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KPATKA XAPAKTEPUCTHKA HA IIPOJAYKTA

W3NMLIHK
1. HME HA JEKAPCTBEHHUS MPOAYKT TENHA ATEHLMA NO _"EKAPCTBATA

[Tporpommaekce Toran NF 600 IU npax U pa3TBopHTe]l 32 HHXEKI[HOHE
Prothromplex Total NF 600 1U powder and solvent for solution for inje

2. KAYECTBEH H KOJIHMECTBEH CbCTAB

AKTHBHO BElLECTBO: YOBELLUKH NPOTPOMOMHOB KOMNNEKC (human prothrombin complex).

[Tporpomrtiekc Totan NF 600 [U e npax 3a HHXEKUHMOHEH Pa3TBOP 3a HHTPABEHO3HO NMpuioxerne. Beeku
GNakoH ChAbpHKA CNEAHUTE KONMYECTBA, n3padeHH B IU, OT YoBeLIKNTE KOAryJIallMOHHH QaKToph:

Ha dakoH cnepn pasteapste ¢ 20 ml
CTEPHIH3HPAHA BOAA 338 MHIKEKLUHH
IU [U/ml
Hosewwku koarynausoHeH gakrop Il 450 - 850 22,5 -425
Uopewky koarynaunoHex gaktop VII 300 25
Yosewky koarynauroneu gakrop IX 600 30
Yosewky Koarynaunodex gakrop X 600 30

O6woTo chbAbpKaHHe Ha npoTenH 3a ¢nakox e 300 — 750 mg. CneundurunaTa aKkTUBHOCT Ha NPOAYKTa €
Haii-manko 0,6 IU/mg, u3paseHa KaTo aKTUBHOCT HAa YOBELIKU KoarynaunoHex dgakrop IX.

EanH dnakoH ceabpika Hal-mManko 400 IU nporenn C, npeynCTeH ChBMECTHO ¢ KPbBHUTE KOary1auHOHHH
tbakTOpH.

Axtnsroctra (IU) Ha daktop IX e onpegenicHa 4ype3 €AHOCTLNKOB KOAryJlalHMOHEH TEeCT, ONUCaH B
Esponeiickara gapmakones u kanubpupas cnpamo MexayHapoaHHs CTaHAapT 3a KOHUEHTPATH Ha (PaKTop
IX Ha CBeToBHaTa 3apaBHa opraHusauus (C30).

Axtusroctra (IU) Ha daktop I, dpaktop VIl n dakrop X € onpeaeneHa ypei XpoMOreHeH METOH, ONMucaH
8 EBponeiickata dapmaxones v xaaubpupan crnpamo MexayHapoaHus CTaHAapT 3a KOHUEHTPAaTH Ha
dakTop 11, pakrop VII u pakrop X Ha C30.

AxtuerHoctra (IU) Ha nporenH C e onpeaencHa upe3s XpOMOreHeH MeToA, onucaH B Esporneiickara
dapMakones ¥ kanubpupaH cnpamMo MexayHapoaHHs CTaAHAAPT 3a KOHUEHTpaTH Ha npotedH C Ha C30.

[ToMOLWHH BEULECTBA C H3BECTHO JEHCTBHE

[Tporpomnnekc Totan NF 600 IU cbabpxa n3uucnena croiiHoct ot 81,7 mg HaTpuit Ha pnakon. OcseH
TOBa, BCekH (1akoH ¢chabpka xenapuH HaTpuil (make. 0,5 [U/TU gaktop IX).

3a NbAHUA COUCHK HA NOMOLLIHHTE BeLIeCTBa BUXTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

[Ipax ¢ pasTBOPHTEN 32 HHKEKLHNOHEH pa3TBOP.
Ilpax: bano a0 ¢BeTNOXKBIATO, THOGHUIHIMPAHO NPAXCOOPA3HO HITH KOMMAKTHO CyX
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Paszrsoputen: CtepunusnpaHa BOAA 3a HHKEKLINH,

Cnepn pasteapsane, pH Ha paszrsopa € 6,5 10 7,5 1 oCMONapUTETHT € He MM0-HUCBK OT 240 mosm/Kg.
Pa3TBOpPBT € OUCTHD HIIH NIEKO ONMAaNeCUEHTEH.

4. KOUMHHAYHA JAHHHA
4.1 TepaneBTHYHH NOKA3AHHA

JleueHMe Ha KPBBOM3IHBH M NepHoNepaTUBHA NPOPUNAKTHKA HA KPLBOU3IUBHU NPH NMPHACOUT AePpULUNT Ha
pakTopuTe Ha NPOTPOMOMHOBHS KOMMIEKC, KaTO ASQHUUMT, NPUYMHEH OT JICYEHHE C AHTArOHUCTH Ha
suTaMuH K Wn B cayyai Ha npefo3upaHe ¢ aHTaroHHCTH Ha BATaMUH K, korarto ce Hajiara 6bp3a Kopekuus

Ha AepHUUTA.

JleueHne M mnepuonepaTHBHA NpoHNaKTHKA HA KPbLBOM3AWBH MPH BpOAEH Ae(PHUMT Ha BuTaMHH K
3aBUCHMH KOarynauuoHHW (hakTopu, KOraTo HE CE€ pas’nojara ¢ KOHUEHTPAT Ha NMPEYUCTER cneurupUYeH
KoaryfayoHeH QakTop.

[Ipotpomnnekc Toran NF 600 IU e nokazan npy Bb3pacTHH. HAMa 10CTaThYHO NEAHATPHYHH JaHHHU, KOUTO
na npenopbuar npunoxenneto Ha [Tpotpomnnexe Toran NF 600 IU npu aeua.

4.2 Jdo3apoBKa H HAYHH HA NPHJI0KEHHE

Jo3npoBska

C M3K/IOYeHWEe Ha JleYeHHe Ha KPbBOWIIMBH M NEPUONEpPaTHBHA NMPOPUNAKTHKA HA KPbBOUIIMBU [PH
leYyeHHe C aHTaroHUCT Ha BUTaMHH K, mo-gony ca aaacHu camMo o0lIH NPENOpRKH 3a 103HpaHE.
JleueHneTo TpadBa na 3anMo4HEe NOA HaO/KOACHUETO Ha JIEKAp C ONMT B TEPAIMUATA Ha KOArylauHOHHH
HApPYLUCHHA.

JlosupoBkaTa MW MPOAB/DKHUTCAHOCTTA HA 3aMECTBALLOTO JIEHEHHWE 3AaBUCAT OT TEXKECTTa Ha
KOary1allHOHHOTO HAPYLICHHE, OT NNOKANH3ALHATA U CTEMEHTA HA KPLBOU3INBA H KIIHHUYHOTO CbCTOSHHE
Ha nauueHTta. JJO3WpOBKATA M 4ecTOTara HAa MPHIMKEHWE TpsOBa BUHArW Ja ce M34MUCIABaT Ha 0aza
HHAMBUAYAIHOTO CbCTOAHME Ha nauveHTa. Jlosute M uecToTaTa Ha npunaraHe, TpsaOsa ga Obaar
KOPHTUPAHH KbM PpasfIM4HATE BPEMEHA Ha [OJYXHBOT B KpPbLBOOOPALIEHHETO HA pa3MyHUTE
KOaryJauHoHHH (akTOPH B NPOTPOMOMHOBUS KOMILIEKC (BXK. TOYKa 5.2).

