicJisi 3aBepLIeHHs

XIpypriuHoro BTpy4aHHs, uepes 24 FOAHHH micis |

OCTaHHBOT 1H(1)y311 npenapaty 'emare™ 1
(Haemate-P® ') (nepBMHHA KiHLeBa TOYKa) Ta
yepes 14 aHiB nicas onepaiii; BAMOIH 10
NepeTMBalHs; IPOrHO30BaHa i ollineHa
KpOBOBTpATa.

17. KpuTepii oninioanus 6e3nexu

OcHoBHI (i3i0n0TIUHI MOKa3HMKH, TOKAZHUKH
KJIIHIKO- na60paT0pHﬂx JOCHiKe b, Hebakani
ABHLIA, BipycHa He3neka

18. CraTtucTHYHI METOaU

OnmcoBa cratucTuka. JJBOCTOPOHHI ‘)5‘}”3 bmpln
inTepsainu biita — Crina — KdCCC.I‘ _,,u sy
YaCTKH YYaCHHKIB, y AKHX 3araibig/

—
I
[
1
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JOCTIIZIHUKOM SIK «BHCOKA/J1y3KE BHCOKa) .

19. lemorpadiuui nokaznuku

pacoBa MpUHAJIEKHICTH TOIIO)

JOCTIJKYBAHOT MOMy sl (CTaTh, Bik,

Daza DK

Kinbkicts nanienTis: 42

Cratb: 14 4onoBikiB i 28 iHOK.

Meniana Biky (mianason): 21 (sig | mo 75 pokis).
Pacopa/etniuna npunanexuicts: 31 (73,8%)
eBporieoinu, 2 (4,8%) nerpoimu 2 (3%), 1 (2,4%)
MOHroJI0iH, 7 (16,7%) natunoamepukanii,

1 (2,4%) inmmi

20. PesynbraTi OniHKM eeKTHBHOCTI

I'emocTaTyna edexTHBHICTD OLiHEHA SIK JIyxKe
BHCOKa ab0 BHCOKa B 91% nauieHTis y JeHb
onepauil # y 100% uepes 14 auis nicns
XipypriqHoro BTpydyaHus.

Cepenne 3navenns [VR s VWEF:RCo
cTtaHoBUIO 2,4%. Onna oguuuus VWFE:RCo
NPUBOAUTE 10 36inbmenus pisus VWFE:RCo 8
miasmi npubnusuo Ha 1,5%. Taka sk TenneHiis
CIIOCTEPIra€ThLC s cepenHboro 3Hauenns [VR
s FVIIL:C (2,7%), ne 3aranom moxkHa
04iKyBaTH 361/blIeHHS Ha 2%,

Cepenniit epexTUBHII NIepio/1 HAIiBBUBE/IEHHS
cTaHoBHB 6,8 rop (mianazon 0,2-74,9 ron), Tosui
AK cepenHii nepion Hamiseusenenns VWF:RCo
cranosus | 1,7 roxa (nianasosn 3,5-74,9 ron).

21. PesynwraTi oninki 6e3nexu

Cepoxongepcii B['A, BI'B, BI'C a6o
napBosipycy B19 sigcyrtui

Daza PK

3 (7%) yyacHHKIB i3 HeOaKaHUMHU peakilisMu

3 (7%) 13 noB'a3aHUMH HeOaKaAHUMH peakilisMu

Xipypeiuna ¢haza

30 (86%) y4acHMKIB i2 HebaKauMu peaxilisMu

3 (9%) i3 moB's3aHUMHU HEGAKAHUMH pPeaKLisMu

5 (14%) 13 cepiio3HuMHU HeGaKaHMMH peaKiliaMu

22. BucHoBoK (pe3iome)

ITpenapar lemate® IT (Haemate-P®) 6esneunmit
Ta epekTUBHUI y 3anobiranni HamipHol
KPOBOTEUI I1iJ] Yyac Ta Miciis Xipypriunoro
BTpY4YaHHs B nauicHtis i3 VWD, sxi npoxousts

pi3HOMaHITHI Xipypriuni npoueaypu. Jlosysanns

Ha OCHOBI (DapMaKOKIHETHKH € MOKJIMBUM Ta
eeKTUBHUM 1151 IHAMBIyaisauii 103y BaHHs 10
Xipypri4Horo BTpy4aHHs Ta oJpasy Micls HbOro.
OnHak, OCKijIbKM 103yBaHHs HA OCHOBI

(papMaKOKIHETHKHU HE € MPAKTHUHHUM TIPH
axruuHOMy NiKyBaHHi nauienTin i3 VWD 3a
MeKaMH lapame TPIB KNIHIYHHUX JIOCIIIKEHD, u
,EIOCJIIIDKCHHH MiATBEPIIKYE, IO LIperapar

Iemare® I1 (Haemate-P®) € Gesneunum ta |/

e(heKTHBHUM IIpH BBEJICHH] B J03aX J10 130

MO/kr y nanienTis 3 yciMa THnamm VW_D, ki, AV
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noTpebyIoTh XipypriqyHoro BTpy4aHHs — Bijl
MPOCTOro BHAANEHHs 3y0a 110 HeHpoXipypriutmx
abo opTONeIMYHHX Onepariii.

(mignuc)

3asBHHK (BIACHHK peecTpaliiHoro Anexcic Menpiosa (Alexis Mendoza)
MOCBITYEHHS )
['onoBa perioHanbHOrO HANPAMKY
['no6ansHoro HOPMaTHBHO-NPABOBOTO BifLiTy
(moBHE iM'sl)

{IIpoyedypa donosnena nosoio pedaryicio dodamra 30 6i0noeiono 0o Hakazy MO3
Vipainu Ne 1528 eio 27.06.2019 p.}
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Jlonaroxk 30

210 [opsaxky npoBeaeHHst eKCiepTH3H
[peecTpanifHuX MaTepiaiie Ha JIKapehKi
3aco0u, 10 NMOAAIOTECH HA JIEPIKABHY
peecTpalliio (mepepeecTpaiiiio), a TakoK \
EKCIIEPTU3H MATEPIAIB IIPO BHECEHHS 3MIH JI0 |
peecTpallifHUX MaTepiaiiB MPOTATOM Ui
peecTpaliinoro

nocBigueHHs (yHkT 4 posuiny V) i

3BiT npo KiiHIiYHE JOCTIKEeHHH

1. Hazga  mikapcekoro 3acoby (3a

HasBHOCTI - HoMep peecrpauiiinoro| [emare® IT (Haemate® P)

MOCBIJIYEHHS ) "

2. 3a4BHHUK «lCJI bepinr I'M6X», HiMeyunna
3. Bupobuuk «ICJI bepinr 'm6X», Himeuuuna |
4. IlpoBe/ieHi DOCIIIKEHHS: TaK @ Hi AKIIO Hi, IPOCHMO OOIPYHTYBaTH

1) Tvn nikapcekoro 3aco0y, 3a IKHM BiH |
OyB  3apeectpoBaHmii  abo  jioro| 3a NOBHMM JIOCHE

TJIaHY €ThCS 3aPeECTPYBATH Riin "}
Kniniyne nocnixeHns 3acTocyBanis npenapary
I'emate® IT (Humate-P®) nipu cepiiosnux |
5.Hasa  KIHIYHOrO  JOCHIIKEHHS, | KpOBOTEHAX, IO 3ArPOKYIOTH KHTTIO 60 MOKYTE
KOJIOBaHH HOMEp KJIIHIYHOTO | CIPUYHHMTH BTPaTy KiHIiBOK, abo 1py
JOCIIJDKEHHS HEBIJIKITAIHUX XIPYPriYHHX BTPYYaHHAX Y

namieHTis i3 xBopo6oio pou Bimiebpanaa (vWD)

[nenTudikaniiHuii HoMep JOCHIKEHHS !
AP 7000/1-4001

6. @aza KJIIHIYHOTO JOCIIKEHHS 11Ib

7. Ilepion  npoBedeHHSs  KJIHIYHOrO
JOCIIJKEHHS

8. Kpaiuu, B SKMX NPOBOAMIOCH KJIiHIYHE
JOCIIJKEHHSE

03 nmucronana 1998 p. — 19 ceprns 1999 p.

CLIA, Ilyepro-Piko

3aranoM 10 aociijukeHHs Oyio BKioueHo 71
ydacHuka. Cepen uux ydacuukis 14 Gpanu yuacts |
Ginbiue ogHOrO pasy (Bia 2 xo 8 pasis), y
pesyabrarti Oyno 104 Bunaaku 3actocyBsanHs
npenapary (33 cepiio3Hi kpopoTeyi, 42 Xipypriumi
9. KubKicTh YYaCHHKIB JOCIIJHKEHHS BTPyYaHHs Ta 9 BUNAAKIB NPOQITaKTHIHOTO i
3actocyBanus). [lauienTu, sxi Oynu BrioyeHi
Oinblle OHOTO pasy, MOIJIH OTPHMYBATH
JOCTI/KYBaHMHU npenapar 3a 6ibi ik 1 THIIoM
noKasaHb Ta/abo Manmu Oisibiie Hik | BUIanoK
JNiKYBaHHA 332 THM CAMMM [10KA3aHHSIM. ;
OcHoBHa MeTa LLOTO JIOCIIJUKEHHS 0J1sraia B
ToMy, 1106 nijreepauTn Hesnexy 3acToeyBanis
npenapary I'emare® IT (Humate-P" )¢ nanientis |
13 VWD npu 1) cepiiozuux Kpono'rgfi;ﬂx, Al /717 |
3arpoKyIOTh JKUTTIO 60 MOKYTh L‘fﬁnpn YHHHTH |
BTpaTy KiHI[iBOK, Ta 2) TEPMiHOBOMY # KHTTEBO!
HEOOXIAHOMY XipypriyHomy Bprt"i}ﬁmi. ]_[c

\,

10. Meta Ta BTOpHMHHI KiHIIEBI TO4YKH
KJIIHIYHOT'O JIOCTiDKEHHS




IH KbnaepTa DocuSign: BA3F23A1-DAD4-4281-BB61-BC26A9AGBSBAE

AOCTILKEHHS OYJI0 PO3LIMPEHO, BKIIOUHBIIHN
MIATPUMYBaJIbHE 3aCTOCYBAHHS NPENApary
T'emare® I1 ans nauienTis, ki, Ha 1yMKy
JOCTiIHHKA, NOTpebyBaIH MPopiIaKTHYHOIO
sacrocysanns ['emare® [T s nikyBanns
KpoBOTeYi ab0 MonepeKeHHs MOBTOPHOI
KPOBOTEHYI MiCsl XipypriyHoro Brpydanns abo
erizo/1y KpoBoTeui. Bropunuumu uinamu 6yiu
OILIHKA FreMOCTaTHYHOT ehEeKTUBHOCTI 1penapaTy
Temare® IT ta 6i010riYHOTO BiHOBIEHHS
aKTHBHOCTI hakTopy (hoH
Binne6panna:kodakropy puctoneTuny
(vWd:RCof) y pasi kposoTeui.

I. JIuzain KIIHIYHOTO JOCIIKEHHS

Biaxpure, npocnekTiBHe, HEpaHI0Mi30BaHe,
HEKOHTPOJIbOBaHe 1 DaraToleHTpone
JIOCHI JZKEHHS

12. OcHOBHU# KpHUTEpiil BKIIOYEHHS

[ManienTH Yon0BiYOI Ta XKIHOYOI cTATI OYAL-HKOTO
BIKY 3 fiarHo30M Bpokenol vWD, s saxux
B1IoMO 260 Min03pIOBAIOCH, 1110 JIKYBAHHA
JIECMOIIPECHHOM € HeJlocTaTHIM, OUiKyBaocs,
1110 MAIEHTH pearyBaTuMyTh Ha €K30reHHE
BBeZicHHA VWD 1 noTpeGyBaTuMyTh TEPMIHOBOTO
abo HEBIAKIAJHOrO KUTTEBO HEOOXIJIHOIO
xipypriudoro Brpy4yanus ABO matumyTh
KPOBOBHIIUB, IO 3aTrPOXKYE KUTTIO ab0 MOKe
CIIPHYMHUTH BTpaTy KiHIIBKK. Xoua e He 6yno
3aI1aHOBaHO B IPOTOKOJI, NAIIEHTH, SKi, Ha
JYMKY JoCliiHuKa, norpebypajiu
Ipo(INaKTHYHOTO NIKYBaHHs, 1 SKi MaJIn
MOJKJIHBICTh IIOBTOPHOIO BUHHKHEHHA KPOBOTEUI,
TOOTO MaJIu HEOOXIIHICTh MPOLAOBKEHHS

nikysanus [emare® I1 micns onepaii aGo en1301ly

KpPOBOTEYi, TAKOXK 6ym1 JIOITYLIEH] 10 Y4acTi.

13. locniukyBaHuii  jTikapchKuil  3aci6,
PEKHM BBEICHHS Ta I03yBaHHs

Hosysanus lemare® [1: Onnopasosi /B indy3ii
(HaBaHTaxCyBaJbHA f03a): 60-80 MO vWd:RCof
/Kr, 13 IOJIJIBIIMMH ATPUMY BaJlbHHMH

iHdy3iamu Bin 40 1o 60 MO vWd:RCof /kr kowui

8—12 roaun npotaroM 3 auiB (Hajaii iH}ys3iT
MOJKHA [IPOBOJUTH J10 7 JmiB)
TpuBanicTe oniHOBaHHA: 3—7 AHIB

14. TlopiBHIOBaHMIT mpemapar, pexuM
BBEJCHHSA Ta J103yBaHHSA

BIJICY THI#

15. CynyTHa Tepanis

He notpibua

16. Kpurepii ouinioBanns epexTuBHOCTI

ITAPAMETPU EQEKTUBHOCTI srmoyanu
OLIHKY JOCHIIHMKOM réMOCTaTHUHOT
e(eKTHBHOCTI (J1yKe BUCOKa/BUCOKA,

HOpPMaJIbHA/HU3LKA UM BIJICYTHS ) nocnmmyuanom

nmpernapary Ta 6i0J0riuHe BiAHOBICHHA =
vWd:RCof y pa3i kpoBoTeui. I[o;[aT;g@BHMH
OLIHKaMH e(beKTHBHOCTl OyJiu B}[Mjpj At

1H(]yY31T JOCTIKYBAHOIO Npenapary,’ BKm@qu :

(haKkTHYHOK YH nepeadadyBaHoo)| Kmbm(mo
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IHQY31H | IHIB IKYBaHHSA, a TAKOK MOABOIO
BHJIHMHX KPOBOBHJIHUBIB.

[TAPAMETPU ®APMAKOKIHETUKMU:
naboparopue BuMipioBanns vWD afo
BU3HAYECHHS BIAHOBICHHA (1 Vivo mHichs ornepaiii
OyJ10 3aBEpIICHO JIHIIE B TOMY BHIIAJKY, SKIIO
NAli€HTH He OTPUMYBAJIH KOJAHHX KOMIIOHEHTIR
m1a3Mu abo OTPUMAHMX i3 M1a3MHu um i
pekoM6iHaHTHUX (HAKTOPIB 3ropTaHHs, KpiM
JOCIIJIKYBAHOTO [Ipenapary, npotarom 48 roaum
110 iHy3il J0CHiKYBaHOTO Npenapary.
[lamienTam i3 cepito3Holo KpoBOTEUEHO Ta |
npodinakTikoro 6yno nposeaeno naboparopie
BUMiproBanHs vWD(mikoBuii i Haltnuxunii pisni
[BinHOBNEHHA)) MLe s nepiuol iHdy3ii. Y |
NALIEHTIB Xipypriudoi rpynu, cTan 310pos’s sKux |
N03BOJIAB OpaTH y4acTh y AOCIIKEHHAX in vivo |
710 onepallii, BIAOHpan 3pa3ku Kposi B cTai 6e3
KpOBOTEYI 110 Ta micis indy3ii a1 ouinku piskin
vWd:RCof. [TapameTpu BiiHOBIEHHS in VIVO mij
kpuBoio (AUC), knipenc (Cl), 06’em posnoainy
(Vss) i nepion HaniBuBenenus (t1/2) Gynu |
BH3HA4eHi JUIA aHTUIreHY (akTopa Gon
Binne6panga (VWd:Ag) i ®HB: vWd:RCof.
Taxosx Oynu pospaxosani crangapruzosani AUC, |
Cli Vss. [lauientn B Xipypriuniii rpyni rakox |
NPOXOJMIIM Micisonepatiiine naboparopue
suMiptoBaiHa VWD (BHMipioBanHs miky Ta
MIHIMYMY ), AK€ TIPOBOJIHIIH TTCIs KOKHOT J103H
NpOTAroM nepiiux 24 roaun (aens 1 [aeHs
onepauii]), micas 1 1060801 103K v aui 2 1a 3 Ta
micas 1 moAeHHOT 1031 KOJKHI iBa JHs IPOTHIOM |
Yacy, KOJIM NMali€HT OTPUMYBAB J0C/IIUKY Batuit
npenapar 1o jaHs 8.

17. Kputepii oninioBanus 6e3neku

Heb6axani peaxuii (HP), dizukanbui oberewenns, |
30KpeMa BU3HAYEHHA 3POCTY Ta MacH Tia, i |
OCHOBHI (hiziosoriuni nokasnuku. Yacrora '
HECHOJIBaHUX 1 NOB'S3aHMX i3 JiKkyBaHHsM HP 1
Oys1a OCHOBHHUM IOKA3HUKOM HE3I1EKH.

18. CraTHCTHYHI METOIH

Yci craTHCTHYHI aHalli3k 6y OITMCOBHMH.
Odinifine cTaTHCTHYHE TECTYBAHHSA HE
IIPOBOJTHIIOCH. |

MOKA3HAKH
BIK,

19. lemorpagiuni
JIOCHIIJKYBaHOT  nonyJsinii  (craTh,
pacoBa IPUHAIEKHICTH TOIIO)

Kinepkicts nawienris: 71

Cratb: 34 40s10BIKIB 1 37 KiHOK.

Meniana Biky (mianaszon): 39 (sig 0,3 j0 82
pokiB). Pacosa/eTHiuna npummemmcu, 0O )’(86“/’,) 2
eBponeoia, 5 (7%) nerpoinu, 2 (3%) /” e
JaTHHOAaMepUKaHL, 3 (4%) iHuii /&

20. Pe3ynpTaTi OLIHKH e()eKTHBHOCTI

3araipHa reMocTaTH4Ha e(heKTUBHIC { ‘Bynd _
OLliHEeHa AK JIy’ke BHCOKa abo BHCOKa ‘Q 99% i
101 ouiHIOBAHOTO BHIAJIKY .uucyn‘mmt
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Meniana inkpementroro IVR, MO vWd:RCof /un
Ha MO vWd:RCof /kr

- O3naxu cepitosHoi KposoTeyi: 1,5

- [lokasanns npu XipypriuHomy srpydanui: 1,7

- [Toxasanns as npodinakraku: 0,8

Meniana t1/2 = 6,82 rogunu vWd:RCof.

118 HP B 37 nauienris.

9 HP, nos's3anux i3 niKyBanHsM, y 7 nauicHTis.
3 HeouikyBani HP, nos’szani 3 nikysannsim
(nepudepuynuit Habpsk, 6inb y Kinuiskax i
ICEBJOTPOMOOILMTONIEHIS ) ¥ 2 MallicHTIB.

14 cepitozaux HP B 9 nauienris.

Lle nocnimkenHs miaTBepKye 6esneky i
eexTHBHICTD 3acTOCY BaHHs npenapaty Iemare®
IT (Humate-P®) nna nikyBanus kposoteui ta
3anobiraHus XipypriuHum KpoBoTeyaMm y
nauieHTis i3 VWD, npu BBeieHni B 103ax,
NOMIOHMX 10 PEKOMEHJIOBAHHX Y 3aTBEPKEHUX

21. Pesynbratu oninku 6esnexu

npenapary npu kposoteui. [Tpoginn He3nexu
npenapary I'emare® IT (Humate-P"¥) bys
CIPHATIMBHM, i 6yJ10 NOBIZOMIIEHO JiHIIE PO 3
Heoyikysati HP, mos’a3aui 3 jiikysanusm.
Pesynbrath 3actocyBanus npenapary 'emare” [1
(Humate-P®) s npodinakriku saskko
IHTEPNPETYBATH Yepe3 Mailni po3Mip BUOIpKH;
onnax npenapat lemate® IT (Humate-P®)

22. BucHOBOK (pe3iome)

(mizamuc)
3asBHMK  (BJacCHHK  peecTpauiitHoro| Asekcic Menno3sa (Alexis Mendoza)

IOCBI{YEHHS )
I"0s10Ba perioHabHOTO HAIIPAMKY

I'nobansHOro HOpMaTHBHO-

NpaBoOBOrO BiAdiny (noswe im's)
{lIpoyeoypa oonosnena nosoio pedariicio dooamra 30 sionosiono oo Harazy MO3

Ypainu Ne 1528 6io 27.06.2019 p.}

\
Ha JaHUH MOMEHT IOKa3aHHAX npo 3acTocyBalis |

3arajioM 100pe NepeHOCHBCS 3a MM [OKa3aHHSIM. |
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Jonarok 30

10 [Topsaaky npoBeieH s eKcepTH3n
peecTpalifH|X MaTepialiB Ha JiKapehki |
3aCc00H, IO NOJAIOTHCA HA JIEP/KABHY |
peecTpalliio (nepepeecTpatliio), a TakoxK |
CKCIICPTH3H MATEepialiB 1IpO BHECCHHS |
3MiH JI0 peecTpauiifiHux Matepianip |
NPOTAToM Aii peecTpainiiHoro f
nocBiueHHs (IyHKT 4 posiny V) ‘

3BiT npo KaiHiuHe JocaiTKE NS

I. Ha3pa nikapcbkoro 3acofy (3a “—i
HagBHOCTI - HOMEP peecTpaniifHoro Iemate® [T (Haemate®™ P) |
MOCBIJTYEHHSH ) ) ‘
2. 3asBHHUK «LICJI Bepinr 'm6X», Himeuunna J
3. BupoGuuk «I1CJI Bepinr I'm6X», Himeyumna !

