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1. FME HA JIEKAPCTBEHHS MPOIYKT 70 6,00 2|]‘25

Hukoper ANCMHUHT 2 mg jeyeOHa 1bBKa
Nicorette Icemint 2 mg medicated chewing gum

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Enna abBKa chabpika 2 mg HUKOTHUH KaTO HUKOTHHOB-pe3uHaT KoMiuieke 20%.

[ToMOLIIHO BEeLEeCTBO ¢ U3BECTHO JAEUCTBHE: KCHJIUTO!I

3a NbJIHKUA CIIUCBHK HA MOMOLIIHUTE BelllecTBa, BHXKTE Touka 6.1.
3. JIEKAPCTBEHA ®OPMA

JleueOHa nbBKa.
bsana no cBeTJIOXBJITEHUKABA KBaJipaTHa JieyeOHa IbBKa C MEHTOB apoMar, ¢ pa3Mepu okoio 15 x 15
X 6 mm

4. KJIMHUYHHU JAHHHA
4.1. TepaneBTHYHH NOKA3AHHA

3a neyeHHWe Ha HUKOTHHOBA 3aBUCHMOCT upe3 00jiekyaBaHe Ha HHKOTHHOBMSA IJ1aJl H CHMITTOMMTE Ha
OTHEMaHe BbB BpPb3Ka CbC CMHUPAHETO Ha TIOTIOHOMylueHeto. Hukoper ANCMHUHT JieyeOHa abBKa
MOJKE J1a C€ U3IM10JI13Ba, 3a Ja:

- JIEKYBa MPUCTPACTABAHE KbM MYLUEHE IPH IyLIa4yd, MOTUBHPAHH J1a CIPaT LIMrapure;

- IoMara Ha InyliaydTe rnpu BpeMeHHa aOCTUHEHLMA, KOraro MyueHEeTO Ha LMrapd € HEBb3MOXKHO
WJIM HEXXEJaTeJTHO;

- IoMara /J1a ce HaMaJli MyLIeHeTO NPH IMyllayd, KOUTO HE MOraT WJIM HE >KeJasT Ja crnpar aa MmyLuar.

CbBeT M noakpena 0OMKHOBEHO yBeJIMYaBaT CTEMNEHTA Ha ycrex.
4.2 Jlo3MpoBKA H HAYHH HA NPHJIOKEHHE

MoHoTepanus

Jlo3upoBka

Jleya u onoudu

JleueOHnara aAbBKa He TpsiOBa Ja ce rnpuiiara rnpu jdua Ha su3pact noa |8 roguuu 6e3 npenopbka ot
MEIMIIMHCKH crnielanuceT. HaMa KOHTpOoJIMpaHu KJIMHUYHM JJaHHH ¢ JleyeOHaTa JIbBKa NMPU KOHOLLH
noj 18-roauiiHa Bb3pacr.

Bw3pacmuu u nayuenmu 6 cmapyecka 6v3pacm
JleueHHeTo € UHAMBUYATHO U 3aBUCHU OT 3aBUCUMOCTTA HA Myluaya OT uyrap
Bapupa mexxay 8 ¥ 12 abBku. l1pH nywayum c jieka 3aBUCUMOCT (UHHTO pesy
HUKOTHHOBA 3aBUCUMOCT (FTND) e no-HucHK OT 6 Wi OpoAT Ha M3IyLUIEH
manbk OT 20), neyenunero ce 3anousa ¢ Hukoper AHCMHUHT 2 mg neyebHa




BMCOKa 3aBHCUMOCT JieueHHeTOo ce 3anouBa ¢ Hukoper AlicMUHT 4 mg neyebHa abBKa.
Ha He ce u3noaseat noeeue oT 30 IbBKH JHEBHO.

Cnuparne Ha MIOMIOKONYULEHEMO

[IpenopbunTenyaTa NpOIBL/DKUTENHOCT Ha NedeHHeTo € 3 meceua. Cnen TosW MiepHoA, NMAUMEHTHT
TpaGBa Ja HaManu aAHeBHaTta no3a. Jledenvero Tpabsa fa cripe, koraTo Ao3ara ¢ Hamanm Ao 1-2 AbBku
JAHEBHO.

Hamanenue na momononywenemo

HukopeT AicMUHT neuebHa AbBKA MOXKE [1a C€ H3IOA3Ba MEXAY udrapure. 14 ce npenopbusa Aa ce
W3M0N3Ba, KOraTo € HeoOXOIMMO, KOrato ce IoABH HEeOOXONHMMOCT aa ce Mmyluu, Aa €€ YBEeJH4YH
nepuona 6e3 TIOTIOHONMYIUEHE BBH3MOXKHO HAK-ABLJICO W [1a c€ HaManu OpPOST Ha W3MyHICHWTE LMrapH
JHEBHO.

AKO HAMa HaMalleHHe B NoTpebACHHETO HA LUrapy cliesi 6 ceaMHLM, € HeoDX0aHMa KOHCYJITaLHe ¢
nekap.

HauanoTto Ha jieyeHUueTo TpadBa 1a € ¢ HAMEPEHHETO Aa Ce Cripe BbL3IMOXKHO Hal-CKOpO IMyLIEHETO
(HO 3a nepuoa OT MakcHUMyM 6 Mecela). AKO TOBAa HE ce CIIy4d A0 9 Mecena ciaea 3anoyBaHe Ha
NEYEHHETO, BBIPEKH MOJIOKEHUTE YCHINA Ja C€ OTKAKAT LIMrapuTe, ¢ HeoOXOauMa KOHCYJITALMA C
neKap.

OOUMKHOBEHO W3MNOI3BAHETO HA TO3M BHA JIMEHME MoBe4e OT 12 Meceua He ce npenopbuBa. Hakow
MyLIaYyd MOXKE Aa MMaT Hy»JAa OT MO-NMPOSB/DKHTENHO JICUeHHe, 3a 1a W30erHar nogHOBABAHETO Ha
MYLLICHETO.

OcTaHaNHTe H3NHLIEH OBBKHY TpAOBaA Na ce 3ana3aT, TbH KaTO MOXE BHE3ANTHO A4 CE NOABH XENaHHE
3a MyLUEHE.

CnupaHeTo Ha TIOTIOHOMYLIEHETO MOXE Ja HMa YCneBaeMOCT 4pe3 AOMBbIHHUTENIHH MEIHLMWHCKH
CbBETH M NpenopbkKu. AKO MAUMEHTHT MMAa HAKAKBH CbMHEHHWA, MOXE [a MOMUTa JI€Kap HIIH
¢hapMalLEBT 3a CBLBET.

Bpemenno ev3ovpacane om miomiononywuetie
JIbBKAaTa C€ M3NMON3Ba B MEPUOAHTE HA BB3AbPKAHE OT TIOTIOHOMYUIEHE, HAlIpKMEp B MECTaTa, B
KOMUTO HE ¢e MyUIM, WM B JPYTH CHTYalHH, KOraro ¢¢ Mcka Na ce u3berne myuieHero, a UMa TakoBa

KCJIAHHE.

Havuun na npuwroocenue

Muekata Hukoper AHCMHHT TpsaGBa Ja ce AbBUe DaBHO C NOYMBKH 34 NMPHONHIUTENHO 30 MUHYTH.
IbBKaTa TpAOBa Ja ce AbBYE AOKATO BKYCHLT CTAHE CHIICH WIIH MMa JIEKO ycelllaHe 3a napeHe. Crnen
TOBa c€ OCTaBa MeX Ay Oy3aTa M BeHelua JOKATO BKYCHT W/HWAM YCELIAHETO W34YE3HAT, Cled TOBA ce
NbBU€ OTHOBO DABHO U cE€ NOBTOPA.

