KPATKA XAPAKTEPRCTHKA HA ITIPOAVKTA

B3NBIHUTENHA ATEHUWA NO NEKAPCTBATA

Kpamua xapaxmepucmica #a npogyxme - [pusawenve 1

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Oxraram 10% 100 mg/ml undy3nonen pasrsop

Octagam 10% 100 mg/ml solution for infusion

2. KAYECTBEH H KOJIHYECTBEH ChCTAB
Yope1ky HopMaieH uMyHornodynus (IVIg)
1 ml cranpxa:

Yosemku HopManed UMynornoOynuH (IVIg) 100 mg
(uucroTa He no-Manko oT 95% IgQ)

BcekH dnakoH ot 20 ml chabprka 2 g HOBEIIKH HOPMaEH HMYHOTJIOOYTHH.
Beska 6yTanka ot 50 ml chabppka 5 g 40BELIKY HOPMAIEH HMYHOINIOOYITHH.
Besika 6yTiika ot 60 mi ¢habpxa 6 g YOBELIKH HOpMaJeH HMYHOrNOOYITHH,
Beska 6ytinka ot 100 ml ceappika 10 g YoBEIKH HOpMaTIEH HMYHOITOOY THH.
Beska 6yinka ot 200 ml ceabpika 20 g 4OBELIKH HOpMAIEH HMYHOTTIOOYNTUH.
Beska 6ytanka ot 300 ml chabpika 30 g YOBELIKH HOPMAieH HMYHOTTIOOYJTHH.

Pasnpenenenue Ha IgG no noaknacore (mpubn. cToAHOCT):
[gGy okono 60%
IgG,  oxono 32%

[gG, okoao 7%
IgG, okomno 1%

MunumanuoTo auBo Ha IgG anTHTena cpexy Bupyca Ha MmopOunu € 9 [U/ml.
MaxcumatHo cribpkaHHie Ha IgA: 400 muxporpama/ml.

[TpousBeaeH OT IUtA3MaTa Ha YOBEUIKH JOHOPH.

IMoMoumHO(H) BemecTBo{a) ¢ H3IBECTHO NelCTBUE,

To3H fieKapCTBEH MPOAYKT ChABPKA 69 mg HaTpuit BBB (nakoH oT 100 ml, ekBHBaNTEeHTEH Ha
3,45% ot npenopwrunTenHig oT C30 MakcHManeH JHEBEH NPUEM OT 2 g HATPHH 3a BE3PaCTHH.

3a ITBIHMA CIIMCHK Ha MOMOILHMTE BelleCTBa, BXK. ToYKa 6.1.

3. JJEKAPCTBEHA ®OPMA

HUndy3monen pa3Teop.
Teanust npoAYKT € OUCTBp A0 JIeKO omanecLieHTeH B Oe3upeTeH MM cnabo OLBETEH B
Cro#iHocTTa Ha pH Ha TeuHHs npoaykT € 4,5 — 5,0; ocMoAanUTeTsT My € > 240 mosmo
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4, KJHHAYHHA JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

3amecTUTeHA TEPArMS NPH Bh3PACTHH, Jeua H ioHowH (0-18 roannM) mpu:
. mbpBruHH HMyHoAeduuuTHY (PID) cHHApOMH ¢ HapyLIEHO MPOH3BOJICTBO HA AHTHTENA,

. sTopHdYcH UMyHoReduMT (SID) npu naupeHTH, KOKTO DONEAYBAT OT TEXKKH HIIH
DEKYPEHTHH HH(EKUHH, MPOBEKAAT HECPEKTHBHO AHTHMHKPOOHO JIEUEHHE H HMAT HJIH
A0KA38H HeaoCTHT HA cuenaprand anTarTeaa (PSAF)* wm cepymuo HHBO Ha IgG ¢ <
4 g/l.

*PS A F=HeBb3MOXXHOCT 3a NOBHIIABAHE MOHE IBYKPAaTHO Ha THTHpa Ha Ig(G anTHTenara cpery

NHEBMOKOKOB MOJIH3aXapH H TMONKNECNTUHAHY aHTHTCHHH BaKCHHH.

MpodunaxTuka npean/cnen eKCro3KRLMA Ha BHPYCa Ha MOPOWITH IIPH NO/AAT/IMBH Ha HHQEKIHH
BB3PAcTHH, Acua W IoHOuH (0-18 roauHu), NpH KOHTO € MPOTHBONOKA3aHA MITH HE CE IPENopLYBa
aKTHBHA UMYHH3aUMs cpelry MopOuiIH.

TpaGra aa ce MMaT NPEABUA H OPUIIHANHHATE NPENOPBKH 32 HHTPABEHO3HO IPHIOKEHHE Ha
4OBEIIKH HMYHOIOOYIHHH NP NPOoQHIAKTHKA Mpeau/clie]] EKCIIO3HLMA Ha BUPYCa Ha MOPOHIH H
AKTUBHA HMYHHU3ALIHA.

HUMyHOMOIYIalMa HpH Bb3PacTHH, Aeua u roHomw (0-18 roaunu) npu:

. ITEPBHYHA WMYHHA TpoMOoLToneHus (ITP) npy manMeHTH ¢ BUCOK PHCK OT KbPBEHE WIH
NpeaONEPATHBHO 32 KOpeKlua Ha 6pos Ha TpPOMOOUKNTHTE;

. curapom Ha Guillain Barré;

. Gonect Ha Kawasaki (8B Bpb3Ka ¢ alleTWICATHLIUIOBA KHCEIHHA; BXK. TOYKA 4.2);

. XPOHHYHA Bb3NANUTENHA AeMHETWHH3HPAIla NoaHpanHkyoHesponarus (CIPD);

. My ITHGOKaTHa MOTOpHA HepponaTia (MMN).

MMyHOMOIYIALIHA TPY BH3PACTHH C:

. AXTHUBEH [OEPMATOMHO3HMT, JIEKYBaH C HMYHOCYNpPECHBHH JIEKAPCTBA, BKIIOUMTEIHO
KOPTHKOCTEPOHHM, HWIIH ¢ HETOHOCHMOCT WM IMPOTHBOIIOKA3aHHUA KbM TE3H JICKapCTBa

4.2 /1o3apoBka H HAYHH HA NPHAGKEHHE

Tepammsra ¢ IVIg Tpa6ea na ce 3anouHe ¥ MpoBEXZa NOA PHKOBOACTBOTO Ha JieKap ¢ OIMMT B
JICYCHMETO HA HAPYIIEHHA HA HMYHHATa CHCTEMA.

Ho3uposexa

Jlo3ara ¥ cXxeMHTE Ha JO3HpaHe 3aBUCAT OT ITOKA3aHHETO.

ITo3ata MoXe aa Obe MHAHBHYATH3HpaHa 38 BCSKH MMALUHECHT B 3aBUCHMOCT OT KTMHHYHATA
peakuus, Jlosara Ha 6a3a TeIeCHO TErJI0 MOXKE Aa HAJlara KOPEKIWY NMpH NALUECHTH ¢ TeTJIO NOA
HOpMaTa KIH HaJIHOpMEHO Terfo. [Ipy nauuenTy ¢ HaNHOPMEHO TerNo Ko3arta Tpabna na 6bae Ha

6a3zaTa Ha GH3HONIOTHYHO CTAHAAPTHOTO TENECHO TEro.

CnegHnre CXeMH Ha AO3HPAHE Ca JaJACHH KAaTO HACOKa.

3amecmumenna mepanus npu NbPEUNHU UMYROOeDUYUMHU CUHODOMYU
Crc cxemMara Ha [O3HpaHe TpsaOBa Ja ce NOCTUrHe Had-HUcKkO HuBO Ha IgG (
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0,8 g/kg npHnarana eqHOKPATHO, nocaensaHa oT MAHUMYM 0,2 g/kg, NpUaraHi BeIHLXK HA BCCKH
3 - 4 ceAMHBLM.
Tlo3aTa, KOATO € HeoOX0MMa, 3a Jia ce AOCTHTHE Half-HICKO HUBO OT 6 g/L., € OT nopAxbKa Ha 0,2 —

0,8 g/kg/Mecell.
Crnel KaTo € TMOCTHTHATO PaBHOBECHOTO CHLCTOSHME, WHTCPBANLT Ha J03MpaHe BapHpa OT 3 -

4 cenMHLIM.

Haii-uuckure Huea Ha I1gG TpaOma ;Ja ce M3MEpBAaT W OLEHSBAT BBB BpB3Ka C 4eCTOTaTa Ha
urbekLMHTe. 32 HAMaJISBaHE HA YeCTOTaTa Ha 6aKTepuanHuTe HHPEKLHH MOXE 3 € HeoOXOnMMO
yBE/IHYABAHE Ha J03aTa C LieJ1 MOBHIIABAHE HAa Hal-HUCKUTE HUBA.

3amecmumenna mepanus npu 8mopuynu umynooeduyumu (no onpedenenuemo 6 moyuxa 4.1)
[Ipenopwuanata no3a e 0,2 — 0,4 g/kg Ha BcekH 3 - 4 ceAMMLN.

Haii-auckure HuBa Ha IgG TpgbBa aa ce M3MEpPAT W OLICHABAT BHB BpPB3KAa C YECTOTATA HA
undexuuara. Jlosata Tpabsa na Obae KOPHIHMpaHa cCriopell HEOOXOXHMOTO 32 TOCTHraHe Ha
OITTUMAJIHH HHB& Ha 3alATa Cpelly HHPEKIMH, KATO NOBULICHHE MOXKE Ja C€ Hajlara npyu NalueHTH
C MIEPCHCTHpAIIH HHDEKIMH; HAMAIABAHE HA N03aTa MOXKE 12 HMa, KOraTo NMallHEHTLT HE Pa3BHBA

HOBH MH(]EKILIHH.

[TpodmiakTHka npean/cles] eKCMO3HIIMSA HA BHPYCA HA MOpOUIY

IpopunaxTuka cnex eXCno3nLMA

[Ipi eKCTIO3WUMA Ha MOAATIIHB Ha WHdeKuMs Ha BUpyca Ha mopGwim nauMeHt nosa ot 0,4 g/kg,
NPIIOKEHa BH3MOXHO Hali-CKOPO M B CPOK 10 6 OHM Cliell eKCTo3uumMsTa, TpAdBa jia oCHrypH
cepyMHO HHMBO Ha aHTHTeNaTa cpelry BHpyca Ha Mopbwid > 240 mIU/ml B npons/pkeHue Ha HaH-
Manko 2 ceaMuumn. CepyMHHTE HYBA TpAOBa 112 ce MPOBEPAT cliel 2 CeAMHLIM U 1a Ce AOKYMEHTHPAT.
Moxe ag e HeobxoauMa AombaHKTEAHA a03a oT 0,4 g/kg, KOATO €BEHTYATHO 4 € MIPIIOXKH BEAHBXK
cres 2 CeAMHLIM, 33 Aa ¢e NOAABPKA cepyMHO HUBO > 240 mIU/ml.

Axo naienT ¢ PID/SID e 6un uanoxeH Ha BUpyca Ha MopOwiu ¥ nory4asa peaosHo 1VIg ungysun,
Tpa6Ba Aa ce 0GMHCIN NPHITOKEHHE HA AOMTBIHHTENHA 103a [VIg BE3MOXKHO HAH-CKOPO H B CPOK /10
6 nuH cnen ekcrnosdipasTa. Jlo3a ot 0,4 g/kg Tpabsa na ocHrypH cepyMHO HHBO HA aHTHTENlaTa
cpelny BUpyca Ha MopGmim > 240 mIU/m! B npoabIDkeHHE Ha HAl-MaJIKO 2 CeIMHIH.

ITpodunakTHKa npeaH eKCIoO3ULUA
Axo mauperT ¢ PID/SID e Hiano)keH Ha pHCK OT eKCIO3UWiMA Ha BUpYyCa Ha MOPOW/IH M MoTy4asa

nomxbpkama gosa IVIg, no-manka ot 0,53 g/kg, Ha Bcexu 3—4 cegMHUM, no3aTa TpAOBa na Opae
ypennyeHa Beaubx 10 0,53 g/kg. Tosa TpabBa Aa OCHIypH CepyMHO HHBO Ha aHTHTENaTa Cpeiny
BHpyca Ha MopOwiH > 240 mIU/ml B npoabmkeHHe Ha Hal-Manko 22 nHH ciell HRpY3UATa.