4. llposeneni pocmimKenns:

AKIIO Hi, IPOCHMO :

TaKk m  Hi
00IpyHTYBaTH

|) Tun nikapcpKoro 3acoby, 3a AKUM
BiH OyB 3apeecTpoBanuii abo ioro
IJIAHYE€ThCS 3apEECTPYBATH

3a MOBHHUM [IOCHE

5. Haszpa KNiHIYHOTO J0CTIIKEHHS,

| KOJIOBaHHH HOMEp KJIIHIYHOFO

JIOCIIIKEHHS

DapMakOKiHETHYHE MOPIBHAHHSA cepiii
npenapaty I'emare IT (Humate P,

Haemate P), BurotoBienux opurinaibHum i
METOZIOM i 3@ JIONOMOT0K0 MOIH(DIKOBAHOTO i
npouecy BUpOOHHIITBA !

eHTH(DIKALIHHHH HOMED JOCHIIKEHHA:
BI 8.021-7S-501XX

6. ®aza KIIHIYHOTO NOCIIKEHHS

[

7. Ilepion rnpoBeieHHs KIIIHIYHOrO
JOCIIJIKEHHSA

bepesens 1985 p. — motuit 1990 p.

8. Kpainu, B sKHX [IPOBOMIIOCH
KJIIHIYHE JOCTiKeHHS

[1IBeris

9. KinbKicTh yYaCHMKIB JOCTIHKEHHS

12 |

10. MeTa Ta BTOpHHHI KIHIIEBI TOYKH
KJIIHIYHOIO JIOC/IKEHHS

[TopiBHATH OCHOBHI (hapMaKoKiHeTHUHI
MOKa3HUKH (BIZAMOBIb, BIAHOBIEHHS in VIVO
Ta yac 610JOrYHOTO HaliBBUBE/ICHHS) cepiil
npenapaty ['emare, BArOTOBJIEHUX
MOAM(DIKOBAHUM METOIOM, i3 CEepisiMH,
BUI'OTOBJICHUMH 32 OPHTIHAIILHHUM
BHPOOHHYMM HIPOLIECOM.

:f”' ,

11. JIn3aiiH KIIHIYHOTO JOCHTIKEHHS

Binkpure, 3 akTHBHUM KOHTPOJIEM,
PeTPOCHEeKTHBHE Ta MepexpecHe
JIOCIiIKEHHS. i

12. OcHOBHUH KpuTEpiit BKIIOYEHHS

|
[TauienTu 3 remodinieio A abo xBopo6oio
¢on Binnebpanza, ski oTpuMyIOTH
peryJjspHe JIiKyBaHHs IIpernapaTom
I'emate IT (Humate P, Haemate P).

13. TocnimxyBanuii likapceKkuii 3acio,

| PEKHM BBEJIEHHS Ta 03yBaHHA

['emare I1
Opnna B/B iHdy3is: 3a norpeboio (Meniana =
13,1119,2 FVIII:C MO/kr ayis VWD ta
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remoGinii A npu MoaupiKoBaHOMY MeTOI)

Tpupanicts ouinioBanHs: < 48 rojuu

14. ITopiBHIOBaHHH Npenapar, pexum
BBEJICHHS Ta JI03yBaHH

Opnna B/B iH}Y3is: 3a noTpeboto (Meaiana =

17,6 1 15,5 FVIIL:C MO/kr miis VWD Ta
reModijii A pH OPHTIHATLHOMY METO/II

15. CynyTHs Tepanis

He notpibua

16. Kpurepii ouiHrOBaHHA
e(hEKTHBHOCTI

Po3paxyHOK BiAIOBi/ll, pO3paxyHOK
BIJIHOBJIEHHS in Vivo, Yyacy 6io0riuHoro
HaIliBBUBE/ICHHS.

17. Kputepii onitroBans 6e3nexu

Heb6axxani peakuii

18. CTaTHCTHYHI METOIH

H/3

19. Jlemorpadiuni mokasHuKH
JIOCIIIIKYBaHOT MOMyNsALii (¢Tark, BiK,
pacoBa NpHHAIEKHICTE TOLIO)

12 (8 mauienTi i3 VWD 4 —3
remoginieio A)

Cratb: 6 4oJIOBIKIB 1 5 xiHOK, 11 | ocobu
CTaTh HE 3a3Ha4yeHa

Mepiana Biky (zianazon): 16,5 (3-42) poxu

PacoBa/eTHiuHa NPUHAIEKHICTE:
iHopmMaliis He HaJlaHa

20. PesynbTaT OLIHKH e()eKTHBHOCTI

[TopiBusHo oanakosi nokaszxukuy GOK. He

CIIOCTEPIranocs KOAHOI PI3HHULI Y BIANOBIAI |

g FVIILC 1 vWE:RCo na Nemare 1,
BHpOOIeHHH opuriHanbHuM abo
MoaH(iKOBAHHM CITOCOOOM.

Iayienmu 3 X B

Mepniana t1/2 = 6,1 roguuu vWI:RCo ans
OPUTiHAIBLHOIO MeToy Ta 9.8 rojunu
vWE:RCo s MoaugikoBaHOro METOJLY.
Mepiana knacuuynoro IVR=151,5%
vWf{:RCo st opuriHajgbHHX METO/IIB i
127,9% vWf:RCo nnsa moaudikosaHoro
METOY.

Mepiana inkpementhoro [VR=3.3 (MO
vWI{:RCo /mis) na MO vWI:RCo /kr juis
opurinanbHoro Meroay Tta 3,0 (MO
vWf:RCo /an) na MO vWT:RCo /kr pns
MOIU(DIKOBAHOTO METOTY.

Hayienmu 3 zemodhinicio A

Memiana t1/2 = 15,2 rogunu FVIIL:C nns
OpHUriHaibHOro Metojy ta 11,6 roaunu
FVIIL:C ansa moaudikoBaHOTO METO/LY.
Mepiana knacuunoro IVR=75,3% FVIII:C

11 opuriHaibHoro merony 1 88,7% FVIILC é

U MOAM(IKOBAHOTO METOTY.
Meniana inkpementnoro [IVR=1,5 (MO
FVII:C/nn) na MO FVIILC/kr nns
OpHriHanbHOro Meroay 12,6 (MO
FVIII:C/pn) na MO FVIIIL:C/kr pus
MOJAH(DIKOBAHOIO METO/LY.

21. PesyneTatu ouiHku Oe3nexku

[TpoTsirom 1BOro AOCHIJUKEHHS HE

crocTepiranocs oaHoi HebaxkaHoi peakiii

(HP)

22. BucHoBok (peziome)

I3 HBOTO MOCHIKEHHA MOMKHA 3pOOUTH
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BHCHOBOK, 1110 HE3HAYHI 3MIHH B [1poOLIECi
BHPOOHHMLITBA HE BIUIMHYJIM HA OCHOBHI
(hapMakoKiHETHYHI BIACTHBOCTI Npenapary
I"emare I1 6y/1b-51K0I0 IOMITHOIO MipOIO.

(miamnuc)

3asiBHMK (BJACHUK peecTpalifHoro Anekcic Menposa (Alexis Mendoza)
OCBI/TYEHHS)
["os10Ba perioHanbHOro
HalpAMKY

I'nobaneHOr0 HOpMaTHBHO-

IIPaBOBOI'O Bi1iy (MOBHE iM's)

{IIpoyedypa oonosnena nosoio pedaryicio dooamra 30 sionosiono oo Harazy MO3 P,
Ykpainu Ne 1528 eio 27.06.2019 p.}
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no Iopsiaxky npoBeneHHs eKCIEpTH3H
peecTpalliifHuX MaTepiaiiB Ha JIKapChKi
3aCO0H, 1110 NOAAIOTHCH Ha ICPIKABHY
peecTpalliio (nepepeecTpaiiiio), a TakoK
eKCMEePTH3H MaTepialiiB 1po BHECEHHH
3MiH JIO peECTpalliiiHux MaTepialin |
NPOTATOM il peecTpaiiiHoro
nocBifyeHs (nyHkr 4 posaiy 1V)

3BiT Npo KIiHIYHE ZoCTiKeHH

I. Hazsa nikapcekoro 3acofy (3a

HaABHOCTI - HOMEp PEECTPaLliifHOro I'emare®™ I1 (Haemate® P)

IOCBI{4EHHs) B
2. 3asBHHK «IICJI Bepinr I'm6X», Himeuunna |
3. Bupobuuk «1CJI bepinr 'm6X», HiMeuyunna ]
4. ITpoBeieH] TOCTiIKeHHS: TaK ® Hi SAKIIO Hi, TPOCUMO OOIPYHTYBATH |
1) THII TiKapCBKOTo 3acoby, 3a AKHM |
BiH OyB 3apeecTpoBanuii abo Horo 3a MOBHUM JI0ChE

[TopiBHsanbHE apMakOKiHETHYHE JIOCITIKEHHS

IJIaHy €ThCS 3aPEECTPYBATH |

5. Ha3pa KJIiHIYHOTO JOCHIKEHHS, npenaparie ['emare I ta ®axrop VIII:C I1
KOJIOBaHHH HOMEP KIIIHIYHOTO
JOCTIJKEHHS InenTrdikaniiaui HOMep JOCHIIKEHHA:

BI 4.022/7MN-101HA-B gt
6. ®a3za KJIHIYHOIO A0CIIiKEHHS He Bu3nayena abo He 3a3HaueHa
7. Ilepioj npoBeAeHHS KIIHIYHOTO

. Ksitenn 1988 p. — ciyens 1989 p. ;
JIOCIT JDKEHHS |

8. _I{Pafnu, B SIKMX ITPOBO/IMIIOCH Tewiiia, Iibetis, GPH
KJIHIYHE JOCHI/DKEHHA
9. KinbKicTh y4acHMKIB 1OCTiIKeHHs | 8 nauieutis R
[TopiBHsHHS (pPapMAKOKIHETHYHHUX MOKAZHHUKIR
npenaparis ®akrop VIII: C ITi Iemare 11 3a
JIONIOMOT' 010 TPLOX PI3HUX aHAIITHUYHHX CHCTEM .
KoHTposoBane, BiAKpHTe, nepexpecte (3 nepiogom |
BUMHBAHHS HE MEHLIE 5 JHIB) MOPIBHAHHS
npenapatis ®akropa VI1I:C 11 ['emare I1 3a '
JIOIIOMOT0IO KOKHOI 3 TPbOX PIZHHX aHaAITHYHHX |
CHCTEM, 1110 IPOBOJAMTLCS Ha Gazl oJiHI€T KIIHIKH,
TPbOX aHAJIITHYHHX JlabopaTopiii
Jlopocni natieHTy 3 TaKK0I0 HopMoIo reModinii A
(3ayMInKoBa akTHBHICTB hakTopa VIII < 1 %), sxi
oTpuMaii HaraTto nepenuBaHb i 3HAXOAATLCS B
nepiosi 6e3 KpoBoTey e ]
['emare I1 (FVIII) ‘
‘ (hmaxon i3 cyxoro pedoBuHOIO, 1110 MicTHTh 1000 MO |
|
.

10. MeTa Ta BTOpHHHI KiHIIEB] TOYKH
KJIIHIYHOTO JAOCIIIKEHHS

I'l. Jlnsaity KIHIYHOTO JOCHTIKEHHS

12. OcHOBHUH KpUTEPIii BKIIOYEHHS

13. JocnimkyBaHui JIIKapChKHiA F VIII:C nns poszuuny B 30 MJ1 BoaM Juis iH'€KiLii

3acib, pexuM BBEJICHHS Ta J03yBaHHsl | ['OTOBHMM JI0 BUKOPHCTAHHS PO3UMH MICTHTL: ;
F VI1I:C 25 MO/mn i
vWD:RCo 50-60 MO/mx i)
14. [NopisHioBanuit nperapart, pexum | @akrop VI1I:C I1 (F VII1:C) Bepuare I1 Q |
BBEJICHHA Ta 103YBaHHs | (pmakoH i3 cyxoi0 pedyoBHHOIO, 110 MicTHTE 1000 NJO |

1
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F VIII:C nas pozunny B 30 M BoaM A5 in'eKIiii
["0TOBHIA 10 BUKOPHCTAHHS PO3UMH MICTHTE:

F VIII:C 25 MO/mn i
vWD:RCo < 10 MO/mn "

15. CynyTHs Teparis

BigcyTHs

16. Kputepii ouinoBanus
e()eKTUBHOCTI

Kinetuka npenapaty ta MeTo/1 ananisy: nepioj
HamiBBMBEEHHS (t 1/2), nuioma mij Kpusoio
koHuenTpais-dac (AUC), 06’em poznosuiny B
piBHOBaXkHOMY ctaHi (Vss), knipenc (Cl), cepeaniii
yac yrpumannsa (MRT), BizHoBnenns in vivo (IVR),
BIZNIOBIJIb. i

17. Kputepii ouiHiosanis 6e3nexku

CrionTaHHI NOBiOMIEHHS MPo Hebaani peakuii |

18. CratucTuuni MeTou

Omnucosi Ta rpadiuni MeTou; Heniniiina perpecis ta |
HE3aJICKHUH BiJI MOJIeII ijxis i

19. Jlemorpadiyni mokazHuku
JIOCTIIIZKY BaHOT MOy JIAUii (cTaTh, BIK,
pacoBa PUHAJIEKHICTE TOIIO)

Vi yqacHHKH 490JI0BiYO1 cTaTi
Meniana Biky — 22 poku (jianason Bia 14 no 48)

Inopmanis npo pacoBy/eTHivny npuHane:KHicTh He
HaJlaBajacs

20. Pe3ynbTaT OUiHKH €)EKTHBHOCTI

bioeksipanenTHicTs npenaparis ®akrop VII1:C [ ta
['emare I1 BimoGpaskaeThes Ha MIIONI 11171 KPUBOIO
KOHIIEHTpallisf-4ac Ta Ha KiHIEBOMY nepioi |
HaIliBBHBE/ICHHS. ‘
Knipenc i 06’em po3noainty B pisHoBaskHOMY cTani
BHSIBUJIMCh JIELO OLILIIMMHM jUlst Tpenapaty Paxropa |
VII1:C Il y nopiBasiuui 3 'emarte [1; onnax i !
HE3HauHi BIAIMIHHOCTI He BIUIMHYJIM Ha ‘
010€KBIBAIEHTHICTE JIBOX JIIKAPCHKUX 3ac06iB.
JlBoetanuuii MeTos| 6YB BU3HAHUN HeHa/liHHAM i
HEBIITBOPIOBAHUM [Tl BUMIPIOBAHHS dKTHBHOCTI |
(hakropa VIII i 6yB BHKIIOUEHHUI i3 LLOTO aHaslizy.

21. PeaynbTaT ouinku 6e3nexu

Konnux neGaxanux peakiiiii, nos’szanux i3 }
3aCTOCYBaHHAM 000X JIOC/I/IKYBAHUX NTpENaparin, He |
CIIOCTEPIranocs. 5 2

|

' 22. BucHOBOK (pe3toMe)

PesynbraTi HOCHiKEHHS BKA3yIOTh Ha Te, 110 3MiHa |
npolecy BUPOOHHUITBA, IO CIPUYMHMIIA 3HAUHE '
sumkeHHs vWD:RCo y npenapati ®axrop VIIEC I1
(bepuare IT) nopieusito 3 I'emare [1, ne Brannyna na
BIIHOBJICHHS i1 Vivo, BiMOBIAL abo yac
610JIOTYHOrO HAIIBBHBEICHHS. |

3aaBHUK (BIACHUK peecTpalifHoro
NOCBI/IYEHHS)

(mijimmc) |
Anexcic Mennosa (Alexis Mendoza) 5
I"onoBa perioHanbHOrO HANPAMKY |
['106aneHOro HOPMATHBHO-IIPABOBOIO BijIILTY

(moBHe iM'sT)

{IIpoyedypa donosuena nosoio pedaxyiero dodamia 30 8ionosiono oo Harxazy MO3 Yipainu Ne

1528 6io 27.06.2019 p.}
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10 [Topsaky nposejietts eKcrepTusm
peecTpaliifHuX MaTepianis Ha NiKapepKi |
3aCO0M, 1110 MOJAIOTHCH Ha JCPIKABHY
peecTpaiiio (rnepepeecTpaiiio), a Takox |
EKCIEPTH3H MaTepiaiB PO BHECEHHS
3MIH JIO peecTpalifHuX Marepiain
NPOTATOM i1 peecTpaiifiHoro
MOCBIIYEHHS (MyHKT 4 posuiny [V)

3BiT npo kaiHiYHe HocaiKeHHN

I. Haspa nikapcekoro 3aco6y (3a
HasgBHOCTI - HOMEp peecTpaniiHoro

I'emate® IT (Haemate® P)

MOCBIIYEHHS )
2. 3aasBHHK «I1CJI Bepinr 'M6X», Himeuunna
3. BupobHuk «L1CJI Bepinr 'M6X», Himeuunna

4. TIpose/ieH] JOCTIIAKEHHS:

TaK W Hi  AKIO Hi, IPOCUMO OOIpyHTYBaTH |

1) TN ikapepKoro 3acoby, 3a SKUM
BiH OyB 3apeectpoBanuii abo ioro
[UIaHY€THCA 3apEECTPyBaTH

3a MOBHHM J0CHE

5. Ha3Ba KJIIHIYHOIO JIOCHI/DKEHHS,
KOJIOBaHUH HOMEp KJIIHIYHOTO
JOCTIIKEHHS

TMopiBHsIbHE HAPMAKOKIHETHUHE 10CIIHKEHHS
npenapatiB ®aktop VIII: C HS i 'emare HS

IneHTH}iKaliiH1i HOMEP JHOCIIIKEHHA:
BI 4.022/7D-102HA

6. Dasza KIHIYHOrO 10C/IHKCHHS

7. Ilepion mpoBeieHHs KJIIHIYHOTO
JIOCJTIJZKEHHS

Ksitens 1988 p. — ciuenn 1989 p.

8. Kpainu, B skux nposoamnocs
KJIIHIYHE JOCIJIKEHHS

Himeuyuyuna

9. KinbKiCTh YYaCHHKIB JIOCII/KEHHS

10 il

10. Mera Ta BTOpHHHI KIHLIEBI TOYKH
KJIIHIYHOTO JIOCHIJKEHHS

Meroio pocnipkenns 6yo BU3HAYHTH Ta IOPIBHATH |
BIIHOBJIEHHS in vivo Ta yac 6ionorivHoro :
HaniBBuBeeHHs 060x npenaparis Gaxrop V1I1:C
HS i I'emate HS.

11. JIn3aiin KIiHIYHOIO JOCTiIKEHHA

PannomizoBane, nepexpecHe KJIHIUHE J0CITIUKEHHS |

12. OcHOBHHIt KpUTEPIii BKIIIOYEHHS

10 4oNIOBIKIB 13 MOMIPHOIO Ta THKKOIO (HOPMOIO

remModinii A. Y4YacHHKIB HE BKIIOYAIM, HKILO 1€

Oyno ixHe nepuie 3acTocyBaHHs NpenapaTis miasMu, |
BOHH MaJld HEraTUBHI cepoMapkepu renatury B, ik |
1o 16 poxis, inribitopu FVIIL:C y nnasmi kposi, }
AKIIO 3aiHIIKoBa akTuBHIiCTh ['VIIE:C
nepepuuypana 5% Big HOpMH. ‘

13. JlocnimxyBanui nikapcbKuit 3acio,
PEKHM BBEJIEHHA Ta 103yBaHHA

['emare I'1 (F VIII)

(parakoH i3 CyXolo peHOBHHOIO, 10 MICTHTD

1000 MO F VIII:C pns posuuny B 30 MJ BOAK JUis
B/B BBEJIEHHSI.

["'oTOBHH /10 BUKOPHCTAHHS PO3YMH MICTHTD:
F VIII:C 25 MO/mn

vWD: RCo 50-60 MO/mn

14. ITopiBHIOBaHHH Npenapar, pexum

®akrop VII1L:C [T (F VII1:C)
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BBE/ICHHS Ta J03yBaHHS (I1aKOH i3 CYXO0I0 PEYOBHHOIO, 1110 MICTHTS
1H'eKIii

["oTOBHMI 10 BUKOPHCTAHHS PO3YMH MICTHTE:
F VIII:C 25 MO/mn

vWEF: RCo § 10 MO/mn

1000 MO F VIII:C ans pozuuny B 30 M1 BoaM Ui

19. Jlemorpadiyni noka3HUKH
JIOCIIi 1KY BaHOI IOMYJIALIT (CTaTh, BiK,
pacoBa MPUHAIEKHICTH TOLIO)

Cepenniit Bik — 40,1 poky (mianazon Bix 20 no
62 poKiB).

NOBIJIOMJIAJIACH

30 XBUJIMH micis iH’ €Ki, OyJIM BUILIMMH JUIs

I'emare HS (cepenns BiamoBiab max 1,83 + 0,82;

OynM CTATUCTHYHO 3HAYYIIIHMH.
20. PesynbTaty oliHKH eheKTHBHOCTI
Maxkcumanshe [VR Oyno 3HaYHO BHILUM 115
®akrtopa VIII: C HS (93,5 + 28,5%), Hix s
[emare HS (72,5 £ 31,9%).

