KPATKA XAPAKTEPHCTHKA HA IIPOTYKTA
|' H3MBNHUTENHA ATERLKMSA N0 NEKAPCIBATA

1. HME HA JIEKAPCTBEHHA ITPOAYKT Kpamxe xapakmapucmuka na npogyxme - [pusaxenue 1
) ow Poa. o APOF0X IS o
Hukoper AlicMuHT 4 mg neyebHa THBKa — —_ e
Nicorette Icemint 4 mg medicated chewing gum PaspetueHue Ne £5930 2 4 -01- 202k
pEHLE M eeeeiriireeaen A

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

4 mg: Enna qpBKa ChABKa 4 mg HHKOTHH KATO HHKOTHHOB-Pe3HHAT koMiuieke 20%.

HOMOEHO BEILECTBO C M3BECTHO ACHCTBHE: KCHIIMTOJI

3a NBJIHKA CTHCHK HA TTOMOLIHHUTE BEILECTBA, BIKTE TOUKA 6.1.
3. JEKAPCTBEHA ®0OPMA

JleueOHa qBBKA.
bsina 1o ¢BETNIOXKBITEHHKABA KBaJIpaTHa JieueOHAa TBBKA ¢ MEHTOB apoMar, ¢ pasmMepH okomno 15 x 15
X 6 mm.

4. KIJHHHYHU JAHHHA
4.1. TepaneBTRYHH NOKAZAHHR

3a JIe4ucHUE Ha HUKOTHHOBA 3aBHCHMOCT 4pe3 00/1eKYaBaHe Ha HUKOTHHOBHS [V1ajl H CHMITTOMHTE Ha
OTHEMAHE BbB BPb3Ka CHC CHHMPAHETO HA TIOTHOHOMyHeHeTo. Hukoper AMCMHHT yleueOHa OBBKa
MOKeE J1a C€ H3II0JI3Ba, 34 Ja:

- JICKYBa NPHCTPAcTABAHE KbM IyLIEHE NP NMyLUIaYd, MOTUBHPAHH Ja CHIPAT LHTAPHTE,;

- MOMara Ha MyLIa9MTe IPY BpeMeHHAa a0CTHHEHLMSA, KOraTo MyLISHETO HA LIMrapH € HEBB3MOKHO
WJIH HEKEIMATEHO;

- [TOMara ga ¢¢ HaMaJIH MYIIeHETO IPH ITYLIA4YHd, KOUTO HE MOraT HIH HE JKeJadaT Aa Cripar Ha ITylarT.

CopBer 4 nogkpena oOMKHOREHO YBEJIMYABAT CTEIIEHTa Ha ycIeX.

4.2 JI03ApOBKA H HAYHH HA UPHIOKCHHE

Jlo3rnpoBka
Heya u wonowu

JleyebHaTa npBKa He TPaAOBa a ce MpHIara MpH JiMla Ha BB3pacT nop 18 rognnu Ge3 npenopbka oT
MEAHLHHCKH crietMaIucT. HaMa KOHTpoNHpaHH KIHHHYHH JaHHH ¢ JieueOHaTa ABBKA IIPH IOHOUIH
noA 18-roauiHa BB3pacr.

Bu3pacmuu u nayuenmu 8 cmapyecxka 6v3pacm
JleueHneTo € MHAMBHAYAINHO W 3aBHCH OT 3aBHCHMOCTTA Ha nmymava ot yurapu. O0udvaiinara nosa
Bapupa Mexkay 8 u 12 aeBku. Ilpy mymavuu ¢ neka 3aBUCHMOCT (4HiATO pesynrar FagersitOm-T
HHKOTHHOBA 3as8HCHMOCT (FTND) ¢ 1o-HuchHK OT 6 Wi GpoAT Ha H3IYLUIEHHTE LMD
Mairsk oT 20), neveHreTo ce 3anousa ¢ Hukoper ACMHHET 2 mg sieueOHa AbBKA.
BUCOKA 3aBHCHMOCT JICUCHHETO ce 3armoyBa ¢ Hukoper AiicMuHT 4 mg sieuebHa
Jla He ce M3MmoN3BarT nosede oT 24 THLBKH JXHEBHO.




Crupane na miomiononyuieremo

IlpenoprunTenHaTa NPOABDKHTENHOCT HA JedeHHETO € 3 Meceria. Cien TO3M NEPHOA, NMALMEHTET
TpAOBa Ja HaMaTH JHEBHATA J03a. JledeHHeTo TpsAOBa Aa cripe, KOTaTo J103aTa ce HaMarH 10 1-2 TuBKH
JHEBHO.

Hamanenue na miomwononyuenemo

Huxoper AlicMHHT sieyeOHA TbRKA MOMKE A CS U3NOA3RA MEXKAY 1iMrapure. 15 ce npenopbysa 1a ce
H3MOJI3Ba, KOraTto € HeoOXOMMMO, KOraro ¢e MmosBH HeOOXOOHMOCT Aa C€ IyIIH, [la Ce YBEeIH4YH
nepuoaa 6e3 TIOTHHOMYIIEHE BE3MOXKHO HAM-IBJIr0 M Ja Ce HaMaId OpoAT Ha H3NYLICHUTe LIMrapu
IHEBHO. ~

AKO HfIMAa HaMalleHHEe B TIOTPEONICHHETO Ha LIMrapH ciaea 6 cenMully, € HeoOXoauMa KOHCYJITAuHA C
neKap.

Havanoro Ha nedenneTo TpsadBa [a € ¢ HAMEPEHHETO J1a CE CIpe BB3MOXKHO Hal-CKOPO MYILICHETO
(HO 3a MepHOZ OT MakcHMYM 6 Mecena). AKO TOBa He ce CIIY4H A0 9 Mecelia clej 3aro4BaHe Ha
NCYCHHUETO, BHIIPEKY MOJIOKEHUTE YCHIIHMA /1A Ce OTKXKAT LIHTapHTe, € HeoOXoauMa KOHCYNTalus ¢
nexap.

O6HKHOBEHO M3MONI3BAHETO HA TO3M BHJ JICUCHHE ITOBEYE OT 12 Mecena He ce mpenopbysa. Hikon
MylIa9d MOKE [1a MMaT HYX/Ja OT NO-MPOABDKUTENHO JieueHHe, 3a Jia M30erHar MOoAHOBABAHETO Ha
myieHeto. OcTaHanuTe W3NUIIHA ABBKH TPAOBa Jla ce 3aIIa3fdT, Thi KaTo MOXE BHE3allHO Aa ¢
OSABH KEJIAHHUE 3 MyLICHE.

CrnupaHeTo HA TIOTIOHOMYIICHETO MOXKE A WMa YCMEBAeMOCT Ype3 JOITHIHUTEIHH MENHLIMHCKH
CbBETU H IMPENOpBKU. AKO MalHeHTHT HWMa HIKAKBH CBMHEHHA, MOXE [a IIONHTA JIEKap HIIH
dapmaieBT 3a CLBET.

