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1. HME HA JIEKAPCTBEHHUS INIPOAYKT p‘“’” Po Ne ..ol 0. 44

[TauTonpason Krka 40 mg cToMawHo-ycToRuuBH TabNETKH | geonia mio 6’ & P

? ,_u TR Iok aMtia A

Pantoprazol Krka 40 mg gastro-resistant tablets e e A Lo e

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Bcaka ctomalnHo-yctouuBa Tabnertka coanpka 40 mg naHtonpason (pantoprazole) (karo
MAHTONPAa30/1 HATPUEB CECKUXMAPAT (pantoprazole sodium sesquihydrate).

[TOMOLHH BEWECTBA C H3BECTHO AEHCTBHE:

- copbuton: 36 mg/rabnerka

- HaTpuii: ToBa nexapcTBO ChAbpkKa No-mManko ot | mmol Harpuii (23 mg) Ha TabneTka, T.€.
MOJKE /1a Ce KaXKE, Ye NPAKTHUYECKH HE ChIbPrKa HATPHIA.

3a NbJIHHA CMHCBHK HA NOMOLLHHTE BCLICCTBA, BH)XXTC TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
CroMauiHO-yCTOiuKBa Tabnerka.

CBeTs10 #KbATO-KaQEeHUKABH, OBANHH, JIEKO ABOMHOM3NbKHATH TabneTkH.

4, KJIMHHYHH JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA

Hanmonpazon Krka e noxazan 3a ynompeba npu ev3pacmnu u 1onowu na 1 2-2oounu u no-

20ReMU NPU:
- Pedaykc ezodarur.

Hanmonpaszon Krka e noxazan 3a ynompeba npu év3pacmnu npu:
- Epaaukauusa Ha Helicobacter pylori (H. pylori) B koMOHHaLMg ¢ nMoaxoasia aHTUOHOTHYHA

TEpanus Npy NauMeHTH ¢ acounnpany ¢ H. pylori nentuiHU 43BH;

- CroMalluHa U fyodeHanHa A38a;
- Cunapom Ha Zollinger-Ellison 1 apyru naTonoru4iy XxvnepcekpeTopHU ChbCTORHMS;

4.2 Jo3HpoBKa H HAYHH HA NPHJIOKEHHE

Ho3uposka

Bw3pacmnu u ionouiu Ha 12 200unu u no-ev3pacmuu

Pedayke ezodarur

Enna Tabnerka [lantonpason Krka anesno. [pn vHaAnBHAYATHH Cydad 03aTa MOXKE Aa C€ YIABOH
(yBeauuu 00 2 tabnerxu [lanronpason Krka qaHeBHO), OOMKHOBEHO, KOraTo HE € HMANO OTIORAQR KbM
apyro neuenye. OOHKHOBEHO JIGUSHUETO HA pedyKe e3o¢haruT W3nckea 4-ceamuyeH ey 4-, ART
TOBA HE € AOCTAThYHO, 03PaBABAHETO OOMKHOBEHO CE NOCTHTA MNPE3 CAEABALINTE */

Bw»3pacmnu
Epaaukaums Ha A pyilori B koMOHHALWA C ABa NOAXOAALIH aHTHOHOTHUKA




[lpu H. pylori no3UTHBHY NAUMEHTH CHC CTOMALLHHK WIIH IYOACHANHH A3BH, TpAOBa Na ce
MOCTHrHE NpeMaxBaHe Ha OakTepuuTe Yype? KOMOMHHpaHO neueHue. 1padsa na ce cneapar
MECTHHUTE PbKOBOACTEA (HaNp. HALMOHAJTHUTE PLKOBOACTBA) 3a DaKTEpHAIHATA PE3HCTEHTHOCT H
MNPaBANHOTO NPEANUCBaHe U ynoTpeda Ha aHTHOaKkTEpHanHHi areHTy. B 3aBUCHMOCT OT
YCTOWYHBOCTTA HA MPUUMHHUTENSA, MOdXKe Aa O6bAaT NpenopbyaHH CieAHUTe KOMOHHALMH 3a
epaaukauus Ha H. pylori:

a) JBa NMbTH AHEBHO no eaHa tabnerka Ilanronpaszon Krka
+ asa nbTH AHEBHO No | 000 mg aMOKCHUHMARH
+ aga nbTH AHEBHO NMo 500 mg KNapuTPOMHLMH

6) AaBa NbTH OHEBHO No eaHa Tabnetka [NanTonpason Krka
+ npa nbTH AHEBHO No 400-500 mg MeTpoHruaazon (wau 500 mg TuHuAazon)
+ ABa MbTH AHEBHO no 250-500 mg KnapUTpOMULIHH

B) JBa 'bTH AHEBHO Mo eaHa Tabnerka [TaHrornpason Krka
+ aBa nbTty AHEeBHO Nno | 000 mg aMoKCHUKUAHH
+ aBa nmsTH AHeeHO no 400-500 mg MeTponnaazon (mnu 500 mg TMHKUAA300)

ITpu xomMOMHKMpaHa Tepanus 3a epaaukaumna Ha uHdekuns ¢ H. pylori, Topara Tabnerka
[ManTonpa3zon Krka tpaGea na ce npuema | yac npeau seuepa. KoMOKHHpaHaTa Tepanus ce NpoBexaa
obHuaiiHo 7 IHM M MOXe 112 ce NMPOABIIKH JOMbIHUTENHO 7 AHU, 40 00LLa NMPOALIKHTENHOCT 40 ABE
ceAMHLH. AKO 32 OCUIrypaBaHe H3JIeKyBaHETO Ha A3BUTE € NOKA3aHO AONBIAHHUTENHO JIEUEHHE C
NaHTONpa3o., TpAOBA 1a ¢e CneaABaT AO30BUTE MPENOPHKH 32 JIEHEHUE HA JyOACHATHA H CTOMALlHa
A3BA.

AKO KOMOMHHMpaHaTa Tepanug HE € Bb3MOXKHA, HANP. ako NaUUEHTHT NaBa HEraTUBHH TECTOBE 3a £,
pylori, ce npenoprYRaT CEIHHTE OO30BH HACOKH 3a MoHoTepanusa ¢ [lanronpason Krka:

JleueHHe Ha CTOMALIHA 43Ba

Enna TaGnerka [lanTonpason Krka aHeBHo. Ilpy oTaenHu cnyyau no3ata Moxke Ja Ce yABOH (NMOBHLLIH
no 2 tabnetrku [NanTonpason Krka aHeBHO), no-crieLMaHO, KOraTo He € HMajo OTTOBOP Ha JpPYyro
neyenHne. OOMUaNHO 3a jleyeHHE Ha CTOMALLHA A3BA C& UIUCKRA 4-CEAMHYEH NEPHOA. AKO TOBA He €
AOCTATBYHO, O3APaBsBAHETO OOMKHOBEHO C€ MOCTHIa Npe3 CheABaIHTE 4 CEAMMUM.

JleyeHne Ha OyQAcHATHA A3Ba

EaHa Tabnerka Ilantonpason Krka aHesHo. [1py otaenHu cnyyaum aosara Moxe aa c€ yaABod (NOBHLIH
no 2 rabnetku [lanTtonpason Krka), no-cneuuanHo, korato He € HMano OTrOBOP HA APYIo JIEHEHHE.
OGuuaiino ayoJeHanHaTa 13Ba CE M3NIEKYBRa 3a 2 CeAMHLM. AKO 2-CEAMHUYHHAT NEPUOA Ha JISHEHHE He
€ JOCTATBYEH NPH MOUTH BCHYKH CAyHaH 034PaBABAHETO C€ NOCTHra Mpe3 CCABALLMTE 2 CEAMULUM.