HvyaoMoayignug NpH:

[IspBHYHA UIMYHHA TPOMOOLIMTOTIEHHS:
[Ipunarar ce Abe ATTCPHATHBHH CXEMH 34 JICHCHHE!

. 0,8 — 1 g/kg, npuroxeHH Ha AeH 1; Ta3u fo3a Moxe Aa 6b/ie MOBTOPEHA €AMH IThT B PAMKHTE
Ha TPH JHH;

. 0,4 g/kg, NpunaraHy BEIHHX AHEBHO 32 2 - 5 JIHH,;

. JlenenHeTo MOXKe [a C€ MOBTOPH IIPHU MOABATA HA PSIHIUB.

CunnpoM Ha Guillain Barre:

0,4 g/kg/neH 3a 5 nHU (BB3MOXKHO € Ao3aTa Aa Obe MoBTOpeHa NPH peLuans).

Bonect Ha Kawasaki:

2,0 g/kg, KoMTO TpSOBa Ce MPUAOXKAT KaTo eIHOKpaTHA no3a. Ha nauuexTuTe TpsidBa 4
€IHOBPEMEHHO JIeYeHHe C aLleTHICATHLMIOBA KHCEHHA.,
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X poHWYHA BHL3NAIUTENHA JIEMHETMHH3Kpalla notupanikynoHesponarus (CIDP)

Hauanna nosa: 2 g/kg pasaenedu B 2-5 NoCnea0BATENHH IHH.

[Topnnpaxkamu J03H:

1 g/kg B 1-2 nocneaoBaTeHH JJHH Ha BCCKH 3 CEIMHIIM.

TepaneBTHUHHAT edekT TpabBa Aa ce OLEHABA ClEJl BCEKH LMKBI; ako ciel 6 mMecella He ce
HabG/IonaBa TepaneBTHMEH eeKT, NedeHHeTo TpAOBa Ja ce MPEeKpaTH.

AKO NeveHHeTo € eEeKTHBHO, OBJITOCPOUHOTO JleueHHe TpsOBa Ja NOAJIEKH HA MPELICHKATA HA
fnexaps, Ha 6a3aTa Ha CTTOBOpPA Ha MaliMeHTa H OTrOBOpA Ha NOAXbpKaiaTa Tepanus. Moxe na ce
HATOXKH JO3HPOBKATA H HHTEPBAJMTE Aa C€ AajanTHpaT crnopel HHAMBHAYAIHHA XOI Ha
3a001ABAHETO.

Myrrudoxantia motopHa sHesponatud (MMN)

Haganua go3a: 2 g/kg, paszaeneHd B 2-5 nocneOBaTENHH JHH

Mopaspkania no3a: 1 g/kg na 2 no 4 ceamuu win 2 g/kg Ha 4 0o 8 ceAMHLIN.

JleueGHusT edekT TpabBa na GbAe OLEHABAH Clel BCEXM LMKLI; ako He ce Habmonaasa nedeOeH
edexT cnes 6 Mecella, jJedeHHeTo TpAGBa Na Obje MpeKkpaTeHO.AKO JIEYeHHETO € e(eKTHBHO,
NPOIBDKUTENHOTO JleueHHe Tpabea Ja Oble npeleHeHO OT siekaps, Ha 6asaTa Ha OTroBOpPa Ha
MalMEHTa W OTTOBOPa Ha MOJBPIKAIOTO AeueHue. Jlo3UpaHeTo M MHTEpBAIHTE MoXxe aa OnaaT
afalTHpaHH CAOPEN MHAMBHYAIHUA X0/, Ha DonecTTa.

Hepmamomuoszum (DM)

ITpunarar ce 2 g/kg, pasaesieHy Ha paBHH J03H B 2-5 MOCNENOBATE/IHY AHH, HA BCEKH 4 CCIMHIA.

TepanesTuunuaT edekt TpaGBa Ja ce OUEHABA CJIE] BCEKH LIMKBI, ako ciex 6 Mecela He ce
HaGmonara TepanesTHucH edekT, iedeHneTo TpAOBa aa ce MpeKpaTH.

AKO JicueHHMETO € e(DEeKTHBHO, ABJINOCPOYHOTO JieucHHe TpsaOBa 1a NMOANeXH Ha NpelleHKaTa Ha
nekaps, Ha 6a3aTa Ha OTrOBOpA Ha NALMEHTa H OTTOBOPa Ha MOJUIbPXKALLATA Tepanua (Bx. Touka 5.1).
Moske 1a ce HAJIOXKH JO3HPOBKATA W MHTEPBAIMTE /12 CE ANalTHPAT CNOpeA MHAHBHAYATHHA X0 HA
3abonaBaHeTo.

TIpenopbYHTEIHUTE AO3HPOBKH Ca MPENCTaBEHN HAKPATKO B clieAHaTa TadinKua:

Iloxazanue Ho3a YecToTa HA HEOKEKTHpPaHE
3aMECTHTETHA TEeparus
CHHAPOMH Ha ITbPBHYEH - Hawanna x03a:
HMYHOAE(QHIINT 0,4 -0,8 g’kg Ha BCEKH 3 — 4 cenMHULH
- [lonappxaina nosa:
0,2-0,8 gkg
BroprueH umyHoneduiMT (no B
oTpenenenyeTo B T. 4.1) 0,2-0,4 g/kg Ha BCEKHM 3 — 4 ceAMULIH

[MpodunakTika npenw/cien eKCHO3ULMS Ha BHPYCa Ha MOPOWIH.

[Ipodunakruxa cnen ekcno3uuua | 0,4 g/kg B13MOXKHO Hal-CKOPO B B CPOK JO
NpH NOJATIHBH HA HHPEKINH 6 OHH, C BL3MOKHO MOBTAPAHE HA
NaUMEHTH 103aTa BEAHDBXK CEH 2 CEIMUILM 3a

NOAABPKAHE HA CEPYMHO
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Ioxa3anne Ho3za YecTOTA HA HHKEKTERPARE
[Tpodunakruka ciael eKCro3HLHA 0,4 g/kg Karo nonwiHeHHe KBM NOAbprKatia
npu naresTy ¢ PID/SID Tepanus, NPHIOXKEHa KaTo

NONMBLJIHHUTEIHA 1038 B CPOK 10 6 OHH
clel €KCINO3ULMATA
[Mpodunaktrka npeau excnozuums | 0,53 g/kg AKO JaJZieH NALUEHT NMOTy49aBa
npu naumeHTH ¢ PID/SID NoAXbpIKalla 4034, M10-MalKa OT
0,53 g/kg, Ha Bceku 3—4 ceIMHLIM,
no3ara TpadBa aa ObAe yBEIIHYECHA
| Bemirek 10 Hadi-manko 0,53 g/kg.
NMyHOMOTy NaIHA:
[I:pBHYMHA HMYHHA 0,8 -1 g/kg Ha JIeH 1, BB3MOXHO ¢ Ja 6bae
TpoMOOUMTONEHNA NOBTOPEHA BEOHBXK B CPOK A0 3 AHH
WK
0,4 g/kg/nen B MIPOTBIDKCHHE HA 2 — 5 AHM
Cunapom Ha Guillain Barré 0,4 g'kg/nen B MPOABJDKEHHE Ha 5 HU
: B€ eTHOBPEMEHHO C
bonect Ha Kawasaki 2 g/kg Aia 1033, C/IHOBPEMCHH
ALIETWICATHIKIIOBA KHCE/THHA
XPpOHHUYHA BB3MATHTEIHA HauanHa nosa pa3ficNIeHH Ha A03H 3a 2 [0
aeMHeTMHH3Hpalla 2 g/kg 5 nocnenoBaTenHy JHH.
nonupaaukynoHesponars (CIDP)
Mogaepxkailia 103a: | HA BCEKH 3 CEIMHILIH, pa3ie/ICHH Ha
1 g/kg 1034 3a 1-2 qHn,
MyrmugokanHa MOTOpHa HauajiHa 103a:
HespomaTia (MMN)
2 g/kg pa3AcyieHH Ha JIO3H,
2-5 NocneaoBaTeIHA JHH
[Toaoppxaia go3a:
HA BCEKH 2-4 ceaMHLU
I g/kg
WIH
HIIH
Ha BCeKH 4-8 ceaMMiM, pa3JeICHH Ha
2 g/kg NO3H 38 2-5 HH
Jepmaromuosut (DM) npu 2 g/kg Ha BCEKH 4 CeAMMIM, pa3elieHH Ha
Bb3pacTHH PABHH JIO3H, IPHJIAraHH B 2-5
MOCIEAOBATENIHH JHH
Heouampuuna nonynayun

Jo3upoexaTa npH Jeiia 4 1oHowH (0-18 roauHu) He ce pa3THuaBa OT Ta3d MpPH BB3PACTHH, THH KaTo
MPH BCAKO OT TNMOKA3aHHATA € JaJeHa CIOpeR TEeJNeCHOTO Terjo M Tpadsa na OvAe KopHUrMpaHa
cbOOpa3HO KIIMHHYHHA PE3YJITAT MPH NMOCOYEHHTE MO-rope ChCTOSHHA.

Uepnodpobro yspexcoarne

Hsama naHHH 3a HE0OXOAUMOCT OT KOpHrMpaHe Ha J03aTa.

Bvbpeuno ygpesicoane

He ce Hanara KOpeKLIHA Ha A03ara, OCBCH KO HC € KIIHHHUYHO NMOKA34HO, BHKTC TOYKaA
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Hanpeonana svapacm
He ce Hanara KopeKips Ha 103aTa, OCBEH aKO He € KIMHHYHO NTOKa3aHo, BIKTE To4Ka 4.4,

HauyuH Ha NpHWIOKEHHE
3a HHTPABEHO3HO MPUIIOKEHUE.

Oxraram 10% Tpsabea aa ce NpHIIOKA KaTO MHTpaBeHO3HA MH(Y3us ¢ HavanHa ckopocT 0,6 ml/kg/h
¢ npoasJpkHTENHOCT 30 MuHYTH. Brokre Touka 4.4. B ciryyail Ha HEXKeJTaHa JIEKAPCTBEHA peaKkLmy,
WIH TpaOBa ia ce HaMaJIi CKOPOCTTa Ha MpAoXkeHHe, Wik WHpy3uaTa Ja 6vle npekpateHa. AKo ce
noHaca nobpe, CKOpOCTTa HAa BBbBEXaHE MOXE IMOCTENECHHO Aa C€ YBENHYH OO0 MAKCHMYM
7,2 ml/kg/h.

[Ipy mauMeHTH ¢ PUCK OT TpoMboeMOOMHYHK HexenaHu peakuuu IVIg npoxykrure Tpadbra na ce
npuiaraT ¢ MHHUMAaJlHa CKOPOCT Ha HH}Y3HSTa B B MUHUMAJTHATA ITPWIOKHMA A034.

[TaimenTy ¢ AEPMAaTOMHO3HT C€ CYHMTAT 3a MAIIHEHTH ¢ MOBHIICH PHCK OT TpoMOOoeMOOMHYHH
chOHTHA (BXK. Touka 4.4) U mopaau ToBa TpAOBa Aa ObJaT BHMMarenHO HabmozasaHH, KaTo
CKOpOCTTa Ha HH}Y3U4 He Tpabpa ja mpesuinasa 2,4 mi/kg/h.

3a Ja ce BBBEAC IIOTO KOJIUYECTBO OT JIEKAPCTBCHHSA MPOAYKT, OCTAHAIIO B
nH(}Y3MOHHATA CHCTEMA, B Kpas Ha BJIMBKaTa cucTeMara TpabBa na ce npoMue uns ¢ 0,9%

¢H3roIOrMIEH pa3TBOp, HITH ¢ 5% pa3TBOp Ha ACKCTPO3a.

4.3 IIpoTRBONOKA3ZAHNS

CBpBEX9YBCTBUTENHOCT KbM aKTHBHOTO BELIECTBO (HOBEINKH MMYHOTJIOOYIIHH) WIH KBM HSIKOE OT
[IOMOIIHHTE BeliecTBa {BxK. Touka 4.4 U 6.1).