M3vckBaHMATAa KbM HHAMBHAYANHATa AO3MPOBKA MOrart ja ObaaT OnNpeac/icHd caM0 Bb3 OCHOBA Ha
PEAOBHOTO oOfpelensHe Ha HHAWBUAYANHHTE MAa3MEHW HHBA Ha KOaryjJauHoHHUTE (akTOpH,
NpeACTABAKBALLY HHTEPEC, HNH HA ODLIOTO W3cneaBaHe HA HUBATa Ha NPOTPOMOHMHOBUS KOMMAEKC (Hanp.
Quick’s time value, INR, npoTpoMOUHOBOTO BpeMe) U HENMPEKBCHATO MOHHUTOPUPAHE HA KIAMHHUYHOTO
ChCTOSHHE HA MalHEHTA.

[Ipy roneMH XMpypruyeckM HHTEPBCHLMH OT CBLUIECTBEHO 3HAYEHHUE € NPEUU3HOTO MOHHTOPHPAHE HA
3aMeCTHTEIHATA TEpAMKi Ype3 KoarynaudOHHK aHaNu3y (aHAIH3 Ha CeuH(PHYHN Koary1auuOHHHU PakTopu
W/uiK oOLIH H3CIeABaAHUS 3a HHBA HA NPOTPOMONHOBHS KOMIIEKC).

Kpvsouznugu u nepuonepamugna npopuIaKkmura Ha KPboeOUusTue Npu 1eHenue ¢ AaHmacoHucmu Ha
sumavun K:

[Tpu TEXKKH KPBBONU3IAUBU WK NPEIH ONMEPalii € BUCOK PUCK OT KPBBOTEYEHHE, CTPEMEN]
KbM MOCTHraHe HAa HOpMaNHU cToiHoCcTH (Quick’s time value 100%, INR 1,0).
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[punara ce cneaHoto npaBuno: 1 IU dakrop IX /kg TenecHo terno nosuitasa Quick’s time value ¢ 0koJ0
1%. Ako npunoxennero Ha [Iporpommnuiekc Toran NF 600 IU ce 6a3upa Ha usmepBanuns Ha INR, no3ara
uge 3asucu ot INR npeau 3anousane Ha nedeHHeTo W oT TapreTHaTa INR.

TpabBa ma ce cneaBaT NPENOPBLUMTENHUTE 103K OT Tabnuuara no-a0my (CNOpea NpenopbkaTa, HanpabeHa
B nyOnvkaunsTa Ha Makris 1 ¢bTp. 2001%.

Ho3upane Ha IIporpommiexc Toraa NF 600 IU cnopea n3mepenoro Hauaano INR
INR Ho3a
1U/kg (IUs e 3a ®akTop IX)
2,0-3,9 25
4,0-6,0 35
>6,0 50

KopekLiHsTa Ha HApYLLIEHaTa XEMOCTa3a, HHAYLHMPAaHa OT aHTaroHUcT Ha BuTamuH K ce 3ana3sa
npubausutento 6 - 8 yaca. Bce nak, edexrta ot ButamuH K, ako € npUioxkeH eAHOBpPEMEHHO, OOHKHOBEHO
ce NOCTUraT B paMKHTe Ha 4 - 6 yaca. ETo 3alli0, NTOBTOpPHO NledeHK e ¢ HOBEWKH MPOTPOMOHHOB KOMMIEKC
00OMKHOBEHO He ce HaJjlara, KoraTto € NpUJoKEH BUTaMHH K.

Tbit KaTO TE3H NPENOPLKH €A EMIMPHYRHU H Bb3CTAHOBABAHETO U NPOALIKUTENHOCTTA HA €EeKTa MOraT
Aa Bapupart, MOHUTOpHpaHeTo HAa INR no Bpeme Ha Je4UeHHETO € 3abIIKUTENHO.

Kpveouznueu u nepuonepamugHa npogruiakmuka Ha 6pooen oeuyum Ha HAxkou om sumamun K
3Q8UCUMUME KOASYIAUUOHHU (haKkmopu, Koeamo He Cce pa3nonaca CoC CReYUuGU4eH Koacyiayuonen

Paxmop:

UsuucneHara HeoOxoiMMa Jo03a 33 JeYeHHWE Cce OCHOBRaBa HAa EMMNUPHUYHO YCTAHOBEHUAT (akT, ue
npubansntenno 1 IU dakrop VII unn daktop IX Ha kg TenecHo Terno noBHilaBa aKTHBHOCTTA Ha
nnazmenus paktop IX ¢ okono 0,015 IU/ml; u 1 TU dakrop VII Ha kg TenecHo teriao ¢ okono 0,024 [U/ml.
Eana IU dakrop II unu X na kg TenecHo Terno, NoBK11aBa akTHBHOCTTA Ha nuasmedHs gaxtop II van X ¢

okoia0 0,021 TU/ml.?

[TpunoxenaTta A03a OT cneUHPHUYHHUAT KOarynauMoHeH QakTop ce n3passsa B MEXAYHApPOAHH €AMHHUM
(IU), KOHTO ca CbOTHOCHMM KbM akTyanHud ctanaapT Ha C30 3a Bceky ¢dakTop. AKTHBHOCTTA B [11a3marTa
HA CrelNU(pUUHUR KoarynalMoHeH (akTop ce M3pa3sBa MIIK B NMPOLEHTH (OTHOCHO HOPMallHa 4OBELUKA

[Jia3Ma), Wad B MeXAyHapoAHU eAdHUUKW [U (CbrinacHO MeXAyHapoAHHWsA CTAHAAPT 3a KOHUEHTpaTH Ha
cneunpuuHus Gakrop).