Curuapom Ha Zollinger-Ellison 4 Apyry naToNornyHi XMOEPCEKPETOPHH CHCTORHHUA

3a NpoaLHKUTENHO NPHIoKEHHe npy nauyeHTH cbe Cunapom Ha Zollinger-Ellison u apyru
NATOJOTHYHH XHIEPCEKPETOPHHU ChCTOAHMA, TpAOBA Aa ce 3anotHe ¢ qHeBHa 103a 80 mg (2 tabnerky
[TanTonpazon Krka 40 mg). B nocnheacTBue no3ata tpsdBa na TUTpUpa, Aa ce NOBULUK U1K HAMANU B
3aBHCHUMOCT OT H3MEPBAHETO Ha CEKpeLHATa Ha CToMatuHaTa kucenuuHa. [1pu nosa nan 80 mg
IHEBHO, AHEBHATA N03a TPAbBa fa ce pa3ae/y Ha ABa npuema. BpeMeHHOTO noBMiLIaBaHE HA A03aTa
Haa 160 mg naHTONpa3on € B3MOKHO, HO He TpaOBa Aa ce npunara no-Ibjiro oT HeobxoauMoTo 3a
aNeKBAaTEH KOHTPOJ Ha KHCEJTMHHATA CEKPELIMA.

[poawmkuTenHocTTa Ha neyeHueTo Ha Cunapoma Ha Zollinger-Ellison u apyrure natonoray

YC/OBHA.

Cneyuainu nonyiayuu



[launeHTH B cTapyecka Bb3pPacT
[Ipu nauueHTH B CTapyecKa Bb3pacT HE € HE0OX0MMa KOPEKLMA Ha [o3aTa (BXK. TOUKA J.2).

fTaumeHTH ¢ YepHOAPOOHO YBPEKAAHE
[Tpu naLMEHTH ¢ TEXKKO HepHOAPOOHO yBpex aaHe He TpAdBa na ce npeBHiLiaBa AHEBHATA 1033 OT

20 mg naHTonpason (1 Tabnerka ot 20 mg nantonpason). [lanronpason Krka He Tpabea aa ce
M3M0/138a 32 KOMOMHHUPAHO NIeYeHUE 3a npeMaxBaHe Ha H. pylori npyn nauneHTH ¢ yMEPEHa H TEKKA
yepHoApoOGHa AMCPYHKLMSA, Thil KATO MOHACTOALIEM HAMA HATH4YHH AaHHU 33 €(PHKACHOCTTa H
OesonacHoctra Ha [laHTonpason Krka tabnetku npu KoMOWHUpaHO neYeHHE NPH TE3X NAUMEHTH (BX.
Touka 4.4).

IMaunedTH ¢ 6L0peuHo yBpexaaHe
[Tpu nauneHTH ¢ 6BOpevHO yBpexkaaHe HE € HeoOxoauma KopekuMsa Ha ao3ara. [lanronpason Krka He

TpabBa Aa ¢e H3NoM3Ba 3a KOMOHHHpaHO NeveHHe 3a npeMaxpaHe Ha H. pylori npu nauxeHTy C
HapylueHa 6b0peyHa GyHKUMA, ThH KaTO NOHACTOSALLUEM HAMA HATUYHHU JaHHH 332 €PHKACHOCTTA H
6esonacHocTTa Ha [TanTonpason Krka npy koMOMHHpaHO f€ueHHE NPH TE3H NAUHEHTH (BXK. TO4KA

5.2).

ITeduampuuna nonyrayus

Heya noo 12-2o0umuna ev3pacm

[Mantonpason Krka He ce npenopbuea 3a ynorpeda npu geua noa 12-roanuiHa pb3pacT nopanu
OrpaHUYEHHTE NAaHHH 3a NPHI0KEHHETO MY NPHU TA3H Bb3PacToBa rpyna (BxkK. To4Ka 5.2).

HauuH Ha npHaoKeHHe

[lepopanHo NPHAOKEHHE
Tabnerkute He TpAOBA 4a ce ABBYAT UM YYNAT, U TPAOBA Ja ¢e NorTbIUAT Uenu, 1 vac npean
XpaHeHe ¢ BoJa.

4.3 IIpoTHBONOKA3AHHNA

CBpBbXUYBCTBHTENHOCT KbM aKTHUBHOTO BELLECTBO, CyOcTUTYMpaHK BeHinmuaazony, copduTon miu
KbM HAKOE OT MOMOUIHUTE BELLECTBA, H30poeHH B ToUKa 6.1.

4.4 ChnenHanHH npeiynpexxieHHa B NPpenopbLKHA NPH ynorpeda

YepuoapobHo yBpexaaHe
[Ipu nauueHTH ¢ TEXKO YepHoapoOHO yBpexaaHe TpaOBa pel0BHO Aa ce CIeAAT HEPHOApOOHHTE

€H3UMH NO BpPEME HA JIEYEHUETO ¢ NMAHTONPA30J1, 0COOCHO NPH NPOABL/IKHUTENHA Tepanud. B cnydyait Ha
MOBUILIABAHE HA YepHOAPOOHUTE €H3UMHU JIEUEHUETO TPAOBa Aa Ce NpeyCTaHOBU (BXK. TOUKa 4.2).

KombuHupaHo neueHue
[Ipu xoMOHHHpaHO nedeHHe TpAOBA Oa ce CHONIOAABAT KPATKHTE XapAKTEPHCTUKH HA NPOAYKTa Ha
CbOTBETHHUTE JIEKAPCTBEHHU NMPOAYKTH.

CToMallHO-MAJIMrHEHH 3ab01s1BaHuU
CHMNTOMATHYHUAT OTMOBOP HA MAHTONPA30a MOXE Ja MPUKPUE CHMNTOMHUTE HA CTOMALLIHA
IMOKAYECTBEHOCT U MOXe Aa 3abaBu JuarHosara.

[Ipyn HanuuMe Ha HAKOH anapMHpall, CUMNTOM (Hanp. 3HaA4YUTENHA HEXeNaHa 3aryda Ha TENECHO TErNo,
pPeUHAWBHPALLO NOBPBLUAHE, AUcharks, XxeMaTeMes3a, aHEMUA WITH MEJICHa) H KOraTo UM

AACKBATHOTO JTCYCHHC.

EnnoepemeHHo npunoxenue ¢ HIV nporeaznn nuxuduropu




EavoBpeMeHHO NPUIOKEHHE Ha MaHTONPa3on He ce npenopbyBa ¢ HIV npoteasun nHXubuTOpH, Npy
kouTo abcopOumaTa 3aBUCH OT HHBOTO Ha KHCENMHHOCT Ha 8bTpecToMallHoTO pH, kaTo aTazaHasup,
nopagu 3HaYHTEIHOTO HaManaBaHe Ha TAXHaTa OHOHATHYHOCT (BX. TOuKa 4.3).

Bu3aeiicTBue BbpXxy abcopOunaTa Ha puTamuH B2

[Tpu naunenTu cbe cuHapom Ha Zollinger-Ellison u Apyru naTonorHyHu XunepceKpeTopHH
CBHCTOAHHUA, H3UCKBALUK ALJTOCPOUHO JIEHEHHE, NAHTONPA30d, KAKTO BCUYKH flekapcTsa Onokupailu
KMCEMHHATA CEeKeKpeLns, MoXe aa Hamanu abcopOuuara Ha sutamuH B 12 (uuankobanamuH) nopaau
XUMNO- WK axnopxuapua. Tosa Tpabea na 6ba¢ B3€TO NOA BHUMAHHUE NPH NMNAUKWEHTH C HAMaICHH
TEAECHH 3aMacH WIHW NPH HATUYHUE HA PUCKOBU (PakTOpH 32 HaManeHa abcopOuuga Ha BuTamMuHd B12
MPH MPOALIKHTENHA TEPANHA, HIH aKo ca HabmoAaBaHH CbOTBETHHTE KIIHHHYHH CUMITTOMMH.

[1poaAbIKHTEIHO JEUEHHE
[IpH NPOABIKHUTENHO NEUEHHE, OCOOEHHO NPH NPOABIDKHTENHOCT NOBEYe OT | roAHHa, NaLHEHTHTE

TPFI633 ga ce HabKaasar PEAOBHO.

CacTPOUMHTECTHHANHY HHEKUMHN, NPEAM3BUKAHH OT DaKTEpHU
Jleuenneto ¢ [1anTonpazon Krka moxe ga noeae 10 JIEKO MOBUILEH PUCK OT CTOMALUHO-YPEBHH
HH]EKLHH, NpUHHHEHH OT OakTepuH, kato Salmonella u Campylobacter, u C. difficile.