[TIprnaraHero Ha HHKOTHUH TpAOBa BPEMEHHO Ja Ce Cnpe Npd nossa Ha CHMITTOMH Ha Ipeao3HpaHe.
AKO CHMITTOMMTE NPOJBL/DKAT, MPUEMBT HA HUKOTHH TpadBa 1a ce Hamanu uype3 HaMalfgBaHE Ha
YeCTOTa Ha NpHEM WIH KONHYECTBOTO Ha A03a.

KoMOHHApDABA TEepANKS

[Tymaum, KOUTO NMOTYYAT JKeJIaHUE 32 MyLUCHE 10 BpeMe Ha JIeueHHe C eJH8 HHKOTHHOBA
samecTuTenHa tepanus (H3T) wnm kouTo He nocturat ycnex ¢ eqda H3T, Morar aa n3nomnsear
Hukoper Knubp TpaHcaepManeH nnactup B KomOuHauus ¢ Hukoper AlicMUHT 2 mg neyebHa AbBKa
3a 6Bp30 OONEKUCHHE HA JKETAHMETO 33 MyLLEeHE.

[Torpeburenar TpAOBa Aa HAMpaBH CHLIO CNPaBKa H ¢ NPOAYKTOBaTa HHOpMa
Knubp TpaHCAEPMAaHM IUTACTHPH.

[TymaunTe TpabBa Aa cnpaT Aa MyUIAT HaTBJIHO NO BPEME Ha Kypca Ha Jieye



IIpenopvuumenra ynompeba na mpancoepmanen naacmup 6 KomMOunayus ¢ Ovexa 2 mg 6 mabauuna

dopma:

TaGauna 1. Bacoko nEBO Ha 3aBucEMOCT: Ilyma«an ¢ BECOKA HHKOTHHOBA 3ABHCAMOCT
(onenxa mo Fagerstrom 33 HEKOTHHOBA 3aBACHAMOCT > 6 HaH > 20 nurapu Ha A¢H), KOHTO
NOJIY4AT JKeJIAHHE 34 NyillleHe N0 BpemMe Ha JIeMeHHe HJIH KOHTO €A C¢ HPOBAJIHAH ¢ ¢AHEHYHA

H3T

Jlosa | TlepHonorbpeme

1 nnacrup [IpsuTe 8 ceaMHULIH
{ 25 mg/16 h

Crbnka 1

Ctbnka 2

Cnen
Crbnka 3

15mg/16h | 2 ceqmMuu
10mg/l16h | 2 cenmuum
Hsama

Cnen ceaqmuna 12

Criopen HyXXAWTE, HO He NoBeye oT 16 JbBKH

(Obuuaiinara go3a € 5-6 IBBKH Ha JACH
Cnopea HyKOHTE, HO He noseue ot 16 ALBKHU
Ha JIeH.

Cnopen Hy»XauTe, HO He NoBeue OT 16 AbBKH
Ha ACH.

[Tpn Hyx1a, HO HamaneTe Opos Ha ABBKUTE,
Jleuenuero TpadBa na ce cnpe, KOraro
[03aTa ce HAMAM oo 1-2 obBKH HA AeH. He
H3MON3BaiTe NoBeye oT 16 IbBKH Ha JIeH.

Jlo MakcuManHo 12 Mecena

Ta6auna 2. Hacko HuBo na 3aBacEMocT: Ilymauum ¢ mo-HHCKA HHKOTHHOBR 3ABHCHMOCT
(omenxka mo Fagerstrom 3a AHKOTHHOBA 3aBHCHMOCT < 6 nim < 20 uurapm Ha JeH), KOHTO
NOJIVYAT JKeJJaHHe 33 NyIene N0 BpeMe Ha JleYeRHE HJIH KOHTO A ce MPOBAJIRIIH ¢ ¢AHHHY1HA

H3T

Ho3a : ] l'le_Elln,u OT BpemMe

Crbrika 2 ] mnactup | [TspeuTe 8 cenmuLy
15mg/ 16 h

Crbnka 3 1 nnacTup l'Inc.ne,uHm-e
10 mg/16 h | 4 ceamMHLM

Cnen Cnepn Ceamuua 12

|
Crbnka 3
4.3 IIpoTHBONOKA3ARUS

Cnopea Hy>Ka1Te, HO HE TIOBEYE OT 16 ABBKH
Ha JeH.

Obnuaiina nosae 5-6 AbBKM HA ICH
Cnopen Hy>XauTe, HO HE 11oBeve oT 16 TbBKH
Ha JIcH.

AKoO e HeoOXoaHMOo, HO HaManeTe Opos Ha

abBKyTE. Jleuenuero Tpabea na ce cnpe,
KOraTo A03ara ¢¢ HaMaJu a0 1-2 AbBKU Ha
IEH.

He u3nonseaiite noseve ot 16 1LBKH Ha JeH.

1o makcumanHo 12 Mecela

CBpbXYYBCTBUTENTHOCT KBM HHMKOTHH WJIM KbM HSKOE€ OT [MOMOLIHHTE BElUECTBa, HW3OpOEHH B

Touka 6.1.

44 ChnensajHE NpeaAYOpeKAeHHA H HPEANAIAH MEPKH NPH YnoTpeda

Ilon3uTe OT OTKA3BAHETO OT TIOTIOHOIYLIEHE HAAXBBPIIAT BCHUKH PHCKOBE, CB)
NpUIOKEeHAaTa HUKOTHHOBA 3aMecTHuTeN1Ha Tepanua (H3T).

MenuuMHCKH CNeLHaaucT TPHGBH Ad HanpaBH OlCHKA Ha CBOTHOLIC

NAUHEHTH CBC CICIAHHTC CECTOAHHA.




° CobpaeuyHo-cha0BY 3a00/ABaHKA: 3aBMCHMM MYILIA4YM ChC CKOPOLICH MHMOKApAeH HHQapKT,
HecTa0MnNHa WIM BICIUABAIA C€ CTEHOKApAMs, BKJIIOUMTENHO aHrMHA Ha Prinzmetal, Texkn
CEpACYHH AapHTMHH, CKOPOLIEH MO3bYHO-CHAOB HHUMAEGHT W/HIM TE€3H, KOWTO CTpajarT oT
HEKOHTPOJIHPaHa XUIEPTOHUSA TpAOBa fa ce HachbpyaBaT ga Crpar NYWEHETO ¢ HedapMaKoIOorHuHH
cpeAcTBa (Hamp. ¢ JIHYHH KOHCYNTalMHK). AKO T€ He YCnesT, eyebHaTa AbBKa MOXE aa ce odMuchn,
HO ThH Karo HOaHHHUTE OTHOCHO 0€30MacHOCTTAa HA Ta3d Ipyna MNaUMEHTH ca OrpaHHYEHH,
npuiaraHeTo TpabBa J1a ce 3ano4yHe camMo NOoA CTPHKTHO JIEKApPCKO HabmoaeHue.

o 3axapen auaber. [launenTH cbe 3axapeH aAuaber TpsdOpa na ce CHLBETBAT Aa MpocAEHABAT
HMBATA Ha KPBBHATA CH 3aXap MO-CTPUKTHO OT OOMKHOBEHO, KOraTo ce Crpe IMyLIEHETO U CE 3aMoYHe
H3T, Tbif kaTo HaAMAaJIeCHHETO HA HHMKOTHHA HHAYLUHpa OCBOOOXKOaBaHe HAa KATEXOJAMHHU, KOETO
MOKE Jla NoBAuge MeTabolIM3Ma Ha BbIVICXUAPATHTE.