Eana MexayHapoaHa eavHuua (IU) akTHBHOCT Ha KoaryJauUHOHEH (PAKTOpP € €EKBHBAJIEHTHA Ha
KOJIMYECTBOTO B €JWH ml HOpMalHa yoBellka nnasmMa. Hanpumep v3uvcneHneTo Ha Heobxoaumara J03a
dakTop X ce ocHOBaBa Ha EMIIKPUUYHO YCTAHOBEHHUA (akT, ye | MexayHapoaHa eannuua (IU) paktop X Ha
kg TenecHo Terno nosBiIABa aKTHBHOCTTA Ha nnasmeHus ¢aktop X ¢ 0,017 [U/ml. Heobxoaumara nosa ce

onpejens KaTo € W3M0N3Ba CaeaHaTa popMyna:

LT Makris M, Watson HG: The Management of Coumarin-Induced Over-
Anticoagulation Br.J.Haematol. 2001; 114: 271-280

> Ostermann H, Haertel S, Knaub S, Kalina U, Jung K, Pabinger [. Pharmacokinetics of Beriplex P/N pro
complex concentrate in healthy volunteers. Thromb Haemost. 2007;98(4):790-797.
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HeoGxoaumMu eanHHLH = TeaecHo Terao (kg) x skenano nopuiasane Ha paxtop X (1U/ml) x 60,
kbaeTo 60 (ml/kg) e peuunpoyHaTa CTORHOCT Ha U3YHCNEHOTO Bb3CTAHOBSBAHE.
AKO € U38eCTHO WHAUWBHAYAIIHOTO Bb3CTAaHOBABAHE, Ta3H CTOHHOCT TPADBA Jla c€ M3M0/3BA MPH

H3UUCIIEHHETO.
Maxcumanna ednokpamua 0osa:

3a na ce kopurupa INR He e HeoOxoanMo aa ce HaaBuwasa ao3ara ot 50 [U/kg renecHo Terno. Ako
TEKECTTAa Ha KPbBOHU3/IMBA Halara NpHJIOKEHHE HA 10-BHCOKA 1034, JIEKYBALLHAT NeKap TpsaOBa aa

npeueHd CbOTHOLWEHHETO NON3a /pUCK.

[leduampuuna nonyrayus

bezonackHoctTa M euxacHoctTta Ha [lporpomnaneke Totan NF 600 IU npu nmeadaTpHyHH NauMeHTH HE €
YCTAHOBEHA B KJIHWHWUHH H3MUTBAHUS.

Ha4nH _Ha npuioxeHue
HuTpaBeHO3HO NpHAOKEHHE.

I[Tporpomnnekc Toran NF 600 IU Tpabea sga ce npunara 6aBHO, “HTpaseHO3HO. [lpenopbuBa ce aa He ce
npunarat noseve ot 2 ml/min (60 IU/mtn).

3a UHCTPYKLHH 3a PEKOHCTUTYHPAHE HA IEKAPCTBEHUS NPOAYKT NPEAH NPUAOKEHNE, BHKTE TOUKa 0.6.
4.3 TIIpoTHBONOKA3AHNA

: CBpbXUyBCTBHTEIHOCT KbM AKTHBHUTE BELLIECTBA HJIH KbM HAKOE OT MOMOLLUHHTE BELLECTBA,

130poeHH B TOUKA O.1.
: MsBecTHa anteprus KbM XeNapyHH HJIH aHAMHE3a 3a XENapHH-WHAYUHpaHa TPOMOOUUTONEHUS.

4.4 ChneunajHy npelynpexiceHHs U NpeAna3HH MEPKH NPH ynoTpeda

[Ipocneaumoct

3a na ce nogoOpK NpocaeAUMOCTTa Ha OHONOMHUHUTE NEKAPCTBEHH NPOAYKTH, HMETO H NAPTHAHHAT HOMED
HA NPUIIOXKEHHA NPOAYKT TpAOBa ACHO Aa CE 3aNnucBar.

Tpﬂﬁﬂﬂ Aa CE€ NOThPLH CbBET HA CNIELHANHCT € OIHT B JICHCHHCTO Ha HAPYUICHHA Hd KPbBOCBLCHPBAHETO.

[Tpu naumeHTd ¢ npuaoOUT AepuuWT Ha BuTamuH K 3aBHCHMHTE KoarynauvoHHH ¢axTopu (Hamp.
NPUYHHEHH OT JleMeHUe ¢ aHTaroHUcTH Ha BuTaMHuH K), Ilporpomnaexkc Toran NF 600 IU Tpsbsa na ce
H3MON3Ba CaMOo, KOraTo ce Haflara crellHa KOpeKUHsa Ha HUBAaTa Ha NPOTPOMOUHOBHA KOMILIEKC, HAMP. NpH
MaCHBHH KpPBBOM3JIHWBH HAY CNICLIHA XUpPYpPruyecka HaMeca. B npyru cny4ad, HamansiBaHETO Ha A03aTa Ha
aHTaroHucrta Ha BUTaMUH K W/unu npuaoxeHneTo Ba BUTaMUH K, 0OOUKHOBEHO € 10CTaTbuHO.

[lauHeHTH, NEeKYBAHH € AHTArOHUCTH Ha BUTaMHH K, MOrat jJa MMaT MNOANEXKallo ChCTOSHHE Ha
XHMEPKoaryaauHa U HHGY3MATa Ha YOBELUKH NPOTPOMOHMHOB KOMIIIEKC MOXeE Ja ro obocTpH.

[Ipn BpoaeH aeduuUUT HA HAKOH OT BUTaMMH K 3aBHUCUMHTE KOaryjlauWOHHH (PaKTOpH, 1pafTE AR
H3NO3BAa JIEKAPCTBEH MPOAYKT, ChAbpxKall cnetdprUuHns GaKTop, KoraTo ¢e pasmnonara c zs Q)\W o ,

%
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[lpu ynorpe6ata Ha [lporpomnnexc Toran NF 600 IU ce cwhobluasa 3a anepruyeH THI peakLHMH Ha
CBPBXYYBCTBUTEHOCT, BKIIOYBALUM aHaQUIAKTHYHH PEaKLMH 1 aHaPUAAKTHYEH LLOK.

AKO ce TOABAT alNepruuHy HAH aHadHIAKTHUYHH PEaKUNH, HHXXEeKUUATa/MHPy3uaTa TpsadBa Hesabasxo na
ce npekpatd. B cnyuait Ha 1ok, TpsiOBa Ja ce NpuNoXKH CTaHAAPTHO MEAMLMHCKO IEYEHHE Ha LLOK.

Tpomboembonus, MK, Oudbpunonusa

MMa puck ot tpom003a M aAuceMuHupaHa wHTpaBa3anHa xoarynauusa (JIMK), koraro naumentn ¢
HACNEACTBCH WK NPUHAOOHT AePHUHT €a NeKyBaHW ¢ KOHLUEHTPATH Ha YOBELIKH NPOTPOMOUHOB KOMIIEKC,
k. [Tporpomnuiexc Totaa NF 600 IU, oco0eHO MpH MHOMOKPaTHO NPHIO0KEHHE.

[lpu ynorpebara Ha [lporpomnnexc Toran NF 600 IU ce cvobuwasa 3a aprepHaiHH H BEHO3HH
TpoMOoeMOONUUHU CHLONTHS, BKIIOYHMTENHO MHOKAPAEH HHEApKT, uepedpoBacKynapeH HHUMIEHT (KaTo
HHCYAT), Benoapodbua embonng u JIUK.

PHCKBT MOXE Jla € MOBHMIUM MPU NeYeHHe HAa u3onupaH ReduuuT HA ¢axtop VII, TbH karo apyrute

BUTaMHH K 3aBHCHM# KOaryJaunOHHHW (GakToOpH, C NO-AbJIbI TONYKHBOT, MOTAT 4a C€ aKyMYIHpaT A0 HHUBA,

3HAYHUTENTHO NO-BUCOKHY OT HOPMaJIHUTE.

