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1. HME HA JEKAPCTBEHUSA IPOAYKT
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Hantonpaszon Krka 20 mg ctomatiHo-ycTolYHBH TabeTkH

Pantoprazol Krka 20 mg gastro-resistant tablets o . 15 Qe 2022‘

2. KAYECTBEH H KOIMMECTBEH CbCTAB

Bcesaka cToMalrHo-ycToidunBa Tabietka ceaspaxa 20 mg nanronpason (pantoprazole) (kato
NaHTONpa30Jl HATPUEB CECKUXKMAPAT (pantoprazole sodium sesquihydrate).

[ToMOLUHHK BELECTBA ¢ H3BECTHO ACIICTEHE:

- copburon: 18 mg/Tabnerka

- narpHii: ToBa NeKapcTBO Chabpska 10-Manko oT | mmol Hatpuii (23 mg) Ha TabneTka, T.c.
MO’KE 1A C€ KaxKe, Y€ MPAKTHYECKH HE CB/ILPXKA HaTPHA.

3a neiHHA CIIMCHK HA MOMOIHUTE BEIEeCTBa, BHXKTE Touka 6.1.

3. JIEKAPCTBEHA ®0OPMA
CromaluHo-ycToitunea Tabiierka.

Ceetno KaeHUKABO-KBIITH, OBATHH, JIEKO JBOHRHOW3IHKHATH TabNETKH.

4. KJIHMHHYHH JAHHH
4.1 TepaneBTHYHH NOKAIAHHA

Bw3pacmnu u ronowu na 12 200wy u no-gvb3pacimn
CumrrromaTiyta ractpoesodareansa pedulykcHa donecr.

3a NpOABKHTENHO OBIALABAHE H MPESOTBPATABAHE HA PELIMINB NPH pediyKceH e3odarur.

Bespacmnu

ITpodunaKTvka Ha TacTPOIYOASHAIHH A3BH, PE/H3BHKAHH OT HECENEKTHBHU HECTCPOHAHH
npotusosb3nanuTenty cpeacTea (HCIIBC) npH pHCKOBH NAUMEHTH, HY3KAASIIH Ce OT
npoabmkutenHo neverne ¢ HCIIBC (Bx. Touka 4.4).

4.2 JIo3HpOBKA H HAYHE HA NPHI0KEHAE

,LIIO?:HQOBK«‘:I

Bvspacmunu u onowu nad 12-z00uwmna evipacm
CumnroMaTHyHa racrpoesodareanta pednykcHa Gosect
[penopbuxTensaTa nepopaiHa 103a ¢ ¢lHa CTOMALHO-ycTolHuKBa Tabnetka [Tautonpason Krka

20 mg auerno. Obnexk4aBaHe Ha CUMNTOMUTE OOHKHOBEHO CE NIOCTHIa B PAMKHMTE Ha 2-4 CEAMHLM,
AKO TOBa He € J0CTaThuHo, 00/eKvyaBaHe Ha CHMOTOMHTE O0MKHOBEHO CE IOCTHUIHATA B PAMKMTE Ha
cneaeammre 4 cenmuun. Korato e mocturiaro obnek4araHe Ha CHMIITOMHUTE, TOBTOPHATA NOsBa Ha
CHMITTOMHTE MOXE J1a Ce KOHTPONMpA C M3MOI3BaHe Ha JICUCHHE NIPY HeoOX0 MO i
korato ¢ Heobxoapmo. IlpeMUHaBaHe KbM MPOXBIKUTEIHA TEPAIIHA MOXKE 13
Ye ¢ JIEYEHHETO MPH HEOOXOAMMOCT HE C& NOCTHIA 3310BOIUTENEH KOHTPOJ

[IpoALDKUTETIHO NeYEHHE W NpeIOTBPATABAHE HA PELMAMBHTE HA Ded)J'IVKCé




3a MPOAR/DKHTENHO IEHEHHE C€ NPENOPBhYBA NOAABPKALLE 0034 OT €/1Ha CTOMa].l[HO-yCTOI‘:l'"IHBa
tatnerka [Mantonpazon Krka 20 mg Ha aeH, koaTo Moxe Aa ce noBuwH a0 40 mg na”Tonpason Ha
IeH B ciyyait Ha peuuaMB. 3a To3d cnyyvaid ce npeaara [anronpason Krka 40 mg. Cnen
H3TEKYBaHETO HA PELIAIHRA JI03aTa MOXE /14 C€ HamaJTi oTHOBO Ha 20 mg naHToNpasoi.

Bw3pacmnu

HEOQ}H.H&KTHK& Ha racTpoayoaeHanHu 4384, NPEAHIBHKAHH OT HECENEKTHBHH HECTECPOHIHH

nporHeosb3nanuTenHl cpenctea HCTIBC npy pHcKOBH MaliHeHTH, HYAACUIH e OT NPOABIKHTENHO
aeuenne ¢ HCTIBC
[MpenopsunTEAHATA 103 € €JHA CTOMALIHO-yCToiuMBa Tabactka [NanTonpason Krka 20 mg na aen.

Creyuairny nonyigyuu

IMauneHTH B CTApYECKa Bh3pacT
He e HeoOxoauMa KOPEKIUA Ha 103aTa MPH MalIHEHTH B CTApUECKA Bb3PacT.

IMauuenTH ¢ YepHOAPOOHO YBpeXkaaHe
Ipu nauMeHTH C TEKKO YEPHOAPOGHO YBpexaaHe He TPAOBA Ja Ce NPeBHIABA IHEBHATA 033 OT
20 mg nanTonpason (Bxk. Touka 4.4).

INanunentu ¢ SuOpeyHo yBpekaaHe
He ¢ HeoOxonMMa KOpPEKLMA Ha 103aTa NPH NaLMEHTH ¢ HapylueHa ObOpeuHa GyHkms,

INeauarpyuHa NOOYIALKA

Heya nod 12-zoowuna ev3pacm

ITanTonpazon Krka He ce npenopbuba 3a ynotpeda npH Aeua noa 12 roaxinHa eb3pact nopaaH
OTrpaHHYCHHATE AaHHH 3a IIPHNO0XKEHUETO MY TIPH Ta3H Bb3pacTosa rpyna.

HauuH Ha npunoxkenue
TabGnerkure He TpaORa [a ce ABLBYAT HITH UyNAT, U TPAOBA 2 ce NOTNBIIAT LEAH, eHH Hac Npeau
XpaHeHe ¢ soJa.

4.3 IIpoTHBONOKAIAUHA

CepbXUuyBCTBHTEIHOCT KbM aKTHBHOTO BelecTso, CyOCTHTYHpaHu ODeH3nMHAa30IM, COPOMTON HITH
KbM HAKOE OT NMOMOIIHHTE BEIECTBA, H3I0pOoeHH B Touka 6.1,

4.4 CnenHaiHH NpeAynpPeKICHHS H NPeIIA3HE MePKH IPH YNoTpeba

YepHOApoGHO yBpEKIaHE

[Mpu nauMeHTH ¢ TEXKKO YEPHOAPOGHO YBpexAaHe TPAGBa PeNOBHO 1A CE CEAT YepHoapoOHHTe
€H3MMH N0 BPEME Ha JIEYSHHETO C MaHToNnpazon, ocobeHo NpH NpoAbMKHTENHA ynoTpela. B cnyya
Ha NOBHIIABAHE HA YEPHOAPOOHATE CH3HMH, JIEHeHUETO TPAORa /1a ce IIPeyCTaHOBH (B, Touka 4.2).

