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H-EITI
Posunn qns in’ exiiit

CKJIA
Koxen mn MicTurs:
Hopeninedpuny Giraptpary, exsiratentho | mr HOPEMIHE(PPUHY OCHOBH.

MEXAHI3M JT1i

Hopeninedpuu abo nopagpenanin mie sk 3acid, wo 3BYKye mepudepHuHi cyamnHy, 130TPOITHO
CTUMYIIOE Cepue 1 po3lMpoe (Maio PO3LUMPIOBANEHY  A1l0) KOpOHApHi aprepii (mae f-
aPEHEPriYHy 1ir0).

IMOKA3SAHHS 1151 3BACTOCYBAHHSI

Ipenapar H-EIII, posunn mns IH’€KUil, npusHaYeHuit s KOHTPOJTIO apTepiaibHOro THCKY y
HMEBHUX CTAHAX TOCTPOI apTepiabHOi TiMOTeH3ii (HampHKan, Ipu - (PEOXPOMOLIMTOMEKTOMII,
CUMIIATEKTOMIT, IOMIOMIENITI, CriHanbHik aHectesll, iHdapkTi Miokapma, CenTHIEMil,
TNEPEIMBAHHI KPOBI | PO3BUTKY peaxiiil Ha TIKAapPChKi 3aC00H).

CHOCIB 3ACTOCYBAHHS TA JJO3H
[Mpenapar H-ETII, posuun mms in’exuiii, — ue KOHUEHTPOBAHUH CHILHOMIIOUMH NiKapchKuii
3aci0, KA HEOOXINHO PO3BOANTH Y PO3IHHAX JAEKCTPO3H nepel BBeneHHaM. [Ipenapar H-EIT]
CIZ BBOAMTH Y BEUKY BEHY.

BinHosnewns aprepiansHoro THeky y cTaui TOCTPOI apTeplajibHOI MTTOTEH3IT;

MIEPEI 3aCTOCYBAHHAM OY/Ib-AKHX CYTHHO3BYKYBANLHIX 3aC00IB 3aBK/IH CIIL SIKOMOra MOBHIILC
KOPUTYBATH 3MCHIUCHHA 00’€My UMPKYMOROHOiI KPOBi. Y pasi HEoBXiZHOCTI BIKHBAHHS
HEBIIKITAAHMX 3aXO0/IB UL MiATPHMKH BHYTPIIHBOAOPTAIBLHOIO THCKY, NPOPITAKTHRM itremil
FOIOBHOrO MO3KY a0 kopoHapHoi apTepii, npenapatr H-EITI moskma BBOAMTH 10 abo i yac
SaMILLeHHs 00’ €My LIMPKYIIOI0Y0T KPOBi.

Posuununk: npenapatr H-EIII cnig PO3BOAMTH Y 5 % po3umHi AeKCTpo3n abo cymimi 5 %
PO3YMHY JEKCTPO3H i (i3ioNoriyHoro posuuHy Harpiio xaopuay Jjuist in'exiid. i pianau
CAYTYIOTE Il [MOMEPEUKEHHSA 3HAYHOI BTPATH aKTHBHOCTI fnpenapary, 3yMORBIEHOI [Horo
OKHCIIEHHSAM.

He pexomenmyerses sactocosyBatu nuie (izionoriunmii pozunn. ko ans 36UTbWweHNs
00’eMy UMPKYITIOIOUOT KPOBI TOKA3aHe BREACHHS UiTbHO! KpoBi abo nuasmu, iX CNiz BBOAMTH
OKpeMO  (HanpuKkial, y pazi ONHOYACHOTO BBEACHHS CIiN KopucTyBaTics  Y-noaiGHum
KOHEKTOPOM | OKPEMUMH KOHTEiHepamu).

Cepenns noza: 4 i (4 mr) / BMicT onuiei amnynu npenapary H-EITl nogatote no 1000 mi (1 1)
PO34HMHY NCKCTPO3H. BBOASTL Lelt PO3UHH IIISXOM BHYTPILIHBOBEHHO] iHdy3ii. [Tnacrukosuit
BHYTPILHbOBEHHHUIT KaTeTep BBOISATH 3a OMOMOrOI0 BIAMOBIAHOI [LMPOKOKAHAIILHOT T'OJIKM,
nobpe MpoCyHYTO! MO LEHTPY BEHH | HAMINHO 3apikcoBanol Kimeiikoo crpiukoro. He crin
nepes’a3yBaTh Karerep, 106 3anoBirTH BUTIKAHHIO KPOBI | 3yMUHUTH PLIHHY.

Jlnst TOYHOT OUINKM WBMAKOCTI MOTOKY y Kpamampax Ha XBUJIMHY HaA3BHYAHHO BaMKIHBO
KOPHCTYBATHCh BHYTPIUIHBOBEHHOIO KPANENhHOIO KAMEPOIO 400 IHIIMM BiAMOBLIHHM MIpHHM
npuctpoem. Tlicns oTpumanHs BiZMOBixi mauieHTa Ha MOYATKOBY 2103y 2-3 M HA XBHIHHY
WBHAKICTL TIOTOKY KOPETYIOTh JUTS BCTAHOBJIEHHS | MIATPUMKH  HU3LKOIO HOPMAaJIbHOIO
aprepianbHoro tucky (80-110 MM pT. CT.), JOCTATHBLOIO AMIs 3a0e3MCUeHHS HAJXOMKEHHS KPORBI
0 KMTTEBO  BAXKIMBUX opraiB. [lauientam, sxi pauiue crpakaanu  ua apreplaibHy
FINEPTEH3ito, apTepianbHuil THCK PEKOMEHAYETHCS NIAHIMATH He Ginbiie Hik na 40 MM pT. CT.
HWKHIE IXHLOrO IOMEPEIHBOr0 3HAYCHHS CHCTONIMHONO THCKY. CepeiHs OUITPUMYIOHA 1034
BapitoeThes y Meskax 0,5-1 mr/xs.

Bucoki nosu: nosu, weobximui OKPEMHM NALIEHTAM IS JOCATHEHHS |
AOCTATHEOrO APTEPIANLHOIO THCKY, 3HAYHO BAPIOKTHCS. Y GYIb-AKOMY BHNAJKY
npenaparty H-ETIl noBuuua sanexatu Bin Biamosiai nawienta. Skiuo aprepial




36epiracThes, y OKpeMHX BHMamKax MOKYTb 3HAanOOUTHCs HabaraTo BuMILi aBo HARITH Belmki
A00OBI 1103H, WO cTaHOBATH |7 amnyn (4 mr/mi). Jns BU3HAYECHHS | JIKYBaHHA TaKol CUTYaL(|
3a3BMHAN KOPHCHUI MOHITOPHHT THCKY y LUEHTpanbHIH BeHi.

Hanxomkenns piguum: crynins aumouii samekurs B KJIHIYHO HEOGXIAHOrO 06’ ey pumHm, Y
pasi HEOOXIMHOCTI BBEICHHS BeMMKMX 06 eMiB PIMHK 31 IIBUAKICTIO, 110 nepeadayae BBeCHIS
HaJIHILKOBOT 103U TPECOPHOTO 3ac06Y 38 0MHIIIIO Hacy, CIi 3aCTOCYBATH OiNbII po3BeacHuii
PO3YMH. 3 IHILOro GOKY, MOXKeE 3HANOBHTIHCS KOHLEHTpaLis.

Tpusanicts tepanii: repariio crig MPONOBKYBATH 110 MIATPUMAHHS JOCTATHLOTO apTepialbHoro
TUCKY 1| TKaHWHHOI nepdysii. Bpenenns npenapaty H-EIII cnin nmoctynoso smenmysary,
YHHKAIOWH HOro panToBoi BinMinu. YV neskux sumagxax KONancy CyauH BHACIIAOK rOCTPoro
iHpapKTy Miokapaa HeobxinHicTs y KyBaHHI 36epiranack BIponosk nepiony 10 6 nib.
Hlonatkose nikysauss symmngy CEepIs: MM 4aC BITHOBIEHHS CEPLEBOl MiATbHOCT] npenapar
H-ETII 3asguuaii sBeoasTs BHYTPIIUHEOBEHHO 3 METOI BiAHOBICHHS | MIATPUMKH JOCTATHBLOMO
apTepIalbHOrO THCKY i eheKTHBHOrO cepuedutTa. Ipemapar H-EIM] 3aCTOCOBYIOTh YV TOH caMuii
crocib, 1o i y crani roctpoi apTepianbHOI TioTeHsi .