XHNOMArHE3HEMUS

[Tpn nauMeHTH, leKyBaHH ¢ HHXUOUTOpH Ha nportoHHaTa nomna (UI1I1) kato nanronpa3on B
NpOAb/HKEHHE HA HAl-MAIKO TPH Meceua, a B MOBEYETO C/YYad H Ha FOMHa, MMa PAAKO CbOOLIEHHS
33 TeXKa XUnomarHesnemus. CeprHo3Hu NPoABH Ha XMNMOMArHE3IUEMHA KATO YMOpa, TETAHMA,
AeNMPUYM, KOHBYJICHU, 3aMasgHOCT U KaMepHa apMTMHsA, MOTaT Aa Ce MPOABAT, HO TE€ MOrar jJa
3aro4vHaT He3adbenazaHo v aa Obaar npeHebperHaT. XHNoMarHe3eMusTa MOXe 1a J0BEAE A0
XUMOKAILMEMHA W KK XxunokanueMus (BxK. Touka 4.8). [Ipy noBeyeTo OT 3aCE€rHaTHTE MaLUEHTH
XUMOMAarHe3neMHUATa (M CBbP3aRATA C XUMOMArHE3HEMHA XHNOKATUHEMHUA WHIH XUNOKANHEMHUSA )
npeMHHaBa CIcA NpUeM Ha marHesvesu 200asku u npekpartasaHe Ha nevyenuero ¢ UIIILL

[Tpu naueHTy, 3a KOUTO CE OYAKBA, Y€ e 6BAAT Ha MPOABIKHTE/IHA TEPANHA, HIW KOHTO NPHEMAT
UTI ¢ AHFOKCHH WK NEKAPCTRA, KOMTO MOTaT A3 MPHYHHAT XHIOMarHe3ueMus (Hanp. AHypeTHUMH), €
HEODXOAUMO MeIUUHHCKHTE CMIELUTHCTH Aa B3€MAT NOJ BHHMAHHE U3MEPBAHETO HA MArHE3IHEBHUTE
HUBa npeau 3anoueaHe neveHneTo ¢ UM, kakro u neproaH4HO No Bpeme Ha TepanuaTa.

DpakTypH Ha KOCTHTE

NHXHOUTOPUTE HA NPOTOHHATA NOMNA, 0CODEHO aKO CE M3TION3BAT BbB BUCOKH JO3H NPOABKUTEIHO
BpeMe (Haa | roauHa) Morar neko Aa NOBHIIAT PHCKa OT PpakTypa Ha O6€apOoTO, KUTKATa MK
rpbOHaYHHA CTHAO, NPeAUMHO NMpPH NALMEHTH B HANpEeAHANa Bb3pacT WIH [PH HANHYUE HA APYrH
puckoBH ¢pakTopu. [logpoOHH H3cneaBaHKs, NOKa3BaT, Y& HHXHOHTOPUTE Ha MPOTOHHATA NMOMNa,
Morat Ja nosuwat odmsT puck ot ¢paktypu ¢ 10-40%. Hact ot TOBA NnOBHILABAHE MOXE Aa Cce
ABJKH Ha Apyry puckoBH dakTopu. IlaumMeHTHTE, pUCKOBH 33 OCTEONIOPO3a, TpadBa Aa nonyuyar,
crope/ CbBPEMEHHATE KIIMHHYHUA HACOKH, 41CKBATEH MPHEM HAa BUTAMHH D W Kaiuui.

Texky KoxkHU Hexcenanu peakun (SCARs)
TexkH KoKHHM Hexenanu peakuny (SCARS), BKIIOYUHTETHO epUTEMa MYJITHPODPME, CHHAPOM Ha

Stevens-Johnson (SJS), TokcHuHa enuaepManyHa Hekponn3a (TEN) M nekapcTseHa peakums ¢
eo3dHodrInA H cucTeMHH cumnTomH (DRESS), kouto Morat ga Obaar »uBOTO3acTpaLIaBaLH HIH
NETANHH, ¢e cboOLIABAT BbB Bpb3Ka ¢ NAHTONPA30J1 ¢ HEU3BECTHA HeCcTOTa (BXK. ToUuka 4.8).
[TauneHnTuTe Tpabea Aa ObaaT UHGOPMHUPAHH 32 NPU3HALMTE U CHMOTOMMTE U A3 ObAaT HaBIODABAHM
BHUMATETHO 3 KOXHH PeakLHH. AKO CE MOABAT MPH3HALK U CHMITOMH, npeanonargytd zewuN0 /¢
peaKuxH, NaHToNpas3o Tpadea Aa ce cnpe He3adaBHO M Aa C€ OOMHCIN ANTEPHATHEA
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CybakyTeH xoxeH aynyc epuremaronec (SCLE) §
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HnxubMTOpHTE HA NPOTOHHATA NMOMIA Ca CBbP3aHH ¢ MHOrO peakn ciyuyan Ha SCLE. Ako ce noasar
Ne3nH, 0coDEHO B yHaCThUM OT KOXKATA, H3TOKEHH HA CIILHUEBH N1BYUH, H @KO TE Ca CHIIPOBOACHH C
0ONKH B CTABHTE, NALMEHTHT TpAOBa He3aDaBHO Aa NOTLPCH MEAMUHWHCKAE NOMOLL H MEAHLIMHCKHAT
crieLHATHCT caeaBa Aa oOMHCIH cnupaHe Ha npHema Ha [lanTonpaszon Krka. SCLE, nactonun cnen
NPEAXOAHO eYEHHE ¢ MHXMOUTOP Ha NPOTOHHATA NOMNA, MOXKe aa yBeanuu pucka oT SCLE npwu
ynotpeba Ha Apyru HHXMOMTOPH HA NPOTOHHATA MOMIA,

IMosnugBaHe Ha 1abOpaTOPHUTE PEe3YNTATH

[ToBHIIEHOTO HUBO HA XpoMorpaHHH A (CgA) MoXe Aa MOBAHAC HA H3C/ICBAHHATA 32
HEBPOEHAOKPHHHH TYMOpPH. 3a Aa ce u3berHe Tosa B3auMoIeicTeHe, neueHuneTo ¢ fanronpason Krka
TpadBa 21a ce crnpe BpeMeHHO Hal-Manko 3a 5 aHM npeau onpeaeaaHeTo Ha CgA (Bx. Touka 5.1). Ako
HyuBaTa Ha CZA M raCTpHHA He ¢a Ce Bb3CTAHOBWIH B PEPEPEHTHHTE CH IPAHHLIM Clie] HAYATHOTO
onpeaensHe, uamMepsaHeTo TpabBa ga 6vae nosTopeHo 14 AHK criea cnupaHe Ha JIeYeHUETo ¢
HHXHOWMTODP HA NPOTOHHATA NOMIIA.

[TanTonpa3zon Kpka cbabpxka cOpOUTON U HATPUH.

Tosa nexapcTso cbabpka 18 mg copburton BbR Beaka Tabaerka.

TpaGea na ce MMa NpeaBHa AAUTUBHHUAT €PEKT Ha ChTbTCTRALUO NPUNAraHd NPOAYKTH, ChAbpXKallH
copbuTon (WK PpyKTO3a), KAKTO W XPAHHUTETHHAT NpHEM Ha copburon (MH dpykTo3a).
CbObpKaHHETO Ha COPOHTON B NeKapcTBEHH NPOAYKTH 32 NMEPOPANHO NPHIOKEHHE MOXKE Aa TIOBJIHAE
OMOHAJIHYHOCTTA HA APYIH NEPOPATHH NEKAPCTBEHH NPOAYKTH, KOUTO C€ FIPUIIAraT ChMbTCTBALIO.

Tosa nekapcTBO ChAbpKa No-Manko ot | mmol HaTpui (23 mg) Ha TabseTka, T.€. MOXKE [1a CE KaXKe,
Y€ NPAKTHHECKH HE ChbAbPXKA HATPHH.