EaxoppeMeriHo npunoxenue ¢ HCTIBC

Vnorpebara na ITantonpaszon Krka 20 mg 3a npeseHumMA Ha racTpoayOAeHANHH A3BH, NIPpeIH3BHUKAHN
OT HECEEKTHBHH HECTEPOHAHH poTHROBRL3NannTeNHH cpeactra (HCIIBC), Tpadea aa 6pae
OrpaHHYeHa MPH NALMEHTH, NPH KOMTO ce W3ucKBa npoxbmkuTenHo sedyenne ¢ HCTIBC u 3a kouTo
CBILECTBYRA [OBUILEH PUCK OT PA3BHTHE HA CTOMAWIHO-YPEBHH YCA0KHEHHS. [loBHLIEHUAT PHCK
Tpabea Ja ce OUEHABA CNOPE]] HHAMBHAYATHHTE PHCKOBH (PaKTOPH, HAMP. HANPEIHATA BB3pacT (Haj

CTOMALLIHO-4PEBHH TPAKT.

CToMallHO-MATHTHEHH 3a00IABaHHS
CHUMIITOMATHYHHAT OTroBOP Ha MaHTONPa30J MOXKE Ja NMPHUKPHE CHMOTOMHTS
3MOKAYECTBEHOCT M MOXKE J1a 3a0aBH AHArHO34Ta.




[TpH HasMuKe Ha HAKOWH anapMupaill CAMNTOM (HANp. 3HAYMATE/IHA HexeENaHa 3aryba Ha TesecHo Terno,
pELMIMBHPALLO NIOBPBLIaHE, AMCharua, xemaTemMesa, aHEMUA WIH MEIEHA) H KOTATO MM NOa03UpaHa
WIIH HAAHHA CTOMANA 5382, TPAOBE A3 CS M3IUTIOUY HATHUUETO Ha MANKWIHeHO 3abonsasane,

Tpabea 1a ce 0GCHAAT IOMBIHHTETHH H3CIEABAHUA, KO CHMIITOMHTE NEPCHCTHPAT, HE3aBHCHMO OT
aJeKBaTHOTO JIeHEeHHE.

Ennospemenno npunoxkenue ¢ HIV nporeastu HHXAOHTOpH

EAHOBpEMEHHO MPKUIOKEHHE HA NAHTONPa3oa He ce npenopweusa ¢ HIV nporeasun HHXHOHTOPH, 11pH
KOMTO abcopBuKMATA 3aBHCH OT HHBOTO HA KMCEIMHHOCT Ha BhTpecToMatiHoTo pH, kaTo aTasaHaBup,
NOPaaH 3HAYUUTENHOTO HAMANABAHE Ha TAXHATa OHOHANHUHOCT (BK. Touka 4.5).

Bu3geiicTBre BEPXY abcopbuuaTa Ha puramuu B12
[TanTonpasoin, KaKTo BCHUKY JIEKApCTBa OIOKHPALLH KHCETHHHATA CEKEKPEUHA, MOKe 1a HaMallH

abcopbuuarta Ha BuramdH B12 (uankoGanamuH) nopann XHno- WM axnopxuapus. Tosa Tpabea na
ObI¢ B3€TO NOJ BHHMaHHE TIPH NALMEHTH C HAMATIEHH TENECHU 3anacH WIH PH HAJTHMHE HA PHCKOBH
drakToph 32 HamazeHa abcopbima Ha BuTaMuH B 12 npy npoab/XKMTENHA TEPANHA, HITH aKO ca
Halnr0AaBaHH CHOTBETHATE KIIWHHYHH CHMIITOMH.

[IpOADAKUTENHO NEUCHNE
[Ipu DPOALIDKMTENHO NeUeHHe, 0COGEHO NPH NPOALLKHTENHOCT MOBEHE OT | rOHHA, TALUCHTHTE
TpaGBa aa ce HabmoAaBAT peIOBHO.

TacTpouHTECTUHATHH HAGEKIMK, MPEJU3BHKAHH OT HaKTepHH
Jleuenwero ¢ [lanTonpason Krka Moxe s1a foBeae o NEKO NOBHLIEH PUCK OT CTOMAUIHO-4PEBHH
uHpeKunH, npuyHHeHH oT Gaxrepun, kato Salmonella w Campylobacter, n C. difficile.

XunomarnesnemMus

Tlpy nauueHTy, NeKyeaHu ¢ MHXHOuTOopH Ha npotoHHara (MI1I1) karo nawTonpason B NpogkmKeHHE
HA Haii-MAJIKO TPH MECeLa, a B MOBEYETO C/IyYad W Ha FOJHHA, HMa ChODLIEHH 3a TEXKA
xunomarHezHeMis, CepHO3HH NPOSBH HA XMIIOMArHE3WEMHS KATO rafeHe, TeTaHus, IeTUPHYM,
KOHBYJICHH, 3aMasiHOCT H KaMepHa apuTMHsA, MOTaT J1a CE NIPOABAT, HO T€ MOraT [a 3aMo4YHaT
He3adenAzaHo n aa ﬁm:[a"r npeHeﬁperHaTu. le{ MOBEYeTO OT 3aCETrHATATE MAUHCHTH
XHMIIOMArHe3HeMHATA MPEMHHABA ClleN TIPHEM HA MarHe3HeBH A00aBKW H NPEKPATABAHE HA JIEYCHHETO
¢ UIII.

IMpu maupeHTy, 38 KOMTO CE OUAKBA, ye e 0bAAT HA NPOLLHKATENHA TEPAMHS, HIIH KOHTO NPHEMAT
HIII ¢ AMrokcHH WK NeKapeTBa, KOWTO MOTAT 2 MPHYHHAT XHITOMAarHe3HeMHs (Hanp. AHYPCTHLH), ©
HEeO0OXOQHMO MEIHLIWHCKHTE CIeLMIHCTH Ja B3EMAT M0/ BHUMAHHE HIMEPBAHETO HA MArHE3HCBHTE
HMBA TIpeax 3ano4sane jevuendero ¢ UTIL, kaxTo 4 nepHoauYHO NO BpEME Ha TEpanHATA.

DpakTypH Ha KOCTHTE

HHX1OUTOPHTE HA NPOTOHHATA NOMMA, 0co0SHO 8KO C€ H3NON3BAT BHE BHCOKH JIO3H NPOJABIKHTETHO
Bpeme (Ha] | roAMHa) MOTAT JIeKO Aa MOBHILAT PHCKa OT (dpakTypa Ha 6€1poTO, KUTKATA MM
rpBOHAYHHA CTHAO, MPEIHMHO MPH MAUMEHTH B HANPEHANA BB3PACT WM NP HAIMYKE HA JpYTd
prckoBH ¢aktopu. [loapobHu nicneaBaHHA, NoKa3Bar, e HHXHOUTOpHUTE HA IPOTOHHATA MOMIIA,
MOraT Ja NOBHIUAT OOWMAT pucK OT thpakTypu ¢ 10-40%. YacT oT TOBa NOBHILABAHE MOXKE J1a CC
ZIbJIKA H2 APYTW PUCKOEN dakTopu. [lauueHTUTE, PUCKOBH 3a OCTeonopo3a, Tpabea 4a NOTy4ar,
Crope CbBpeMEeHHUTE KTHHHYHH HACOKH, A1eKBATCH npHeM Ha uTamHH D u kanuui.