OCOBJINBI BACTEPEKEHHS I 3ATTOBISKHI 3AX0aU
[Ipenapar H-ETII, posusn ans iH’ €K, MiCTHTB HATpitO MeTabicymngiT, 1o MOKe CIPHUMHATH
PEaKilil aneprivHoro THmy ¥ HCAKHX HyTIMBHX [MAlli€HTIB, B TOMY 4YHCTi aHa(paKTUYni
CHUMITOMH, Hanann dCTMH, WIO 3arpOXYIOTh MKHTTIO, ab0 MeHII TSKK BUIAIKW. 3aranbHa
PO3MOBCIO/UKEHICTE  YYTANBOCTI 110 CynbITY 'y saranbuiii  momyasuii Hesinoma, ame i
AMOBIPHICTL HM3bka. YyTnusicTs 10 CYTb(ITY uvacTille BIIZHAYAIOTL Y ACTMATUKIE, Hi y
JHOLIEH, 9KI He CTPakIaloTh Ha OpOHXIaIlbHY acTMy.

3aranbui:  yHukaiite aprepianbmoi TINEPTEH3ii, OCKimbkH cuma il npenapary H-EITI |
BapiabelbHICTh BiNMOBiNL Ha IPCCOPHI PEHOBHHH 3aBXIN MOKYTh TIPH3BECTH [0 PO3BHTKY
HEOE3MEUHO BUCOKOro apTepialbHOro THCKY IpH [EPEN03YBAHHI LBOIO MPECOPHOrO 3acoby.
Otxe, apTepianbunii THCK 6akano (hIKCYBaTH 3 MOMEHTY MOYATKY 3aCTOCYBAHHS npenapary
H-ETII (kowHi 2 XB.) ax 10 K0CATHEHHS 6akaHoOro apTepianbHOro THCKY 1 Hasami KOKHI 5 XB. y
BUIAIKY MponosikeHHs teparnii. ITin wac Beemenmns npenapary H-Eni neo6xiaxo nocrtiiino
CHUIKYBAaTH 33 IIBMAKICTIO TOTOKY Ha XBHTHHY | KOHTPOJTIOBATH CTaH MALlieHTa (HIKONM He
3anvuiati Horo 6e3 ysaru). [omoBHUI 6iTb MOsKe OyTu cHMNTOMOM apTepiaibHOT rinepremsii,
3YMOBTICHOT [1EPEN03YBAHHSIM.

Micue BBEACHHS: AKIILO LE MOKIMBO, npenapar H-EII cnin BoanTy y natepanbuy MIAWKIPHY
BCHY PYKH, OCKUTBKH MPU HOT0 BBEAEHHI V L0 BeHY PHU3UK HEKPO3Y € 1yxke HesHadynum. Jleski
ABTOPH 3a3HAYA/IH, [0 MPEenapaT MOXHA BBOAMTH i y CTErHOBY BeHY. 3a MOKIHBOCTI Ciiin
YHWKATH TEXHIKH [IEPEB’A3YBAHHA KaTeTEPa, OCKLTbKM OOCTPYKIS Y ITOTOLI KPOBI HABKOJIO
MaricTpani MoKe CIPUYMHHTH 3acTiil i Miclesa KOHUEHTpALA MPEnapaTy MoOXke 3pOCTH.
OKI03iliHI 3aXBOPIOBAHHSA CymMH (HarpuKian, aTCPOCKIEPO3, apTepiockiIepos, miabeTHuHMii
eHL0apTepiiT, XBOpoba Broprepa) HaiiGibm HMOBIPHO PO3BUBAIOTLCS Y HIKHIX, A HE Y BEPXHIX
KiHuiskax. OTke, CIII1 YHUKATH BBELEHHS Y BEHH HA HOrax y Malli€HTIB MOXUJIOr0 BiKy abo THX,
AKI CTPKAAIOTH Ha OKIIO31iiHi 3aXxBOproBaHHA CYIMH.

IMicns seenewns Hopeninedpuny y KICTOUKOBY BEHY MOBIAOMAATM NPO PO3BHTOK raHrpeHm
HMXKHBOT KIHIIIBKH.

Ekerpasasauis: 1mwo6 yuuknytm excrpasasauii HopeniHe(pPUHY 0 TKAHMH CIiJ  4acTo
MEepeBIpATH MiCLle BBENEHHS, OCKLUIBKHU CYMMHO3RYKYBA/IbHA TS TIpenapaTy MOKe CIpUIHHNTH
HCKPO3 Y MICLI BBEICHHS.

AHTHAOT 'y BUTIAAKY iHQiAbTpamiiinoi imemii: mwis IPOQITAKTHKH  HEKPO3Y V  MicUsx
eKCTpaBasallii sKoMora IUBMAIIE BBOAATH 10-15 wu (pizionorivHoro poszuuny., TETI
aJIPeHOOJIOKATOP (heHTONaMIH.

Kanueporennicts, MyrareHHicTh | HeraTWBHMI BIIMBE Ha (hepTHIABHICTE:
MPOBOAMIIH,




3acTocyBaHHs y mepion BariTHOCTI: HEBIAOMO, UM MOKe HOPEniHe(PHH 3aWKOAMTH 70y npw
BBENCHHI BATITHIH xiHUi abo BrUTHHYTH Ha PeMponykTUBHY 3aatHicTh. [Tpenapar H-EITI crin
BBOLMTH BariTHHM KIHKaM JTUILIE 33 HATAbHOT moTpedu.

Y Nepiof rolyBaHHs [PYUTIO: HEBIXOMO, 9H BHALISETHCS LEH Mpenapar y MaTepHHCLKE MOJIOKO.
Ockinbku Garato mperapaTiB BHAINAIOTHCS Y MAaTEPHHCBKE MOJIOKO, CHiI JOTPUMYBATHCH
00CPeKHOCTI MPH BBEICHHI npenapaty H-EITI.

Hirtu: Gesnexa i edexTHBHICTS y AlTel He BCTAHOBJIEHI.

B3AE€MOJII 3 IHINAMU JIKAPCBLKUMU 3ACOBAMH

AHECTETHKM UMKIONPONaH | ramroTad 36UIBIIYIOTE aBTOMATHUHY 36YLIMBICTD cepus, a, OTKe,
MOXYTh  30inbiyBatn i cencuBini.sauito 10 eninepuny aGo HopenivedpuHy. Tomy
3acrocyeanHa npenapaty H-EIII mig yac amecresii LHMKJIONPONAaHOM abo ranoTaHOM BBakKaOTh
MPOTUTIOKASAHHM Hepe3 PH3HK PO3BMTKY IHITYHOUYKOBOI Taxikapiii a6o iopunsiiii. Cumrtom
CEePLEBOT aPHTMIT y MAIUEHTIB MOYKeE TTPU3BECTH 110 PO3BUTKY 3HAYHOT Timokcil abo rinepkarnuii,
[lpenapar H-EIIl 3 wnagseugaituoo O0EPEKHICTIO CI 3aCTOCOBYBATH IAlLi€HTaM, ki
OTPUMYIOTE JTikyBaHHS IMAO abo AHTHICTIPCCAHTAMH TPHITUIIHOBOrO, abo IMINpamiIHHOBOro
THITY HEPE3 PUIUK POIBUTKY TSKKOT TPUBANOT apTepianbhoi rineprensii.

[TOBIYHI PEAKLI

MoXyTh pO3SBUHYTHCH HACTYIHI peakiil

3aranbi: (UEMIYH] yUKOMKEHHA, 3YMOBJIEHI MI€I0 CHUILHOIO BA30KOHCTPHKTOPA, | CIOKCIs
TKAHWH.

[Mopymenns 3 GoKy cepueBo-CyIMHHOT CHCTEMH: pedrnexTopra Opaamkapais, uo mose OyTH
HACITIZIKOM 3POCTaHHs apTepiallbHOTO THCKY, apuTMIsl.

[opytuenHs 3 Goky HepBOBOT cHCTeMHU: TPHBOra, TPAH3UTOPHHIA TOITOBHMIT (i,

[TopywenHs 3 GOKY AMXaNbHOT CHCTEMM: YIpYLHEHE JUXaHHA.

[Mopywenns 3 Goky WKipu: ekcTpasasais, HEKPO3 Y MICII BBEAEHHS.