CepenHi KiHIEBI NEPIOJId HANIIBBUBEACHHA OYIH

16,17 + 5,83 rom) L3
Yei in’exuii 060X JOCHKYBaHUX Npenapatis
21. Pesynbrati olliHKH 6€3neKH nepeHocHiiMca pobpe. Hebaxanux peakiiii na
JIOCTIDKYBaHI MPOJYKTH HE CIIOCTEPIraIocs.
Ingys3ii nobpe nepenocunucs. bynu Bigznaueni
BiZMiHHOCTI B mapameTpax @K 2-x npenaparis.

| 22. BucHoBOK (pe3iome)

A.

(mmimuc)

‘ . Anekcic Mennosa (Alexis Mendoza)
| BasBHMK (BJIACHUK PEECTPALIHHOTO

| 0CBi{UEHHS)

["onoBa perioHanbHOrO HANPAMKY
['mobanbHOro HOpMaTHBHO-
[IPaBOBOIO BiZIiTy

(moBHe iM'st)

MakcuMalibHa BIJIIIOBIb 1 BIANOBIIb, BU3HAYEHA 34

[ -

{TIpoyeoypa donoenena nosoio pedaryiero dooamra 30 sionoeiono oo Harxazy MO3 Vipain

15. CynyTHs Tepamnis BIJICYTHS EC—

igéff:;;g ;}riommosa}ma f Tinbku napamerpu OK

17. Kpurepii ouinioBanns 6e3nexku Heb6axani peakuii ) R

18. CraTtucTHYHI MeTOaH He Bu3naveni o ek e
10 4osIOBIKIB i3 HOMIPHOIO Ta THKKOIO HOPMOIO
remodinii A.

®axropa VIII: C HS (cepeans BiANOBIAb max 2.38 +
0,76; cepenHa BIANOBIAD 30 xs 2,18 £ 0,73), Hiwk s

cepenHs BiAMOBiAb3o xs 1,39 + 0,27). BiaMinnocti ne

| nonibuumu (15,34 + 5,58 nns ®axropa VI C HS i

Opnnak nokazuuku K, BuMipani nicis B/B indysii,
OynM B MeKax OUYIKYyBaHMX JUIA TIPEnaparis njiazmMmu
FVIII, 3acTocoBaHuX /I8t MALLICHTIR 13 reMo( e

= SORERNTEY AEE R

Indopmaltis npo pacoBy/eTHIUHY NPUHANCKHICTE HE |
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Jlonarok 30

no [Topaaky npoBejieHHs eKCEPTHIH
peecTpallifHUX MaTepialiB Ha JIiKapehki
3aco0H, 1110 NOJAIOTHCA Ha JIEPKABHY
peecTpariio (nepepeecTpaiiii), a Takox
eKCIepPTH3H MaTepialliB PO BHECEHHS
3MIiH JI0 peecTpalliiH|X MaTepialinp
MPOTATOM Jiii peecTpatiiioro
noceijgueHHs (nyHkT 4 posuiny V)

3BiT Npo KaiHIYHE J0CHI/IKEHHA

]

1. Hassa nikapcekoro 3acoby (3a

HassBHOCTI - HOMEp peecTpalifHoro

I'emare® IT (Haemate® P)

MOCBIJTYEHHS) )
2. 3adBHHK «LICJI bepinr I'm6X», Himeuunna N
3. Bupobuuk «ICJI bepinr 'M6X», Himeuunna

4. I1poBeneHi TOCTIKEHHS:

TaKk ™ HI

AKIIO Hi, IPOCUMO OOIPYHTYBATH

1) THN nikapceKoro 3acoby, 3a
AKUM BiH OYB 3apeecTpoBaHuii abo
| HOro 11aHy€ThCs 3apeecTpyBaTH

3a MOBHUM JIOCHE

5. Ha3zpa kniHiYHOro JOCHIKEHHA,
KOJIOBaHUI HOMED KJIIHIYHOTO
JIOCII JDKEHHS

3siT npo Ge3nexy i eGekTUBHICTD
3actocyBanHs npenapaty I'emare” [1
(Haemate® P) y kaHaICbKMX NAUI€HTIB i3
xBopo6oio Gou Binnebpanna.
InentudikaiiH1i HOMEp J0CTIIKEHH:
BI 8.021/7-CDN-501VW

6. daza KIHIYHOTO AOCIIIHKEHHS

Perpocnektusuuii 36ip nanux 3a [porpamoio
€KCTPEHOT0 BHIIYCKY JIIKAPCLKUX 3aco0iB
(EDRP) st npenapaty I'emare® 1 (Haemate®
P) y kaHa/ICBKHX MAI€HTIB i3 XBOpoOOIO (hoH
Biuebpanja

7. Ilepioa npoBeaeHHs KJIIHIYHOIO
JIOCITIJIAKEHHS

[Touatok pobotu [Iporpamu ekcTpenoro
BHITYCKY Jlikapchkux 3acobis (EDRP):

22 nucronana 1991 p.; npununenns 300py
nanux: 30 kBitHs 1996 p.

8. Kpaiuu, B AKMX IPOBOIMIOCH
KJIIHIYHE JIOCIIJUKEHHSA

Kanana

|
1
|
1
=

9. KinbKiCTh y4acHHKIB
JIOCJIiJDKEHHS

97 — nepBuHHA nonynsLis; 96 — BTOpHHHA
MOy JISALLS

10. Mera Ta BTOpMHHI KiHLIEBI
TOYKH KJIIHIYHOTO J0CIIKEHHS

3a10KyMeHTYBaTH epeKTHBHICTE 1 Hesneky
3acTocyBanHs npenapaty I'emare® 1 3a
nporpamoio EDRP y kaHajicbKHX DALCHTIB 13
VWD y nepioa 3 22 nuctonaza 1991 poky no
30 xBiTHs 1996 poky

11. JIn3zain kimiHI4HOro
JIOCIIIJIZKEHHS

HeKkoHTpoIbOBaHHiA peTPOCIEKTHBHHMIT 301
JAHUX IUIAXOM [OLIYKY BUXIJIHMX JaHUX Ha
miciii abo BIIJIANIEHOT0 NOLLYKY 3a JI0INOMOI0I0
CTPYKTYPOBAHOTO iHTEPB'IO 3a Tenedonom abo
(hakcoM

12. OcCHOBHHH} KpHTEPi
BKJTIOYEHHS

Vi nanientd 3 vWD, He3ane:KHo Bl IXHBOTO
BiKy Ta CTaTi, IO OTPUMYBAJIM JIIKYBaHHA B
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AKUX Jadi Oy OTpUMaH] 3 BUXIIHHX JaHUX,
Oy 3apaxosati B rpyny «lleppunna
nonyJsisy. [lamienTa, s AKux Jani Oynu
3iGpaHi 3a J0MOMOroI0 AMCTaHLIHHOIO NOWYKY |
nanux, Gysu 3apaxoBani B rpyny «Bropuhna ‘

MOy IS |

nenrpax, cxpanenux 3a EDRP. [Nauientu, nns T
F
|

13. JlocnipKkyBaHHH JIIKapChKHH
3aci0, pekuM BBEJIEHHs Ta
1103y BaHHs

‘TIepBUHHOI nonyJiswii 6yso 3pobneno 1892

3aranom 4 557 110 oaunuie npenapary
I'emare® IT (Haemate® P abo Humate®-P)
BBOJIMJIM 3a JIONOMOI010 B/B indy3ii; ais

oKpeMHX iHY3iH, KIIBKICTE OKpeMHX iH(py3ii
1Sl BTOPHHHOI ITOMYJIsIIil TOYHO HEeBiZoMa.
3araibHa cepe/iHs KUILKICTD Ipenapary
I'emare® IT (Haemate® P a6o Humate®-P),
BBEJICHOTO MPH OAHIH 1H(]Y31i, cTaHoBHIIA
npubiu3Ho 29 oxuuuLb (30kpema 28,7 MO
FVIII Ta 72,8 MO vWF:RCo).

14. TlopiBHiOBaHH# nIpenapar,
pE’KUM BBEICHHS Ta J03yBaHHsA

BincytHii

15. CynyTHs Tepanis

He 3zaznauena

16. Kpurepii oniHioBaHHA
e(peKTUBHOCTI

KitiniuHa epeKTHBHICTB: JlyKe BUCOKA/ BUCOKa

abo norana/siacytus Jlaboparopui napamerpu |
eeKTUBHOCTI: Jiia Ta 3Ha4yeHHs [VR vWIF:RCo |
i FVIIL:C o

17. Kpurepii ouiHioBaHH:A 0e30€KH

18. CTaTuCTHYHI METOIH

OnHUCOBI CTATHCTHYHI METOJIH 3 BUKOPHUCTAHHAM |

E

Hebaxani peakuii i
i ; |
MeJliaH i Jiana3oHis

19. Jlemorpadiuni noKa3HUKH
JIOCHIIKY BAaHOT Ionyisauil (cTarh,
BiK, pacoBa MPHHAIEKHICTH TOILO)

Kinekicts natiesTis: 97

Cratb: 58 4onoBIKiB 1 39 KIHOK — IEpBHHHA
nomyJsiis; 41 4onoBiK i 55 KIHOK — BTOPHHHA |

MOy JIALLS 7
Meniana Bixky (mianazon): 20 (sin 0.4 1o ‘
81,1 poky) B nepBHHHIN MOMYJIALIT “
Pacopa/eTHiyna NpHHAIEKHICTL: iH(popMallis HE |
HajlaHa i

20. Pe3ynbTaT OLIHKH
eeKTUBHOCTI

Bucoka abo ayke BUCOKA KIIHIYHA *
eexTHBHICTE OyJ1a jocsruyTa y 95% Bunajikis
mikyBaHHs. [Ipy XipypriuHMx BTpy4YaHHAX, |
KpoBOTeYax i NPOoQIIaKTHYHOMY 3aCTOCY BAHHI |
HinbIicTh iH(Y31H NpUBEIN 10 XOpoworo abo ‘
‘
|
\

BisIMiHHOTO pe3ysibTaty: s 72 3 73 (99%)
Xipypriuux BUnaixis, 332 3 344 (97%)
Bunazkis kposoteui ta 20 3 20 (100%)
npodiaKTHYHUX 3aCTOCY BaHb eDEKTHBHICTD
OyJa OL[iHEeHa AK «Jy’KE BUCOKA/BUCOKA, .
JlikyBaHHS «iHIIUX» BUIAIKIB MAIO XOPOLIHH
abo Biaminnmii pesyisrary 80 i3 93 (86%)
BUMazKiB. Haiiuina yactora BiAnoBijaeH,
knacu(PiKOBAHUX SK «IIOTaHa/BIACY TH,
criocTepiraacs npH JiKyBaHHI KpOBOTEUl cepest
nawientis 3 vWD III Tuny (10 3 208 kpoBoTey
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[5%]) Ta nauienTiB 3 «iHmMM THIOM VWD) (2 3
27 Bunanakis Kkpooreui, [7%]). Halinuxuui
MOKa3HUK e(hEKTHBHOCTI «IyKE BUCOKA/BHCOKA»
criocTepirascs B Kareropii «inmi Bunajakuy» (80
i3 93 «iHmux Bunajakisy [86%]). Onnak nuuie y
5 i3 93 Bunazkis (5%) edexTusuicts 6y10 1
(haKTHYHO OLIIHEHO HAK «IIOraHa/BIACYTHAY; ¥
pelTy 8 BUNA/IKIB OLIHKA KIIHIYHOT

| eheKTUBHOCTI OyJ1a «HEMOXKIIMBO OLIHKUTHY abo
| iHO/Ii HABITH BHIIAJ0K HE nepe,nﬁaqa_g OLIHKY

| (Hanpukiaz, Ko indysito lemare® 1

| NPOBOJMIIM MalieHTam Ge3 KpoBoTeul 113

| OLIHKH (hapMaKOKIHETHYHUX MOKA3HHUKIB).

| ®daktuyno 80 3 85 BUNAAKIB, K1 MIUIATalOTH
ouini (94%), 6yiu knacupikoBaHi AK TaKi, Mo |
| MalOTh BHCOKY a00 Jy#ke BUCOKY e)EKTHBHICTL.

‘ OxpeMuii aHaNTi3 IeAIaTPUYHOL IOy AL

| BHSBMB 3aTrajlbHY «JIYXKe BUCOKY/BHCOKY»

| edextusHicTs s 17 i3 17 (100%) sunaaxis

| 3aCTOCYBAaHHs B HEMOBIAT, 155 i3 164 (94, 5%)
— y miteit i 76 i3 81 (93, 8%) — y miumTKis. |
| Iepeunna nonynayis (n=97)

16 (16%) namieHTie i3 HeOaXKaHUMHU pEAKIIAMH

4 (4%) i3 noB's3aHUMH HEOANKAHUMHU pEaKilisiMH
1 (1%) i3 HemoB'A3aHUMHU CEPHOIHUMH i
HeOaKaHUMH peaKkilisiMH ’
Bmopunna nonynayis (n=906)

5 (5%) marienTiB i3 HebaKAHUMH peakilisaMu

2 (2%) i3 nOB'A3aHMUMH HEOAKAHUMH PEaKIIAMH
V 1IbOMY PETPOCIIEKTHBHOMY JOCHIUKEHHI, SKe
OXOIIIIOE IIMPOKHIA Jiana3oH NoKasaHb y AiTeH |
22. BHCHOBOK (pe3tome) JIOPOCITHX MAII€EHTIB 13 pisHuMHU THamu v WD,
6yJi0 MIATBEPKEHO, 1110 penapar I'emare® I ¢
Oe3ne4HuM i e)eKTHBHHM.

21. PesynpraTH olliHKH Oe3eKH

(migmuc)
Anexcic Menjosza (Alexis Mendoza)

3asBHUK (BIACHHK pEECTpalliiiHOro ;
MOCBI/TYEHHS ) ["osioBa perioHanbHOro i

HanpsaMKy i
['mo6anbHOro HOpMaTHBHO- '
MPaBOBOTO BIAJULY

(moBHE iM's) |
{IIpoyedypa donoenena Hogolo pedaxijicio dodamxa 30 sionogiono oo Haxazy MO3
Vipainu Ne 1528 ¢io 27.06.2019 p.}
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Jlonarox 30

10 [Mopaaky npoBeieHHs eKClepTH3H
peecTpalliiHUX MaTepialiB Ha JIKapchKi |
3acobH, 110 NOJAIOTLCA Ha JepKaBHy |
peecTpalliio (MepepeecTpaitiio), a Takox |
EKCTIEPTH3M MaTepiaiiB Npo BHECEHHS |
3MiH JIO peecTpalifHuX MaTepiais |
IPOTATOM i1 peecTpaLiiioro i
nocBimueHHs (MyHKT 4 posainy V) |

3BiT Npo KAiHIYHE JOCHIKEHH s

1. Ha3ga nikapcbkoro 3aco0y (3a
HasIBHOCTI - HOMEP peecTpaliifHoro
110CBI/I4EHHS )

Femare® IT (Haemate® P)

«l1CJI bepinr I'M6X», Himeyuusa |

2. 3aABHHUK
3. BupoOnuk

«I1CJI bepinr I'm6X», Himeuunna ‘

4. IlpoBejieHi AOCIIIHKEHHS:

TaK B Hi  AKUIO Hi, IPOCHUMO OGIPYHTYBATH |

1) THn nikapcbkoro 3acofy, 3a AKUM BiH
OyB 3apeecTpoBaHuit abo HOro ranyeThCs
3apeecTpyBaTH

‘\
3a MOBHHUM JIOCHE |

5. Haszpa kIiHIYHOrO JOCIIIKEHHS,
KOJIOBaHUH HOMEP KIIHIYHOrO
JIOCIIJKEHHS

KniniuHu# 3BiT Mpo 6araTolleHTpoBe JIOCUKEHH |
eheKTHBHOCTI Ta hapMaKOKIHETHKH 11pH XBopobl
(on Binnebpania |

[nenTHdIKAIAHKA HOMED JOCIIJUKEHHA: |
7D-401VW-0OB i 8J-401VW-OB '

6. ®aza KINHIYHOrO AOCIIDKEHHS

He Bu3nadena / He MOBILIOMIISIIOCH

7. Ilepioj npoBeneHHs KIiHIYHOTO

. 1986 — 1987 |
NOCHIAEeHHS o - |
8. Kpaluu, B AKHX MPOBOIMIIOCH KIIHIUHE ! . -

P 7 FEIORN Himeuyunna ta SAnonis |
IOCJIKEHHS s ]
9. KiJIbKICTh YYaCHHKIB JOCIIHKEHHS 28

10. MeTa Ta BTOPMHHI KiHIIEBI TOYKH
KJIHIYHOTO JOCHTIIKEHHS

[MepeBipuTH KNiHIYHY €DEKTHBHICTL NpenapaTy
[emare IT npu pizaux Tunax vWD Ta BusHauuTH j
Jesaki ocHoBHI nokasHukd QK (knacuune [VR |
Gionoriynmii tiz) FVIIE:C, VWF:RCo i VWF:Ag _‘

11. Jlu3aitH KJIIHIYHOTO JIOCHIKEHHS

Perpocnextusre (7D-401VW-OB), npocnekTushe |
(8J- 401VW-0OB), BiiKpuTe, HEKOHTPOJILOBAHE

12. OCHOBHHH KpUTEpii BKIIOYECHHS

[TauienTH i3 xBopoboto dhon Binnebpana

13. JlocniizkyBaHuit TiKapchKHi 3aci0,
pesHM BBEJICHHSA Ta 103yBaHHS

I'emate I1
Hosysanus: Onna abo kijnbka B/B indy3ii: 3a ;
notpeboto (Meniana = 20,8 MO FVIIL:C/kr/indy3ia
TpuBanicTs ouinloBanus: 1-14 anis

14. TlopiBHIOBaHM# Npenapar, PeKUM

BincyTHii !
BBE/ICHHS Ta JI03yBaHHs e
15. CynyTHa Teparis BiacyThs e E
tiz s VWE:RCo; meniana anc'imioro 1a \
16. Kpurepii ouinioBanns edextuBHocti | iHKpemenTHOro IVR (BiAHOBJEHHS in vivo): .\

» remMocTas [l SAMINY M 2\ |
17. Kpurepii ouiHioBaHHSA 6e311€KU Hebaxani sBuiia DANMAY 2] |
18. CraTHCTHYHI METO/IH OnucoBa CTATHCTHKA "v,x‘ : \ gy S )f |
19. Jlemorpadiysi MokazHUKH Jlani 6ymu 316paui s 27 ﬂaﬁif;_}iTiB U)\W) //4, !

}) >
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JIOCITIJUKY BaHOT MTOMYJIALii (CTaTh, BiK,
pacoBa NpUHAJIEKHICTb TOIIO)

MPOCIIEKTHBHO [UIA 23 SAMOHCLKMX MAllIEHTIB |
PETPOCHEKTHBHO JUlsl 5 mamienTis 3 Himeuunnn (10|
yosoBikKiB 1 18 ®iHOK, BikoBHI Aianazou: 1-58 |
POKIB). '
JlecsaTs nmanienTie orpumyBany indysii ['emare 11
nunie ais Bu3Havenus QK a 18 nauienTis ‘
oTpuMyBatH iH(QY3il 101aTKOBO 1A iKY BaHHA |
rocTpoi kposoteyi abo st npodinaxtuku. [Mamienrt |
i3 VWD tuny 1, skomy criouaTtky nepeabayanocs
oTpumyBaTH iHQy3ii auue ans ananizy OK, rakox
otpumysas ['emare [1 juist JlikyBaHHS KPOBOTEUI.

20. PesynbraTi OLiHKH e()EeKTHBHOCTI

Pesynemamu @K: tip pas VWIE:RCo cranosus 8, |
roauHH. Meziana KNacCHYHOro # IHKPEMEHTHOTO
IVR popisniosana 88.5% i 2,16 (MO/an)/(MO/kr)
ang FVIIC, 161,2% 1 1,49 (MO/an)/(MO/kr) ais
VWE:RCo.

Pezynomamu oyinku eghexmusnocmi: 13 74
KITIHIYHMX OLIHOK FeéMOCTATHYHOT €(heKTHBHOCTI
I'emare IT nikapi oninumu 70% sk BUCOKY, a 30% —
AK noMipHy. O/HaK y JesiKuX BHIAIKax
CIIBBiIHOIIEHHS J103a8/KI' MacH Tija Oyso 3HauHo
HMIKYMM 3a pekoMeHjioBane. [ToMiTHe CKOpoYeHHs
yacy KpoBoTedi crnoctepiranocs B 16 nauienTis is |
NOKYMEHTAILHO MATBEPIKEHUM YACOM KPOBOTEYI i
10 Ta micas iHdy3ii. ey 19

21. Pe3ynbTaTh OLIHKH Oe3neku

OnMH namiedT BiauyB jierke oHiMinus Olis Micis
indy3ii Ta nerxuit ronosHuMii 6L nicas indy3ii;
MpoTe BCl BOHU MHUHYIH npoTsarom | roauuu Ges !
MEJIMYHOI0 BTPYYaHHs. '
|HIIK# nalieHT MaB HEBEJIMKE 3HUIKCHHS KIJIBKOCTI |
TpoMGOLMTIB micis iHdys3ii; oaHaK 3HHKEHHs Oy10 |
3HAYHO MEHIIHM, HIJK 3HHIKEHHs, AKe |
CIOCTEPIranocs B LBOTO Malli€HTa B IHIIHX '
BHITQJIKAX.