Bpemenno av30vporcane om miomoronyuene

JbBKaTa ce M3MON3Ba B MEPHOAMTE HA BH3TbpKAHE OT TIOTHOHOMYLIEHe, HAIpUMep B MECTaTa, B
KOHUTO He Ce IMyIUH, WIK B JPYIH CHTYallHH, KOTaTO C€ MCKa Aa ce M30eTHe IyHICHETO, a HMa TaKoBa
KeaHHE,

Hauun na npunoxcenue

JbBKkara Hukoper AiicMEHT TpsOBa fa ce AbBue 0aBHO ¢ MOYMBKH 32 TpubmsHTenHo 30 MMHYTH.
HAbBKara TpAGBa fa ce ABpBYE JOKATO BKYCHT CTaHe CH/ICH HJIH HMA JIEKO ycelnane 3a napeHe. Cnen
TOBA C& OCTaBa MEXAY Oy3aTa M BEHEla AOKATO BKYCHT W/WIH YCELIAHETO H3YE3HAT, Clie] TOBA Ce€
AbBYE OTHOBO 6ABHO U Ce NOBTOPA.

[IprnaraseTo Ha HUKOTHH TPAOBa BPEMEHHO Jia C& CIIpe NpH MOSBa HA CHMOTOMH Ha I[Ipe03HpaHe.
AKO CHMITOMHTE NPOABIDKAT, NPHEMBT HA HHKOTHH TpAGBa Ja c€ HaMaH upe3 HaMasIBaHE Ha
4YeCTOTa Ha IPHEM WM KOIHMYECTBOTO HA A03Aa.

4.3 IIpoTHBOBOKA3aANRH

CBPBXMYBCTBHTENHOCT KBM HHKOTHH WIM KBM HSKO€ OT IIOMOLIHHTE BENIECTBA, H3IOPOEHH B
TOUKA O.1.

4.4 CoenuMaJHH NpeAyNpeKIeHHS H MPeAIa3HH MEePKH IpH ynorpeda

[Tonszure OT OTKa3BaHETO OT TIOTIOHOMYLUECHE HAAXBBPAAT BCHYKH PHCKOBC, CBBP3aHH C IIPABHIIHO
NPIICKEHATA HAKOTUHOBA 3aMecTHTeaHa Tepamus (H3T).

Memmmacky crienpanucT TpaOBa J1a HANpPaBM OLEHK2 HA CHOTHOIICHHET
MalUeHTH CHC CASMHUTE ChCTOSHUS:

° CopaedHo-cbaoBU 3a00ngBaHusA: 3aBUCHMH ITylIa4YH CBHC CKOPOLUCH
HecTaDMIHA WJIM BJIOINABAINA C€ CTEHOKAPAHSA, BKIIOYHTEIHO aHTHHA H
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CBPACYHH AapHTMHKH, CKOPOIICH MO3BYHO-CHAOB MHUIMAEHT H/WIH TE3W, KOHTO CTpajar oT
HEKOHTPOJIMPaHa XUIIEPTOHHA Tpa0sa jla ce HACHPYABAT AA CMpAT MyueHeTo ¢ HehapMaKONOrHuHH
CpeACTRa (HAMp. C IMYHH KOHCYJITALIMA). AKO T€ HE YCIIesT, JeyeOHara AxBKa MOXe JIa ce OOMHCIIH,
HO TBH KATO JABHHWUTE OTHOCHO O€30ImacHOCTTAa HA Ta3W TIpyna MNalMEHTH ¢4 OrpaHHYeHH,
IMpHIaraseTo TpAOBa a ce 3amovHe CaMo MO CTPHKTHO JIeKapcKo HaGIIIoAeHHE.

. 3axapeH nuader. [laupeHTH cbe 3axapeH guaber TpsabBa Ja ce ChbBETBAT Ja MPOCIEHABAT
HMBAaTa Ha KPBBHATA CH 3aXap NO-CTPHKTHO OT OOMKHOBEHO, KOTATO C€ CIpe MYLICHECTO H CC 3aMI0YHE
H3T, TeH KaTO HaMaICHWETO HA HHUKOTHHA MHAYIHpa OCBOOOKAABAaHE Ha KATEXONAMMHH, KOETO
MO3KE€ J1a TTOBJIHAE MeTabonu3Ma Ha BBIIICXHAPATHUTE.

. bbOpeuHo H 4yepHOApoOHO yBpexkaaHe: [la ce ynoTpebsBa mMpeAnas3MBO (IpH NMAlHEHTH C
YMEPEHO M0 TEXKO YEpHOAPOOHO yBpexIaHe H/WIH TeXKO OrOpeyHO yBpEXKAaHE, TBH KaTO
KIMPBHCHT Ha HUKOTHHA MM HETOBHTE MeTabomuTH MoXe Za Obae HaMaJleH [PH €BEHTYAIHO
YBEJIHYEHH HEXKETAHH e(PeKTH.

. OeoXpOMOLIMTOM M HEKOHTPOJIHpaH XHNepTHpeoHaMsbM: Ha ce mpunara npeanasinBo NnpH
NMaldeHTH ¢ HEKOHTPOIHMPaH XHICPTHUPCOHAUIBM HWIH (PEOXPOMOLMTOM, THH Karo HHUKOTHHBT
Npean3BHKBA 0CBODOXKIaBaHE HAa KATEXOJAMHHH.

. CromauiHo-upeBHO 3aboysBaHe: HUKOTUHET MOKe Jia 00OCTPH CUMITOMHTE NPH MalHEHTH,
CTpaJaly OT €30()arHT, CTOMAIlHA WIH NeNTHYHA A3Ba, KaTo mpemapatd 3a H3T tpadsa na ce
U3ITOJI3BAT BHUMATEMHO TIPH T€3H ChCTOAHHA.

. ["spuoBe: Mla ce n3nonzpa ¢ NoBHIIEHO RHEMAHWE TIPY JINLIA, TIPHEMAIIH AHTHKOHBYJICHBHA
TEpalyd WK ¢ aHAMHE3a 3a SNWISTICHSA, ThH KaTo UMa cmﬁmemm 3a cIy4ad HA FbPYOBE BHB BPH3KA
C HUKOTHH (BWAKTE To4Ka 4.8).

[Iyunraynre, KONTO HOCAT 3BOHH TPOTE3H, MOXKE Ja ca 3aTPyAHEHH NpH AnBueHeTo Ha Hukoper
IOBBKH. /[bBKATA MOXKE 112 3a/IeITHE KBM MPOTE3HTE H B PEIKH CIIYYan MOXKe Aa ' YBpeId.

OmnacHocT npH Jeua: [[o3ure HUKOTHH, MOHACAIIM C€ OT MyHIa4d, IIPH Jela MOKE Ja IIpeAU3BHKAT
TE€XKKa TOKCUYHOCT, KOATO MOXe 1a ObAae ¢aranta. [IpogyKTH, CBIBpIKalllH HAKOTHH, HE Tps0Ba 1a
C€ OCTaBAT HA MECTa, KBAETO MOXKE [a C€ MMIMAT WIH NOrbJHAT OT Zelia (BHXTE TOuKa 4.9
Ipenosupane).