CybakyTeH koxeH Jynye epureMarogec (SCLE)

ne3ur, 0co0eHo B YHACTBIM OT KOWATA, HINOMHKEHH HA CTBHUERY JTBUM, U AKQ TE
OOJIKH B CTABHTE, MALHEHTLT TpAGBa He3a0aBHO Aa NOTHPCH MEJHLMHCKE NOM
CIICUMATTHCT Cile/iBa Aa 00MHCIM cnupade Ha npHeMa Ha IlanTonpason Krka.

ynotpeGa Ha APYr1 HHXUOHTOPH Ha NIPOTOHHATA MOMHAA.



[TopnHABaHe HA naﬁopa’ropﬂme pE3YNTATH
IMosuwexoTo HK1Bo Ha Xpomorpandl A (CgA) Moxe 1a NOBIHAE HA H3CNEABaHHUATA 38

HEBPOCHIOKPHHHH TYMOPH. 3a Aa ce n3berHe Topa B3anMOoAeHCTBIE, Jieuchuero ¢ lanTonpason Krka
TpAGBa Aa ce CHpe BPEMEHHO HaM-MATko 3a 5 THH npeaw onpenensneTo Ha CgA (B, Touka 3.1). Ako
HuBata Ha CZA M racTpHHA He 4 C€ Bb3CTAHOBHIIH B pepepPEeHTHHTE CH FPAHHLIM CIEL HAUATHOTO
onpeaesaHe, H3MepBaHeTo TpAGea 1a Gbae NoBTopeHo 14 QHH ciiel CNHpaHe HA JISYEHHETO ¢
MHXHOHTOP HA NPOTOHHATA roMna.

IanTonpazon Kpxa chabpxa copbUTON M HATPHI.
Toga nekapcTBo chabpika 18 mg copburon BbB Beaka TabneTka.

TpaGra aa ce Ma OPSHBYUA AAWTHUBHUAT £HEKT HA CHIBTCTBALLO MPUIAFaHH NPOAYKTH, ChALDKALH
copbuTon (Mnu GpyKTO3a), KAKTO H XPAHHTENHHAT NpHeM Ha copbuTon (MK ¢pykTo3a).
CuaspxaHueTo Ha copOUTOA B IEKAPCTBEHH NPOAYKTH 33 TEPOPANHO MPHIIOKEHHE MOKE 14 [IOB/IMAE
OHOHANMYHOCTTA Ha IPYTH NepOopaiHK JIeKapeTBEH IPOAYKTH, KOUTO Ce MPHIarar ChIrbTCTRALLO.

Toera nekapcTBo chabpIKa no-Manko ot | mmol Hatpuii (23 mg) Ha TabneTka, T.€. MOJKE /1 C€ KaxKe,
Y€ NPAKTHYECKH HE Ch/ILPIKa HATPHI.

4.5 BiaumoaeiicTBHE C /leKapcTBa H apyrd GopMn HA B3aHMOAEHCTBHE

Jlekapcreenu npoayktd ¢ pH sapHcHMa dapMakokHHeTHYHa abcopbums

[Mopaau MeJHOTO H MPOABIKUTETHO HHXHOMPAHE HA CEKPELMATA HA COJTHA KMCEJIMHA, MaHToNpaso)
MOKeE 13 ce HaMecH B pe3opOumaTa Ha ZpyrH JIeKapcTBeHH NPOAYKTH NIPH KOHTO CToMawHOTO pH e
BKEH (PAKTOP 3a OpaHaTa HATHYHOCT, HAMp. HAKOH a30JI0BH NPOTHBOMBOHYHHM AreHTH Kato
KETOKOHA30J1, HTPAKOHA30J1, NOCAKOHA30J W APYTH CPEICTRA KATO ePIIOTHHHO.

HIV nporeasiu HHXHEHTOPH

EaHOBpeMeHHO IPUIOKEHHUE HA NAHTOMNpason He ce npenopbusa ¢ HIV npoteasin HuxubuTopH, npu
KOMTO afcopOLUpaTa 3aBHCH OT HHBOTO HA KHCEITHMHHOCT Ha BhTpecToMallHoTo pH, karo atazaHaeup,
NOpaay 3HaYHTEHOTO HAMAJIABAHE HA TAXHATA OHOHANIMHHOCT (B3K. Touka 4.4).

Axo komGrHauuara ot HIV npoteazHi WHXHOHTOpH M HHXHOHTOP Ha NPOTOHHATA NIOMIIA C& NPELEHH
33 HeM30eKHA, IPENOPHUBA C& BHUMATENHO KIHHHYHO NPOCeAIBaHe (Hanp, BAPYCHO HATOBApBAHE).
He TpaGea 1a ce nansuinasa no3a ot or 20 mg naHronpazon Ha geH. Moke aa ¢ HeoBxoauMo aa ce
xopurupa no3ara Ha HIV nporeaznus nixuturop.

KyMapHHOBH aHTHKOAry/1aHTH (peHnpokymMoH Hin BapdapuH

EAHOBpeMEeHHOTO NPHJIOKEHHE Ha NAHTONPa30d ¢ BaphapHH waH QEHNPOKYMOH HE 0Ka3Ba BIHAHHE
BLpXy dapmakokuuerukata Ha sapdapun, pernpoxkymon unu va INR (International Normalised
Ratio). Buupeku Tosa, HMa choOweHHA 3a noBuuieHd INR 1 npoTpoMOHHOBO BpeMe MPH NALHEHTH,
101y4aBalld HHXHONTOPH Ha npoToHHaTa nomna (UI1T) n Bapdapvt MnK GheHNPOKYMOH
€/1HOBpeMeHHO. ¥Yenuuasadero Ha INR ¢ npoTpoMGHHOBOTO BpeMe MOXeE N1a A0BE/e 10 HeoOHualno
KbpEESHE U A0pY 10 CMBPT. [lanuenTHTe, NekyBariy ¢ NnaKTopason ¥ sapdaput vav GennpokymoH,
MOXe Ja ce Hanara Aa 6baar HaGniogasanu 3a yBeanuasate Ha INR v npotpoMOuHOBO BpeMe.

MertoTpekcar
Ha6Gmonapano e, ue eAHOBpeMeHHATa yNoTpeda Ha BHCOKH 1034 MeTOTpeKcat (Hanp. 300 mg) n

HHXUOUTOPH Ha IPOTOHHATA [IOMITA, MOBUILABA HHBATA HA METOTPEKCAT NPH HAKOH NaliHeHTH.
[Mopaau TOBA, NPy CHCTOAHMS, PH KOMTO € HeoOX0auMO [PUIOKEHHE Ha BUCOKH J03H METOTPEKCAT,
HANPHUMEP NPH PaxkoBw 3abonssanus M ncopuasnc, Tpabea Ja ce oOMUCTH BPEMEHHO NIPEKPATIABAHE HA
TEpanuATa ¢ 1aHTOMpazoil.

