KPATKA XAPAKTEPHCTHEKA HA IIPOIYKTA _
N3NLIHUTENHA ATEHUMA NO NEKAPCTBATA
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2. KAYECTBEH H KOJIMYECTBEH CbCTAB

EHa 1bBKa ChABPsXa 2 Mg HUKOTHH KATO HHKOTHHOB-PE3HHAT KoMmuieke 20%.

TToMOLIHO BEIIECTBO C HIBECTHO JCHCTBUE: KCHIKTOM

3a MWIHAA CTIMCHK HA MOMOILHHTE BELIECTBA, BHHTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

JleueOHA NEBBKA.
bana 10 CBeTNIOXKEBITEHHKABA KBaJpaTHA leueOHAa ABBKA ¢ MEHTOB apOMar, ¢ pa3MepH okono 15 x 15
X 6 mm

4. K/IMHAYHHA JTAHHHA
4.1. TepaneBTHYHH NOKA3AHHS

3a nevyeHHe Ha HIKOTHHOBA 3aBHCHMOCT upe3 06JiexkuapaHe Ha HHKOTUHOBHSA IJ1aJl H CHMITTOMHTE Ha
OTHEMAHC BLB BPBH3KAa CHC CIHPAHETO Ha TIOTIOHONymeHeTo. Hukoper AlcMMBHT neyeOHa AbBKa
MOJKE Jia C€ H3NO3Ba, 3a Aa:

- IEKyBa [IPHCTPACTABAHS KbM ITylLICHS ITPH IMyLUa4YH, MOTUBAPAHH Ja CTIPAT LMIapUTe;

- IOMara Ha MymIa4YuTe NpH BpeMeHHA abCTHHEHIMA, KOraro MylieHeTo Ha LMrapH € HEBb3MOXKHO
HJIH HEXKEIaTeITHO, -

- IOMara J1a ¢¢ HaMaJIH TIIEHETO NP MYIMAaYl, KOHTO HE MOTAT WIH He XKeJIasT [a cnpar Ja MyIarT.
CeBeT 1 noakpena oGUKHOBEHO YBEIHYABAT CTENEHTA Ha YCIeX.

4.2 [l0o34poBKa H HAYIHH HA NPHJIOKEHHE

MonoTepanns

HosupoBka

Heva u wonowu

JleveOHara abBKa He TpAGBa Na ce MpuWiara npy JIHLA Ha Bb3pact nof, 18 rogueu 6e3 npenopeka oT
MEAHMIHHCKY CICHHANKCT. HsiMa KOHTPONHpAHH KIHHHYHH JAHHH C JIeUeOHATA IHBKA MU IOHOLIH
nox 18-roauuHa BB3pacr.

Bwapacmuu u nayuenmu 6 cmapuecka ew3pacm
JledenneTo € MHAMBHYATHO W 3aBUCH OT 3aBHCHMOCTTA Ha HyHIA4a OT uurappg
Bapupa Mexxy 8 ¥ 12 xeeku. IlIpu mymaus ¢ exa 3aBHCHMOCT (YHITO pesyt:




BHCOKa 3aBHCHMOCT JISYCHHETO ce 3ano4Ba ¢ Hukoper AlicMHET 4 mg sedeOHa XLBKA.
Ha He ce u3non3ear nosede o1 30 THBKH OQHEBHO.

Crupane na miomiononyuienemo

[IpenopbuuresHata NPOTRDKHTENHOCT HA JNeueHHeTo ¢ 3 Meceua. Crnen TO3H MEPHOA, NALMEHTHT
TpsiOBa Na HaMaTH JHeBHaTa no3a. JleueHHeTo TpaOBa J1a CIipe, KOraTo 7103ata ¢& HaMam 10 1-2 JeBKH
JHEBHO.

Hamanenue na mionyiononyuenemo

Hukoper AlCMHHT icueOHa AbBKA MOJKE Ia Ce H3NON3Ba MEXAY [Hrapute. T4 ce mpenopbysa ja ce
U3N0J13B3, KOraTo € HeoOXOAMMO, KOraTo ceé MOABH HEOOXOOMMOCT Ja ¢e MyIUH, Aa Ce YBEJIH4YH
neproaa 0e3 TIOTIOHONMYIHEHE BB3MOKHO HaH-TBJIr0 H Aa c€ HaManu OpOoST Ha M3NYIICHUTE LIHIapH
ITHEBHO.,

AKO HSMa HaMalleHHe B noTpebneHHeTo HA UMrapH ciefl 6 ceaMHUIH, € HeoOX0AHMA KOHCYIITALMA C
neKap.

Hauanoro Ha neyeHuero Tpsabea aa € ¢ HAMEPEHHETO A4 C& COPE BB3MOXHO HAM-CKOPO MYHIEHETO
(HO 32 mEpMOZ OT MakCHMYM 6 Mecella). AKO TOBa He Ce CIy4YH 10 9 Mecela Clej 3ano4YsBaHe Ha
JICUCHHETO, BHIIPEKH MOJIOAEHHTE YCHIHS Ja C€ OTKKAT LUrapyTe, ¢ HeoOX0AHMA KOHCY/ITAIHS ¢
JeKap.

OGMKHOBEHO M3MOJ3BAHETO Ha TO3H BHJ, JIEUeHHe HoBeye oT 12 Mecela He ce npenopbuka. HiakoH
MyLlIayu MOXKe A4 HMaT HYXKJAa OT NO-NPOXB/DKATETHO Jie4eHHe, 3a Ja M30erHaT mOAHOBABAHETO Ha

IYLLICHETO.
OcranannTe HINHIIHHA THBKH TPAOBA /1A CE 3anasaT, Thi KaTO MOXKE BHE3AIMHO /1A CE MOABH XKeJIaHHe

3a JTyLIcHe.
CrnpaHeTo Ha TIOTIOHOMYLIEHETO MOMXKE Ja MMa YCTIEBaeMOCT Ype3 AOMBIHHTEIHH MEIHIHMHCKH
CBBETH H NpETIOPBKH. AKO NAIMEHTHT MMAa HAKAKBM CHMHEHHA, MOXE Ja TONMTA JeKap WM
¢dapMalieBT 3a CHBET.

Bpemenno ev30vporcane om miomiononyuene
JIbBKATA Ce W3MON3Ba B IIEPHONMTE HA BBE3AbpPXKAaHE OT TIOTIOHOMYINCHE, HANPHMMED B MECTATA, B

KOHTO HE Ce MYLIH, WIH B JPYIH CHTyallH, KOraTo ce MCKa Aa ce H3berne mymeHeTo, a MMa TaKoBa
HKCIJIAHHC.

Hauun na npunooicenye

Huekara Huxoper AlicMuHT TpsaGea fa ce anBue GaBHO ¢ IOUYMBKH 33 OpHOMH3HTENHO 30 MUHYTH.
AbBKaTa TpAOBa Aa ce AbBYe OOKATO BKYCHT CTaHe CHIEH HIHM HMa JIEKO ycelaHe 3a mapere. Cuen
TOBA CE€ OCTaBa Mexay Oy3ara M BeHela JOKaTO BKYCHT WHIIH YCEINaHETO H34E3HAT, ClIEA TOBA Ce
I6BYE OTHOBO OaBHO H C€ MIOBTOPA.