22. BucHoBok (pe3iome)

Ipenapar ['emare I1 6yB Geaneunnm Ta eGekTHBHIM |
quig nanienTis 13 VWD. I'emare [1 5
XapaKTepU3yBaBCs BUCOKOIO NFEMOCTATHYHOIO
e(belcmnmcno B OLIBIIOCTI OLIIHOK | 3MEHLIYBaB Yac |
KpOBOTeYi B ycix obcrexenux nauientis. ['emare [1

nobpe nepeHoCUBCH

3asBHUK (BIACHUK pEECTPALIHHOrO
NOCBIIYEHHS )

(riamuc)
Anekcic Menno3sa (Alexis Mendoza) ;

["onoBa perioHanbLHOIo Hanpsuvﬂcy
["nobanbHOro HOPMATHBHO

| NPaBOBOTO BILIITY [/ :
| (noBHe im's) (| ‘ (

{TIpoyedypa oonosnena nosoio peoaryicio 0ooamka 30 i0n0EIOHO d(‘f: Haxcwy MC)

1528 6io 27.06.2019 p.}
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Jlonatok 30 ;
1o TTopsiiKy NpoBeaeHHs eKCrepTHIn |
peecTpaliiHuX MaTepiaiiB Ha JIKapehKi |
3aco6H, 110 NOJAIOTHCA HA IEPKABHY |
peecTpaliio (nepepeecTpaiiio), a Takox |
EKCIIEPTH3M MaTepiaiiB PO BHECECHHHA
3MiH JI0 peecTpallifnuX MaTepialis
MNPOTArOM Jil peecTpauiinoro
noceiyenHs (nyHkt 4 posuiny 1V)

3BiT npo KiaiHiYHe J0cHiIAKeHH

1. Hasga nikapcekoro 3acofy (3a
HasiBHOCTI - HOMEp peecTpauifHoro

I'emare® IT (Haemate® P)

-

MOCBITYEHHS)
2. 3asBHUK «LICJI Bepinr 'm6X», Himeuunna
3. Bupobuuk «ICJI Bepinr 'm6X», Himeuuuna |

4. IlpoBeneHi JOCTIKEHHS:

TaKm Hi SIKIIO Hi, IPOCUMO OOIPYHTYBATH {

1) THI TiKAapchbKOro 3aco0y, 3a AKMM BiH
OyB 3apeecTpoBanuii abo ioro
IUIaHYETHCA 3apPEECTPYBATH

3a MOBHUM JIOChE

5. Hassa Ki1iHIYHOTO JOCITIKEHHS,
KOJIOBAHHH HOMED KJIIHIYHOTO
JOCIIJKEHHSA

= - .
Meroto pociiKenns 6ya0 BA3HAYHTH BIIHOBJICHHS |
in vivo Ta nepenocumicts npenapary 'emare HS
(IT), nomep cepii 280488

[nenTHdikauiinuii HOMEp 1OCIIIKCHHS
BI 8.021/7MN-201HA-C (4actuna I): '

6. Maza KNHIYHOTO JOCIIJHKEHHS

He Bu3HaueHa / He MOBIJIOMIIAIOCH

7. Ilepion npoBeeHHS KIIIHIYHOIO
IOCHIKEHHS

Jlara 3aBepiuenns gocnipkenns: 05 sepechs 1988 p.

8. Kpaiuu, B AKHX IPOBOIHIIOCH
KIIIHIYHE JOCHIIKEHHA

ABCTpis

9. KinbKiCTh YYaCHHKIB JOCIIIDKEHHS

Y pocnipkeHHs 6yo BKIIOYEHO YOTHPH Malli€HTa
4OJIOBIYOI CTATI

BIKOM Bifl 16 10 23 poKiB i3 TAKKOIO (hOpMOIO
remodiii A.

10. MeTa Ta BTOpHHHI KiHIIEBI TOUYKH
KJIIHIYHOTO JIOCTIIKEHHS

OuiHuTH €PEKTHBHICTE 1 IEPEHOCHMICThL HOBOT cepil
npenapaty ['emare I1, Burotosnenoi 3a |
MO I IKOBAHHM METOJIOM.

11. JIu3aiin KJIiHIYHOrO JIOCIIIKEHHS

ITpocniekTHBHE, BiIKPUTE, HEKOHTPOJILOBAHE. jl

12. OCHOBHHH KPUTEPIH BKIIOYEHHS

Y nocnimkeHHs OyM BKIIOYEH] MalllEHTH BIKOM B1JI ':
16 pokiB, AKi MalOTh TKKY (hopmy remodinii A

(3aymaikoBa akTuBHICTE (hakTopa VII:C menme 1%
BiJl HODMH ).

| 13. JlocnimxyBanuii 1ikapcbKuit 3acio,
pEXKUM BBEJCHHA Ta 103yBaHHI

['emare I1

Oxpemi B/B iH]y3ii, Oumsbko 20 MO FVIILEC/kr
(Menmianna jno3a: 21,1 MO FVIIL:C/xr na indysio). |
OLIHIOBAJIK ITPOTATOM | TOJIMHM Micis iH(y3il

14. ITopiBHIOBaHHIi IIpenapar, peKuM
BBEJICHHA TA JI03yBaHHSI

BIICYTHIH

15. CynyTHs Tepariis

BIJICY THS

16. KpuTepii oniHioBanHs eheKTHBHOCTI

Yactrosuit Tpombomactuiosuii yac (UTY) i
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pigHoenenus FVIIL:C in vivo
OcuoBHi ¢i3ionoriyni MOKa3HUKHU, 30KpeMa 4acToTa

17. Kpurepii ouintoBanHs 6e3nexu CepLEeBUX CKOPOYEHb, apTepiajlbHUi THCK i
TeMIepaTypa Tija. |

18. CraTucTHYHI METO/IH He nosigomisanocs. 5 d ]
Kinpkicth namieHris: 4 j

Crare: YosoBiku ;
Meniana Biky: He nosijoMisinacs
Jianazon Biky: 16-23 poku ,
Pacopa/eTHiuHa npuHanexHicTe: He
MOBIIOMJISIOCH.

BigHosneHHs in vivo 6yo 3aI0KyMEHTOBAHO Yepes
30 xBuaHH 1 Ha mikoBuX piBHAxX (akropa VIII:C i
KoJmBanocs Bix 23,5 no 83,6% i Bing 26,1 no 85,5%
BIZAIIOBIIHO.

19. lemorpadiyti noKazHHKH
JIOCJIIIXKYBAHOI MonyJisuii (¢TarTk, BiK,
pacoBa MPUHAJIEKHICTh TOIIO)

20. Pe3ynpTaT OLIHKH e(heKTHBHOCTI
[ToMiTHE CKOPOYEHHS MATOJOTIHYHO 1TOJ0BKEHHX
YTY cnocrepiranocs micas indysii ['emare HS (I1) y
BCiX YOTHPLOX MAIIE€HTIB.

Y 4 nauienTie He OyJI0 BUABIEHO MOGIYHUX peakili |
K peakilil Ha rpenapaT BiTHOCHO YaCTOTH CEPLEBHX
CKOPOYEHbB, apTepialibHOrO THCKY Ta TEMIIEpaTypH
TiNa. J

Hoga cepis npenapary ['emate [1 6e3neuna i

22. BucHoBoK (pe3tome) edeKTHBHA Y BBECHIH /1031 JUlsl MALLIEHTIB 13 |
remoisicio A.

21. Peaynbrati oLiHKH Ge3nexu

(migmuc)

3asBHUK (BJIACHHK peecTpaliiHoro Anekcic Menpao3a (Alexis Mendoza)
NOCBIIYEHHS )
["onoBa perioHanbHOroO HAMPAMKY

I'mo6anbHOro HOPMAaTHBHO-TIPABOBOIO BIULITY
(moBHE iM's1) a |
{TIpoyeoypa donosnena nosoio peoaryieio oooamra 30 éionosiono oo Haxaszy MO3 Vipainu Ne
1528 gio 27.06.2019 p.}
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Jlonatok 30 I
1o [Topsiiky NPOBEJCHHS EKCIEPTH3H |
peecTpaliiiHiX MaTepialis Ha Jikapehbki |
3aco0M, 1110 NOJAI0TLCS Ha JAEPKABHY
peecTpalliio (mepepeccTpaniio), a TaKo#x
eKCHEePTH3U MaTepialliB PO BHECEHHS
3MIH JIO peecTpaliifHux MaTepiaiis
POTArOM JIiT peecTpaiiinoro ‘
nocBiguenHs (nyHkt 4 pozainy V)

3BiT Npo KAIHIYHE JOCTI/IKCHHS

1. Haspa nmikapcbkoro 3aco0y (3a
HAABHOCTI - HOMEp peecTpaniifHoro

Iemare® IT (Haemate® P)

MOCBITYEHHS ) |
2. 3aaBHUK «I1CJI Bepinr I'm6X», Himeuunna |
3. BupoGuuk «LICJI Bepinr I'm6X», Himeuunna 54

4. TlpoBeieHi 1OCIIIPKCHHS:

TAKM  HI  SKUIO HI, IPOCHMO 06rpym'ym:m_al_____1

GyB 3apeecTpoBanuii abo Horo
[J1aHY €ThCH 3apeeCTpPyBaTH

1) THn NiKapebKoro 3aco0y, 3a AKUM BiH

3a NOBHHUM JIOCHE !

5. Ha3pa KJNiHIYHOrO JOCIIKEHHS,
KOJIOBaHHI HOMEp KJIIHIYHOIO
JIOCHI IKEHH

Kniniune gocnimkenns uist cepii Ne 286488

[nenTrdikaiiiHui HoMep NOCHIIKCHHS:
BI 8.021/7TMN-201HA-C (yactuna ll)

6. daza KINHIYHOTO JOCHIHKEHHS

Mdasza | o

7. Iepioj npoBeieHHs KJIIHIYHOTO
JIOCTIIACCHHSA

Jlara 3aBepuieHns gociijxkerHs: 10 KoBTHA
1988 p.

8. Kpainu, B SKMX IPOBOJHIIOCS
KJIHIYHE JOCIIKEHHS

Himeyuuna

o o]

9. KinibKiCTh YYaCHHKIB JOCIIJUKEHHS

3 — _—

10. Mera Ta BTOPUHHI KiHLERI TOYKH
KJIIHIYHOTO JIOCHTIJUKEHHS

MeToro pocnipKeHs 6yio BU3HAUHTH
BIJIHOBJIEHHS i1 ViVo Ta NIEPEHOCHMICTh
npenapaty ['emate HS (I1), cepis No 280488

11. JluzaiH KIHIYHOrO JAOCIIIKEHHS

I[IpocneKTHBHE, BIJIKPHTE, HEKOHTPOJILOBAHE l
KJTIHIYHE DOCIIUKEHHS |

12. OcHOBHHIT KpHTEpiit BKIKOYEHHA

VY nocnimkeHHs Oy BKIIIOYEHI [ALIEHTH BIKOM
Bi 16 pokiB, sKi MAlOTh TSKKY opmy remodimnii |

13. JlocnimkyBanuii ikapcekui 3acio,
peKUM BBEIEHHS Ta JI03yBaHH:

A (3anuikoBa akTuBHicTh (paktopa VIII:C !
MeHl1e 1% B HOpMH). B |
Iemare I1, Homep cepii 280488 i
Oxpemi B/B indys3ii, 6museko 40 MO OVIILC/kr, |
OLIHIOBAJIH [IPOTAroM | rojuuu nicis indysii

14. INopiBHIOBaHMI Npenapar, pexum
BBEJICHHSI Ta 1I03YBaHHs

He nmosigomisanocs.

15. CynyTHs Tepanis

16. Kpurepii oniHioBanHs eeKTHBHOCTI

BIJICYTHA N

Binosiji (4ac H0CATHEHHS MIKOBOTO 3HAYEHHS |
FVIII i snauenns FVIII uepes 30 xBuiinn) ta/abo |
BigHOBJIeHHs in vivo FVIIL: C |

17. Kpurepii oninioBanns 6e3nexku

OcHoBHI (hi3i0NOTIYHI MOKA3HUKH, 30KpeMa
4acTOTa CEPIEBUX CKOPOUYEHbD, apTepialbHHH
| THCK i TemIiepaTypa Tija.
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18. CrtaTHCTHYHI METO/IH

Axtusaicth dakropa VIIL:C y niasmi namienrin
BH3HAYA/IH 3a JOIIOMOT'0IO OJIHOETAIHOrO Ta
JIBOETAIHOIO TECTY Ha 3rOPTaHHs KPOBI.

19. lemorpadiyti nokazHuKy
JOCTIKYBaHOT nonynsuii (CraTh, BiK,
pacoBa NPUHANIEHKHICTH TOLIO)

Kinpkicts namieHTiB: 3 3 TSHKKOIO (hopMoio |
remo(imii A i
Crarb: HosoBiku |
Meniana Biky: He nosijomisnacs
Bik: 23, 28 1 52 poku
Pacopa/eTHiuHa npuHaiexHICTh: He
MOBIIOMJISIOCH.

20. PesynbTaT OLIHKH eeKTHBHOCTI

Kopurosane IVR konusanocs sijg 18,92 no !
84,92 (%) uepes 30 xsumun i Big 24.62 10 90,09 |
(%) Ha MIKOBOMY PiBHI, BAMIPAHOMY 3a
OJIHOETAITHUM METO/IOM. JIBoeTaniinii MeTo1 |
MOKa3aB pizHe BIAHOBIEHHS B Aiana3oui Bij 53,05
1o 72,77 (%) uepes 30 xBuauH i Bij 65,36 10 |
77,22 (%) Ha MiKOBOMY PiBHI.

|

_—— |
Beeneuns npenapary I'emare HS (I1) nipuseno o ‘
3HayHoro ckopoyenust YTY y seix tprox

ﬂ&ulCHTlB. -

21. Pesynbratu oninku 6e3nexu

He 6yno BUABJIEHO HebamaHux peakiin sk \
peakiii Ha npenapar BIJIHOCHO YaCTOTH CEPLEBUX l
CKOpPOY€Hb, apTEPIialIbHOIO THCKY Ta |
TeMIepaTypH Tija. -

22. BucHOBOK (pe3toMe)

KniHiuHe QoCIUKEHH U JOKYMEHTYBaHHH

BIJIHOBJICHHS, peakilil Ta NepeHOCHMOCTI !
npenapaty I'emate HS (I1), Homep cepii 280488, !
MPOBOJIMIIOCS 33 YHACTIO TPhOX MAalli€HTIB !
qoJtoBiYoi crati B LleHTpi BUBUYeHHS reModiii B
M. [eitnensbepr. i

Jlixapcbkuit 3acib 6Gezneunnit i edpexTurnuii y
BBEJIEHIH /1031 JUIsl NALIEHTIB 13 reMod e A.

3asBHUK (BJIACHUK PEECTpaIlifHOTO
MOCBITHEHHS )

(mianuc)
Anekcic Mennoza (Alexis Mendoza)

["onosa perioHajsbLHOro
HanpsiMKy

['no6anksHOro HOpMaTHBHO-
NpaBOBOTO BiIILTY
(moBHE iM's1)

{TIpoyedypa donosunena nosoio peoaxyieto oooamka 30 ¢ionogiono oo Haxazy MO3 VKpamu

Ne 1528 gio 27.06.2019 p.}
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Jlonarok 30 ;
no TTopsanKy NpoBeeHHs EKCIEPTHIH |
peecTpaliifHUX MaTepiajliB Ha JIKApChKi |
3aco0M, 1110 MOJAIOTLCH Ha JIepAKaBHy i
PEECTpaLlilo (EPEPECCTPaliiio), & TAKOK i
EKCIEePTU3M MaTEPIaIiB PO BHECEHHA |
3MiH [0 peecTpaliifHuX MaTepiain
NPOTArOM /U1 peccTparlliiftHoro
nocsiguenns (nyuxr 4 posainy V)

3BiT PO KAIHIYHE J0CTIIKEHHS

1. Hassa nikapcekoro 3aco0y (3a
HasgBHOCTI - HOMEp peecTpallifHoro

| MOCBLIYEHHHA)

TCemare® IT (Haemate® P) |

2. 3assBHUK

«I1CJI Bepinr I'M6X», HiME‘{‘l_!f/in:IZI

3. Bupobuuk

«L1CJI Bepinr I'm6X», Himeuunna =i

4. TlpoBejieHi JOCII/KEHHS:

1) Tun nikapceKoro 3acoby, 3a SKUM BiH
OyB 3apeecTpoBanuii abo Horo
MJIAHYEThCA 3aPeECTPyBATH

TaKm  Hi  SIKIIO Hi, IPOCUMO OOIPYyHTyBaTH |
|
i

3a MOBHUM JIOCHE

T |HEPCIHEKTMBHE NOCJUDKEHHS Ui |

OLUHKM [EPEHOCUMOCTI TA BE3IEKM |

5 : 3ACTOCYBAHHSI KOHIIEHTPATIB |

5. H K i
Bk e e ®AKTOPIB 3rOPTAHHSI [1JTA3MU [1PY |
o i BPOJDKEHIN HEJIOCTATHOCTI ®AKTOPIB |
3rOPTAHHSI |

|

CE 1232 /0 -5001 ) ]

6. ®a3a KJIIHIYHOIO I0C/iUKCHHS [MicasipeecTpaitiiine cnocrepekenys |
1P EDUS A M BC ORI K HHOrD 17 TpaBus 1997 p. — 14 ksitns 2003 p.
JOCHIAKCHHA __3

8. Kpailu, B SKHX IPOBOJIMIIOC KJIiHIUHE
JIOCIIIJDKEHHS

Himeuumna ta Icnanis

9. KinbKiCTh yY4aCHHKIB JOCIIUKEHHS

Ha Bi3UT MOAAILILION0 CIHOCTEPEKEHHS)

3aranoM |0 mamieHTiB OTPUMYBAJIN JIIKYBaHH3
npenaparom ['emate I1 (3 3 remodiniero A ta 7 i3
vWD); 43 nauient otpumyBanu bepuare rpw |

I
61 (60 namieHTIiB MPUHAHMHI OJIMH pa3 IpUHLIIH
remodinii A; petura Manu remoddiniio B i

10. MeTa Ta BTOPHHHI KiHIEBI TOYKH
KJITHIYHOTO JAOCTIJKEHHS

EdekTuHicTb, Ge3r1exa Ta nepeHoCHMICTh 100!

o YeyHenns aediuuty (akropa sropraHis
(3611bIIEHHS AKTUBHOCTI) !

o [TiaTpUMKH KJIHIYHOTO JIIKYBAHHA FOCTPOTO i
reMOCTaTHYHOTO JAHchaancy !
(kpoBoTeua/Tpom603)

o YacTOTH CHOHTAHHO BHKJIHKAHMX €30/ .

¢ Bipychoi Ge3nexu (mpu rapaHToBaHOM

KpoBOTEYl
\,\Q |
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BiZINOBIAHOMY MOJANBIIOMY CHOCTEPEKEHH) |
- e TlinosproBanux Hebamanux peakiii, mos's3anmx |
i npenaparom (30KpemMa ajiepriuHux peaxiiii )

» Heraiinoi nepenocumocti
[IpocnexkTuBHE, BIIKPUTE, HEKOHTPOILOBANE,
HaraToleHTpOBE, MYJIbTHHALIOHAJILHE i it
JUATHOCTUKA TA KPUTEPIT BKJIKOUEHHSI: |

* Bpokena HepocTaTHICTh (pakTopa
3ropTaHHs Kposi: .

[emodinisi, TobTo remodinist A, B, xsopoba don

Binnebpanna (VWD)

e JlikyBaHHS BUKIIIOYHO KOHIIEHTPATOM
(akTopa 3ropTaHHs KpoBi, OTPUMAHHKM 13
IJIa3MH, 1110 HAAEThCA CIIOHCOPOM

e Bigomi BiaAnoBiauHi antuTina/iuriditopu 10
FVII (6inbwe 5 BO) abo FIX W

Hixkapcoki 3acobu ons nayicumie iz cemohinicio A ﬂ‘

¢ Kouuenrpar ¢akropa VIII, BUcokoi unctoTy
(roprosa nassa: bepuate I1 250, bepuate I1
500, Bepuate IT 1000) must B/B in'cxitiii /
iHGy3iii.

o Konuenrpar daxrtopa VIII i paxropa phon
Binnebpanja (toprosa nazsa: ['emare [1 250, |
T'emare I1 500, I'emate I1 1000) nns B/B
iH'exuii / iHQy3ii.

Jixapcoki 3acobu ons nayicumie iz cemopinicio I

o Konuentpar paktopa X, BHCOKOT HHCTOTH i
(Toprosa Haszsa: bepinin IT 300, Bepiuin 1T 600, |
Bepinin IT 1200 ans B/B in'exuiii / ingy3i). _

o Konuenrpar ¢axropa X, MOHOKIIOHAIBHO i
ouulileHui (Toprosa Hazpa: Monomnin 250, '
Mownonin 500, Mononin 1000 ans /B '€kt
/ 1ndy3ii). i

o Konuenrpar ¢axropa X, cepebol YHCTOTH
(Toprosa Haszsa: ®axtop IX/X IT bepinr 600,
®akrop [X/X IT bepiur 1200)

Vlikapcoki 3acobu ons nayienmie iz v

o Konuenrpar dakropa VIII 1 axropa don
Bimiebpanja (toprosa Hazsa: ['emare I'1 250,
Iemare I1 500, I'emare [T 1000) ans B/B
iH'ek1ii / iH]y3ii.