[TaimenTn cbc cenekTUBeH IgA neduUHT, KOMTO ca pa3BWIM aHTHTena cpeury IgA, Toh xaro
npUIoKeHHeTo Ha IgA-chappakaln IMpOXYKT MOXKE Ja MPUYHUHH aHAhHIAKCHS.

4.4 CoenHannH npeaynpexieHns H NpeANA3ZHA MEPKH NPH ynorpeba

To3u nexapcTBeH NPOAYKT ¢habpxka 90 mg Manro3la Ha BCEKH MWIWIHMTBD, KaTo IOMOLIHO
BewecTro. IlorpetmHoTo OTUMTAHE HA MANTO34aTa MPH H3IMEPBAaHE HA HHBATA Ha [IIOKO3a B KPLBTA
MOXe Ha noBeje 2o ¢alluBo NOBHMINEHH CTOWHOCTH 3a IIFOK03aTa H BIOCHE/ICTBHE 10 HENTPaBUITHO
npwiaraHe Ha MHCYJIHH, BOACIIO IO »KUBOTO3aCTpalllaBallla XHIIONIMKEMHA U cMBpT. OCBEH TOBa
CIyYad Ha ChIMHCKA XWUMOIMIMKEMHA MOXE A3 OCTAHAT HENEKYBAHH, aKO XUMOIIHUKEMHYHOTO
CBHCTOAHHE C€ 3aMACKHPa OT AIIMBO NMOBHUIEHUTE CTOMHOCTH Ha MMOKO3aTa (BXK. Touka 4.5). Bik.
Nno-A0NMY 3a CIIy4auTe Ha ocTpa OB0peuHa HeAOCTATBYHOCT.

IIpocaeoumocm
3a na ce noaoOpu npocaeAUMocTTa Ha OHONOTMYHMTE JICKAPCTBEHH HMPOAYKTH, HMETO H NAPTHIHHUAT
HOMEP Ha MPHWIaraHusd NpoAyKT TpAOGBa fa 6bAaT ACHO JOKYMEHTHPAHH.

IIpeonaznu mepxu npu ynompeba
[ToreHIanHUTE YCJIOXKHEHHUS Y€CTO MOXKE /14 Ce H30erHar, Karo ce rapaHTupa, de rnalMeHTHTE:

» He €A YYBCTBHTCAHH KbM YOBELIKH HOPM&ICH HMYHOrNIOOyJIMH upe3 0aBHO Ha4dalHO
HIDKeKTHpaHe Ha npoaykra (0,6 a0 1,2 ml/kg/h);
o Ca BHUMATE/THO MOHUTOPHPAHH 3a BCAKAKBH CHMITTOMH IIpe3 LIeJIUS NEPHOA Ha MHQY3HATA.

[To-cneumanHo, NalHEHTH, KOMTO HE Ca MOJMydYaBalH YOBEIIKM HOPMaJeH HMYHOTIO0Y/IHH,
HAUMEHTH, KOUTO NPEMHHABAT OT antepHaTMBeH IVIg npomykTt Wir korato e
NPOXBJDKHUTENICH HHTEPBAJI OT BPpEME OT npeaxoaHa KHpy3ud, Tpsabsa na 6bpaat Hab
NpPH ITHPBaTa HADY3UL H Npe3 ITLPBHA Yac clie]l NHPEaTa HHPY3HA B KOHTPOIHP
cpeaa 3a OTKpHBAHE Ha MOTEHUMATHH HeXKeJaHU JIEKAPCTBEHH TIPOABH H OC
BB3MOXKHOCT 33 He3abaBHO MpoOBeXAaHe Ha CIIELIHO JICYCHHE NIPH B3HHKBAHE
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BcHYKH ocTaHAMH maudeHTH TpaOBa na 6vaat HabnmoaasaHU He Mo-Matko o1 20 MHHYTH clteq
NPWIOKEHHE.

[1pyn BcHukH nauuenTH IVIg npunoxenunero Ha Ig Hanara:

. aJIeKBATHO XHIpaTHpaue npenu 3anousaHe Ha IVIg undysus;

. Ha0/0ZIeHNe BbPXY KOJHYECTBOTO OTHAECICHA YPHHA,

. HaOJI0/ICHHE BLPXY CEpYMHHTE HHBA HA KPEeaTHHHHA,

* Aa ce n3bArsa €AHOBPEMEHHOTO NPWIOKEHHE Ha OPHMMKOBH JHYPETHIM (BX. TouKa 4.5).

ITpu nesxenaHa peakuns Tps6Ba HIIH 1a ce HAMaIM CKOPOCTTAa HA HHGY3usTa, WIH HHGY3HATA 4
Orne npekpareHa. HeobxogHMOTO siedeHHe 3aBHCH OT XapaKTepa H TEXKECTTa Ha HEXeIaHaTa

peakims.

Peakitusg, cBbp3aHa ¢ HHOY3HUATA

Haxou HexenaHM nexapcTBeHH peakuuu (Hamp. rnaBofoime, 3auepraBaHe, BTPHCAHE, MHANTHH,
XPHIIOBE, TAXUKAPAUA, OOMKA B KPBCTA, FaAeHE M XHIIOTOHHS) MOXE /1a Ca CBBP3aHH ChC CKOPOCTTA
Ha HHQy3usTa. TpaOBa TO9HO Aa ce cnasBa NPENOPBYHTENHATA CKOPOCT Ha HHQY3HA, NOCOYESHA B
Touka 4.2. IlammentHre TpaGea ga ObAaT MOA HEMPEKbCHATO HaOMONCHHE, KATO BHHMATEIHO CE
CHIe/IH 3a TIoABa Ha BCAKAKBH CHMITTOMH IIpe3 L1eJIUA NepHOA Ha BIIMBAHE.

HexenaHu 1ekapCTBEHH peaKiidi MOXE Ja Bb3HMKHAT [10-9€CTO:

° NpH NAlMEHTH, KOUTO MOJTYYaBaT YOBELIKY HOPMAJICH MMYHOTJIOOY/IMH 33 NPBB IMET, WIH B
PEIAKHTE CiTy4aH, KOraTo ¢€ CMEHH MPOAYKTHT OT YOREHIKH HOPMAIEH HMYHOTJIOOY/IMH, WITH
KOTaTo € HMaJIO XbJITa nay3a cief NpeaxoaHaTa HHY 3K,

. [TPH NMallHEeHTH C HEJIEKYBAHA HHQEKHHA WK C TIOLIEXAINO XPOHHYHO BH3TAJICHUE.

CBpBLXYYBCTBHTEITHOCT
PeakuuHTE Ha CBPBXYYBCTBHTETHOCT Ca PEIKH.

AHapuwiakCHs MOXE a Ce pa3BHE TPH NalUEHTH:
¢ C HEROJIOBUMH IgA, KOUTO HMaT aHTH-IgA aHTHTENA;
. KOHTO €a MOHECH NPEAXOAHO JICYEHHE ¢ HOPMAJIEH Y0BEIIKH HMYHOII00YIHH.

B cinyqait Ha ok TpabBa Aa ce NPHIOKH CTAHAAPTHOTO MEAMUMHCKO JISYEHHE Ha IIOKA.

TpoMmboemMbonn3pM
MiMa xIMHHYHM [0KA3aTeNcTBAa 3a BpPb3ka MexQy npuiaraHero Ha IVIg M TpomGemGommuuu

CHOMTHA, HANpHMEP MHOKAapAeH HHOAPKT, MOZHUYHOCHAOBH MHLHACHTH (BIUTIOUHTEIHO MO3IBYEH
ynap), 6enonpobHa emG6omus U TpomG03a Ha ALIGOKHTE BEHH, 32 KOMTO ce NPHEMa, Y€ Ca CBBP3aHH
C OTHOCHTeJHOTO MOBHINABAHC HA BHCKO3HTETa HA KDPBBTA MOpaAM roisM TMpPHIMB Ha
HMYHOTJI00YJTHHU NPH PACKOBH NauieHTH. TpaGBa fa ce MOAX0XKAa BHUMATETHO NIPH MPEANHCBAHE
H BaMBaHe Ha IVIg npH nmauMeHTH cBC 3aTIBCTABAHE W MPH NALMEHTH C TPEABAPHTEIHO
CHIIECTBYBAIllH PHCKOBH (akTOopH 3a TpoMb03HM CHOMTHA (HampHMeEp HamnpegHala Bh3PacT,
XMIIEPTOHHSA, 3aXapeH AHa0eT, AepMaTOMHO3UT H aHaMHe3a 3a CHA0BA GONECT WIH TPOMOOTHUHM
€NU301d, NALMEHTH ¢ MPHAOOUTH UNH HACNENCTBEHH TPOMOODHIHH HAPYLUCHHS, NAlIHEHTH, NpH
KOHTO € HAIHIC NPOABIDKUTENHO 00€3ABHKBAHE, MALMEHTH ¢ TEXKKA XHINOBOJEMHA, MAL{HEHTH,
cTpajain¢ oT 3ab0/IABAHHMA, KOHTO NPOTHYAT C NOBHLIABAHE HAa BHCKO3UTETA Ha KPBBTA).

I1py nauneHTH ¢ prck ot TpoMGoeMGoNMUHK Hexenanu peakimu [VIg npoaykrure TpaGea xa ce
NpHAaraT ¢ MUHUMAalHa CKOPOCT Ha HH(Y3HATa H B MUHUMAJIHATA NPHITOKHUMA 1033,

Octpa 610pevyHa HeIOCTATHYHOCT

Hma crobienns 3a ciydan Ha ocTpa OuOpeuHa HeOCTATEYHOCT NPH NALHUEHTH, MO N ?
nedenue ¢ IVIg. B noseuero caywan ca 6wim uaeHTHULMpPaHH PHCKOBH axTopH ‘ww -?-'.' A
' .-, ! ."- . -“ 1\-1
\ ‘;*_‘_, ‘3 :TK'T hi f hﬁ
\ e - " |_r2 .u""' :.‘:} ,J"
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ChlIeCTBYBalla OBOPEedHa HENOCTATHYHOCT, 3aXapeH AHabeT, XHMOBONEMHA, HAJHOPMEHO TETJO,
eTHOBPEMEHHO NPHIAraHe Ha He(POTOKCHYHH JIEKAPCTBEHN MPOAYKTH MJIH BB3pacT Hajl 65 roJtMHH.

Bs6peanuTe mapameTpy TpaGOBa Aa ce OLUEHAT nmpeiH HHby3msTa Ha [VIg, ocobeno npy nalMeHTH,
KOMTO ca MpELIEHEHH KAaTO TAKMBA ¢ MOTEHLIMATHO BMCOK PHCK OT pa3sBMTHE Ha octpa 610pedna
HeJOCTATHYHOCT, H OTHORQO MNpe3 NOAXOAMAIM HHTepBantH. IIpH nauMeHTH, pUCKOBH 3a OCTpa
6u6peuna HegocTaTeaHocT, IVIg npoaykTH Tpsabra Aa ce Npuiarat NpH MUHHMAIHO NOAXOASLIATA
cKOpocCT Ha HHY3Hs K no3a. B ciyuan Ha 666peuHo yBpexaane Tpabsa na ce 06ChIH NpexpaTaBaHe
Ha npunaranero Ha [VIg.

Birpexu ue cro0ileHHATa 338 HapylleHa 6p6peuHa pyHKUHMA U ocTpa OB0pevHa HEJOCTAaTEYHOCT Ce
cBBp3BaT ¢ ynorpebara Ha MHOro BHAOBE OT paispetlicHuTe IVIg MPORYKTH, CHABPKAINK Pa3IHYHH
NOMOILIHM BEIHEeCTRa, KaTO 3aXapo3a, MMOoK03a WK MATTO3a, MPOAYKTHTE, KOMTO ChAbPXKAT 3aXapo3a
KaTo craGUnM3aTop, €4 ChCTABJIABAIM HEMpPONOPLUMOHANEH Ian oT obwus Opol cimywad. Ilpu
DMCKOBH MALMEHTH MOXKE JIa CE€ MHCITH 3a ynioTpeba Ha IVIg npogyxTH, KOKTO HE CHALPKAT NOAOOHH
noMoinuu BemecTsa. Oxraram 10% cuaepxa ManToza (BX. NOMOWHHTE BELLECTRA MO-rope).

