I

KPATKA XAPAKTEPHCTHKA HA IIPOXYKTA



1. HME HA JIEKAPCTBEHHMSA MIPOAYKT

Honnasa 20 mg cToOMalHo-ycTOHUHBY TabNeTKH
Nolpaza 20 mg gastro-resistant tablets

2. KAYECTBEH ¥ KOJIHYECTBEH CHCTAB

Bcaka croMaliHo-ycToiiuuea Tabnetka chabpxa 20 mg nawronpason (pantoprazole) (kato
MaHTONPa30/1 HATPHEB CECKUXMAPAT (pantoprazole sodium sesquihydrate).

TIoMOILIHKY BELECTBA ¢ M3BECTHO ACHCTBHE:
- copGuron: 18 mg/Tabnerka

3a MEAHUS CIHCEHK HA MOMOLIHUTE BElIECTRA, BHXKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA
Cromatino-ycroiiunea Tabnetka.

Cre1no kadeHHKaBO-XKBITH, OBAIHH, JIEKO ABOHHOM3ITbKHAIK TablleTKH.

4. KJIHHHYHH JAHHH
4.1 TepaneBTHIHM NOKA3AHHSA

Buvapacmnu u wnoutu na 12 200unu u no-ev3pacmuu
CumrmromaTtuyHa ractpoesodareanna pedutyxcda Gonecr.

3a NPOTBIDKHTENHO OBAAIABAHE U NPeJOTBpaTABAHE HA PELMANE NDH pedIyKCceH e30¢arur.

Bwapacmnu

[MpodunakTiKa Ha racTPOAYONEHANTHH A3BH, NPEAHIBUKAHH OT HECENEKTHBHH HECTEPOHIHU
npoTdeopbinanyTentu cpenctea {(HCIBC) npu pruckoBu naudeHTH, HYKIACLIH CE OT
npoabkHTENHO Neuenue ¢ HCIIBC (Bxk. Touka 4.4).

4.2 [lo3HpoBKa R HAYAH HA OPHICKEHNE

ﬂozuponxa

Buapacmnu u wnown nao 12-200mmna ev3pacm

Cumrromariysa racrpoezodareanta pedirykcHa Gonect

T[Tpenopb4UTETHATA NEPOPANHA 1034 € e1HA CTOMALIHO~YcToHYHBa TabneTka Honnasa 20 mg axesHo.
Obnek4apae Ha CHMITTOMHTE OOHKHOBEHO CE TIOCTHIA B PAMKHTE Ha 2-4 CeMMIIH. AKO TOBa

HE € I0CTaTh4HO, 00/lexyaBaHe Ha CHMITOMHTE OOHKHOBEHO CE MOCTHIHATA B PAMKHTE Ha
caeapanyte 4 ceamuuy. Korato e noctHraaro obniekyasaHe Ha CHMITTOMHTE, NOBTOPHATa

NoABa Ha CHMITOMHTE MOXKeE /14 C& KOHTPOJIHPa ¢ M3MO/N3BaHe HA NedeHke MpH HeoﬁxmmMocT c

20 mg aHeBRO, KOl"ﬂ.TO e HeoOxoaumo. ITpemuHaBaHe KbM [IPOABIDKHTETHA Tepanun :

HA CHMIITOMHTC.

IIpoaBLDKHTENHO JeUeHKHE H TIPE



3a NpOTEIDKUTENHO JICUEHHE CE NPENOPBYBA NOATBPIKAILE 038 OT €RHA CTOMAIHO-yCTOHYMBA
tabnetka Honnaza 20 mg Ha AeH, KOATO MOKe J1a ce NoBHIH X0 40 mg NTaHTONpa3o Ha JieH B Cly4ai
Ha PELMAMB.

3a To3H cy4ail ce npexnara Honnaza 40 mg. Cnea w3niexyBaHeTO Ha PELIHANEBA R0O3ATA MOXKE [1a €&
HaMaJii OTHOBO Ha 20 mg NaHTonpasol.

Bue3pacmuu
H@QHH&K’[‘HK& Ha racTpoAYOACHANHHU I3BH, MPCAUIBHKAHA OT HECCNCKTHRHHA HECTEPOHAHH

apoTHBOREINAIHTENHE cpeacTha HCIIBC npH pHcKOBH DALMEHTH, HY>KIACLIH ¢€ OT NPOABIDKHTEIHO
neuenme ¢ HCTIBC

[MpenoprunTenHara A403a € €lHa cToMalIHO-yeroiunba TabieTka Honnaza 20 mg Ha neH.