Tpusane 3acrocyBanus 6yIp-sKOro CHABHONO Basopecopa MOKe MPHU3BOIUTH [0 3MEHIIECHHS
00’eMy nnaszmu, 1o norpedyBaTHMe Oe3nepepBHOT KOpeKiii 3a JOMOMOrol BiANOBiLIHOT
PiAMHHOI 1 eNeKTpONiTHOI 3aMicHOl Tepanii. SIKmo 06’eMH NIa3MM HEBIIKOPUIoOBaHi, micis
BinMiny ripenapary H-EITl moxe PO3BHHYTHCH PELMIMB apTeplanbHOl TinoTeHsii abo i
MIATPHMKA apTEepiabHOrO THCKY MOKE 3yMOBHTH PHU3HK TSKKOTO 3BY/KEHHS nepuepuuHux |
BICUEPAIbHUX CYIMH (HANPUKIAL, 3MEHLIEHHS HUPKOBOT nepdysii) 3i 3MEHIIEHHAM KPOBOTOKY |
TKaHUHHOI Mepysii, Ta 3 HACTYMHOI TiNOKCIEl0 TKAHWH, NAKTOUMIAO30M i MOTEHLIHHHM
[IEMIYHUM YUIKODKEHHAM. Y pPUIKICHMX BHNAIKAX [TOBIZOMIIANIN PO PO3BHTOK TAHIPCHH
KIHIIBOK,

3acTOCYBaHHA HAUTMIIKOBAX a0 3aralbHOMPHUIHATHX 1103 y TaLEHTIB 3 apTepialbHor
FINEpTEHsier0  (HaNpuKIaL, NalieHTiB 3 TINEPTHPEO3OM) CHIPHUMHAE TKKY apTepianbHy
TINEPTEH3II0 3 CHIBHHM TONOBHHM G0JeM, dorododiero, npoHU3TUBHM GONEM 3a PPYAHHOIO,
ONIICTIO, IHTEHCHBHUM TTOTOBH/IUIEHHAM | OIHOBAHHAM.

ITPOTUITOKA3AHHSA
[Ipenapar H-EIIl ne cnin BBOAMTH mauieHTam 3 rimepuyTiusicTio, 3YMOBIEHOIO JIe(iLITOM
00’eMy KpOBI, OKPIM HEBIZKIAZHOI Tepamii ¢ MeTOK MiATPHMKH nepdyzii KopoHapHOT |
uepebpabHOT apTepii 10 MOMEHTY 3aBepUIEHHS 3aMillleHHs 00’emy kpoei. ITpu Gesnepepsromy
BBCACHHI mpenapary H-EIl 3 MeTor0 miaTpuMKu aprepiaqbHOro THCKY 3@ BIACYTHOCTI
3aMilleHHA  00’eMy KpPOBI MOKYTh PO3BMBATHCE HACTYIIHI peakuil: THAKKES 3BYKCHHS
MepUpEPUUHUX | BICHEPANBHUX CYHUH, 3MEHIIEHHS HUPKOBO nepdy3ii 1 Jalypesy. MoraHui
CHCTEMHUH KPOBOTIK, TIMTOKCIS TKAHUH 1 TAKTOLIM/I03.

[Ilpenapar H-EIl He cnin npusHasatn i nauicHtam  is TpoMb030M  OpH
nepupepUIHUX CYIUH (4epes 3pOCTAHH:A PU3UKY PO3BUTKY IWIEMIT 1 [TOLLM
IH(APKTY), AKIIO JHIUE HA NYMKY JiKYIOUYOro JKaps HOro 3aCTOCYBAHHA HE € HE
MOPATYHKY WHUTTS.




AHECTETMKH LMKJIONPONAH | TanoTau NIIBUILYIOTh aBTOMATHYHY 30YUTMBICTL cepua i, oTxe,
ceHcubinizauio 1o eniHedppuny abo Hopeninedpuny. Tomy 3acTocyBanns npenapaty H-EI1]
Ml 9ac aHecTesii LMKIOMPONaHOM a60 TaloTaHOM BBAKAIOTH MPOTHIOKA3AHUM Yepe3 pH3HK
POSBHTKY [ITYHOIKOBOI Taxikapaii abo ¢ibprmsuii. Cummronm CepUeBOi apuTMIl Y TalieHTIB
MOZKC IPU3BECTHU JI0 POSBUTKY 3HAYHOT IiIIoKCii 260 rifmepKantii.

YMOBU 3BEPITAHHS
30epirati npu kiMHATHIi remmeparypi (ae Buime 30° C) y 3aXMIEHOMY B1JI CBITJIa MiCLLi.

YIIAKOBKA
Kopobxa, wo mictuts 5 amrysn no 4

Peccrpauitinuii nomep: DKL0S33515643A 1
BIAITYCKAETbHCSI TLILKU 3A PELIEIITOM
Bupobuui:

«HOBEJL'T ®PAPMACBIOTIKAJ JIABOPATOPI3»
BOT'OP-IHIOHE3IS

LET/01/252




HOPEMIHE®PHH | MI/MJL, PO3UYMH JUIS TH €KL (Tocomun « HOBEJIJT PAPMACHKIOTHKAJ
Mopnyns 1. AaminicTpartusra indopmaris JTABOPATOPI3»)

1.3.4. KOPOTKA XAPAKTEPUCTHKA JIIKAPCHKOI'O 3ACOEBY

I. HA3BA JIIKAPCBKOI'O 3ACOBY
Hopeninedpun | mr/mn, posunn nug in’exuiii

2. AKICHUN 1 KIJTbKICHUI CKJIAJT
Koxen mn posumny mns im’exuiii mictuts 1,993 mr HopeninedpuHy OitapTpaTy, eKBIBATEHTHO
1,000 mr nopentinedpuny.

TloBHUI nepenik 1o0MoMiKHUX PEYOBHMH HaBeAeHUH Y po3zini 6.1,

3. IIKAPCHKA ®OPMA
Posuun nna i’ exuiii.

4. KJITHIYHA TH®OPMALIS

4.1 TepaneBTuni nokasanus

Hopeninedpun nokazanuit mns  wesinxnagnoro 3aCTOCYBAHHSA, CMPAMOBAHOrO Ha BIAHOBICHHS
apTepialbHOr0 THCKY Y BHITAAKAX IOCTPO] apTepianbHOI TinoTeHsii.

4.2 Jlosu Ta cnocib 3actocysanns

Hozu

[opocni

IMouaTkoBa WBUAKICTH tHY3iT

Micns posBeneHHs, PeKOMEHIOBAHOrO y po3aini 6.6 (KOHUEHTpaLIs MPUIOTOBAHOrO PO3HMHY s
H)y3iiH cTanosuts 40 Mr/a HopemiHedpuHy ocHOBH (80 mr/n HopeniHeppuuy OGitaprpary), a
MoYaTKOBa LIBHAKICTL IH(Y3IT Ana nauieHta 3 Macowo Tina 70 KT NOBMHHA CcTaHoBUTH BT 10 g0
20 mi/ron. (Bin 0,16 10 0,33 MII/XB.), 10 eKBIRATEHTHO 0,4-0,8 mr/roa. Hopeninedgpuny ocuorn (0,8-
1,6 mr/ron. Hopertinedpuuy bitaprpaty)). Jeski KIiHUMCTH MOXKYTH 3abaskar PO3MOYaTH BBEJICHHA 3
HHRYOK IBKMAKICTIO S MA/rom. (0,08 Mi/xs.), mo expiBamentHo 0,2 MI/ro. HOpeniHepPHHY OCHOBH
(0.4 mr/roa. nopeninedpuny Gitaprpary).

Turpysanus nosm

Onpasy nicna mouarky indy3ii HOPEMIHEMPPHHY 103y CITiA BIATMTPYBATH 3 KpoKoM 0,1 MKF/kT/XB.
HOPETIIHE(PPUHY OCHOBM 3  ypaxyBaHHAM 3aixcosanoi npecopHoi uii. J{ozu, HeoGXxigmi syt
JOCATHEHHS 1 MATPUMKHM HOPMAIBHOTO apTepialbHOro TUCKY Y OKPEMUX MALIEHTIB, MOKYTh Jyike
BUIPI3HATHCA. METOI0 MOBMHHO CIIYTYBATH BCTAHOBIEHHS HH3BKOIO HOPMAJIBHOTO CHCTOIIIHHOrO
aprepiansHoro Teky (100-120 M prT. cT.) a60 AOCATHEHHS TOCTATHLOLO CePEHBOr0 apTePIaTbHOro
THCKY (MOHAZ 65-80 MM PT. CT. 3anekHO Bil cTaHy nanienTa). Jleski KTiHILMCTH MOXYTh HaJaBaTH
fICpeBary  po3BEACHHIO JI0 IHIIMX KOHLeHTpauiii. IIpu 3acTocyBaHHi po3BeleHb, BILIMIHHHX Bin
40 MI/11, epeji OUaTKOM JIKYBAHHS PETENBHO TEPEBIPAKTE PO3PAXYHOK IBHAKOCTI i1 Y3ii.