CHHApPOM Ha acenTHY¢H MEHHHIHT (AMS)

JloknaaBaHH ca Ciyd4aH Ha CHHAPOM Ha acelTHICH MEHUHTHT BBB Bpb3Ka ¢ JeueHue ¢ [VIg.
CHHIpOMBT OOMKHOBEHO 3ar04Ba B pAMKHTE Ha HAKOJIKO 4Yaca 1o 2 JHH cnep neueHue c [VIg.
Uscnenpanero Ha uepebpocnurantiara TeuHocT (LICT) 9ecTo € nonoxKHTeAHO 3a IUICOLHT03a
IOBeYE OT HAKOJIKO XWIAAH KIETKH Ha mm®, NpeAMMHO OT FPaHyIOUHTHHS Pell, H MOBHIICHO
MPOTEMHOBO HUBO 0 HAKONKO cToTHH mg/dl.

AMS Moxe na ce cpeina no-4ecTo npH jedeHHe ¢ ronemu no3u Ha [VIg (2 g/kg).

Ha nmauueHTHTE C TaKMBa NpOsSBH W CHMNTOMH TpAOBa /a ce HanpaBH NoApodeH HEBPOJNOTHYEH
npernen, BKBOYHTENHO HicneasaHe Ha LICT, 3a aa ce H3knovaT Apyrd NpHYHHH 32 MEHHUHIHT.

[IpexparaBaHeTo Ha neyeHuero ¢ IVIg e noseno no or3syyasaHe HAa AMS B paMKHTe Ha HAKOJIKO
JIHH H€3 NOCICACTBHA.

XeMOIUTHYHA aHCMHA

[VIg npoayxruTe MOXe [a ChAbPKAT KPHBHOIPYNIOBH aHTHTE/a, KOHTO MOXE 1a IeHCTBAT KaTo
XeMOJIM3HHH U J1a IIPEIU3BHKERAT 7 Vivo NOKpHBaHe Ha YepBeHHTe KpbBHH KieTkH (red blood cells,
RBC) ¢ uMyHOrno6yauH, Bogelo A0 NO3WTHRHA AUPEKTHa aHTUIIOOY/IMHOBA peakLHs (TECT Ha
Coombs) H paako xeMosu3a. XeMONHTHYHA aHEMHA MOJXKe 1a Ce pa3BHe cnell iegeHue ¢ IVIg,
nopanay nosumeHo cekpecTHpade Ha RBC. ITaunentu, momyuwiu IVIg, Tpabsa na ce npocnensasar
34 KIIMHMYHM [PH3HALIM K CHMITTOMHM Ha Xemonu3a. (BX. Touka 4.8.)

HeyTponeHnus/neBKONCHUA

3a mpexoAHO MOoHWKEeHHe Ha Opos Ha HeyTpOPWIHTE WHIH eNH304M HA HEYTPOICHHA, MOHAKOra
TEKKH, c€ choO1Iapa cirea neyeHue ¢ IVIig, Tosa THNHYHO ce pa3BHBA B pAMKHTE HA 4acOBE 0 JIHH
cnen [VIg npunoxeHHeTO H IIpeMHHABA CIIOHTAHHO 3a 7 1o 14 aHu.

Crpop3aHo ¢ TpaHcdy3nsa octpo benoapobuo yepexknane (TRALI)

[Ipu naumMeHTH, Nekysanu ¢ [VIg, iMa HAKOH cro0lteHHd 3a OCThp, HEeKapAHOreHeH benoapobeH
orok [Csbp3aHo ¢ TpaHchy3naTa octpo 6enonpobHo yepexnane (TRALI)]. TRALI ce
XapaKTEPH3Hpa C TEXKKA XHIIOKCHA, 33yX, TAXHITHESA, L{UaHO3a, [TOBUIIIEHA TEMIIEpaTypa ¥
xunoronud. Cumnromute Ha TRALI 001kHOBEHO e pa3BUBAT MO BpeMe WIH 10 6 vaca cnen
TpaHcdy3us, 9€CTO B paMKUTe Ha 1-2 uaca. B Tazu Bpr3ka, [VIg petunuentute Tpabsa na 6naa
nHabmonasany npH IVIg nagysus u 1 na 6sae HezabaBHO ITPEKPATEHO B Cy4Yai Ha Oemoapo
HexeNaHa peakursa. TRALI € noreHuManHo XHBOTO3acTpalllaBallo CHCTOAHHE, KOETO HANAT,
He3a0aBHO ICYCHME B OTACACHHE 32 UHTEH3HUBHH IPHOKH.
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Biusuye rpH cepoJOrHiHy TeCTOBE
Crnea NpHIOKEHHUETO HA HMYyHOTIIOOYTHHH NPEXOAHOTO NOKAYBAHE HA Pa3lTHYHH AHTHTEN, TaCHBHO

IpeHECEHH B KPHBTa Ha MAaLMEHTHTE, MOXE /a JIOBEE A0 3al01yKaaBaliy MONOKHUTEIHH Pe3yITaTH
OT CEPOJIOTHYHH TECTOBE.

[IacHBeH MPEHOC HA AHTHTEJNA CPeLy ePHTPOLIMTHH aHTHUI'CHH Kato A, B, D, Moxe na noBnuse Ha
PE3YNTATHTE OT HAKOM CEPOJIOTHYHH TECTOBE 3a AHTHTENa CPEIly 4ePBECHHTC KPBBHHM KIIETKH,
HanpuMep aupekTeH anturnobynuHos tect (DAT, nupexren Tect Ha Coombs).

TpancMUCHBHH ar¢HTH
CTaHAapTHHTE MEPKH 33 NPEAOTBpaTABaHe Ha MHOEKLHH, KOMTO ca pe3y/TaT OT ynorpebara Ha

NeKApPCTBEHM NMPOLYKTH, MOTy4YeHH OT YOBEIIKa KPbB WIH [/1a3Ma, BKTIOYBAT oA00p Ha NOHOPHTE,
CKPMHHMHI Ha MHAMBMIYANHHWTE NApPeHH eJWHHMUM KpbB H Ha cOopHaTa IU1asMa 3a CrieUHHYHH
Mapkepd Ha HMHPEeKHMs M BKIIOYBAHETO HAa €(QEKTHBHH TPOM3BOACTBEHH €Tand 32
HHAXTHBHPAHE/OTCTpaHIBaHE HAa BUPYCH. BLNpekH TOBa, KOraro ce MpwiaraT JieKapCTBEHH
NPOAYKTH, MONYYEHH OT YOBCIUKA KPBB WIM IUIa3Ma, HE MOXXe HaITBJIHO Jla €€ H3KIIOYH
BB3MOJKHOCTTA 34 NMpeAaBaHe Ha HMHPEKUMO3HH arcHTH. ToBa €€ OTHAcAd M 3a HEMO3HATH HWIH
HOBOTIOSBHWIIH C€ BUPYCH M JApYrH NaTOreHH.

IIpueMa ce, ue B3eTUTE MEPKH ca epexTHBHH 3a OOBHTH BHpYcH, Hanpumep Bupycure Ha HIV, HBV
u HCV.

B13MOKHO € B3€THTE MEPKH /a €4 C OrpaHHYEHa MoJ13a Cpely HeOOBHTH BUPYCH, KATO BUpYca Ha
HAYV u napeoBupyc B19.

MMa obHagexaaBanl KITHHAYEH ONMT 110 OTHOLIEHHE HA JIUTICATA Ha IIPCAABAHE HA XENaTHT A M Ha
napeopupyc B19 ¢ umyHOrnoOynnHH, a ChIIO TaKa c€ MPHEMA, Y€ ChAbPKAHHETO Ha AHTHTE)IA HMa
CBILECTBEH TNIPHHOC 3a BUpYCHaTa 06€301acHOCT.

Ceabp)KaHWE Ha HATPHH
To3u seKapcTBeH NPOAYKT ChIbpka 69 mg HaTpwii BbB ¢iakoH ot 100 ml, ekBHBaneHTeH Ha

3,45% ot npenopbsurTeNHUA 0T C30 MakCHManeH HEBEH MPHEM OT 2 g HATPHH 3a Bb3PacTHH.

(DammHBO) NOBHIIIEHA CKOPOCT HA YTagsBAHE HA EPHTPOLIUTHTE

[Tpu nanyenTtH, KouTo noiry4asar [VIg karo Tepanmi, CKOpocTTa Ha yTasBaHE HA CPUTPOLIATHTE
(CVE) moxe 1a 6pae dammuso yeenudeHa (nopyiasaHe 6e3 Bb3NaJuTeseH MpoLec).

I IupkynaTopHo (00eMHO) NIpeTOBapBaHe
Linpxynaropsoto (06eMHO) peToBapBaHe MOXe Aa Bb3HHKHE, KOraro o0eMbT Ha BuBaHus IVIg

(MnH BCEKH APYT MPOAYKT NPOM3BEACH OT YOBEIIKA KPBB WIIH IUIa3Ma) H APYTH CHBIANALIH
KHOY3HM IPEeIU3BHKBAT OCTPa XHNEPBOJIEMHs H ocThp Oenoapoben oTox.

JIOKaJIHM peakiiHi HA MACTOTO Ha HHDKEKTHPAaHE:

YcTaHOBEHHM ¢a JIOKAITHH pPeaKLMH Ha MACTOTO Ha MHDKEKTUpPaHe, KOMTO MOraT /ia BKIIIOYBAT
eKCTpaBasal(us, epUTEMa Ha MACTOTO Ha HH]Y3MaTa, Chpbex Ha MACTOTO Ha HH(Y3HATA U
noaoOHM CHMITTOMH.

[leapaTpyudHa NMOMyaalns
N36pocHuTe NpeqyNpeXISHUs U NTPEANa3HH MEPKH BaKaT KaKTO 3& BB3paCTHH, TaKa M 3a Jela.

4.5 BiagmoneficTBHE ¢ APYTE JIeKAPCTBEHR NPOAYKTH H APYrE GopME HA BIAEMOAEHCTBHE

JKMBH aTEHIOMPAHH BUPDYCHH BaKCHHH
ITprnaraHeTo Ha HMYHOIJIOOYJIHHM MOXeE 38 CPOK OT MUHMMYM 6 CEIMHLIM J0 3 MeceLta 1a monpe
Ha e(HMKACHOCTTA Ha XHMBHUTE ATEHIOMPAHH BHPYCHH BAKCHHH, HaNpUMep cpeury Mopouny, pyde
3aywka ¥ Bapuuena. Clex npwiaraHeTo Ha TO3W JIEKApCTBEH MPOAYKT TpaOBa Ja MMHAT
Mecena, Npeau Aa ce MpaBH BaKCHHALMA C XHMBH aTCHIOHpaHH BHPYCHHM BaKCHHHU. B c
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HALMEHTHTE, KOUTO C& BAKCHHUPAT cpeliy MopOunu, Tpa0Ba 1a ce HarpasH NPOBEPKA Ha CTATyca Ha
aAHTHTENATA.

BpHMKOBM JMypeTHLH
ITa ce n364rBa eAHOBPEMEHHOTO NPHIOKEHHE HA OPUMKOBH IHYPETHLIH.

HacneaBane Ha KpbBHATA TIIOKO34
Hsaxod BH0BE CHCTEMH 34 H3MCPBAHE HA KPBEBHATA IVIKOKO034a (HarpuUMep Te3M, KOUTO Ca Ha OCHOBATA

Ha TAIOKO30-ACXKWApPOreHa3a-mipoaoxXMHoNuHXHHOE (GDH-PQQ) wnm Meroxaure ¢ rmoko30-
6arpHI0-oKCHpeIyKTa3a) MOXKe [Ja HHTepnpeTHpar rpemHo marrosata (90 mg/ml), kodro ce
chabpka B OkraraMm 10%, kato nitokosa. Topa Moxe Ja foBeae A0 QaNIHBO MOBHIIEHH CTOHHOCTH
Ha TIOKO3aTa MO BpeMe Ha HHAY3HS u 7a cpox om okono 15 uaca cned kpas na un@ysuima u
BIIOCAEACTBHE — 10 HEMPABHIHO MpWiaraHe Ha MHCY/IHH, BOACIIO A0 >KMBOTO3aCTpamlaBalia WiH
naxe atanna xunornukeMus. OCBeH TOBA CITy4auTe HA CHIIHHCKA XHITOTJIMKEMMS MOXe 13 OCTaHAT
HENIEKYBAHH, aKO XMIOrJIMKEMHYHOTO CHCTOAHHE C€ 3aMacKHpa oOT (aluMBO NOBHIICHHTE
CTOMHOCTH Ha TmoKosara. Cnenopatenno, korare npunaratre Oxraram 10% win  ApyrH
NapeHTepaTHH, ChIBPXKAIIH MaJIT03a NPOIYKTH, ONpe/le/ITHeTO Ha KPhBHATA I/I0Ko3a TpsbBa Aa
CTaBa [0 METOM, Koliro € cnewudUyeH caMo 3a [TI0K03a.