[TauMeHTHTE, KOUTO MOAYYABAT KOHUECHTPATH HAa YOBEWKH MPOTPOMOHHOB KOMMNNEeKke TpadOBa Aa ObaaT

HabNoaaBaHH HENMpPeKbCHATO 3a fene3n U CHMNTOMH Ha BbTPECHAOBA KOaryaauus uan Tpomdbosa. Iopaau

PUCKBT OT TPOMOOEeMOONHYHY YCNOXKHEHHS, NPH [TPHUIAraHe Ha KOHLIEHTPATH Ha NPOTPOMOHHOB KOMILIEKC

TpsdBa ocobeHO BHUMATENHO Aa ce HabnoaaBar:

- MauK¥eHTH C KOPOHAPHO ChbpAeYvHO 3a00J1sBate

: MaUUEHTH C YePHOAPOOHO 3abonNsABaHe

: MaUuHEeHTH B NPEA- UK NOCT-ONEPATHBEH CTALHH

: HOBOPOAEHHU, HIIH

- APYTH NAUMEHTH C PUCK OT TPOoMBOEMOONHYHH CHOUTUSR UITH ANCEMUHHPAHA HHTpaBa3asiHa
KOAaryjauus.

BB BCAKa OT T€3W CUTYALUMUH, TOTEHUUAHATA 10133 OT JeYeHHeTo TpaOBa 4a Obae cbNOCTaBEHA C PHCKA

OT TE3H YCNOXKHEHMNS,

BupychHa 6e3onacHocT

CTaHaapTHUTE MEPKH, 32 Ja NpeJoTBpaTaBaHe Ha HHPEKLUWH, KOMTO MOraT Ja ObAaT npejajcHn upes
ynortpebarta Ha NeKapCcTBEHW MPOAYKTH, MONYHEHH OT YOBELUKA KPbB WM Nja3Ma, BKIOUYBALLW CEACKLNS
HA AOHOPHTE, W3C/e/lBaHe Ha MHAUBMAYAJTHUTE AAPRBAHHA W HA MJIA3MEHHUTE MYNOBE 33 CneuHGpHUHH
MapkepH 33 HHQEKUHH M BKIIOYBAHE HA E(PEKTUBHHW CTBIKH B [IPOM3BOACTBEHHUS [MPOUEC 34
HHAKTHBUpaHE/OTCTPAHABAHE HA BHUPYCH. Bbnpeku TOBa, KOrato ce Npu/jarar JIEKapCTBEHH [POAYKTH,
NPOH3BEACHH OT YOBELIKA KPbB WM [1Ja3Ma, HE MOXeE Aa Obiae HAMbJIHO W3KIIOYEHA BB3MOXHOCTTA OT
npeAaBaHeTO Ha UHPEKUMO3HH NIPHUHHUTEKH. TOBa C€ OTHACK H 3a BUPYCH € HEH3BECTEH A0cCera npor3xoa
HJIKW HOBOIMOSBUIHU CE€ BHPYCH UK APYTH NATOrNCHH.

[TpeanpueTHTE MEPKH ce cUUTAaT 3a ePeKTUBHH clipaIMO 00BUTH BHpycH kaTo HIV, HBV r HCV, kakTo u
3a HeoOBHTUAT HAV BHpYC.

[IpeanpueTHTe MEPKH MOraT Aa UMAT OrpaHUYEH e(deKT BbpXy HEOOBHTH BUPYCH KaTo napsoBupyc B19.
UHdekuuuTe, npHYUHEHH OT napeoBupyc B19, Moxe na ca cepyuo3HH npu OpeMEHHH XeHH (MH(pEeKLHS Ha
Naoja) ¥ 3a Xopa ¢ HMYREH ICPULIMT UM NOBHLUEHA ePUTPONOE3a (KaTO XEMONHUTHYHA aHEMNA).
[IpenopbuBar ce NOAXOAAWM HMYHHU3AUMH (XeNaTHT A U B) Ha NaLHEHTH, NPH KONTO PEAOBHO/MOBTAPALLO
CE MpUJiarat NeKapCTBEHH NPOAYKTH, MPOU3BEAEHHW OT YOBELLKA [1a3Ma.

Harpuit
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To3u nekapcTBeH NPOAYKT chbabpxa 81,7 mg HAaTpuil u3uuciaeHo Ha duiakon wid 0,14 mg natpuh Ha
MexayHapoaHa eIHHULA, eKBHBaNeHTHA Ha 4,1% oT npenopbyauns oT C30 MakCHManeH AHEBEH NPHEM
OT 2 g HaTpU# 3a BL3PacTEH YOBEK.

XenapuH

XenmapuH MOXKe J1a NpeJu3BUKa aliepruuHU peakUMH ¥ HamajleHHe Ha Oposl Ha KPbBHHUTE KIETKH, KOETO
MOXE 4 3aCerHe CHCTEMAara Ha KpbBochcHpBaHe. [lauMEeHTH ¢ aHaMHe3a 3a MHAYUHPaHW OT XeMapHH
aNepruyHy peaKudu TpAdBa aa u3darear ynotpebara Ha XeNapHH-CbAbPXKALLIH NEKAPCTBEHH MPOAYKTH.

[lenuaTpryHa nonynauus

Hsama aoctaTbyHo AaHHU, KOMTO Jla MpenopbuBaT npuaokeHuero Ha Ilporpomniaekc Toran 600 IU npu
Aeua.

4.5 BiaumogeiicTBHE ¢ APYIrH JEKAPCTBEHH NPOAYKTH H APYrH GOPMH Ha B3aHMOeHCcTBHe

JlekapCTBEHH MPOAYKTH, ChABPKALLK YOBEWKHU NPOTPOMOUHOB KOMMIIEKC, HEYTpaTH3upaT eeKTa Ha
NEYEeHUETOo C aHTaroHUCTHTe Ha BuTamMuH K. He ca npoBexaany npoyuBaHus 3a B3aUHMOAEHCTBHATA.

BiauMmonelicTeye ¢ OUONOrHYHU U3CNeIBaAHUS:

Korato ce npoeexaatr HM3CleABAaHUA 3a KPbBOCHCHPBAHE, KOWTO Ca YYBCTBHTENHH HA XENapWH, NpH
AalMEHTH, NOJYy4aBalld BHCOKH 03 OT HOBELUKH NPOTPOMOUHOB KOMILIEKE, TPAOBaA Ja ce 83eMe NPEeaABHA
H XEMapHUHBT KAaTO CHCTABKA HA MPUAOXKEHUSA [TPOAYKT.