. bB16peuno w 4epHoapoOHO yBpexaane: [la ce ynmorpedsBa npeanasivdpo NMpH MaLUEHTH C
yMEpPEHO A0 TEXKO YepHOAPOOHO yBpexaaHe WWIM Texko OBOpeyHO yBpexaaHe, TbH KaTo
KAHMPBHCBHT HA HUKOTHHA MM HErosuTe MeTabonuTH MOXE /a2 Ob/e HaMaleH TP €BEHTYATHO
YBEJIHYEHU HEXENaHH eeKTH.

. (deoxpoMOLMTOM B HEKOHTPOJIMPAH XHUNEPTHPeOUAH3bM: Jla ce npuwiara npeanazinso MpH
NMALMEHTH C HEKOHTPOJHPAH XHMNEPTHUPEOMAW3BM HIH (PEOXpOMOLMTOM, Tbil KATO HMKOTHHBT
NpeIN3BHKBA OCBOOOKIABAHE HA KATEXOJIAMUHH.

. CromainHo-4peBHO 3abonseaHe: HUKOTHHBT MOXKE 1a 000OCTPH CHMITOMMTE NPH NALMEHTH,
cTpagamiid OT e3odarut, cToMalllHa WIM NEMTU4Ha 43Ba, Kato npenapatd 3a H3T tpabsa na ce
H3MON3BAT BHUMATENHO NMPU TE3H CHCTOAHMA.

’ ['bpuose: la ce H30N3Ba ¢ IOBUILICHO BHHMAHHE MPH AHLA, TPHEMAIIIH aHTHKOHBYJICHBHA
Tepanui KiM C aHaMHe3a 33 eNnUIeNcUs, ThH KaTo UMa ChODLLIEHHA 3a CTy4Yan HA MbpYOBe BbB BPb3Ka
¢ HHKOTHH (BIDKTE TOUKa 4.8).

[lymaunTe, KOHTO HOCAT 36OHM NpPOTE3H, MOXKE AA ca 3aTPyOHEHH MPH AbBYeHETOo Ha Hukoper
ABBKH. JIbBKaTa MOXKE J1a 3aJICTTHE KbM MPOTE3MTE H B PEIKH CITYYaH MOXE Aa I'H YBPEIH.

OnacHocT npH aeua: Jo3ure HUKOTHH, TIOHACALUIM C€ OT MylMa4yK, NpH Acla MoXkKe Aa NpeAU3BUKaT
TE}KKa TOKCHYHOCT, KOSTO MOXKe Aa Obae daranHa. IpoaykTH, cbabpKalu HHKOTHH, He Tpadea aa
CE OCTABAT Ha MECTa, KBJAETO MOXE Ja ce MNHNAT WIH NOrbJHAT OoT Acua (BMxTe TOYKa 4.9
[lpeno3upane).

l'lpeueceua 3aBUCHMOCT: Moxe 1a Bb3HHKHE NPpECHCCCHA 3dBUCHMOCT, HO TA € NNO-MAJIKO BpEHAa H
Nno-jaeCHa 3a rpeoaoIaBaHE OT 3aBHCHMOCTTA IPH THOTIOHOITYLICHC,

[Ipekparasane Ha mnywedero: [lOAHLMKINYHHUTE APOMATHH BBLIVIEBOAOPOJH B TIOTIOHEBHR IHM
HHayuupaT MetabonuzMa Ha sekapceTea, metabonusznpanu ot CYPIAZ (u BepoarHo ot CYPLAL).
Koraro myway cnpe MyILIEHETO, TOBa MOXeE A1a AoBele no 3abaBsaHe Ha MeTaboM3Ma M NOCIEABALLO
MOBHLICHHE HAa KPbBHHUTE HHBA HA TAKMBA JEKapcTBa. TOBa HMa €BEHTYAJ/IHO KIMHHUYHO 3HAYCHHE
NMpH NPOAYKTH € TECEH TepaneBTHYECH NPO30peLl, Harp. TEOPHIHH, TAKPHH, KI03aMHH U POITHHUAPOJL.

Hukoper ARCMHUHT CbAbPKa KCHJIMTOJ, KOWTO MOXKE 1a UMa Jieko ciabuTenHo aehcTeue Haa 10 g.
CuabpKaHMETO Ha KallopHH Ha kcunuron e 2,4 keal/g.

ToBa nexapcTBO ChAbPkKA no-mManko oT 1 mmol (23 mg) HaTpHii Ha QbBKA, T.€. O CBHUIECTBO € ,,0e3
HaTpHUH".

ToBa nexapcTBO CbhAbPKA ClNeAW OT AIKOXON (€TaHON) BbB BCAKA AbBKA. MankoTo KoIM4ecTBO
aIKOXO0JI B TOBa JIEKAPCTBO HAMa Aa UMa 3abeie)kuMH edexTH.
ToBa jiekapcTBO ChabpKa ciean oT OyTunnpaH xuapokcutonyeH (E321).
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Jla ce cbxpaHsBa Ha MACTO, HEJIOCTBIIHO 3a Jeua. B ciayyai Ha npeao3upy
ce cBbpxe ¢he CrielHa noMoul,.
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- B cnyuaii Ha npeno3zupaHe He3abaBHO Aa ¢e NMOTHLPCH MEAHULMHCKA MOMOIL MKW MalHeHThT Aa ce
cBbpKe cb¢ CnemHa noMoul. AKO CHMITTOMHMTE INMPOAL/DKABAT HIIM Ce BNIOLIAT, WY aKO CE€ MOABAT
HOBH CHMITTOMH, ynotpebara TpadbBa na ce cripe ¥ NaLMEHTHLT Aa Ce KOHCYJITHpa ¢ JieKap.

KomMbuHHpaHa Tepamnus:

[IpenynpexacHUATa H Npeana3sHUTE MEPKH MpH ynorpeba Ha koMOMHaLMATa Ha HUkopeT ObBKY ¢
Hukoper Knubp TpaHcaepManHy rU1acTUpH ca ChLIMTE KaTO NPH CAMOCTOATENHO MPHIIOKEHO
JleueHHe. 3a ripeynpexAcHUATa H NpeAia3HUTe MepkH Npu ynoTpeda Ha ananTuBHaTa gopMa Ha
NPWIOXKEHHE BIOKTE NMPOAYKTOBaTa HHPOpMALIHA.

4.5 BsaamopeiicTBHe ¢ APYrH JeKAPCTBEHH NPOAYKTH H ApYrH ¢opMH Ha BIaHMoOAeiicTBHE

KJIHHWYHO 3HAYHMH B3aMMOJEHCTBHA MEXAY HUKOTHH-3AaMECTHTEITHATA TEpPanus U JpyrH JIEKapCcTBa
He Ca KaTeropH4yHo ycTaHoBeHH. HUKOTHHBT 0baue MOXe €BEHTYANTHO Aa 3aCHJIH XEMOIUWHAMHYHHTE
edexTd Ha aJICHO3HWH, T.€. MOBULUABAHE HA APTEPUANIHOTO HAJATAHE H MYJICA, 4 CHLIO [Ja YBEJIHYH
OTroBOpa Ha 6onka (rpepaHa Gonka THN aHrMHa NEKTOPHMC), MPOBOKMpAaHa OT IMPWIOXKEHHETO Ha
aZleHO3HH.

3a noBeuye HHPOpPMaLMa OTHOCHO NMPOMEHEHHA META00NN3BM Ha HAKOM JIEKApCTBa, NIPY CIIXpaHe Ha
TIOTIOHOMTYUICHETO, BHKTE TOYKA 4.4.

4.6 @epTRINTET, OpeMEeHHOCT H KhpMeHe

KoMOuHnpaHa Tepanus He TpAOBa Ja ce K3M0JI3Ba NPH OPEMEHHOCT H KbPMEHE.