[IpunaraHeTo Ha HHKOTHH TpAOBa BPEMEHHO J1a CE CIIpe IPH HOSBA HA CHMITTOMM HAa MPEAO3HPAHE.
AKO CHMNTOMHTE NPOIBIDKAT, MPHEMBT Ha HHKOTHH TpaOBa Na ce HAMANHM uYpe3 HaMalABaHe Ha
4YECTOTa Ha NPHEM WIH KOJHYECTBOTO Ha 11034,

KoMOHBHEpAaHA TEpanus

Ilymauu, kouTO NOMyYaT XKENaHWe 3a MylleHe No BpeMe Ha JICYeHHE ¢ eJHa HAKOTHHOBa
3amectutenHa TepamHd (H3T) unu xouto He noctHrat yenex ¢ eqsa H3T, Morar na H3nomssart
Hukoper Knwsp TpaHcaepmaneH ruiacTup B kombuaauma ¢ Hukoper AlicMunT 2 mg siedeOHa JbBKa
3a Obp30 obNeKYeHHe Ha KEMaHHETO 34 MyIICHE.




IIpenopvyumenna ynompeba na mpancoepmanes nracmup 6 kombunayus ¢ Ovexa 2 mg ¢ mabnuyna
gopma:

Tabauna 1. Bacoko HABO Ha 3aBAcAMocT: [lymaun ¢ BRCOKA HHKOTHHOBA 3ABHCHMOCT
(oneaxa no Fagerstrém 3a HEKOTHHOB2 32aBHCHMOCT > 6 mk > 20 qUrapa Ha A¢H), KOATO

NOJYUaT KeJIAHHE 32 NYIHCHE N0 BpEeME HA JICUEHHE RJTH KOHTO €A ¢ NPOBAJIHIH ¢ ¢fHHAYHA
H3T

Ho3a | Ilepaox or Bpeme JleueOnnE ALBKH OT 2 mg
Crenka 1 | 1 mnacTup [IspBute 8 cepmuun | Criopen HyXguTe, HO He MOBEYe OT 16 ABBKH
25mg/l6 h HA JACH.
Obwyaiiara 1032 € 5-6 IBBKH Ha JIeH
Crenxa2 | | mnactap Cneapawure Crnopen Hy>kTe, HO He NOBeYe OT 16 ABBKH
15mg/16h | 2 ceamum Ha JICH.
Crenka3 | | wractup | Iocneanwre Cnopen Hy>KIHTe, HO HE MOBEYe OT 16 TLBKH
10 mg/16 h | 2 cenmum Ha JIcH.
Cnen Hama Canen ceamuna 12 IIpu Hy:Kxma, HO HaManeTe 6poa Ha ALBKHATE.
Crbnka 3 Jleuennero TpadBa na ce cnpe, koraro
A03aTa ce HaMaJiH 30 1-2 apBKH Ha sieH. He
H3MoM3eaiire noeeue ot 16 TEBKH HA JEH.
] JIo MakcHmanHo 12 Mecena

Ta0nuua 2. Hacko muBo Ha zasrucamoct: IIymiaum ¢ mo-HHCKA HEKOTHHQBA 3ABHCHMOCT
(ouenka no Fagerstrim 3a HHKOTHHOBA 3aBHCHMOCT < 6 miaH < 20 QHraps Ha AeH), KOHTO
NOJYHAT XKeJaHHEe 32 NYIICHe N0 BpeMe HA JieYeHHe HIH KOHTO ¢a ce HPOBAIH/IH ¢ eAHHHTHA

H3T
| losa - Ilepron oT Bpeme Jleuebnn ALBKA OoT 2 Mg
Crbiika 2 | miactup | ITepeure 8 ceamuum | Cnopen HyAHTe, HO He MOBEYE OT 16 IBBKH
15mg/ 16 h HA JICH.
] OOHualiua fo3a e 5-6 ABBKH Ha JIeH
Crbnka 3 | mnactup | Iocnenuure Crniopen HyXauTe, HO He MTOBEYe OT 16 XbBKH
10 mg/16 h | 4 cepqmumm | Ha JeH.
Cnen Hama Cnen Ceamuna 12 AK0 e Heobxogumo, HO Hamanete Hposa Ha
Crenka 3 | anekure. Jleuennero TpAOBa Aa ce cipe,
KOraTo f03aTa ce HaMaJu A0 1-2 JRBKH Ha
OCH. |
He n3nomseaiite mosede or 16 JLBKA HA AeH.
Ho MaxcuManHo 12 mecena

4.3 IIporuBONOKA3ANNSA

CBpBXYYBCTBHTEIIHOCT KBM HHUKOTHH MM KBM HAKOE OT MOMOIRHHTE BEIIECTBa, M3OpOCHH B
TOYKa 6.1.

4.4 Coenmanun npeynpexAeHAs H NPEANASHE MEPKH NPH YNOoTpeda

NaUHUeHTH CBC CNCOHHTE CHCTOAHUA:




¢ CupaeuHo-cuA0BH 3a00MSBaHMS: 3aBHCHMH MYIIAYH CBC CKOPOIIEH MHOKApZEH HH(APKT,
HecTaOW/IHA WIH BJIOLIABAlA C€ CTCHOKAPAHA, BKIIOYMTS/IHO aHrWHa Ha Prinzmetal, Texkm
CBPACYHH AaPHUTMHH, CKOpOIIEH MO3BYHO-CHAOB HHUMIAEHT HW/HWIM Te3H, KOWTO CTpajar oT
HEKOHTPOHpaHa XHMIEPTOHHA TpAOBa Aa ce HACHPYABAT Aa CIPaT MYWIEHETO ¢ He(apMaKOIOTHIHH
cpeAcTBa (Hamp. ¢ IMYHH KOHCYJITAIHH). AKO T€ HE YCHedT, JiedeOHaTa KbBKa MOoXe Aa ¢¢ OOMHCIH,
HO TBH K4aTO AaHHWTE OTHOCHO Oe€30macHOCTTa Ha Ta3d TIpyla MNalMEHTH ¢a OrpaHW4CHH,
NpUNaraHeTo TpabBa ga ce 3amovHe CaMo MO CTPHKTHO JIEKAPCKO HabIIOACHHE.

. Jaxapen auaber. [lamuenTu cbhe 3axapeH mmaber Tpsabea Na ce CHBETBAT Ja NMPOCICAABAT
HHBATA Ha KPBBHATA CH 3aXap MO-CTPHKTHO OT OOMKHOBEHO, KOTaTO € CNpe NYLIEHETO H Ce 3aN0YHe
H3T, Teii kaTo HaManeHHETO Ha HHWKOTHHA MHAYLMpPAa OCBOOOKIAaBAaHE HA KATEXOJNAMHHH, KOCTO
MOJKe JIa NoBiINsAe MeTabOoHM3Ma Ha BBITIeXHAPATHTE.

. Brbpeuno u vepHOAPOOHO yBpexkaaHe: Jla ce ynorpebsBa Npeana3IHBO NPH MANMEHTH ¢
YMEPEHO HO TEXKKO YepHOAPOOHO yBpekzaHe H/HWMHM Texkko OpOpedHO yBpexknaHe, TbH Karo
KIUPBHCHT HA HHKOTHHA HWIH HEroBUTE Memﬁam—m{ Moxe Ja Obpae HaMaleH NPH €BEHTYAHO
YBEIMYCHH HEOXENaHH e(PeKTH.

. DeOXPOMOLHTOM W HEKOHTPOJIHPAH XHUIepTHpeouaAMsbM: Jla ce npHnara npeanasiueo NpH
MALHEHTH ¢ HEKOHTPOMHPAH XHICPTUPCOHOH3IBM HAH (DeOXpOMOLIMTOM, TBH KaTO HHKOTHHBT
NpeAN3BHKBA OCBODOKAaBaHe HA KATeXOJNaMHHH.