HudopmalumaTra 3a NpoAyKTa Ha CHCTEMATA 3a H3MEPBAHE Ha MNIIOK03a, BKIIIOUHTENHO 32 TECTOBHTE
neHTH, TpAGBa Aa ce nmperyiiesa BHHMATENHO, 3a /la Cé YCTAHOBY /i CHCTeMAaTa € NOAXoAdla 3a
M3TIONI3BAaHE CHC ChABPKAINM MAJITO3a MAPEHTEPANIHH NMPOAYKTH. AKO HE CT€ HANBJIHO CHIYPHH,
CEBpXETE C€ C MPOW3BOAMTENA Ha TECTOBATA CHCTEMA, 3a Ja YCTAHOBHTE JalH CHCTEMaTa ¢
MOAXOMAING 3a H3MOJ3BaHE OT MalUeHTH, TMPUEMAINH ChIBPXKAIIH MAITO3a NapeHTEPAIHU

MPONYKTH.

[TenpaTpryHa nomyJjanys
U3bpoennTe BR3ASHCTBHA BaXKaT KAKTO 3a BB3PACTHH, TAKa W 3a iclia.

*

4.6 PepranunTeT, OPEMEHHOCT H KbPMEHE

bpeMeHHOCT

HaMa gaHHH OT KOHTPOJIMPaHH KIMHMYHH H3NMUTBAHUSA OTHOCHO O€30MNacHOCTTa Ha TO3H
JNleKapcTBeH MPOIYKT NpH yrotpebata My npu GpeMeHHH XKEHH U cneoBaTeHO ToH Tpabsa na ce
NpeANUCBA ¢ NOBULIEHO BHUMaHKe Ra OpeMeHHH KeHH. Y CTaHOBeHO €, 9¢ IVIg nmpoaykruTe
MPEMHHABAT Mpe3 MIaUeHTaTa, 0CO0eHO cie/l TpeTHA TPUMECThP. KTHHUYHHAT OIMHUT ¢
MMYHOIIO0Y/IMHM [1aBa HACOMBALIM JaHHH, Y€ HE CE 0YaKBa Te Ja MMAT BpeaHH edeKTH BLPXY
NMPOTHYAHETO Ha OPEMEHHOCTTA M BBPXY IU101a H HOBOPOACHOTO.

KnpMmene
Hsama JaHHH OT KOHTPOJHPAaHH KIIMHHYHH H3IIHTBaHWA OTHOCHO O€30MacHOCTTa Ha TO3H

JIEKapcTBEH NPOAYKT NpH yroTpebaTa My npyu HpeMeHHH KeHH M CIeNoBaTeNIHO Toi TpadBa na ce
NpeanHcBa ¢ NOBULICHO BHUMAHKME Ha KbpMelln MaikH. IMyHorio6yiHHHTE C€ €KCKPETHPAT B
kppMaTa. He ce odakBaT oTpHuaTenHu epekTH Ha KbpMERETO BLPXY HOBOPOACHHW KbpPMaUeTa.

DepTHIHTET
KMMHMYHHAT ONMT ¢ UMYHOTJIOOYJIHHH TNIpeAnosara, e He MOXKE Ja Ce 04aKBaT BpeAHH eeKTH
BBPXY (PEPTHAMUTETA.

4.7 EdexTH BLpXY cnocofHocTTa 3a modHupane B pabora ¢ MAamBEaH

Oxraram 10% He MOBIHUABA WIH NOBIHABA NPeHEOpeXHMO crocoOHOCTTA 3a odHpaHe
¢ MalUWHH. Benpeky TOBa, MALMEHTHTE, PH KOUTO c¢ HabnioaBaT HEXeNlaHH pea
Ha JieueHHeTo, TpAGBaA Aa U39aKaT A0 OT3BY4aBaHETO HM Mpeau wodupate WiH pad
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4.8 Hexenann NeKapCTBEHH PEAKIEA

O6obuienne Ha npoduia Ha 6e30NacHOCT

HexenaHuTe peakiii, MPHIMHEHH OT 4OBEUIKH HOPMAIHH HMYHOTIO0YIMHH (B HAMaJIABalla
4eCTOTA) BKAIOYBAT (BXK. CHIIO Touka 4.4):

. BTPHCAHE, TJIABOOOIHE, 3aMaiiBaHe, BUCOKa TEMIIEPATYPA, MOBPHINaHe, AJICPTHIHH PCAKIHH,
raJileHe, apTpajirus, HHCKO KPBBHO HAlAraHe H ymepeHa 0oJika B KphCTa,

. oGpaTHMH XEeMOHTHYHHK PEeaKiliH; 0coDeHO IPH MALMEHTH C KpbBHA rpyna A, B u AB, 1
(pAaKO) XeMOJIMTHYHA aHEeMHA, Hallarailla KpbBOIIPETHBAHE;

. (pAAKO) BHE3ANHO CNAfaHe Ha KPLBHOTO HAATAHE, a B H30JMPaHH ClTy4aH, aHAQUIaKTHIEH

WIOK, AOPH KOTATO MALMEHTHT HE € MoKa3an MPOSBH HA CBPhXUYBCTBHTEIIHOCT KbM
NPEAXOAHO MPHIIOKEHHE;

o (pAAKO) MPEXOAHH KOXHH PEaKLUMH ( BKITIOYUTETHO KOXKEH JTYTyC epHTeMaTro3yc - €
HEH3BECTHA 4eCTOTA);

(MHOTO paAKko) TpPoMBOeMBONHYHH peakluu kaTo HHPAPKT HAa MHOKApAa, MHCYIIT, fenoapobHa

emboug, TI00Ka BeHO3HA TpoMb03a ;

* cJIydad Ha oOpaTHM acerrTHIEeH MEHHHTHT,

o CTy4aH Ha MOBHMILNABAHE HA HUBATA HA CEPYMHHMS KPEaTHHHH W/WIH Pa3BHTHE Ha OCTpa
61OpeduHa HeAOCTATHYHOCT;

. cTyvad Ha CBBP3aHO ¢ HHOY3ust ocTpo GenoapobHo Hapymenne (TRALI).

TabnHila ¢uC CIHCHK Ha HEXETAHUTE peaKiliy

B nonxara TabyMia ca nocoueHH HexKelaHWTe JIEKAPCTBEHH peakilui, KaTeropH3UpaHm 1o CHCTEMO-
oprainu kiaacose Mo MedDRA (cucTeMo-0praHeH Kiac ¥ NpeArno4MTaH TePMHH).

YecToTaTa € OMNpencieHa Karo € HU3NONA3BaHA CJIeHATAa KOHBCHL[HA: MHOro 4eCTH
(> 1/10); wectu (= 1/100 no < 1/10); newectu (= 1/1,000 no < 1/100); peaxn (= 1/10,000 no <
1/1,000); maOro peaxd (< 1/10,000), c HenzpecTHa decToTa (HEe MOXKe 1a ObJE HANpaBeHa OLECHKA OT
HaJTHYHHTE JAHHH).

BBB BCEKM OpPraHeH KJIac HEKEJAHHUTE JIEKAPCTBCHH peakUHH c€ MPSACTABAT B HH3XOAAUL pex no
CEpHO3HOCT.

UecTOTa HAa HEXEIAHUTE NIEKAPCTBEHH PEAKLIMHM NIPH KIMHHYHY npoyuBaHud ¢ Okraram 10%:

Cucremo-opranna knacupuxanun (COK) no HexenaHy peakuHH JecToTa 38 NauHeHT | UecToTa 38 HHPYIHS

MedDRA cbraacHo NocJi¢A0BATEIHOCTTA:

Hapymenns nHa KpsBTa 4 JHM(QHATA CHCTEMA AHEMHSA, JICBKOTICHHS, HEYCCTH HEYECTH
AMMGOneHHA

HapyilieHHA Ha HMYHHATa CHCTEMa (BX. TOYKA | CBPEXUYBCTBHTCIHOCT YECTH 4eCTH

4.4)

HapyireHus Ha ounre 3aMbLIJICHO 3peHHe HEUYECTH HEYECTH
rnasobosme MHOIO 9€CTH YCCTH

Hapymenus Ha HEpBHATa CHCTEMA
3aMafBaHe 4eCTH HEYeCTH
napecTe3unsd, TpeMop He4eCTH HE9ECTH
MOIBYHO-CHIOB HHIUHICHT HCYECTH peaKH

(Bx. TOuxa 4.4),
XHINIOECTE3HA, MOTbLYEH

HHGapKT
Copaeqnn HApYHICHHS TaxHKapAHA YEeCTH
Cosa0BH HapyIICHAA XHIEPTOHUA IECTH
TpoM603a (BX. TOuKa 4.4) HEYECTH
CroMalIyo-4YpeRHHE HAPYIHNCHUA [ ranene YECTH
NOBpPbILAHE 9eCTH
MHEAIIIHA YEeCTH

60NKK B KpaliHHUIHTE
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OoakH B rbpba, apTpanrus, HEYECTH HEYECTH
HapyuieHus Ha MyCKYNHO-CKE/IeTHara CHCTEMa D —
A CHEIHHUTCITHATA ThKaH
Pecnuparopns, rpeAHH M MCRHACTHHAIHH | AUCTHEA HCYCCTH HEYCCTH
HApYIICHHA benonpobua eMbomus (Bx. HEYECTH YECTH
TOYKA 4.4) | | ]
OO0y HapymeHHs H epeKTH Ha MACTOTO Ha BHCOKA TeMricpatypa decTH eet
MPUIIOKEHHE
YMOPA&, PCAKIHMH Ha MACTOTO | ECTH . HEYeCTH
Ha HHXKEKTHpaHe, BTPHCaHe
0oJika B I'EPANTE, GCTCHMUS, HEYECTH HEYECTH
nepHdeper oTok, ofIIo
HEepa3NoNOXKEHHE ' F
Uacnegpanns NOBHLIEH 4YepHOAPOOeH YECTH HCYECTH
SH3UM, [TONOXKUTEICH TECT
na Kymbc
NOHKHXEH XeMOrI00uH HEYCCTH HEUECTH

CrobineHH ca ClIeIHHTE peakiiii oT nocTMapkeTHHrosua onut ¢ Oxraram 10%.

YecTOTHTE 33 NOCTMAPKETHHIOBH CHOOINEHH PeakiMM He MoraT Aa 6b4arT OUEHEHH OT HAJTHIHHUTE
JaHHH.

CHeTemMO0-0praHHS KIscHPHKAUNHS YecToTa
(COK) no MedDRA cwraacso

NOoCACAOBATEIHOCTTA.