JpyrH npoy4BaHUA Ha B3AUMOJEICTRUATE

[MaxTonpason ce MeTaboNU3HPa HPEIUMHO B YEPHHA APoO Ype3 EHIUMHATA CHCT
[nasuusT MeTabonuteH mbT e aemeTwinpande upes CYP2CL9, a npyrute metab
BKJIIOUMBAT OKcHaupare upes CYP3A4, !




ITpoyuBanusiTa 3a B3aMMOASHCTBHA € JCKAPCTRA, ChILO METAbONH3KPALUM CE MO TE3H MBTHILA, KAaTo
kapbamasenHH, anasenam, ravdeHKnaMun, HUQEIUNHH M NEPOPATHH KOHTPALENTHBH, ChIbPAKALLK
NeBOHOPrecTpeN H eTHHHIIECTPAAHON, HE Ca NOKA3an1 KIHHHYHO 3HAUMMH B3aHMOOEHCTBHA.

He Moxke 1a ce H3KIIIOUH B3aHMOJEHCTBHETO HA MAHTOIPA30a ¢ APYTH JIeKAPCTBCHH NPOAYKTH HITH
CBCIHHCHHA, KOWUTO CC MeTaﬁOﬂHiinﬂT MpH H3MNOJ3BAHE Ha CbUlATa CH3HMHA CHCTEMA.

Pe3yntaTtuTe OT Npoy4BaHHATA 3a 00XBaTa HA B3aMMOACHCTBHE NI0KA3BAT, Y€ MAHTONPA30/ He
noB/iMgBa MeTaBoNM3MA HA AKTHBHUTE BellecTBa, MeTabonnzupalny ce upes CYP1A2 (xaro kadeu,
teoduaun), CYP2CY (kato nupokcukam, Tukioderak, Hanpokcer), CYP2D6 (karo metonponon),
CYP2E1 (xato eTaHon) U He ¢& HAMECBA B CBLP3AHATA C P-FAHKONPOTEHH abcopOuMa Ha HIOKCHH.

He e umano B3anMoAeHCTBHS MPH ChBMECTHO NPWIOKEHHE C AaHTHALHAHH NPOAYKTH.

[poBexnany ca chLIO NPOYYBAHHA HA B3AHMOACHCTBUETO NPH MIpUlaraHe Ha NaHTONpason
€AHOBPEMEHHO ChC CHOTBETHHTE AHTHOMOTHUHM (KTAPHTPOMHIIMH, METPOHH 43071, aMOKCHLIMAKH). He
ca OMNH OTKPHTH KNHHHYHO 3HAUMMHU B3aUMOeHCTBHA.

JleKapCTBEHH NPOAYKTH, KOMTO MHxKHOHpaT wiH HHayuupar CYP2C19

Huxuburopute Ha CYP2C19, kato quiyBoKCaMMH, MOFAT A4 YBEJIUYAT CHCTEMHATA EKCMOZHIIMA HA
naHToipazon. Mose Aa ce 0OMHCAKM HAMaNABAHE HA 103aTa MPH NALMEHTH, JIEKYBAHH ABI0 BPEME ©
BHCOKH JTO3H MNaHTOMPAa30N WiIH TAKMBA C Y4EPHOAPOOHO YBPEKIAHE.

Ensumuute danayktopu, nosnussamy CYP2C19 w CYP3A4, karo pudaMITHLHH W 3 bIT KAHTAPHOH
(Hypericum perforatum), MOrar Ja HAMAIAT MJIA3MEHHTE KOHUEHTPALUHK HA HHXHOHTOPHTE Ha
MPOTOHHATA [IOMMA, KOHTO ¢€ MeTabo/IM3HpAT Upe3 Te3d eH3UMHHU CHCTEMH.

4.6 ®epTHIHTET, OPEeMEHHOCT H KbpPMeHE

bpemennoct
CpesHo KOMMYSCTBO OT AaHH# BLPXy Opemennn sxeunn (mexmy 300-1000 pesynrat or GpeMeHHOCT)

He MoKazeaT MandopMauns i GheTo/HeoHaTAHA TOKCHYHOCT Ha (IAHTOIpazon.

[Tpoy4YBaHKs MPH KHUBOTHH Ca MOKA3AIH PENPOLYKTHBHA TOKCHYHOCT (BX. Touka 5.3).

Karo npennazua mspka ce npeanounTa aa ce wibarea ynorpebara na [Tantonpazon Krka no speme na
OpeMeHHocCT.

Knpmene
Hpoy'-lBaHHSITa MpH JHUBOTHH Ca NokaszajiHn eKCerI.[I'[ﬂ Ha l'laHTOI'lpaSO.H B MJISKOTO. HHMEI JOCTATBYHO

HH(POPMALMA 38 CKCKPEIMATA HA NIRHTONPA30/ B KbpMaTa, HO € JOK/IaABaHa CKCKPELIHA B KbpMarTa,
Puck 3a HopopeneHw/neua He Moxe fa Obae uzkoved. [lopany Toa peuleHreTO JaNH 1a ce
MpeKpaTH KLPMEHETO Wi Jla Ce NpeKpaTH/aa He ce 3anousa AeueHunero ¢ [lantonpason Krka tpaGea
Ja ce B3eMe, KaTo ce HMa NpeBH/ NOJ3aTa OT KbPMEHETO 3a JETETO H NON3aTa OT NEUSHHETO C
[ManTonpason Krka 3a maiixara.

Deprunurer
[TpH npoyuBaHHs BLPXY HBOTHH HAMA JaHHM 34 YBpEklaHe Ha QEPTHIMUTETA Clie/l MpHlaraHe Ha

riaiTonpazon (ex. Touka 5.3).
4.7 Edextn Bnpxy cnocefHocTTa 3a modHpane H pabora ¢ MANTHHK

Moske 1a HACTLIAT HEXEaHH JeKapCTBCHH peaKLUKY KaTO 3amMaiiBaHe M 3PHTEIHH HapPyLOICHHSA (B)l{.

4.8 Hexenanu eKapcTBeHH peaKnHH




TipnGnusntento 5% MoraT ia OMAKBAT A2 MOJLYYAT HEKENAHK JIekapeTeeny peakunu (HIIP).
Haii-uecto noxnansanure HJIP ca nuapus u rnapoSonue, v ABeTe HACTHIIBALUM MPH
npubnn3uTento 1% ot nauueHTUTe.

B cneapamara Tabnuia HeXeNaHUTE NeKapCTBEHH peakLHH, NOKAAABAHH IPpH
ynotpedara Ha MaHTOMPa3oJl, ca OLEHEHH YPE3 ClieHATA KnacHhHKAUKA 3a YecToTa:

- Muoro uectu (>1/10);

- Yectu (= 1/100 po <1/10);

- Heuectn (= 1/1 000 no <1/100);

- Peaku (= 1/10 000 a0 <1/1 000);

- Muoro peaku (<1/10 000),

- C Heu3BeCTHA 4ecTOTa (OT HAIHYHHTE JAHHH He MOXe 1a ObJe HaNpaBeHa OLEHKa).