. CroMamHo-4ypeBHO 3a00aaBaHe: HHKOTHHBT MOXKe 13 000CTpH CUMITTOMHTE IIPH NAIMEHTH,
cTpafallld OT €30¢)aruT, CTOMAlIHA WM NENTHYHA A3Ba, Kato npenapatd 3a H3T Tpabea nma ce
H3MNON3BAT BHUMATEJHO [IPH TE3H CHCTOSAHHA, -

s l"'bptmne' ,[{a Ce HANO/138A ¢ OBHIICHO Bnﬂmamie an 31'1

¢ HHKOTHH (BHH{'I‘E: Touka 4. 8)

[TymauuTe, KOMTO HOCAT 3bOHH NpOTE3H, MOXKE Jia ca 3ATPYAHEHU NpPH IBBUEHETO Ha Hukoper
ABBKH. JIbBKaTa Moxe a 3a/leMHe KbM NMPOTE3HTE U B PENKH CTy4aH MOXKE Ja I'H YBPeIH.

OnacHocr npH aena; J{o3ure HUKOTHH, MOHACAIIH ¢€ OT MyILA4YH, MPH ACNA MOXE Aa NMPESAU3BUKAT
TEXKA TOKCHYHOCT, KOATO MOXe Ia Obae datanna. [TpogykTH, chaIbpKalld HUKOTHR, HEe TPAORA Na
Cce OCTaBAT Ha MECTa, KBLIETO MOXKe JAa ¢¢ MUNAT HiIH MOTBIHAT OT JAcua (BHXkre Touka 4.9
[Ipenosnpaue).

Ilpenecena 3aBucHMOCT: MOXe Aa BBE3HMKHE NMPEHECEHA 3aBHCHMOCT, HO T4 € MO-MAJKO BpeAHa H
MO-JIECHA 33 NPEOAO/ISIBAHE OT 3aBHCHMOCTTA NPH TIOTIOHOIMYIUEHE.

[IpekparapaHe Ha mnymeHeto: [lomupuivuHuTe apOMaTHH BBIICBOMIOPOAH B TIOTIOHEBHA IUM
MHIYLMpaT MetabonHiMa Ha nekapcrsa, metaGonuzupanu ot CYP1A2 (1 sepoatHo ot CYPIAL).
Koraro myia4 cripe mylieHeTo, TOBa MOXe Aa A0Bele Ao 3abaBsHe Ha MeTabonusmMa H MOCASABALUO
NOBHUICHHE HA KPHBHUTC HHBA HA TAKMBA NIEKApCTBa. ToBa HMA €BEHTYAIHO KIMHHYHO 3HAYCHHE
NpY POAYKTH ¢ TECEH TEPANCBTHYCH NPO30pELl, HANP. Teo(HITHH, TAKPHH, KIO3aIHH H POTIMHHMPOJL.

Hukoper ARCMUHT Chabpxa KCHIMTO, KOHTO MOKE Ja HMa JICKO ciaabutesiHo aeicrane Hana 10 g.
ChaspaaHHeTo Ha KAmoOpHH Ha kcHauron e 2,4 keal/g.

Tosa nexapcTro cpaspixa no-Manko or 1 mmol (23 mg) HaTphii Ha ABBKA, T.e. MO CHILECTRO € ,,0e3
HaTpHH .

Topa nekapcTBO ChHIbPKA ClHEAM OT AIKOXOJ (€TaHON) BBB BCAKAa ABBKA. MankoTo KOJIHYECTBO
AJIKOXOJI B TOBA JICKAPCTBO HAMA Aa UMa 3a0eneskuMu edexTH.
Topa nexapcTBO CHABPXKA ClIeAN OT OyTHIMpaH XxuapokcuronyeH (E321).

Tla ce cpXpaHsaBa Ha MSCTO, HEAOCTEIHO 33 Aena. B CIy4YaH Ha MpeAo3HpaHe,
ce CBBpKe ¢bC CnelmHa IMOMOLII,




B ciny4alh Ha npenosupaHe He3abaBHO Ja <€ MOTHPCH MEIHIIHHCKA NMOMONI HJIH MAlMEHTHT 1a €
CBBpXkE ChC CnelmHa noMoIl, AKO CHMITTOMHTE NpPOABDKaBaT KIH C¢ BIOMIAT, WIH aKO C€ MOABAT
HOBH CHMIITOMH, ynorpebara Tpsadra 1a ce crpe ¥ MAHMEeHTHT Ja C€ KOHCYJITHpa C IeKap.

KombuHupana Tepanus:

IpenynpexaenrnsTa 1 npeanasHUTe MEPKH NpH ynotpeba Ha komOuHamaTa Ha Hukoper ABBKH ©
Hukoper Knubp TpancaepManHy IUTaCTHPH €a CHIIUTE KaTO NMPH CAMOCTOATEHO NPHIOXKEHO
NieyeHHe. 3a NMpeRyNMpeKICHUATA U NIPeANasHHTe MEPKH NpH yrioTpeba Ha ananTHBHaTa popma Ha
NpHIIOXKEHHE BUKTE NPOAYKTOBATA HHQOPMALHA.

4.5 B3anmoaeiicTBHe ¢ APYTH JTeKAPCTBEHH NPOAYKTH B APYTrH ¢opME HA B3aBEMOIeHCTBHE

KiiMHHYHO 3HaUMMH B3aHMOAEHCTBHSA MeXKIy HHKOTHH-3aMECTHTEJIHATA TepanHs H JPYTH JI€KapcTBa
HE Ca KaTEropH4YHO yCTaHOBeHH. HHKOTHHET 00ade MOKe eBeHTYATHO Aa 3aCH/IH XeMOIMHAMHYHHTE
e(EeKTH Ha a/IecHO3HH, T.e. MTOBMINaBaHEe Ha APTEPHAIIHOTO HANATAHE M MYJICA, a CHILO Ja YBEIW4H
OTTOBOpa Ha Oonka (rppAaHa Oojika THN aHTHHA NEKTOPHC), MPOBOKHpaHa OT MPHIOXKECHHETO HA
aJ€HO3HH.

3a noseye MHPOPMALIMA OTHOCHO NPOMEHEHKHS MeTabONU3LM HA HIKOH JICKapCTBa, MPH CIIHPaHe HA
TIOTIOHOMYIICHETO, BHKTE TOYKa 4.4.

4.6 @epruaHTeT, GpEeMEHHOCT H KbPMEHE

Kombunupana Tepanus He Tpa0Ba fa ce H3NOi3Ba nPH OPEMEHHOCT U KEPMEHE.

Kenu ¢ demepooden ROMERYUWY KOHIMPAYENYUA NPU MBICE U HCEHU

ObparHo Ha pobpe U3BECTHHTE HEXKEaHH PeaKiiHy NPH TIOTIOHEBATa 3aBHCHMOCT BBpPXY 3a4€BaHETO
H OpeMeHHOCTTa, eeKTHTE OT TepaneBTHYHOTO JIEYEHHe ¢ HHKOTHH ca HemssectHH. ETo 3awo,
Makap 4e A0 MOMEHTA HE € HAMHPaHO 3a HeoOXOAMMO Aa C& MpeaocTaBs KOHKPETeH ChBET OTHOCHO
HY)KIaTa OT KOHTpaleNniisd, Hait-pasyMHO € >KeHHTe, Bb3HaMepsABaloM Aa 3abpeMeHedAT, na Obaar
HeIMyIga4y ¥ ga He u3noiassat H3T.