11. Jlu3aitn KJIIHIYHOTO JOCHIIKEHHA

12. OcHOBHHMI KPHTEPIH BKIIIOYEHHS

13, JlocniaxyBanuii TikapchKUi 3acid,
PEKHUM BBEIEHHS Ta J03YBaHH

WL RS A PUAN - —

14. INopiBHiOBaHK#) npenapar, pexum
BBEJICHHS Ta 1I03YBaHHs i
15. CynyTHs Tepamis BIJICY TH3I ool |
Oninka epeKTHBHOCTI BKJIFOHAJIA aHalli3 TAKHX
TPBOX OCHOBHHX KIHLIEBUX TOYOK: 1‘
1. ¢apmakoKiHETHYHA BiZINOBI/IL HaA NEPLIY ‘
16. Kputepil oLiHIOBaHHS €()eKTUBHOCTI 103y (AKLIO BIUMOBI/Ib MOYKHA 00UYMCIIHTH), |
1110 BU3HAYAETLCA SK [11JABHIIICHHS !
(pyHKIIOHAILHUX PIBHIB Y Ma3Mi Ha
OJIMHMLIIO JIO3M HA KI' MACH Tijla liepe:s(_)&{)

He 3actocoByerhes

W




XBHJIMH TTICTIA 3aKIHYCHHS BBEACHHS; |
2. 4acTOTa HOBMX MO3HTHUBHUX BIPYCOJIOTNYHHX i
MapKepiB y BCIX NALIEHTIB 3 NIEPIOJIOM
criocTepeskeHHs He MeHie 84 JHiB (MoKa3zHUKM
cepokoHBepcii);
. 4acToTa cepio3Hux HebakaHUXpeaKiliil.
MOB'A3aHMX 13 NIpenapaTaMy, HE3aNeKHO BiJl
TPHBAIOCTI JIIKYBAHHS. \

. ARLma T -y

(&S]

BTopuHHI aHaJII30 MK JOCIIAMTH KyMYJIATHBHY |
YaCTOTY KPOBOTEY/TPOMOOTHUHMX 11011, 3a |
MOJKITHBICTIO PO3PIZHAIOUYH PEAHUMHU

npo)iNaKTHYHOTO T TEPANEBTHYHOO NiKYBaHHA, |

17. Kpurepii ouinioBanis 6e3nexu

» IliposproBani nebaxaunipeakitii, nop’s3ani 3
npenaparom

» JlaBopaTopHi nokasHHUKH Oesneku

»  KuniniyHi NOKa3HHUKH i
+  36inbIIEHHA aKTUBHOCTI (paKTOpa 3ropTanus |
»  Yacrora KpoBOTEY/ TPOMOOTHUHKX 1101i# |

18. CraTHCTUYHI METOIH

OmnucoBi CTATHCTHYHI METOIH Ty e

19. JlemorpadiyHi NOKa3HUKH
JIOCIII/IKYBAHOT MOyl (CTaTh, BIK,
pacoBa IPHHAJIEKHICTE TOIIO)

3 natienTa 3 remodinicio A 0TpUMyBalM npenapatr |
I'emare 117 — i3 vWD. Ipo pacosy :
NPHHAIEHKHICTH HE NOBIAOMJISIIOCH, ¥

20. PesynbTaTi OUIHKH e()eKTUBHOCTI

[NepBunHi: ,
1. Bianosijs BUMipIoBanu y 2 nanientis, ski |
otpumyBanu npenapat [emare IT (1,86 i '
1,46%) |
2. Ilporsirom 84-1eHHOTO NEPIOy
CHOCTEPEKEHHs HE BIJI3HAYEHO KINIHIYHO |
snauyLioi cepokonsepeii. Cepoxonsepciii |
nis BI'C ta BUI ne cnioctepiraiocs. '
3. YKommux 6e3nocepennix npobem Gesnexn |
HE 3a0KYMEHTOBAHO.
Bropumi: |
BianoBsijb NpH BENHKHX KPOBOTEUAX AYKE BUCOKA |
abo Bucoka B 51/60 nauientin (nume 10 3 axux
orpumysaiu ['emare I1). ¥V oanoro i3 uux
nauieHTiB He GyJI0 BiANOBII, 1110 HMOBIpHO Oy10
OB’ A3aHO 3 TSHKKICTIO KpoBoTeui. HYactoTa |
CIIOHTAHHO BHKJIIMKAHMX €Mi30/1iB KpoBoTeyi OyIia
TICHO OB’ A3aHA 3 METOJIOM JIiKYBaHHsA, 4K 38
noTpeboio, TaK i 3 Npo(INAKTHUHOIO METOIO.

21. Pesyneraru ouinku H6e3nexku

Wonnux Gesnocepeanix mpobiem Gesnexu e Oyio |
3aJI0KyMEHTOBAHO.

Komnux cepitoznnx HebamaHUX ABHIL HE
3aJI0KYMEHTOBAHO. ot

22. BucHoBok (pe3iome)

[licnspeeccTpaitiiini Jlani MpOCHEKTHBHOIO
CHOCTEPEIKEHHS, OTPUMAHI NPOTAIOM 6-pPiYHOTO
1epiojy, CBiAYATH I1PO T, 1O BHKOPHCTOBYBAHI
npenaparti miasmu FVII ta FIX Gy
He3neyHuMH i ePeKTUBHHMHU.
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(minmc)

3asBHUK (BJIACHUK PecCTpallifHoro Anexcic Menpo3sa (Alexis Mendoza)

ITOCBITYEHH) I
["onoBa perioHabHOrO HANPAMKY 7

I'no6anbHOro HOPMATHBHO-MPABOBOTO BIJUILITY

(noBHe iM's)

{TIpoyedypa donosnena nosoio pedaryicio dooamra 30 gionoeiono oo Haxasy MO3 Vipainu Ne
1528 6io 27.06.2019 p.}
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JlonaTok 30

10 [TopsajiKy IIpOBEIEHHS €KCIIEePTH3H
peccTpalliifHuX MaTepialiB Ha JIKapChKi
3aco0HM, 1110 NOJAIOTHCA HA JIEPHKABHY
peccTpalliio (nepepeecTpaiiio), a Takox
eKCIepPTH3U MaTepialliB PO BHECEHHSH
3MIH JIO pEECTpaLliHHUX MaTepialliB
MPOTATOM Ji1 peecTpaiifnoro
noceigdeHHs (yHKT 4 posainy V) J

3BiT Npo KIiHIYHE J0CTIKeHH

1. Hazpa nikapcekoro 3acoby (3a
HasBHOCTI - HOMEP peecTpaliifHoro

I'emare® IT (Haemate® P)

IIOCBI/TYEHHS )
2. 3asiBHHUK «I1CJI Bepinr I'm6X», HiMeuyunna
3. Bupobuuk «LICJI Bepinr 'm6X», HiMeyuuna o

4. TlposeneHi ZOCTIKEHHS:

SAKIIO Hi, IPOCHMO

TaKkm  Hi A
obrpyHTYBaTH

o

1) i nikapeekoro 3acoby, 3a SKUM
BiH OyB 3apeecTpoBanuii abo iforo
MUIAaHYE€ThCS 3aPEECTPYBATH

[ToBHH# OIKC 3aCTOCYBAHHA JIIKAPCHKOTO
3acoby

5. Haspa kJIIHIYHOTO JOCIIGKEHHS,
KOJIOBAaHUH HOMEP KIIIHIYHOIO
JIOCIIKEHHSA

Kniniynuii 3BiT npo 3acrocyBaHHs Qaktopa
VIII HS npu nikyBasHi namiesTis i3
aediuToM aHTureMoiibHOro (hakTopa

[nenTH}IKaIHHUHA HOMEP 1OCHIKeHHA:
Prot. 008

6. daza KIHIYHOro A0CTIDKEHHS

[

7. Ilepion npoBeaeHHS KJIIHIYHOTO
JIOCIIJUKEHHS

1978 — 1982

8. Kpaiuu, B sKMX NPOBOAUIOCH
KJIIHIYHE JTOCIIIKEHHS

Himeuyuyuna

9. KinbKicTh YYaCHHMKIB HOCHIDKEHHS

78 (76 i3 remodinicio A [BKIIOYHO 3 2
HocisiMu remodinii Ali2 i3 VWD)

10. MeTta Ta BTOpMHHI KIHIIEBI TOYKH
KJIIHIYHOTO TOCITIIKEHHS

OCHOBHOIO METOIO I[LOT0 IIPOCITIEKTHBHOTO
BIIKPHUTOrO HEKOHTPOJILOBAHOIO |
JoCIiKeH st 60 nepeBipuTH l
(bapMaKoKiHETUKY, ehEeKTHBHICTD, {
nepeHocuMicTh 1 Oesneky (3o0kpema '
CepoJIOTiIo renaTuTy) npenapary ['emare 1. ’

[TanienTH OTPUMYBATH OHOPA30BO ab0

Gararopa3oBo B/B iH(}y3ii 3a noTpeboio .
(2512500 MO FVIIIL:C na iagy3iio) Ta ‘
OL[HIOBANIUCA TIPOTATOM 26 MICAIIB. |

11. JIn3aiin KJIHIYHOTO JOCT JUKEHHS

ITpocnekTuBHE, BIAKPUTE,
HEKOHTPOJIboBaHe, HaraToleHTPORe.

12. OcHOBHUH KpUTEPiH BKIIIOYEHHS

Jopocii) 3 pisHumMu TunaMu VWD, siki
noTpebyIOTh HEEKCTPEHHOTO XipypriuHoro
BTpYYaHHs

|
|
YuacHukH Oyab-KOro Biky (JTH Ta }
f

13. JlocniKyBaHKH JliKapchKHi 3acib,

[emare I1, y boMy JlociiKeHHI
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PEKHUM BBEICHHA Ta J03YBaHHA

sragyerbes Sk paxrop VI HS (HS o3nauae
«be3ne4Huil BIMHOCHO renatuty By).
Onnopazosa abo Gararopa3oBi B/B indysii:
3a norpeboro (230-2500 MO OVIIIL:C na
in(y3ito) Tpusanicts ouiHoBanus: He
TOBIAOMJIAJIOCH.

14. TTopiBHIOBaHHH Npenapar, pexum
BBEJ/ICHHS Ta J103yBaHHA

BiacyTHii

15. CynyTHs Tepanis

He Bu3Hauvena

16. Kpurepii oniHioBaHHA
e(heKTHBHOCTI

OCHOBHHMM KPHTEPIEM OLIHKH e(heKTHBHOCTI
Oyno Bu3HaueHHs KinbKkocTi (hakTopa VIII,
10 BUAUIAETECA B IJI3MI, 110 BIJIHOLIEHHIO
J10 BBeieHol qo3u (paxtopa VIII
(BIIHOBJIEHHS in Vivo).

17. Kputepii ouinioBaHHA Oe31eKkH

OcHOBHI (i310J10TTYHI TOKA3HUKH,
NOKa3HHUKH KIIIHIKO-1abopaTopHUX
JlocHipKeHb, HebakaHi peakiii, BipycHa
Hesneka.

18. CtaTHCTHYHI METOIH

BigcyTHi

19. Jlemorpadiuni noxkazHukKu
JIOCHIJIKY BaHOT nonyiauil (cTarh, BIK,
pacoBa IPUHAJIEKHICTh TOLIO)

3aranoM BijOueHo 78 nauienTis (11 10
rpynu @K i 67 no kniniynoi rpynu). Cepen
IMX MalieHTiB 76 4OJIOBIYOl cTaTi Ta 2 —
AIHOYOI, BIKOBHH Aiana3zon — sij 0,6 jio 90
pokiB. 20 maiienTiB 6ynu Mojoame 6 poKis;
12 manientiB — y Biti Biz 6 10 10 pokis.
Yci naienTy y JI0CIIIKEHHI
(hapMakoKiHETHKH OYIJIH JOPOCIHMH (BIKOM
17 pokiB i crapiue). I3 76 nanienris i3
remodinieio A 74 6ynu 4osoBikamMu 1 2 —
KiHkaMH, Hocismu remodinii A. [1po
pPacoBy MPHHAIEKHICTH HE MMOBIIOMJISIIOCH.

20. PesynbraTi omiHKK eheKTHBHOCTI

Cepenuiii tin = 12,1 rogunu FVIII:C.
Cepenne knacuyne IVR=74,3% FVIII:C.
Cepenne inkpementne [VR=1,8 (MO
FVII:C/an), 3pocranns npu MO FVIIL:C/kr
YTY nHopmainizoBaHHH

['emocTatuuHa e)eKTHBHICTL OyJia oLiHeHa
AK 3an0BinpHa B 57 i3 67 (85%) nauienTin
10710 TeMO(UILHOT KPOBOTEUI,
podiIaKTHKH MOBTOPHOIT KpoBoTeyi abo
XIpypriqyHoro BTpy4aHHs.

21. Pesynbrarn owiHkH 6e3neku

Ceponoris: 22 Nali€HTH ClOCTEPIraIncs
nonan 3 micdry, 14 namienTis — noxHaj 6
micsni. CepoKOHBEpCIii Ha Bipyc renatury
B (BI'B) y nami€eHTiB 11i/i 4ac cepoJioriyHoro I
criocTepexkerts He 0yo. Y 0HOro g
naiiedra 6yna JlarHocToBaHa
CEpPOKOHBEPCis HA aHIKTEPHUHHIT BIpyC
renatuty A (BI'A), ne-BI'B renatuty, o
BBAXKANOCA HE MOB’A3aHUM 3 1H(DY3I€10
npenapaty ['emare [1.

KiHi4HO 3HAYYIIMX JaHUX LI0J0 OCHOBHH
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]

(bi3ionOriYHMX MOKA3HUKIB HE HAZXOINJIO.
Y JOJIHOTO MAallieHTa He CIoCTePiranocs
HebaykaHHuX peakiliii.

22. BHCHOBOK (pesiome)

Byno miareepmkeno, mo npenapar emare
[T € 6e3neunum Ta ehek THBHUM 3ac060M
JiKyBaHHs reModimii A.

3asBHUK (BJIIACHUK peecTpalliifHoro
HOCBIJIYEHHS )

(mianuc)
Anexcic Menposa (Alexis Mendoza)

I"onoBa perioHaIbHOrO HANPIMKY
I'no6aneHoro HOPpMaTHBHO-IPABOBOTO
BiZLILTY

(moBHe iM'st) i ol

{IIpoyedypa donoenena nosoi peoaryieio dodamra 30 6ionoeiono 0o Haxaéj MO3
Vipainu Ne 1528 6io 27.06.2019 p.}
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o Iopsiaky npoBejieHHs eKCrepTU3u
peECTpallifHAX MaTepiallis Ha JKapehKi
3aco0H, 1110 MOJAIOTHCS HA JepKABHY
peecTpaliio (NepepeecTpaiio), a Takox
EKCIIEPTH3H MaTePIaliB PO BHECEHHS
3MIH JIO peECTpaLliifHUX MaTepialin
POTAIOM i1 peecTpalliifnoro
nocsigyeHHs (nyHkT 4 posaiiy V)

3BiT npo KJIiHIYHE JOCTI/IZKEeHHH

| 1. Hazea niKapebkoro zacoby (3a
HAsIBHOCTI - HOMEP peecTpalifHoro

I'emare® IT (Haemate® P) f

[10CBIJYEHHS)
2. 3aaBHUK «11CJI Bepinr I'm6X», Himeuyunna S
3. BUupoOHHK

4. TIpoBesieH1 JIOCIIKEHHS:

«11CJI Bepinr I'm6X», Himeuyunna “i
SKIIO Hi, TPOCHMO ‘

TaKm  Hi
OOIpYHTYBaTH

1) Tun nikapcbkoro 3aco0y, 3a AKUM
Bin OyB 3apeectposatuii abo ioro
IJIaHY€TLCA 3apPEECTPYBATH

3a MOBHUM JIOChHE |

5. HazBa kJIIHIYHOrO JOCHIGKEHHS,
KOJIOBAHUI HOMED KJIIHIYHOTO
JIOCTIIKEHHSA

Buznauenns antu-BlJI-1 Ta antu-BLJIE l
CEPOKOHBEPCii B MALUECHTIB 3 reMopiieio A
abo xeopoboto hon BinneGpanna nicis
tepanii npenaparom I'emare ]

ImenTHdikaifHuit HoMep JOCTIKEHHH:

6. Maza KINHIYHOTO JOCHIKEHHA

Ilicnspeectpaiiiine

7. [lepion npoBeaeHHs KJIiHIMHOTO
JIOCTIJDKEHHS

i
BI 8.021 /7D-302HA-OB S
|
|

Ksitenn 1985 p. — TpaBens, nunenn 1988 p. |

SRR <5e SRR M. |

8. Kpainu, B sIKHX NPOBOJIMIIOCH
 KJIHIYHE JIOCHIZKEeHHA

' Himewunna, ABcTpis

9. KisibKICTh y4aCHHMKIB JIOCTIKEHHS

139

10. Mera Ta BTOpHHHI KiHIIEBI TOYKH
KJIIHIYHOTO AOCIIKEHH S

JlocnipkeHns 6y10 po3noyaTo i
pETPOCHEKTHBHE Ta IIPOBOIKIIOCH ;
MPOCHEKTHBHO MPOTATOM 3 POKiB, 1106 |
OILIHUTH, 4K 3anobiratoTs nepenayi BLJI
METOJIH BipyCHOI IHaKTHBallll (HarpiBaHHa y
BoaHOMY po3uuui rnpu 60 °C nporarom

10 roaus). -

11. JIu3aiH KIIHIYHOTO AOCIHIAKEHHS

PETPOCHEKTHBHE, BiJIKPHTE,
HEKOHTPOJIbOBAHE

12. OCHOBHMM KpUTEpPIH BIJIIOYEHHS

i
I
Kom6inoBane npoCneKkTHBHE Ta !
|
1
|
|

[TamienTs 3 remogiaiero A ta
' xBopoboro hon Binnebpana

13. JlocnimKyBaHu# JIiKapChbKHii 3acid,
pEeKUM BBEICHHA Ta JJO3YBaHH

'I'emate I1 Ta inwi npenapaty miasmu I
Opna abo kinbka B/B iH(y3ii: 3a notpedoio |

(memiana =17 100 MO FVIIL:C /nauient) |
Tpusanicts < 110 Mmicsuis 1

e =

14. INopiBHIOBaHMIi NPENAPAT, PEHKHM

KonTpoabHa rpyna cknananacs 3 99 _!
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BBECJICHHA Ta JJO3YBaHHA

[ . . . C 7
| NaLieHTIB, AKi 10 1984 poky oTpumyBain |

koHueHTpatu pakropa VIl 6e3 Tepmiunol
00po6KH, BHYTPILUHBOBEHHUIH criocih
BBEJICHHS

15. CynyTHs Teparis

He 3acTocoBy€eThCS

16. KpuTepil omiHropamHs
e)eKTUBHOCTI

He nposoaunocs

1 7. Kputepii ouiHoBanus 6e3nexku

Antu-BlJI cepokonBepeis

18. CTaTHCTUYHI METOIH

BijcyTHi

19. Jlemorpadiyti nokasHUKH
JOCHIJIKYBAHOT ONYJIsiiil (CTaTh, BiK,

| pacoBa NPUHAJIEKHICTH TOLIO)

155 (99 nonatkoBo sAK icTOpHUHA
KOHTpOJIbHA rpyna) YonoBiku Ta KiHKH
Meniana BiKky: 3 poKH

Bikoswii pianaszon: 0,2-82 poxu Pacosa
NPUHANEKHICTE: HE NOBLAOMIISIOCH
[pumimka: 145 ywacnuxis iz cemodpinicio A,
10— iz vWD.

20. Pe3ynbTaT OLIHKH €()eKTHBHOCTI

He nposoaunocs

21. Pesynprati oninku Ge3nexu

Bunanku cepokonsepcii go BIJI BiacyThi.
AnTh-BlJI cepokxonsepciio 6yio
3a70KyMeHToBaHo B 58 (59%) nauienrisn 3
ICTOPHYHOT KOHTPOJILHOI FPYIIH, AKi ;
OTPUMYBAJIM HENACTEPU30BaHi POAYKTH. |
[Hgopmartis npo Hebaxani peaxilii He
30upanacs.

22. BucHoBOK (pe3tome)

Y usomy pocuigkenni 6yno 3pobiaeno
BMCHOBOK, 1110 3aMiCHa Teparlis
IMacTEPH30BAHMMH KOHIIEHTpATAMH (]m.l('ropa
VIII, nijynianumu tepmivnii o6pobui npu 60
°C npotsirom 10 roiut y BOAHOMY PO3YMHI, |
110 CyTi € HE3MEYHOIO Ta HE HeCe PHU3HKY
nepenayi BIJL ;

3asBHMK (BJIACHMK PEECTPALIHHOIO
NOCBITYEHHA)

(niamuc)
Anekcic Menposa (Alexis Mendoza)

["osioBa perioHaIBLHOIO
HanpsaMKy

["nobanbHOro HOpMaTHBHO-
[IPaBOBOI'O BiLAITY

(noBHE iM'A)

{IIpoyedypa donosnena nosow pedakyicio dooamra 30 eionosiono oo Hakaszy MO3

Vrpainu Ne 1528 eio 27.06.2019 p.}
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Annex 30 !
to the Procedure for Conducting Expert |
Evaluation of Registration Materials l‘
Pertinent to Medicinal Products \
Submitted for the State Registration (Re-|
Registration) and for Expert Evaluation |
of Materials about Introduction of ‘
Changes to Registration Materials L
during the Validity Period of |
Registration Certificate (item 4 section |
V)

Clinical study report

1. Name of medicinal product (registration

; ; ’ H ate®
certificate Ne, if available ) tgmate™ P

2. Applicant CSL Behring GmbH, Germany

3. Manufacturer CSL Behring GmbH, Germany
4. Studies conducted: yesE no if no, please justify
1) type of medicinal product, which has
been or will be registered i

Full application medicinal product

Immunological and virological status of

5. Title of clinical trial, code number of patients with hemophilia A or von

clinical trial Willebrand's disease treated with Haemate P
Study identifier: BI 8.021 /7A-401HA-OB

6. Phase of clinical trial v

7. Period of clinical trial January 1983 — March 1989

8. Countries, where clinical trial has been .

conducted S

9. Number of trial subjects 25 patients

The primary objective of this prospective,
open-label, uncontrolled study was to
compare the immunologic and virologic
status between patients treated exclusively
with Haemate P and those treated with other
plasma-derived substances in the past or
during the observation time. Patients received
single or multiple i.v. infusions as required
and were evaluated for up to 2 years.