HexeliaHa ACKAPCTBEHA PEAKUHA
(HuBo Ha npeanoHTAH TEPMHH)

Hapyinends Ha KpbBTa U TAM{HaTa C HEH3BECTHA HECTOTA

CHCTCMA

XCMOJHTHYHA aHCMHA

HapymeHHnsa HA HMYHHATa CUCTEMa | aHa(UIAKTHYEH 1EOK; C HEH3BECTHA YECTOTA

OTOK HA JIKLECTO

(pXK. TO4Ka 4.4) aHa(UIAKTUMHE PEAKIIHSA; C HEM3BECTHA 4eCTOTA
aHa(MIAKTOMIHA PCaKIIny; C HEH3BECTHA YECTOTa
AHFHOEHEM; ¢ HEH3BECTHA YECTOTa

C HCH3IBOCTHAE 9CCTOTa

Hapywenns na MeraboHsMa u
XpaHeHETo

M3JIHLUTBK OT T¢YHOCT
{nceBRo JXHNoHATpeMMA

C HCH3BCCTHA HECTOTa
C HCH3IBCCTHA YCCTOTa

TIcUXHYHM HApYIICHHUA

ChCTOAHHKE Ha 00BpKaHOCT

C HEHIBECTHA HYECTOTA

Be30yia C HEH3IBCCTHA YE€CTOTA
TPEBOXHOCT ¢ HEH3IBECTHA YeCcTOoTa
HEPBHOCT C HCH3IBECTHA YECTOTA

Hapyniesus Ha HEPBHATA CHCTEMA

ACEMTRYCH MCHHHIHUT,
3aryfa Ha Ch3HAHUE;
rOBOPHH HapyLICHHA;

MHTPEHA;

$orodobus;

C HCH3BCCTHA HCCTOTA
C HCHM3IBCCTHA YCCTOTA
C HEH3BCCTHA YCCTOTA
¢ HCH3BECTHA HCCTOTA
C HCH3BCCTHA HYECTOTA

HapyIilueHus Ha OUUTE

3PHTEIIHH YBpPEXIaHHA

¢ HCH3IBCCTHA HECTOTA

CopleyHH HapYLICHHA

MHOKapacH HHpapKT (BX. Touka 4.4);

C HCHIBCLTHA YECTOTA

aHTHHA NICKTOPHC; C HEH3BECTHA YECTOTA
Opanukapans; C HCH3BECTHE MeCTOTa
HATTHTAIM K, ¢ HEH3BECTHA YeCcTOTa
LHAHO3] C HEH3IBECTHA YECTOTA

Cba0BH HApYIUCHHA

IIHPKY IATOPEH KOJIAINC;
nepHdpepHa LUPKYNATOPHA

€ HCH3BCCTHA HeCTOTA
C HCHIBRCCTHA YCCTOTA

HEIOCTATHYHOCT; B
bnebur; C HEHM3BECTHA Y€CTOTA
XHMIOTOHHS; C HCH3BECTHA YECTOTa
Gnegocr ¢ HCH3IBCCTHA 4E *

PecnupaTropun, rphaHH 4
MCIHACTHHAIHE HapYIICHUR

peCHpaTOpHa HEROCTATHHYHOLT,

6enoapoben oTox;

C HCHIBCCTHA 4¢
€ HCH3IBECTHA HC
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OpOHXOCTIAYDbM;
XHIIOKCHA;
KalKna

C HCH3BCCTHA YCCTOTA
C HCH3BCCTHA 4YCCTOTA
C HCH3BCCTHA YCCTOTA

CroMaIinHO-YPEBHH HAPYIICHHS

JIAAPHA;
Kopemua Bonka

C HEH3BECTHA YCCTOTA
C HCH3BECTHA HECTOTA

Hapymenana #a KOXAaTa H
NOAKOXKHATA ThKaH

exconuanmg Ha KOXKaTa;
YPTHKapHA;

oOpuB;

SPUTEMATO3CH OOPHB,
ACPMATHT,

NpYPHTYL,
AITOMELIHA,

CPHTEMA

¢ HEH3BCCTHA YCCTOTA
C HCH3IBCCTHA HCCTOTH
C HEH3IBCCTHA 9CCTOTA
¢ HCH3BCCTHA 1CCTOTA
C HCR3IBCCTHA YECTOTA
C HCH3IBCCTHA HCCTOTA
C HEH3IBECTHA MCCTOTA
C HCH3IBCCTHA HCCTOTA

Hapymenus Ha MyCKy THO-
CKENETHATA CHCTEMA H
ChLEAMHATEIHATA THKAH

60/IXH BbB BPATA,

MYCKYJIHA cj1abocT;

CKOBAHOCT Ha OMIOPHO-ABUraTeNHAaTa
CHCTEMA

C HCH3BCCTHA HECTOTA
C HCH3BCCTHA HCCTOTa

C HCH3BCCTHA YECTOTA

Hapywenua Ha 660peunTe H
MAKOYHATE MBTHIRA

O1rOpeura HEAOCTATBYHOCT, OCTpaA (BXK.

Touka 4.4);
Gonxx B OnbOpenuTe

C HEHIBCCTHA HCCTOTaA

C HEH3IBCCTHA HECTOTa

Obmy Hapymenusa n epekTH Ha
MACTOTO Ha NPHIONKCHHE

OTOK;

rpanononobro 3abosapane;
ropeiiH BbIIHH;

jauepBABaHe HA THUETO;
YCeIlIaHe 3a CTYN;

YCEIIAHE 33 TONIHHA;
XHIEPXULPO3a;

AUCKOMGOPT B IPBAHHA KO,
CHHJIMBOCT;

yCelaHe 3a MapeHe;

C HCH3IBCCTHA HCCTOTAa
C HEH3IBECTHA YCCTOTA
C HCH3BCCTHA 4YCCTOTa
C HCH3BOCCTHA YCCTOTa
C HEH3B&CTHA YCCTOTA
C HCH3BECTHA JCCTOTA
C HCH3BCCTHA YCCTOTA
C HCH3BCCTHA YCCTOTa
C HCH3BECTHA YCCTOTA
C HCH3BLCTHA YC€CTOTA

Hicnenpanus

(danuMBo NONOKUTENICH Pe3yaTaT Ha
KpbBHATA 3aXap (BX. Touka 4.4.);

C HCH3BCCTHA 4YCOTOTA

OmmcaHve Ha NoAOPaHH HEXENTAHH PeaKIHK
3a onucaHMe HAa H3I0OpaHM HeXeNnaHd peakUWH, KaTO peaKUMH Ha CBPBXYYBCTBHTEIHOCT,

TpoMboeMbonug, octpa 6bOpeuHa HeROCTATBYHOCT, CHHAPOM HAa ACEMTHYEH MEHHHTHT H
XeMOJIMTHYHA AaHEMUs, BIOKTE TOUKa 4.4.

IleanaTpudHa NONyIalHg
Ilpp knuHUYHM H3NUTBaHMA ¢ OkTaraM 5% noBedeTo HEKeNaHH peaklMM IIpH Lelia ca

KnacHOHIMpPaHU KAaTo JIEKH M MHOTO OT THX pearupaT Ha npoCTH M3MEPBAHHUA, HanpuMmep
HAMasBAHE Ha CKOpPOCTTa Ha MH(Y3MATA WIM BPEMEHHO NpeycraHoBABaHe Ha MH(y3uara. Ilo
OTHOILIEHHE HA THUIIA HA HEXEJIAHUTE PEaKi(MH, BCHIKH Ca OTYETEHH 3a pa3TBopH Ha [VIg. Hali-yecTo
CpelaHaTa HeXXeliaHa peakiiMs NPH NeAHATPHYIHATa NomyJais € riiasobonue.

CpolinapaHe Ha NOAO3HPAHH HEXKENIAHH PEAKIIHH

Cro0OIapaHeTo Ha IMOAO3MpaHH HEXENAaHH peaklUMM cjiefl pa3spemiaBaHe 3a ynorpeba Ha
JIeKapCTBEHHS MPOAYKT € BAKHO. TOBa Mo3BOJIABA Ja MPOAKDKH HAOMIOAESHHETO Ha CHOTHOLLEHHETO
M0JI3a/PUCK 3a JIEKAPCTBEHHA NMPOAYKT. OT MEMIMHCKHATE CIICLIMATMCTH c€ M3UCKBA Ja cHo0LIaBar
BCAKA MOJO3HPAHA HEXKeNTaHA peakiiMd upe3 HalMOKRANIHA CHCTeMa 3a cho0InaBane.

L ]
I
L

Buarapas Tﬁd:m“
Asmrbnuaurenna areHiyA 110 JIEKapcTBaTa & E;__ hq_% DN
ya. ,.Jlamau I'pye” Ne 8 S N %

1303 Codus
Ten.: +359 2 8903417
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4.9 ' Ilpeno3nmpane

IIpeqo3MpaHETO MOXKE Ja AOBEME JO CBPLXOOpEMEHSBAHE C TEYHOCTH U XUIIEPBHCKO3UTET, 0C00eHo
MPH PHCKOBM MALMEHTH, BIUTIOYMTENHO KbpMAaueTa, NAllHEHTH B HANPEAHANA H CTap4ecKa BB3PacT
WITH NMALMEHTH ¢ ChpAeYHO WK 6B6peyHo yBpexaaHe (Bx. Touka 4.4.),

5, ®APMAKOJIOTHYHH CBOMCTBA
S.1 ®apMaKoIHHAMHYIHE CBONCTBA

dapMaKkoTepaneBTHYHA FPYTIA; HMyHHU CEPYMH H HMYyHOrIO0YIHHN: HMYHOTIOOY/IMHH, HOPMANTHH

YOBENIKH, 38 HHTPABEHO3HO MPWIOKECHHKE,
ATC kon: JO6BAQ2

YopeHIKMAT HOpMAlICH HMYHOINIOOYNHMH chabpxka rnaBHo umyHornobynuH G (IgG) ¢ mmpok
CMEKTHP OT aHTHUTENA Cpellly HHPEKLHOIHH areHTH.

YoBEUKHAT HOpMasieH HMYHOTNoOYIHH chabpxka [gG aHTHTEIATA, KOMTO C€ HAMHPAT B HOPMATHATA
nomynauus ot HaceleHHeTo. Toit 0OMKHOBEHO ce MPHTOTBA OT COOpHA TUTa3Ma OT HE NO-MAJKO OT
1000 nonopn. IIpu Hero pasnpeneneHHETo Ha NOAK/IacOBeTe Ha HMyHOII00yIHMH G € MHOTO OJIH3KO
10 NMPOMOPUHMH C PA3NpPEAcISHHETO B €CTECTBCHATA YOBEIIKA IUiasMa. B aaekBaTHH AO3H TO3M
JIeKapcTBEH MPOAYKT MOXE 1 Bh3CTAHOBH MATOJIOTHYHO MOHMKEHHWTE HHBa Ha HIMYHOrI00ymHH G
N0 TEXHUTE HOPMAJIHH PaHULIH.

Mexasu3MBT Ha JeHCTBHE MPH NOKa3aHHI U3BBH 3aMECTHTENIHATA TepallMs HE € HAITBIIHO H3ACHEH.

KnpHHYHH nTpoyYBaHUs

[Ipy HabmoAaBaHO B NEPECIIEKTHBA OTKPUTO MHOrOLUCHTPOBO Mpoy4saHe ot ¢asa 1II ca Ounn
nmpoy4yeHH edmukacHocTTa M GezomacHocrra Ha Oxraram 10% npy naumenTH, CTpajaiy ot
HaHonaTHyHa (MMyHHa) TpoMGoumTonennyna nyprypa (UTII). Oxraram 10% e 6un undy3upan »
2 nocnenosaTeHM AHH B n03a | g/kg/nHeBHO M maueHTHTe ca 6win Habmogasanu 3a Cpok ot 21
IHH, @ CHINO M ITPH NOCEIEHHETO 3a NMPocAeIIBaHe Ha AeH 63 cnen nHpy3HATa. XEMATOTOTHHHHUTE
napamMeTpH ca OWIHM MOANOXKEHH Ha OLeHKa Ha gen 2 Ao 7, 14 u 21.

B ananuza ca 6win sBkmoueHH o6mo 116 yuacTHuim; 66 ot yuacTHULIMTe ca HManu xpouuyuda UTII,
49 ca 6HIY HOBOXHATHOCTULIMPAHH H | YYacTHHK ¢ OHJT HEMpaBUIIHO BIUIIOYEH B MPOYyYBaHETO (HE €
crpazan ot UTTI) u cneaoBaTeTHO € OHT M3KTIONEH OT aHANIM3a 3a €(PUKACHOCT.

[TpoLeHTHT Ha LATOCTHO NOBJIMABAHE B MBAHHA Habop 3a aHanu3 e 6un 80% (95% nomepureneH
uarTepsan: 73% 1o 87%). IlpoueHTHTe Ha KIIMHMYHO MOBIHABAHE ca OWIH CXOJHH B 2-T€ KOXOPTH:
82% B koxoprtara Ha xpounuHa UTI1 u 78% B koxoprara Ha HOBOJAHArHOCTHLIHPAHHTE YHaCTHHIH,
[Ipy FIOBAMAAHTE C& YYACTHULM CPEXHOTO BpEMeE A0 peakuus Ha TpoMOOUHTHTE € OHito 2 nuH, a
MHTEPBANBT — OT 1 10 6 QHH.