Jenu c demepooer nomeryuan/ KxoOHMpayenyusi NPU Muvice U HCeHU

OOpatHOo Ha AO0pe M3BECTHHTE HEXKEJIAHH peakUHH [PH TIOTIOHEBATa 3aBHCHMOCT BLPXY 3a4€BAHETO
M OpeMeHHOCTTa, €PEeKTHTE OT TepaneBTHYHOTO JIEUEHHE C HHUKOTHH ¢a HeH3BecTHW. ETo 3aimuo,
MaKap 4e 10 MOMEHTa He € HaMHPAaHO 32 HEOOXOAUMO Ja ce MPEeAOCTaBA KOHKPETEH ChBET OTHOCHO
HY>K/JaTa OT KOHTpalenLyA, Hali-pazyMHO € >KEHHTe, Bb3HaMepsABauly Aa 3abpeMeHedr, aa Ownaar
HermyuIia4yu ¥ Aa He u3nonssat H3T.

Brnpekd 4e OyLIEHETO MOXKe Aa UMa HeOnaronpuATHU eQeKTH BBPXY MBIKKUR (PEpPTHIUTET, HE
CBINECTBYBAT JIOKA3aTENICTBA, Y€ 0 BpeMe Ha JieyeHHe Ha Mbxe ¢ H3T ca Heobxoaumu onpenencHu
KOHTPALEIITHBHK MEPKH.

DPepmunumem

[Ipyn keHHTE TIOTIOHOMYLIEHETO 3a0aBs BpeMeTo O 3a4eBaHe, HaMandBa MPOLEHTA HAa YCNELHOTO
iN-vitro oII0KAaHEe ¥ 3HAYHTEITHO YBE/IMYaBa pucKa oT 6e3ruioaue.

[Ipu MBXeTe TIOTIOHONYLIEHETO HaMajiiBa NMPOM3BOACTBOTO Ha CIiepMa, YBelH4YaBa OKCHAATHBHMA
crpec ¥ yBpexaaHero Ha JHK. CnepmarozoMaure oT myllayn ca ¢ HaMmalieHa OIUIOAMTENIHA
cnocoOHOCT.

KOHKpeTHHAT NPHHOC HA HUKOTHHA 3a TE€3H €DEKTH MPU XOpa € HEU3BECTEH.

bpemennocm

[lymeHero no BpeMe Ha OpeMEHHOCT € CBBLP3aHO C PHMCKOBE, Hanp. BLTPeMaToO4yHO 3abaBsHe Ha
pacTexa, MpeXAEBPEMEHHO paXKJaHe WIH MLPTBO paxiaaHe. IlpexpariBaHeTo Ha MNYHMIEHETO €
eJMHCTBEeHaTa Haii-e()eKTUBHA MHTEpPBEHUMA 3a NORoOpsABaHE Ha 3APABETO KAKTO Ha OpeMeHHara
Mylla4ykKa, Taka ¥ Ha HeiHoto Oebe. KoikoTO MO-paHo Ce MOCTHIHE BB3ABPKAHETO OT MYIUEHE,
TOJIKOBa Mo-aodpe.

HukoTHHBT NpeMHHAaBa B L1042 W 3acAra IUXATEJIHHTE MY [BWKECHHS P-PEE AUUCHHETO.
EdexkTsT BbpXY KpbBOOOpallleHHETO 3aBUCH OT nosara. [lopaau Tosa, Gpe) ‘ ANRD0Ba
BUHArd Ja C€ ChBETBA [a CNpe (MyLICHETO HaMmbIHO 0e3 ynorpebaTa Ha MO rAHm 3aMeILNR/THA

TCpanHni. PucksbT oT NpoAb/DKaBaHE Ha NMYLUCHCTO MOXKE Aa H3JI0XKH




cpaBHEeHHE ¢ ynoTpefaTa Ha NMPOAYKTH, 3aMECTHTEIH HA HHKOTHHA, B paMKHMTe Ha HabmonaBaHa
nporpama 3a CriMpaHe Ha IyILISHETO.

Vnorpeba Ha Hukoper AdicMudT oT 6peMeHHM xeHH TpsaOBa Aa ce 3aModHe camo Clie] CbBET OT
MeAHLMHCKH CIELIUATHUCT.

Kvpmene

HUKOTHHBT MPEeMHHABA JIECHO B KbpPMaTa B MIKH KOJIMMECTBd, KOHTO MOXE Ja 3aceTHaT ACTETO
JOpH B TepaneBTW4HH no3H. Ilopaau Tora, Hukoper AHCMHHT 3a yCTHa nurasHua Tpabpa ja ce
M30Area nMo BpeMe Ha KbpMeHe. AKO HE Ce NOCTUTHE NpeKpaTABaHE Ha IMyLICHETO, ynorpebara Ha
Hukoper AUCMHHT OT myllelld KbpMauKH TpabBa na ce 3anoyHe caMo CJIeA ChBET OT MEAHLIHHCKH
crietMaincT. XXeHnre TpadBra na H3MOA3BAT NMPOAYKTa HENOCPEACTBEHO ClIE] KbpPMEHE.

4.7 E¢exTH BBpXY cnocofHocTTA 32 modHpaHe H paboTa ¢ MANIAHHA

HuxopeT ABbBKH He OKa3BaT e€eKT WIM KMMaT HE3HaYMTEIHO BIIMSHHE BbPXY CHOCODHOCTTa 3a
modupaHe win pabora ¢ MalIHHA.

4.8 Hexkenanu JeKAPCTBEHH PeaKOHH

EdexTH 0T CIHpaHe HA TIOTIOHONYIIEHETO

He3zaBHCHMO OT M3MONA3BAHUTE METOAHM, H3BECTHH Ca PazIHYHH CHMIITOMM, KOHTO C€ CBRBP3BAT ChC
CIIHPAHETO Ha TIPUBUMHOTO H3MOJ3BAHE HA TIOTIOH. Te3n CHMNTOMH BKIIOYBAT EMOUMOHAIHH HWIH
KOTHUTUBHH edeKkTH, Karo AUC(OpHA HIH NMOTHUCHATO HACTpOeHHe; De3ChHUe; pasApasHHUTENHOCT,
¢dpycTpallisd WK IHAB; TPEBOXKHOCT; 3aTPYAHEHO KOHLICHTPHpaHe K 6e3NoKOHCTBO KN HETBPIEHHE,
Criio Taka Moxe aa ce HabmonaBat Qu3MuecKd eekTH, KaTo 3abaBeH IMyJic; NOBULIEH ANlCTHT WM
YBEJIM4aBaHE HA Terjlo, 3aMasHOCT WIM NPEeCUHKONAIHM CHMITOMH, KallUTHIla, 3afi€K, KbpPBEHE Ha
BEHIUTE WIH adTO3HH A3BH WK HA30QapUHIUT. B JOMBIIHEHHE Ha TOBA M C KIHHHYHA 3HAYHMOCT €,
ye CHJTHOTO JKEJGHHE 3a JIPHEM Ha HHKOTHH MOXKE A4 OOBEAC 0 CHIIHK NMOATHLM 32 NYyICHE,

HexelanH JIEKAPCTBEHH PeAKNHH
[ToBeuyeTo OT HexXeNaHHUTE JIEKAPCTBEHMW PeaKklMH, CbOOLEHH OT NAaUMUEeHTH ca OUAK no BpeMe Ha
paHHAaTa ()a3a Ha JISYEHHETO U Hal-BeUe Ca J030aBHCHMH.

JIpa3zHeHe B yCTaTa M IbPJIOTO MOTaT J1a ce MOABABAT, HO MOBEYETO MALMEHTH CE aJalThpar
B npoueca Ha yrnorpeba.

AnepryyHy peakUHH (BKJIHOYHUTENHO CUMIITOMM HA aHA(PWIAKCHA) CE CPELLAT PAAKO MPH H3NOJI3BaHE
Ha Hukoper AHCMHMHT NieueOHa ObBKA.

I['bBKﬂTﬂ MOXKE 1A 3aN€NHE U MOXKE B PCAKH ClIyHaH Ja NOBPCAH NPOTC3IHTC,

JlaHHH OT KJIMHHYHH H3NUTBAHUA
BesonacHocTTa HA HHKOTHH OT JAHHHTE OT KIMHHUYHH [IPOYYBaHHA C€ OCHOBABa HA JaHHH OT MeTa-
aHaJIU3 OT PAHAOMH3NPaHHU KNHHHYHH npoyuBaHus (RCTs) 3a neueHue Ha ciMpaHe Ha

TIOTIOHOMYLIEHETO.




HuxopeT AbBKM MOXE [1a NPeIU3BHUKAT HEKENIAHH peakliiy, MOJOOHH Ha TE3H, CBbP3aHH ¢ HHKOTHUH,
NPWICKEH NO APYr HaA4YHH.

Hexenaunte peakuuu, HaOmoaaBaHM NpPH NALUWEHTH, NEKYBAHHM ¢ OPOMYKO3HH HHKOTHHOBH
npenapati no BpeMe Ha KIMHWYHH uw3nuTeaHus (HJIP ¢ opomyko3nm npenapary choOtieHH ¢
yectota 21% wuaeHTHOHUMpPAHH OT MeTa-aHall¥3 Ha [JaHHUTE OT KJIMHWYHM NpPOY4UBaHUA) H
MOCTMAPKETHHIOBUA OMNUT, ca W30poeHW M0-10Ny MO CUCTEMO-OpraHHM Kiacose. Yecrorara ce
onpeacid, Kakro ciaeapa: MHoro dectd (= 1/10); uectu (21/100 no <1/10); Heuecty (21/1000 no
<1/100); peaxu (21/10 000 go <1/1000); muoro peaxu (<1/10 000) n Hen3BecTHa yecToTa (HE MOraT
na ObAaT OTHETEHH OT HAIMYHUTE AAHHH ).

CacreMo-opranna IIpennovHTAH TEPMER YecToTa
KARCHQHKANHSA
Chnpaevnn HApYINCHAS Mannuranun™** Heuectn
Taxuxapaua** Heuectn
[IpeacspaHO MBXIEHE C HeusBeCTHA 4€CTOTA
OqHH HapyIE¢HBES 3aMBIAEHO 3PEHUE C HeH3BEeCTHA YeCTOTA
3acWiIeHO CHI30OTALNAHE C HeU3BECTHA YECTOTA
Cromamuo-4peBHH Huapus# HectH
HAPYIIERAR CyxoTa B Ir'spJoTo C HeH3BECTHA YecToTa
Hucdarns Peaxn
OpursaHe Heuectn
CromalHo-upeBeH auckompopt** C Heu3BeCTHA 4YeCTOTa
[ nocur Heuectn
OpanHa XUNoeCTEIUIH Penkwu

O6pasyBaHe Ha Mexypu MU JouieHe Ha | Heuectu
yCTHATA JIMraBuLA

bonka B yCTHUTE C HEM3BECTHA YECTOTA
Opanna napecte3us# HeuecTn
[apene Peaku
O0mm Bapymesnns H | AcreHua*™ HeuectH
epexkTh Ha MsctoTo Ha | JIuckomdopt B rpbaHus kow u Gonka | Heuectw
BpRJICKEHHE HepaznonoxeHue™** Heuectn
Hapymenna Ha HMyHHATa | AHapuIakTH4HA peakuua** C HeH3BeCTHA YECTOTa
CHCTEMA
Hapymienus HR HepBHATA | ["bpUOBE+**+ C Heu3BeCTHa YECTOTa
CHCTEMA
Hapymenus na | CTarane Ha MycKyna' C HeH3BeCTHa 4YECTOoTA
MYCKYJ/JIHO-CKEJ/IETHATA bonka B 4yemoctra* Heuectn
CHCTEMA H
CbeAMHHTE/IHATA THKAH
IIcHXHYHA HAPYIEeHHN HeobuuaitHn chHua** *** HeuecTu
PecnapaTopan, rppasn H | bpoHxocnazem Heuyectn
MeIHACTHHAJIHHA Iucdonnn Heuectn
HAPYIIeRHA HucnHea** Heq
Haszanna koHrecTus ‘
Opodapunreanta donxa
Kuxane

¢ _1- "
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Hapymennas Ha koxarTa # | AHrHoenem™*™* C Hen3BecTHa 4€CTOTa
NOJKOKHATA THKAH Epurema™ C HEeM3BECTHA YECTOTA
Xunepxuaposza** Heuectn
Crpbex™** HeuectH
Ob6pup** Heuectn
Yprukapnua** HeuecTH
Backynapas Hapymenns | 3ayepBsBaHc Ha KOxkata** Hevectn
Xunepronua** HeuecTtu

* Crarade Ha 9emocTTa 1 H0NKA B 4€MOCTTA NPH HUKOTHHOBH ITHBKH

** CHCTEMHH eeKTH

**+* cucreMeH eheKT, HACHTHOHUMPAH CaMO 34 NeKapcTBeHH QOPMM, NMpUAAraiy Ape3 HOMTa

"2 C100MmeHM CA CITYYAH HA MBPYOBE NPH MTHUA, MPHEMANH AHTHKOHBY ICHBHA TCPANKUA MNH ¢ AHAMHE3a 38 CAHICNCHA.

# CLoOLLEHH eaHaKBO WK C NTO-MAJIKa 4€CToTa OT nJianedo

KombuHHpaHa Tepanus:
Hexxenanure edexTy, BL3HHKBALIM N0 BpeMe Ha ynorpebara Ha komOGuHupaHa H3T, ce paznuuasar

OT T€3H, CBBP3aHH C BCAKO OT JISUCHUATA, NPHIaraH! caMOCTOATEHO, CAMO MO JIOKAJIHUTE
Hexes1aHH edeKTH, CBBP3aHH ¢ JiekapcTBeHata ¢opMa. UecToTaTa Ha Te3H HeXeNaHH €EKTH €
cpaBHMMa ¢ yectoTaTa, oTOensa3ana B KXII Ha BcekHn npoaykr.

Cro011aBaHe Ha MOJO3HPAHK HEXE/IaHH peakItuy
CpoOlaBaHETO Ha TNOJO3MPAHK HEXENaHH peaKUMH clied pa3speliaBaHe 3a ynorpeba Ha

NeKapCTBEHHUA NMPOAYKT € BaXkKHO. ToBa MO3BOJIABA 1 MPOABIDKH HaOMOAEHHETO Ha CHOTHOLICHHETO
NOI3a/PUCK 34 JIEKAPCTBEHHA NMpoaykT. OT MEANLMHCKUTE CHEUMAIHCTH C€ H3UCKBA Ja choOwwaBar
BCAKA MOJO3HpaHa HeXKellaHa PEaKLMA Ype3 HALHOHAIHATA CHCTEMA 3a ChoDIaBaHe B:
H3nnaHUTEIHA areHLHd 110 JIeKapCcTBaTa

yn. ,,Jlamsan ['pyes” No 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 [Hpeagosnpane

CUMOTOMHTE Ha MNpeno3upaHe ¢ HHUKOTHH oT Huxoper ANCMHHT neuyebHa abBKa Moratr jna
Bb3HHMKHAT NPH MyLIAYUTE KOUTO MPEad TOBA €4 MMANHM HUCHK MPUEM HA HUKOTHH OT LMrapy WiM
APYTd M3TOYHHIM Ha HHKOTHH M €HOBPEMEHHO ¢ ToBa U3noia3BaT Hukoper AMCMUHT nteucOHa
AbBKA.

OcTpaTta U XpOHH4YHA TOKCHYHOCT HA HUKOTHH MPH YOBEKA € CHITHO 3aBUCHMA OT peXuMa H Ha4yHHa
Ha npunoxeHue. H3BecTHO €, ye amanTauuaTa KbM HUKOTHH (HanmpUMeEp MpyU MyLWavn) 3HaYNTEAHO
yBEIKMYaBa MOHOCHMMOCTTA B CpaBHEHME ¢ Hemyinayn. Ocrtpara MUHUMAaIHA JIETalHa OpajiHa A03a
HHKOTHH ce CMATA, 4e ¢ 40 no 60 mg npu aeua (nepopajieH npueM Ha TIOTIOH OT uurapu) unu 0,8 no
1,0 mg/kg nipv BB3pacTHHA HEMMYLUIAYH.

CHMOTOMHTE Ha MpeA03UpAHE ¢a CUMIITOMH Ha OCTPO HUKOTHHOBO OTpaBsHE M BKIIOYBAT rajeHe,
MOBPRIlaHE, YBEJIMMEHO CIIOHOOTIENAHE, kKopemHa Oonka, auapus, M3noTaBaHe, rnasobonue,
3aMaiiBaHe, HapylleH CiyX M noauepraHa cjaaboct. [Ipy BUCOKM AO3W TE3H CHMITTOMH MOXKE Aa Ce
NOCAECABAT OT XHMMOTEH3Hd, c¢ad H HepUTMHYEH NYJC, 3aTPYAHSHHS B AMIIAHETO, NPOCTpaLMi,
LIMPKYJIATOPEH KOAAMNC U reHepaTH3UpaHH I'bPUOBE.

JIo3M HHKOTHH, KOMTO ¢€ MOHACAT OT BBL3PACTHH MyLUAYH MO BPEME HE
NpeIM3BHKAT TEKKH CHMITTOMH HA OTpaBiHE MPH MAIKH [€HAa, KaTO MO
[NMopo3upaHo HEKOTHHOBO OTpaBsAHE NpU Aete TpAOBa Ja ce cYMTa 3a CII
neKyBa HezabaBHO.




Jleuenue wa npedo3upanemo

[IpunoxkeHHETO Ha HMKOTHH TpAOBa Ja ce cnpe He3abaBHO M MauMEHTHTE TPAOBAa na ce NEKyBaT
CHMITTOMATHYHO. AKO NPEKOMEPHO KOJIMYECTBO HUKOTHH C€ NMOrb/JIHE AKTHBHHUAT BBIJIEH HAMAIABA
CTOMAIIIHO-YPEBHATA pe30pOLIMsA Ha HHKOTHHA.

PHCKBT OT OTpaBsiHe B pe3yATaT Ha MOrAbILAHe Ha AbBKAaTa € MHOIO MaIbK, Thil KaTo abcopbuusTa B
OTChCTBHETO Ha AbBUYEHE € 6aBHO U HENBIIHO.

JIa ce chXxpaHABa Ha MACTO, HEAOCTBIHO 3a Acua. B cayyal Ha npeAao3upaHe, BEAHAra ce CBbPIKETE
c¢be CnelnHa noMolll.

5. ©APMAKOJIOTHYHH CBOUCTBA
5.1. <(PapMaxkoIHRAMHYNH CBOHcTBa

(dapMmako-TepaneBTHUYHA TPyIa: JIeKapCTBa, U3NOI3BaHM NIPU HHKOTHHOBA 3aBHCHMOCT
ATC xon: NOTBAO1

HHKOTUHLT € arOHHCT Ha HHKOTHHOBUTE PELENTOPpH B nepu¢epHaTa U UEHTpaNHaTa HEpBHa
cucrema U MMa u3paseH LTHC u crpaeuHo-cb10BH edexTi. BHezanHOTO cnivpake Ha
YCTAHOBEHOTO, PEAOBHO U3MOJI3BAHE HA TIOTIOHEBH TNPOAYKTH BOAH A0 X&8PAKTEPHHA CHHAPOM Ha
CUMITTOMHTE HA OTHEMAaHE, BKIIIOUHTEJIHO HHKOTUHOB rfiaf (3KeNaHHeTo Aa ce MyLIH), KaKTo €
onucaHo B Touka 4.8. KnnHHYHKTE NpOoy4YBaHuA NOKa3BaT, ue NPOAYKTHTE 3a 3aMECTBAHE Ha
HHKOTHHA MOTAT JIa MOMOrHAT Ha IMyLUavMTe [a C€ BE3ABPXKAT WIH Ja HAMAJIAT TIOTIOHOIYIIEHETO,
kaTo 0bJieKyaT Te3H CHMATOMH Ha oTHeMaHe. [lo-ronamara 4acT OT MymIayuTe HagnaBaT Ha Terno
NpH CMHpaHe Ha TIOTIOHOMYLIEeHeTo. B KNHHHYHH NpoyyYBaHHA € NOKa3aHO, 4€ HHKOTHHO-
3aMECTHTE/IHATA Tepanus HaMaiBa HaJJaB&HETO Ha TETNO CNeA NMPEeyCTaHOBABAHE HA JISYEHHETO.

KnnHuuna epuKacHOCT

O6wwo 479 mymayd, MOTHBHPaAHH A €€ OTKKAT ca OWIH BKJIIOYEHH B MHOTOLIEHTPOBO,
PaHAOMM3HPAHO, IBOHHO C/IANO, Tanebo-KOHTPOIUPaHO, S2-CEAMUYHO NpOYyYBaHe 3a CITUpaHe Ha
TIOTIOHOMYLIEHeTO. [laumenTrTe ¢a noMy4YWiy ITBLJTHO JIEYEHHUE 332 ITHPBHTE 6 CEIMHULIM, KaTO
BIIOCIEACTBHE c€ HaMaNABa ynorpedara npe3 caegpawinTe 6 ceamuum. CrnyuaiiHa ynotpeda Ha
NpoayKTa ce pa3peluasa no 24-tata ceaMuua. OCHOBHATA LIS HA NMPOYYBAHETO € Ja Ce OLIEHH
e(p)HKACHOCTTa HA HHKOTHH CNpAMO Mw1auefo B MOCTHIAHETO Ha NPOAL/DKHTEIHO Bb3AbPKAHHE OT
NOCELEHUATa NPe3 2-paTa CeAMKLA BITIOYHTETHO 0 6 ceamuua, 24 ceAMMLIA U CHOTBETHO 52
ceamuua. HukoruusT € 6mn 2,5 (RR 2,48) nbTH no-eeKTHBEH NMpH NOMAraHETO Ha MyLHAaYHTE Aa ce
pb3abpkatT Ha 52 ceamuua (P = 0,007) B cpaBHeHue c nnauedo. Bipkre Tabimuara no-nony 3a
YeCTOTATA Ha CIIHPaHe HAa TIOTIOHOMYLIECHETO.

CO-npoBepeHH NMPOLIEHTH Ha HEMPEKBCHATO Bh3AbPXKaHHUE OT ceaMuua 2. Jlanuu ot ¢azsa 11l
npoyuBaHe npH 479 nanueHTH.

BpeMme Copeit (n=318) | [Inauebo P croiinoct | HeuerHo CBoTHOLIEHUE
cnpei CBOTHOLLICHHE PUCK
(n=161) [95% Cl] [95% CI]
Ceamuua 6 | 26.1% 16.1% (n=26) | 0.014 1.83[1.12,3.00] | 1.62]1.09,
(n=83)

Ceamuua 15.7% (n=50) 6.8% (n=11) [ 0.006
24
Ceamuua 13.8% (n=44) 5.6% (n=9) 0.007
52




JLBKaTa CHABPXKA peAMIla CHCTaBKH, 38 KOMTO € M3BECTHO, Yeé OTCTpaHABaT METHAa no 3wvduTe.
KnnunuHHMTE W3NHTBaHHUA ca AOKA3aH, Y€ JBBKaTa noMara 3a noapobpsasaune Ha Henorara Ha 3p0uTe.

5.2 PapMakoKHHETHYHH CBOHCTBA

HuxotHHsT e aAByocHOBeH ¢ pKal npubausurento 3 v pKa2 okono 8.

CnenoBaTeIHO HHKOTHHDBT € c¢1aba OCHOBA M IBOKEHHETO MY MNpe3 KICTbYRaTa MEMOpAaHa 3aBUCH OT
pH. Toit € necHO pa3TBOPUM, KAakTO BbB BOJ4, TaKa H B JIMNHIAW B 3aBUCHMOCT OT CTell€HTa Ha
iioHu3aumus. UMa aBa crepeorzomepa Ha HHKOTHHA, (S)- u (R)-gpopMma, HO camMO (S)-HHKOTHHBT €
OHOJIOrHYHO AKTUBEH.

(DapMakOXHHETHYHHTE M3CIACABAHMA HA HUKOTHHOBHTE TMPONYKTH Ca ITPOBEACHH MPH BB3PacTHH
ITY1HaYH.

Abcopbumn

OCHOBHATa 44aCT OT HUKOTHHA, OTAENIEH OT IbBKHTE, c¢ abcopbupa B ycTHaTa JUrasuua.

B1B hapMaxoyioriuyHO NpoyuBaHe ¢ AbBKa oT 2 mg (BmounrenHo 17 cybexra) ce qokassa, ue
NAa3MEHHTE KOHLEHTPaLMK Ha HUKOTHH Ca MOJMYYSHH B paMKHTE Ha -7 MHHYTH CJIE]l HA4aao0To

Ha ABBYEHE M JOCTHraT MaKCHMYyM B Kpad Ha AbBueHero (T.€. cnea 30 MUHYTH ObBYEHE,
M3NMOI3BaiKKH METPOHOM 32 KOHTPOJI HA CKOPOCTTA Ha AbBUYEHE) WIH CKOPO ClE/ TOBA.
KonuuecTBOTO HHKOTHH, H3BJIEYEHO OT €4HA JbBKA, 3aBHCH OT TOBA KOJIKO €HEPrHYHO H 3a KOJIKO
BpeMe ce anBue. Cnen 30 MHHYTH IBBUYEHE ChC CKOPOCT Ha €HO OBbBYEHE Ha BCEKH ABE CEKYHIH,
CpeHHTE KOMWYecTBa H3B/leYeH HUKOTHH OT 2 mg aeBka Bapupar mexay 1,3 U 1,6 mg B
¢apMakOKHHETHYHH TNpoy4BaHMa W mexay 2,5 u 3,5 mg or 4 mg anBka. Pasmep»T Ha
abCcopOMpaHHAT HUKOTHH 3aBHCH OT CLOTHOLIEHWETO HA [03aT4, H3BICYCHa OT ObBKA H
MpONOpLUMATA, 3arybeHa nopaid NperiblliaHe M NOCIEABal0 MLPBO NPEMHUHABAHE €THMHHHpaHE B
yepHHA Apod.

IIpencTaBHTENHH CPEAHM CTOMHOCTH Ha PapMaKOKHHETHYHH NapaMeTPH 34 ALBKA Ca MPEICTaBeHHU B
tabanuara no-aomny.

NpoaykT DapMaKkoKn CpenH SD n
HeTU4YeH "
napamMeThbp CTOMHO
CTH
Crnax 4.7 ng/mL 1.6
T 30 min* N/A 12
2 mg neyebHa AbBKA AUC- 14.7 ng/mbLxh 5.7
Casmin 14.1 ng/mL 5.1 19
Casmax 16.2 ng/mL 5.5
4 mg nedvebHa ALBKA Conax 8.7 ng/imL 3.4
Tmax 30 min* N/A 71
AUC. 28.2 ng/mbLxh 10.4
Cesmin 26.3 ng/mL 6.3 30
Cesmax 33.3 ng/mL 8.0

* MeanaHa
*% Enna 1BpBKa, ABBYCHA B NMPOIb/KeHHE HA 30 MHHYTH HA BCEKM 4ac B npoAbiokeHHe Ha 11 gaca

BHoHan®YHOCTTA HA HUKOTHHA, IPWIOKEH C KJIAaCHYECKa IbBka OT 2 mg € 65/
mg ¢ 54%.

10



PasnpocTpaHEeHHE
O6eMBT Ha pasnpefeneHue ciej HHTPaBSHO3HO NPUIOKEHHE HA HUKOTHH € N3CIIEIBaH B MHOXECTBO

npoy4yBaHHs. B 1ecT npoyyBaHHus CpeAHHTE CTOWHOCTH BapHpaTt mexay 2,2 u 3,3 L/kg.
Cpbp3BaHeTO Ha HUKOTHHA C IJIa3MEHUTE NPOTEHHH CE CUMTA 32 HHUCKO, oKono 5%. CrenopatesiHoO
He ¢& OYaKBa TIPOMEHUTE B CRBP3BaHETO Ha HUKOTHHA OT ynorpedara Ha CBHITBTCTBALIH JIEKAPCTBA
WM NMPOMEHHTE Ha IUIA3MEHHMTE NMPOTEHMHH OT OOJIECTHU CHCTOAHHSA A& MMAT 3HAYMTEIHH €(PEeKTH
BHPXY (papMaKOKMHETHKATA HA HUKOTHHA.

Merabonuszbm

Peayntature oOT ¢(apMaKOKMHETHYHHTE MNPOYUYBaHHsA Mpejnonarar, ue MeTabonusmMsT ™
CIHMHHHUPAHCTO Ha HUKOTHHA Ca HE€3aBHCHMH OT Hzﬁopa Ha HHKOTHHORA q:bopmy.rla H 110 TO3H HAYHH
PE3YIATATHTE OT NPOYYBaHHA C HHTPABCHO3HO MNPpHUIOXKCHHUEC HA HHUKOTHH CC HM3NOJIZBAT 34 ONMHCAHHUC
Ha pasnpezaeiesrero, OnorpadHcopmanuara, MeraboIu3IMa U eKCKpPELIHATA.

OCHOBHMAT €NMMHHMpALL OpraH € YepHUAT Apol, BeNpekH ue Oenure ApoOOBE U MO3BKBT CHLUO
MerabonM3aMpaT B MaJKa CTeneH HHKOTHMHa. EH3UMDBT, KOWTO OCHOBHO Yy4acTBa B
6uoTpaHcopMaLaTa Ha HUKOTHHA, ¢ CYP2 A6. Upnentuduuupann ca ceaeMHaaeceT merabonnra
HA HUKOTHHA, BCHYKHM OT KOHTO C€ CMATAT 32 NO-MAJIKO aKTUBHH OT H3XOJHOTO ChEeIUHEHHE.
[TepBHUHHAT MeTA0ONUT HA HMKOTHHA B IUTa3MaTa, KOTHHHH, UMa KpaeH Nojayxusot or 14 go 20
yaca; IUTa3MEeHUTE KOHLICHTPAlIMH HA KOTUHHH HAJlBUILABAT TE3M H& HUKOTHHA 10 MbTH.

EnnmyHHpaHe
JIoxTagBaHH ca Cpe/lHd CTOMHOCTH Ha o0lIMs KIMpBLHC Ha HUKOTHHa Mexay 66,6 u 90,0 L/h u
NONYXHBOTHT Ha CIMMHHHPAHE € CpeHo okoo 2-3 yaca.