10. Objective and secondary endpoints of
clinical trial

Prospective, open label, uncontrolled study

I 1. Clinical trial design Dosing: Multiple dosing

Nature of Efficacy assessed: Acute bleeding
Patients with Haemophilia A, von Willebrand
Disease (vWD), and inhibitor Haemophilia A
13. Investigational medicinal product, Haemate® P

mode of administration and strength Other plasma derivatives (non-heated)

14. Reference product, dose, mode of
administration and strength

15. Concomitant therapy ; N/A
16. Criteria for evaluation efficacy Haemostatic efficacy T

12. Main inclusion criteria

N/A
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17. Criteria for evaluation safety

Inhibitors against Factor VII1:C
Infection with hepatitis B virus (HBV) or
HIV virus

Any other AEs related to drug product

18. Statistical methods

N/A

19. Demographic indices of studied
population (sex, age, race, etc.)

25 patients were enrolled in the study, of
whom 13 were treated exclusively with
Haemate P and 12 with Haemate P in
addition to other plasma-derived products.
Both men and women were included, ranging
in age from 1 week to 20 years. Of the 25
patients, 20 had hemophilia A, 1 had mild
VWD, 3 had inhibitor hemophilia A, and
did not have a diagnosis. Race was not
reported.

20. Efficacy results

Efficacy and tolerability was evaluated in 17
patients at a single time point following
infusion. It was judged to be good in 15
patients; in 1 patient with VWD and 1 with
inhibitor hemophilia A, hemostatic efficacy
was rated as moderate.

21. Safety results

There were no cases of seroconversion for
HBV or HIV-1 in 13 previously untreated
patients who received only Haemate P 7
patients had HBV antibodies traced back to
vaccinations. Of the 12 patients who had
been pre-treated with non-pasteurized
plasma-derived products, | patient displayed
HBYV antibodies while his vaccination status
could not be verified; 2 patients with
detectable HBV antibodies in this group had
previously received HBV vaccinations. of
the other 9 patients pre-treated with non-
pasteurized products, 4 had positive HBV
seromarkers upon admission to the study. Of
the 21 patients evaluated for HIV-1 status,
2/12 patients previously treated with blood
products other than Haemate P tested positive
for HIV-1 antibodies. There were no AEs in
15 out of 17 patients evaluated; 1 patient
developed antibodies to FVIII and | died due
to intracranial bleeding.

22. Conclusion (summary)

Haemate P was safe and effective in patients
with hemophilia A. No patients treated
exclusively with Haemate P had any
seroconversions for HBV or HIV-1. In
contrast, 2 patients receiving additional
plasma-derived products other than Haemate
P developed HIV-1 antibodies.

Applicant (registration certificate holder)

e —

I
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ignature - 7
(S g ) DocuSigned by: E

Mlegis Mundoma

BACECO9BAF4E4ABY

Alexis Mendoza

Head Region Intercontinental
Global Regulatory Affairs
(full name)

{Procedure amended by new arnex 30 according to MoH Ukraine Order Ne 1528 of 27. 06.2019 )
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Annex 30

Pertinent to Medicinal Products

of Materials about Introduction of
Changes to Registration Materials
during the Validity Period of

v) -

Clinical study report

I. Name of medicinal product (registration
certificate No, if available )

Haemate® P

2. Applicant

CSL Behring GmbH, Germany

3. Manufacturer

CSL Behring GmbH, Germany

4. Studies conducted:

yesm no if no, please justify

1) type of medicinal product, which has
been or will be registered

Full application medicinal product

5. Title of clinical trial, code number of
clinical trial

An Open-Label, Multicenter Study on
Efficacy and Safety of Von Willebrand
Factor / Factor VIII Complex (Human),
Dried, Pasteurized (BI 8.021) in Surgical
Patients with Von Willebrand’s Disease

Study identifier: BI 8.021 4001

6. Phase of clinical trial

IV (11l in France)

7. Period of clinical trial

October 03, 2001 to July 02, 2003

8. Countries, where clinical trial has been
conducted

Italy, Germany, France, Austria, Spain,
Sweden, Denmark, UK, Brazil

9. Number of trial subjects

29

10. Objective and secondary endpoints of
clinical trial

* To document the pharmacokinetics and
the capability of the plasma-derived BI
8.021 to effectively correct the coagulation
defect in various types of VWD,

* To obtain further information on dosing as
well as on safety and tolerability of BI
8.021 in subjects with VWD.

I'l. Clinical trial design

Prospective, open-label, non-controlled.

12. Main inclusion criteria

Subjects aged > 5 years with VWD requiring
elective surgery under cover of VWE/FVIII
replacement therapy.

13. Investigational medicinal product,
mode of administration and strength

Haemate P
PK phase: Single 1V infusion: ~80 U
VWEF:RCo/kg

Surgical phase: as required {median = 238.5

IU VWF:RCo/kg for minor surgery, and——._|

448.5 IU VWF:RCo/kg for major§urgery)

f|

to the Procedure for Conducting Expert
Evaluation of Registration Materials

Registration Certificate (item 4 section

Submitted for the State Registration (Re-|
Registration) and for Expert Evaluation
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Duration of evaluation: As required afler
surgery.

14. Reference product, dose, mode of
administration and strength

none

15. Concomitant therapy

None required, most frequent include
anesthetics(23), analgesics (21),
antihemorrhagics (21), psycholeptics (19),
systemic anti-bacterials (17)

16. Criteria for evaluation efficacy

Pharmacokinetic parameters: Response and
in vivo recovery of VWF:RCo, VWF:Ag,
FVIIIL:C and CBA; half-life, AUC, clearance,
MRT, Vss of VWF:RCo, VWF:Ag and CBA;
time course of FVIII:C post-infusion levels;
VWF multimers.

Efficacy parameters (surgical part):
Physician’s assessment of clinical efficacy;
transfusion requirements; bleeding time
(optional for children)

I'7. Criteria for evaluation safety

Vital signs, laboratory parameters, adverse
events.

18. Statistical methods

Descriptive statistics.

19. Demographic indices of studied
population (sex, age, race, etc.)

PK phase: 29

Sex: 9 male, 20 female

Median Age: 46 years

Age Range: 5-81 vears

Race/ethnicity 26 Caucasian, 3 Asian
Type of VWD: 10 Type 1, 10 Type 2A, |
Type 2M, 8 Type 3

Surgical phase: 28 subjects
Other details not provided.

20. Efficacy results

Effective hemostasis was achieved in all
cases; hemostatic efficacy as assessed by the
investigator at the end of the study (Day 14)
was excellent or good in all cases (25/25
[100%]  patients). The  investigator’s
assessment was moderate in 1 Type 3 VWD
patient at only 1 time point (immediately
following surgery).

Prolonged bleeding time was completely
corrected in 9, partially corrected in 13
subjects,

Mean VWF;RCo levels after surgery and
during the first 3 maintenance infusions
ranged between 60-70% before and 165 to
170 after infusion.

Dose-linearity of VWF:RCO was
demonstrated over a wide range of doses.
Median half life for all subjects was 6.3 hours
(range 1.1 to 14.1 hours).

21. Safety results

Due to the surgical setting of the study, the :
total number of subjects with documented

AEs was high (75%). Only 5 AEs were

I
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considered by the investigator to be related to
Haemate P. Out of 4 serious adverse events
(SAEs) reported, 1 (pulmonary embolism)
was considered to be related to Haemate P.

Haemate P is an effective and safe treatment
in subjects with VWD undergoing surgery.
PK-based dosing is feasible and a possibility
to individualize dosing.

22. Conclusion (summary)

(signature)

Applicant (registration certificate holder) Kl Mendizs

Head Region Intercontinental
Global Regulatory Affairs
(full pame) |

{Procedure amended by new annex 30 according to MoH Ukraine Order N 1528 of 27.06.2019 }
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Annex 30 i
to the Procedure for Conducting Expert |
Evaluation of Registration Materials ‘-
Pertinent to Medicinal Products
Submitted for the State Registration (Re-|
Registration) and for Expert Evaluation
of Materials about Introduction of
Changes to Registration Materials
during the Validity Period of
’_Regislrati()n Certificate (item 4 section |
vy |

Clinical study report

I. Name of medicinal product (registration

certificate No, if available ) Haemate® P

2. Applicant CSL Behring GmbH, Germany
3. Manufacturer CSL Behring GmbH, Germany
4. Studies conducted: yesm no  if no, please justify

1) type of medicinal product, which has

. . F licati icinal prod
been or will be registered ull application medicinal product

PHARMACOKINETIC STUDY OF THE
USE OF HUMATE-P®,
ANTIHEMOPHILIC FACTOR (HUMAN)
DRIED, PASEURIZED, IN PATIENTS
WITH VON WILLEBRAND DISEASE

5. Title of ¢linical trial, code number of
clinical trial

Study No. AP 7000-20]

6. Phase of clinical trial [

7. Period of clinical trial October 01, 1996 — August 31, 1999
8. Countries, where clinical trial has been USA

conducted

Total 10 patients, 4 of them received
successively both formulations of Humate-P¥
(previous and current), 6 the current
formulation only.

To evaluate the clinical safety and
pharmacokinetics of Humate-P®,
administered to patients with von Willebrand
disease, as demonstrated by low pre-infusion
plasma levels of Ristocetin Cofactor (RiCof),
vWfAntigen (vWTfAg) and FVIII activity
(EVIIL:C)

Prospective, open, single-center, non-
controlled study.

Clinical and laboratory diagnosis of vWD

9. Number of trial subjects

10. Objective and secondary endpoints of
clinical trial

11. Clinical trial design

12. Main inclusion criteria (reduced levels of RiCof, vWfiAg and
FWI:C)
Humate-P"*
13. Investigational medicinal product, Single i.v. infusions: (mean = 80 U
mode of administration and sirength VWF:RCo/kg (32.6 FVIII:C/kg)

Duration of evaluation: <50 hours

\14
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*The formulation of Humate-P® was modified during the
study. The lots produced by the different manufacturing
methods did not differ appreciably in their composition. In
the interim report the two different formulations were named|
"original” and "modified". However, in the final report the
two formulations were named "previous" and "current” as
this was considered an improved choice of words.

14. Reference product, dose, mode of
administration and strength

none

15. Concomitant therapy

All medicines taken within one month prior
to and during the study was to be
documented

16. Criteria for evaluation efficacy

PHARMACOKINETIC PARAMETERS: /n
vivo recovery, half-life, AUDC, time course
of values, mean residence time, clearance,
volume of distribution at steady state for
RiCof and vWE Ag. For FVIII:C in vivo
recovery and time course of values was
assessed.

FURTHER PARAMETERS: vWf multimer
analysis, bleeding time

I7. Criteria for evaluation safety

Adverse events, vital signs, abnormal
laboratory values required investigator
comment, viral markers serology (HAV,
KBV, HCV, HN and parvovirus B 19)

| 8. Statistical methods

The pharmacokinetic analysis was performed
by nonlinear regression using the program
package HOEREP-PC (version 2.00.14). The
profiles of RiCof and vWTf:Ag in the plasma
were described by a monoexponential
function corresponding to an open one-
compartment model

The analysis was performed descriptively.

19. Demographic indices of studied
population (sex, age, race, etc.)

Total subjects: 10 (4 of them received
successively both formulations of Humate-P®
(previous and current), 6 the current
formulation only).

Sex: 2 males and 8§ females

Age (Median and range): 39 (14-70) years
Race/ethnicity: not provided

vWD type: 3 patients had type I, 5 type Il and
2 type III vWD.

20. Efficacy results

Median ti2=10.3 hours (range 6.4 to 18.6)
VWEF:RCo; 15.6 hours VWF:Ag (range 11.1
to 27.9)

Median classic [VR=71% VWF:RCo; 69%
VWEF:Ag

Median incremental IVR=1.89 (1U
VWF:RCo/dL) per IU VWF:RCo/kg; 1.88
(TU VWF:Ag/dL) per IlU VWF:Ag/kg.
Prolonged bleeding times corrected in all
patients at either | or 6 hours post-infusion.

21. Safety results

No serious, severe or unexpected adverse
events occurred, and no patient was
prematurely discontinued from the study due

¥
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to an adverse event. Two patients had a total
of seven mild adverse events reported.

22. Conclusion (summary)

This study summarizes findings based on 10
vWD patients who received the current
formulation of Humate-P®. Four of these
patients were also treated with the previous
formulation. The PK parameters were in
good agreement with other PK studies. The
study product was well tolerated in all
patients enrolled in the study.

Applicant (registration certificate holder)

(signature)

Alexis Mendoza

Head Region Intercontinental
Global Regulatory Affairs

(full name)

{Procedure amended by new annex 30 according to MoH Ukraine Order No 1528 of 27.06.20]9 }
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Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials |
Pertinent to Medicinal Products |
Submitted for the State Registration (Re-|
Registration) and for Expert Evaluation |
of Materials about Introduction of
Changes to Registration Materials

during the Validity Period of ,
Registration Certificate (item 4 section
1%

Clinical study report

I. Name of medicinal product (registration

®
certificate N, if available ) Haemite” P

2. Applicant CSL Behring GmbH, Germany
3. Manufacturer CSL Behring GmbH, Germany
4. Studies conducted: yesm no  ifno, please justify

1) type of medicinal product, which has

been or will be registered Full application medicinal product

Study of Safety and Efficacy of
Antihemophilic Factor / von Willebrand
Factor Complex (Haemate-P¥) Using
Individualized Dosing in Pediatric and Adult
Surgical Subjects with von Willebrand

5. Title of clinical trial, code number of
clinical trial

Disease
Study identifier: AP 7000/1 4002
6. Phase of clinical trial A%
7. Period of clinical trial July 17, 2002 to May 16, 2006
8. Countries, where clinical trial has been USA, EU (Poland, Austria)
conducted
9. Number of trial subjects 42 in total (with PK dose), 35 with surgery
* To demonstrate the efficacy and safety of
Haemate-P® in preventing excessive
bleeding in pediatric and adult surgical
subjects with VWD using individualized
dosing based on VWF:RCo and FVIII:C
monitoring.
» To document the pharmacokinetics of
Haemate-P® in pediatric and adult
10. Objective and secondary endpoints of subjects with various types of VWD.
clinical trial * To document the intra- and inter-subject

variability in IVR per 1 ITU VWF:RCo
over the range of doses (1U/kg)
administered

¢ To document the capability of Haemate-
P® to normalize the coagulation defect in
VWD as demonstrated by an increment of
the plasma activity of VWF:RCo and
FVIIL.C.
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* To analyze the actual dosage and duration
of treatment in surgical procedures.

* To analyze the actual dosage and duration
of treatment in VWD Type I, 2 and 3
subjects.

* To explore the correlation among
VWF:RCo levels, closure time (PFA),
FVII:C levels, CBA and clinical efficacy.

11. Clinical trial design

Prospective, open-label, non-controlled,
multicenter

I 2. Main inclusion criteria

Subjects of any age (pediatric and adult) with
various types of VWD undergoing non-
emergency surgical procedures

13. Investigational medicinal product,
mode of administration and strength

Haemate-P

PK phase

Single 1V infusion: ~60 IU VWF:RCo/kg
Surgical phase

As required (median = 64 [U VWF:RCo/kg
for oral surgery, 292 U VWF:RCo/kg for
minor surgery, and 241 [U VWF:RCo/kg for
major surgery)

Duration of evaluation: As required after
surgery

14. Reference product, dose, mode of
administration and strength

none

15. Concomitant therapy

None specified

16. Criteria for evaluation efficacy

Pharmacokinetic parameters: in vivo recovery
of VWF:RCo, VWF:Ag, and FVIII:C
(incremental and in %); half-life, AUC,
clearance, MRT, Vss of VWF:RCo, VWF:Ag;
time course of FVII:C and CBA post-
infusion levels; VWF multimers

Efficacy parameters (surgical part):
Investigator’s assessment of hemostatic
efficacy immediately afier the completion of
the surgical procedure, 24 hours after the last
Haemate-P® infusion (the primary endpoint),
and at 14 days after surgery; transfusion
requirements; predicted and estimated blood
loss.

I'7. Criteria for evaluation safety

Vital signs, laboratory parameters, adverse
events, viral safety

18. Statistical methods

Descriptive statistics. Two-sided 95%
confidence limits according to Blyth-Still-
Cassella for the proportion of subjects rated as
“good/excellent” by the investigator with
respect to overall hemostatic efficacy.

19. Demographic indices of studied
population (sex, age, race, etc.)

PK Phase

Number of subjects: 42

Sex: 14 male and 28 female

Median age (range): 21 (1 to 75 years).

Race/ethnicity: 31(73.8%) Caucasian, 2
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(4.8%) Black 2(3%), 1 (2.4%) Asian, 7

(16.7%) Hispanic, 1 (2.4%) Other
Hemostatic efficacy rated as excellent or good
in 91% of subjects on day of surgery, and in
100% 14 days after surgery.

Median IVR value of VWF:RCo was 2.4%,
One unit of VWF:RCo leads to an increase in
VWF:RCo plasma level of about 1.5%. The
20. Efficacy results same trend can be seen in the median IVR
value of FVIII:C (2.7%), where in general an
increase of 2% can be expected.

} Median effective half-life was 6.8 h (range 0.2
- 74.9 h), while the median elimination half-

life of VWF:RCo was found to be 11.7 h

(range 3.5 - 74.9 h).

No seroconversions for HAV, HBV, HCV, or

< | BI9V

PK phase

3 (7%) subjects with AEs
21. Safety results 3 (7%) with related AEs
Surgical phase

30 (86%) subjects with AEs
3 (9%) with related AEs

5 (14%) with SAEs

Haemate-P® is safe and effective in
preventing excessive bleeding during and afier
surgery in VWD subjects undergoing a variety
of surgical procedures. PK-based dosing is
feasible and effective in individualizing
dosing prior to, and immediately afier,
surgery. However, since PK-based dosing is
not practical in the actual management of
VWD subjects outside the parameters of
clinical trials, this study demonstrates that
Haemate-P¥ is safe and effective when
administered at doses up to 130 1U/kg in
subjects with all types of VWD undergoing
procedures ranging from simple tooth
extraction to neurosurgical or orthopedic
procedures.

22. Conclusion (summary)

I
(signature) }
Applicant (registration certificate holder) Alexis Mendaza {
Head Region Intercontinental i
\ Global Regulatory AfTairs !
[ (full name) /i

{Procedure amended by new annex 30 according to MoH Ukraine Order No | T‘Mﬁ? 16,2019 )
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Annex 30 !
to the Procedure for Conducting Expert |
Evaluation of Registration Materials '
Pertinent to Medicinal Products ‘
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation |
of Materials about Introduction of

Changes to Registration Materials |
during the Validity Period of !
Registration Certificate (item 4 section |
V)

Clinical study report

I. Name of medicinal product (registration

®
certificate No, if available ) Hasmate"

2. Applicant CSL Behring GmbH, Germany
3. Manufacturer CSL Behring GmbH, Germany
4. Studies conducted: yesm no if no, please justify

I) type of medicinal product, which has

been or will be registered Full application medicinal product

Clinical study of Humate-P" for serious, life-
or limb-threatening bleeding or emergency

5. Title of clinical trial, code number of surgery in subjects with von Willebrand
clinical trial Disease (vWD)

Study Identifier: AP 7000/1-4001

6. Phase of clinical trial ) I1Ib
7. Period of clinical trial November 03, 1998 to August 19, 1999
8. Countries, where clinical trial has been

conducted USA, Puerto Rico

A total of 71 subjects were enrolled in the
study. Of these subjects, 14 were enrolled
more than once (2 to 8 times), resulting in 104
treatment events (33 serious bleeding, 42

9. Number of trial subjects surgical, and 9 prophylaxis events). Subjects
who enrolled more than once may have
received study medication for more than |
type of indication and/or had more than |
treatment event in the same indication.

The primary objective of this study was to
demonstrate the safety of Humate-P® in
subjects with vWD in 1) serious, life- or limb-
threatening bleeding situations and 2) urgent
and necessary surgery. This study was
expanded to include compassionate use of
Humate-P in subjects who, in the
investigator’s clinical judgement, needed
prophylactic Humate-P to treat bleeding or
prevent rebleeding following surgery or
bleeding episode. Secondary objectives were
assessment of the hemostatic efficacy of
Humate-P and of the biologic recovery of von

10. Objective and secondary endpoints of
clinical trial
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Willebrand factor:ristocetin cofactor
(vWEF:RCof) activity in bleeding situations.
Open-labeled, prospective, nonrandomized,
uncontrolled, and multi-center study

Male or female subjects of any age with a
diagnosis of congenital vWD, in which
desmopressin was known or suspected to be
inadequate. Subjects were expected to respond
to exogenously administered vWF and have a
need for urgent or emergent necessary surgery
-OR a life- or limb-threatening hemorrhage.
Although not planned in the protocol, subjects
who, in the investigator’s judgement, required
prophylactic treatment and who had the
potential for rebleeding that required
continued Humate-P treatment following
surgery or bleeding episode also were allowed
to enroll.