[{sn0cTHATA MAKCHMMATHA CKOpOCcT HAa HHGY3ud e 6una 0,12 ml/kg/min. B rpynara Ha y4acTHHLUM, B
KOATO € Ouna paspemicHa MakcHManHa ckopocT Ha MHQys3ua ot 0,12 ml/kg/min (n=90), e 6una
MOCTUrHATA MEJHAHA HAa MaKcuMaiHa ckopoct Ha uHy3us ot 0,12 ml’kg/min (cpenna —
0,10 ml/kg/min). Kato usno, 55% ot yuactHuiumTe ca nomy4duny cebp3anu ¢ nekapcreoto HC, xato
yecToTata € OWiIa rnoaobHa B Koxoprara Ha yvacTHHMiUM ¢ XpoHudHa HTII u B koxoprara Ha
yyacTHHIM ¢ HoBorarHoctuuupaHa UTI1. Beuxu capp3anu ¢ iekapersoro HC ca 61 ¢ srexa win

yaapa/min) u nupekcui. Cesp3anuTe ¢ nekapctBoto HHOYy3uoHHs HC mo Bpeme Ha
Ha | yac cnex Huy3IuaTa, NpriaaraHa npu ckopocty ot < 0,08 mi/kg/min, ca p1p3
116 yqactanm (28%), noxato camo 6 ot 54 yuactHuim (11%) ca umanu Takusa H
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ot 0,12 ml/kg/min (aKo Ha4aNoTo aa HC e 6wno cnea Kpas Ha undy3uATa, NTOCAEAHATA NPWIOXKEHA
cKOpOCT € OHia Orpe/ieneHa kato ceup3ana ¢ HC). He e ycTaHOBEH crydaii Ha XeMOJIn3a, cabp3aHa
¢ W3MUTBAHOTO JICKAPCTBO. He e 610 npriarato [peBapUTENHOTO NICIEHHE 3a 0Onex4aBaHe Ha
caBbp3aHaTa C uHbY3UATa HEMOHOCUMOCT, ocpeH npy 1 y4acTHHK.

X poHHYHA BE3NATHTCIHA eMHUEIUHHA3 1o nonenponatus (CIDP

[IposeacHo € peTPOCTIEKTHBHO npoy4BaHe, BKMOYBALIO nanHuTe OT 46 NAlHEeHTH C XpOHUYHA
BLIMATATENHA ACMHEITHHH3NpaIlia [IONUPAIMKYJIOHECBPOTIATHA (CIDP), nexypaHH C OxraraMm 5%.
AHATH3BT 33 ePHUKACHOCT obxpama 24 MalueHTH. 11 HeneKyRaHH MNAalMCHTH (rpyma 1) # 13
[laLMeHTH, KOWTO HC Ca MoJTy4aBajiH MMYHOrJ100YIHHH B Npogb/DKEHHE Ha 12 ceamuid NpEaH
HayaJI0TO Ha JIEYCHHETO € OxrtaraM 5% (rpyna 2). I'pyna 3 obxpaia omle 13 NaiuUeHTH, KOWTO ca
GWiId MOMNONKECHH Ha MpeBapUTENIHO JIEYCHHE € UMyHOTTI00Y THHH (AMyHOTrNOOYJIHHHTE €4
npujiaraHd B PaMKHMTE na 12 CeIMHLA FIPEAH HA4aloTo Ha MpWIaraHeTo Ha Oktaram 5%).
JledeHHETO CE CUHTa 33 e()HKaCHO, aKo cKaiara 3a orpaHH4eHMA Ha oblmara HeBpOonaTHA (COOH)
ce HAMA/NBA C HAH-MAJIKO CIIHH yHKT B PaMKATC HA 4 mecella OT HAYajuoTO Ha JCUCHUCTO. B
rpynute 1 1 2 pe3ynTaThT CC [IOKWXaBa 3HAIUTEIHO NPH 41,7% OT MALACHTHTE (p=0,02). Camo 3-
Ma oT 13-Te MauMeHTH (23,08%) B rpyna 3 (noaNoXKeHH Ha NpeBapUTENHO NICHCHHE C IVig)
nokazBaT noaoOpeHne Mo COOH; 10 nanueHTH OCTaBal orabuwiny. He Moxe Na ¢e O9aKea
NOITBIHATEHO 3HAYHUTEIHO nono6penue no COOH npy NaLeHTHTE, JEKyBaHH MPeIBapUTEIIHO c
Vig.

CpenHaTa BB3pacT Ha u3cjieIBAHMTE MALHCHTH © 65 COHMHH, KOATO € MOo-BHCOKA OT OCTAHA/IUTE
nMpoy4BaHHA Ha CIDP. Tlpu naupueHTHTS Ha BB3pact Haj 65 FOAMHH CTEYICHTA HA NOBIHMSBAHE € MO-
HHCKa OTKONKOTO MpH TMO-MIajin natdedTH. To3u pesyJrar ¢ B CBLOTBETCTBHE C ITyONMKYBaHHTC
JAaHHM.

TlepmaTomuozut (DM)

B eqHO NMPOCNEKTHBHO, BOMWHO-CJIAIO, PAHIOMUIHPAHO, 1ane6o-KOHTpOAUpPano, MHOTOLICHTPOBO
npoy4YBaHe ca G1UiH BKTIOUEeHU 00u10 95 Bp3pacTHH nanmMeHTH (cpeaHa BB3pacT 53 roauHH,
nuanasoH 22-79 TonuHH; 75%, >keHH) ¢ ACpMATOMHO3HT.

TIpe3 mepBUs NEPHOA (16 ceaMMIIA) YIaCTHHLIHATE Ca o Ty4aBany Wiy 2 g/kg Oxraram 10%, wiv

VyaCTHALIATE €4 MOTJIH Jia OCTaHaT Ha TIXHOTO TIPEJHIIHO JIEKapCTBO 34 DM (c maxcyiMaHa
N03MpOBKa, Harp. 3a KOPTHKOCTEPOHIH: exguBayieHT Ha 20 mg/IeH TIpeHA30H), aKO Ca OUKn Ha
cTaGWIHM /103 MPeAr BKIOYBAHC. o Bpeme Ha [TbpBUsA NEPUON n03aTa Ha ChITHTCTBALIOTO
nexapcrso 3a DM e Tpadsano na ce NOAbpXaA craGwna ¥ 0K0N0 93% OT yHACTHHLIHTE C4
NOMy9aBaiK KOPTHKOCTCPOHIH (xaTo NPUOH3ATETHO OKOJIO 50% ca MoTydaBaly eKBHBATICHT Ha
< 10 mg/day npenHU3OH).

[IpoleHTHT Ha peCIOHACPH (nonoGpeHue OT 2 20 Touxy no TIS) B cEAMHILA 16 B reyiHKA HaOOp 32
apanus (FAS), e 611 3HAUUTEIHO no-BUCOK B rpynara Ha OKraraM 10%, OTKONKOTO B rpynara Ha
wiauebo (78,72% cnpaMo 43,75%;, PajIHKa: 34,97% [95% AH: 16,70; 53,24, p = 0,0008] Bx.
Ta6auua 1).

Taéauna 1. OteHka 3a 001o nonobperne — IIpOLEHT Ha pecrioHaepu B CeaMuLa 16
AHaan3 Orropop no TIS Oxraram 10% Maauebo Pajinka
Oxraram 10%
N=47 N=43 — naauedo
OcHOBCH
(T10HE MIHMATHO Bpoit (%) pecriodncpy 37 (78,72%) 21 (43,75%)
ionobpenue)
Pa3nuka B NPOLCHTHTE
Ha OTrOBOP
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AHAIHI Orrosop no TIS Oxtaram 10% Iaauebo
Oxtaram 10%
N=47 N=48 — nuiauebo
(95% JTH] p-crottsoct® ol 53,241
BropH4cH Bpott (%) peCMOKACPH 32 (68,09%) 11 (22,92%)
C none yMEpEHO Pa3iuka B DPOLICHTHTC 45.17
nopobpeHHe Ha OTrOBOP ’
27,31, 63,03
[95% JA] p-CTOHHOCT" L{LUOOI ]
BropuacH Bpoii (%) pecOHACPH 15 (31,91%) 4 (8,33%)
C none rojsMo Pa3nHka B NPONECHTHTC 23.58
noaobpeHue Ra OTrOROP ’
(95% JTH] p-cTofinoct’ 51361)3;239’03]

o e

*TecT HA Cochran-Mmtcl-Hacnsztl

C noHEe YMEPEHO noaobperme’ € GO ONPEAEIICHO KATO > 40 ToukH no T1S, 8 ,,C noHe ToJAMO nopoGpenuc” € GUI0 ONMPEALIICHO
a0 > 60 Touks nio TIS, GasHpana Ha IHECT ocHoBHH Halopa W3MEPBAHAA (Core Set Measures, CSM): NaKyarHO MyCKY/THO
rectpane (MMT-8), rioGamna OLSHKA HA IEKAPA 38 aTHBHOCT Ha 3a00NABAHCTO (GDA), eKcTpaMYCKyTHA AKTHBHOCT, [IAUKCHTCKA
GDA, BRNPOCHHK 38 OUCHKA HA sapaseto (HAQ), MyCKYJIHH CHIHMHA

NIV = popepHTEncH yHrepran; N = Spoit nauHeHTH, TIS = Ouenka 3a 06mo 1o a0fpeHue.

B 24-cexMUUHUS OTKPHT MCPHOA HA Npoab/DKeHHE HA NpPOYYBaHETO (OLE), 91 y4acTHHLH ca
NPOXBL/DKUIK A2 NOTyHasal OITBITHUTENHH 6 yH()Y3HOHHH LIMKBJIA HA negenue ¢ Oxraram 10% Ha
aceky 4 ceqmudu. HaMaieHHe Ha CLITETCTBALLOTO HMYHOCYNPECHBHO nevyeHue e OMI0 paspelICHO
fpe3 TO3K NEPUQ H TpH 15% oT yuaCTHHLMTE NO3HPOBKATA Ha KOPTHKOCTEPOHH € MOTJIO /a
651¢ IOHKAaBaHa.

3a BCHYKH KpaiftHH TOYKH 34 ebHKACHOCT OTTOBOPHT B rpynara Ha OKraram 10% oT IIbpBUK
NEepHOA € 3anas3eH J0 Cenmuua 40. YUaCTHULMTE B rpynara Ha nnaneto ca NOCTHIHAIH nopobex
OTTOBOP CJi€/] IPEMHHABAHE KBM Oxtaram 10% B nepHoza Ha npofbbKkeHHe (BX. Tabmuua 2).

Tataana 2. Onenxa 3a 00O nonobpenne — IpoLCHT HA pecnoxaepy B CeaMuuia 40

O

Orrosop no TIS B Ceamnua 40 Oxraram 10% Mnanebo/OxTaram
10%
Bpo# (%) pecoHACPH
C noHe MUEAMAITHO nonobpeHne 32/45 (71,11%) 32/46 (69,57%) 64/91 (70,33%)
95% N 57.87; 84,35 56,27; 82,86 60,94; 79,72

TIpuioxkenu ca 00O 664 uuicena Ha Hady3us ¢ OkraraM 10% 1o BpeMe Ha LWAI0TO NMpoydBaHe.
O6mo 62 y4aCTHHIIA (65,3%) ca MOJY4HiH 782 HexkeNaHH CHOMTHA, BB3HHKBALIH BcJleACTBHE HA
eqeHueTo, KOMTO Ca CHETEHH 32 CBRp3atH ¢ LAATBAHOTO JEKAPCTBO, KATO NOBEHETO OT TA ca OHIH
NIeKH MO UHTEH3UBHOCT (207/282).

[lo speMe Ha TPOY9BAHCTO CuKOl TALUMEHT He € TOKPHI1 KPHUTEpPUHTC 3a MHTPABACKYJapHa
XEMOJIH3A. | %

Tlo BpeMe Ha NPOYUBAHETO & NPWIONKEHO HAMAIABAHC Ha MaKCHMAaIHATa 1
undysus ot 0,12 mUkg/min Ha 0,04 ml/kg/min. KaxTo
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Y mnpes LAIOTO TNPOYIBAHE KODHTHPaHHTE 32 eKCIIO3MIAS YECTOTH Ha BBHIHHMKBAHC Ha
TpomGoeMOOTHIHH cpburus ca Ounm NOCIEAOBATENIHO TIO-HUCKH B ananuzuTe  ,,CIen
uamanapasero” (1,54 Ha 100 nanueHT/Mecella Ipean M 0,54 crnel HaMalABAHETO 34 LANIOTO
npoyusane). Criel0BATEHO © npenoppUATENHO 1a C& W3MOJI3BA Hali-HUCKATa Bh3MOXHA CKOPOCT Ha
undy3us Npy NAUHEHTH ¢ DM ¢ pHCKOBU HAKTOPH (BHKTE CBHILIO TOUKA 4.4).