OcHosHHTEe MeTaOONHTH HA HHKOTHHA B YPHMHATA ¢4 KOTHHMH H TPAHC-3-XHAPOKCHKOTHHHH. CpeiHo
10-12% ot abcopOupaHaTa HHKOTHHOBA J03a C€ €KCKPEeTHpa kaTo KOTHHHH M 28-37% ot nozara ce
EKCKpeTHpa KaTo TPaHC-3-XHAPOKCUKOTHHHH.

Oxono 10-15% oT HUKOTHHA Ce eKCKpeTHpa HEMPOMEHEH ¢ ypuHaTa. Brnpeku ToBa, npu HHcko pH
Ha ypuHata (mox 5), ao 23% ort go3ara HUKOTHH ce eKkckpeTHpa HenpomeHeHa. Cpeann AUCo ot
14,7 n 28,2 ng/mLxh ca nocTurHaT cnej MpHIOKEHUE HA IHBKA CLOTBETHO OT 2 M 4 mg.

BbuOpeyHa HEAOCTATHLYHOCT
[TporpecuBHara TexecT Ha OuOpedHOTO yBpexaaHe € CBbp3aHA C HAM&ICH OOLL KJIMPBHC Ha

HHKOTHHAa. HHKOTHHOBMAT KIHPBHC € HaManeH cpeaHo ¢ 50% npu nuua ¢ texkko OBOpedyHO
yBpekaaHe. [lopHmieHM HHBa Ha HUKOTHH ca HabmiofaBaHM [pW MyLIa4H, NONJIOKEHH Ha
XeMOAHANH3a.

YepuoapoOHO yBpexaaHe

[Mpu nymauun ¢ yepHOAPOoOHA UMPO3a, HO CaMO € JIEKO YBpe)KJaHe Ha YepHoaApoOHaTa PyHKLHA CKOp
no Child-Pugh 5), papMakoxkuHeTHKAaTa HA HHKOTHHA HE C€ NOBJINARA.

Benpexu ToBa, NMpH MyIIa4Y¥ ¢ YMEpPeHO yBpeaeHa uepHoApoOHa ¢ynkuus (ckop no Child-Pugh 7),
ce cbpobmamra, ue oOmMAT KWiMpEHC € HaMmaneH cpeaHo ¢  40-50%. Hama panHu 3a
dapMakOKHHETHKATa Ha HHKOTHHA npH mytnadyu cbse ckop no Child-Pugh van 7.

['epyaTpy4HHU NaLHEHTH
OO0IIHMAT KNUPBHC HA HUKOTHHA € HaMaJIeH NMPHU 3[paBd BbIPACTHH CYOEKTH, HO OTKIIOHEHHATa Ca

NPOMEHIHBY H HE CE CHMTAT 3a JOCTATHYHO B@XKHM, 34 Ja ONPABAAAT OOLLM KG _aﬂlufl AN1034Ta B
3aBUCHMOCT OT BB3PACTTA. W flo
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53 I[IpeaxIEBRYEE JaHHH 33 Oe30mACHOCT

In vitro n in vivo TecTOBETE 3a NeHOTOKCHYHOCT HAa HMKOTHHA NaBaT MPEeIUMHO HEr€eHOTOKCHYHH
peayaTtatd. HAKOH NONOXHTENHH in vitro KU in vivo pe3yATaTH OT TECTOBE 33 NEHOTOKCHYHOCT Ca
OOKJAJABAHH, HO H3CIIEeABaHHA, WU3IIOJ3BAlLHU pPEryl1aTOpPHH MPHETHTE aHAMM3H H MPOTOKOJH HE Ca
NOKAa3aJIN JOKA3ATENCTRA 34 TEHOTOKCHYHA aKTUBHOCT B TEPANEeBTHYHH JO3M.

AHaTH3 HA PE3yATATHUTE OT ABINOCPOYHHM JAHHHM OT AaHAIH3H 3a KAHLEPOreHHOCT ¢ HHKOTHH MU
KOTHHHH, OCHOBEH MeTa0OJHUT Ha HHKOTHHA, MOKA3BaT MpeAMMHO, M€ HHKOTHH HAMAa 3HAYHTEJIHA
WM 3HAYHMAa KaHUCPOr€eHHa akKTHBHOCT.

6. PAPMAIIEBTUYHH JAHHH
6.1 CoHcpK HA NOMOIMAATE BEDIECTBA

JIpyruTe CHCTaBKH4 Ca:

Hopo:

ba3a 3a AbBKa,

Kcunuron,

MeHTOBO MacJo,

Hatpuer kapboHat 6e3soneH,
HatpueB xuaporesxapOoHar,
Auecyndam Kanui,
JleBOMeEHTOI,

Maruesuer OKCHJ J1€K;

Bempewen grum:

ApomaTt Winterfresh RDEA-149 (cbabpxa: nonuu3obyTuneH, OyTHUIOBa rymMa, TEpHIeHOBA CMOJA,
MOJIMBUHHI alleTaT, MOJHETHWIEH, MapagHHOB BOCHK, INIMLEPOJIOBH €CTEPH HAa MACTHHTE KHMCE/IHHH,
KanudeB KapoboHat, OyriiupaH xuapokcuronyeH E321)

XHnpoMmenosa,

Cykpanoaa,

ITonncopdar 80;

Borwen dhunm:

Kcunuron

IIpexxenaTHHH3UPaAHO HULIECTE

TuranoB auoxeun (E171)

ApoMmar Winterfresh RDEA-149 (cbabpxka: nonuuzolyTiwneH, SyTwioBa ryMa, TEpneHoBa cMoja,
NOJIMBUHKI aLIETaT, MONHETWIEH, napadHHOB BOCHK, INIMLEPOIOBH €CTEPH HA MACTHHTE KHCENMHM,
kanuues KapboHar, Oyrunupan xuapokcuronyeH E321), kapaayOcku BOCHK

6.2 HecbLBMECTHMOCTH

Henpurnoxumo.

6.3. Cpok Ha roanocr

3 roAMHH

12




6.4. CronenBaJHH YCA0OBHS HA ChXPAHCHHE

Ila ce cpxpansBa noa 25°C B opMriHanHarta OfnakoBkKa, 3a ja ce npeanasH oT CBETIHHA.

6.5. Bua H cHABLPKAHHE HA ONAKOBKATA

12 6p., 15 6p., 24 6p., 30 6p., 48 6p., 90 6p., 96 6p., 105 6p., 204 6p. 1 210 Op. AbLBKH B OAKMCTEPHA
onakoeka (Onucrepu or 12 wmwm 15 O6p) M NMCTOBKA B KapTOHEHa

KyTHS.

BnucrepHara onakopka ce cbeton o PVC/PVDC dwnM u anyMuHHeBO (PONMO/BUHHN aKpHIIEH
eMai,

He BcHuxH onakoBKH MoraT Aa 6baaT nycHaTH Ha nasapa.

6.6 Cnennaj Il NpeANA3HHA MEPKH IPH H3XBbLpJ/JASHE

Heu3noa3saHUaT feKapcTBeH NPOAYKT WK OTNaxbYHUTE MaTcpualnH OT Hero Tpsbsa na ce
H3XBBLPJAT B CHOTBETCTBHE ¢ MECTHUTE USUCKBAHHA.

7. IPUTEXATEJ HA PAPEINIEHHETO 3A YHHOTPEBA

McNeil AB
SE-251 09 Helsingborg
[1Ipelus

8. HOMEP HA PAZPEINIEHHUETO 3A YIIOTPEBA

Per. HoMep: 20090237

9. JATA HA IIBPBO PA3PEIIABAHE/MIOAHOBSJBAHE HA PA3ZPEHIEHHUETO 3A
YIIOTPEBA

JaTta Ha mepBO paspelnarane: 22 Mait 2009
JNata Ha noaHoBsaBaHe: 23 Cenrremspu 2014

10. TATA HA AKTYAJINIUPAHE HA TEKCTA

10/2025
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