Humate-P Dosing: Single i.v. infusions
(loading dose): 60-80 IU VWF:RCo/kg, with
subsequent maintenance infusions between 40
and 60 IlU VWF:RCo/kg every 8-12 hours for
3 days (further infusions could be given up to
7 days).

Duration of evaluation: 3-7 days

I'1. Clinical trial design

12. Main inclusion criteria

13. Investigational medicinal product,
mode of administration and strength

14. Reference product, dose, mode of
administration and strength

15. Concomitant therapy None required

EFFICACY PARAMETERS included the
investigator’s assessment of hemostatic
efficacy (excellent/good, fair/poor, or none) of
study medication and biologic recovery of
vWF:RCof in the bleeding state. Additional
efficacy assessments were measurements of
study medication infusion, including actual
versus anticipated numbers of infusions and
days with treatment, and occurrence of visible
hemorrhages.

none

PHARMACOKINETIC PARAMETERS:

16. Criteria for evaluation efficacy vWD laboratory testing or presurgery in vivo
recovery determination was completed only if
the subjects did not receive any plasma or
plasma components or plasma-derived or
recombinant coagulation factors, other than
study medication, within 48 hours prior to the
study medication infusion. Subjects in the
serious bleeding and prophylaxis arms had
vWD laboratory testing (peak and trough
levels [recovery]) performed for the first
infusion only. Subjects in the surgical arm
whose medical condition allowed
participation in pre-surgery in vivo studies had
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blood samples drawn in a non-bleeding state
for pre and post-infusion for assessment of
vWF:RCof levels. The presurgery in vivo
recovery parameters area under the curve
(AUC), clearance (Cl), volume of distribution
(Vss), and elimination half-life (t,2) were
determined for vonWillebrand factor antigen
(VWEF:Ag) and vWF:RCof. Standardized
AUC, Cl, and Vss also were calculated.
Subjects in the surgical arm also had
postsurgical vWD laboratory testing (peak and
trough testing) performed after each dose in
the first 24 hours (Day 1 [day of surgery]),
after 1 daily dose on Days 2 and 3, and after |
daily dose every other day for the duration of
time the subject received study medication up
to Day 8.

I7. Criteria for evaluation safety

Adverse events (AEs), physical examinations,
including height and weight, and vital signs.
The incidence of unexpected and treatment-
related AEs was the primary safety variable.

18. Statistical methods

All statistical analyses were descriptive. No
formal statistical testing was performed.

19. Demographic indices of studied
population (sex, age, race, etc.)

Number of subjects: 71

Sex: 34 male and 37 female

Median age (range): 39 (0.3 to 82 years).
Race/ethnicity: 61 (86%) Caucasian, 5 (7%)
black, 2(3%) Hispanic, 3 (4%) other

20. Efficacy results

Hemostatic overall efficacy was rated as
excellent or good in 99% of the 101 evaluable
treatment events.

Median incremental IVR, [U VWF:RCo/dl.
per IU VWF:RCo/kg

-Serious bleeding indication: 1.5

-Surgical indication: 1.7

-Prophylaxis indication: 0.8

Median ti2 = 6.82 hours VWF:RCo.

21. Safety results

118 AEs in 37 patients.

9 treatment-related AEs in 7 patients.

3 unexpected, related AEs (peripheral edema,
extremity pain, and pseudo-
thrombocytopenia) in 2 patients.

14 serious AEs in 9 patients.

22. Conclusion (summary)

This study supports the safety and efficacy of
Humate-P® for the treatment of bleeding and
the prevention of surgical hemorrhage in
subjects with vWD administered at doses
similar to those recommended in the currently
approved product information for bleeding.
The safety profile of Humate-P® was
favorable, with only 3 unexpected, related
AEs reported. The results of the use of

Humate-P* for prophylaxis are difficult to

’
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interpret because of the small sample size
evaluated; however, Humate-P* was generally
well tolerated in this indication.

Applicant (registration certificate holder)

(signature)
Alexis Mendoza

Head Region Intercontinental
Global Regulatory Affairs
(full name)

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2

019}
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Annex 30

Evaluation of Registration Materials
Pertinent to Medicinal Products

of Materials about Introduction of
Changes to Registration Materials
during the Validity Period of

vy

Clinical study report

I. Name of medicinal product (registration
certificate No, if available )

Haemate® P

CSL Behring GmbH, Germany

2. Applicant (
3. Manufacturer CSL Behring GmbH, Germany
4. Studies conducted: yesm no if no, please justify

1) type of medicinal product, which has
been or will be registered

Full application medicinal product

5. Title of clinical trial, code number of
clinical trial

Humate P (Haemate P) pharmacokinetic
comparison of batches produced with the
original method and with modified
manufacturing process

Study identifier: BI 8.021-7S-501XX

6. Phase of clinical trial

I

7. Period of clinical trial

March 1985 - February 1990

8. Countries, where clinical trial has been
conducted

Sweden

9. Number of trial subjects

12

10. Objective and secondary endpoints of
clinical trial

To compare basic pharmacokinetic variables
(response, in vivo recovery and biological
half-life time) of Haemate batches
manufactured with a modified method with
the batches produced according to the
original manufacturing process.

I'l. Clinical trial design

Open-label, active controlled, retrospective,
and crossover study.

12. Main inclusion criteria

Patient with haemophilia A or v Willebrand’s
disease receiving regular treatment with
Humate P (Haemate).

I3. Investigational medicinal product,
mode of administration and strength

Haemate P

Single IV infusion: as required (median =
3.1 and 19.2 FVIIL:C IU/kg for VWD
and hemophilia A for modified method)
Duration of evaluation: < 48 hours

14. Reference product, dose, mode of
administration and strength

Single I'V infusion: as required (median =
17.6 and 15.5 FVIII:C 1U /kg for VWD.
and hemophilia A for original method

¥

to the Procedure for Conducting Expert |

Submitted for the State Registration (Re-|
Registration) and for Expert Evaluation |

Registration Certificate (item 4 section
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15. Concomitant therapy None required

Calculation of the response, calculation of
the in vivo recovery, biological half-life time.

17. Criteria for evaluation safety Adverse events
18. Statistical methods N/A

12 (8 patients with VWD and 4 with
hemophilia A)

19. Demographic indices of studied Sex: 6 males and 5 females, 1 not
population (sex, age, race, etc.) documented

Median age (range): 16.5 (3-42) years
Race/ethnicity: not reported

Comparable PK variables. No difference
were observed in the response for FVII:C
and vWF:RCo to Haemate P produced with
the original method or with the modified
process.

VWD patients

Median ti2 = 6.1 hours VWF:RCo for
original method, and 9.8 hours VWF:RCo for
modified method.

Median classic IVR=151.5% VWF:RCo for
original methods and 127.9% VWF:RCo for
modified method.

Median incremental IVR=3.3 (IU

20. Efficacy results VWF:RCo/dL) per IlU VWF:RCo/kg for
original method and 3.0 (IU VWF:RCo/dL.)
per IU VWF:RCo/kg for modified method.
Hemophilia A patients

Median ti2 = 15.2 hours FVIII:C for original
method, and 11.6 hours FVIII:C for modified
method.

Median classic IVR=75.3% FVIII:C for
original method and 88.7% FVIII:C for
modified method.

Median incremental [VR=1.5 (IU
FVII:C/dL) per IU FVIII:C/kg for original
method and 2.6 (1U FVIIL:C/dL) per iU
FVIIIL:C/kg for modified method.

No adverse events (AEs) were observed
within this study

From this study, it can be concluded that the
small change in the manufacturing process
22. Conclusion (summary) did not affect the basic pharmacokinetic
properties of Haemate P in any appreciable
extent.

16. Criteria for evaluation efficacy

21. Safety results

(signature)
Applicant (registration certificate holder)

Alexis Mendoza

| | Head Region Intercontinental
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Annex 30 |
to the Procedure for Conducting Expert |
Evaluation of Registration Materials ‘
Pertinent to Medicinal Products
Submitted for the State Registration (Re-!
Registration) and for Expert Evaluation |
of Materials about Introduction of
Changes to Registration Materials
during the Validity Period of i
Registration Certificate (item 4 section

v, |

Clinical study report

|. Name of medicinal product
(registration certificate No, if available )

Haemate®™ P

2. Applicant

CSL Behring GmbH, Germany

3. Manufacturer

CSL Behring GmbH, Germany

4. Studies conducted:

yesm no  if no, please justify

1) type of medicinal product, which has
been or will be registered

Full application medicinal product

5. Title of clinical trial, code number of
clinical trial

Comparative pharmacokinetic study on Haemate P and
Factor VIII.C P

Study Identifier: BI 4.022/7MN-101HA-B

6. Phase of clinical trial

Not defined or reported

7. Period of clinical trial

April 1988 — January 1989

8. Countries, where clinical trial has been
conducted

Italy, Sweden, West Germany

9. Number of trial subjects

8 patients

10. Objective and secondary endpoints of
clinical trial

Comparison of pharmacokinetic variables of Factor
VIIIL: C P and Haemate P by three different analytical
assay systems

11. Clinical trial design

One clinic, three analyzing laboratories, controlled.
open, crossover (with at least 5 days of washout
period) comparison of Factor VI11:C P and Haemate I’
by each of the three different assay systems

12. Main inclusion criteria

Adult multi-transfused patients with severe
haemophilia A (residual factor VIII activity < | %), in
bleeding-free interval

I 3. Investigational medicinal product,
mode of administration and strength

Haemate P (F VIII)

bottle with dry substance containing 1000 I.U.
F VIII:C to be dissolved in 30 ml water for inj.
Ready to use solution contains:

F VI11:C 25 IU/ml

vWEF: RCoF 50-60 [U/ml

14. Reference product, dose, mode of
administration and strength

Factor VI11:C P (F VIII1:C) Beriate P

bottle with dry substance containing 1000 1.U.
F VIII:C to be dissolved in 30 ml water for inj.
Ready to use solution contains:

F VIIIL:C 25 TU/ml

vWF:RCoF < 10 IU/ml
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15. Concomitant therapy

None

16. Criteria for evaluation efficacy

Kinetics per drug and assay method: half-life (t 1),
area under the concentration-time curve (AUC),
volume of distribution at steady state (Vs), clearance
(Cl), mean residence time (MRT), in vivo recovery
(IVR), response.

17. Criteria for evaluation safety

Spontaneous reporting of adverse reactions

18. Statistical methods

Descriptive and graphical methods; non-linear
regression and model -independent approach

19. Demographic indices of studied
population (sex, age, race, etc.)

All male
Median age 22 years (range 14 to 48)

Race/ethnicity not provided

20. Efficacy results

Bioequivalence in terms of Factor VI11:C P and
Haemate P could be shown with regard to the area
under the concentration-time curve and the terminal
half- life.

Clearance and steady-state volume of distribution
appeared to be slightly larger for Factor VII1:C P,
compared to Haemate P; however, bioequivalence of
the two products was not affected by these minor
differences.

The two-stage method was found to be unreliable and
unreproducible for measuring the factor VIII activity
and was excluded from this analysis.

21. Safety results

No adverse events related to either of the study drugs
were observed.

22. Conclusion (summary)

The results of the study indicate that the change in the
manufacturing process resulting in considerably
reduced vWF:RCoF in Factor VIII:C P (Beriate P) as
compared to Haemate P did not appreciably affect the
in vivo recovery, the response or the biological half-
life.

Applicant (registration certificate
holdewr)

(signature)
Alexis Mendoza

Head Region Intercontinental
Global Regulatory Affairs

(full name)

{Procedure amended by new annex 30 according to MoH Ukraine Order No 1528 of 27.06.201 U,T

]
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Annex 30 ?
to the Procedure for Conducting Expert |
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation |
of Materials about Introduction of
Changes to Registration Materials
during the Validity Period of
Registration Certificate (item 4 section

Ny

Ctinical study report

certificate No, if available )

I. Name of medicinal product (registration

Haemate® p

2. Applicant

CSL Behring GmbH, Germany

3. Manufacturer

CSL Behring GmbH, Germany

4. Studies conducted:

YESH 1o if no, please justify

1) type of medicinal product, which has
been or will be registered

Full application medicinal product

5. Title of clinical trial, code number of
clinical trial

Comparative pharmacokinetic study on Factor VIII:
C HS and Haemate HS

Study identifier: BI 4.022/7D-102HA

6. Phase of clinical trial

7. Period of clinical trial

April 1988 — January 1989

8. Countries, where clinical trial has been
conducted

Germany

9. Number of trial subjects

10

10. Objective and secondary endpoints of
clinical trial

The aim of the study was to determine and com pare
the in vivo recoveries and biological half-life times
of both preparations of FACTOR V111:C HS and
Haemate HS.

11. Clinical trial design

Randomized cross — over clinical trial

12. Main inclusion criteria

10 male patients with severe and moderate
haemophilia A.

Excluded if this was their first exposure to plasma
derivatives; had negative seromarkers of hepatitis B,
age under 16 years, inhibitors against FVII1:C in
patient’s plasma; residual FVIII:C activity over 5%
of normal.

13. Investigational medicinal product,
mode of administration and strength

Haemate P (F VIII)

bottle with dry substance containing 1000 1.U.
F VIIL:C to be dissolved in 30 ml water for [V
injection.

Ready to use solution contains:

F VIII.C 25 IU/ml

vWE: RCoF 50-60 1U/ml

14. Reference product, dose, mode of
administration and strength

Factor VIII:C P (F VII1:C)
bottle with dry substance containing 1000 1.U.

F VIII:C to be dissolved in 30 m| water for inj.
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Ready to use solution contains:
F VIIIL:C 25 IU/ml
VWE:RCoF 5 10 [U/ml

15. Concomitant therapy

none

16. Criteria for evaluation efficacy

PK parameters only

17. Criteria for evaluation safaty

Adverse reactions

18. Statistical methods

Not defined

19. Demographic indices of studied
population (sex, age, race, etc.)

10 males with severe to moderate hemophilia A.
Mean age was 40.1 years (range 20 to 62 years).

Race/ethnicity not reported

20. Efficacy results

The maximal response and response calculated at 30
minutes after the injection was higher for Factor
VIIIL: C HS (mean response mayx 2.38 +0.76; mean
response somin 2.18 + 0.73) than for Haemate HS
(mean response max 1.83 + 0.82; mean response 3omin
1.39 +0.27). The differences were not statistically
significant.

The IVR max was considerably higher for Factor
VIIL: C HS (93.5 +28.5%) than for Haemate HS
(72.5 + 31.9%).

Mean terminal half-lives were similar (1534 +5.58
for Factor VIII: C HS and 16.17 + 5.83 h)

21. Safety results

All injections of both tested preparations were well
tolerated. No adverse reactions to the tested products
were observed.

22. Conclusion (summary)

The infusions were well tolerated. There were PK.
parameter differences noted between the 2
formulations. However, the PK parameters measured
following IV infusion were within the expected
ranges for plasma derived FVIII products in
hemophilia A.

Applicant (registration certificate holdewr)

(signature)
Alexis Mendoza

Head Region Intercontinental
Global Regulatory Affairs
| (full name)

{Procedure amended by new annex 30 ac cording to MoH Ukraine Order No 1528 of 27.06.20, 19)
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Amnex30 ]

to the Procedure for Conducting Expert i
Evaluation of Registration Materials \
Pertinent to Medicinal Products i
Submitted for the State Registration (Re-|
Registration) and for Expert Evaluation
of Materials about Introduction of f
Changes to Registration Materials |
during the Validity Period of
Registration Certificate (item 4 section
v)

|
|

Clinical study report

1. Name of medicinal product (registration

certificate No, if available ) Haemate® P

2. Applicant CSL Behring GmbH, Germany

3. Manufacturer CSL Behring GmbH, Germany

4. Studies conducted: yesw no if no, please justify

1) type of medicinal product, which has Full application medicinal product

been or will be registered

Report on the safety and efficacy of Haemate®
P in Canadian patients with von Willebrand
disease.

Study Identifier: BI 8.021/7-CDN-501VW

5. Title of clinical trial, code number of
clinical trial

Retrospective data collection under the
Emergency Drug Release Program (EDRP)
for Haemate® P in Canadian von Willebrand
disease patients

Start of the Emergency Drug Release Program
7. Period of clinical trial (EDRP): November 22, 1991; Data collection
cut-off: April 30, 1996

6. Phase of clinical trial

8. Countries, where clinical trial has been

conducted Canada

97 primary population; 96 secondary
population

To document thee efficacy and safety in
Canadian patients with vWD who were
treated with Haemate P under the EDRP
between November 22, 1991 and April 30,
1996

Non-controlled, retrospective data collection
by on-site retrieval for source data or remote
retrieval by structured interview via telephone
and or facsimile

All patients with vWD, regardless of their age
and sex, were eligible for treatment in centers
authorized under the EDRP. Patients for
whom the data were obtained from source
data were eligible for evaluation in the group
"Primary Population". Patients for whom data

9. Number of trial subjects

10. Objective and secondary endpoints of
clinical trial

I'l. Clinical trial design

12. Main inclusion criteria
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were collected by means of remote data
retrieval were eligible for the group
“Secondary Population”

b ]

13. Investigational medicinal product, mode
of administration and strength

In total 4,557,110 units of Haemate P or
Humate-P were administrated by IV infusions:
1,892 separate infusions were used for the
primary population the number of the
individual infusions for the secondary
population is not exactly known. The overall
median amount of Haemate P or Humate-P
administered per treatment was approximatel y
29 units (containing 28.7 IU FVIII and 72.8
IU vWF:RCof).

14. Reference product, dose, mode of
administration and strength

None

15. Concomitant therapy

None specified

16. Criteria for evaluation efficacy

Clinical efficacy: excellent/good or poor/none
Laboratory efficacy parameters: course and
IVR of vWF:RCof and FVIII:C values

I'7. Criteria for evaluation safety

Adverse events

18. Statistical methods

Descriptive statistical methods using medians
and ranges

19. Demographic indices of studied
population (sex, age, race, elc.)

Number of subjects: 97

Sex: 58 male and 39 female primary
population; 41 males and 55 females
secondary population

Median age (range): 20 (0.4 to 81.1 years) in
primary population

Race/ethnicity: not reported

20. Efficacy results

Good or excellent clinical efficacy was
achieved in 95% of treatment events. For
surgery, bleeding events and prophylactic use,
the majority of infusions resulted in good or
excellent outcome for 72 of 73 (99%) surgical
cases, 332 of 344 (97%) bleeding events, and
20 of 20 (100%) prophylactic uses the
efficacy was rated as "excellent/good". The
treatment of "other" events resulted in good or
excellent outcome in 80 of 93 (86%) cases.
The highest incidence of responses classified
as "poor/none" was observed for the treatment
of bleeding among vWD type 111 patients (10
of 208 bleeding events [5%]) and patients
with “other” vWD type" (2 of 27 bleeding
events, [7%]). The lowest rate of "excellent
/good" efficacy was seen in the category
"other

events” (80 of 93 "other events" [86%)])
However, only in 5 out of 93 cases (5%) the
efficacy was actually assessed as "poor/none";
in the remaining 8 cases an assessment of the
clinical efficacy was rated as "unable to
assess" or sometimes even not aimed at (e g
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in cases where the infusion of Haemate P was
undertaken in non-bleeding patients in order
to evaluate pharmacokinetic variables).
Actually, 80 of the 85 evaluable cases (94%)
were classified as having good or excellent
efficacy. Separate analysis of the pediatric
population revealed overall
"excellent/good" efficacy for 17 of 17 (100%)
treatment in infants, 155 of 164 (94. 5%)
treatments in children and 76 of 81 (93. 8%)
treatments in adolescents.
Primary Population (n=97)

16 (16%) subjects with AEs

4 (4%) with related AEs
21. Safety results I (1%) with a not related SAEs
Secondary Population (n=96)

5 (5%) subjects with AEs

2 (2%) with related AEs
Haemate P was shown to be safe and effective
in this retrospective study covering a wide
scale of indications in pediatric and adult
patients with various types of vWD

22. Conclusion (summary)

(signature)
Applicant (registration certificate holder) e Mpnido
Head Region Intercontinental
Global Regulatory Affairs
(full name) ]

;lerocedure amended by new annex 30 according to MoH Ukraine Order No 1528 ;f_f 7.06.2019 }
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Annex 30 '
to the Procedure for Conducting Expert |
Evaluation of Registration Materials ‘
Pertinent to Medicinal Products f
Submitted for the State Registration (Re-|
Registration) and for Expert Evaluation |
of Materials about Introduction of r
Changes to Registration Materials !
during the Validity Period of |
Registration Certificate (item 4 section ‘
V)

Clinical study report

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

]

Haemate® P

CSL Behring GmbH, Germany

2. Applicant
3. Manufacturer

CSL Behring GmbH, Germany

N

. Studies conducted:

yesm no  ifno, please justify

1) type of medicinal product, which has
been or will be registered

Full application medicinal product

5. Title of clinical trial, code number of
clinical trial

Clinical report on the multicentric study of efficacy
and pharmacokinetics in von Willebrand's discase

Study identifier: 7D-401 VW-OB and 8J-401 VW-0OB

6. Phase of clinical trial

Undefined / Not reported

7. Period of clinical trial

1986 - 1987

8. Countries, where clinical trial has been
conducted

Germany and Japan

9. Number of trial subjects

28

10. Objective and secondary endpoints of
clinical trial

To test the clinical efficacy of Haemate P in various
types of VWD and To determinate some basic PK
variables (classical IVR and biological t;2) of FVIII:C,
VWEF:RCo, and VWF:Ag.