4.5 BiauMoaelicTBHE C APYIH JICKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3IAHMOJEHCTBHE

JlekapcTBeHu npoayxTH ¢ pH 3aBucHMa dapMakOKHHETHYHA abcopduma

[Topaau NBAHOTO KM NPOABIDKHTENIHO HHXHOHpaHE HA CEKpEeLMATa HAa CONHA KHCE/THHA, MaHTOMpaso.l
MOXKE 1a C€ HAMECH B Pe30pOLMATA HA IPYTH JIEKAPCTBEHK NPOAYKTH NpH KOKUTO cTomawiHoTo pH e
paxkeH (aKTOp 3a opanHaTa SMOHANKYHOCT, HANp. HAKOH a30JI0BY NPOTHBOTEOHYHH areHTH KaTo
KETOKOHA30J1, HTPAKOHA301, MOCaKoHa30/1 U APYry CPEeACTBA KATO EPJIOTHHHO.

HIV nporea3zHyn uHxuburopu

EasospeMeHHO NpunoxeHHe Ha NaHTonpason He ce npenopbyBa ¢ HIV nporea3un HHXHOHTOPH, NpH
KOHTO abcopOLMATA 3aBHCH OT HHBOTO HA KUCEAWHHOCT Ha BbTpecToMalHOTO pH, KaTo atazanasup,
Mopajgy 3HaAYHTENHOTO HaMAIABaHE Ha TAXHATa OHOHATHYHOCT (BX. TouKa 4.4).

Axo xombunayuama om HIV npomeaznu unxubumopu u unxubumop Ha npomoxsHama nomMnda ce
npeyenu 3a Heuz0edCHa, NPenopvY8a ce BHUMAMENHO KIUHUYHO NPOCAEORBARE (Hanp. sUPYCRO
nHamosapearie). He mpabsa da ce nadsuuasa ooza om om 20 mg nawmonpason va oex. Mooice oa e
HeobxooumMo oa ce xopuzupa oozama va HIV npomeaznusn unxubumop.

KyMapHHOB# aHTHKOAryaauTH (¢eunpoxymon nny BapQapuH
EaHOBpeMeHHOTO NPUNOXKEHHE HA NAHTONPa3o ¢ BapapHH WIH eHnpoKyMOH HE OKa3Ba BAHAHHE
BBPXY papMakoKkHHeTHKaTa Ha sBapdapuH, ennpoxymon nnn Ha INR (International Normalised
Ratio). Bbnpexu ToBa, HMa cbhobiueHna 3a nouiieH INR 4 npoTpomMOHHOBO BpeMe NPH NaLMEHTH,
nonyuasaiuu HHXUOuTopu Ha nporoHHara nomna(UIIIT) u Bapdapun nnn pennpoxkymon
elHOBpeMeHHO. Y BenuuaparHeTo Ha INR v npoTpoMOHHOBOTO BpeMe MOXKE 1a AoBele A0 HEOOHYaTHO
KbpBeHe H Jopu A0 cMbpT. [TaLueHTHTE, NEKYBaHH C NAHTONPa3oa ¥ BapdapHH UK PEHNPOKYMOH,
MOJKe Ja ce Hanara aa Obaar nabnionapanu 3a yeennuasase Ha INR v nporpomOuHOBO B

MeTtoTpekcar
HaGmronasaHo e, ye eaHOBpeMeHHaTa ynotpeda Ha BUCOKH I03H METOTPEKCAT {

HHXMOHUTOPH HA NPOTOHHATA NIOMNA, MOBHLUIABA HUBATA HA METOTPEKCAT MPH HAl
[opaau TOBa, MPY CHCTOAHMKSA, NPH KOHTO € HEOOXOAUMO NMPHIOKEHHE Ha BUCO




HaMpUMeEP NPU PakoBH 3a00/ABaHHA ¥ ncopuasnc, Tpadea 1a ce 0OMHUCIY BPEMEHHO NPEKPATABAHE HA
TEpPAnMATa ¢ NaHTONpas3on.

Hpyry npoy4BaHua 3a B3aUMOJEHCTBHATA

[TanTonpazon ce Mmetabonuinpa NpeaUMMHO B 4epHHUA Apod 4pe3 eH3UMHaTa cHcTeMa uutoxpom P450.
['nasHuaT metabonuTeH nuT e AeMeTuninpaHe upes CYP2CI19, a apyrute metabonutau nbTUILA,
BKJIIOUHBAT OKcHaHpaHe upe3 CYP3A4.

[TpoyuBaHusTa 3a B3aMOIEHCTBHA C NeKapCcTBa, CbULO MeTaboAM3MpaLly Ce N0 Te3H MbTHLILA, KaTo
kapOamasenuH, qdasenam, rubeHIaMnia, HUPEAUNTHH U OPasiIHK KOHTPALUENTHBH, ChIbpPXKAILH
JIeBOHOPrecTpen H eTHHUIECTPAAHO, HE Ca NOKA3ANH KIHHHYHO 3HAYHMH B3aUMOOENCTBHA.

He moxe 1a ce M3KI0YH B3aUMOJEHCTBHETO HA NAHTONPA30J C APYTH EKAPCTBEHH MPOAYKTH HAU
CbEAHHEHHS, KOUTO ¢e MeTaboMHU3npaT NP W3NO/A3BAHE HA CHLIATA EH3IMMHA CUCTEMA.

PesyntaTuTe OT MpOy4YBaHHATA 3a 00XBAaTa HA B3aHMOJEHCTBHE NOKA3BAT, Y€ MAHTONPA3OJ HE
nosMsABa MeTaboH3Ma Ha aKTHBHUTE BeliecTBa, MeTabonn3upauu ce upez CYP1A2 (kato xadeun,
teopunnH), CYP2C9 (kaTo nupokcukam, ankiogenak, nanpokceH), CYP2D6 (kato meronponon),
CYP2E] (xaTo eTaHON) K HE CE HAMECBA B CBbP3aHATa ¢ P-TJIMKONPOTEHH a0COpOLIMA Ha AUIOKCHH,

He e uMano B3auModeHCTBHSA NMPpH CBBMCCTHQ MNPUNOMKEHHUE C AHTHALIHAHH ITPDOAYKTH.

[IpoBexaaHM ca CbLLO NPOYYBAHWA Ha B3aMMOACHCTBHETO NP NMpUNaraHe Ha NaHTONpaso
€HOBPEMEHHO CbC ChOTBETHUTE AHTHOHOTULM (KIAPHTPOMHLIMH, METPOHKHAA30]1, AMOKCHLIMAIUH). He
ca OUIU OTKPUTH KAKMHHUHHO 3HAYMMK B3aUMOJEHCTBHA.

JlexapcTBEHU NMPOAYKTH, KOUTO WHXUOMpAT Uan udayuupatr CYP2C19:

UHxuburopure Ha CYP2C19, karto ¢pnyBokcaMWH, MOraT Ja YBEJMYAaT CHCTEMHATA €KCMMO3ULUA Ha
naHTonpasoy. Moxe na ce oOMUCIM HaMaABAHE Ha 103aTa NP NaLUEeHTH, JIEKYBAHH IB/JT0 BPEME C
BUCOKH 03U NAHTONPA30 MK TAKMBA C YEPHOIPOOHO YBpPEXKAAHE.

EusumuuTe uuaykropu, nosaugasain CYP2C19 u CYP3A4, kato pudaMnHUMH U XCBAT KAHTapHOH
(Hypericum perforatum), Morat Aa HamMansT r1a3MeHMTE KOHLUEHTPAUKWHY HA HHXUOUTOPHTE Ha
MPOTOHHATA NOMINA, KOUTO C& MeTaDOMINPAT UPe3 TE3N EH3UMHH CHCTEMM.

B3anmMonelcTBHA N1eKapcTBO-1a60paTOpHO H3cAEABAHE
HUma crobiueHns 3a GaluKMBo NOJOXKHTENHH pe3yNTaTH NPH HAKOH CKPHHHHIOBH W3C/IEABAHHA HA

ypuHa 3a TeTpaxuapokaHabuHon (THC) npu nauuedTty, npueMawy nanronpasosn. Tpabea aa ce
oOMUCITH ANTEpPHATHBEH NOTBBLPKAABALL METOA 38 NPOBEPKA HA MNOJIOXKHTEIHHTE PE3yNTaTH.

4.6 DepTHIAHTET, OPpEMEHHOCT H KhpMeHe

bpeMEeHHOCT
CpeaHO KOMTHYECTBO OT JaHHH BBPXY OpemeHHH xeru (mexxay 300-1 000 pesyatatd oT OpeMEHHOCT)

He nokKa3paT Mangopmauna unk geTo/HeoHaTaNHA TOKCHYHOCT HA NMAHTONpa3on.

[IpoyBaHHA APH XXMBOTHHU Ca MOKA3aH PENpPOAYKTHBHA TOKCHUUYHOCT (BXK. TOUKa 3.3).

KaTto npeanasna mapka ce npeano4urta aa ce u3baresa ynorpedara Ha [ladronpason Krka no Bpeme Ha
OpeMEHHOCT.

Kbpmene
[TpoyuBaHHATA MPY XKHBOTHH Ca NOKA3AIH EKCKPELUs HA MAHTONPa30 B MIAKOTO. HAMg o
HHGOpMALKA 3a eKCKPELUUATa Ha MAHTOMPa3oN B KbPMAaTa, HO € 0K1aABaHA eKCKpESH
Puck 3a HoBopeaeHW/ neua He Moxe aa Ovae uskmodeH. [lopaau Toea pelueHueTo
NpeKpaTH KbpPMEHETO MK Aa ce MpeKpaTh/aa He ce 3anoysa neucHuero ¢ [lanto /
I1a ce B3eMe, KaTo ce HMa NMpeABKA NOA3aTa OT KbPMEHETO 3a AETETO H NOII3ATA |
[TanTonpason Krka 3a maiikara.




OCpTHANTET
[Tpy npoyyBaHna BbPXY )KUBOTHU HAME JAHHU 33 YBPEXKAAHE HA (PEPTHUIIUTETA CJIE] NPHIIAraHe Ha

naHTorpason (Bx. Touka 5.3).

4.7 EdexTH BLPXY cnoco0HOCTTA 32 modRpaHe H padoTa ¢ MAIHHH

Moske 13 HACTBNAT HEXENaHH NEKAPCTBEHH PEaKLIMK KaTo 3aMaiBaHe M 3PUTENHH HapyLUeHHA (BXK.
Touka 4.8). Ako €a 3acerHatH, NalKHeHTHUTE He TpabBa A3 wodupaT Wik paboTAT ¢ MALLUHHH.

4.8 HexeNaHH NeKAPCTBEHH PEAKIHH
[TpubnuanTenHo 5% morar aa O4akBaT Aa MOJAyYaT HEXelaHH nekapcTeeHH peakuudu (HIIP).

B caeaBaiata tabnuua HeXeNaHWTe NeKapCTBEHH PEaKUHH, JOKIAABAHY NIPY
ynoTtpebara Ha NAHTONPA30/1, ca OLEHEHH Ype3 CNeHaTa KIaCHPHKALKA 3a YeCTOoTa:

- Mmoro yectu (2 1/10);

; Yectu (= 1/100 no <1/10);

] Heuectn (2 1/1 000 go <1/100);

. Peaxu (= 1/10 000 no <1/1 000);

- Muoro peaku {(<1/10 000),

- C HeusBecTHa yecToTa (OT HATMYHHUTE JaHHHK He MOXe Aa Obe HaNMpaBEéHa OLEHKA).

3a BCHUYKH HEXKENAHHU peakUHH, NOKIaABaHH MPeE3 NOCT MAPKETHHIOBOTO HaOnwaeHHe, He € Bb3MOXHO
Aa Ce ONpeAc/IM 4ECTOTATa HA HeXKeNaHWTE peaKkLMH, Nopaar KOETo Te ¢a NMNOCOYEHH ,,C HeU3BeCTHA
yecToTa .

[IpH BCAKO rpynUpaHe B 3aBUCHMOCT OT YECTOTATA HEXKENAHHTE JICKAPDCTBEHH PEaKLIHH ce H30poARaT B

HHU3IXO0AAll pen NO OTHOLWECHHUE HA TAXHATA CEPHO3IHOCT.

TabavueH BUA Ha HEXENAHUTE pEAKUHH

Tabnuua 1. HexkenaHu nekapcTBEHH peaKkLMH NPU NPUIOKEHUETO Ha MAHTONPAa30Ji NpH
KIMHHYHHK NPOYYBAHUA W NOCT-MAPKETHHIOBO HAbnoaeHHe

YectoTa YecTH Heuectn Penxnu MHuoro peakn | C HeH3BecTHA
4eCcToTA

CHcTem
OpraaHgn

KJAaC0oBe
Hapymenns ArpaHyJio- TpombouuTo-
Ha KpBBTA H LIUTO32 MeHus,
nuMm¢pHaTa JleskoneHus,
cCHUCTeMa ITaHLUHTONEHHS
Hapymenus CBpbXuyBC-
Ha HMMyHHATa TBHTEJIHOCT
cHCTEMA (Bkn.aHaduNa-

KTHYHH

peakuuu u

aHadKrNaK-

THYEH 1IOK)




HapyuieHnsa Ha Xunep- Xuno-
meTabon3mMa U AUNHAEMHUH Y HaTPHEMHA;
XPAHEHETO NOBULLIABAHE Xuno-
Ha JIMNMUAUTE MarHe3eMHs
(TpuUrauvuepun (6oic. mouxa
H, 4.4,
XOJIECTEPOIT), Xuno-
[TpomeHu B KaauMeMus';
TErJ0TO Xuno-
KanueMus'
[TcuxuyHu Hapywenus Henpecns (4 Heszopuenta- | XanOuuHaLKWH
HapyLIeHHA HA CBLHA YCIOXKHEHHA) | LKA (M ; O0bpKBaHe
ycnoxHeHus) | (ocobeHo npu
npeapaznono-
KEHUTE
MaLueHTH,
KaKTO M
BJIOLLABAHE HA
ChCTOAHHETO
Ha Te3M
CHMINTOMH B
CAy4aH HA
npea-
BapUTENHO
CbhLIECTBYBAHE
)
HapyuieHus Ha [ naBoGonue, HapymeHus [TapecTe3ns
HEpBHAaTa 3aManBaHe Ha BKyca
CUCTEMA
Hapywenus Ha Hapywenus
OYHTE HA 3pEeHUETO/
3aMBIIICHO
3pEHHE
["acTpounTecTH | IHonumnw Huapus; Mukpockon-
HATHH Ha AbHOTO | ["apene/ CKH KOJIHT
HapyLICHHA (bynayca) | noepbllaHe;
Ha [lonypane Ha
cToMaxa KOpeMa M
(nobpoka- | 6anoHupade;
4YeCTBEHH) | 3anex;
Cyxora B
yCTaTa;
KopeMmua
Oonka
AUCKOMPOPT
Xenarobunuap [loemwaeane | IToBuiaeaHe Xenaro-
HW HapyLIeHHS Ha yepHOApoD- | Ha OunupybuH LeYIapHO
HHTE €H3UMH YBPEXKAAHE;
(TpaHc- XKbnrenuua;
aMHHA3M,

Y-GT)




Hapywexus Ha Ob6pue/ Yprukapus; CHuapom Ha

KOXarTa M ek3aHTema’ AHruoeaem Stevens-

MOAKOXHHUTE epynuus; Johnson;

TbKaHH Copbex CHHApOM Ha
Lyell (TEN);
JlekapcTBeHa
peaKkums ¢
€O3HHODHITHA
H CHCTEMHHM
CHMITTOMH
(DRESS);
Epntema
MYJITH(OPME;
DOTOUYYBCTBH-
TEAHOCT;
CybakyTeH
KOXEH NYNyC
EPHTEMATONEC
(B:K. TOUKA
4.4)

HapyueHus Ha OpakTypa HA | ApTpairus; MyCKyJTHH

MYCKYJIHO- Seapo, kuTka | Muanrus cnasmu’

CKeJleTHaTa WK

cUCTEMA H rpbOHaveH

ChEeAMHHUTENTHAT cTBJ10 (8.

a ThKaH mouxa 4.4)

HapyweHnus Ha Tybynounrep-

ObbpeunTe U CTHLHANEH

MAKOYHUTE nHedput (TUH)

MbTHLLA (C Bb3MOXHA
Nnporpecua 4o
O01LOpeuHa
HeaoCTa-
TBUYHOCT)

HapyuieHus Ha ['uHexoMacTHa

Bb3NPOU3BOANT

enHara

CHCTEMA H

rbpaara

O0wy ACTeHHA, [loBuiLaBaHEe

HApPYIUECHUS H yMopa H Ha TelecHaTa

epexTn Ha HEPA3NOoJIO- TEMNEPATYPa;

MSCTOTO Ha KEHHE [Tepudepen

NPUAOKEHHETO OTOK

I XunokajiuueMus WHIKH XMNOKATHEMHS MOraT 1a Ob4AaT CBbP3aHU € NOABATA HA XHNOMAarHe3vueMus (Bx. Touka 4.4)
2 MyCKYNHH ClIa3MH KaTo [IOCNEANLA OT SNEKTPONINTEH AucdanaHc

Crol1uaBaHe Ha NOAO3UPAHH HEXENAHU PeakUHH
Cbo0OL1aBaHeTo Ha NOAO3KPaHH HEXeNaHW peakUWH Clell pa3pellaBaHe 3a ynotpeba Ha nekapcTreHuUs
[MPOAYKT € BaXXHO. TOBa no3so/iARa Aa NPOABLIKH HabMOAEHHETO Ha CHOTHOLUEHHUETO NOJI3A/[PUCK 34
nekapcTBeHua npoaykr. OT MEIUIMHCKUTE CTICLIHANKCTH CE€ M3UCKBA A1a ChoOLIIaBaT BG
MoAO3HPaHa HEXeNlaHa peakUUs ypes:
H3nbnuyTenHa areHuMs no jieKaperaara
yia. ,.Jdaman I'pyes” Ne 8

1303 Codpus




Ten.: +359 2 890 3417
yeOcaiiT: www.bda.bg.

4.9 Ilpexo3mpane

CuMnTOMH

He ca U3BECTHH CUMITOMH HA MPEAO3HpaHE MPH XOpa.

CucremHa excno3numa ¢ 1o 240 mg npunaraHd BEHO3HO B NPOAB/DKEHHE HA 2 Min ¥ Ca NOHACAHH
aobpe.

JleyeHue

Trnit KaTO NAHTOMPa30/ Ce CBbLP3BA EKCTEH3HBHO C TTIPOTEUHHUTE, TOH HE CE AHANTH3KpPa NECHO.
[pu cayuati Ha npeno3upaHe ¢ KNMHUHYHU JaHHH 33 HHTOKCHKAUHA, OCBEH CHMNTOMATHYHO U
NOANBbPXKALUO JIEHEHHE, He MOXKE [a CE AaAaT creuuPrUUHK TepaneBTHYHH NMPENoOPLKH.

5. ®APMAKOJIOIHYHH CBOUCTBA

5.1 PapMakoAHHAMHAYHH CBOACTBA

dapmakoTepanesTHyHa rpyna: Muxuburopu Ha npotonnata nomna; ATC koa: A02BC02
MexaHH3bM Ha JEHCTBUE

[TanTompazon € cybeTuTyHpaH O€H3MMHAA30/1, KOWTO HHXHOHpA CEKPEIIHATA Ha CONHA KHCEHHA B
cToMaxa ype3 cneurdduuna 6aokaaa Ha NPOTOHHATA MOMMNA Ha NAPUETATHHUTE KJIETKH.

[TanTonpazon ce KOHBEPTHPA B HEFOBATa aKTHBHA (hOpMa B KHCENATa CPEAa Ha NAPHETANIHHTE KIETKH,
KbAeTO HHXHOHUpA eH3sumuTe H+, K+ -ATda3a, T. €. KpalHHHA CTAJUH OT NPOAYKLHATA Ha COJTHA
KHcenrHa B ctoMaxa. Uuxubupanero € 10303aBMCHMO H 3acAra Kakro 6asanHara, Taka M
CTHMYJIMpaHaTa KHCENHHHA cekpeuma. [Ipy noseyeTo naLuMeHT NpeMaxBaHETO Ha CHMITTOMHTE Ha
pedaykca ce nocTvra 3a 2 ceaMmuun. Kakro apyrure npotoHHu nHxuburopu u H2 peuentopHu
HHXUOUTOPH, JIEYUSHUETO C MAHTOMNPA30] peayLHpa KUCESUHHOCTTA B CTOMAXa H MO TO3M HA4UH
MOBHUILUABA HHBOTO HA FACTPHHA, MPONOPLMOHATHO HA peAYKLHATA HA KHCENHHHOCTTA. [loBKILaBaHeTO
Ha HUBOTO HA racTpuHa € o6parumo. Thil KATO NAHTONPA30. Cce CBbP3IBA ¢ EH3IUMUTE TUCTANTHO OT
PELENTOPHOTO HHBO, TOH MOXKE 12 HHXHOUpA CEKPELMATA Ha COJIHA KHCENTHHA, HE3aBUCHMO OT
CTUMYJIHpaHeTo # OT ApyrH cybcTaHUuy (AUETHAXONUH, XHCTaMHH, racTpuH). EdexTsT € chumar,
HE3aBUCHUMO JAJIH aKTHBHOTO BELLIECTBO C€ NMpUara NEPoOPaTHO UK HHTPABEHO3HO.

MapMakoIHHAMHYHH ePEeKTH

HuBaTta Ha racTpvHa Ha rnajaHo ce rnosyuiasar ot nauronpason. [Ipu kparkocpoueH npueM npu
MOBEYETO CIYYaH T€ HE HAOXBBP/ST rOPHATA rpaHHLA Ha HOpMaTa. I1pH NpOABIKHTENHO IeHeHHE
HHMBATA Ha racTpHHA CE YABOABAT NPH NOBEUETO clyuau. EKCLEeCHBHO HapacTBaHe HACTBIIBA [PH
H30/IMPaHK ciy4vau. KaTto pe3ynrart npy npoab/DKHTENHO NCUEHHE NPH MATTKA 4acT OT CNy4YauTe ce
Ha0oaaBa JIEKO A0 cpeiHO NOoBHILAaBaHe HA Opos Ha cneuuduynure eHaokpuHHy (ECL) wieTku B
cTomMaxa (0OMKHOBEHHA 10 aIeHOMATOUIHA XHNepnaas1s). Bee nak, ¢brnacHo nNpoyyBaHUATa
NPOBEACHH A0 MOMEHTA, GOPMHUPAHETO HA KAHLUEPOHAHH NPEKYPCOPH (ATHMHYHA XHUNEPIUIA3HA) UK
CTOMALIHK KaHUEPOUIH, KAKBHTO ¢a OHIM OTKPUTH NPH OMUTHUTE C KHUBOTHHU (BXK. TOoUuKa 5.3), He ca
HabatonaBaHH Npy xopa.

[lo BpeMe Ha neveHHue C aHTHCEKPETOPHH JIEKAPCTBEHH NPOAYKTH FraCcTpHHA B cepyma
OTroBOP HAa MOHMXKEHATA KUCEJIMHHA cekpeuda. B pesyartar Ha HaManeHara ctoMa
ce nosHwaea 1 HUBoTO Ha CgA. [osuuieHoTO HHBO HA CgA MOXKE 1a NORITHAC He
HEBPOEHIOKPHHHH TYMOPH.

HannunuTe nyONHKyBaHH JaHHH AOKA3BAT, Y€ NPHIAraHeToO Ha HHXHONUTOPH HA
TpsaOBa 4a ce NpeyCTaHOBH MEXKAY S AHM U 2 ceAMHLM npeau uimepeade Ha Cga.




uen Hueata Ha CgA, KOWTO MOraT Aa ca bKIHBO nosuLleHHU cnea aedeHue ¢ U1, na ce
Bb3CTAHOBAT A0 peepeHTHHTE CH NPaHHUH.

[lpeaBHa AAHHUTE OT NPOYYBAHUATA NPH KUBOTHH TIPH NPOSBIKHTENHO IEUYEHHE C NAHTONPA3OJ
IOBEYE OT €/JHAa NOAHHa HE MOXKE HAMBJIHO Ja CE WIK/IIOYH Bb3MOXKHOCTTA 32 MOBIMABAHE Ha
napaMeTpHuTe Ha PYHKLMATA HA LATOBHHATA XJl€3a.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbuns
[TanTonpason ce pezopbupa OBP30, KATO MAKCHMATHH NJAa3MEHH KOHLEHTPaLMH ce JOCTUraT A0OPH

cnend eAHOKpaTHa nepopanHa go3a ot 40 mg. CpeaHo 3a okoso 2,5 h ce 1oCTUraT MakCHMallHH
MnJa3MeHU KOHLEHTpaLMH OT 0Kono 2 - 3 ug/mi, xaTo Te3u CTOHHOCTH Ce 3ana3BaT NOCTOAHHH ciel
MHOrOKpaTHO npunaraHe. @apMakOKHHEeTHKAaTa HE Bapypa ¢jiel €AHOKPATHO U MOBTOPHO
npunoxeHue. B no3osus ananazon ot 10 go 80 mg, nnazMeHara KHHETHKa HA NAHTONPA30J €
NMHEapHa, cAeA NEPOPATHO U HHTPABEHO3HO NMPHIOKEHHE.

AbconroTHaTta OHOHANTMYHOCT Ha TabneTHara popma e okono 77%. CbBMECTHUAT MPUEM HA XpaHa He
nosnuasa AUC, MakCHManHUTE NIa3MEHH KOHLICHTPALHHHU H PECTIEKTUBHO OHOHANHYHOCTTA.
EnnncTeeHO npoabkuTeHOCTTa Ha lag-(asaTta Moke 1a Obae YBenu4eHa fpH CbBMECTHO NPHEMAHE
C XpaHa.

PaznpeaeneHue
Cpbp3BaHETO HA NAHTOMPA30Ji CbC CEPYMHUTE NPOTEHHHU € 0Kkono 98%. ObembT Ha pasnpeneneHue e

ot okono 0,15 1/kg.

buoTpancgopmarms
Cy06cTaHUMATA NOYTH HAMBJIIHO ce MeTabonn3Hpa B uepHHa Apob. ['napHuAT MeTabonUTEH MbT €

aemetrunupaHeto upes CYP2C19 ¢ nocneapaiua cynarHa KOHIOrawus, Apyr MeTaboIHTEH MbT
BKJTIIOUBA okcuaupaHe upes CYP3A4.

EnnmMuHupate

TepMUHATHHAT NONY>XXUBOT € 0KoJ10 | Yac u xanpbHCLT okono 0,1 I/h/kg. YcraHoBenH ca Hakonko
cybekra cbhe 3abaBeHO enumuHupane. [lopaau cneunduyHOTO CBBLP3BAHE HA NAHTOMNPA30 C
NPOTOHHUTE MOMIMH HA MNAPHETAIHHTE KNETKH, SIHMHHALMOHHHUAT NONYXKHUBOT HE KOPENHPA ¢ MHOIO
No-ABLJAraTa fMpoAbIKHTENHOCT Ha JeHcTBHe (MHXUOUPAHE HA KMCENTHHHATA CEKpeLus ).

BbOpedHOTO ENMMHHUPAHE € OCHOBHHAT MBbT HAa EKCKPELUMA Ha METADOJHTHUTE HA NMaHTONpa3on (OKOIo
80%), ocTaHanata 4acT ce €KCKpeTupa ¢ H3npaxHeHHaTa. OCHOBHUAT MeTabOIUT, YCTAHOBEH, KAKTO B
cepyMma, Taka ¥ B yPHHATa, € 1Ie3METHANAHTOoNpa3on, KoHTo € cyndaTtHO KOHIOrupaH. BpemeTto Ha
MOJY)XHBOT Ha OCHOBHHA MeTaboauT (0kono 1,5 h) HE € MHOrO NO-NPOABIKUTENEH OT TO3H Ha
MAHTOMNPa3oJl.

Cneyuarnu nonyaayuu

b16peuHo yBpexxaane
He ce u3McKkBa HamanABaHe Ha J03aTa, KOraTo NAHTOMNPA30J ¢€ NPKIAra Npyd NaUKMEHTH ¢ OrpaHHYeHa

ObOpeuHa GpyHKUNA (BKIL. NALIMEHTH HA XeMoaHnanu3a). [1pd Te3u nauneHTH, noaodHO Ha 3ApaBHTE
NaMEHTH, MONY>KHBOTBHT Ha NMAHTONDA30/ € KpaTbK. CaM0O MHOIO MankKa 4acT OT MaHTOMpa3oi MOXe
na ce avanusupa. HezaBUcHMO, HenoyKHBOTHT HA OCHOBHUA META0OIMT € YMEPEHO YABDKEH (2-

3 h), exckpeuysaTa e Bce Taka Obp3a U HE HACTLIMBA KyMYJlauus.

YepHoapoOHoO yBpexxaaHe
Brnpekw, 4e npy nauueHTH ¢ yepHoapoOHa uMpo3sa (kiac A 1 B no Child) e YCTHOM
HA NOAYXHBOTHT A0 7 U 9 h v yBenuuenue ¢ daxrop 5-7 Ha croiiHocTTa Ha AUEY, &
MaKCHMAMHH fJ1a3MEHU KOHLIEHTPALMH ca caMO 1,5 MbTH NO-BUCOKH OT TE3W f




Crap4ecka Bb3pacT
Jlexoto yeennueHne Ha AUC u Chpax, YCTAHOBEHO NP AOOPOBONLH B CTapHecKa Bb3pacT, B CPaBHEHUE
C MO-MNAANTE YYACTHHLM, ChUIO TAKA HE € OT KIHHHYHO 3HaUEHHE,

Cnabu metabonuzaropy

[Tpubunusurento npu 3% ot esponeickara nonynauna auncea pyHkunHonupaw CYP2C19 eHsum u
Te ca HapedeHd cnabu Metabonuzatopu. [Ipu Te3u HHAHBHAN MeTABOM3MBT HA NAHTONPA30
BepoATHO ce katanu3vpa ot CYP3A4. Cnea npunoxexa eaHokpatHa ao3a ot 40 mg naHronpason,
CpeHATa MOBbLPXHOCT NOJ KPHBATa 32 Ma3MeHa KOHLUEHTpaLus-Bpeme € Ouna 6 nbTH No-rojsMa npu
cnabure meTabonusaropy B cpaBHEHHE € HHAMBHAK € PyHKUMOHUpawl CYP2C19 en3um
(ekcTeH3uBHU meTabonusaropu). CpeaHaTa MakCHManHa NaasMeHa KOHUEHTpauKs € Ouna nosHiueHa
¢ okosio 60%. Teaun akTH HAMAT OTHOLLIEHHE KbM A03UPAHETO HA MAHTONPA3O.

[leanaTpuyHa nomyJaauus

Crnen npunaraHeTo Ha eAMHHYHA nepopanHa a03a ot 20 no 40 mg naHTonNPa3on HA Jeua Ha Bb3pacT
oT 5-16 ronHu AUC u Curac ca Ounu B AMaNa3oH, CbOTBETCTBALY HA HUBOTO NPH BB3PACTHH,

Cnen npuiaradeTo Ha eaMHU4Ha 1.v. 103a ot 0,8 win 1,6 mg/kg nanronpa3son Ha Aeua Ha Bb3pacT 2-
6 roaMHy He € yCTaHOBEHA 3HAYWTE/IHA acoLMalus MEXAY KIHMPBbHCaHa NaHTONPa30/1 H Bb3pacTTa H
Ternoto. AUC u 0beMbT Ha pasnpeneneHre ca OMNH B CLOTBETCTBHE C JAHHHUTE MPH BbL3PACTHH.

5.3 IIpeax,JTHHHYHH JaHHH 32 0e30NacHOCT

HekaunHuuHUTE NaHHK, Oa3UpaHU HA KOHBEHUWOHATHHTE (PapMaKONOTHYHH NPOY4YBaHHA 32
0e30nacHOCT, TOKCHYHOCT NPH MHOTOKPATHO TIpUiaraHe ¥ reHOTOKCHYHOCT, He NoKa3paTr ocobeH
PHCK 3a Xopa.