Pozunn Hopenitedpuny ans indysit
40 mr/n (40 mKr/ma) HopeniHegpHHyY OCHOBH

Maga e Hozu (Mkr/kr/xs.) Hosu (.Mr/mﬂ') WsuakicTs iHdysiT (Ma/rox.)
nauleHTa HOpPENIHEPPUHY OCHOBU
S0 kr 0,5 0,15 3,75
0.1 03 15 Lol
oy

(LImaxn « KOHPIZEHIIFTHO»)
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HOPEMIHE®PWH | MI/MJI, PO3UUH JULS IH €KL (Hocomun « HOBEJI/T @ APMACBHOTHKAJT

Monyns |. AaminicTpaTisHa iHDopmaria JIABOPATOPI3»)

0,25 0,75 18,75 ]
0,5 1,5 37.5
] 3 75
0,05 0,18 4.5
0,1 0,36 9

60 kr 0,25 0,9 22.5
0,5 1,8 45
1 0,36 90
0,05 0,21 5,25
0,1 0,42 10,5

70 kr 0,25 1,05 26,25
0,5 2,1 52,5
1 4.2 105
0,05 0,24 6
0,1 0,48 12

80 kr 0,25 1,2 30
0,5 2.4 60
| 4.8 120
0,05 0,27 6,75
0,1 0,54 13,5

90 kr 0,25 1,35 33,75
0,5 2.7 67.5
I 5.4 135

Hesxi  kniviumeTd MOoXyTh HagamRaTH AepeBary pO3BEACHHIO 10 IHWHUX KOHUEHTpauii. [lpu
34CTOCYBAHH] PO3BEJICHD, BIAMINHUX Bix 40 Mr/n, fiepes; MoYaTkOM JIKYBaHHS PETeNbHO MEPEBipAIOTh
PO3paXyHOK LIBHAKOCTI iH(Y3ii.

TpuBanicts nikyBaHHS | MOHITOPUHT

Jlikyanus HopenineppuHOM crin NPOJOBKYBATH, JOKH ICHYIOTb MOKA3aHHS [0 BBEJIEHHS
CYAMHHOAKTHBHOrO npenapaty. BHpoaoBk JiKyBaHHsS CILIA MPOBOAMTH peTeibHMil MOH ITOPHHT
nauieHTa,

Biamina teparii
BBenenns HopeninedpuHy ciin smeHuyBaTH MOCTYNOBO, OCKINIbKH PanTOBa BIAMIHA MOKE NPU3BECTH
110 PO3BUTKY IOCTPOT apTepiadbHOT IiNnoTeH3il.

Crocib 3acTocysanns
e BHYTPILHBOBEHHOTO BREACHHS.

Ocobnusi monyssinii
. [ledinkoBa i HUpKOBaA HenOCTATHICT

HocBiny nixyBanHS MauicHTIB i3 MOPYUICHHAMH byHKuii HHpok abo reyinku Hemac.

. [auienTy noxumnoro Biky
3acTocyBaHHs y IOPOCINX OMUCAHO pozaini 4.4,

(Lmavin « KOHPLIEHLITITHO»)
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. Jitu

He pexomenayerbes,

Cnocib 3acTocysanHs

BBOZSTE y BHINANI PO3BENEHOTO PO3YHHY 3a JOMOMOrOIO LEHTPANBHOTO BEHO3HOIO KaTerepa.
IBuaxkicTs iHdY3ii il KOHTPOTIOBATH 32 TOTOMOroOI0 [WIIIPULIEBOTO Hacoca, IH(Y3iEHOro Hacoca abo
KparneabHOl KaMepHu.

4.3 Ilporunoxaszanns
Beenenus  HopenmimepuHy npoTHmOKazaHe —mamieHTaM 3 BLIOMOIO TiNEPUYTIUBICTIO 10
Hopeninehpury GitapTpary abo HIINX KOMIOHEHTIB PO3YHMHY JUIA IH €KLIH.

4.4 Ocobauei 3acTepexenns Ta 3amo6ixkni 3ax0an NpH 3aCTOCYBAHHI

Hopeninedpun nosunHi BBOJANTH mMiue MeaMyHi MPaLIBHUKN, 3HAHOMI 3 OCOBIMBOCTAMH HOro
3actocysannsd. IlalicHTH NOXHJIOrO BiKy MOKYTh OyTM  OCOBIHBO HYTIMBHMHM 110 BIUTHBY
Hopeninedpuny. INarienTam i3 TPOMBO30OM KOPOHAPHMX, OpuxoBux abo nepuepHIHUX CYIIMH CITix
AOTPUMYBATHCh  OCOOIMBOT  0OEPEKHOCTI, OCKUILKH HOpemiHeppHH Mowke MIABHULYBATH PH3HK
PO3BUTKY lemii i nommpenus 30ud indapkry. IlomiGHoI x 00epPEKHOCTI CIliJ JIOTPUMYBATHCD
NAleHTaM 3 apTepianbHOI0 TiIOTEH3i0 Tmiema iH(apkTy MioKapJaa, cTeHokapaiero [lpunumerana,
LYKPOBMM  11a0ETOM, apTepiansHor TinepreHsiclo abo rineprupeoszon. Hopeninvedpun cinig 3
00€EPERHICTIO 3aCTOCOBYBATH MALIICHTAM 3 O3HAKAMM BHPAXKEHOT TIMokcii abo rineprantir,

Hopeninedpun ciin 3acTocoBysarty nunre y KOMIUIEKC] 3 BLATOBIAHHM 3aMillieHHsIM 006’¢MY KpOBI.
o6 yHukHyTH apTepiaibHoOi rineprensii, npH BBemeHHI HOpeniHe)PUHY CJIIJI 4acTo NepeBipaTH
apTeplaibHUI THCK | BHAKICTL HOTOKY. ExcTpaBasatiis PO3UHHY MOKE CIIPHHMHUTH HEKPO3 TKAHHH Y
Micul BBeacHHA. Miclle BBeJIGHHS CII 44CTO MepeBipATH. Ilpu BHABIEHHI eKkcTpaBasauii HeoOXiAHO
NPHITMHHTH BBEJCHHS | HEBIAKIANHO IHUIBTPYBATH YPakeHy 30HY (eHTONAMIHOM.

Tpusane 3acTocyBanus Gyb-1KOro CHIBHOTO Ba30MPECOPA MOKE [IPUIBECTH 10 SMEHILICHHS 00’emy
nnasmu, 1o notpedysarume 6e3nepepBHOT KOPEKLIT 3a 10MOMOT0I0 BIAIOBIAHOT pLaHHHOT i
ENEKTPOIITHOT 3aMicHOT Teparii. SIKo o6’ eMu mazmu HEBIJIKOPUIOBAHI, ITiCS MPUNMHEHHS iHY3IT
MOXKe BII3HAYATHCEH PELIUINB apTepianbHOT rinoTensii abo TATPUMKA apTepiaibHOro THCKY MOKe
3YMOBUTH PHU3HK TSXKKOTO 3BYKEHHS MepU(epuyHUX | BICLEPATLHUX CYIMH (HATIPHKIA, 3MEHLICHHS
HUPKOBOT Mep(py3ii) 31 3MEHUISHHSIM KPOBOTOKY 1 TKAHHHHOT Mepdy3ii, HACTYITHOK FilTOKCIelo TKAHUIL
JIAKTOLMIO30M 1 TIOTEHIIHHMM ileMiunnM yurkomkeHnam. Hopeninedput, posuus g i’ exiii,
MICTUTb HATPIM, O HEOOXiTHO BPAXOBYBATH MAIICHTAM Ha JI€Ti 3 KOHTPOMLOBAHMM CHOAKHBAHIAM
HATPIO, JUB. posain 6.6.

4.5 B3aemopin 3 iHmuMu JIKAPCHLKUMM 32c00aMM TA iHLI BHIN B3acMoiii

Oenso

HopeniHepun He peKOMEHIYEThCS 3aCTOCOBYBATH 3 JETIOMHMH [a10TEHOBAHUMH AHECTETHKAMI,
iHriGiTopamMu  MoHoamiHOKcHaazn  (IMO),  minesonizom, TPULUMKIIMHUMU  dHTHACIPECAHTAMM,
JIPEHEPrIYHO-CEPOTOHIHEPrIYHAMH  MpENapaTaMu  abo  (HIIHMH CEPUEBUMH  CEHCHOINI3YIOUHMH
3aC00aMH, OCKUILKH L€ MOKe NPH3BECTH JIO TSKKOL, TPHBAIOT apTepiaibHol rinepTensii i MokauBoi
apuUTMIi.