HPGHGCCHa 3aBHCHMOCT: Moxe na Bb3HHMKHE IIPECHECCHA 3aBHCHMOCT, HO TA € NO-MalIKC BpCAHA H
NO-JICCHA 3a MMPCOoAO/IABAHE OT 3aBHCHMOCTTA ITPH TICTIOHOIIYIIICHE.

Ilpexparasane Ha nymeHero: [IONMMUBKAMYHNTE apOMAaTHH BBIVICBOAOPOAU B TIOTIOHEBHA IHM
nHAynMpar merabonnsma Ha nekapetBa, Metabonmusipanu ot CYP1A2 (u BepoatHo ot CYPIAL).
Koraro nywayv cripe mylieHeTo, ToBa MOXKe Aa AoBeae 1o 3abapiHe Ha MeTaboim3aMa U HOCIeNBallo
NOBHUICHHE HA KPhBHHTE HHMBA HA TaKHBa JIeKapcTBa. ToBa MMa €BEHTYANHO KIMHHYHO 3HAYCHHE
IPH NMPOAYKTH C TECSH TEpaneBTHUYEH Npo3opell, Harp. TeOQWIHH, TAKPUH, KI03aMUH H POTTMHUPOIL.

Hukoper AMCMHHT ChOBpPXKa KCHIIMTOJI, KOMTO MOXe Ja MMa JIeKo ciiaburenHo JeHcTeHe Han 10 g.
CoabpxaHueTo Ha KaIOpUW Ha keunuron € 2,4 kcal/g.

ToBa nexapcreo cpappka no-mManko ot 1 mmol (23 mg) saTpuii Ha TBBKA, T.e. 110 CBUIECTEBO € ,,0€3
HaTpHH™,

ToBa nekapcTBO CBABPKA CJeAM OT ANKOXOJ (€TaHOJ) BbB BCAKAa AbBKAa. MAJIKOTO KOTHYECTBO
aJIKOXOJI B TOBA JICKAPCTBO HAMA J1a uMa 3abenies:kMMH eQeKTH.

ToBa nekapcTBO CHABPKA clieau oT OyTIIHpaH XuapokcuronyeH (E321).

Ha ce chbxpaHsaBa Ha MACTO, HEJIOCTBHIIHO 34 Jeua. B coyyail Ha npego3upaHe, BEIH
ce cBbpke ¢be CnelHa noMon,.

B cayuait Ha npenosspaHe HezabaBHO J1a ¢e MOTHPCH MEAMIIHHCKA ITOMOII]
CBBPKE ChCe CriellHA NOMOIL., AKO CHMITTOMHMTE IPOABJDKABAT WM CE BJIOII
HOBH CHMITTOMH, yrioTpebara TpabBa jia ce crpe H NAUMEHTET J1a ¢€ KOHCYJITH




4.5 DBianmopeiicTBHE ¢ APYIH JIeKADCTBEHH NPOAYKTH H APYTrH GOpPMH HA B3aHMOACHCTBHE

KiiHunyHO 3HaYMMH B3aUMOJISHCTBHA MEXKAY HHKOTHH-3AMECTHTETHATA TepanuA H APYTH JSKapeTBa
HE Ca KaTeropuyHo ycrasoBeHM. HukoTuHBT 00ade MoXke €BEHTYanHO Aa 3aCH/iM XeMOJHHAMHIHHATE
e(EKTH HA AJCHO3MH, T.€. IOBHUIABAHE HA APTEPHANIHOTO HAJNATaHE H ITyJiCa, a CHINC A3 YBEAHUH
OTroBopa Ha Oonka (rpepaHa Oonka THIT aHTMHA TEKTOPHC), IIPOBOKHPaHA OT IPHUJIOKEHHETO Ha
a/ICHO3HH.

3a noeeue HHGOPMALHA OTHOCHO TIPOMEHEHHA MeTabOJIN3bM Ha HIKOHM JIEKAPCTBA, [IPH CIIMpaHe Ha
TIOTIOHOILYLLIEHETO, BIDKTE TO4Ka 4.4.

4.6 @eprEanATET, (PEMEHHOCT H KEPMEHE

Kenu c Oemepoden nomenyual/KOHMPAYENYUR NPU MbAICE Y HCEHU

O6paTtHo Ha ROOpe U3BCCTHHTE HEXENAHH PEaKIMH IIPH TIOTIOHEBATA 3aBUCHMOCT BBPXY 3a4€BaHETO
H OpeMEHHOCTTa, e(hexTHTE OT TEPaneBTHYHOTO JieUeHHe ¢ HMKOTHH ca HeusBecTHH. ETo 3awo,
Makap 4e 10 MOMEHTa HE € HAMHPaHO 3a HeOOXOAMMO Jia ce MpeAocTaBs KOHKPETEH ChbBET OTHOCHO
Hy>/aTa OT KOHTpaLerluid, Hali-pasyMHO € >K€HWTe, Bh3HamepaBAI Aa 3abpeMeHedr, na Obaart
HenyLwayuy u 1a He uznoassat H3T.

Benpekn de mymeHeTo MoXe Ja MMa HeOnaronpusTHH e(EeKTH BbpXY MBKKHA GEPTHIMTET, HE
CBHILECTBYBAT JOKA3aTE/CTRA, Ue 110 BpeMe Ha JieueHue Ha Muxe ¢ H3T ca neodxoanmu onpeaeicHu
KOHTPALIENITHBHA MEPKH.

Depmunumem

IlpH >XeHHMTE TIOTIOHOMYLICHETO 3a0aBA BpEMETO [0 3a4cBaHe, HAMAJIABA NMPOLIEHTA Ha YCIELIHOTO
IN-Vitro OIUICXKA4HE H 3HAYMTEJTHO YBeaHYaBa PHCKa OT Oeswioaue. |

Ilpyn MBXKETE TIOTIOHOMYIICHETO HAMAJIBA MPOH3BOACTBOTO HA CIEPMA, YBEJIMYABA OKCH/ATHBHHA

cTpec U yepexkaavero Ha JIHK. CnepMarosomamre oT mymausm ca ¢ HaMajiCHa OIUIOAMTENHA
CTIIOCOOHOCT.
KOHKpeTHHAT npHHOC HA HUKOTHHA 32 Te3H eheKTH MPH X0pa € HeH3BECTEH.

bpemennocm

[IymeneTo mo BpeMe HA OPEMEHHOCT € CBBP3aHO C PHCKOBE, Hamp. BETPEMATOYHO 3a0aBsiHE Ha
pacTexxa, MpPeKACBPEeMEHHO paXkKAaaHe HIH MBPTBO paxiaHe. IIpeKpaTdBaHETO Ha MYILEHETO €
CAMHCTBEHATa Hail-e)eKTHBHA MHTEpBEHUHWA 3a MoAoOpsABaHe Ha 3ApaBeTO KAKTO Ha OpeMeHHara
mylmavka, Taka ¥ Ha HeHHOTO Oebe. Konkoro mo-pano ce nocTHrHe BB3ABPKAHETO OT IMylICHE,
TONKOBa NO-7oope.

HHUKOTHHBET mnpeMHHaBa B IUIOJA W 3acira OUXATENHHTe MYy ABIKEHHA H KpbBOOOPaLEHHETO.
E(exTsT BbpXy KpBROOOpAIISeHHETO 3aBHCH OT mo3ara. Ilopanu ToBa, OpeMeHHaTa mylayka Tpaosa
BHHArd Ja ¢e ChbBETBA A4 Clpe MyLUIEHeTO HATBJIHO 0e3 ynorpefaTra HA HUKOTHHOBA 3aMECTHTE/HA
Tepanui. PUCKET OT mpoAb/kaBaHe Ha MYLIEHETO MOXE Za H3NOXKH IUIOAA HA MO-TONSIM PHUCK B
CpaBHeHMe ¢ ymoTpefara Ha MPOAYKTH, 3AMECTHTE/IH HA HMKOTHHA, B PaMKHTE HA HabnogaBaHa
NporpamMa 3a CIMpaHe Ha IIyleHero. Ynotpeba Ha Hukoper AdicMuHT 0T OpeMeHHH eHu TpsOBa na
CE 3aMoYyHe CaMo ¢Jie] ChBET OT MEAHLIMHCKH CHCLHAJIHCT.

Kvpmene
HHKOTHHET IpeMHHABA JIECHO B KbpMaTa B MaJIKH KOJIHYECTBA, KOMTO MOXKE Ja 3acerHar ACTeTo
DopH B TepanesTHunu n03W. ITopaau topa, Hukoper AMCMHHT 3a YCTHA JMraBuua TpsOBa na ce
H304rBa no BpeMe Ha KbPMEHE. AKO He ¢ NOCTHIHE NpeKpaTsBaHe Ha MylieHeTo, ynorpebara Ha
Huxoper AHCMHHT OT MylIeINy KbpMadKH TpsAOBa J1a ce 3amovyHe ¢aMo Cliell CHBET OT MEAHIIMHCKH
cnenuanucT. JKeHure TpaOBa Ja H3MOJI3BAT NPOAYKTAa HEIIOCPEACTBCHO Cle] KbPMEHE,

4.7 EdexTH BLpXY cnocoOHOCTTA 3a Wodupane H padora ¢ MallHHK

Huxoper npBkM He oKa3paT eeKT HIM MMAT HEe3HAYUTE/IHO BJIMHHHE
modgupane wiy paboTa ¢ MAIIKHHM.



4.8 HexenaHnu NeKapCTBEHH PEAKIUH

EdexTH OT ciMpaHe Ha TIOTIOHONYIIEHETO
He3aBHCHMO OT M3MON3BAHUTE METOAH, H3BECTHH €4 PAa3NHYHH CHMITOMH, KOHTO C€ CBBP3BaT ChC

CIIMPAHETO HA NPHBHYHOTO W3IOJ3BaHE HA TIOTIOH. Te3H CUMITTOMH BK/IIOYBAT €MOLMOHATHH HIIH
KOTHHTHBHH €(eKTH, Karo OUCGOpHA WIH HMOTHCHATO HACTPOCHHE; Oe3CHHHE; PasApasHUTENIHOCT,
(ppycTpaLldd WIH THAB; TPEBOXHOCT; 33TPYJIHEHO KOHLIEHTPHPaHE H Ge3NOKOHCTBO HIH HETHPIICHHE.
Calno Taka MoXe Ja ce HabmonasaT ¢usnudecky edekTd, kKaTo 3a6aBeH ITyJIC; MOBHINEH ANIETHT HIIH
YBEJIMYABAHE HA TEIVIO, 3aMasHOCT WIH NPECHHKONAIHH CHMITTOMH, KAllUTMIA, 3aleK, KbpBeHE Ha
BEHLMTE MM a()TO3HH 43BH MJIH HazoghapHHTUT. B momeIHEHHE HA TOBA M ¢ KJIHHHYHA 3HAUUMOCT &,
Y€ CHITHOTO JKEJIAHHE 34 MPHEM HA HUKOTHH MOJME J1a JOBEJIE IO CHIIHH MOATHIIH 34 IYIICHE.

Hexe1aRH JICKAPCTBECHH peaKlHu
[ToBeueTo OT HEXKETAHHTE JICKAPCTBEHH PEaKlvM, ChOOLIEHH OT HAlHEHTH ¢a 61y Mo BpeMe Ha

paHHaTta {aza Ha IeUEeHHETO H Hali-Beue ¢ca AO30aABUCHMH.

Hpa3HeHe B ycTaTa U M'bPIOTO MOTAT g Ce MOSBABAT, HO IIOBEUYETO MALMEHTH CE aAalITHPaT
B TIpolLieca Ha ynorpe6a.

AJIEpruyHH peakiiiM (BKJIFOUYMTEIHO CHMITTOMH Ha aHa(pHiIaKcHA) ce CpellaT pAaAKO IPH M3IOI3BaHE
Ha HukopeT AilicMuHT neyeOHa ABBKA.

I['bBI{aTa MOXKC [1a 3aJICTIHEC, H MOKE B PCIKH CiyJdaH JAa IOBPEAH IMPOTC3HTE.

JIaHHH OT KIIMHUYHH H3NHTBAHUSA

be3onacHOCTTa HA HUKOTHH OT AGHHWTE OT KJIMHHYHHM NIPOYYBAHKA CE OCHOBaBa Ha JAaHHH OT METa-
aHalI{3 OT PaHAOMH3HpaHH KMWHAYHHA npoy4yBanust (RCTs) 3a neueHHe Ha criHpaHe Ha
TIOTIOHOIYLIEHETO.

Hukoper I5BKH MOXe 1A MPeAH3BUKAT HeXKellaHH peaKiHH, MoJo0HH HA Te3H, CBEP3aHU ¢ HHKOTHH,

PHIOKEH HO Jpyr HauvH. Hesxenauure peakuumy, HaOmopaBaHH NMPH MAllHEHTH, JICKYBaHU C
OPOMYKO3HH HHMKOTHHOBH [IpenapaTH no BpeMe Ha KIMHUYHU m3rurBanma (HJIP ¢ opoMyko3HH

npenapard ChOOIIEHH ¢ vecToTa > 1% HaeHTH(UIMpaHd OT MeTa-aHAIH3 Ha JAHHWTE OT KIMHUYHH
MpPOYYBaHMA) H TMOCTMAPKETHHIOBHA ONMMT, ¢a H30pOeHH NO-A0NY MO CHCTEMO-OpPraHHHM KJIacoOBE.
YecToTara € ONpPEaesis, KakTo cieapa: MHoro gectd (= 1/10); uectn (=1/100 o <1/10); Heuect
(=1/1000 mo <1/100); peaku (=1/10 000 no <1/1000); muoro peaxn (<1/10 000) u HeH3BecTHa
yecToTa (He MoraT Ja 6baaT OTYETEHH OT HUTHYHHTE JaHHH).