4.6 Depruantert, OPeMEHHOCT H KhpMeHe

Edektute Ha [Tporpomnaekc Toran NF 600 IU sbpXy PepTHINTETA He Ca YCTAHOBEHH B KOHTPOJIHPAHH
KAMHUYHH U3MTHTBAHUSL.

be3zonacunaTta ynotpeda Ha YOBEIIKH NPOTPOMOHHOB KOMIIEKC MpH OPEMEHHOCT H KbPMEHE HE €
ycTaHoBeHa. Hama agekBaTHM AaHHM oT ynotpebara Ha [IpotpoMnnekc Toran NF 600 IU npn Opemennu

H KbPMELLIH XEHH.

[TpoyuBaHHATA NPH XUBOTHH HE Ca NOAXOASUIM 33 OLEHKA Ha DE30NacHOCTTa NO OTHOLIEHHE Ha
OpeMeHHOCTTa, eMOPHOHANHOTO/(PETANHOTO PAIBUTHE, PAXAAHETO H NOCTHATANHOTO Pa3sBHTHE. 3aTOBA,
[Tpotpomnaekc Totan NF 600 IU tpaGsa aa ce u3noa3Ba no BpeMe Ha OPEMEHHOCT H KbPMEHE, CaMO B
CJy4ai Ha OE3CMOPHU NMOKA3ZAHHA.

BuxTe Touxa 4.4 32 HH(OPMaLHA OTHOCHO pUCKa OT HH(eKLIHS ¢ napBosupyc B19 npu dbpemennu.

4.7 EdekTH BLpXY coco0HOCTTA 32 ogHpaHe B paboTa ¢ MalIHHH

He ca nposexcaany npoy4ysanus 3a eeKTUTE BbPXY CNOCODHOCTTA 3a IWWOPHPaHe U padoTa ¢ MalUMHH.

4.8 HexellaHH JeKapCcTBeHH peaKuHH

O60o0ueHHe Ha npoduia Ha HE3001aCHOCT

3aMecTBallO JIEHEHHE ¢ YOBEUIKUA MPOTPOMOHHOB KOMIAEKC, BKIIOYHTENHO neqenue
Totan NF 600 IU, moxe aa aoseae 10 00pa3yBaHETO HA UHMPKYJIHPALLN aHTHTENA, HHXHL
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noeeue (aKkTOPH Ha YOBELIKHS MpOTPoMOMHOB Komriaekc. Ilpu noseata Ha TakuBa HHXHOHTODHM,
CHCTOSHUETO LLIE € MPOABH KaTo ¢1ad KIWHHUYEH OTroBop.

ChliecTByBa pUCK OT TPOMOOEMOONHYHHM eN130A Cel NPHIOXKEHHE HA YOBELIKH MPOTPOMOHHOB
KOMILeKC {BUXKTe TOUKa 4.4).

3a 06e30MacHOCTTa OTHOCHO HH(PEKUHO3HH NPUYHHHTENN, BHXKTE ToUKa 4.4.

TabinyeH COUCHK Ha HEXENAHUTE NEKAPCTBEHH peaKliuy

OcTpuar nHgapkT Ha MHOKapAaa, BeHo3HaTa TpoM003a W NUPEKCUTA, NPEACTaBEHH B TAOIHUEH CIMCHK Ha
HeXEeNaHuTe JIeKApCTBEHH peakuMH No-A0ay, ¢a JOKJIaJBaHM B E€1HO KIHHWYHO MpPOYYBaHE C
[Tporpommnekc Toran NF 600 1U, Bkmousawo nauneHTd (n=61) c npuaoOHT AePHUHT Ha KOarynalHoHHH
dakropu (I, VII, IX, X), nonyyasanu nepopanHo aHTHKOArynaHt. llpyrnte HexejlaHW A€KapCTBEHW
peakiiKi, BKNOUYEHU B TabnuMuara, ca OTHETEHH CaMo NPH MOCT-MaPKETHHIOBO NPHJIOKEHHE, @ YECTOTHTE
ca JaAcHM CMopea CTAaTHCTHYECCKUTE Pe3yiTaTH, MPHEMaitkn e Bcaka HeXeNnaHa JIekapcTBeHa peakuus ou
MOrJ1a 1a C€ MPOABH B KNHKHHYHOTO M3nUTBaKe ¢ 6] naLHeHTH.

Hexenauute peakuuu npu [Iporpomnaekce Toran NF 600 IU ca xannpuunpaHu no CHCTEMO-OPraleH Kilac
no MedDRA (Bepcus 15.1). B paMKkuTe Ha BCAKA IpyNna Mo 4eCTOTa HEXKENAHHUTE PCaKIINK Ca NpeCTaBEHH
Nno peja Ha HaMangsallua cepuo3HocT. HectoTure ca geprHrpanu kato MHOro yectu (=1/10), yectn (=1/100
a0 <1/10), veuectu 1/1 000 no <1/100), peaku (>1/10 000 a0 <1/1 000), muoro peaxu (<1/10 000) u ¢

HEW3BECTHA YECTOTA (OT HAMUYHHUTE JaHHHW He MOoXe Ja Obje HanpaBeHa olIeHKa).

Cucremo-opranet Kiaac HexeaHa 1eKapCcTBEHA peakiing YecroTa
(COK)
HapywieHns Ha KpbBTA H JInceMHMHUpaHa BLTPECHA0BA KOaryJialus
nuMmgHaTa cuctema MuXHOKTOPH KbM €1HH MM noBeyve hakTopyu OT Yectu
nporpoMOHHOBUA kKoMiuieke (akTopH II, VII, IX, X)
HapymeHuns Ha HMyHHATA AHapUNAKTHYEH LLIOK YectH
cUcTEMa AHapHNaKTHYHA peakU s
CBpBXYYBCTBUTENHOCT
HapyweHusa Ha HepBHATA LlepebpoBackynape HHUHIEHT UecTH
cUcTeMa [ napobonne
CbpAcYyHH HApYLUEHHH CbpaeuHa HeaoCTATBYHOCT YecTH
OcTbp MUHOKApeH UHDAPKT™*
Taxukapaus
CbA0BH HApYLUICHUS AprepHnanHa Tpombo3a UecTn
BeHo3na Tpombo3a**
XHNOTOHHA
3auepBABAHE
PecnupaTopHU, TPBAHH H benoapobHa eMbonus YecTy
MEAHACTHHAJIHN HAPYLUEHH A HucnHed
Xpunose
CTOMaLLHO-YpEBHH [ToBpbuiane Yectw
HapyuieHus l'ageHe
Hapywenns Ha KoxaTa M Yprukapus Yectu
MOAKOXHATA THKaH Eputemartosen oOpuB
Cbpbex
Hapyiuenus Ha 6s0peunte u HedpotnueH cuuapom
MMKOYHHUTE MbTHLIA




OO1M HapyLUeHUS U eeKTH [loBuiueHa remneparypa™* YectH
Ha MSACTOTO Ha NPHIIOKEHHE
Pa3BuTHE NPU NALMEHTH C BPOACH AepUUMT HA (HAKTOPH.
¥ Cpo0u1aBaHu NMpu KJIMHAYHOTO U3ITUTBAHE.