He ca npoBeXAaHH CneHyaniy npoyusanus ¢ OKraram 10% B MeaMaTpPUYHATA MOMyJIAIHS.

ChbILeBPEMEHHO € MPOBEICHO HaBMIONaBaHO B TIEPCTIEKTHBA OTKPHTO npoyusaHe OT I dasa ¢
Oxraram 5% mpu 17 neua/ioHoulH (cpeaHa Bb3pacT 14,0 roAMHH, BH3PACTOB JHAMNAIOH. 10,51 16,8
rOAHHM), CTPafallli OT ITbPBIIHH uMyHoJeHULIMTHH 1aGonaBannd. ITaUMCHTHTE Ca JIEKyBaHH b
MpOIBIDKEHHE Ha 6 MECeLa. KnuanuHaTa epUKacHOCT € 3a0BOMTENIHA, THA KaTO GpoAT Ha JHHTE
¢ uHGpEKUIUH WIH TPeCKa H GposT Ha AHMTE HA OTCLCTBHE OT yuiiMile € Maibk, a BUALT W
CEepHO3HOCTTA Ha urbeKLMHTE Ca CHIOCTaBHMH C a6 TIOAABAHMTE B HOPMAIHATA MOy IallAA. He ca
qaGIIONABAHH CEPHO3HH HHOCKIMH, OBEH A0 XOCITHTATH3ALHA. Cemo Taxa Tpabsa na c€
oTbeneKH, 9e OpoAT Ha eITH3OAMYHOCTTa Ha HHGEKLIHAUTE € [IO-MaThK, KOTaTO HHBATa HA IgG B
[ia3MaTa ca NoAdbPKaHH OKOJIO 6 g/L B cpaBHEHHE C HHBATA Ha I1gG B nna3Mara ot 4 g/L.

5.2 DapMAKOKHHCTHTHH cBoficTBA
A6copbums

Cren MHTpPABEHO3HA MH(Y3US YOBEIIKUAT HOPMAJICH uMyHOTIo0YJIHH € ouodanHied BEAHAra M
H3LLUTO B KPBBOOOPALICHACTO Ha PELMITMEHTA.

PasnpeesiCHHE
Toii ce mpepasnpeness OTHOCHTEIHO 6pp30 MENIy TIIa3MaTa excTpaBa3aJiHaTa TeHHOCT, CICA

oKONO 3 — 5 AHH Ce TIOCTUra PABHOBECHE MEXLY MHTDAa- H eKCTPaBasaHATC KOMIMAPTMEHTH.

EauMuHApaHe
YopemKusaT HOpMAICH uMyHOTN00YITHH UMa e ITMMHHALIHOHEH MOY)KHBOT B wHTeppana ot 26 1o 41

NHM CBHITIACHO M3MEPBAHWATA NpH MaleHT ¢ KMYHCH nebnyt. [1oCOIEHHAT eTMMWHALMOHEH
ONYKUBOT MOXE Jia © pavIMYHO MpH PadIHIHHTE [alMeHTH, MO-KOHKPETHO B CITyHaure Ha
mepBHUYeH HMYHEH neduuut. 3a OxraraM 10%, HiIMa NOTyHCHH hapaMaKOKHHETHHHH JAHHH npH
AIMEHTH ¢ WMYHEH JeQHIHT.

1gG u 1gG KOMIUIEKCHTE ce pasrpaxiar B KIETKHTE Ha PETHUKYJIOCHAOTENIHATA CHCTEMA.

[TeamaTpyudHa nomynalk
He ca npoBeKIaHH CTISLHATHH npoy4Banus ¢ Oxraram 10% B neAMATPHIHATA NOITyJIAlHA.

CLINEBPEMEHHO € MPOBEACHO HaGMIONABAHO B MEPCTIEKTHBA OTKPHTO npoy4yBaHe OT 1l da3a ¢
OxtaraM 5% mpu 17 Jena/loHOLIH (cpenHa BB3pacT 14,0 FOHHH, BB3PACcTOB AMalla3oH. 10,5u 16,8
roIMHM), CTpajain OT IMEPBHYIHA HMYyHOJlePHLIMTHH saGonspanud. [lapueHTHTE Ca NeKyBaHH B
MpOABJDKEHHE HA 6 Mecella.

[Ipe3 cpoxa Ha JIEHCHHC cpeAHAaTa croiiHocT Ha Cpnax B MOCTOAHHO cpeToanme ¢ 11,1 £1.9 g/L;
cpeAHATa Hali-HHCKa ctofisoct € 6,2 £ 1,8 g/L. TepMHUHATHHAT [IOJTY)KHBOT HA OOLIHA [gGe36+ 11
NHM C MEAUana 34 JHH. O6eMBT Ha PANIPEACICHHE Ha LICTHA IgGe3,7+x1,4L,a OOIMAT TEJIECEH
knupBHC € 0,07 + 0,02 L/nen.

[NpodbiaKTHKA w/cien eKcno3 Ha BMpYCa Ha MOpOWIN

He ca mpoBexJaHK KIHHI1HHA fpOy4BaHMA NPH MOAATINBH Ha uH(eKLMM MALHUEHTH BbB BPB3KA
npoguraKmuKa npedu/cred excno3uyus Ha 6Upyca Ha Mopouny.

Oxtaram 10% mnocTHra rpara 3a MEEMMATHE eQEeKTHBHOCT Ha aHTHTENATa C
MOpOWIIM NO CrietB(HKALHA - 0,36x cranmapTa Ha LleHThpa 3a OLICHEA u nacnensayé Ma
npoxykTu (Center for Biologics Evaluation and Research, CBER). Jlo3up
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hapMaKOKMHETH'HH JaqpC/IeHHs, MPH KOWTO ce oTdnTal TeJieCHOTO TEIJIO, KPBBHUAT obeM ¥
IOMyKHBOTHT Ha HMYHOTIO0YJIMHHTE. Tesu U3TKCIECHUA TPOrHO3HPAT.

« CepyMeH THTBp CJCA 13,5 pau =270 mIU/m! (noza: 0,4 g/kg). ToBa OCHIypABa oBede OT JBa
TETH MO-BHCOKA rpaHuna Ha GesonacHoCT B CpaBHeHHE CbC 3alUTHUS THTHP CHOPEA C30
120 mIU/ml

» CepyMeH THTB ClTE 22 nam (t1/2) = 180 mIU/ml (zo3a: 0,4 g/kg)

« CepyMeH THUTBp CJIEA 22 num (t1/2) = 2385 miU/ml (no3a: 0,53 g/kg —npo¢HNaKTHKA TpeiH
eKCITO3MIIHA)

5.3 Ipea - THHAYTHR NAHRH 32 fe30nacHOCT

UmyHornoOyIHHHTE Ca HOPMAJHO CHUICCTBYBAIlH KOMMOHEHTH Ha 4YOBCIUKHA OpraHKu3bM.
[IpoyupaHHus 32 TOKCHIHOCTTA Ha WOBTOpHATA J1033, FEHOTOKCHYHOCTTA H pPETIPOIyKTHBHATA
TOKCHYHOCT TpH XMBOTHH Ca HETIPHUIIOKUMH, MOpaJH obpasyBaHeTo H B3aHMOJCHCTBHETO HA
pa3BHBALIMTE CE aHTUTENa C XeTepONOKHHTE OCNTBLH. Toii KaTo KIMHMUHMAT ONUT HE Moka3ba
JaHHU 3a KaplMHOre¢HEH HIH MyTareHeH fIOTCHIHa Ha uMyHornoGynuHKuTe, HE Ca npoBeXaHHu
eKCTIepPUMEHTATHY NpOyHBaHni MpH XeTepONOKHH BUIOBE.

6. OAPMATEBTHYHHA JAHHHA

6.1 CnrchbK HA MOMOIHHATE BeIecTsa

Masrosa
Boja 33 HIDKSKIHH

6.2 HechrBMECTEMOCTH

[Tpu numca Ha MPOYIBAHKA 13 HEChBMECTHMOCTTa. TO3H JICKapCTBEH MPOMYKT HE TpabBa na c€
cMecBa ¢ JPYTH JIeKapcTBEHH MpPOAYKTH, KaKTO K C IpYTH IV1g npoayKTH.

6.3 Cpoxk Ha roasecT
3 rogquH!

Ciex IWHPBOTO OTBApAHE JieKapCTBEHHAT MPOAYKT TpsGBa 1a ce U3MOJNI38a BEAHATA.

6.4 Cnienua/inH YC/IOBHS Ha CHXPAHCHHE

Ila ce cpXpaHssBa MNpH temneparypa 2°C no 8°C. Jla He ce 3amMpa3sBa.

CuxpaHsBanTe KOHTeHHepa BB BHHIIHATA ONAaKoBKa, 1a 1a ce TPearnasy oT CBETIIHHA.

[IpOMyKTHT MOXE J1a CE H3BAIHM OT X TAMWUTHMKA 38 ENHHIYCH NEpHOI A0 9 mecena (6e3 yIp/DKaBaHe
HAa CpOKa Ha rOOHOCT) M ChXpaHsBaH IpH remnepatypa < 25°C. Ciyien Kpas Ha TO3H MEpHOA,
MPOXYKTHT HE TpsaGBa Ja ce Bpbilla OTHOBO B XIAMTHEKA, 8 TpA6Ba fa ce HIXBBLPIH. JlaTara, Ha
KOSTO MPOXYKTHT € H3BaJIEH OT XTaAWIHMKA TpAOBa J1a CE 3aNMIIC Ha KYTHATA.

3a yCIOBHATA HA CHXPAHCHHC cjiel ITbPBOTO OTBApAHE HA IeKAPCTBEHHA [IPOYKT BIDKTE Touka 6.3,

6.5 JlasuH 32 ONAKOBKATA

PasmepH Ha ONaKOBKATA.
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2 B 20 ml

5¢g B 50 ml

6g B 60 ml
10g B 100 ml

20 g B 200 ml
30g B 300 ml
3x10g B 3x100ml
3x20g B 3 x 200 ml

He BcHMKHM BHAOBE ONIAKOBKH MoraT /ia ObJAaT ITyCHATH B npoaaxba.
20 ml pa3TBOP BbB (PNaKoH OT 30 ml.
50 ml pasTBOp B OyTHIIKA OT 70 ml.

60 ml pastBop B OyTHIIKA OT 70 ml.
100 m! pasTBop B OyTHIIKA OT 100 ml.

6.6 CrenHAJIHE NpeANA3HH MEPKH RpH g3XBLpAsHE H paboTa

To3u NpORYKT TpabBa Ja JOCTHIHE cTaliHa WM TeecHa TeMIeparypa, npeau Aa ce H3noi3ea.
PazreopsT Tpa6Ba 2 € Npo3paticH WiK reKo omaecieHTeH 1 He3UBCTCH WIH B Oneao XHIT.
PazTBOpH, KOHUTO ¢a MBTHH WM MMAT YTaHKH, HE TpaOBa 11a C€ U3mo3Bar.

Hen3non3saHuAT MpOAYKT HIH oTHagbuHMTEe MaTepHand OoT HEro TpafBa na ce HMIXBBPILAT B
¢LOTBETCTEHME C MECTHHUTE H3HCKBAHHA.

7. NPATEXATEJ HA PASPEIEHHETO 3A YIIOTPEBA

Octapharma (IP) SPRL

Route de Lennik 451

1070 Anderlecht
benrus

s  HOMEP(A) HA PASPEIIEHHETO 3A VIIOTPEBA

20090383

9. JATA HA IIHPBO PA3PEIL ABAHE/MOAHOBABAHE HA PA3SPEIIEHHUETO 3A
YIIOTPEBA

JlaTa Ha MPBOTO PaspeLIaBaHe: 25.08.2009
JlaTa Ha MOCHCAHOTO noaHossane: 20.07.201 8

10. NATA HA AKT VAJINIUPAHE HA TEKCTA

04/2025
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