HIIP, YCTAHOBCHH o BpeMe Ha MOCTMAPKETHHTOB OITUT c HUKOTHH
OPOMYKO3HH JICKAPCTBCHH (JOPMH MO KaTEropHs/9ecTOTa, OLCHEHH B KIIHHHYHH [IpOYIBaHMA

CHeTreMo-Oprassa [IpeanoyrtTan TepMHUH Yectora

KJacHPHKANHS

Cobpaeuny napymenns [lanmuramun— HeuectH
TaxuKapaua= HeuecTH

OuHE napylieRHns 3aMBIICHO speHHedaciieno | C Hew3BeCTHa 4eCTOTa
CBI300TACIAHE C Heu3BeCTHA YECTOTa

CroMamno-1peBHHA

Hapymcunns

NMuapus

Cyxora B I'bplIOTO




Jucoarus

Penxu

Opureate

HevectH

E T ]
CroMammHo-4pereH JUcKoMbpopT—

C "Hen3BeCcTHA 4ECTOTa

I ocuT HeuecTn
OpaiHa XHIoecTe3HA" Penxu
OOpasyBane Ha Mexypu M JomeHe Ha | Hevectw

YCTHATA JIMFABHLIA

bosika B ycTHHTE

C HeH3BeCTHA YecToTa

Opanua napecresus’ HeuecTn
I'anene Penoxu
O6mu HapymeHHs ® | AcCTeHus— Heuectn
epextH Ha wmucroro Ha | Juckomdpopr B rppaHua kol  H | HeuecTH
Bk
NpHAOKEHHe fonka HepasnonoxeHue= Heuectn

Hapymenust Ha HMYHHATa | AHadHnakTHUHA peaKipa= C HeH3BeCTHA YECTOTa
CHCTEMA |
Hapymenns ma HepBHaTa | ['bpUoBes++ C Heus3BecTHA 4YECTOTAa

CHCTEMA

Hapymenus HA MYCKYJTHO-
CKeNEeTHATR CHCTEMA W
CheAHHHATENHATA THKAH

=

Crarate Ha MYCKYJa~
L
bojika B 4emocTTa=

C HeH3BeCTHA YecTOoTa
HeuectH

Y FE¥

Heuecru

Ilcuxnann Hapymenus Heobuyaiinu crHUIIA

Pecuapatopun, rpeasd m | bpoHxocnazsm Heuecrn

MeIHACTHHAIHH Huchonun Hedectn

HApYIICHHUH TucrHes— Heuecru
HazamHa xoHrecTia Heuectn
OpodapuareayiHa 6onka Heuecru
Kuxane Heuectn
Crsrane B repjoTo Heuectn

Hapyumienan Ha KoKaTa H
HOAKOKHATA THKAH

AHrHOEEM™
Epurema’
Xunepxuaposa
Crpben—

L1

YpTyakapHaA=

C Heu3BeCTHA YeCTOTA
C Heu3BeCTHA yecToTa
HeuectH
HegectH
Heuectn

Hevectu

BackyJapHn HapymeHAs

[J 2

3ayepBABaHE HAa KOXKATa>

Ll

XUMEPTOHHA=

* Crarane Ha HemoCcTTa H 00N1Ka B YEIIOCTTA NPH HHKOTHHOBH IbBKH

** cHeTeMHM eexTH

¥ cucremeH eexT, WICHTHOHUMPAH caMo 3a NeKapcTeeHd GopMu, NPHIArAHHA Npe3 HOLITa




*# #*+Cr0o0meHH ca CIyJan HA [HPYUOBE IPH JIHTIA, NPHEMANTH AHTHKOHBY/ICHEHA TEPAITHA HIH ¢ ZHAMHE34 32 efHIIEACHA,
# Cro0leHH €HAKBO WITH ¢ NO-MAJIKa MeCToTa OT muaucdo

Crofumasane Ha NOAO3MPAHH HEXKENAHH PEaKIMK
CrofiapaHeTo Ha TNOAO3HPAHH HEXKENAHM DEAKIMH CJie]l paspeljaBaHe 3a ynoTpeba Ha

JICKapCTBEHHA MIPOAYKT € BaKHO. ToBa MO3BO/IABA A4 MPOABIDKH HAOMOAEHHETO HA CHOTHOIUEHHETO
MONBA/PHCK 33 NeKApCTBEHUS npoaykt, OT MeAMIMHCKUTE CTIEHUATIACTH CE€ H3HUCKBA Ja chodluapar
BCAKA [OA03MPaHa HexKerlaHa peaKilis Ype3 HallHOHATIHATA CHCTEMA 3a ChoOIIaBaHe B

HznbiHUTENHA areHUu 110 IeKapcTBaTa
ya. ,JdaMaH I'pyes” Ne 8

1303 Codna

Ten.: +359 2 8903417

yebcaiit; www.bda.bg

49 Ilpeaozmpane

CuMmIrroMrdTe Ha TIpeAO3WpaHe ¢ HUKOTHH oT Hukoper AiCMHMHT jed4eOHAa ObBKa MOrar Ja
BB3HHKHAT [PH MyMIAYUTE KOHTO NpeH TOBa ¢a MMaiH HHCHK MPHEM HAa HUKOTHH OT LIHIapH WIH
APYTH M3TOYHHIIH HA HUKOTHH W €IHOBPEMEHHO ¢ Topa u3mon3BaT Huxoper AdcMHHT seueOHA
ABBKA.

OcTpara ¥ XpOHHYHA TOKCHYHOCT HA HUKOTHH IIPH YOBCKA € CHJIHO 3aBHCHMa OT Pe)KHMa H Ha4YHHA
Ha mpuiIoxkeHue., M3pecTHO €, Ye aganTaudsTa KBM HHKOTHH {HanpUMep MNPH {IylIa4YH) 3HaYMTe/IHO
YBENM4YaBa MOHOCHMOCTTA B cpaBHeHHe ¢ HemyliayH. OcTrpara MHHMMAJIHa JieTajlHa OpajlHa H03a
HUKOTHH C€ cMATa, 4e ¢ 40 10 60 mg npu Aeua (mepopalieH MpreM Ha TIOTIOH OT IurapH) wiH 0,8 no
1,0 mg/kg nmpu BB3pacTHH HETyIIaYH.

CuMIITOMHTE Ha TNIpefo3MpaHe ¢a CUMITOMH HA OCTPO HHKOTHHOBO OTPAaBAHE M BIJIKOYBAT TaZiCHC,
NOBpBIAHE, YBEJNHYEHO CIIOHOOTACHAHE, KOpeMHa Oonka, muapHf, M3IOTaBaHe, riaasobonue,
3aMaiBaHe, HAPVYIUSH CJIYX H noauepraHa caaboct. IIpy BHCOKM A03M Te3H CHMIITOMH MOXE Ja C€
NOCAEHBAT OT XMNOTEH3HA, cial M HepUTMHYEH MyJiC, 3aTPYAHCHHA B JAHIIAHETO, NPOCTPALHA,
HHPKYJIATOPEH KOJIAIIC U FEHEPAIU3HPAHH I'BPUOBE,

JI03: HMKOTHH, KOHMTO C€ TIOHACAT OT BBL3PACTHH MyLIaYH [0 BPEME Ha JICUCHHETO, MOXKE Ja
NpeaU3BHKAT TEKKH CHMITTOMH Ha OTpaBsHE NMPH MAIKHU Aela, KATO MOXe Jia AOBeAAT A0 CMBPT.
[lopo3MpaHo HHKOTHHOBO OTPaBsiHE NpH aere TpsOBa Ja ¢e cuMTa 3a CIICHIHO CBCTOSAHHE H Aa Ce
nekyBa He3abaBHO.

Jevenue na npedosupanemo
ITpunoxenueTo Ha HHUKOTHH TpaOBa fa ce crpe HezabaBHO M MALHEHTUTe TpAGBa na ce JIeKyBat
CHMITTOMATHYHO. AKO IPEKOMEPHO KOJIMYSCTBO HUKOTHH €€ MOrbJIHE aKTHBHHMAT BBRIVIEH HaMallABa

CTOMaUIHO-YPEBHATa pe3opOLMa Ha HUKOTHHA.

PHCKET OT OTpaBsiHE B PE3YJITAT HA NOTITBIAHE Ha AhBKATa € MHOTO MANbK, Thif KaTo abcopOmHaTa B
OTCECTBHETO Ha ALBYeHe ¢ OaBHO H HEITBAHO.

Ha ce cpxpaHiaBa Ha MACTO, HEAOCTHITHO 3a Jelia. B ciyyaii Ha mpeao3upaHe, BeaHara naudeHTsT Aa
ce cRbpe ¢be CrnelnmHa moMoi,




5, ®APMAKOJIOTHYHH CBOMCTBA
5.1. DapMakoJHHAMHYHH CBOHCTBa

QapMako-TepaneBTHYHA I'pyna; JIEKapCTBa, M3M0I3BaHH IIPH HUKOTHHOBA 3aBHCHMOCT
ATC kon: NO7BAO1

HHKOTHHBT € arOHHCT Ha HHKOTHHOBHTE PELICITOPH B IEpH(iepHATa H LEHTPAIHATA HEPBHA
cucreMa M MMa m3paseHd [IHC u cepaeuno-cpa0Bn edekty. BHe3anHOTO cnupaHe Ha
YCTaHOBE€HOTO, PEAOBHO M3MOJI3BAHE HA THOTFOHEBH MPOAYKTH BOJH A0 XapaKTepHHA CHHAPOM Ha
CHMIITOMHTE HA OTHEMaHE, BKIIOYMTENTHO HUKOTHHOB IM1aj (3KeNaHHUEeTO A2 C¢ ITYyLIH), KaKTO €
ONMUCaHO B TOYKa 4.8. KnuHuunute Npoy4YBaHHUs N0Ka3Bar, Y€ [POAYKTHTE 32 3aMECTBAHE Ha
HHKOTHHA MOTaT Ja MOMOTHAT Ha IylIaYyyTe [1a C€ Bb3ABPIKAT HIIH a HAMAJIAT TIOTIOHOIMYIICHETO,
KaTo 00JIeKYaT Te3H CHMITTOMH Ha oTHeMaHe. [lo-rofdaMara JacT OT MylIa4yHTe HAIOaBaT Ha TerJIo
MpH CIIHPaHe Ha TIOTIOHOMYIIEHETO. B KIHHAYHE NpOy4YBaHH € JOKAa3aHO, Y€ HHKOTHHO-
3aMECTUTE/IHATA Tepanus HaMalliBa HaZlaBaHEeTO Ha TeTHO Ce/l [IPeYCTAHOBABAHE HA JICYEHHETO.

KinnanyHa epuKacHOCT

O6mo 479 nmywayd, MOTHBHPAaHH Ja e OTKaXKaT ¢a OM/IH BKJIFOYeHH B MHOTOLISHTPOBO,
pPaHIOMH3HPAHO, ABOHHO CHAIO, IIALEOO-KOHTPOIHPAHO, S2-CeAMHYHO NMPOYYBAHE 3a CITHPAHE Ha
TIOTIOHOMYLIeHeTO. [lalMenTHTe ca NOMyYIN MBJIHO JICYEHHE 33 MEPBUTE 6 CEAMMIIH, KATO
BIIOC/E/ACTBHE C& HamManasa ynoTpebaTa npes cneasamute 6 ceqmuuy. CiyvaiiHa ynorpeba Ha
NPOAYKTa c€ paspewmasa A0 24-rara ceagMuna. OCHOBHATA LI/ HA MPOYUYBAHETO € J1a €€ OUCHU
eHKACHOCTTA Ha HUKOTHH CIPAMO ILIANEe00 B IIOCTHTaHeTo Ha MPOIBDKHTEIHO BB3AbPIKaHHEe OT
MOCEINEHHATA Npe3 2-paTa CEAMHLA BKIIIOYHTENIHO A0 6 ceAMHUA, 24 CeMHIIA ¥ CHOTBETHO 52
ceaqmuia. Hukotnnst e 6mn 2,5 (RR 2,48) meTr no-edekTHBeH pH NOMAraHeTo Ha MyLIayuTe Ja Ce
BB3ABPXKAT Ha 52 ceamuna (P = 0,007) B cpaBHeHHe ¢ manebo. Bwkre Tabnvuara no-aony 3a
4YE€CTOTATA HA CIIHPaHe Ha TIOTIOHOMYILISHETO.

CO-nipoBepeHH MPOLICHTH Ha HEHPEKBCHATO BE3ABPXKAHKE OT ceaMuIia 2. Jlanau ot dasa 11
npoy4Base npu 479 nanMeHTH.

Bpeme Cnpeid ITnanebo P croiiHoCT Heuerno CBOTHOLICHHE
(n=318) cripei CBOTHOILLIEHHE | PHCK
(n=161) [95% CI] [95% Cl]
Cenmuna 6 26.1% 16.1% (n=26) | 0.014 1.83 [1.12, 1.62 [1.09,
(n=83) 3.00] 2.41]
Ceamuna 24 | 15.7% (n=30) | 6.8% (n=11) 0.006 2.54 [1.28, 2.30 [1.23,
5.04] 4.30]
Cenmuna 52 | 13.8% (n=44) | 5.6% (n=9) 0.007 2.71[1.29, 2,48 [1.24,
5.71] 4.94]

JbBKaTa CHABPXKA pelMLa CHCTABKH, 33 KOMTO € HM3BECTHO, Y€ OTCTpaHsABAT METHA MO 3BOMTE,
KNMHUYHHATE H3TTHTBAHHA ca JIOKa3alH, e JbBKaTa nomara 3a nofoopsasaHe Ha Genorara Ha 3b0MTe.

3.2 PapMakoKHHETHYHH CBOlicTBa

CnenoBaTeIHO HUKOTHHET € cllaba OCHOBA ¥ ABWKEHHETO My Nnpe3 KIeThUHATa MeMOpaHa 3aBUCH OT
pH. Ton e necHO pa3rBopuM, KaKTO BbLB BOJA, Taka H B JIMNHAH B saBHcHM -'W NTa Ha
vonnsanusa. MMa ABa crepeouzoMepa Ha HMKOTHHA, (S)- 1 (R)-Qopma, HO cg¥ “FHAK( -
OHOJIOrHYHO AKTHBEH.

PapMaKOKHHCTHYHHTE M3CJIe/[BaHUA Ha HHKOTHHOBHTE MNPOAYKTH ca mp

MyLOAYH,




Abcopbums

OCHOBHaTa YacT OT HUKOTHHA, OT/e/ieH OT ILBKHTE, ce abcopOupa B ycTHATa NTHIaBHIIA.

BbB (apMaKoJIOrHYHO NPOYUYBaHe ¢ ABBKa oT 2 mg (BKIIOUMTERHO 17 cybexra) ce HOKa3Ba, qe
[UIa3MEHHMTE KOHLICHTPALHH Ha HUKOTHH ca IMOJY4YeHH B pAMKHTE Ha 5-7 MHHYTH CJie]l HA4alloTo

Ha OBBYEHE M JOCTHTAT MakCHMYM B Kpas Ha JAbBueHero (1.e. cinex 30 MHHYTH OBBYEHe,
H3MON3BaKH METPOHOM 33 KOHTPO HAa CKOPOCTTA HA AbBUEHE) WM CKOPO CJie/ TOBA.
KonuuecTsOTO HUKOTHH, U3BJICYEHO OT €[HA ABBKA, 3aBUCH OT TOBA KOJIKO CHEPrHYHO H 33 KOJIKO
BpeMe ce abpsue. Crnen 30 MUHYTH THBYEHE CBC CKOPOCT HA €AHO AbBYCHE HA BCCKH JIBE CEKYHIH,
CpelHHTe KOJMYECTBA M3BJII€YEeH HHKOTHH OT 2 mg AbBKa Bapupat Mexiay 1,3 ¥ 1,6 mg B
(apMakOKHHETHYHH MpoyuBamuas H Mexny 2,5 H 3,5 mg or 4 mg nobpBKa. PasmephT Ha
abcopOHpaHHMAT HUKOTHH 3aBHUCH OT CBOTHOIICHHETO Ha MA03aTa, H3BJCYEHA OT [ABBKA H
MPONOPUMATA, 3ary0eHa rmopaay MperibllaHe H MOCISABALIO IBPBO IPEMUHABAHE CTHMHHUDAHE B
qepHUA Apo0.

IlpeacTaBUTEIHH CPEHN CTOWHOCTH Ha (PapMaKOKWHETHYHH NApaMETPH 3a ABBKA Ca [IPCACTABECHH B
TabnHilaTa No-a0y. |

MNpoayxT ®apmakoku CpeaHu CTOHHOCTH
HeTUMUYEH
napameTbp
Cinax 4.7 ng/mL
Trmax 30 min*
2 mg neyebHa obEKA AUC- 14.7 ng/mlxh
Cssmin 14.1 ng/mL
Coesmax™ 16.2 ng/mL
4 mg neyebHa AbBKa Crmax 8.7 ng/mL
Timax 30 min*
AUC- 28.2 ng/mLxh
CSS.ITIirIH 26.3 ng/mL
Cosmax 33.3 ng/mL

* Meauana ‘
** EnHa NbBKA, IBBICHA B MPOLDKEHHE Ha 30 MHHYTH HA BCEKH vac B IPOALIKEHME HA 1] Faca

BHOHATHYHOCTTAa Ha HUKOTHHA, MPHJIOKEH ¢ KJIaCHYeCKa ILBKa OT 2 mg e 65% u MeHTOBa AbBKa 4
mg ¢ 54%.

PasnpoctpaHeHHe
O0eMBT Ha pasmpeAc/ICHHE CJlell HHTPABeHO3HO MTPHJIOKEHAE Ha HUKOTHH € H3CJICABAH B MHOXKECTBO

npoyuBaHus. B IecT npoyuyBaHMa cpeHHTE CTOMHOCTH BapHpaT Mexay 2,2 u 3,3 L/kg.
Cebp3BaHeTO Ha HHKOTHHA C IUIA3MEHHTE NPOTEHHH CE CHHTa 3a HHCKO, OKONo 5%. CieloBaTenHO
HE C€ OYaKBa MPOMEHMTE B CBBP3BAHETC HA HUKOTHHA OT ynoTpedaTa Ha ChIIBTCTBALIM JIEKapCTBA
WK TPOMEHKTE Ha IUIA3MEHHTE MPOTEHHM OT GOJIECTHH CHCTOSHHA A2 MMAT 3HAYHTE/NHH e(eKTH
BBPXY (PapMaKOKHHETHKATa HA HUKOTHHA.

HaYHH Pe3yJNTaTHTS OT MPOYYBAHHA ¢ HHTPABCHO3HO MNPHIOKCHHUC HAa HHK

Fi L)
ONMHCaHWE Ha pasnpeneiieHuero, OHorpaHcdopManuaTa, MeTaboiu3Ma H €KCKpe ety |
% *‘,f;;;;?" o
* q")‘ . .-Dv‘



OCHOBHMAT €JIMMHHHpAIL OpPraH € 4epHUAT Apo0, BBIpekH 4¢ Oenwre ApobOBE H MO3BKBT CHUIO
METaCONM3UPAT B MaIKAa CTeNeH HHKOTHHA. EHIAMET, KOWTO OCHOBHO Yy4acTBa B
OuorpanchopManuaTa Ha HukoTHHa, € CYP2 A6. Minenrudunmpanu ca cefieMHaaeceT MeTaboHTa
Ha HHKOTHHA, BCHYKH OT KOWTO C€ CMATAT 3a NO-MAIKO aKTHBHM OT U3XOAHOTO CHEIHHEHHE.
[IepBUYHHAT MeTa0ONUT Ha HUKOTHHA B IUIA3MAaTa, KOTHHHH, HMa KpaeH mony:<HeoT or 14 mpo 20
yaca; IUIasMeHHTe KOHLICHTPAlHH HA KOTHHHH HAJABHILABAT Te3X Ha HUKOTHHA 10 IBTH.

EnvmunHpaHe
JoxnaaBaHi ca CpejiHM CTOMHOCTH Ha OOLIHA KIHPHHC HA HHKOTHHA Mexay 66,6 u 90,0 L/h u
NOIY>KHBOTHT Ha SIIMMHHUPAHE € CpEeAHO OKoJo 2-3 yaca.

OcHoBHUTE MeTa0OJTUTH HA HUKQTHUHA B YPHHATA ¢4 KOTHHHH M TPAHC-3-XUAPOKCHKOTHHHH. CpeaHo
10-12% ot abcopOupanaTa HHKOTHHOBA /1034 Ce €KCKpeTHpa KaTo KOTHHHWH H 28-37% OT [03aTa c¢
EKCKpETHpa KaTO TPaHC-3-XHAPOKCHKOTHHMH.

Oxono 10-15% oT HUKOTHHA Ce €KCKPEeTHpa HEIPOMEHEH ¢ ypuHaTa, Benpexu ToBa, npH HHCKo pH
Ha ypHHaTa (nox 5), a0 23% or mo3ara HHKOTHH ce eKCKpeTHpa HenpoMeHeHa. Cpennn AUCw ot
14,7 1 28,2 ng/mLxh ca mocTurHaTH cne NPUAOKEHHE HA bBKA CHOTBETHO OT 2 M 4 mg.

brpeuna HeAOCTATHUHOCT
[IporpecusHara TexxecT Ha OBLOpeyHOTO YBpeXKJAaHe € CBRBp3aHa ¢ HaMaJieH OOl KIHPBHC Ha

HAKOTHHA, HHUKOTHHOBHMAT KIMPEHC € HamaneH cpeado ¢ 50% npw nuua ¢ Texkko 6n0peuHo
yBpexnaane. lloBUIleHH HHBa Ha HUKOTHH ¢a HaOmogaBaHd INpH OylIayH, MOAJIOKEHH Ha
XEMOJHaNu3a.,

YepHoapobHo YBpexKIaHE
[Ipu mymauu ¢ yepHOApPOOHA LHMpO3a, HO CaMO ¢ JIEKO YBpeKAaHe Ha YepHOAPoOHaTa QyHKIHA CKOP

no Child-Pugh 5), papmakoknnernkaTa Ha HHIKOTHHA He C€ MOBJIHABA.

Bobapeku ToBa, Opy MyLIauyd ¢ yMEPEHO yBpeaeHa yepHoapobHa dysxkiusa (ckop no Child-Pugh 7),
ce cpoOmaea, 4e oO0mWMAT KIHpHEHC € HamameH cpeaHo ¢ 40-50%. Hsama pgaHHM 3a
(apMakoKHHETHKATa HA HUKOTHHA TIPH MyIradd ¢kbe ckop o Child-Pugh nan 7.

I'epyHaTpHUHM MTALIHEHTH
OOWHUAT KIHPBHC HA HHKOTHHA € HaMaJieH MPH 37IpaBd BH3PacTHH CYOEKTH, HO OTKJIOHEHHATA Ca

NIPOMCHJIHBH H HC €€ CYMTAT 3a A0CTaTh4YHO BAXKHH, 3& Aa CIIPpaBAAAT Oﬁl.ll;H KOpPEKIIHH Ha O0o34aTa B
3aBHCHMOCT OT BB3pacTTa.

53 IpeaxMARYHR JAHHH 32 (€30MACHOCT

In vitro ¥ in vivo TecTOBEeTE 3a I'eHOTOKCHYHOCT Ha HHKOTHHA JAABaT NpeJUMHO HCTCHOTOKCHHYHH
pesynrati. HakoM NONOXKHTENHU in vitro W in vivo pe3ylTaTH OT TeCTOBE 3a I'CHOTOKCHYHOCT Ca
JOKIANIBAHH, HO H3CACABAHHA, HU3ON3BAIUHA PEryJaTOPHHA NMPHETHTE aHATM3H H MPOTOKONH HE Ca
MOKa3aJid ZOKA3aTeJICTBA 34 TeHOTOKCHYHA AKTHBHOCT B TCPAIICBTHYHY AO3H.

AHanu3 Ha Pe3yJITATHTEC OT ABJTOCPOYHH AAHHH OT AHAJIH3H 33 KaHLEPOT€HHOCT ¢ HUKOTHH WIIH
KOTHHHH, OCHOBEH MeTa00MUT Ha HWKOTHHA, MMOKA3BaT NMPEAUMHO, Ye¢ HHMKOTHH HAMAa 3HAYMTC/THA
FUTH 3HAYHMa KAHLEpPOr€HHA aKTHBHOCT.
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6. ®APMAIEBTHYHH JAHHH

6.1 CnH¢BK Ha NOMOIIHHATE BEIIECTBA

Hopo:

baza 3a nnBKa

Kennuron

MeHTOBO Macao

Hatpues kapOoHat Se3rojieH
Aunecyndam kammii

JleBOMEHTON

MarHe3ueB OKCHI JIeK
XHHOMMHOBO KEaTO E104 Al nak

Bvmpewen ghunm:

Apomatr Winterfresh RDEA-149 (chabpxka: nmoauu3oOyTHIeH, OyTiioBa ryma, TeprncHOBa CMONa,
NOJIHBHHIJ AlleTAT, NONUETHIIEH, TapadHHOB BOCHK, MIMLEPOIOBHA €CTEPH HA MAaCTHUTE KHCCIIHHH,
KaJiliHeB KapOoHat, 6yTHiMpaH XHApokcuTomyeH E321)

Xunpomesnosza

Cykpanosa

Homucopbat 80

Bovrwen gpunm:

Kcunuron

IIpexenaTHHU3HPaHO HHINECTE

Turanos guokcun (E171)

Apomar Winterfresh RDEA-149 (cpabpxka: nonumzo0yTiieH, OyTHiIOBa r'yMa, TEPIICHOBA CMOJIA,
MOMMBHHMUII ALICTAT, NOJUECTHIIEH, NapadhHHOB BOCHK, MITHUECPOIOBH €CTEPH HA MAacTHHUTE KHCCIHHU,
KaTyHeB KapOonat, OyTummpan xuapokcutomyeH E321)

Kapnay6cku Bochbk

XWHONIHHOBO KbiTO E104 Al nmak

6.2 HechBMeCTHMOCTH

Henpunoxumo.

6.3. Cpox Ha rogHocTt

3 TOIMHH

64. CoenuajaHH ycJIOBHA HA CHXPAHECHHE

Ja ce cpxpaHsaBa noa 25°C B OpUrHHAIHATA ONIAKOBKA, 3a Ja ¢e MPEANA3H OT CBETIIHHA.

6.5. Buam cbpaBPKAHHE HA ONAKOBKATA

12 6p., 15 6p., 24 6p., 30 6p., 48 6p., 90 Gp., 96 6p., 105 Gp., 204 6p. u 210 6p. ALBKU B ONUCTEPHA
onaxoBka (Onucrepw ot 12 ywim 15 6p.) H THCTOBKA B KAPTOHEHA ONAKOBKA.

BaucTepHara omakoBka ce c¢b¢ToM oT PVC/PVDC M M alyMHHHEBO ¢
E€Maiin.

He BcuukM onakOBKM Morat zia OBJaT IyCHATH Ha 1a3apa.
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6.6 Crienmaany npeANasHE MEPKH IPH H3XBbpJ/IsSHE

HensnoassaHuAT JieKapcTBeH MPOAYKT WIM OTHAZBUHMTE MaTepHaid oT Hero TpiabGsa ga ce
H3XBBPJAT B ChOTBETCTBHE ¢ MECTHHUTE H3HCKBAHUA,

7. IIPUTEXATEJI HA PAZPEHIEHUETO 3A YIIOTPEBA

McNeil AB
SE-251 09 Helsingborg
HIrerus

8. HOMEP HA PAPEINIEHHETO 3A YIIOTPEBA

Per. HoMep: 20090238

9. JATA HA HODBPBO PA3PEIIABAHE/MOJHOBSABAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA |

Jara Ha MbpBO paspewasane: 22 Maii 2009

Hara Ha nonHoBaBane: 23 CenremspH 2014

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

11/2023
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