Hexxenanu peakuMH, XapakTepHH 3a KJjaca

Hapyuwienus Ha KokaTta M MoJIKOKHATa ThKaH: aHrMOe/IeM, napecTe3us

OO61wm HapyweHus ¥ eeKTH Ha MACTOTO Ha NMPHJIOKEHHUE: PEaKLUs Ha MACTOTO HAa HH(Y3HUATa
Hapyuienus Ha HepBHATa cCUCTEMA: JIeTaprus

[TcuxuyHu HapyLLUeHUs: OE3MOKONCTBO

[leauaTpuyHa nomnyJiaus

3a uHdopMaLIMs OTHOCHO NeAHaTPUYHATA MOy lalus, BUKTEe Touka 4.2.

Cpo0OlaBaHe Ha M0/I03UPAHH HEXKETAHU peaKiini

ChoOLIABAHETO HA MOJ03MPAHN HEXKe/laHW peaklUMH ciej paspeluaBaHe 3a ynorpeda Ha JeKapCTBEHHS
NPOAYKT € BaxkHOo. ToBa no3BoisiBa Ja MpOAb/KHM HAOJIIOAEHHETO HA CHOTHOLUEHHETO MOJ3a/pUCK 3a
EKAPCTBEHUS NPOAYKT. OT MEAMUMHCKUTE CHELMaNIUCTH C€ W3MCKBA Ja ChoOLaBaT BCsKa Moj03HpaHa

He)KeslaHa peaklMs Yype3 HallHOHAHA CUCTeMa 3a cholliaBane, nocoyeHa B llpuaoxenue V

4.9 Ilpeaosupane

Ynorpebara Ha BUCOKH J03H NMPOAYKTH, ChAbPKALLH NPOTPOMOMHOB KOMIIJIEKC OT YOBELIKA Jia3ma, €
CBbp3aHa CbC Cllydan Ha MHOKapAeH HWH(papKT, AMCEMHHHMpaHa WHTpaBa3ajiHa KoaryJ/jauus, BEHO3HA
rpombo3a u OenoapodbHa embonus. [lopaau toBa, B ciayyail Ha rpeao3upaHe, pUCKbT OT pPa3BUTHE Ha
TpoMOOEeMOOTMYHH YCIOKHEHHS WU AUCEMHHHpAHA MHTPaBa3aiHa KoaryJ/jauus ce yBe/invyasa.

S. GOAPMAKOJIOTUYHU CBOUCTBA

5.1 ®apmakoJHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA Ipyra: aHTUXEeMOparMyHu cpeacTsa, KoaryaaunoHuun gakropu IX, II, VII u X B

KOMOMHaLIU
ATC kon: BO2BDOI

Koaryaaunonnute daxktopu II, VII, IX n X ce cuHtesznpar B yepHus Apod ¢ nomouira Ha BUTaMuH K
OOMKHOBEHO C€ HapuyaTt nNpoTPOMOHHOB KOMILJIEKC.

daktop VII e 3umoreH Ha akTHBHaTa cepuHoBa npoteasa ¢akrop Vlla, upes koiTO ce cTapTHpa BbHILIHUAT
MEXaHM3bM Ha KpbBOCbcHpBaHeTo. KommuekcbT  TbKaHeH  (akrtop/pakrop VIla akTtuBHpa
koaryjauuoHHute akropu X u IX, npu koeto ce popmupat KoarysaunoHuute gpakropu IXa n Xa. Hpes
No-HaTaTbhlIHA AKTHBALIMS HA KOaryJjaluMOHHATa Kackaaa, npotpoMOuHbT (axkrop I1) ce akTuBupa u

npespsbila B TpomOuH. [1oa Bb3aeHcTBHETO HA TPOMOHHA (PHOPUHOTEHBT Ce MPeBpblIla BbB YUOPHH, KOETO
BOAM 10 0Opa3yBaHeTo Ha ¢beupeuu. HopmanHara npojaykius Ha TPOMOHH € OT KH3HEHO 3HAYSCHHME M 3a
GyHKUMATAa HA TPOMOOLUMTUTE KATO 4acT OT MbpPBUYHATA XEMOCTa3a.

M3onupan texbk aepuuut Ha ¢axktop VII Boam 10 HamangBaHe Ha (opmupaHe
MOBUILIEHA CKJOHHOCT KbM KPbBOH3/JMBH, MOPaJAM HApyLWEHOTO (opMHpaHe Ha

nbpBUYHA XemocTtasa. M3onupan aepuunt Ha pakrop IX e eana or kaacMyeckuTe
8




(xemounus b). U3onupan aepuunr na dakrop Il unmn gakrop X e MHOro psaabK, HO B TEKKH (POPMH Te
[NpeAN3BUKBAT CKJIOHHOCT KbM KPbBOU3IMBH, N0400HA HA HaO/r0]aBaHaTa NpH KiacuyeckaTa XeMopums.

[Ipu neyenune ¢ aHTaroHUCTH Ha BUTaMUH K Bb3HUKBAT NpUA00OUTH eUUUMTH HA BUTAMUH K 3aBUCHMHUTE
KoaryjaaluMoHHH (pakTopu OT NPOTPOMOUHOBHS KOMILUIEKC. AKO Ae(UUMUTBT NpUA0OHe TexkKa (opma, ce
MNOSIBSIBA CUJIHA TEHACHLMS KbM KPbBOW3IMBH, XapaKTepPH3UpPALLHK Ce MPEAUMHO C PETPONEPHTOHEATHHU HIIH
uepeOpajiHH KPbBOH3JIMBH, @ HE C MYCKYJHH MWW CTaBHU KPbBOM3IMUBH. Tekkata uyepHOApoOHA
HEI0CTATBYHOCT ChLIO BOAM 10 CHUJIHO MOHHMKABaHe Ha HUBATa Ha BUTaMUH K 3aBucumuTe (hakTOopH Ha
[NPOTPOMOHHOBUS KOMIJIEKC M 10 KJIMHWUYHO M3pa3eHa CKIOHHOCT KbM KPbBOU3JIMBH, KOETO 00aye, 4ecTo e
KOMIUIEKCHA MposiBa, Mopaad €JHOBPEMEHHO MMpOTHYalllaTa BbTPECH/A0BA KOaryJialuus, HUCKM HUBA Ha
TPOMOOLIMTH, HEIOCTHI HA HHXHOUTOPH HA KPLBOCHCUPBAHETO U HapylueHa GUOpHHOIH3A.

anHG}KEHHETO Hda KOHUCHTPATH Ha YOBCIIKH HPOT}J[}MGHHOH KOMIUICKC BOJIH [0 ITMOBHUILLIABAHC HA
MnJjasMeHuTe HUBA HA BUTAMUH K 3aBUCHMHUTE KOAaryJIJallTHOHHH (bElKTDpH H MOXC BPCMCHHO Jla KOpUI'Hpa

HApPVIICHHUATA B KPbBOCHLCHPBAHETO 1PH NMNAUHCHTHTE C ﬂﬂ(bHU.HT Hd €/IMHH H/IH HAKOJIKO OT TC3H (I)HKTGDH.

[leanaTpuyHa romnyJiauus

Hsima noctaThb4HO Ja@HHHU, KOUMTO J1a npenopbuBat npuiaokenueto Ha l[lporpomnaekce Toran NF 600 U
[pH Jeua.

5.2 ®apMaKOKHHETHYHH CBOHCTBA

Koaryaauuonen gaxkrop [Toayxusor
Makrop I 40 — 60 yaca
dakrop VII 3 — 5 yaca

Dakrtop [X 16 — 30 yaca
(dakTop X 30 — 60 yaca

5.3 Tlpeak/JHHHYHH JAHHH 32 0€30MaCHOCT

MdakTopHuTe HA YOBELIKHS NMPOTPOMOHHOB KOMIJIEKC (B KOHLIEHTPAT) ca HOpMaJiHa ChbCTaBKa HAa YoBeLUKATa
rJjia3ma ¥ AeicTBar no CbllMsg HAYMH KaTO €HJ0NeHHUTE KOaryJauMOHHH (PaKTOpH.

THi KaTO BUCOKHUTE 03K BOAAT 10 0OOEMHO NpeToBapBaHe, H3C/€BAHETO 38 TOKCHYHOCT CJie/1 €/IHOKPATHO
NpUIOKEeHHe HAMA 3HayeHue. M3ciie1BaHusATa Ha )KUBOTHH 3@ TOKCHYHOCT IPH MHOIMOKPATHO MpHJaraHe ca
HEeNPUIOKHUMHU, NOPAIN PA3BUTHETO HA AHTHUTE/IA KbM XETEPOJIOKHUTE MPOTEUHH.

Thbii KaTo YOBEWKHUTE KOaryJauMOHHU (PaKTOpH HE I10Ka3BaT KaHUEPOreHHOCT WM MYTAareHHOCT,
eKCMEePUMEHTAIHH NMPOYYBaAHUSA, OCOOCHO BbPXY XETEPOJIOKHH BHAOBE, HE C€ NMPpUEMAT 3a HEOOXOAUMH.

6. PAPMAUEBTHUYHU NTAHHU
6.1 CnuchbK HA NOMOUIHHTE BelllecTBa

[ [pax: Harpues xjgopuj
HatpueB umtpat Auxuapar
Xenapud Hatpuit NMT 0.2 — 0,5 IU/IU FIX
AututpoMOuH III 15 - 30 IU na ¢nakon (0,75 - 1,5 IU/ml)

PazrBopuTre:
CTepPHJIM3HPaHA BOJA 3a HHKEKLMH




6.2 HecbBMECTHMOCTH

To3u nekapcTBEH NMPOIYKT He TPAOBa 1a ce CMeCBa € APYrH JIEKapCTBCHHU MPOYKTH, C H3KJIIOYCHHE Ha
nocoyeHuTe B Touka 6.6. IIpu pazrBapsiHe TpsAOBa J1a ce€ M3I103Ba CaMO NPHIIOKEHHA KOMIUICKT 34
pa3TBapsHe U MHKeKLHATa/uH(y3usTa TpsOBa [a ce N3BBPILIBA CAMO C OCHTYPCHHS 32 TOBA KOMILICKT 32
MHKEKUM/MHDY3Usl, ThH KaTO JICYUEHUETO MOXKE 1a € HEYCIEIIHO BCIIC/ICTBHE HA afcopouus Ha
KoaryJaiMoHHus (HaKTop Mo BHTPEIIHATA OBBLPXHOCT MPH H3TI0JI3BaHE HA APYTO obopyaBaHe 3a
HHKEKIU/ UH]Y3HSL.

KakTo mpH BCHUKHM MPOIYKTH, ChABPIKAIM KOAryJlalMOHHU (aKkTopH, ePpHKacHOCTTA U MOHOCHMOCTTA Ha
IEKapCTBEHMsI MPOAYKT MOraT Ja ce TNOBIMAAT OT CMECBAHETO MY C JPYrd JICKapCTBEHH MPOLYKTH.
[TpernopbyBa ce OOUMAT BEHO3EH BT J1a C€ MPOMHE C M30TOHHYEH Pa3TBOP Ha HATPHEB XJIOPH, MPEIH HIIH
cnen ynotpedara Ha [Tporpommuiexe Toran NF 600 IU.

6.3 Cpok Ha roaHoct

3 rOJIMHH.

B pamkuTe Ha 00sBEHHS CPOK HA FOAHOCT NMPOAYKTHT MOKE Ja €€ ChbXpaHABa NpH CTaiiHa TemriepaTtypa
(Makc. 25°C) 3a nepuona 1o 6 mecena. Hauanoro v kpasi Ha nepuo/ia Ha CbXpaHCHUE Ha CTalHa TeMIieparypa
TpabBa na ce orOesexu BbpXy onakopkara. Ciea ChbXpaHEHHE HA CTaHHA TeMIEpaTypa [IpoTpoMIuIeKc
Totan NF 600 U ne tpadsa aa ce Bpbiia B xnaguinuk (2°C go 8°C), a TpsaOBa ja ce U3non3sa 10 ecT
Mecela WK 1a ¢€ H3XBBPJIH Cjie/] MPEMHHaBaHe Ha TO3H 6-MeceueH NMepHo/I.

JIoKyMeHTHpaHaTa XMUMHUYecka U (u3nuecka cTabMIHOCT € JEMOHCTpHpaHa 3a 3 yaca, MpH ChXPAHEHHE
mexcay 20°C u 25°C.

Ot Mukpo6HonornyHa riaeasa touka [porpommiaexe Toran NF 600 IU TpsaoBa na ce H3nonssa He3abaBHO
cllel pa3TBapsHe, Thil KaTO MPOAYKTHT HE ChIbPKA KOHCEPBAHTH. AKO HE Ob/e NMPHIIOKEH He3a0aBHO,
MOTPeOUTENAT € OTFOBOPEH 3a BPEMETO M YCIOBHATA Ha ChbXpaHEHHE MPEAN NPUIIOKEHHE. 1 0TOBHAT 32
yriorpeda pa3TBop He TpsiOBa J1a ce BPhIlA B XJIaJHJIHHUK.

6.4 CnieniHaJIHK YCJIOBHA 34 CbXpPaHeHHe

Jla ce cpxpansiBa B xjaaaunauk (2°C-8°C). Jla He ce 3ampa3ssba.
Jla ce chXpaHsBa B OpUIHHAIHATA OMAKOBKA, 3a J1a Ce MMPCANa3y OT CBET/IHHA.

3a ycIIOBHATA HAa ChbXPaHEHHE CJIe] pa3TBApAHE Ha JIEKApCTBEHHs MPOAYKT, BIKTE TOYKa 6.3.

6.5 Bua u chabpAKaAHHE HA ONAKOBKATA

[TpaxsT ce mpesara BbB (IaKOHH OT GE31BETHO CTHKIIO ¢ 00paboTeHa MOBBPXHOCT (XHAPOIHTHYECH KIac
[I), pa3TBOPHTENIAT - BbB ()1aKOHM OT O€31BETHO CTHKJIO ¢ 00paboTeHa TIOBBPXHOCT (XHMAPOIMTHYEH KIIac

[). dnakoHUTE M Ha JBaTa MPOYKTA CE 3aTBApAT ChC 3alyiianaka oT OyTHIIoBa ryma.

CbabpKaHUE HA ONMAKOBKATA:

e | ¢axon ¢ [Tporpommiekce Toran NF 600 IU npax 3a HHKCKIIMOHEH pa3sTBOP

e 1 ¢uakon ¢ 20 ml crepunusupana Bojia 3a HHKCKIUHH

e | cpuHIOBKA 3a eaHOKpaTHa yriorpeba, 1 uria 3a etHokpaTHa yrnorpeba, 1 acpupaiia uria, 1
uraa tan 6sTepdnait, 1 GuirbpHa urna, 1 TpanchepHa uria —

Pa3mep Ha onakoBKATa:
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e | x600IU
6.6 CrneuHa/IHH Npeana3Hd MEepPKH NPH H3XBLPJ/IsiHE H padoTa

3a noJiyyaBaHe Ha pa3TBopa TpAOBa Ja ce U3Io/13Ba CaMo ChAbpPKAUIHAT C€ B ONaKOBKaTa Habop 3a

[IPHJIOKEHHE.

[Iporpomniekc Toran NF 600 IU tps0Ba j1a ce peKOHCTUTYHpA CaMO HEMOCPE/ICTBEHO Mpe/Iu
npuiaoxkeHue. Pa3tBopbT € OUCTBLp A0 JIeKO onasiecueHTeH. MbTHH MM ChAbPKALLM YTAHKH pa3TBOPH
TpsAOBA Ja C€ U3XBBPJISAT.

Pa3rBapsiHe Ha npaxa 3a HHKEKLHMOHEH pa3TBOp:

M3non3eaiite acenTuyHa TeXHHUKA.

l. 3aTorieTe HEOTBOpPeHHUs (PJIaKOH € pa3TBOPUTE/IS (CTEPH/IM3MpAHA BOA 3a MHKEKILIMHM) HA CTalHa
WK TelecHa Temneparypa (Makcumym 37°C).

2. CBasieTe 3alMTHUTE Kanauku oT (jlakoHa ¢ npax v (pjlakoHa ¢ pazroputen (pur. A) u nouucrere
ryMEHHUTE 3anyLlUajJKy Ha aBaTa (iakoHa.

3 CBaJjiere 3allMTHUAT NpeAnasuTes]l OT €AUMHMUS Kpal Ha npujokeHara TpaHcdepHa urjia upes
3aBbPTAHE W W3bpPIIBaHE W BbBEAETE MIJlaTa Nnpe3 ryMmeHara 3anyiuaika Ha (iakoHa ¢ pasTBOpUTE
(¢ur. b u B).

4, CBaJieTe 3allMTHUAT Npeana3uTel oT Apyrus Kpai Ha TpaHcdepHara urija, kKato BHUMaBaTe Jia He
JJOKOCHETE OTKPUTHSA KpaH.

3. O6bpHeTe (hr1akoHa ¢ pa3TBOpUTEs Ha (plakoHa ¢ npaxa U BbBEAECTE Kpast Ha TpaHc(epHarTa urja

npe3 rymMeHara 3anyluajika Ha prakona ¢ npaxa (¢ur. I'). PazrBopurensr uie Ob/ie U3TErjIeH BbB
(hJlakoHa € nmpaxa 4ypes3 BakyyM.

6. Pa3zenere aBaTta giakoHa ype3 W3BaXaaHe Ha TpaHcdepHaTa ura 3aeHo ¢ pakoHa ¢
pasTBopuTens oT (puakoHa ¢ npaxa (¢ur. [1). Buumarenno pasknarere (pjlakoHa ¢ npaxa
pPa3TBOPHUTEIIA, 3a J1a C€ YCKOPH pa3TBapsHETO.

i Cie/1l MBJIHOTO pa3TBapsiHe HA paxa BbBeJIeTe NpulokKeHaTa acpupatua urna (pur. E) u
oOpa3yBaHara rsHa uie u34yesHe. M3paaere aepupaiiara uria.

Muxekuus / undysus:

HM3nonszBaiiTe acentuyHa TéxHUKa.

[Ipean npunokeHUe NPUroTBEHUAT pa3TBOP TPsAOBA BUHAIW Jla C€ NMPOBEPsBa BU3YyaJIHO 3a HAJIMYHETO HA

YACTHULIH UJIH 3a MPOMSsIHA B LIBETA.

l. CBaJieTe 3alMTHUAT NPeANna3uTes OT eAMHUs Kpal Ha npuiiokeHaTa GUITbPHA UIJla Ypes
3aBbPTAHE U HU3AbPIBAHE U S MOCTABETE BbPXY CTEPHIIHA CINPHHLIOBKA 3a €/1HOKpaTHa ynorpeoa.
U3Ternere pazrsopa B cripuHuoBkara (¢pur. K).

2 Pa3jenere cnpuHLUOBKATA OT (PUATHPHATA MIJ1A M NPHIIOKETE pa3TBOpa OABHO HHTPABEHO3HO
(MaKCHMMaJiHa CKOPOCT HA HH(PY3UA/UHAKEKUMUS: 2 m]l B MUHYTA).

11




i

I
1

dur. A dur. b bur. B dur. I Gdur. J1 bur. E dur. XK

Cnen NMPpUIIOKEHHE, H3XBBPJIETEC BCUHYKH pa3rnevyaTaHd HIJIH 3aC€/IHO CbC CIIPHHLIOBKATA /WKW cucTemara
34 HHCIJ_Y’SHFI C OrNnaKkoBKaTa, 3a J1a He ObaaT H3JI0OKEHH HA ONMACHOCT JAPYIH JIKLA.

Heunsnon3BaHuAT JIeKapcTBEH NMPOAYKT HJIM OTNAABbYHHUTE MAaTEPHAIH OT HEro TpsOBa J1a ce U3XBBLPJIAT B
CbOTBETCTBHE C MECTHUTE M3UCKBAHMUA.

7. TIPUTEXATEJI HA PASPEILIEHUETO 3A YIIOTPEBA
Baxalta Innovations GmbH

Industriestrasse 67

A-1221 Vienna

ABCTpUA

8. HOMEP(A) HA PABPEUIEHUETO 3A YIIOTPEBA

990041 1

9. JIATA HA ITBPBO PAZPEIIABAHE/INTOJJHOBSBAHE HA PAZPELIIEHHUETO 3A
YIIOTPEDBA

Jlata na nbpBo paszpewasare: 30.07.2014 r.

10. JIATA HA AKTYAJIUBUPAHE HA TEKCTA

02.2025
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