3a BCHUKH HeKelaHH pCaKUHH, NOKNATBAHH NPE3 MOCTMapKETHHIOBOTO HaﬁJ'IIOﬂ,CHHe, HE € BE3IMOQXKHO
Ja ce OfpeaenH YeCTOTATa HA HOKETTAHUTS peakil|u, Mopajgn KOeTo Te ¢a NOCOUCHH Kar ,,¢ HCH3BeCTHA

yecToTa”.

[IpH BCsiKO rpyNMpaHe B 3aBUCHMOCT OT YECTOTaTa HexXeIaHUTe JIeKapCTBEHH Peakiuu ce u3bpodsar B
HIBXOIALL Pej NO OTHOIEHWE HA TAXHATA CEPHO3HOCT.

TabnuueH BMI HA HEXKEJAHHTE peakuxH

Tabnuua 1. Hexenany nekapcTBEHH peakLMy [IPH NPUIOKEHHETO HA MAHTOIPA30N NpU
KJIHHHYHH NPOYYBAHHA H MOCT-MAPKETHHIOBC HAbM0AEHHE

Yecror | Yecrn Heuectn Penxu Muoro peakn | C HenzpecTHA
a YecToTa

Cuerem

Opranan

KJIACOBE

Hapywienus Arpatynoun- | TpomGouuro-

Ha KPbLBTA H TO3a MeHuU,

aumbHara JleskoneHms,

CHCTEMA [NaumToneHys

HapymeHnus Capbxuys-

HA HMYHHaTa CTBUTENHOCT

cHCTEMA (skn.aHacdu-
JTAKTHYHH
PeaKLHH H
anadunax-
THUYEH 1IOK)

Hapywenus Xunep- Xuro-

Ha JHNMAEMHAH H HATPHEMI,

meTabonuzma NOBHILABAHE Xuno-

H XPaHEHCTO Ha IUMHANTE MAarHezeMH
(Tp- (6xc. mouxa
CIHLEPHIM, 4.4} Xumno-
XOJIECTEPOIN); KaTIHEMHS
IIpomenu B BbB BpPB3Ka C
TErOTO

[Meuxuunu Hapywenna Henpecua (¢

HapyLIEeHHA HA CBHA BJIOLIABAHE)
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BIIOLIABAHE) Odbpreane
(ocobeno npu
npenpas-
NONOKEHNTE
NaLHeHTH,
KaKTO ¢
BOLIABAHE Ha
CBCTOAHHETO
Ha Te3H
CHMITTOMH B
Cly4ai Ha
MpeaBapHT-
€JTHO
CBLIECTRY-
RAHE)
Hapywenus ["raBoGonue, Hapywenus Mapecte3us
Ha HepBHATA 3amaiipane Ha BKyca
cHcTeMa
HapyweHus Hapyuieaua
Ha OUMTE HA 3PCHHETO/
3aMBIIASHO
3peHHe
lacrpouurect | Ilonunu Ha Huapus; Muxkpockon-
WHANTHH OBHOTO Vanene/ CKH KOJUT
HApYIUECHHA (dyHayca) Ha | moBpbINaHe;
CTOMAxa Hoaysane Ha
{aobpoxa- KopeMa H
YECTBEHH) HanoHupane;
3anex;
CyxoTa B
ycTaTa;
KopemHa
Gonxa u
JHCKOMGoOpT
XenatoOunna IMoenwapane | [ToBHwaBane Xenaro-
pHH Ha YEPHOLPOO- | Ha OHITHpYOHH UeTynapHo
HapyIlUeHHA HHTE €H3UMH yBpEKOAHE;
(TpaHc- Kenrenuna;
AMHHA3H, Xenaro-
y-GT) ueaymapHa
HEAOCTa-
ThUHOCT
Hapyuienns Obpus/ VpTHKapus; CHHApOM Ha
Ha Ko¥KaTa U eK3lanTeMa/ AHruoenem Stevens-
NOAKOKHHTE epyIILHs; Johnson;
ThKaHH Copbex CHHApOM Ha
Lyell; Epurema
MYATH(GOpPME;
QoTo-
YYBCTBHTE-
HapyiueHus Mpaktypa Ha | ApTpanrus;




Ha MYCKYJHO- Oenpo, kutka | Muanrua CNa3MH KaTo

CKENeTHATa HIH rocneanLa oT

cucTeMa H rpbOHadeH €IEKTPOUTEH

CbEAMHUTENIHA cTen0 (8. nuchananc

Ta ThKaH mouxa 4.4)

Hapymenus Untep-

Ha ObOpeuuTe CTHLIMANEH

H MUKOYHHTE HehpuT (¢

LTHLLR BB3MOXKHA
[porpecus a0
61.0peuHa
HeaoCTa-
TBYHOCT)

HapyweHus TuHekoMacTHA

Ha

BB3MPOU3BOH

TeNHaTa

cHCTEMA H

r'bpAaTa

Otwiu AcTenus, TMoeragane

HapyLUeHus U yMOpa H Ha TeJecHaTa

edexTH Ha Hepasznono- TeMIeparypa;

MACTOTO Ha MEHHE [Mepudepen

MPHIOKEHHET OTOK

0 n

Crobuapade Ha NOAO3HPAHH HEXETAHH PEaKIHH

C1001aRaHETO HA MOJO03HPAHH HEKEMAHH PEAKLIHK CJIe] pa3pewiapaHe 3a YNoTpeba Ha TeKapCTREHHS
npoaykT € BakHo. ToBa No3B0NABa 12 NPOABIKH HABIIOAEHHETO Ha CHOTHOLIEHUETO N0NI3a/PHCK 33
NeXapcTBERMA NpoayKT. OT MEZHIMHCKHTE CHELMATHCTH Ce H3HCKBA fa choDIaBaT BCAKa
NOJO3HPAHA HEXE/1aHa peaKLUs upes:

H3nbiaHuTEIHA areHIyd o JeKapeTBara

va. . Jdamsu Cpyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaift; www . bda.bg.

4.9 IIpenosupane

CumnromMy

HsAma H3BECTHH CHMATOMM Ha NpeAO3HpaHe NpH Xopa.

CucTeMHa ekcrno3uuus ¢ 1034 Haa 240 mg, npuIoKeHH HHTPABEHO3HO, B TEYEHHE HA 2 min
ca Gunu noneceny nodpe.

JleueHue

Tbit KATO NAHTONPAZON CC CBLP3RA B FONAMA CTENEH C NPOTEHHUTE, HE C¢ AWATIM3NDA NISCHO.
[1pu cnyuali Ha npeno3UpaHe ¢ KITHHHYHH JaHHH 33 HHTOKCHKALHA, OCBEH CHMNITOMATHYHO U
NOAIBPHKALLO JICYEHHE, HE MOXKE Ja C¢ JaJaT CAEUHEGHYHM TEPANEBTHYHH MPETIOPBKH.

5.  ©®APMAKOJIOTUYHH CBONCTBA

5.1 PapmakogdHAMHYHH CBOHCTBA



MexaHH3BM Ha ACHCTBHE
Tlaatonpazon e cybGeTHTYHpaH HeH3uMHMAA30T, KOHTO HHXUOHPA CeKpeLIMATA HA COJTHA KHCETHHA B
cToMaxa upes crielngHuHa 6,10KaAa HA IPOTOHHATA MOMIIA Ha MAPHETAIIHHTE KIIETKH.

IMaHTOoNnpa3on ce KOHBEPTHPA B HErOBATA AKTHEHA (HOpMa B KHCENATA CPEAA HA MAPHETATHHTE KIETKH,
KbIETO WHXuOHpa eusuMuTe H+, K+ -ATdaza, T, ¢. kpaiiHUa ¢cTaguii OT IPOAYKLHATa HA CO/IHA
KHCenHHa B cTomaxa. MHxubupaHeTo € 10303aBHCHMO H 3acira KakTo Dasannara, Taka ¥
CTHMYJIHpaHaTa KHCCNTHHHA CCKPeLHAa. an noBe4YeTO NALWCHTH HPCMaXBaHeTO Ha CHMIITOMHUTC C€
noctura 3a 2 ceamuuy. Kakro apyrure nporoHHH nixnonTopy v H; peuentopHH HHXHOUTODH,
JICUCHHETO ¢ MAHTONPAZ0N PENYLMPA KHCETHHHOCTTA B CTOMAXA U NO TO3W HAYKH MTOBUAINABA HABOTO
Ha racTpHHA, PONOPLHOHATHO Ha PeAyKLMATA Ha KHCEJIHHHOCTTA. [oBHIIABAHETO Ha HHBOTO Ha
racTpuHa e o0paTtumo. Tt KaTo MaHTONPa30. ce CBBP3Ba ¢ €H3UMHTE JHCTANHO OT PELENTOPHOTO
HMBO, TOH MOXKe fa uHxubupa CexpelaTa Ha COMHA KHCEeIMHR, HE3ABHCHMO OT CTHMYIIHDaHeTo i o7
IPYrH cyOCcTaHUMH (ALCTHIXONHH, XHCTaMMH, racTpiH). EQeKThT € ChIIMAT, HE3ABHCHMO JTANTH
AKTHBHOTO BELIECTBO CE MPHIAra NEPOPaTHO HITH HHTPaBEHO3HO.

Hupara Ha racTpuHa Ha IfTajHO Ce MOBMINARAT OT naHTonpasol. IIpH kpaTkocpoyeH npHem npu
MOBEYETO Cly4YaH Te HEe HAAXBBPJIAT FOPHATA IPaHULIA HA HopMaTa. [1pH NpoABIKMTENHO JIeueHHe
HHMBATA Ha racTPHHA CE YABOABAT NPH [0BEYETO Cay4aH. EkCLECHBHO HApaCTBAHE HACTBIIEA NPH
H30AHpanK ciydan. Kato pesyntar npH Npoab/KHTEIIHO JICUCHHE NIPH Mallka 4acT OT CIIy4anTe ce
Ha6J1:0AaBa IEKO 0 CPEIHO NOBMIIABAHE Ha Gpos Ha cneuuduyunnTe eHIokpuHHH (ECL) KneTku B
cTomaxa (0OMKHOBeHa N0 afleHOMaToKIHA Xxunepnnasua). Bee nak, chrnacHo npoyusaHHATa
MPOBEASHH A0 MOMEHTA, (POPMHUPAHETO Ha K2HLEPOMIHH NPEKYPCOPH (aTHINHYHA XMNEPIINA3HA) HiTH
CTOMALIHH KAHUEPOHIH, KAKBHTO Ca GUNHM OTKPHTH [IPH OIIUTHTE ¢ AMBOTHH (BXK. TOUKd 5.3), He ca
HabmoaaBaHu NMpH xopa.

[To ppeMe Ha JicueHUe C AUTUCCKPETOPHY JICKAPCTBEHY TIPOAYKTH TacTpyHa B CepyMa ce MoBMiilasa B
OTI'OBOP HAa NOHWKEHATA KHCEJIMHHA cekpelts. B peaynTar Ha HaManeHaTa cToMallHa KHCERHHHOCT
ce nosHuiaea M HUROTO Ha CgA. IToeHieHoTO HHBO HA CgA MOMKE 1A MOB/IHAE HA H3C/IeJBAHUATA 32
HEBPOCHAOKPHHHA TYMOPH.

HanuuxuTe nyGnMKyBaHH JaHHH IOKA3BAT, Ye MPHIArAHETO HA HHXMOMTOPH HA NIPOTOHHATA TIOMNA
TpabBa 2 ce NPeyCTaHoBH MeXIy 5 AAH U 2 ceIMHLM npeny kwimepsaHe HA CgA. Tosa ce npasu ©
uen wusata Ha CgA, KOHTO MOTAT [a ca JILAJTHBO NoBHuieHH ciel feueHue ¢ M, aa ce
BB3CTAHOBAT N0 pethepeHTHUTE CH MPaHHLIH,

l'lpe,uau,u JAHHHUTE OT NPOYYBAHHATA MPH KHBOTHH [IPpH OPOIB/KHTENIHO JICHEHHE C IMAaHTOpa3dl
NoBeye OT €1Ha FTOJWHA HE MOXKE HAMBAHO Aa C€ M3KIKO4YH BL3MOXKHOCTTA 3a fIOBJTHABRAHE HA
napaMeTpHTE Ha d)yHKIJ,HHTa Ha IHHTOBKHJIHATA KNC3a.

5.2 @dapmMaKoKHHeTHYHH CBOHCTBA

AbcopOuma
IlarTonpason ce pesopOupa 6bP30, KaTO MAKCHMAJIHH MN1a3MEHH KOHLEHTPALMH C€ JOCTHIAT JOPH

cle eAHOKPaTHA nepopanua acza ot 20 mg. Cpeano 3a oxono 2,0-2,5 h cnea npuema ce focTHrar
MaKCHMATHH Na3MEHH KOHLIEHTPAaLUH OT oKoAo 1-1,5 pg/ml, kato Te3u CTOHHOCTH ce 3anassar
MOCTOAHHH el MHOroKpaTHo npHnarave. GapMakoKMHETHKATa HE BAPHPA CNe/l ETHOKPATHO H
TIOBTOPHO npwioxkenne. B no3oBus nuanazon or 10 no 30 mg, nnasMeHaTa KMHETHKA HA aHTORpa3oN
€ NTMHeapHa, cle/l NEPOPAIHO H HHTPaBEHO3HO MPHIOKEHHE.

A6couoTHaTa OHoHanMUHOCT HA TabneTHata dopma ¢ okoao 77%. ChbBMECTHHAT NPHEM Ha XpaHa He
noenuaea AUC, MaKCUMATTHUTE [L1a3MEHH KOHUEHTPALWHHK M PECIIEKTHBHO OMOHAIMYHOCTT

¢ XpaHa.

Pasnpenenenue

CeBp3BaHeTO HA MAHTONPA30M ChC CEPYMHMUTE NIPOTEHHH € 0KkoA0 98%. ObembT H
ot okono 0,15 1/kg.



EanMuynpate
CyGcraHumsTa mouTH HAITBAHO ce MeTabonu3zupa g uepHus Apod. [TaBHUAT MeTabonuTeH NbT €

nemethanpanero upez CYP2C19 ¢ nocnengawa cyndaTtia konoralius, Apyr METaOOTATER LT
eKktousa okcuaupane ype3 CYP3A4. TepMHHATHHAT nONYKHBOT € OKOIO | 9ac U KIMPBHCHT OKOJIO
0,1 I’h/kg. YeranoseHu ca Hakonko cyDekra cbe 3abaseno enumunapaHe. [Topaau cneuudprutoTo
CBBP3BaHE HA MAHTONPA30J1 ¢ MPOTOHHHTE MOMIMK HA MAPHETANHUTE KIETKH, eTHMHHALIMOHHHMAT
NONY>KHBOT HE KOPENMpa € MHOrO NO-AbJIrara NPOALLKHTEHOCT Ha AgicTene (MHXUOHpaHe Ha
KHCEJTUHHATA CEKPELIHs ).

B10OpeuHOTO EMUMUHHpaHE € OCHOBHHUAT MbT HA €KCKpeLMA HA MeTaboNHTHTE Ha naHTonpasos (oKoo
80%), ocTaHANaTa YaCT CE EKCKPETHPA ¢ H3npaXHeHHATA. OCHOBHMAT MeTabOoNIHT, YCTaHOBEH, K&KTO B
cepyma, Taka H B YPHHATa, € Ae3METHANIRHTOMPAaz0A, KOHTO € cyndarHo KoHrorupad. Bpemero na
NOJNEKHBOT HA OCHOBHHA MeTabonuT {okono 1,5 h) He e MHOro NO-MPOALIDKUTENEH OT TO3H Ha
NaHToNpazon.

Xapaxmepucmixu npu CREYUQIHY 2PYIU RAYHERMU

buOpeuHo y yepHoApOQHO YBpekaaHe

He ce m3uckea HamansBaHe Ha J03aTa, KOTATO NAHTONPA30/ C& NPWIara NpH NauHeHTH C YBpPeacHa
6pOpeuna GyHKUMA (BKJT. NAUMEHTH Ha xemoaHanuza). [IpH Te3u nalMeHTH, nOJAo0HO Ha 3ApaBUTeE
BPEMETO HA MOTYKHBOT Ha MAHTONPa30: € KpaThk. CaMo MHOIO MalKa YacT OT NaHTOMNpAasosl MOXKe /8
ce AManu3upa. HezaBucHMO, Ye BPEMETO Ha NOMYXKMBOT HA OCHOBHHA METa0O0JIHT € YMEPEHO YABKEH
{2-3 h), exckpeuuara e Bce Taka ObP3a M He HACTHNBA KyMYJALHs,

Brnpeku, ue NpH NalMEHTH ¢ uepHOApoGHa Lmposa (knac A 1 B no Child) e ycraHoBeno yahmKapaHe
Ha BPEMETO HA MONY;KHBOT Mexay 3 u 6 h 1 yeenuuenne ¢ dakrop 3-5 Ha cTofiHocTTa Ha AUC,
HabaronaBaHMTE MAKCHMANHH MIa3MEHH KOHLIEHTPAIIMH ca caMo 1,3 NbTH N0-BHCOKH OT TE3H IpH
3APaBH HHIHBHIM.

IManMeHTH B CTApUecKa BE3pacT
Jlexoro ypearyenne Ha AUC # Cuax IPY 10OPOBONLIMTE B CTAPUECKA BB3PACT, B CPABHEHHE € NO-
MJ1AAHTE YYACTHHLUH, CHLO HE € OT KIIHHHYHO 3HAYEHHE.

Jpyru cnenyaniH rnomynaudi

MpuGunuzurento apu 3% or esponelickara nonyaauus nuncea gynxupornpaw CYP2C19 emanm v
Te ca HapeueHH cnabu Mertabonuzatopy. [pu Te3n MEAHBHIH MeTabONUM3MBLT HA NAHTONPa30n
gepoaTHo ce karanuzupa or CYP3A4. Cnen npunoxena eaHokparsa 103a ot 40 mg nanronpason,
CpeaHaTa MOBLPXHOCT MO/ KPHBATA 34 IU1a3MEHA KOHLIEHTpALHA-BpeME € 6una 6 mbTy 1mo-royisama npH
cnabure MeTabonuzaTopi B CpaBHEHHE ¢ HHIWBKHAN ¢ (pyHknuorupall CYP2C19 enzum
(excTeHznuBHH MeTabonu3aTopu). CpenHaTa MaKCHMANHa [U1a3MeHa KOHLEHTPALMA € Outa moBHineHa
¢ okono 60%. Tesu daxkTu HAMAT OTHOILEHHE KBM AO3MPAHETO HA MAHTOMPA3oN.

leaMaTpyyHa MOMyIauus

Cnen npumaraHeTo Ha ¢AMHHYHA nepopanya 103a ot 20 a0 40 mg naHTonpazon Ha Jiena Ha BbL3pact
ot 5-16 roaunn AUC u Crax ca GuUNH B ZHANa30H, CLOTBETCTBAL HA HHBOTO MPH Bb3PAaCTHH.

Criel NpHAaraHeTo Ha €IMHHYHA MHTPaBeHo3Ha Ao3a oT 0,8 unu 1,6 mg/kg nanTonpason Ha feua Ha
BB3pacT 2-16 rOJIHHH HE € YCTAHOBEHA 3HAYHTE/IHA ACOUHALHA MEXKY KIHPBHCA Ha MaHTONPa3on H
pw3pactTa u ternoto. AUC 1 obembT Ha pa3npeaeneHie ca OHIH B ChOTBETCTRBHE ¢ JAHHHTE MpPH
BB3PACTHU.

5.3 IIpeaxkIHHH4YHM JaHHH 32 Ge3onacuocT

T[peaknuHMYHUTE JaHHH, DA3HPaHH HA KOHBEHLMOHAHHTE (JapMaKOJIOTHHHH TIPOY,
0e30MacHOCT, TOKCUMHOCT IIPH MHOTOKPATHO NPHIAraHe ¥ TEHOTOKCHYHOCT, HE N0
PUCK 32 x0pa.



I[Ipy ABETOAMIUHE MPOYUBAHNA 33 KAHLIEPOTeHE3a MIPH NJTbX0BE ca OMAH OTKPHTH HEBPOSHIOKPHHHH
HeomnazMH. B nonbikenne, CKBAMO3HO-KIeTHYHY [IAMATOMH ¢2 OMITH OTKPHTH MpH UIbX0BE NIPH
€HO Mpoy4BaHe. MexaHn3MbT, BoJeLl 10 (OpPMHPaHE Ha CTOMAallHK KAPLWHOKHIH OT
cyOcTHTYHpaHHTe DeH3HMKAA300H, € OHN1 BHUMATENHO MPoYY4eH H N03BOJIABA H3B0A, YE TOBA €
BTOPHYHA PEAKLMA HA CUIHO FOBHLLIEGHUTE CEPYMHHM HHMBA HA racTPHHA, HACTBIIBIIH NPH ILTBXOBE 110
BpEMe HA XPOHHYHO TPETHPAHE ¢ BHCOKH 103H. [IpH ABErOAMIIHH NPOY4BAHKA BBPXY IPH3aYHM €
YCTaHOBEH yBenuues Opofi Ha uepHoapoOHN TYMOPH NIpH NILXOBE (CaMO NPH EAHO TIPOYYBAHE TIPH
[UTBXOBE) H KEHCKH MHIIKH, KOETO € HHTEpPNpETHPaHO KATO CNEICTBHE HA BUCOKATA CTEMEH Ha
MeTaboTH3bM Ha MAHTONPA30J B YepHHS Apoo.

Cnabo yBenHueHUe Ha 4eCTOTaTa Ha HEOMIACTHYHHTE U3MEHEHHA HA LIMTOBHHATA #JI€3a &
YCTaHOBEHO MPH [PyNaTa IIbXoBe, TPETHPaHH ¢ Hait-Bucoka ao3a (200 mg/kg) B enuo ot
OBErOAHITHWTE poyyBanua. HaiuuneTo Ha Te3H HOoBooOPa3yBaHHA € CBBP3AHO C NMPEAH3BHKAHHTE OT
NaHTONPA30A NMPOMEHH B KaTabONH3Ma Ha THPOKCHHA B YepHHA Apob Ha mrbXxa. ToH KaTo npu Yoseka
TepanesTHYHATA 032 € HUCKA, HE C€ OUAKBAT YBPEXK/IALUM edekTH BLPXY LUIHTOBHAHATA Ae3a.

B nepu-nocTHaTasno npoy4saHe 3a penpoayKIUa Ha TUTbX, IPeAHA3HAUCHO A3 OLEHH Pa3sBHTHETO Ha
KOCTHTE, ce HaOnIoJaeaT MPH3HALMK H2 TOKCHYHOCT 3a IIOTOMCTEOTO (CMBPTHOCT, [I0-HHCKO CPEQHO
TENECHO TENIO, MO-HUCKO CPEHO YBEIHUYEHHE Ha TEIECHOTO TEr10 H HAMa/IeH KOCTeH PacTesk) fpH
excne3uUMH {Cmax) npuemM3uTenso 2 NbTy 0T KIHHWUHATA SKONo3uiMa npu xopa. [lo kpas na
thazaTa Ha Bh3CTAHOBABAHE, KOCTHHTE NAPAMETPH ¢a CXOAHH B Pa3TU4YHMTE IPYIIH H TECCHOTO TELNO
ChLUIO MMA TEHASHLMA KbM 00paTHMOCT cliejl [IEPHOA Ha Bb3CTaHOBABAaHE 0€3 TEKapCTBOTO,
[MoBrLIEHATa CMBPTHOCT ¢e ChOOILABA CAMO NPH NPEKIEBPeMEHHO oTOHTH Bo3aewy Mibxose (Ha
BB3pacT A0 21 JHH), KOATO Ce OlEHABA KaTO CHOTBETCTBALLA HA KbPMAUETa Ha BB3pacT A0 2 rOJHHH,
3HaueHHETO HA Ta3H HAXOJKA 3a MeIHATPHYHATA MOMyNalHa € HedaCHO. [IpeaHiliHe NepH-TIOCTHATANHO
NPOYYBaHE MPH [THXOBE [IPH MAIKO MO-HHCKH J03H HE YCTAHOBH HexenaHH edektu npu 3 mg/kg B
cpaBHEHHE C HHcKa A03a oT 5 mg/kg B ToRa npoyusaHe.llposesennTe uscneaBanus He OTKpUBAT
JI0KA3aTeNICTRA 3a YBpexkAaHe Ha (PepTHNHTETa HITH TCPATOreHHH eeKkTH.

HpOHHKBaHeT O NPe3 NNAUSHTATA € IIPOYUCHO NMPY TEXOBE ¥ € YCTAHOBEHO, He Ce YRG/IHYaBa C
Hanpe/aBaHe Ha G]DEMGHHOCTTa. B Pe3YATAT Ha TOBA KOHLICHTpAUKATA Ha MAHTCNPAa30N B Niona cé
¥BEJHYaBa HENOCPEACTBECHO NPEIH PaXKIAHETO.

6. POAPMAIIEBTHYHH JAHHH
6.1 CnHcBK HA IOMOIIHHTE BeIIIECTEA

Hopo na mabremxama:

Manuron

Kpocnosuion (tumn B)

Hatpues kapGonat, Copburon (E420)
Kanuues creapar

DuIMoso ROKpUmue.
Xunpomenosa

IounoH (K25)

Turanos auokcu (E171)
HKenezen oxcun, xuir (E172)
[Mponunen raukon
Chnonumep Ha METAKPUIOBA KHCETHHA-METHNAKPHIIAT
Harpuee naypun cyndar
Ionaucopdar 80

Makporon 6000

Tank

oy

/ﬂ L
——— "!'?Q.



6.2 HecnbBMecTHMOCTH
Henpunoxumo.

6.3 Cpok Ha rogHoct
5 roJHHH

HDPE konmetinep:
Crnies MbPBOTO OTBapAHE HA KOHTEHHEpa, NMPOAYKTHT TPSAOBA Aa ce H3M0J3Ba B CPOK OT 3 Mecela.

6.4 CnennajHu yci0BHS 32 ChbXpaHeHHe

BﬂHCTepHa OnaKoBKa: Ila C€ CbXpaHsABa B OpUrHHalHaTa ONakoOBKa, 3a Aa C€ npearnasy OT BJara.
Konreiinep: KonTeiiHepa aa ce cbxpaHaBa [UIbTHO 3aTBOPEH, 3a /a C€ Npe/nasy OT BJara.

6.5 Bujau chbabpiKaHHE HA ONAKOBKATA

BaucrepHa onakoska (OPA/Anymunuit/PVC ¢Gunm v anyMHHHEBO (OJIMO) B KAPTOHEHA KYTHS.
[onemuHa Ha onakoekute 7, 10, 14, 15, 28, 30, 56, 60, 84, 100, 100 x 1, 112 uau 140 cromaiuHo-
YCTOH4YHBH TaDJIETKH.

HDPE koHTelHepHTe ca ChC CYLIMTE CHIIMKAres M ce 3aTBapAT CbC 3aLMTeHa OT oTBapsHe PP
Kanavka Ha BHHT.

l'onemuna Ha onakoBkara 250 cToMallHO-yCTOHYHBH TaOIETKH.

He BcHYKM BHI0BE OMAKOBKHM Morat aa Ob1aT mycHaTH Ha nasapa.

6.6 CroennajHH npeana3sHH MEPKH NPH H3XBbPJIsiHE

Hsama cneumanHu U3MCKBaHMA 3a H3XBbPJIAHE.

2 MNPHUTEXATEJI HA PAZPEILEHHETO 3A YIIOTPEBA

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

8. HOMEP HA PA3SPEINEHHETO 3A YIIOTPEBA

Per. No: 20120456

9. JATA HA IIBPBO PA3PEIIABAHE/TIOJJHOBSBAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Jlata Ha MbPBOTO pa3spelueHue 3a ynorpeba: 20.09.2012
Jlara Ha nocneano noaHossasane; 04.07.2018

10. TATA HA AKTYAJIH3UPAHE HA TEKCTA y
/

16 Suyapu 2022 E/ 5%

I‘t | ML ‘ )
oapo6xa urdopMaLKs 32 TO3M IEKapCTBEH NPOAYKT € MPeA0CTaBeHa Ha yeﬁ&bﬂﬂ\m; Hsimn '
Arenums no Jlekapcrsara (MAJT) http://www.bda.bg. NG