BEIpekH ye MyLIeHETO MOXE Ja BMMa HeONaronpuATHH e()eKTH BHPXY MBKKHA (QEPTHIHTET, HE
CBHLICCTBYBAT JOKA3aTelICTBa, Y€ Mo BpeMe Ha JiedeHue Ha Mbke ¢ H3T ca Heobxonumu onpeaeneHH
KOHTPALENITHBHA MEPKH.

Depmunumem

Ilpn xenuTe TIOTIOHOMYLIEHETO 3a0aBs BpeMeTO [0 3a4Y¢BaHE, HAMAJIABA MPOLICHTA HA YCIICIIHOTO
in-vitro OmIoXKaaHe H 3HAUYHTENTHO yReNK4aBa PHCKA 0T Gesnuo/me.

IIpx MBXKETe TIOTIOHOMYILIEHETO HAMANABA MPOH3BOACTBOTO HA CIIEPMAa, YBEIHYAaBa OKCHIAATHBHHS
ctpec H yspexaanero Ha JHK. CnepMarozonzure or nymaum ca ¢ HaMmaneHa OIUIONHTENHA
criocoOHOCT.

KOHKpeTHUST NPHHOC HA HHKOTHHA 32 Te3H e(eKTH TIPH XOpa € HeH3BECTEH.

bpemennocm
IlynieneTo o BpeMe Ha OPEMEHHOCT € CBBHP3aHO C PHCKOBE, Hanp. BHTPEMAaTO4HO 3abaBiHC Ha
pacrexka, NpexAEeBpeMEeHHO paXkjaHe WIH MBPTRO paxaaHe. IIpekpaTABaHeTO Ha IyIHEHETO €
eIHHCTBeHaTa Haii-e(peKTHBHA HHTEPBESHIHA 3a MOAOOpABaHE Ha 3/APABETO Kakro Ha OpemeHHaTa
INyIa4Ka, Taka M Ha HelHoTo Oebe. KoIKOTO MO-paHO ce MOCTHIHE BE3ABPIKAHETO OT MYUICHE,
TOJIKOBA NO-100pe.

HHKOTHHBT npeMHHaBa B TUIOJA M 3aCATa JUXATCTHATE MY ABIDKCHHA H KPbE
EdexrbT BBpXY KpBhROOOpallieHHeTo 3aBHcH oT Aosata. [lopaau Topa, 6peM :
BHHArH Z1a C€ CHhBETBA J]a CMpe NyileHeTO HambjHO Oe3 ynorpebara Ha H
Tepareis. PUCKBT OT NMpOABIKABAHE HA MYIIEHETO MOXKe Oa W3JIONKH I




CpaBHEHHE ¢ ymoTpebaTa Ha NMPOAYKTH, 3AMECTHTENM HA HMKOTHHA, B PAMKHTe Ha HaOnrojaBaHa
NporpamMa 3a CIHpaHe Ha MyIMEHETO.

Vnorpeba Ha Hukoper AilicMHHT OT OpeMeHHH >XeHH TpadBa Aa ce 3amO4yHEe CaMO Clell CBBET OT
MEAULMHCKH CIICLHATHCT.

Kopmene

HHKOTHHBT NMpeMHHaBa JIECHO B KbpMaTa B MAJIKH KOJHYECTBA, KOMTO MOXE [a 3acerHaT OETETO
fopH B TepanesTHdHH Ao34. ITopamu ToBa, Huxoper AHCMHHT 3a yCTHa JuraBHua Tpadsa na ce
u364rBa N0 BpeMe HA KbPMEHE. AKO HE ce TIOCTHTHE MPEKPATABAHE Ha IyIIECHETO, yrnoTpebara Ha
Hukoper ARCMHHET OT NylIeMX KbPMadKH TPAOBa Aa ce 3aMno4yHe CaMo Cjie ChBET OT MCAHUHHCKH
cneupanuct. JXernure TpaOBa Aa H3MOM3BAT NPOAYKTA HENOCPEACTBEHO CIIE]] KbPMCHE.

4.7 E¢exTn BopXy cnocodnocTTa 3a IodpHpane B padora ¢ MAITHHEH

Huxoper ABBKM He 0Ka3BaT eeKT MMM HMAT HE3HAUMTEJIHO BIHMAHHUE BBPXY CNocoOHOCTTA 32
modupane wim pabora ¢ MaALIMHH.

4.8 HexeNanH JeKAPCTBERH PeAKIHH

EdexTH OT criHpase Ha TIOTIOHONYINEHETO

HezaBucHMO OT H3MON3BAHHTE METORM, H3BECTHH Ca Pa3H4HHM CHMOTOMH, KOHTO C€ CBBP3BAT ChC
CIIMPAHETO HA MPHUBHYHOTO H3MON3BAHE HA TIOTIOH. Te3H CHMITTOMH BKINYBAT EMOLMOHAIHH HJIH
KOTHHTHBHH e(peKTH, KaTo AHCHOPHA HIH MOTHCHATO HAacTpoeHHe; Oc3chHHe, pasApasHUTENIHOCT,
dpycTpaMa WIH FHAB; TPEBOKHOCT; 3aTPYAHEHO KOHIIEHTPHPAHE H 0€3NO0KOHCTBO HIH HETEPIICHHE.
CrIo Taka Moxke 7la ce HabmoaaeaT gu3nveck edeKTH, kaTo 3a0aBeH MyJ/C; MOBHUINCH anieTHT HIIH
yBEJIMMABAHE HA TEIJIO, 3aMasHOCT WIH MPECHHKONATHH CHMITTOMH, KAIlTMIIA, 3aN€K, KbPBEHE HA
BCHIUHWTE HIH a(TO3HH A3BM WM Ha30(apHHrUT. B JOITLIHEHME HA TOBA M C KIIHHHYHA 3HAYUMOCT €,
4¢ CHJIHOTO KEJIaHHE 3a NMPHEM Ha HHKOTHH MOXKE Ja JIOBEAE O CHITHH NOATHLM 32 IyLICHE.

Hexenann JJeKapcTBeHH peakniaH
[loBeuero OT HEKEMAHMTE JEKAPCTBEHH PEakuHH, CHO0IMEHH OT NaLMEeHTH ¢a DMK No BpeMe Ha
paHHaTa pa3a Ha ACYCHHETO K Hali-Beye ca JO30aBHCHMH.

JpasHeHe B yCTaTa M MbpJIOTO MOTAT /@ Ce NOABABAT, HO MOBEYETO NALMEHTH C& aAANTHPaT
B MpoLieca Ha ynoTpeOa.

AJIEPTHYHH peakiHH (BKIIOUMHTEHO CHMITTOMH Ha aHacl)HﬂaKcm) ce CpelaT PAOKO NIPH H3NO3BaHe
Ha Hukoper AficMuaT nevyeOHa ObBKa.

JIbBKAaTAa MOXKE N2 3AICTIHE H MOXKE B PEJIKH CIIy4aH 1ia MOBPEAU IPOTE3HTE.

JaHHH OT KITMHHYHA H3NUTBaAHHUS
be30macHOCTTa HA HUKOTHH OT JaHBUTE OT KITHHHYHH NPOy4YBaHHs C€ OCHOBaBa Ha JAHHH OT MeETa-

aHAJIM3 OT PaHAOMK3HpaHH KIHHMYMHHA npoyuyBaHud (RCTs) 3a neyeHHe Ha CIHpaHe Ha
TIOTIOHOITYLLIEHETO.




Huxoper anBkd MOXke Z1a NpeAM3BHKAT HEXENIAHH PEaKIMH, NOA00OHH HA Te3H, CBBP3aHH ¢ HHKOTHH,
NPHITOKESH MO APYT HAYMH.

Hexenanure peakuuyd, HabmiogaBaHd npH MAUMEHTH, JAEKYBAHU € OPOMYKO3HH HHKOTHHOBH
NpenapaTd 0o BpeMe HAa KIMHHYHH M3nuTBanua (HJIP ¢ opoMyKo3HH Npenapard ChOOLICHH ¢
yecToTa >1% HICHTHOHIMPAHH OT MeTa-aHalW3 Ha AaHHWTE OT KIMHWYHHM INPOYYBAHHA) H
MOCTMAPKETHHIOBHS OIHT, Ca W30pOEHH MO-JOAY MO CHCTeMO-OpraHHH Kiacose. Yecrorara ce
Onpenesis, KAKTO cliefiBa; MHOTO decTH (= 1/10); wectu (=1/100 no <1/10); neuectu (21/1000 no
<1/100); penku (=1/10 000 zo <1/1000); muoro penxu (<1/10 000) 1 HeH3BECTHA YECTOTA (He MOTaT
Aa ObAaT OTUYETEHH OT HANMUYHUTE A3HBEH)..

Cacremo-opranna IIpeAno9ATAH TEPMHH YecToTa
KAACHPHKATHA
Crpaeanns nHapyneHns IMannuramun** Heuectn
Taxukapoua** HeuecTH
Ouynn sapymennn 3aMBIICHO 3PCHHE C HeHW3BeCTHA YeCTOTa
3aCHJIEHO CHIZOOTAENAHE C HeH3BECTHA YECTOTA
CromamBo-vupeBnn Huapus# YecTH
HApYIICHHAS CyxoTa B I'BpJIOTO C Heu3BeCcTHA YecToTa
Hucharus Penxu
Opurpane Heuectn
CroMallHo-upeseH AuckoMdopr** C HeH3BECTHA 4eCTOTA
['nocur Heuectu
OpanHa xunoecre3us# Peaxwu
O6pa3sypaHe Ha MexypH H moulcHe Ha | Heuecrn
YCTHATa JIHTaBHIIA
bonka B ycTHHTE C HeH3BeCTHA 4ECTOTa
OpanHa napecre3us# HeuectH
Fagene Peaku
Obmnr papymesns B | ActeHua** HevecTH
epekTA Ha mMsucroTo Ha | JIuckomdopt B rphoHuA kow H Gonka’ | Hewectn
NPHJIOKEHHE Hepaznonoxenue** HeuectH
HapymenHs HA HMYHBATA | AHadWIaKTH4IHA peakLpsa™* C HeH3BECTHA YecTOoTa
CHCTEMA
Hapymenna Ha HepBHaTa | ['bpuoBe+** C HeH3BECTHA YecTOoTa
CHCTEMA
Hapymenus na | CraraHe Ha MycKyna C HEH3BECTHA YECTOTA
MYCKYJIHO-CKEJIETHATA Bonxa B yemoctra* HeuectH
CHCTEMA H
ChLEAHHHTETHATA THKAH
IcHXHYHH HRpYHICHHS HeoOnaaiinu coauipa**, *** HeuectH
PecnuparopaHd, rpsand H | bpoHxocna3zem HeuecTH
MEAHACTHHAHH HJucdonus HeuectH
HApYyIIeHHst Hucnnes** Heuectu
Hazanna koHrecTys
OpodapunreanHa 6onxa AN
Kirxane | # . N L?'} \*
Craraue B I'eploTo .a ¢S "_ T \
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Hapymenns HA KOKATA H | AHrHOenem™* C HeHn3BeCcTHA 4eCTOTa
NOJKOKHATA THKAH Epurema™ C HeM3BECTHA 9eCTOTa
Xunepxuapo3a** HeuecT
Crpbex** Heuecru
Obpup** Heuectu
Yprukapus** Heuectu
Backyjaapuu sapymenana | 3aucpBgBaHe HA koxata** Heuectu
Xunepronus** Heuectu

* CTaATaHe HA YenoCeTTa H OONIKA B 4EJHOCTTA IPH HHKOTHHOBH ThBKH
*# CHCTEMHH edexTH

*¥2 cucreMeH edexT, HaCHTHGHUMPAH CAMO 34 1eKapCTBeHH GOpMU, NPHNATAHH NPe3 HOMITA |
42 Cro0meHH ca CITyual Ha FBPY0BE MPH MG, NPHEMAIIH AHTHKOHBYICHBHA TEpantid HIH ¢ aHAMHE34 32 CMHICNCHA.

# Cro0IEHN ¢ABAKBO WIH ¢ TO-MANKA Y€CTOTa OT miateho

KomOuHMpana Tepamnus: |
Hexenanure edexTH, BE3HMKBAINM 110 BpeMe Ha ynoTpebara Ha komOHHMpaHa H3T, ce pasngasat

OT TE€3H, CBBP3aHH C BCAKO OT JICYCHHATA, PHIAraHH CAMOCTOATENHO, CAMO IO JIOKaJIHATE
HeKeNaHH eeKTH, CBHP3aHH ¢ JiekapcTBeHaTa ¢popMa. HectoTara Ha TE31 HEXENAHH eEKTH e
CpaBHMMa ¢ yecToTara, oTOem3ana B KXII Ha BcexH Npoaykxr.

Crobuiapane Ha MOAO3HPAHH HEXKETAHH PEeaKiHH
Ch0o0IARAHETO HA TONO3MPAHH HEXCIAHH peaklMH Cchef paspeliaBaHe 3a ynorpeba Ha

JICKAPCTBEHHA MPOAYKT € BakHO. ToBa NO3pO/sABa Aa MPOAB/DKMA HAOMOASHHETO Ha CHOTHOIIEHHETO
TI0J133/PUCK 33 JIEKAPCTBEHHA NMPOAYKT. OT MEIHMUMHCKHTE CNELMATMCTH € H3MCKBA Ja ChoOiiaBar
BCSKA NOO3MpaHa HexkeNlaHa PeaKiys Ype3 HalMOHATHATA CHCTEMa 3a ChoblilaBaHe B!
H3menHMTEIHA areHUMA 10 TeKapcTBaTa

ya. ,,Jdamax ['pyes” Ne 8

1303 Codusa

Ten.: +359 2 8903417

yeOcaiit: www.bda.bg

4.9 IIpeposupane

CHMITOMMTE Ha Npeao3upaHe ¢ HHKOTHH oT Huxoper A#cMuuT nedebHa nbBKa Morar naa
BB3HHKHAT MpH MYLUIAYHTE KOUTO MpEeAW TOBA Ca MMAIH HACHK NMPHEM Ha HHKOTHH OT LIHTapH HMJIH
APYIH H3TOMHUIM HAa HUKOTHH M ¢/ HOBpEMEHHO ¢ ToBa mamom3ear Hukxoper AHCMMHT neucbHa
JXBBKA.

OcTpara 1 XpOHHMYHA TOKCHYHOCT Ha HUKOTHH IIPM YOBEKa € CHJIHO 3aBHCHMA OT peKHMa W HaYHHa
Ha mpuiIoxeHue. V3BeCTHO e, Ye afanTalusTa KbM HUKOTHH {(HarmpuMep NIpH NYINavyK) 3HAYHTEITHO
yBeH4YaBa MOHOCHMOCTTA B CpaBHeHWe ¢ Hemywladw. Ocrpara MHHMMAIHA JCTANTHA OpajlHa 1034
HHKOTHH ce cMATa, 4¢ € 40 10 60 mg npu aetia (nepopasned npueM Ha TIOTIOH OT nurapH) wim 0,8 no
1,0 mg/kg npH Bb3paCTHH HEMYILIAYH.

CuMOTOMHTE Ha Apefo3HpaHe ca CHMITOMH Ha OCTPO HHKOTHHOBO OTpaBfHE W BK/IIOYBAT raJicHE,
MOBPBILAHE, YBEJIWUCHO CIIOHOOTHAENAHE, KOpeMHa Oonka, Amapus, H3IOTABaHe, riapobonue,
3amaiiBale, HapylleH ciyX H noaueprada cnadocr. IIp# BHCOKH 03¥ TE3H CHMITTOMH MOXE Jia CC
NOCNECABAT OT XWIIOTCH3HA, CJ1a0 M HepUTMHYEH MYJC, 3aTpyAHCHHS B JHIIAHETO, NpPOCTpald,
HHPKYNATOPEH KOJANC U FeHEPANK3HPAHH ['bPUOBE.

J03¥ HHKOTHH, KOHTO C€ NOHACAT OT BL3PacTHH IMylla4k M0 BpeMe Ha I
NPeAU3BUKAT TEXKKH CHMITTOMH Ha OTpPaBAHE NPH MAJKH fiella, KATO MOXE
[lono3upaHo HEKOTHHOBO OTpaBAHE NpPH AeTe TpAOBa Ma ce CuMTa 3a che
NEeKyBa He3abaBHO.




Jleyenue na npedozuparemo

[IprnoxxeHHeTO Ha HUKOTHH TpsAOBa Aa ce cnpe He3a0aBHO W malMeHRTHTe TpAOBa na ce JeKyBaT
CHMITTOMATHYIHO. AKO NPEKOMEPHO KONHYECTBO HUKOTHH Ce€ MOTHIIHE aKTUBHMAT BBIVICH HAMAIABA
CTOMAIMHO-YPEBHATA pe30pOIMA Ha HHKOTHHA.

PHCKBT OT OTpaBSHE B PE3YJITAT Ha NOTABIUAHE Ha FBBKATA € MHOTO MATHK, Thi Karo abcopOuuara B
OTCECTBHETO HA AbBYCHE € 0aBHO M HEITbJIHO.

Ja ce cbxpaHsBa Ha MACTO, HEAOCTHITHO 3a Acla. B ciydaii Ha npeao3UpaHe, BEAHAra Cé CBBPIKETS
¢p¢ CnemHa nmoMoin.

5, PAPMAKOJIOI'NYHHA CBOHCTBA
S.1. <PapMakoaHHAMHYHH CBOiicTBA

Dapmaxo-TepanepTHUHA rpyna: JJeKapcTBa, H3NoJ3BaHH NPH HUKOTHHOBA 3aBHCHMOCT
ATC xox: NO7BAO1

HHKOTHHBT € arOHHCT Ha HUKOTHHOBHTE PELIETTOPH B NIEpA(EPHATA U IEHTPAJIHATA HEPBHA
CHCTeMa H UMa H3pasenH LIHC u cvspaeuHo-cpa0BH edekTH. BHe3anHoTO cnHpaHe Ha
YCTaHOBEHOTO, PEIOBHO H3IIOI3BAHE Ha TIOTIOHEBH MPOAYKTH BOAM A0 XapaKTEPHHAA CHHAPOM Ha
CHMIITOMHTE HAa OTHEMAaHe, BKIIOYHTENHO HHKOTHHOB aj (3keJITAHHETO A3 Ce MyIIH), KaKTO €
OMHCaHO B TOYKa 4.8. KTHHUYHHTE NPOy4YBaHUA TIOKA3RAT, Y€ NPOAYKTHTE 34 3aMECTBaHE Ha
HHKOTHHA MOTAT Jia NMOMOTHAT HA MYLLIAYHTE A2 Ce BPB3ABPKAT HIH Ja HAMAJAT TIOTIOHOMYILIEHETO,
KaTo 00JIeK4aT Te3H CUMIITOMH Ha oTHeMaHe. [To-rongaMara yact oT mymayure HalZiapaT Ha Tero
NpH CITHPaHE Ha TIOTIOHOMYLUEHETO. B KIIHHHYHH Npoy4YBaHUA € JOKA3aHO, 4¢ HHKOTHHO-
3aMECTHTEITHATA TePanusi HAMaJIIBa HAAJABaHETO HA TETIIO CIIeA NPESYCTAaHOBIBAHE HA JICYCHHETO.

Kinanusa edpukacHocT

Obwo 479 nyma4yn, MOTHBHPaHH A3 C€ OTKKAT ca OWIH BIUIOYEHH B MHOTOLCHTPOBO,
PaHAOMHM3NPAHO, IBOMHO CJIATO, M1aLe00-KOHTPOIHPAHO, 52-C6AMHYHO NPOYYBAHE 34 CIIHPAHE Ha
TIOTIOHOMyIIeHETO. JlalMeHTHTE ca NOMYYHNH ITRJIHO JISYeHHE 3a MBPBUTE 6 CEAMHILIH, KaTO
BNOCNICACTBHE C€ HaMalsiBa ynorpebaTa npes cnenpauiure 6 ceamuim, Cryyvaiina ynorpeba Ha
NMpOAYyKTa ce paspernaBa o 24-tata cenmMuua. OCROBHATA LIE/1 HA IIPOYYBAHETO € Ja C€ OLECHH
e(PHKACHOCTTa HA HUKOTHH CIPAMO IIale6o B IOCTHIAHETO HAa POIBJDKHTEHO Bh3AbpXKaHHE OT
NOCEIeHNATA Tpe3 2-paTa CeIMHLA BKIIOYHTEIHO A0 § ceaMHua, 24 ceMHLIA H CHOTBETHO 52
ceamuua. Hukornust € 6mn 2,5 (RR 2,48) mbTi no-epeKTHBeH NpH MOMATAHETO HA MYIHAYHATE Ja Ce
BE3AbPAKAT Ha 52 ceamuua (P = 0,007) B cpasHenue ¢ mnauebo. Biokre Tabnunarta mo-gomny 3a
YECCTOTaTa HA CHHUPAHE Ha TIOTIOHOMYLIEHETO.

CO-npoBepern NpoOLIEHTH Ha HEIIPEKHCHATO BH3TbPKaHHE OT ceamuna 2. Jlanuu ot dasa III
IIpoy4BaHe npu 479 nareHTH.

Bpeme Crpeii (n=318) | ILliane6o P croiinocT | HeuerHo CooTHOLIIEHHE
Crpei CHOTHOMICHHE PHCK
(n=161) [95% CI] [95% CI]
Ceamua 6 | 26.1% 16.1% (n=26) | 0.014 1.83 [1.12,3.00] | 1.62[1.09,
(n=83) 2.41]
CeaMuna 15.7% (n=50) 6.8% (n=11) | 0.006 2.54[1.28,5.04] | 2.30[1.23,
24
CenMuua 13.8% (n=44) 5.6% (n=9) 0.007 2.71[1.2
52




JIbBKaTa ChOBpXKAa peauia ChCTABKH, 32 KOHWTO € W3BECTHO, Y€ OTCTpaHABaT IeTHa o 3B0OHTe.
KiMHuYHHTe H3NWTBaHKS ca JOKa3aiM, Ye AbBKAaTa noMara 3a nogobpsiBaHe Ha Oesiorara Ha 3b0MTe.

S.2 PapMaKOKHHETHYHH CBOHCTBA

HukoTuHbT € aByocHoBeH ¢ pKal npubausurento 3 u pKa2 okono 8.

CnenoBare/THO HHKOTHHBT € cj1aba OCHOBa M JIBHOKEHHETO MY Tpe3 KJieTbuHaTa MeMOpaHa 3aBHCH OT
pH. Tol e necHo pa3TBOpMM, KakTo BBB BOJA, TaKa U B JIMMHMAM B 3aBHCHMOCT OT CTEMNEHTAa Ha
ioHuzauusa. Mma nBa crepeomsomepa Ha HUKOTHHA, (S)- u (R)-popma, HO camO (S)-HUKOTHHBT €
OHOJIOrHYHO aKTHBEH.

DapMaKOKHHETHYHUTE H3CIEABAaHMA HAa HUKOTHHOBHMTE MPOAYKTH Ca MPOBENECHH IpPH BB3PACTHH
MyLIaYH.

AOBcopOums

OcHoOBHaTa 4acCT OT HUKOTHHA, OT/IEJIeH OT AbBKHTE, ce abcopOupa B yCTHATa JIMraBULIA.

BB (papmakonoru4yHo npoy4saHe ¢ AbBKa OT 2 mg (BKmouyHTenHo 17 cybekra) ce A10Ka3Ba, 4e
JIA3MEHUTE KOHLEHTPALMU HA HUKOTHH Ca MOJy4YE€HH B PAMKHUTE Ha 5-7 MHHYTH CJie[l HA4aJIOTO

Ha JbBYEHE M JOCTHraT MakKCMMyM B kpas Ha abBueHeTo (T.e. cien 30 MHHYTH ObBYEHE,
M3M0/I3BAHKHA METPOHOM 32 KOHTPOJI Ha CKOPOCTTA Ha IbBYEHE) HIIH CKOPO CJIel TOBA.
Konu4ecTBOTO HMKOTHH, U3BJIEYEHO OT €/1Ha JbBKA, 3aBUCH OT TOBA KOJIKO €HEPrH4YHO M 32 KOJIKO
Bpeme ce apBye. Cnea 30 MUHYTH ABBYEHE ChC CKOPOCT Ha €QHO AbBYEHE Ha BCEKH IBE CEKYH]H,
CPelHMTE KONHMYECTBAa H3BJIEYEH HMKOTHH OT 2 mg AbBKa Bapupat mexay 1,3 v 1,6 mg B
(papMaKkOKHHETMYHH TIpOy4YBaHHA H Mexay 2,5 u 3,5 mg or 4 mg abBKa. PasMepsT Ha
abcopOMpaHMAT HMKOTHH 3aBHCH OT CBOTHOIIEHHETO Ha J[03aTa, H3BJieYeHa OT [IbBKa H
MponopuMATa, 3arybeHa rnopagy nperjibliaHe W MocjaeBallo MbpBO NpeMHHABaHe €TMMHHHPaHe B
yepHus apo0.

[IpencraBuTenHu cpeiHU CTOHHOCTH Ha (papMaKOKMHETHYHH MapaMeTPH 3a AbBKA Ca NPeICTaBeHH B
Tabnuuara no-gony.

Mpoaykr dapmMakoku CpeaH SD n
HeTU4YeH "
napameTnp CTOMHO
CTH

Gt 4.7 ng/mL 1.6
Tirax 30 min* N/A =

2 mg neyebHa AbBKa AUC- 14.7 ng/mLxh 5.7
Cssmin 14.1 ng/mL 5.1 19

Camax 16.2 ng/mL 5.5

4 mg neyebHa ABbBKA Crmax 8.7 ng/mL 3.4
Tonax 30 min* N/A 71

AUC- 28.2 ng/mLxh 10.4
Casmin' 26.3 ng/mL 6.3 30

Crsmax 33.3 ng/mL 8.0

* Meauana
** Enna n1pBKa, 1bBYEHA B MPOABDKeHHe HAa 30 MHHYTH Ha BCEKH 4ac B NpoAb/DKeHHe Ha 11 vaca

BHOHAIMYHOCTTA HA HUKOTHHA, MPUJIOXKEH C KJIACHYECKa AbBKA OT 2 mg € 65% U MeHTOBa JbBKa 4
mg e 54%.
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PasnpocTpaHeHHe

O6eMbT Ha pasnpenecHHe ¢l HHTPABEHO3HO MPHIOKEHHE Ha HUKOTHH € H3C/IeIBaH B MHOXKECTBO
Npoy4BaHusa. B mect npoyuBaHHs CPEAHHTE CTOHHOCTH BapHpaT Mexkay 2,2 ¥ 3,3 L/kg.
CBBp3BaHeTO HA HHKOTHHA C TUIa3MEHHTE NPOTEHHH CE CYMTA 34 HHCKO, OKoJIO 5%. CnenoBaTenHo
HE CC OYaKBa MPOMECHHTES B CBHP3BaHETO Ha HUKOTHHA OT ynomeﬁam Ha CBITETCTRALIH JICKAPCTBA
HJIH MPOMEHHTE Ha TJIa3MEHHUTE INPOTEHHH OT OONECTHH CBCTOSHHA Aa HMAT 3HAYHTETHH e(eKTH
BbPXY (PapMaKOKHHETHKATA Ha HUKOTHHA.

Mertabonnzem

Pesynrature or (QapMakOKMHETHYHHTEe MpPOYYBAHWA TPEANONAraT, 49Y€¢ MeTabONH3MET X
CIMMHHHPAHETO HA HUKOTHHA 2 He3aBHCHMH OT W300pa Ha HMKOTHHOBA (OpMYyJia H N0 TO3H HAYHH
Pe3YATAaTHTES OT MPOYYBAHHUA ¢ HHTPABCHO3HO MPHNOXKCHHE HA HUKOTHH C€ H3IMO3BAT 33 ONHCaHHE

Ha pasnpeaeiienHero, OHoTpaHchopManuaTa, MeTabonH3Ma U EKCKpeHHATA.

OCHOBHMAT €JIMMHUHHpAlLl OPTaH € YepHHAT Apol, BIpekH ue Oenure ApobOBE W MOZBKET CHLIO
MeTaboMH3HpaT B MaaKka CreneH HHUKOTMHA. EH3MMBT, KOHTO OCHOBHO YYacTBa B

OnoTpanchopManuaTa Ha HUKOTHHA, ¢ CYP2 A6. Haenruduuupanu ca ceieMHaaeceT Merabonura
Ha HHKOTHHA, BCHYKH OT KOHTO C& CMATAT 33 MO-MANKO aKTHBHH OT H3XO0HOTO CheJMHEHHE.
IIepBHYHHAT MeTaOONMT Ha HHKOTHHA B IUIa3MaTa, KOTHHHH, HMa KpaeH HOJy:KHBOT oT 14 jpo 20
4aca; IVIa3MCHHTE KOHLICHTPALHH Ha KOTHHHH HAJBHIDABAT Te3H Ha HUKOTHHA 10 mbTH.

Enumunnpase
JloknansaHn ca CpefiHH CTOHHOCTH Ha OOIMY KIHPHHC HA HHKOTHHA Mexnay 66,6 u 90,0 L/h n
NONY>KHBOTELT Ha SJIAMHHHPaHE € CPeJHO OKoJIO 2-3 yaca.

OcHOBHHTE MeTaGOIATH HA HUKOTHHA B YPHHATa ¢a KOTHHUH H TPAHC-3-XMAPOKCUKOTHHHH, CpeaHo
10-12% ot abcopbupanaTa HUIKOTHHOBA 1034 ce €KCKPeTHpa XaTo KOTHHUH U 28-37% or mosarta ce
CKCKPETHPA KaTO TPaHC-3-XHUAPOKCHKOTHHHH.

Oxono 10-15% ot HuKOTHHA Ce eKCKpeTHpa HenmpoMeHeH ¢ ypuHaTta. Benpeku ToBa, npu Hucko pH
Ha YpHHaTa (nox 3), Ao 23% ot no3ara HUKOTHH ce ekckpeTHpa HenpoMmeHeHa. Cpennun AUCo or
14,7 u 28,2 ng/mLxh ca nocTHrHaTH clnex NPHIIOKEHHE HA AbBKA CHOTBETHO OT 2 H 4 mg.

brOpeuna BenocTaTh4HOCT
IlporpecBHaTra TexkecT Ha OBLOpeUHOTO YBpeXkKAaHe € CBBbpP3aHa ¢ HaMaleH of0u KNMpBHC Ha

HHKOTHHA. HHMKOTHHOBMAT KnMMpBHC ¢ HamaneH cpeaHo ¢ 50% mnpu nHia c Texko 6n0OpeqHo
yBpexaane., [loBHIneHM HMBA Ha HHKOTHH ca HaOmoAaBaHH IIpH MyINIA4YH, NOMIOKEHH Ha
XeMOAHAJIA3A.

YeproapobHo yBpexaane

Ilpn nymaun ¢ yepHoOpoOHa LHPO3a, HO CaMO C JIEKO YBpeXIaHe Ha YepHOAPOOHaTa (PYHKUMA CKOp
no Child-Pugh 5), papmakokuneTHkaTa Ha HUKOTHHA He ce NOBTHABA.

Brnpexu ToBa, mpH Mymavd ¢ yMepeHo yepeaeHa uepHoapoOHa ¢ynkums (ckop mo Child-Pugh 7),
ce cpobipaBa, 4ve oOmMAT KIMpEHC € HamaneH cpemHo ¢ 40-50%. Hama panHu 3a
¢apMaKOKHHETHKATA HA HUKOTHHA TpH NymagH cbe ckop no Child-Pugh rap 7.

I'epHaTpHYHH MalHEHTH
OOo1muaT KAMPBHC HA HHKOTHHA € HAMaJICH NPH 3ApaBH BBL3pacTHH CYOEKTH, HO OTKJIOHCHHATA ca

NIPOMEH/IMBH W HE Ce CUMTAT 3a JOCTAaThYHO BaXKHH, 32 Ja ONpPaBAaAT oOIM KOpeKIMH Ha A034Ta B
3aBHCHMOCT OT BB3pacTTA.
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5.3 HpeaAxTAHAYHA AAHHH 3a Oe300aCHOCT

In vitro W in vivo TECTOBETE 3a TeHOTOKCHYHOCT Ha HHKOTHHA IAaBAaT MPEAWMHO HETCHOTOKCHYHH
pesynraTtd. HAKOH MOJNIOKHTENHYU in vilro H in vivo pe3yiTaTH OT TeCTOBE 3@ NEHOTOKCHYHOCT ca
ACKIaABARH, HO H3CJICARAHHA, H3MOM3BAIIH PErylaTOpPHH MPHETHTE aHATM3H M IIPOTOKONH HE Ca
NOKA3aJIH JJOKA3aTeNCTRA 32 NEHOTOKCHYHA AKTHBHOCT B T€PaNeBTHYHH A03H.

AHaH3 HAa PE3yNTATHTE OT ABITOCPOMHH AAHHH OT AHANH3H 33 KAHHEPOTCHHOCT ¢ HUKOTHH HIIH
KOTHHHH, OCHOBEH MeTabOJMT HAa HHKOTHHA, MOKA3BAaT NPEAHMHO, Y€ HHKOTHH HAMa 3HAa“YHTelHA
HIH 3HAYHMAa KAHLEPOTeHHA aKTHBHOCT.

6. PAPMANEBTHYHMH JAHHH

6.1 COHCBHK HA IOMOINHATE BellleCTRa

Jlpyrure CbCTaBKH ca.
Hopo:

baza 3a OpBKa,
Kcunuron,

MeHTOBO Macno,

Harpnes kapboHnat 6e3B0M€EH,
Hatpues xuaporenkapOonar,
Auecyndam Kanuii,
JIeBOMeHTON,

MarsesueB OKCHI JIEK,

Bvmpewen ¢pum:

Apomat Winterfresh RDEA-149 (cpamppxa: monuuzoOyTwieH, OyTHIoBa ryMa, TEPIIEHOBA CMOIIa,
MOJHBHHWI aLeTAT, MOJIMETHNEH, NapaduHOB BOCHK, [NIMLEPOJIOBH €CTEPH HA MACTHHTS KHCEIIHHM,
Kaluues KapOoHat, OyTunHpan xunpokcuToayes E321)

XHIIpoMeno3a,

Cykpano3sa,

TTonucopbar 80;

Bonwen couim:
Kcumuron
IIpexenaTHHH3UPAHO HUILIECTE

Turanos pvokcug (E171) ‘
Apomar Winterfresh RDEA-~149 (cpappxa: nonumnzobyruneH, OyTnoBa ryma, TEpreHOBa CMOJIa,

NOJIHBHHHI ALETAT, NOJHETHIEH, NTapadHHOB BOCHK, IITHLIEPONIOBH €CTEPH HA MAacCTHHTE KHCEJHHH,
KanuueB kapOoHaT, OyTHIHpaH XHApokcHuTomyeH E321), kapHayOcKH BOCEK
6.2 HechbBMECTHMOCTH

Henpunoxumo.

6.3. | Cpok na rognocr
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6.4. Cpenuanns yC/J0BHS HA ChXpPAHCHHE
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6.5. Buaaa chABpXKAHHE HA 0ODAKOBKATA

12 6p., 15 6p., 24 6p., 30 Gp., 48 6p., 90 6p., 96 Gp., 105 6p., 204 Op. ¥ 210 Op. AEBKH B OIMCTEPHA
omakopka (Ommcrepu or 12 wm 15 O6Gp) M IuMcroBKA B KapTOHCHA
KyTHA.

brucrepHara omakoBka ce cherom or PVC/PVDC ¢wiM 1 arymuHHeBo (OMMO/BHHIN aKpiUieH
eMaHI.

He BCHMKH OnakoBKH Morar ga OsaaT NMycHaTH Ha Ma3apa.

6.6 CoennaiHd NpeAna3HA MEPKH NPH H3XBbP/IAHE

HenznonsBanMAT J€KapCTBeH MNpOAYKT HIH OTMAXbYHHTE MAaTEpHamd OT Hero TpAbGBa ga ce
H3XBEPJAT B CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHMS.

7. IPUTEXATEJ HA PASPEIIIEHHETO 3A YHHOTPEBA

McNeil AB
SE-251 09 Helsingborg
IIBemsa

8. HOMEP HA PAZPEINIEHHETO 3A YIIOTPEBA

Per. nomep: 20090237

9. JATA HA ITBPBO PA3IPEHNIABAHEMOJHOBABAHE HA PA3IPEHNIEHHETO 3A
YIIOTPEBA

JaTa Ha nepBO paspemapane: 22 Maii 2009
Hata na nogHoBaraHe: 23 Cenrremepu 2014

10. JATA HA AKTYA/IN3APAHE HA TEKCTA

11/2023
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