[Ipu aBEroAvLIHUTE MPOYHBAHUA 32 KAHUEPOreHe3a NMpy IIbXOBE ¢a OWIH OTKPHUTH
HEBPOEHAOKPHHHH Heom1asmMu. B 1onbnHeHKe, CKBAMO3HOKIETHLYHH MaNWIOMHK ca DMK OTKPUTH NpU
MJBbXOBE NPH €4HO NPOy4BaHe. MeXaHM3MbT, BOAELL A0 (POPMHUPAHE HA CTOMALLHYA KAPUHHOHAHN OT
cyOCTHTYUpaHuTe OEH3MMKAA30M, € OUN BHUMATEHO NMPOYYEH W MO3BOAABA H3BOJA, Y€ TOBA €
BTOpYYHA PEAKLMA HA CHITHO MOBHILIEHUTE CEPYMHHA HHBA HA IaCTPHHA, HACTHNBAUIM MPH ITbXOBE MO
BpeMe Ha XPOHHYHO TPETHpaHe.C BUCOKH A03H.

[Ipy ABEroAMLIHWUTE MPOYUBAHHUSA BbPXY FPH3auM € YCTAHOBEH YBENAH4eH Opoit Ha yepHOAOpOOHH
TYMOPH IPH [UTLXOBE (CAMO TMPH €AHO MPOYUBAHE MPH MITBXOBE) U MEHCKH MHLLIKH, KOETO €
HHTEPNPETHPAHO KaTO C/IEACT8HE HA BUCOKATA CTENEH Ha MeTaboNH3IBM HA NAHTONPA30/1 B YEPHHA
0pod.

Cnabo yBeIMUEHHUE HA YECTOTATA HA HEOIVIACTHYHUTE U3MEHEHHMA HA LUMTOBU/HATA XKJ1€34 €
YCTAHOBEHO MpH rpynaTa IbXxoee, TpeTHpaHu ¢ HaHl-BUcoka ao3a (200 mg/kg) 8 eaHo ot
ABEroAMIUHNATE NpoyuBaHUa. HanuuueTo Ha Te3n HoBOOOpazyBaHHA € CBBLP3aHO C MPEeAU3IBHKEHUTE OT
NaHTOMNPa3on NPOMEHH B KaTtaboJIn3Ma Ha THPOKCHHA B YepHHA Apod Ha ibxa. Tbil KaTo Npu YoBeka
103aTa € HUCKA, HE C€ OYAKBAaT HEXENaHHU PeaKUMH OT CTPaHa HAa WHTORKAHATA XJie3a.

B nepu-nocTHaTANHO NPOyUBaHE 3a PENPOAYKLUHA HA IUTbX, MPeAHa3HA4YEHO Na OLUEHH PA3BUTHETO HA
KOCTHTE, c€ HaDJI0JaBaT NpHU3HALM HA TOKCHYHOCT 3a NOTOMCTBOTO {(CMBPTHOCT, NO-HUCKO CPEIHO
TEJIECHO TETNO, NO-HUCKO CPEAHO YBETHUEHHE HA TENECHOTO TErJI0 H HAMAaJIeH KOCTEH PacTex) rnpH
ekcno3uuru (Cmax) npulGIU3HTENHO 2 MBTH OT KJIMHUYHATA EKCno3ulMa npu xopa. [lo kpas Ha
¢a3zaTta Ha BbL3CTAHOBABAHE, KOCTHHTE MapaMeTPH Ca CXOAHH B PA3THUHHTE IPYNU U TEACCHOTO TETTIO
CBLUO MM TEHACHUHA KbM 00paTUMOCT el epHoA Ha Bb3CTaHOBABaHE Oe3 n1eKapcTBOTO.
[loBuiueHaTa CMBPTHOCT Ce ¢bOOLIaBa CAMO NPH NpeKIeBpeMeHHO OTOUTH Ho3aeium N

Bb3pacT X0 21 AHM), KOATO C€ OLEHABA KATO ChOTBETCTBAIIIA HA KbPMAUETA HA Bb3
3HaYEHHETO HA Ta3H HAXO/AKa 3a neaAHaTpHYHaTa rnonynauus e HeacHo. [peaniuy
NpOy4YBaHe NPH TUTBXOBE MPU MAJIKO NO-HHCKH 103H HE YCTaHOBH HexeNnaHu ed
CpaBHEHHE ¢ HKCKa A03a oT 5 mg/kg B ToBa npoyusaHe. [IpoBeaeHure wicnensa
NOKA3aTeJICTBA 3a YBpeKAaHe Ha (epTHiIHTeTa WM TepaTtoreHHn egexru. [1poH




NJIAUEHTATA € POYYEHO MPH MJIbXO0BE H € YCTAHOBEHO, Ye CE YBEJHYaBa C HANPEABaHE Ha
OpeMeHHocTTa. B pezynTar Ha TOBA KOHUEHTPAUMATA Ha NIAHTONPA30N B MJ10Ja C€ yBenv4aBa
HENOCPEACTBEHO NpPEAH PAKAAHETO.

6 PAPMAIIEBTHUYHHA JAHHH
6.1 CrnuchK HA NOMOLIHETE BeIlleCTBA

Hopo na mabaemrxama.
ManuTon

KpocnosnaoH (tun A, tvn B)
HaTpues kapboHar

Copburon (E420)
Kanuues cTeapar

DuimMoeo nokpumue.

Xunpomenosa

[ToeugoH (K23)

TuraHoB auokcHa (E171)

XKenezed okcua, xbat (E172)

[lponvneHranKon

Chnoaumep Ha METaAKPHIIOBA KHCEIHHA-CTHIAKPHNAT
Hatpues naypuiacyagar

[oaucopbar 80

Makporon 6 000
Tank

6.2 HecbpBMeCTHMOCTH
Henpunoxumo.,

6.3 Cpok na roguocrt
5 rooMHH

HDPE kxoumetinep:
Cnen mbpBOTO OTBApAHE HA KOHTEHHEpa, NPOAYKTHT Tps2OBa aa ce U3MON3Ba B CPOK OT 3 Mecela.

6.4 ChneunajHn yc10BHS 32 CbXpaHeHHE

bniuctepHa onakoska: da ce cbXpaHsBa B OpHIrHHaJHATa ONAaKOBKa, 32 /1a Ceé Npearnasy oT BAara.
KonTeiiHep: KoHTeilinepbT Aa ce cbXpaHaBa IUILTHO 3aTBOPEH, 32 Ja ce Npeanasy oT Biara.

6.5 Baan chabpKaHHE HA ONAKOBKATA
bBancrepna onakoska (OPA/Anymunnit/PVC ¢unm u anymuuneso ponmo) B KapTOHEHA KYTHA.

[lonemuHa Ha onakoBkuTe 7, 10, 14, 15, 28, 30, 56, 60, 84, 100, 100 x 1, 112 unu 140 cromaiuuo-
ycTOoiYMBH TabNETKH.

HDPE koHTelHepuTe Ca CbC CYWHTEN CUTMKArea U ¢a 3aTBOPEHH CbC 3alLUTEHA of qﬁpﬂﬂe’m{;ﬁ
3AMYLIAKA HA BUHT. é“'
["oniemuHa HA onaxoskaTa 250 CTOMALLHO-YCTORUHBH TAONETKH.

He BcHMukK BUAOBE ONAKOBKHM MOraT aa ObaaT nycHaTH HA nasapa.




6.6 CnenHa/jiHH npeanas’Hd MepPKH NPH H3IXBbLP.IAHE

Hsama cneuMaiHM U3MCKBAHMSA 34 H3XBbBPJIAHE.

s [IPUTEXXATEJI HA PASPELLIEHHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CoBeHus

g HOMEP HA PABPEHIEHUETO 3A YIIOTPEBA

Per. No: 20120457

8. JIATA HA ITBbPBO PABPEHIABAHE/TIOJJHOBABAHE HA PASPELIEHUETO 3A
YIIOTPEBA

JlaTta Ha nbpBOTO pazpelueHue 3a ynorpeda: 20.09.2012
JlaTta Ha nocneaHo noaHoBsaBaHe: 04.07.2018

9. JATA HA AKTYAJIUBUPAHE HA TEKCTA
16 Oxkromspu 2024

[Moapobna uudopmaLMa 3a TO3M JIEKapCTBEH NPOAYKT € NpeJocTaBeHa Ha yeOcakra Ha U3mbaHuTenHa
Arenuus no Jlekapcrsara (MAJI) http://www.bda.bg.