(Imavn « KOHOIIEHITIHHO»)
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4.6 ®epTuabLHicTh, 32cTOCYBANHS Yy mepioa BariTHocTi Ta rogyBanusa rpyyuo
Hoctynnux nanux mozmo BILIMBY 3aCTOCYBAHHS HOpeMiHEPPUHY Ha (epPTHIBHICTS 1| JaKTalilo HeMae,

Bazimuiems

Hopeninedpun moxe nopymysaru TUTALCHTAPHY Mephy3ito i cnpuunnati 6pannkapaio y nioaa. Bin
TAKOK MOWKE MATH CKOPOYYBANBHUH BIUIMB Ha MaTKy | NPU3BOIMTH IO acixcii nuoma Ha mizHIx
TepMiHax BariTHocTi. OTKe, cnin 3BAKYBATH L MOXKIMBI PUIHKM 115 TJIONA | MOTEHUiiiHY KOPHCTB
JUIst MaTepi.

4.7 BnuB na 3paTHicTs KEpyBaTH TPAHCTIOPTHHMH 3ac00aMH ab0 PALIOBATH 3 IHIWMMH
ABTOMATH30BAHHMU CHCTEMAMU

He 3aznagenuii.

4.8 IMobiuni peakuii

Kaac cucrem oprauis ITodiuni peaxuii

IMopyuienus neuxixu Tpusora

[Topyuenns 3 60Ky HepBOBOI CHCTEMH ["onoBHwmii Gitk

MopyuwieHHs 3 Goky cepus ApUTMIT (MPU OIHOYACHOMY 3ACTOCYBAHHI 3
CepLEBUM CEHCHBITI3YIOUUM 3acobom),
Opaukapais

[lopymenHs 3 6oky cyauu ApTepianbHa rineprensis, nepudepuuna imemis, p

TOMY YHCITI TAHTPEHH KIHLIBOK, 3MEHILIEHHS
00’eMy IIa3MHU IPH TPUBATIOMY 3aCTOCYBAHHI

[Topywenns 3 6oky nmuxansHoi cuctemy, Hucnuoe
 Oprauis rpyaHol KITHHH | CepenocTinms

3aranbHi posmajm i mopyuenss y micui IndinpTparniiitmii Hekpos y Miclli BEeIeHHS
QBC;IEHHQ

4.9 Ilepeno3yBauns

[MepenosyBaHus MOXe NPU3BECTH 40 TAKKOI apTepiaibHOL Tineprensii, peduektoproi Gpatukapaii,
3HAYHOTrO 3POCTAHHS 1EPUPEPUUHOrO ONOPY | ZMEHILEHHS cepuesoro Buxmay. Ll osmaku mMoxyTh
CYNPOBOLKYBATHCSA  CHITbHUM  rONoBHUM  Gomem,  dortodobieio, Gonem 3a rpyantoo, 6miicTio,
IHTEHCHBHUM TIOTORMALIEHHAM | GroBaHHIM. Y BHTAAKY MEPEIO3YBAHHA CIII MPHIUHUTH JTIKYBaHHS
| PO3TIOYATH BIAMOBIIHY KOPUTYBAILHY Teparnito.

5. ®APMAKOJIOTTYHI BAACTUBOCTI

5.1 ®apmakoauHamiuni BracTusocTi
(dapmakoTepaneBTHYHa FpyTIa: AIpeHepriuni 1 nonaMinepri4ui sacobu, kon ATX: COICAQ3,

Mexanizm nii

CyanHHi peakuii npu 3acTOCYBaHHI 3BHYANHUX 103 € KNIHIYHUMM HACH IIKAMH OIHOHACHOT CTHMYJIS LT
anba- i beta-afApeHepriuHuX peLenTopis cepua i CyauHHOl cHcTemH, Oxpim cepus, npenapar aie
NEPEBAKHO  HA  alba-PELEUTOPH, CIIPUUMHAIOYH 3POCTAHHS CHIM (I 4acToTH, 3a BIACYTHOCTI
BArajbHOrO ranbMyBaHHS) CKOpOdeHh Miokapay. [lepudepuunuii omip 3poctae, Sk 3HAYSHHS
JUACTONIYHOTO | CHCTONIMHOTO THCKY. 3pocTaHHs apTepIanbHOrO  THCKY MOKE CIOPHUMHUTH
pedpiiekTOpHE SHIDKEHHS YACTOTH CepLEBHX CKOPOYCHb. 3BYXKEHHA CYAUH MOKE CIPUYHHMTH

(Llmamvn «KOHOIIEHIIIHHO)
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SMEHIICHHA KPOBOTOKY Y HMpKaX, WIKIPI i ITaeHbKUX M’A3aX. 3BYKEHHS MICHEBHX CYIIHH MOXKe
CNIPHYMHHTH romeocTas Ta/abo Hekpos. Biums mna aprepiansuuii THek 3HHKae uepes 1-2 XBUAMHK
MICHS TPUINUHEHHS TH Y3,

5.2 apmakokineTHUHi BIACTHBOCTI

Bugedenns

[Ticna BHYTPilWIHLOBEHHOTO BBeaeHHS 10 16 % AO3H BUBOAMTLCA y HE3MIHEHOMY BUIIISAI 3 CEYetO,
TOH Yac AK eTHILOBAHI | [e3aMiHOBAHI MeTaboiTH BUBOMATBCS Y BUIBHIN ab0 KOH foroBaniit hopmi.

5.3 JMoxainiuni nani 3 6e3nexu

binewicts noGiuHux peakuiif Mop’s3aHa 3 CUMNATOMIMETHUHHMU HACTIIKAMM  HAUTHIIKOBOI
CTUMYJISLIT  CUMIOATHYHOT HEepBOBOI CHCTEMM 33  y4acTio PISHMX  aJpeHepriuyHuX  pelenTopis.
Hopeninedpun mosxe nopymysaru MIANEHTapHY repdysno i cnpuuunaTy Gpaaukapailo y nioga. Bix
TaKOK MOKE MATH CKOPOYYRANLHUI BIIMB HAa MATKY i NPU3BOAMTH 10 achikcil mioga Ha nisHix
TEPMIHAX BaTiTHOCTI,

6 ®APMAUEBTUYHA THOOPMAILUA

6.1 Ilepenix ponomizkuux pedopun

Hatpiro xnopua

Hatpiro metabicynndir

Kuenora numonta, monorinpat (6ydepuzyrounii 3acib)
Hatpito untpar, aurinpar (Gypepusyrounii 3aci6)

Bona qms v’ ek

A30T I3 HU3bKUM BMICTOM KHCHIO

6.2 Hecymicnicrn

Hopeninedpun He MoxkHa 3MimyBath 3 iHIIMMK JIKApPCHKUMM  3aC00aMH, OKPIM 343HAYEHMX Y
po3aiTi 6.6. Bisoma HecyMicHICTh po3dnHis mwis HY3IH, IO MICTATE HOpeniHedpHH, i3 HACTYIHHMMU
PCUOBHHAMN: JIyravu 1 OKHemioBadamy, GapGitypatamu, XjuopdeHipaMiHoM, XJIOpTiasHioM,
HITPOQYPAHTOTHOM, HOBOBIOUMHOM,  (eHITOTHOM, Hatpilo  GikapOoHaTom, HATpilo  Homuaowm,
cTpenToMitHHoM. CyMiCHICT 3 Milkamu ts iHdY3iit omucana v po3aini 6.6.

6.3 Tepmin npupaTnocTi
Tepmin npunatsocti nikapcbkoro 3acofy B OPUTIHAJILHIN YIIaKoBLI: 2 POKH.

[Ticns po3seieHHA:

Ximiuna i ¢isnuna craGineHicTs npermapary NPOAEMOHCTPOBAHA MPH po3sBeneHHl ¥y 5 % pozuuni
rmokosu abo cymimi 0,9 % posunny Hatpito xmopway i 5% posuumy AEKCTpo3u 1 30epirani
BNpOnoBXK 24 roauu npu 25-30°C (y indysiimiii cuctemi) i npu 2-8° C (y mMiwky s iHdysiii).
[pote, 3 mikpoGionoriunoi ToukM 30py mpemapaT CHin 3acTocyBaTH Herafino. SIKILO Horo ie
3aCTOCYBAIM HEraifHo, BIAMOBIAATBHICTL 3a vac | YMOBH 36epiraHHs nepea 3acTOCYyBAHHAM Hece
KOPUCTYBaY, TaKe 30epiraHHs 3a38MHAH HE OBUHHO TPMBATH MOHAL 24 FOAMHM npu 000X 3HAYEHHAX
Temmeparyp.