11. Clinical trial design

Retrospective (7D-401VW-OB) Prospective (8J-
401 VW-0OB), open label, uncontrolled

12. Main inclusion criteria

Patients with von Willebrand’s Disease

13. Investigational medicinal product,
mode of administration and strength

Haemate P

Dosing: Single or multiple IV infusions: as required
(median = 20.8 U FVIII:C/kg/infusion

Duration of evaluation: 1-14 days

14. Reference product, dose, mode of
administration and strength

None

I5. Concomitant therapy

None

16. Criteria for evaluation efficacy

ti2 for VWF:RCo; median classic and incremental
IVRSs (in vivo recoveries); Hemostasis

17. Criteria for evaluation safety

Adverse events

18. Statistical methods

Descriptive statistics

19. Demographic indices of studied
population (sex, age, race, etc.)

Data were collected for 27 patients with VWD:
prospectively for 23 Japanese patients and
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retrospectively for S German patients (10 male and 18
female, age range: 1-58 years).

Ten patients received infusions of Haemate P only for
determinations of PK, and

I8 patients received infusions additionally for the
treatment of acute hemorrhagz or prophylaxis. A Type
I VWD patient who was initially supposed to receive
infusions only for the analysis of PK, also received
Haemate P for treatment of bleeding.

20. Efficacy results

PK results: tin for VWF:RCo was 8.1 hours. The
median classic and incremental I[VRs were 88.5% and
2.16 (1U/L)/(1U/Kg) for FVIII:C, and 61.2% and 1.49
(TU/L)/(1U/kg) for VWF:RCo.

Efficacy results: Of 74 clinical evaluations of the
hemostatic efficacy of Haemate P, 70% were rated as
good by the physicians and 30% as moderate.
However, in some cases, the dose/kg body weight was
considerably lower than recommended. A marked
shortening of bleeding time was observed in the 16
patients with documented bleeding time before and
after infusion.

21. Safety results

One patient experienced slight numbness near the
infusion site and slight headaches after infusions:
however, these all resolved within 1 hour without
medical intervention.

Another patient experienced a small decrease in
platelet count after infusion; however, the decrease
was notably smaller than decreases observed in this
patient on other occasions.

22. Conclusion (summary)

Haemate P was safe and effective in patients with
VWD. Haemate P was characterized by good
hemostatic efficacy in the majority of evaluations, and
reduced the bleeding time in all examined patients.
Haemate P was well tolerated

Applicant (registration certificate
holdewr)

{Procedure amended by new annex 30 acc?;rding to MoH Ukraine Order No 15 é;‘?()_}(_) 7.06.2019 )

(signature)
Alexis Mendoza

Head Region Intercontinental
Global Regulatory Affairs
(full name)
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Annex 30 |
to the Procedure for Conducting Expert |
Evaluation of Registration Materials J
Pertinent to Medicinal Products j
Submitted for the State Registration (Re-|
Registration) and for Expert Evaluation |
of Materials about Introduction of

Changes to Registration Materials

during the Validity Period of |
Registration Certificate (item 4 section |
vy |

Clinical study report

I. Name of medicinal product (registration
certificate No, if available )

Haemate® P *‘

2. Applicant

CSL Behring GmbH, Germany

3. Manufacturer

CSL Behring GmbH, Germany

4. Studies conducted:

Yes® no if no, please justify

1) type of medicinal product, which has
been or will be registered

Full application medicinal product

5. Title of ¢linical trial, code number of
clinical trial

The aim of the study was to determine in-vivo
recovery and tolerability of Haemate HS (P) batch
no. 280488

Study identifier: BI 8.021/7MN-201HA-C (Part I);

6. Phase of clinical trial

Undefined / Not reported

7. Period of clinical trial

Final study date: September 05, 1988

8. Countries, where clinical trial has been
conducted

Austria

9. Number of trial subjects

Four male patients with severe hemophilia A, aged
16 to 23 years, were included in the study.

10. Objective and secondary endpoints of
clinical trial

To evaluate the efficacy and tolerability of a new lot
of Haemate P produced with a modified method.

11. Clinical trial design

Prospective, open-label, non-controlled.

12. Main inclusion criteria

Patients over 16 years of age suffering from severe
form of hemophilia A (residual activity of Factor
VIII: C less than 1% of normal) were included into
the study:.

13. Investigational medicinal product, mode
of administration and strength

Haemate P

Single i.v. infusions of approximately 20 U
FVIIL:C/kg (median dose: 21.1 1U FVIII:C/kg per
infusion) were evaluated for up to | hour following
infusion

14, Reference product, dose, mode of
administration and strength

none

I5. Concomitant therapy

none

16. Criteria for evaluation efficacy

Partial Thromboplastin Time (PTT) and in vivo
recovery of FVIIL:C

17. Criteria for evaluation safety

Vital parameters, e.g., heart rate, blood pressure and
body temperature. \

18. Statistical methods

Not reported
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19. Demographic indices of studied
population (sex, age, race, etc.)

Number of subjects: 4

Sex: Males

Median age: Not reported
Age range: 16-23 years
Race / Ethnicity: Not reported

20. Efficacy results

In vivo recovery was documented at 30 minutes and
at peak levels of Factor VI11:C and ranged from
23.5 to 83.6% and 26.1 to 85.5%, respectively.

Marked shortening of pathologically prolonged
PTTs were observed after the infusion of Heamate
HS (P) in all four patients.

21. Safety results

No adverse-effects were seen in 4 patients on heart
rate, blood pressure and body temperature as a
reaction to the drug.

22. Conclusion (summary)

The new lot of Haemate P was found to be safe and
effective at the administered dose in patients with
hemophilia A.

Applicant (registration certificate holder)

(signature)
Alexis Mendoza

Head Region Intercontinental
Global Regulatory Affairs f
(full name) J

[Procedure amended by new annex 30 according to MoH Ukraine Order No 1528 of 27.06.2019 }



" ®acusSign Envelope ID: BA3F23A1-DAD4-4281-BB61-BCBAIAGBBAL

lAnnex 30 |
to the Procedure for Conducting Expert |
Evaluation of Registration Materials
Pertinent to Medicinal Products |
Submitted for the State Registration ('Re-[
Registration) and for Expert Evaluation |
of Materials about Introduction of ‘
Changes to Registration Materials

during the Validity Period of |
Registration Certificate (item 4 section
v ]

Clinical study report

I. Name of medicinal product (registration

certificate Ne, if available ) Sttt

2. Applicant CSL Behring GmbH, Germany
3. Manufacturer CSL Behring GmbH, Germany
4. Studies conducted: yesmno  if no, please justify

1) type of medicinal product, which has

_ : | 3 3
been or will be registered Full application medicinal product

Clinical Trial with Batch No. 286488
5. Title of clinical trial, code number of

clinical trial Study identifier: BI 8.021/7MN-201HA-C (Part
1)

6. Phase of clinical trial Phase I

7. Period of clinical trial Final study date: October 10, 1988

8. Countries, where clinical trial has been

conducted Germany

9. Number of trial subjects 3

10. Objective and secondary endpoints of The aim of the study was to determine in vivo

recovery and tolerability of Haemate HS (P),
batch 280488

1 1. Clinical trial design Prospective, open uncontrolled clinical trial
Patients over 16 years of age suffering from
severe form of hemophilia A (residual activity of]
Factor VII1:C less than 1% of normal) were
included into the study.

Haemate P Lot no. 280488

Single i.v. infusions of approximately 40 U
FVIIL:C/kg up to 1 hour following infusion.

clinical trial

12. Main inclusion criteria

13. Investigational medicinal product,
mode of administration and strength

14. Reference product, dose, mode of

bt 2 Not re d
administration and strength o

I5. Concomitant therapy none
Responses (time to achieve FVIII peak value and
16. Criteria for evaluation efficacy FVIII value after 30 minutes) and/or in vivo

recovery of FVIII:C

Vital parameters, e.g., heart rate, blood pressure
and body temperature

Factor VIII:C activity in the patients- plasma has
I8. Statistical methods been determined by one-stage and two-stage
clotting test.

17. Criteria for evaluation safety
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19. Demographic indices of studied
population (sex, age, race, etc.)

Number of subjects: 3 with severe Haemophi[iaj
A

Sex: Males

Median age: Not reported
Ages: 23, 28, and 52 years
Race / Ethnicity: Not reported

20. Efficacy results

Corrected IVR ranged from 18.92 to 84.92 (%)
at 30 minutes and 24.62 to 90.09 (%) at peak
level as measured by one-stage method. Two-
stage method showed different recoveries
ranging from 53.05 to 72.77 (%) at 30 minutes
and 65.36 to 77.22 (%) at peak level.

The injection of Haemate HS (P) led to
considerable shortening of PTT in all three
patients.

21. Safety results

No adverse effects of the drug on heart rate,
blood pressure and body temperature were
observed

22. Conclusion (summary)

A clinical study documenting recovery, response
and tolerability of a Haemate HS (P) batch no.
280488 was performed in three male patients at
the Hemophilia-center of Heidelberg.

The product was found to be safe and effective
at the administered dose in patients with
hemophilia A. -

Applicant (registration certificate holdewr)

(signature) i
Alexis Mendoza !

Head Region Intercontinental
Global Regulatory Affairs
(full name) !

{Procedure amended by new annex 30 accor

ding to MoH Ukraine Order N 1528 of 27.06.2019
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‘Annex 30
to the Procedure for Conducting Expert |
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-|
Registration) and for Expert Evaluation |
of Materials about Introduction of !
Changes to Registration Materials ﬂ
during the Validity Period of

Registration Certificate (item 4 section
1V) -

Clinical study report

certificate No, if available )

1. Name of medicinal product (registration

Haemate® P

2. Applicant

CSL Behring GmbH, German

3. Manufacturer

CSL Behring GmbH, Germany

4. Studies conducted:

yesm no if no, please justify

or will be registered

1) type of medicinal product, which has been

Full application medicinal product

5. Title of clinical trial, code number of
clinical trial

PROSPECTIVE STUDY TO EVALUATE THE
TOLERANCE AND SAFETY OF PLASMA
COAGULATION FACTOR CONCENTRATES IN
CONGENITAL COAGULATION FACTOR
DEFICIENCIES

CE 1232 /0 -5001

6. Phase of clinical trial

Postmarketing Surveillance

7. Period of clinical trial

May 17, 1997 — April 14, 2003

8. Countries, where clinical trial has been
conducted

Germany and Spain

9. Number of trial subjects

61 (60 patients with at least one follow up visit)

10 total patients were treated with Haemate P (3
for Hemophilia A and 7 for vWD); 43 patients
treated with Beriate for Hemophilia A; remainder
for Hemophilia B

clinical trial

10. Objective and secondary endpoints of’

Efficacy, safety and tolerance with regard to

e Reversal of coagulation factor deficit (increment
in activity)

e Supporting clinical management of an acute
hemostatic imbalance (bleeding/thrombosis)

 Incidence of spontancously induced bleeding
episodes

e Viral safety (where appropriate follow-up is
guaranteed)

s Suspected adverse drug reactions (e.g. allergic
reactions)

+ [mmediate tolerance
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Prospective, open, non-controlled, multicenter,

multinational

DIAGNOSIS AND CRITERIA FOR INCLUSION:

e Congenital coagulation factor deficiency:

Hemophilia, i.e. hemophilia A, B von Willebrand

disease (VWD)

» Exclusively treated with sponsor’s plasma
derived coagulation factor concentrate

e Known relevant antibodies/inhibitors to
FVII (more than 5 BU) or FIX

Products provided for Haemophilia A

e Factor VIII Concentrate, high purity (Trade
name: Beriate P 250, Beriate > 500, Beriate P
1000 for i.v. injection / infusion.

e Factor VIII and von Willebrand Factor
Concentrate (Trade name: Haemate P 250,
Haemate P 500, Haemate P 1000) for i.v.
injection / infusion.

Products provided for Haemophilia B

» Factor [X Concentrate, high purity (Trade name:
Berinin P 300, Berinin P 600, Berinin P 1200 for
i.v. injection / infusion)

» Factor IX Concentrate, monoclonal purified
(Trade name: Mononine 250, Mononine 500,
Mononine 1000 for i.v. injection / infusion)

e Factor IX Concentrate, intermediate purity
(Trade name: Factor [X/X P Behring 600, Factor
IX/X P Behring 1200)

Products provided for viWD

e Factor VII1 and von Willebrand Factor
Concentrate (Trade name: Haemate P 250,
Haemate P 500, Haemate P 1000) for i.v.
injection / infusion.

I'l. Clinical trial design

12. Main inclusion criteria

13. Investigational medicinal product, mode of
administration and strength

14. Reference product, dose, mode of
administration and strength

15. Concomitant therapy none

The assessment of efficacy comprised the analysis
of the following three primary endpoints:

1. the pharmacokinetic response to the first
dose - where the response can be calculated ,
defined as the increase in functional plasma
levels per unit of dose per kg body weight
after 30 minutes after end of dosing

2. the incidence of new positive virological
16. Criteria for evaluation efficacy markers in all patients with an observation
period of at least 84 days (seroconversion rates)
3. the incidence of serious adverse drug reactions,
irrespective of the length of treatment

Not applicable

Secondary analyses were to focus on the cumulative
incidence of bleeding/thrombotic events,
differentiating between prophylactic and therapeutic
treatment regimens, when applicable.
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Annex 30

Pertinent to Medicinal Products

of Materials about Introduction of
Changes to Registration Materials
during the Validity Period of

vy

Clinical study report

1. Name of medicinal product {registration
certificate Ne, if available )

Haemate® P

2. Applicant

CSL Behring GmbH, Germany

3. Manufacturer

CSL Behring GmbH, Germany

4. Studies conducted:

yes® no if no, please justify

1) type of medicinal product, which has
been or will be registered

Full application medicinal product

5. Title of clinical trial, code number of
clinical trial

Clinical Report on the administration of
Factor VIIT HS in the Treatment of patients
with antihemophilic Factor Deficiency

Study identifier: Prot. 008

conducted

6. Phase of clinical trial |
7. Period of clinical trial 1978 - 1982
8. Countries, where clinical trial has been

Germany

9. Number of trial subjects

78 (76 with hemophilia A [including 2
hemophilia A carriers] and 2 with VWD)

10. Objective and secondary endpoints of
clinical trial

The primary objective of this prospective,
open-label, uncontrolled study was to test the
PK, efficacy, tolerability, and safety
(including hepatitis serology) of Haemate P.
Patients received single or multiple i.v.
infusions as required (251-2500 IU FVIILEC
per infusion) and were evaluated for up to 26
months.

11. Clinical trial design

Prospective, open-label, non-controlled,
multicenter.

12. Main inclusion criteria

Subjects of any age (pediatric and adult) with
various types of VWD undergoing
nonemergency surgical procedures

13. Investigational medicinal product,
mode of administration and strength

Haemate P referred to as Factor VI HS in
this study (HS stands for hepatitis B safe).
Single or multiple i.v. infusions: as required
(230-2,500 1U FVIII:C per infusion)

Registration Certificate (item 4 section

to the Procedure for Conducting Expert |
Evaluation of Registration Materials

Submitted for the State Registration (Rc—%
Registration) and for Expert Evaluation |

|
|
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Duration of evaluation: Not reported

14. Reference product, dose, mode of
administration and strength

None

15. Concomitant therapy

Not defined

16. Criteria for evaluation efficacy

The major efficacy criterion for assessing
effectiveness was the determination of the
amount of factor VIII recovered in plasma in
relation to the administered factor VIII dose
(in vivo recovery).

17. Criteria for evaluation safety

Vital signs, laboratory parameters, adverse
events, viral safety

| 8. Statistical methods

None

19. Demographic indices of studied
population (sex, age, race, etc.)

Total 78 patients enrolled (11 for PK arm and
67 for clinical arm). Of these patients, 76
were male and 2 were female, with ages
ranging from 0.6 to 90 years. 20 patients
were less than 6 years; 12 were 6 to 10 years
of age. All patients in the pharmacokinetic
study were adults (17 years or older).Of the
76 with hemophilia A, 74 were male, the 2
females were hemophilia A carriers. Race
was not reported.

20. Efficacy results

Mean ti2 = 12.1 hours FVIIIL:C.

Mean classic [IVR=74.3% FVIII:C.

Mean incremental IVR=1.8 (IU FVIII:C/dL)
increase per IU FVIILC/kg

PTT normalized

Hemostatic efficacy was rated as satisfactory
in 57 of 67 (85%) patients for hemophiliac
bleeding or prophylaxis for reoccurrence of
bleeding or surgery.

21. Safety results

Serology:22 patients were followed for
beyond 3 months, 14 patients beyond 6
months. There were no seroconversions for
hepatitis B virus (HBV) in the patients with
serologic follow-up. One patient was
diagnosed with a seroconversion for anicteric
non-hepatitis A virus (HAV), non-HBV
hepatitis, which was considered unrelated to
Haemate P infusion.

There were no clinically relevant findings for
vital signs.

No patients experienced adverse events,

22. Conclusion (summary)

Haemate P was shown to be a salc and
effective treatment for hemophilia A.

Applicant (registration certificate holder)

(signature)

Alexis Mendoza

| Head Region Intercontinental

\
|
|
i

ok BRI
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Annex 30 i
to the Procedure for Conducting Expert |
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation
of Materials about Introduction of
Changes to Registration Materials
during the Validity Period of
Registration Certificate (item 4 section
V)

Clinical study report

1. Name of medicinal product (registration

certificate No, if available ) Haemate™ P

2. Applicant CSL Behring GmbH., Germany
3. Manufacturer CSL Behring GmbH, Germany
4. Studies conducted: yesmno  if no, please justify

1) type of medicinal product, which has

been or will be registered Full application medicinal product

Determination of anti-HIV1 and anti -HIVE
seroconversion in patients with hemophilia A
5. Title of clinical trial, code number of or von Willebrand's disease after therapy with
clinical trial Haemate P

Study identifier: BI 8.021 /7D-302HA-OB

6. Phase of clinical trial Post Marketing
7. Period of clinical trial April 1985 — May July1988
8. Countries, where clinical trial has been .

Germany, Austria
conducted
9. Number of trial subjects 155

The study was started retrospectively and
carried on prospectively for 3 years to
evaluate whether virus inactivation methods
(heating in aqueous solution of 60° C for 10
hours) also prevent transmission of HIV.
Combined prospective and retrospective, open
11. Clinical trial design label, non-controlled

10. Objective and secondary endpoints of
clinical trial

Patients with Haemophilia A and von
Willebrand’s Disease

Haemate P and other plasma-derived
products

Single or multiple IV infusions: as required
(median = 17,100 [U FVIIL:C /subject)
Duration: < 110 months

Control group consisted of 99 patients treated

| 2. Main inclusion criteria

13. Investigational medicinal product,
mode of administration and strength

14. Reference product, dose, mode of with non-heat-treated Factor VII concentrates
administration and strength until 1984, intravenous mode of
administration

15. Concomitant therapy Not applicable
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17. Criteria for evaluation safety

s Suspected adverse drug reactions

e  Laboratlory safety variables

s  Clinical variables

e Increment in coagulation factor activity

e Incidence of bleeding/thrombosis episodes

18. Statistical methods

Descriptive statistical methods

19. Demographic indices of studied population
(sex, age, race, etc.)

3 patients treated with Haemate P for Hemophilia
A and 7 for vWD. Race was not reported.

20. Efficacy results

Primary:
. Response was measured in 2 Haemate P
treated vWD patients (1.86 and 1.46%)

2. No clinically relevant seroconversion
observed during the 84 day observation
period. No seroconversions were observed
for HCV and HIV.

3. No immediate safety concerns were
documented.

Secondary:

The response in major bleedings excellent or good in
51/60 patients (only 10 of which were treated with
Haemate P). One of these patients did not had a
response, which was most likely due to the severity
of the bleeding. The incidence of spontaneously
induced bleeding episodes was strongly associated
with the treatment modality, either on demand or
prophylactic treatment.

2 1. Safety results

No immediate safety concerns had been
documented.
No other serious adverse events were documented.

22. Conclusion (summary)

The post marketing, prospective surveillance data
generated during the 6 year period suggest that the
plasma-derived FVIII and FIX

products used were safe and efficacious.

Applicant (registration certificate holder)

(signature)
Alexis Mendoza

Head Region Intercontinental
Global Regulatory Affairs

(full name)

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27, 06.2019 }
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16. Criteria for evaluation efficacy Not collected
17. Criteria for evaluation safety Anti-HIV seroconversion
18. Statistical methods None

155 (99 additional as historical control)
Men and women

19. Demographic indices of studied Median Age: 3 years
population (sex, age, race, etc.) Age range: 0.2—82 years

Race: not reported

Note: 145 subjects with hemophilia A 10 with VWD
20. Efficacy results Not collected.

No seroconversions for HIV. Anti-HIV
seroconversion was documented in 58 (59%)
21. Safety results of historical controls treated with
unpasteurized products. Adverse events were
not collected.

This study concluded that replacement
therapy with pasteurized factor VIII
concentrates, heat-treated at 60° C over 10
22. Conclusion (summary) hrs. in aqueous solution, is essentially safe
and does not carry the risk of HIV
transmission.

(signature)

. Applicant (registration certificate holder) Aexis Mendoza,
Head Region Intercontinental
Global Regulatory Affairs
(full name)

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }




