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2, KAYECTBEH H KOIHMECTBEH CBCTAB

Enxo BripbckBane ocurypssa | mg HukoTuu (nicotine) 8 0,07 mi pasteop.
1 ml pasreop cpabpka 13,6 mg HUKOTHH (Ricotine).

TToMOWHO BelecTBO © H3BECTEH edeKT:

Etanon 7,1 mg/sprekaane

[Mponunen raukon 11 mg/anprexsane
Byrunupan xuapokcutonyer 363 ng/enprckpane

3a NLJIHAA CIIHCBK Ha NOMOLHUTE BEINECTEA BHIKTE TOYKA 6.1,

3. JEKAPCTBEHA ®0OPMA
Cnipeit 3a ycTHa nHraBHua, pasTeop.

Buctsp no cnabo onanecuenten, Ge3useten 10 GEA0KBLIT pasTBOP.

4. K/IMHHYHU JAHHH
4.1 TepaneBTHYHH NOKAIaAHHA

Huxoper ®peiMunT cnpefi 3a yCTHA JMraBMLA Ce M3MOJ3BA 32 JIEYEHHE HA THOTIOHEBA 3ABHCHMOCT I
BB3PACTHH KaTo 00/ieK4aBa CUMITOMHTE Ha OTHEMaHe, BKIKYHTENHO HIKOTHHOBHA Ilaji IO BPEME Ha OnHTa
3a orkaiBane. EpenTyannara uen e criupade Ha nymieweTo 3a noctosnuo. Hpenopwuirrenno e Hukoper
OpeLIMHHT CNpei 32 YCTHa IWraBHLa Ja Gbjie H3MON3BAH ¢ NOBEASHYECKa MOAKPENIALIA TPOrpama.

4.2 JIo3MpoBKa H HAIHH HA NPHIOKEHHE

gOBM poOBKa

Jluuara TpaGea aa crpar myHIeHeTO HANWIHO NO BpeMe Ha Kypca Ha Neuenme ¢ Hukoper ®petumuiT cnpeit
32 YCTHA JIHFAaBHLA,

Buvapacmmuu u tuya 6 cmapuecka v3pacm

Cneanara Tabnuua nokassa npenopb4BaHaTa cxema 3a yroTpeSa Ha Crpes 3a YCTHA JIMFABHLA 110 BpeMe Ha
reHO Aeuenue (Ctorka ) u no BpeMe Ha nocrenenHoTo Hamanenue Ha Aosata (Crbnka [ u CThoka 1.
Moxe aa ce u3nonssar 1o 4 BNPLCKBaHKA Ha wac. Jla He ce HANBMINABAT 2 BNPLCKBAHUA 32 AO3MpAall €NH301
H Na He C€ HajiBHIlaBaT 64 BNpbcKBaHMA (4 BNPLCKBAHHA Ha Yac 3a 16 yaca) 3a 24-uacos nepuoa.




Crenka I: Ceamnun 1-6

Mpunarar ce 1 Wiy 2 BNPBCKBaHHA, KoraTo 0OHKHOBeHO OHXa C€ IyUIHIH LUTrapd WM KoraTo ce NnoABH
AENaHue 3a TMymeHe. AKO Clled €AHOKPATHO BOPBCKBaHE, HHKOTHHOBHAT Fllall HE C€ KOHTPOJNHpa A0
HAKOJIKO MMHYTH, TpsOBa 14 ce NMPHIOKH BTOPO BNpbCKBaHE. AKO ca Heofxoauma 2 BNPLCKBaHHA,
GbaeniHTe 103K MOXKE Aa C& NOCTABAT KAaTO 2 MOCNeA0BATE/IHH BIIPLCKBAHHH.

TToBeueTo Mywayu e uMat Hyxaa ot 1-2 snpscksanud ope3 30 MuHyTu Ao | wac.

Crenka II: Ceamunn 7-9
3anousa ce HamassBaHe Ha 6pod Ha BOPLCKBAHWATA Ha aeH. KbM xpas Ha ceamuua 9 nuuara Tpabea aa
npunarar [IOJIOBUHATA ot cpeanns 6poii Bipbckeanua Ha IeH, u3nonssany B Crbnka L.

Crbnka III: Ceamunn 10-12

[Mponbkasa ce HaMangaBaHeTo Ha 6pos Ha BNPBHCKBAHHATA HA ACH, TaKA Y€ IHLATA He M3MOM3BAT MOBEYE
OT 4 BNPLCKBAHHMS Ha AcH npes ceamuua 12, Koraro ce crurHe no 2-4 BOpbcKBaHHA Ha AeH, ynorpebara
Ha cripes 3a YCTHa JIMraBHUa TpaGea [a ce npeycTaHoOBH.

[Mpumep: Ako OOHMKHOBEHO C€ H3TYLUBAT CPeAHO 15 uurapH Ha JeH, mpe3 JaeHa TpaOBa jga ce W3NON3BaT
1-2 BnpbckBaHKA NoHe 15 META.

3a aa cu noMorHart ga He nywar cnes Crbnka I, nuuata MOxe Ja NPOALGKAT Ja NPHIACAT CLIPEA 38 YCTHA
JMraBALA B CHMTYAllHM, KOFaTO CHIHO C¢ HM3KymapaT na mywiaT. [IpH kesaHWe 3a nylleHe MOXe ja ce
H3MON3BA €HO BIIPBCKBAHE, KATO MOME Ja €€ LIPHIOXKH BTOPO BNPBCKBAHE, 4KO MBPBOTO HE MOMOTHE 110
HAKOJIKO MHHYTH. [Ipe3 To3H mepuoa He TpadBa Ja ce H3MON3RAT MOBEYE OT YETHPH BNPLCKBAHHUA Ha ACH,
OBUYKHOBEHO He ce MpenopbYBa peJoBHa ynoTpeba Ha criped 3a YCTHA JIMraBHLa oBeye oT 6 Meceua, Hakou
OuBILIH IMyWayHd MOXKe A3 C& HYKJAAT OT NO-NPOABJLKHTCNHO JICYCHHE CBC CITped 33 YCTHa JINTABHILA, 33 Ja
He MoAHOBAT nylueHero. Tpabea aa ce 3ana3u OCTABALIOTO KOTHYECTBO CHPEH 3a YCTHA JIMTaBHLA, 32 Ja ce
H3MOA3BA NPH BHE3AMHO JKEJAHKUe 33 NyILeHe,

Heouampuuna nonyaayus
Ha ve ce npunara Hukoper PpewmunT cnipeil 3a ycTHa iraBHLia IpH auua noj 18-roauuisa seapact. Hama
OMHT ¢ JIEHEHHETO HA IOHOLIM Ha Bb3pacT nog 18 roauuy ¢ Hukoper @pemiMHET cripedi 3a yCTHA JIMraByLA.

Memod na npunazane
Cnep 3apexxIaHe HaKpailHHKBT Ha CTIpes e HAacOuYBa BL3IMOIKHO Hai-Onuso no ycrara. Hatucka ce mibTHO
FOPHATA YacT Ha JUCMEHCEPa M ce HINPBCKBA SHA 4034 OT crpes B ycTara, n3bareaiiku ycrante. He tpabea
Ja ce BEWIIBA [JOKaTO C¢ BMNpPLCKBAa B YCTaTa, 3a JAa o€ u3berHe MONagaHeTo Ha CHped B OHMXATENIHWTE
neTHINA. 32 HaH-A00pH pPe3yaTaTH — cIe BIPLCKBAHE Ad HE CE MNPETTbLIa 38 HAKOJIKO CeKYHAH.
Jinuata He TpaOBa Na ANaT WIH MUAT IO BpEME Ha NIPWIAaraHe Ha crpes 3a yCTHA JIMraBHLa.
CobBeT M NOAApHKKA CONKHOBEHO YBE/IHYABAT yenexa.
4.3 IIporEBomoKa3ZaHHs
¢ CBpPBHXYYBCTBHTENHOCT KBM HUKOTHH WIIH KbM HAKOE OT NTOMOLIHHTE BellecTBa, ONHCAHM B TOUka 6.1.
e Jleua noa 18 roguHm.

¢ Jlkua, KONTO HUKOra HE ¢ca ITyITHITH.

4.4 CoenuajiHu NpeIynpeKAcHAN H NPeANA3HA MePKH NPH yooTpeba

Huxoper OpemimuHT cnipedi 3a ycTHa NHrasaua He TpAOBa aa Ce M3MOJ3Ba OT HeMyiiiay

IMon3KTe OT OTKA3BAHETO OT TIOTIOHOMYIUICHE HAJAXBBPAAT BCHYKH PHCKOEE,
NPHIOKEHATa HUKOTHHOBA 3amecTHTenHa Tepanua (H3T).



IMoaxonait MEAMUIHHCKH CHEUMAIHCT TpﬂﬁBa Ja HanpaBH OLCHKA HA CHOTHOLICHHUETO MNOM3a-PHCK NPH
NAHHEHTH ChC CNCAHHTE ChCTOAHHAL

o Copdeuno-cvioeu 3aborasanus: 3aBACHMY TYLAYH CHC CKOPOLIEH MHOKap/eH HEGapkT, HecTabHiHa Ktk
BJIOIIABANIA C€ CTEHOKAPANA, BKIIOYHTENHO aHTMHA Ha Prinzmetal, TeXXKd ChpASYHH apUTMHH, CKOPOILIEH
MO3BYHO-CH/IOB MHIWIAEHT H/HIM Te3M, KOMTC CTPajarT OT HEKOHTPOJHMpAaHa XHIEPTOHHA TpadBa na ce
HACHPYABAT Ja CHpAT MYINEHETO ¢ He)apMaKOJOTHYHH CPeACTBa (HANP. C AMMHH KOHCYNTaluH). AKO TOBa
HE YCNee, MOXe Ja Ce MMa NpeJBAA COPedT 3a YCTHA JIMFABHLA, HO TbA KAaTO JAHHUTE OTHOCHO
fe30nacHOCTTa Ha TA3M rpyna MaUMEHTH CA OrpaHHYeHH, npuiaradeTo Tpabea Aa ce 3anoyHe Camo noj
CTPHMKTHO JeKapcko HabmoaeHue.

® 3axapen Ouabem. TaumenTH cbe 3axapeH Auwaber TpsOBa fa ce ChBETBAT Ja MpOCNedBaT HHRATa Ha
KPBBHATA CH 32Xap MO-CTPUKTHO OT OGMKHOBEHO, KOTATO ce CTIPE MylueHeTo 1 ce 3anouHe H3T, Thii xaro
HAMANEHHETO HA HHKOTHHA WHAYUHpa ocBoGoXKOaBaHe Ha KaTEXOMaMHMHH, KOETO MOXe Na MOBNHAC
MeTabo/IM3Ma HA BLIIEXHAPATHTE.

® Arepeuynu peaxyuu. [lpenpasnonoxkeHue KbM aHFHOEIEM H YPTHKAPHSL.

 Bvbpeuno u ueproopobue yspexcoane: Jla ce ynorpeGaBa npeanasnHeo NpH MAlHEHTH ¢ YMEPEHO 10
TEKKO YepHOAPOGHO yBpeXAaHe H/HNH Tekko ObOpeyHo yBpexnaHe, ThH KaTO KIHPBHCHT HA HAKOTHHA
WM HEFOBHTE MeTaGonHTH MOXKeE Jia Gbae HAMAJICH NPH EBEHTYANIHO YBEIHYEHH HEXENaHH ehexTH.

s DeOXPOMOYUMOM U HeKOHMPpORUpan xunepmupeoudusom: Jla ce nNpuiara npeanasjineo IpH NALMEHTH C
HEKOHTPONHPAH XHMOEPTHPEOHOH3BM wid (PEOXPOMOLIMTOM, ThbH KATO HHKOTHHBT fPESAH3BHKBA
ocpofork1aBaHe Ha KaTeXONaMHHH.

* Cmomaurno-ypegno 3abonseane; HUKOTHH Moxke fa 00OCTPH CUMNITOMHTE NPH [ALMECHTH, CTPAAAlH OT
e3odaruT, CTOMAIIHA WM NENTHYHA A3Ba, KaTo npenaparu 33 H3T Tpabsa na ce M3non3saT BHAMATENHO
NpH Te3U CbCTOAHMA.

OmnacHocT TipH Aedia:
JI03HTe HHUKOTHH, TOHACHINM CE€ OT MYLIAYH, MPH Jela MOMKE Ja NPENHIBHKAT TEXKA TOKCHHMHOCT, KOATO

moxe na obae daranna. [IpodykTH, ChIbPKALIE HHKOTHH, He TPA0BA 12 & OCTaBAT HA MECTa, KBASTO MOXKE
1a ce NMNAT WK NOrbIHAT OT Aeua (Bik Touka 4.9 [Ipenoaupane).

Hpenecena zagucumocm. Moxe 13 PhIHMKHE NpeHeceHa 3aBHCHMOCT, HO TH € No-Majlko BpelHa H NO-JIeCHa
3@ NpeogondBaHe OT 3aBHCHMOCTTA MNPH THOTIOHOIMyHICHE.

IIpexpamasane wa nywienemo: TIONMUMKNHYHHTE APOMATHH BBLIIEBOAOPONH B TIOTIOHEBHA UM HHAYLMpAT
meTtabonmiMa Ha nekapceTsa, MeraGonusupann ot CYP1A2 (u sepostHo ot CYP1ALl). Koraro myway cnpe
NyLIEHETO, TOBA MOXE Aa NOBefe A0 3abaBaHe Ha Merabonn3Ma H HOCHeBailo MOBHUICHHE Ha KPbBHHTE
HMBa Ha TaKHWBa nekapcTea. TOBA HMAa eBEHTYANHO KIMHHYHO 3HAYCHHE NPH MPOAYKTH C TECEH
TepaneBTHYEH MPO3OPEL, Hanp. TEOQHIHH, TAKPHH, KIO3aNUH B ponuHApon. [1asMenHUTe KOHLIEHTPALMH Ha
APYr4 AEKAPCTBEHM TPOAYKTH, KouTo ce MmetaGonmaupar orvactn o CYP1A2, nanpumep uMunpamuh,
ONaH3aM{H, KIOMHOPaMHH H QIyBOKCAMHH MOTraT Ja GnaronpHATCTBAT NMPEKPATABAHETO Ha MYLICHETO,
BEIPCKH 1€ TakKHBa JaHHHY JHACBAT H BE3MOXXHOTO KIHHHYHO 3Ha4YeHHE Ha TO3H ed)ex'r nMpH  TE3H
NEKAPCTBEHH OPOAYKTH € HeuspecTeH. OrpaHHYeHH NAHHH cOYar, Ye MeTabonmuIMBT Ha (pIeKaHHHR H
NEHTa30LWH MOKe Na Oblie HHIYHApaH OT MyLIEHeE.

TTomowgnu eetyecmsa; CnpesT 3a YCTHA JUNABULA CHIBPKA MAKY KONHUECTBA €TAHON (AAKOXO0R), NO-MARKO
or 100 mg Ha nosa (1 wnu 2 BopbekBanug). Tosu nekapcTeeH nponyx"r ChObPKA BETRRIE, | mmol
Hatpui (23 mg) Ha BMpbLCKBaHe, T.e. no cbilecTBo "Ge3 natpuii”. Tosa acky '
NPONHAEHFIMKO/L BbB BCAKO BNPBCKBAaHE, KOETO € eKeuBaneHTHO Ha 150 mg/mf.
Oytunupan xuapokcutonyed , Hukoper ®pelumunr Moxe Aa NPHYHHA
{HanpHMep KOHTAKTEH AEPMATUT) UM IAPASHEHE HA OUHTE W TUTaBHUNTE.

Koraro ce npunara crpesT 3a ycTHa TMragHua, Tpabea na ce BHHMAaBa Ja He ce NpY



4.5 BsanmoaeiicTBHe ¢ APYTH JeKAPCTBEHH NPOAYKTH H APYTH (OpPMH HA B3IAHMOACHCTEHE

KnuHu4HO 3HAYMMH B3aMMOZAEICTBHS MExKIY HMKOTHH-3RMECTHTENHATA Tepanus M APYrH NeKapcTea He ca
KATEropHYHO YcTaHoBeHH. HHKOTHHBT ofaue MOXe €BEHTYANHO Ja 3aCKTH XeMOAHHAMUYHUTE edekTH Ha
aJIleHO3MH, T.e. MOBHIABAHE HA apTEPHATHOTO HANATAHE M MYNCa, a ChUIO A3 YBE/MUYH OTroBOpa Ha Gonka
(rpbana GonKa THN aHTMHA TEKTOPHC), MPOBOKMpaHA OT NMPUIOKEHHWETO Ha afieHO3HH, (BWK TouKA 4.4,
[NpekpaTaBaHe Ha MyMIEHETO).

4.6 ®eprTuanTter, GpeMEHHOCT B KbpMeHe

HKenu ¢ demepodent ROMEHYULY KORMPAENYUA HPY MbHCE Y HCERU

OGparHo Ha noGpe M3IBECTHHTE HEXENaHH PEAKLHH MPH TIOTIOHEBATA 3aBHCHMOCT BBPXY 3aU€BaHETO H
GpeMEHHOCTTA, eeKTHTE OT TEPATIEBTHYHOTO JIEYEHHE ¢ HHKOTHH Ca HeH3BecTHH. ETo 3alo, Makap 4e 1o
MOMEHT2 HE € HaMHMpaHO 3a HeOOXOAHMO Aa Ce Mpenoctass KOHKPETEeH ChBET OTHOCHO HyXaara oT
KOHTpALIETILMS, Hail-pasyMHO € XEeHHTe, Bh3HaMepaBaliy ja 3abpemeHedT, Aa ObaaT Henmywla4yH W Ja He
wsnon3eat H3T.

BBnpekH He MylIeHeTO MOXKE fa MMa HeOIarompusTHH e(eKTd BbpXy MBKKHA (epTunureT, He
CHUIECTBYBAT NOKA3ATENCTBA, W€ NO BpeMe Ha neuenne Ha Mbke ¢ H3T ca neobxonmmm ompepenenu
KOHTPALSTITHBHH MEPKH.

Bpemennocm

ITymweHeTo no BpeMe Ha GPEMEHHOCT € CBBP3AHO C PHUCKOBE, HANpP. BETPEMATOHO 3abaBiHe Ha pacTexa,
NPEXASBPEMENHO PAXNAHE WIM MBPTBO pakaaHe. [IpekparTdBaHETO Ha TYLIEHETO € EAMHCTECHATA Hali-
e(eKkTHBHA HHTEPBEHLIMA 32 NOAOGPABaNE Ha 31PaBETO KakTO HA GpeMeHHaTa Mylwauka, Taka M Ha HEHHOTO
Gebe. KonkoTo no-pano ce NOCTHIHE Bb3ABPAAHETO OT MyllleHe, TOKOBa no-nobpe.

HHKOTHHLT NpeMuHaBa B IUI0AA M 3aCATa [MXATEIHMTE My ABWKEHHA M KpeBooOpaiueHueTo. EdekTtT
BBPXY KPBBOOOPAIUESHUETO 3aBHCH OT J03aTa.

IMopanu ToBa, GpemenHaTa mymauka TpaGBa BHHAIM Ja Ce CbBETBA Jia ChIpe MyLIEHETO HAmBAHO Ges
ynotpe0ara Ha HHKOTHHOB2 3AMECTHTENHA TepamnHa. PHCKBT OT NpoABKaBaHe HA MyWIEHETO MOXE A3
MINOMHM TUIOJA HA TO-TONAM PUCK B CpasHeHue ¢ ynotpedara Ha NPONYKTH, 3aMECTUTENU HA HUKOTHHAE, B
PAMKHTE Ha HaGAlonaBaHa NPorpaMa 3a CIIMPAHE Ha mylueHeTo. YnoTpeba na Hukoper ®peluMuHT crpeii 3a
YCTHA JIAraBHOA OT OpeMEHHM JKEHM MyHiayKe TpAOBa Oa c¢ 3ano4yHe camo ciiell ChbBET OT MEAMUMHCKH
CneuHanCT.

Kvpmene

HHKOTHHBT [peMuHaBa JIECHO B KbpMaTa B MaJKH KOMTH4ECTBA, KOWTO MOXKeE Ja 3aCErHar ACTETo HOpH B
TepaneBTHUHH 103H. [Topanu Toa, Huxoper (DpelliMUHT cripeil 3a yeTHA uraskua TpabBa na ce Habsrea o
BpeMe Ha KbpMmeHe. AKO He Ce NMOCTHIHE NPEeKPaTABAHE Ha MyLIEHeTo, ynoTpebara Ha HukopeT OpewuMunT
cnpeii 33 yCTHZ MUraBMLA OT MyWEH KbPMA4KH Tpabea Aa ce 3a8M0YHE CaMO Cnell ChBET OT MEAHULMHCKH
cneumanucr. JKenure TpabBa Ja M3MION3BAT MPOAYKTA HENOCPEACTBEHO Cliesi KbPMEHE H 1a HAlPaBAT Maysa
BL3MOXKHO Hali-IuNro BpeMe (NPENOPBUMTENHRO 2 uaca) MeXAY H3MON3BAHETO HA CNped M CIeABALIOTO
KBPMEHE.

Depmuritinemn

THOTIOHOMYLIEHETO YREHUABA PUCKA OT Ge3MUIOAHE NIPH JKEHHTE M MbieTe. In-vitro u3cnensanns roKaspar,
ye HUKOTHHBT MOXKE 03 CE OTPasd HeGNaronpuATHO HA KAYeCTBOTO HA UOBEIIKMTE cnepmarozouad. Ilpu
NABLXO8E € NOKA3AHO HAPYIWIEHO Ka4eCTBO HA CNEPMATa M HaManaBaHe Ha gepTunuTera.

4.7 EdexTn Bbpxy cnocolHOCTTA 32 moprpade i padoTa ¢ MAMIMHE

Huxoper @peluMHAT cnipeii 3a yCTHa TUraBula He MOBIHABA HIIH NMOBNHABA NpEHE
3a wodupaHe u paboTa ¢ MALIMHH.



4.8 HexenanH JeKAPCTBCHH peaKi{HH

EdexTH OT cIHpaHe Ha TIOTIOHOMYUIEHETO

HeszaBHCcHMO OT H3MON3BAHUTE METOIH, H3IBECTHH Ca PasMYHHA CHMITOMH, KOHTO € CBBP3BAT CbC
CHMPaHeTO Ha NPUBHYHOTO H3TIOJI3BAHE HA TIOTIOH. Te3H CUMNTOMH BKTIQUBAT EMOLMOHAHH HIIH
KOTHHTHBHH €eKTH, KATO AMCHOPHA HAH NOTHCHATO HACTPOEHHe; GE3CHHIE,; PA3APASHUTENHOCT,
(pycTpaLMa HIH THAB; TPEBOXKHOCT; 3aTPYAHEHO KOHLEHTpUpaHe K Ge3noKoHCTBO WIH HETHPIENHBOCT.
Couio Taka MOXe Ja ce Habmrogasar $pusuueck edekTH, KaTo 0apeH MyJIC; MOBHIIEH aNeTHT HIH
YBEJIMYABAHE HA TETTIO, 3aMasHOCT HIH NIPECHHKOMAIHHA CUMIITOMH, KAULNHLA, 3aneK, KbpBeHe Ha BEHLHTE
HAH adTO3HH A3BH WM HAZ0(APHHIHT. B NONLIHEHHE Ha TOBA H ¢ KIHHUYHA 3HAYUMOCT €, Ye CHIIHOTO
JKeJaHHe 3a PHEM Ha HUKOTHH MOKe 112 TOBEAE A0 CHIHH MOATHLK 3 MyLIeHe.

Huxoper PpeuMHHT CRpeii 33 yCTHA IHTABHLA MOKE Ja [IPSAM3BHKA HEXEIAHH PEaKiMH, NOfoOHH Ha TesH,
CBbpP3aHH C HMKOTHHA, NPWIOkKEH MO APYT HA4YHH, KATO TE€ Ca NPEAHMHO [030-3aBHCHMM. AJIEPrHYHH
peaKkLKH, Hanp. aHCHOE[eM, YPTHKapHa WIH aHa(ilakcHA, MoOXe [a BB3HHKHAT MPH MNPeNpasnooKeHH -
MHIMBHAH.

JlokanHuTe HexenaHu edekTd OT MPUICKEHHETO ca NoA00HK Ha Te3H, HalMoAaBaHH NPH APYTH NEpOpatHH
$opmu. Tlpe3 NLPBHTE HAKONKO AHK HA JIEYEHHEe MOXKE Ja Ce NO/y4YH Jpa3HeHEe Ha YCTaTa H rbpioTo, KaTo
XbILaHeTo € 0cobeHo YecTo. OGHKHOBEHO, NIPH NPOALKMTENHA YIOTPE0a HACTHIIBA HOHOCHMOCT.

ExxeaHeBHOTO CHOHpaHe Ha JAHHH OT YHACTHHUMTE B KJIHHHYHUTE U3NHTBAHHA OKa3ka, ue ce crodluasa 3a
NOABATA HA MHOTO YECTO RBE3HMKBALUMTE HEMENAHH cuOMTHA pe3 mppsure 2-3 ceAMHLM Ha ynoTpeba na
CTIpes 3a YCTHA JIMraBiLa, KaTto Te HaMalABaT ciiej ToBa.

Hexenanume peakiiMy Ha HUKOTHMHOBHTE TIPETIAPATH 33 YCTHATA JIMTaBHLA, HACHTHOHLUMpPAaHH NPH KIHHUYHHA
TNIpOYHBaHHA H MO BPEME Ha NOCTMAPKETHHIOBAS OTIHT, €4 NMPeACTaBeHH No-10/y. KaTeropusTa 3a dectoTata
€ ONpPeAEeHa OT KIHHAYEN NPOYYBAHHS 33 HEXKEJIaHHTE PEeakLiy, MICHTHGHLUNPAHH NO BPEME Ha
NOCTMAPKETHHIOBHS OTIHT.,

Mauoro uectn (=1/10); wectn (1/100 mo <1/10); neuectn (=1/1 000 mo <1/100); peaxn (=1/10000 no
<1/1 000); mHoro penku (<1/10000); ¢ HeW3BecTHa uecToTa (OT HAJMYHMTE AAHHM He moxe da Obze
HanpapeHa OlUEHKa).

CucTemMo-opranHa KnacHpHKaluus CrollueHa HeXeJ1aHa peakius

HapymeHnsa Ha AEMYHHATA CHCTEMA

Yectu CBPBXYYBCTRHTENHOCT

C HeW3BEeCTHA YecTOoTa ANeprivna peakuua, BKTHUYHTENHO aHTHOSAEM H

anatbunamnqna peaxuua

MMepxaTan HAPYIMICHHS
HeuecTtn Heo6uuaiini chHHIIA

Hapyuienss Ha HePBHATA CHCTEMA
Muoro qectH I'napobonue
YecTu Jucreysna, mapecTesHy

Owunu Hapymenus

C HEH3BECTHA YecToTa 3aMBITIEHO 3pEHHE, 3aCHIIEHO CHI300TACNAHE

Chpaeunu HAPYICHHS

Heuectn TMannuratuu, TaXHKapaHA

C HensBecTHa YeCTOTa ITpencupaHo MBXIEHE b
BackyJaapHH HApYIIEHHA ,(K £ %
Heuectn 3auepBABaHe Ha KOXKAaTa, XHIEPTOHHH :T 25
PecnupaTopHH, FPLAHH H \'2 *
MEJIHACTHHANAE HAPYIICHHSA % 3




MHuoTO uecTH Xwnnaxe, Ipa3HeHe B IEPAOTO

Heuectn BpoHXocmazbM, pHHOpes, AHCHOHNMS, THCTIHEA, HA3A/Ha
KOHrecTus, opodaprHreanta 6oKa, KHxaHe, CTAraHe B
I'bPJIOTO

CroMAlIHO-YipeBHH HAPYIIEHHS

MHoro uectn ITpunomasane

Yectn Kopemna 6onka, cyxoTa B yCTaTa, IHapus, AHCOETICHA
duraTyneHum, XUNepCaTuBaliis, CTOMaTHT,
NOBpBIIAHE

HevecTn Opwraane, KbpBEHE Ha BEHUMTE, FIOCHT, 0bpasysane
HA MEXYPH M JIIOILEHE HA YCTHATA JIMraBHLUA, OpaiHa
napecTesus

Penkk Hucdarua, opanHa xHnoecTe3na, raacHe

C HeH3BECTHA YecToTa Cyx0Ta B I'bpJIOTO, CTOMANIHO-YPEBEH AUckoMopT,

GO/KA B YCTHHTE

HapyweHnas HA KOXATA M MOAKOKHATA

ThKaH
HeuecTH Xunepxuaposa, chpbex, 0OpHB, ypTHKapus
 HeM3BECTHA HECTOTA Epurema

OGms HapymeHHSs H edekTH HA
MACTOTO HA NPHICKECHHE

YectH Ycemane 3a napese, yMopa
Heuectn Actenus, quckomopT B rpbAHKA Kot H OoJlKa,
HepasIonoKeHne

CroluiaBaHe Ha NOJO3UPAHH HEKETAHH Pearuii

Cro61IaBAHETO Ha MOZO3MPAHH HEKENAHM PeaklUMH CNeH paspellasane 3a ynorpeba Ha JieKapcTBEHHA
NpoxykT e BaxHo. ToBa mo3BONABa A2 TPOABIKA HAaOMIONEHHWETO Ha CHOTHOLUIEHHETO MON3a/PHCK 33
NEKapcTBEHHs NpoAykT. OT MeJMLMHCKHTE CIELHATHMCTH Ce W3HCKBA Ja ChO0LIABAT BCAKA MOJO3HMPaHa
HeXeJIaHa PeaKUHa Ype3 HALHOHATHATA CHCTEMa 3a chobINaBaHe B

UsmbIHHTENHA areHIHA N0 JIEKapCTBaTa
yn. ,.Jamsu ['pyes” Ne 8

1303 Codun

Ten.: +359 2 8903417

yeGeaT: www.bda.bg
4.9 Ilpexozupane

Korato npoayxThT ¢é NpWnara cnopei YKA3aHHATA, CHMITOMM Ha NpeAo3HpaHe ¢ HWKOTHH MOXe Ja
BB3HMKHAT NPM MALMEHTH ¢ HHCBK TPHEM HA HMKOTHH MPERA JIEUEHHETO HIA KOTaTo Ce H3MON3Bar
€{HOBPEMEHHO APYFH H3TOYHUIH HAa HHKOTHH.

CHMITOMHTE HA NpeaO3upaHe ca CHMATOMM Ha OCTPO HHKOTHHOBO OTpaBiHE H BKJIIOYBAT TafeHe,
TIOBPBINAHE, 3aCHIIEHO CIIOHOOTAENAHE, kopeMea Gonka, AHapus, M3MOTABaHe, Iasobonwe, amaiiBane,
HapylleH ciyX ¥ nopueprana cnaGoct. Ilpu Bucoke 103M TE3H CHMITOMH MOXE Aa ¢ nocneasar ot
XUNOTOHMA, €Nab M HEPUTMHYEH MYJAC, 3ATPYAHEHHMA B AMLIAHETO, POCTPAaUMs, LMPKYJIATOPEH Konanc H
reHepaliM3upaHH rbpUose.

IleanaTpHysHa NOMyaauHs
Jlo3M HUKOTHH, KOHTO C€ MOHACAT OT BB3PacTHH MyLIaud [0 BpEME HA JICUCHH

NpeaH3BAKAT TEKKH CHMITTOMH Ha OTPABAHE, KOHTO MOJKC 14 A0OBeHAT AC CMBPT. /
OTpaBAHE MPH ILTE Tpaﬁna Ja ¢€ CYMTA 3a CMELHO ChCTOAHHE M Ja Ce JIEKYBa HE3; ‘ 3




Jeuernue na npedosupanemo: TIpunoxeHMeTo Ha HHKOTHH TpaGBa na ¢e cnpe He3abaBHO H MALHEHTHTE
TpsaGBa Aa ce JIEKYBAT CHMIITOMATHYHO. AKO C€ MOTBIHE NPSKOMEPHO KOJHYECTBO, AKTHBHPAHHAT BbIJIEH
HaMaJIAaBa CTOMALIHO-UPeBHATA Pe30pOLMA HA HUKOTHHA.

Cuura ce, 4e OCTpaTa MUHHMAJIHA JIETANHA 034 TIPH NEepPOpajHO NPHAOKEHHE HA HUKOTHH NPH HOBeKa €
40 a0 60 mg.

5. ©®APMAKOJOIMAYHH CBOMCTBA
5.1 DapmakoAHHEIMHIHHA CBOHCTBA

MdapMakoTepaneBTHYHA TPYMa: NekapcTEa, H3MOI3BaHH NPH HUKOTHHOBA 3aBHCHMOCT.
ATC kon: NO7B A0l

HHKOTHHBT € AFOHHMCT Ha HHKOTHHOBHTE PELENTOPH B nepudepHaTa H LUEHTpaNHATA HEepBHA CHCTEMa H
NpHTeKaBa u3paseHo aeHcraue pupxy LIHC H chpaeuHo-cBA0BH peaKLUMH.

BHe3anHoTO npexkpaTABaHe Ha JOKa3aHA peNOBHA YHOTpeOa Ha NPOAYKTH, ChABPIKALUM TIOTIOH, BOAH 10
XapaKTepeH CHHAPOM ChC CHMIITOMH Ha OTHEMaHe, BKITIOMHTEHO HHKOTHHOB I71ajl (KeNiaHHe 3a [ylleHe).
KIMHHYHHTE M3(HTBAHMA CA MOKA3ANM, Y€ JICYCHHWETO ¢ NPOAYKTH, 3AMECTHTE/IH HA HUKOTHHA, MOXeE Ja
NOMOTHE Ha MYIIAYHTE 13 C€ BBE3ABPIAT OT MyIIEHe upe3 rOBHIIABAHE HA KPHBHMTE HMBA HA HHKOTHHA H
of/leKyaBaHe Ha TE3H CHMIITOMM Ha OTHEMAHE.

B cpaBHeHHE ¢ HMKOTHHOBATA JbBKA HIH HHKOTHHOBHTE TAONETKH 3a CMyueHe pesopOumara Ha HHKOTHHA
OT CIpef 3a YCTHA JIMraBuua e no-0upaa (Touka 5.2).

B enHO OTKPHMTO, €AHONO30BO KPBCTOCAHO KIMHHYHO M3NHTBAHE HA HMKOTHHOBHMA rnan npu 200 3npas
MylIa4y ce YCTAHOBABA, Y€ JBE BNPHCKBAHHA MO |1 Mg HaManABaT XKENAHHETO Aa MyLeHe 3HAYHMO NOBEUC
OTKONKOTO HUKOTHHOBHTE TaGJeTKH 3a CMy'eHe 4 mg, KaTo TOBA 3aMo4Ba | MHHYTA C/ieA NPHJIOKEHHETO, H
pasnuka Mexky fekapcTeenuTe gopmu e Habnogasana B npoabkenne Ha 10 muHyTH. He € fokasaHo, ye
CBOICTBaTa Ha CTIpes BOAAT AC Pa3fiHKa MO OTHOLIEHHE HA OTKA3BaHETO OT MyllieHe.

5.2 ®@apMaxoOKHHETHYHH CBOHCTBA

[Tpomenure BLE opMaTa Ha NpHeMaHe OKa3BaT 3HAYMMH €(EKTH BBPXY CKOPOCTTa H CTENEHTa Ha
pesopOuma. -
PDapMaKOKWHETHKATA Ha CTIpeA 3a YCTHA JIMTABMLIA € M3c/e/BaHa B 4 KIMHHYHH W3NuTBaHuA. Knunnuxure
H3NUTBaHKA BKIKOUBAT 141 nHua.

Abcopbuns
MaxcumanHa KoHUeHTpaLus ot 5,3 ng/mL € DocTHrHata 13 MMHYTH CJiEl NMPHIOKEHHE Ha 7032 OT 2 mg.

Karo ce cpaguaga AUC npe3 mbpsute 10 MHHYTH cliefl IPWIOKEHHETO, H3UHC/ICHO €, Y€ CIPeAT 3a YCTHa
nvraspua B go03a ot | U 2 mg sHaapuwaea AUC Ha HMKOTHHOBAT2 ABLBKA, KAKTO H Ha HHKOTHHOBHTE
TabeTKH 32 cMydeHe B 1034 oT 4 mg (0,48 u 0,64 h*ng/mL cpewy 0,33 u 0,33 h*ng/mL).

Hzuncnenuara va AUC. nokassar, ye GUOHATHYHOCTTA Ha HHKOTHHA, TIPHIOKEH 4upes clpeH 3a ycTHa
JIMraBHLa, € NoaobHa Ha Ta3H HA HUKOTHHOBMTE NbBKH WIH Talbnerkure 3a cMmyudeHe. AUC» Ha cripes 3a
ycTHa nuraeuua 2 mg goctura 14,0 h*ng/mL B cpasuenne ¢ 23,0 h*ng/mL m 26,7 h*ng/mL npu
HUKOTHHOBHTE JbBKH 4 Mg H HUKOTHHOBHTE TabneTKH 3a cMyueHe 4 mg ChOTBETHO.

CpennnTe paBHOBECHH IUIa3MEHH KOHLUCHTPAalMH Ha HHKOTHH, ROCTHTHATH
MakCHMallHaTa f03a (T.e. 2 BOPBCKBAHMA HAa cnped 3a YCTHa JiMrasHua |
NpUOAM3IMTENHO OT nmopaabka Ha 28,8 ng/mL B cpasnense ¢ 23,3 ng/mL 3a 7
(1 abBKa Ha uac) W 25,5 ng/mL 3a wuKoTHROBHTE TaGneTkH 3a cMydete 4 mg {{I5746HerKE; 21 ohy Ha
4ac). B\ rent b
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Pasnpenenenue
O0eMbT Ha pasnpenesieHHe cnel HHTPaBEHO3HO NPUNOKEHHE HA HHKOTHH € OKOIO 2 no 3 kg,

CeBbp3BaHETO HA HUKOTHHA ¢ TasMeHuTe OenrsuM e nox 5%. [opanu TOBa, He ce OYaKBa MPOMEHHUTE B
CBBP3BAHETO HA HHKOTHHA NIPH eJHOBPEMEHHa yrmoTpeba Ha NiekapcTBa HIH NMPH NPOMEHH Ha NUIasMeHHTe
NPOTENHH nopanu GonecTHW CLCTOAHHA & OKAXKAT 3HAYWMM e(EeKTH BBHPXY (apMaxOKMHETHKAaTa Ha
HWKOTHHA, .

BuotpaHchopmaums

OCHOBHHAT OpraH 3a €TMMHHHpDAHE € YepHHAT Apob, sbnpexn ve OnOpeumte H Gemure mpobose Cbilo
meTaGonusupaT HukotHHa. HaeHTuduimpanyn ca noseue or 20 metabonuTa Ha HMKOTHHA, 38 BCMUKH OT
KOMTO CE CYHTA, Ye Ca Mo-caGo aKTUBHH OT H3XOAHOTO ChEAHHEHHE.

KOTHHMH, OCHOBHMAT MeTalboJMT HA HHWKOTHHA B [U1a3Mara, ¥Ma NoayxuBoT ot 15 po 20 uaca W
KOHLEHTPALHH, KOUTO HaXBhPJIAT KOHIIGHTPALMHTE HA HUKOTHHA 10 IBTH.

EnumHH#pane
CpelHHAT Nila3MeH KIMPBLHC Ha HUKOTHHa e 70 |/4ac, a momyxHBOTET € 2-3 4aca.

OcHoBHuTe MeTaGOAKTH B ypUHaTa ca KOTHHMH (12% OT 103aTa) M TPaHC-3-XHAPOKCH-KOTHHHH (37% oT
nozata). Oxono 10% oT HMKOTHMHA c€ EKCKPEeTHpaT B HempomeHeH BHI B ypuHata. [flo 30% or HukoTHHa
MOXe JIa Ce eKCKPETHpa B HEMPOMEHeH BHI B YPHHATA NIPH BUCOKA HECTOTA HA YPUHHpaHe H NOAKHCeNIpaHe
Ha ypHHara nox pH 5.

Jlupeitnoct/BenuneiHoCT
Ha6nlonasaso € neko oTkNOHeHHe OT AuHelHocTTa Ha fgo3ara npH AUCe B Cpa, kOraTo ce npmniarar
eIHOKpaTHU 1034 oT 1, 2, 3 u 4 BnpscKBaHHA MO | mg cripei 3a ycTHa JIHTaBALA.

brOpeyHo yBpekaaHe
[MporpecHpaHeTo Ha TeXeCTTa Ha GrOpeYHOTO yBpeXaHe € CBLP3aHO C HAMANABAHE Ha oblIMA KNUPBHE Ha

HHKOTHHA. HUKOTHHOBHST KIMPBHC HAMANABA CpeaHo ¢ 50% npu Jauila ¢ Tekko GvGpeqHo yepexaane. [Ipn
MYLIa4H HAa XeMOAHaNH3a ca HabnoaaBaHK NOBHLIEHH HHBA HA HHKOTHH.

YepHoapobHo yBpeuaaHe
®dapMaKOKHHETHKATA Ha HUKOTHHA He C€ MOBIHSRA NPH GOMTHK ¢ LMPO3a ¢ NEKO YBPEXKAAHE HA YEPHHA apob

(5 Toukn no Child-Pugh) u e namanesa ¢ 40-50% npu NaUMEHTH C YMEPEHO YEPHOAPOOHO yBpexkiaHe
(7 Touku no Child-Pugh). Hama Hanuuxa undopmara npu suua ¢ rouxs no Child-Pugh > 7.

JIMLA B CTAPYECKA BB2pacT
Manko HamaneHHe Ha OOIIMA KIHPHLHC HA HHKOTHHA, KOETO HE OMpaBAaBa KOPDHTHpaHC Ha [03aTa, €
Ha0JIH0AaBaHO MPH IPaBH MaLHeHTH B CTAPYECKa Bb3PAacT.

5.3. IlpeAKNAHAYHH JAHHH 32 6e30AACHOCT

HUKOTHHLT AaBa MpeJMMHO OTPHUATENHW PE3yITaTH NPH HAKOH TECTOBE 3a MEHOTOKCHYHOCT in Vifro.
TMony4eHH ca HAKOH ABYCMHCIIEHH Pe3yITaTH, KOTaTo ¢a M3CNEABaHK BUCOKH KOHLCHTPaLUMK Ha HHKOTHH.

Hacnenpapuara Ha reHOTOKCHYHOCTTA i1 Vivo ca OTPHLATC/IHH.
HscnensaruaTa MpH EKCNePHMEHTANHH JKHBOTHH MMOKA3BAT, e EKCHNOZHUMATA HAa HWUKOTHH BOIH JO
HaMancHO TErno IIpH paXaaHe, HaMalleH 6p0ﬁ HOBOPOIEHH B KOTHJIO H HaMaid¢Ha MNpeKHBAEMOCT Ha

NoTOMCTBOTO.

PB3}’HT ATHTE OT TECTORETE 34 KAPUHHOT€HHOCT HE IMOKA3BAT KAaTEropH4HH AaHH
HHKOTHHA.
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6. ®OAPMAIIEBTHYHH JAHHH
6.1 CnrEcbK HA NOMOIEHATE BEMIECTBA

FIponunenrnukon (E1520)
Be3Bosien eraHon

Tpomeramon

Tonoxkcamep 407

I'nuuepon (E422)

HaTpuep XxuaporeH kapoonar
JleBoMenTON

MenToB apomar

Oxnaxkpaln apomar

Cykpanosa

Anecyndam kannit

Bytunupan xuapokcuronyer (E321)
XnopoeoaopoaHa kucenuHa (3a pH perynnpane)
TpeuncTera Boja

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha rogaocT

2 rOAWHH,

6.4 CnenHalHH YCIOBHSA HA CbXPAHEHHE
Ja ce cuxpanaea nog 30°C.

6.5 Buau chbIbpPKAHEE HA ONAKOBKATA

13,2 ml pasteop, Hanbanen B PET 6yrwika. Eqna Gyrunka ceaspia 150 sopsckeanns no 1 mg. byrankara
€ MoCTABEHA B ONAKOBKA C J03Upaulo YCTPOHCTBO ¢ MEXaHMYHA CNpeid MOMNA ChC 3a/IBIKBALL MEXAHHIBM.
OnakoBKaTa ¢ AO3HPALIOTO YCTPOHCTBO € 3alWTeHa 33 OTBapiHe OT Je0a.

PazMep Ha onakoskara:

1x1 onakoBKa ¢ 103MpaLLO YCTPOHCTBO, 2X ] OMaKOBKH ¢ AO3HPALLO YCTPOHCTBO

He BCHUK# BHIOBE ONMAKOBKH MOraT Ja 0bJaT mycHaTH B npoaakba.

6.6 Coenmaaum npeAnasHH MepkH NPH H3XBLPAARE A paboTa

Heuwsnon3paHuaT NEKapcTBeH NPOAYKT WIH OTHAABHHHTE MaTepHanH OT HEro TpAGEa Aa ce MIXBLPIAT B

CBHOTBETCTBEHEC © MECTHHUTC H3HCKBAHHA.

7. IPHTEXATEJI HA PASPEMMIEHHUETO 3A YIIOTPEBA

McNeil AB,
SE 251 09 Helsingborg,
lsenms




8. HOMEP(A) HA PASPEHMIEHHETO 3A YIIOTPEBA

20120479

9. JIATA HA IIbPBO PA3PEIIABAHENMOJHOBSABAHE HA PA3PEHIEHMETO 3A
YIIOTPEBA

26.09.2012

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Apryct 2018
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