6.4 Ocobumsi sanobizui 3axoau npu 36epiranui
*11e TpuBae.

(LLimavn « KOHGITEHITITHO)
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6.5 Tun Ta BMicT nepBuHHOI ynakoBkH
Posuun ans in’exuiii y mposopiit aMITyni 3 GypITHHOBOrO ckia THiTy I,
Posmipu ynakoBku: 5 amnyi o 4 .

6.6 Cneuiansni 3axoau Gesnexn NPH NOBOUKEHHI 3 HEBHKOPHCTAHUM JIIKAPCHLKUM 32¢000M a60
BiIX0/aMu JIiKAPCLKOrO 3acofy

IneTpykuii 3 po3senenusn

Ilepen 3acrocyBannsaM po3songts y 5% po3uuHi gekcTposn a6o cymiwi 0,9 % poszuuny Hatpiro
Xaopuay i 5% pO3UMHY IEKCTPO3M. Ilpn BBemeHHI 3a noMOMOroM WITPHLEBOTO HAcoca 2 M
KOHUCHTPATY AONAIOTH /10 48 M1t 5 % posunHy rmokosu (abo cyminti 0,9 % po3duny mHatpito XJIOpUITY
1'5% po3umHy nekcTposu), IpU BBEICHHI 33 JOMOMOrOK KpamelbHol kamepu 20 M1 KOHUEHTpaTy
AojatoTh A0 480 Mn 5 % posuuny raokosu (aGo cymimi 0,9 % posumny raokosu i S % PO3YHHY
AekeTposn). B o6ox Bunakax Kidmesa KOHLEHTPALIA PO3UMHY uis IH(Y3iH cTaHoBUTH 40 Mr/n
HopeniHedpuHy ocHOBM (10  exBiBanentHo 80 mr/m Hopeninedpuny GitapTpaty). MokHa
3aCTOCOBYBATH W PO3BENEHHS, BIAMIHHI Bim 40 mr/n HoperniHedpuHy oCHOBH (KB, posain 4.2). [Tpu
3aCTOCYBAHHI PO3BEEHD, BIAMIHHMX Big 40 mr/n HOPEMIHEPPHHY OCHOBH, Mepen MmoyaTkoMm iHdy3ii
PETENTBHO MEPEBIPAIOTH PO3PAXYHOK MBUIAKOCTI iHdys3ii. penapar cymicumit 3 mitwkamu ama IHhy3I
3 [IBX. Bymb-skuii HeBMKOpHCTaHMi npenapar abo BHTpaTHI MaTtepiany cria YTUIII3YBATH Y
BUIMOBIJHOCTI 3 MiCLIEBUMH BHMOIaMH.

7 BJACHHUK PEECTPAIINHOI'O NOCBLIYEHHSI
«lIpocein Xesickea, Ink.» / «Prosweal Healthcare, Inc.»

fOwiT 611 Kommon Toan Tayep, ®aiinenc Cr. Kop Tngactpi Cr.
Manpiran Biznec Iapk Afisna Anabanr ManTinnyna Citi, @ininnidu /
Unit 611 Common Goal Tower, Finance St. Cor Industry St.

Madrigal Business Park Ayala Alabang Muntinlupa City, Philippines.

8 HOMEP(-) PE€CTPAU,II7IHOFO(-I/IX) MMOCBITYEHHSI(-Hb)
3aszHaure

9 BUPOBHUK
«IT. Hosenn ®apmackiorian JlaGoparopis» / «PT. Novell Pharmaceutical Laboratoriess

Hxn. Toc TMenrymGen Pas No 8, Cykabymi Cenaran, KiGon Iokepyx, Jlwaxapra Bapar 11560,
Jlxakapra-lnnonesia / Jalan Pos Pengumben Raya No. 8, Sukabumi Selatan, Kebon Jeruk, Jakarta
Barat 11560, Jakarta-Indonesia.

10 IATA OEPUIOI PEECTPAIIT / IEPEPECCTPALUT
3azHaure

11 JATA IIEPETJISILY TEKCTY
3azuayre

(Umavin « KOHDITEHLIIHO»)
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N-EPI”

Injection
COMPOSITION
Fach ml. contains :
Norepinephrine Bl q lent to Norey phrine base 1 mg.
ACTIONS
Norepinephiine ur noradrenaline functions as a peripheral ictor and as an otropic stimulator uf the
heart and dilator (dilatation effect) of cornary arterics {8-adrencrgic action).
INDICATIONS
N-Epi injection for bload pressure control in certain acute hypatensive states (e.g. pheochromacytomectomy,

sympathectomy, poliomyelitis, spinal anesthesia, myocardial infarction, septicernia, blood iransiusion, and drug
reactions),

DOSAGE AND ADMINISTRATIONS

N-Epi injection is a concentrated, potent drug which must be dilufed in dextiose salutions priar ta infusion. An
intusion of N-Epi shuuld be given into o large vein,

Restoratinn ot blond pressure o acute hypatensive siates :

Blowd volume depletion should always be vurrected as { y a5 possible before any vasopressor is arministered
When. as an BENCy midisure, inl tic p must be malntzined o prevent cerebral ar coronary
artery ischemia. N-Epi Gan be administered before or concurrently with bload valume replacement

Diluent : N-Epi should be dlluted in 5% dextrose injection or 5% dextrose-sodium chloride injections. These
fhuicks are protection agawst significant loss o potency due o oxidation
Administration in saline solution alone is not recommanded. Whale bluod or plasma,
bload volume, should be adm
simultaneausly),

Average dusage : add a 4 mL (4 mgl/1 ampoule N-Epi 1o 1000 mL (1 [) of a dexinse sulution. Give this soaliun
by IV infusion. Insert a plastic 1V catheler through a suttable bare noedle, well advanced centrally intn the vein
and securely {ixed with adhesive tape. A catheter-tie should not be held fy prevent blood flow and {luid are
slopped.

).._u_.@ drip chamber or ather suitable metering device is essential t permit an accurate estimation of the rate
of flow in draps per minute. Alter observing the response of patients [ an initial dose of 2-3 mL per minute,
adjust the rate of flow Lo establish and maintain a low normal blood pressure (B0<110 mm Hg). suflicient (o
maintain the circulation to vital argans. In previously hypertansive patients, it is recommended that the biood
pressure should be raised no Eamﬂ. than 40 mm Hg nw_:s the preexisting systolic pressure. The average
maintenance dose ranges from 0.5- 1 ml/min

High dosage : great individuat variation occurs in the duse reqaired to attain and maingain an adequate bload
pressure. In all cases, dosage af N-Epi shiould be administered according ta the response of the patient. Occasionally
miich larger or pven enornons daily doses a5 17 ampoules (4 mg/mi) may b necessary il the pationt remains
hypotensive, Central venous pressure moniloring is usually helpfol in detecting and treating this sitation.
Fluid intake : the degree of dilution depends on clinical fluid volume requirements, if large volames of fhuid are
needed at a flow rate that would involve an excessive duse uf the presser agent per unit :ma:,::.. 2 salution more
dilute should be used, On the nther hand & concentration may be apcossary.

Duration of therapy : therapy shoulel be continued until adeqUiate bioad pressire and Hssue pertusion are
mainlained. Infusions of N-Epi should be reduced gradually avoiding abrupt withdrawal. in same of the repurted
cases of vascular pse due to acute myacardial infarction, treatment was required for s 1o 6 days.
Adjlinctive treatment in cardiac srrest : Infusions of N-Epi are usually administered 1V during cardiac resuscitation
I restoce and maintain an adequate blnod pressure after and effertive heartbeal, N-Epi s used in the same
wmanner as described in acute hypotensiver states,

indivated 10 increase
ered separately (.g. by use of a Y-ube and individual containes il given

WARNINGS AND PRECAUTIONS

N-Epi injection contain sodiuny metabisalfite that may cause allergic-type reactions including anaphylactic
symptoms and life-threatening or less severe asthmatic episades in certain susceptible peapie. The averall
prevalence of sullite sen 1 the general populatiun is utik and passibility is low Sulfite sensitivity is
seen mure Jrequently in asthmatic than in non-asthmatic peope.

General : avold hypertension ; because of the potency of N-Epi and varyin response ro pressor sabstances, the
possibility always exists that dangerously high blood pressure may he produced with averduses of this prassor
agent. It is desirable, (herefare (o recard blnnd prassure fiam the time administration of N-Epi is starled (eves
2 min) until the desired bloud pressure is abtained. then every 5 min il administration is to be 55:3:2&
The rate of flow per min must be walched constantly, and the patient must be controlled [should never be (it
unatterided while receiving N-Epi. Headache may be a symptamn of hypertension due to overdosage,

Site of infusion : whenever pussible, infusion of N-E nuld be given inta antecubital vein because when
administered nto this vein the risk f necensis is very slight. Some authars have Indicated that the femaral vein
is aliw an acceptable route of administration. A cathetsr tie-in technique should bie avoided, if possible. since
the obstruction to blood flow aruund the tubing may cause statis and increased local concentration of the drug.
Occlusive vascular desease (e g. atherosclerasis, arterinsclernsis, diabetic endarteritis, Buerger's discases) are more
likely t occur in the lower than in the upper extremity. Thirefore, one should avuid the veins of the leg in elderly
patients, or in those suifering of occlusive vascular deseases

Cangrene has been repurted in a lower extremity when infusion of Nurepinephrine were given in an ankle
vemn,

Extravasation - the infusion site should b checked froqoently to avoid of Norepinephrine into the
tissues, as ocal necrosis might ensue due (o the vasueonstrictive action of the drug.

Antidote for extravasation ischemia - Ia prevent necrosis in areas in which extravasal
as possible with 10-15 mL of saline solufion ¢ af ph lamine, an ad
Carcinogen:
In pregnancy :

m has taken place as saon
g ic-blacking agent.
y, mulagenicily, and impairment of lertility : studies have not been periormed,
is not knawn whether Norepinephrine can cause fetal harm when administerad to @ pregnant

waman vr can affect reproduction capacity. N-Epi should be given to a pregnant woman only if clearly needed.
In lactation : it is not known whether this dnig is excreted in human 3.?,?55: many drugs are excreted in
buman milk, caution should e exercised when N-Epi is administered.
In children : safety and effectiveness in peditric patients has not been sstablished.

DRUG INTERACTIONS

Cyclopropane and halothane anesthetics inrease cardiac astomatic irritabi

of administered with epinephrine or norepineplirine. Hence, the use of N-Ep ring cyclopmpane and halothane
is considered c indicated betause of the risk of producing ventricular nﬂﬂg_&u or fibrillation.

The symptom of cardiac arrhythmias result io patients with protound hypoxia or hypercarbia.

N-Epi should not be used with extreme caution in patients reveiving MADIs or antidepressanits of the friptyline

ar imipramine types because severe prulonged hypertension may result.

SIDE EFFECTS

The fallowing reactions can nccur ©
Budy s a whule : ischemic injury due tu potent vasoconstrictor actiur and Tissue hypoxia,
Cardiovascular system - bradycardia. probably as a reilex result of a rise in blood pressure. arthythmbas.
Nervous system - anxiety, transient headachi.

Respiratury system : respiratory difficulty.

Skin : extravasation, necrasis at injection site,

Prolonged administration of any potent vasop may resolt in plasma vol
.

H.EE (herefure seem to sensitrvity

e depletion which shuuld be
corrected by appropriale Huid and alectrolyle replacement therapy. Il plasma valumes are not
corrected, __5.53 ion may recur when N-Epi s discontinued, o blood pressure may Je maintained at the risk
ol several peripheral and visceral vasaconstriction (e.g. decreased rensl perfusiun] with diminution
and lissue perfusion wilh subsequenl tissue hypaxia and laebe acidnsis, and possible ischemic injury, Gangrene
of extremitivs has been caroly reported.

Overdoses ur © ional doses in hyf patents ie.g. hyperthyroid patientsi cause severe hypertension
with vielent headache, photaphabia, stahbing retrosternal pain, pallor, intense sweating, 3n

CONTRAINDICATIONS
N-Epi should nof be given to patients who am hypotensive from blood voltime deficits, except as an emergency
measure o maintain coronary ard cerebral artery pertusion unlil blood volume replacement therapy can be
eompleted. If N-Epi is continunosly adminisered ta maintain binod pressure in the absence of bioad valume
replacement, the falluwing may vecar : severe peripheral and viscsral vasoconstrictivn, decreased renal perfusian
and urine autput, penr systemic blnod tlow, tissue hypaxia, and lactate acidasis.

N-Epi shuuld also not be given to patients with mesenteric ur peripheral vascular thrombisis hecause of the risk

i i ischemia and extending the aren of tarction) unless, in the opiion of the altending physician,

stratian of N-Epi is necessary a5 a life-caving procedure fas ving drug)

Cydapropane and haluthane: anesthetics increase cardiac autonumic irmtability and therefore seem to administered
ot norepinephiine or epinephanc. hence the use of N-Epi during cycl P and haloth hesia is
considered contraindicated because of the rik uf ventricular tachycardia or fibrillation. The symptam of cardiac
arthythimias may resull in patient with protound hypuxia or hypercarbia,

STORAGE
Store at room Lemperature thelaw 30°C) and protect from light.

PRESENTATION
Box, 5 ampioules @ 4 nil
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1.3.4 SUMMARY OF PRODUCT CHARACTERISTICS

1.NAME OF THE MEDICINAL PRODUCT
Norepinephrine 1 mg / mL Injection

2.QUALITATIVE AND QUANTITATIVE COMPOSITION
Each mL solution for injection contains 1.993 mg Norepinephrine Bibitartrate equivalent to 1.000
mg Norepinephrine.

For a full list of excipients, see section 6.1.

3.PHARMACEUTICAL FORM
Solution for Injection.

4.CLINICAL PARTICULARS

4.1Therapeutic Indications

Norepinephrine is indicated for use as an emergency measure in the restoration of blood pressure
in cases of acute hypotension.

4.2Posology and Method of Administration

Posology

Adults

[nitial Rate Infusion

When diluted as recommended in the section 6.6 (the concentration of the prepared infusion is 40
mg/litre Norepinephrine base (80 mg/litre Norepinephrine bitartrate) initial rate of infusion, at a
body weight of 70 kg, should be between 10 mL/hour and 20 mL/hour (0.16 to 0.33 mL/min).
This is equivalent to 0.4 mg/hour to 0.8 mg/hour Norepinephrine base (0.8 mg/hour to 1.6
mg/hour Norepinephrine bitartrate). Some clinicians may wish to start at a lower initial infusion
rate of 5 mL/hour (0.08 mL/min), equivalent to 0.2 mg/hour Norepinephrine base (0.4 mg/hour
Norepinephrine bitartrate).

Titration of Dose

Once an infusion of Norepinephrine has been established the dose should be titrated in steps of
0.05 - 0.1 pg/kg/min of Norepinephrine base according to the pressor effect observed. There is
great individual variation in the dose required to attain and maintain normotension. The aim
should be to establish a low normal systolic blood pressure (100 - 120 mm Hg) or to achieve an
adequate mean arterial blood pressure (greater than 65 - 80 mm Hg — depending on the patient's
condition). Some clinicians may prefer to dilute to other concentrations. If dilutions other than 40
mg/l are used, check the infusion rate calculation carefully before starting treatment.

Norepinephrine Infusion Solution
40 mg/litre (40 pg/ml) Norepinephrine Base
— . Posology Posology (mg/hour) ion R
. . s te (ml/h

Patient's Weight (ue/kg/min) Norepinephrine base Infusion Rate (ml/hour)

0.5 0.15 3.75
50 kg 0.1 0.3 7.5

0.25 0.75 18.75
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0.5 1.5 375
1 3 75
0.05 0.18 4.5
0.1 0.36 9

60 kg 0.25 0.9 22.5
0.5 1.8 45
1 0.36 90
0.05 0.21 5.25
0.1 0.42 10.5

70 kg 0.25 1.05 26.25
0.5 2.1 52.5
1 4.2 105
0.05 0.24 6
0.1 0.48 12

80 kg 0.25 1.2 30
0.5 24 60
1 4.8 120
0.05 0.27 6.75
0.1 0.54 13.5

90 kg 0.25 1.35 33.75
0.5 2.7 67.5
1 5.4 135

Some clinicians may prefer to dilute to other concentrations. If dilutions other than 40 mg/L are

used, check the infusion rate calculation carefully before starting treatment.

Duration of Treatment and Monitoring

Norepinephrine should be continued for as long as vasoactive drug support is indicated. The
patient should be monitored carefully for the duration of therapy. Blood pressure should be
carefully monitored for the duration of therapy.

Withdrawal of Therapy
The Norepinephrine infusion should be gradually decreased since abrupt withdrawal can result in
acute hypotension.

Route of Administration
For intravenous use.

Special Population
e Renal or Hepatic Impairment
There is no experience in treatment of renally or hepatically impaired patients.

s Elderly
As for adults but see section 4.4.
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» Pediatric population
Not recommended.

Method of Administration
Administer as a diluted solution via a central venous catheter. The infusion should be at a
controlled rate using either a syringe pump or an infusion pump or a drip counter.

4.3Contraindications
Norepinephrine injection is contraindicated in patients with a known history of hypersensitivity to
Norepinephrine bitartrate or to other components of the injection solution.

4.4Special Warnings and Orecautions for Use

Norepinephrine should only be administered by healthcare professionals who are familiar with its
use. Elderly patients may be especially sensitive to the effects of Norepinephrine. Particular
caution should be observed in patients with coronary, mesenteric or peripheral vascular
thrombosis because Norepinephrine may increase the ischemia and extend the area of infarction.
Similar caution should be observed in patients with hypotension following myocardial infarction,
in patients with Prinzmetal's variant angina and in patients with diabetes, hypertension or
hyperthyroidism. Norepinephrine should be used with caution in patients who exhibit profound
hypoxia or hypercarbia.

Norepinephrine should be used only in conjunction with appropriate blood volume replacement.
When infusing Norepinephrine, the blood pressure and rate of flow should be checked frequently
to avoid hypertension. Extravasation of the solution may cause local tissue necrosis. The infusion
site should be checked frequently. If extravasation occurs, the infusion should be stopped and the
area should be infiltrated with Phentolamine without delay.

Prolonged administration of any potent vasopressor may result in plasma volume depletion which
should be continuously corrected by appropriate fluid and electrolyte replacement therapy. If
plasma volumes are not corrected, hypotension may recur when the infusion is discontinued, or
blood pressure may be maintained at the risk of severe peripheral and visceral vasoconstriction
(e.g., decreased renal perfusion) with diminution in blood flow and tissue perfusion with
subsequent tissue hypoxia and lactic acidosis and possible ischemic injury. Norepinephrine
injection contains sodium. To be taken into consideration by patients on a controlled sodium diet,
see section 6.6.

4.5Interaction With Other Medicinal Products and Other Forms of Interaction

Overview

The use of Norepinephrine with volatile halogenated anesthetics agents, Monoamine Oxidase
Inhibitors (MAO), Linezolid, Tricyclic Antidepressants, Adrenergic-Serotoninergic drugs or any
other cardiac sensitizing agents is not recommended because severe, prolonged hypertension and
possible arrhythmias may result.

4.6Fertility, Pregnancy, and Lactation
No data are available regarding the use of Norepinephrine in fertility and lactation.
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Pregnancy

Norepinephrine may impair placental perfusion and induce fetal bradycardia. It may also exert a
contractile effect on the pregnant uterus and lead to fetal asphyxia in late pregnancy. These
possible risks to the fetus should therefore be weighed against the potential benefit to the mother.

4.7Effects on Ability to Drive and Use Machines
None stated.

4.8Undesirable Effects

System Organ Class Undesirable Effects

Psychiatric Disorders Anxiety

Nervous System Disorders Headache

Cardiac Disorders Arrhythmias (when used in conjunction with
cardiac sensitizing agent), bradycardia

Vascular Disorders Hypertension, peripheral ischemia including

gangrene of the extremities, plasma volume
depletion with prolonged use

Respiratory, Thoracic, and Mediastinal | Dyspnoea

Disorders
General Disorders and Administration Site | Extravasation necrosis at injection site
Conditions

4.90verdose

Overdosage may result in severe hypertension, reflex bradycardia, marked increase in peripheral
resistance and decreased cardiac output. These may be accompanied by violent headache,
photophobia, retrosternal pain, pallor, intense sweating and vomiting. In the event of overdosage,
treatment should be withdrawn and appropriate corrective treatment initiated.

S.PHARMACOLOGICAL PROPERTIES
S5.1Pharmacodynamic Properties
Pharmacotherapeutic group: Adrenergic and Dopaminergic Agents, ATC code: COICAO3

Mechanism of Action

The vascular effects in the doses normally used, clinically result from the simultaneous
stimulation of alpha and beta adrenergic receptors in the heart and vascular system. Except in the
heart, its action is predominantly on the alpha receptors. This results increase in the force (and in
the absence of vagal inhibition, in the rate) of myocardial contraction. Peripheral resistance
increases and diastolic and systolic pressures are raised. The increase in blood pressure may cause
a reflex decrease in heart rate. Vasoconstriction may result in decreased blood flow in kidneys,
liver, skin and smooth muscles. Local vasoconstriction may cause homeostasis and/or necrosis.
The effect on blood pressure disappears 1 — 2 minutes after stopping the infusion.

5.2Pharmacokinetic Properties
Excretion
Up to 16% of an intravenous dose is excreted unchanged in the urine with methylated and de-

aminated metabolites in free and conjugated forms
Jug ,/‘ ?)\(_HOJO 6’,
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5.3Preclinical Safety Data

Most of the adverse effects attributable to sympathomimetic result from excessive stimulation of
the sympathetic nervous system via the different adrenergic receptors. Norepinephrine may impair
placental perfusion and induce fetal bradycardia. It may also exert a contractile effect on the
uterus and lead to fetal asphyxia in late pregnancy.

6PHARMACEUTICAL PARTICULARS
6.1List of Excipients

Sodium Chloride

Sodium Metabisulfite

Citric Acid Monohydrate (Buffering agent)

Sodium Citrate Dihydrate (Buffering agent)
Water for Injection

Nitrogen, low oxygen

6.2Incompatibilities

Norepinephrine must not be mixed with other medicinal products except those mentioned in
section 6.6. Infusion solutions containing Norepinephrine bitartrate have been reported to be
incompatible with the following substances: Alkalis and oxidising agents, Barbiturates,
Chlorpheniramine, Chlorothiazide, Nitrofurantoin, Novobiocin, Phenytoin, Sodium bicarbonate,
Sodium iodide, Streptomycin. For compatibility with infusion bags see section 6.6.

6.3Shelf Life
Shelf-life of the medicinal product as packaged for sale: 2 years.

After dilution:

Chemical and physical in-use stability has been demonstrated for 24 hours at 25 - 30 °C (in
infusion set) and 2 — 8 °C (in infusion bag) when diluted in 5% Glucose solution or 0.9% Sodium
Chloride with 5% Dextrose Solution. However, from a microbiological point of view, the product
should be used immediately. If not used immediately, in-use storage times and conditions prior to
use are the responsibility of the user and would normally not be longer than 24 hours at both
temperature.

6.4Special Precautions for Storage
*still on going.

6.5Nature and Contents of Container
Solution for injection in an amber and glass type I transparant ampoule.
Pack sizes: 5 ampoules @ 4 mL

6.6Special Precautions for Disposal

Dilution instructions

Dilute before use with 5% Glucose solution or 0.9% Sodium Chloride with 5% Dextrose
Solution. Either adds 2 ml concentrate to 48 ml 5% Glucose solution (or 0.9% Sodium Chloride
with 5% Dextrose Solution) for administration by syringe pump, or add 20 ml of concentrate to
480 ml glucose 5% Glucose solution (or 0.9% Sodium Chloride with 5% Dextrose Solution) for
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administration by drip counter. In both cases the final concentration of the infusion solution is 40
mg/litre Norepinephrine base (which is equivalent to 80 mg/litre Norepinephrine bitartrate).
Dilutions other than 40 mg/litre Norepinephrine base may also be used (see section 4.2). If
dilutions other than 40 mg/litre Norepinephrine base are used, check the infusion rate calculation
carefully before starting treatment. The product is compatible with PVC infusion bags. Any
unused medicinal product or waste material should be disposed of in accordance with local
requirements.

TMARKETING AUTHORISATION HOLDER
Prosweal Healthcare, Inc.

Unit 611 Common Goal Tower,

Finance St. Cor Industry St.

Madrigal Business Park Ayala Alabang
Muntinlupa City, Philippines

SMARKETING AUTHORISATION NUMBER(S)
To be determined

IMANUFACTURER

PT Novell Pharmaceutical Laboratories

Jalan Pos Pengumben Raya No. 8, Sukabumi Selatan, Kebon Jeruk, Jakarta Barat 11560 DKI
Jakarta- Indonesia

10DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
To be determined

11DATE OF REVISION OF THE TEXT
To be determined
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