Creyuanuu nonyaguyuu

Crapuecka Bp3pactT
Hph manuenTu B CTapyecka Bb3pacT He € HeoDX0AKMMAa KOpPeKUHA Ha Ho3aTa,

YepHonpoOHo yBpexaare
Ipu naumeHTH ¢ Texxo 4YepHOApoOHO yBpeKIaHe, He TpAOBa Aa ce NpeBKIlaBa JHEBHa 103a o1 20 mg
MAHTONPa3on (BikK. TOYKa 4.4).

B16peuno yepexkiane
Ipu mauweHtH ¢ 6L0peuHO YBpexKnaHe He € HeoOXoaHMa KOPEKLIAA Ha Jo3aTa.

Heduampuuna nonynayun
Heya noo 12-z200umuna evzpacm

Honmnasa ue ce npenope4sa 3a ynorpe6a npu neua nod 12-rogninHa B3pact Nopaay OrpaHHuCHHTE
AAaHHH 33 NPAIOKEAUETO MY IIPH Ta3H BB3pacToBa rpyna.

Hauwn Ha NPpHIOXKEHHE

Tabnerkure He TpAOBa Aa ce THBUYAT WM MYTIAT, ¥ TPEOBa Aa ce MOrTbILAT Lend, 1 wac mpeau
XpaHeHe ¢ BoAa.

43 IIpoTEBONOKA’aHHS

CBPBXUYBCTBHTEHOCT KbM AKTHBHOTO BEIIECTBO, CyOCTHTYHpaHH GeHauMMaazonu, copbuton wid
KbM HAKOE OT NOMOIUHHTE BelllecTBa, W30poeHu B Touka 6.1.

4.4 CpenuajHd npeaynpexaenad H Npeala’Had MepKH DpH ynoTpeba

Yepuonpobuo yepexaaHe

[Npu nauHEeHTH ¢ TEXKKO JePHOAPOGHO YBpekaaHe TPAOBa peIOBHO Ja €€ CAEANT YEpHOAPODHHTE
€H3HMH MO BPEME Ha JICYEHHETO ¢ MAHTONPA30/, 0COOEHO NPH NPOXbDKUTENHA ynoTpeba. B cayyakt
Ha MOBHILABAHE HA YEPHOAPOOHUTE EH3MMH, TeYeHHETo TpABRA fa ce MPEYCTAHOBH (BXK. Touka 4.2).

Eanospemenno npinoxerie ¢ HCIIBC

Ynorpebara sa Honnaza 20 mg 3a npeBenuns Ha racTPOYOACHANHH A3BM, IPeIH3BUKAHH OT
HECENEKTHBHH HECTEPOMIHU MpoTHBOBbL3Nanurenty cpeactsa (HCTIBC), Tpabea na 6bae orpaHHyeHa
TIPH NAHMEHTH, PH KOKMTO C€ H3HCKBA npoabokuTeTHe nedenue ¢ HCTIBC H 3a KOMTO CLILECTBYEA
TIOBMILEH PHCK OT Pa3BHTHE HA CTOMALUHO-YPEBHHU YCIIOXKHEHHA. [ToRHINEHHAT puck Tpabsa na ce

aHaMHE3a 3a CTOMAllIHA UM JyOAEHATHa A3Ba WITH 33 KPbBOH3IHBH B rOPHATA YacT
YpPEBHH TPAKT.

3noxauyecTReHH 3a001ABaHMA Ha CTOMAXA




CHMNTOMaTHYHHAT OTrOBOP HA IAHTOMPA30J MOXKE J1a IPUKPHE CHMITTOMHTE NPH 310KAUCCTBCHH
3a00NABaHHA HAa CTOMAXa M MOXKeE Jia 3a0aBH JMarHo3ara.

[py HanMYMe Ha HAKOI anapMHPpaLL CHMITTOM (HANp. 3HAYMTEIH2 HEXeaaHa 3aryba Ha TenecHo Terno,
PELHAMBHPALIO MOBPBLINAHE, TUCHArH, XEMATEME3a, AaHEMHA HITH MEJICHA) H KOraTo HMa No03HpaHa
WJIH HaJIHYHA CTOMALUHA A3Ba, TPAORa Aa ce H3KIIIOYH HATHYHETO HA MAJIMIrHeHO 3aboaaBaHe.

TpaGea na ce OGCHAAT AOMBIHHUTENHE H3CIEABAHHA, AKO CHMITTOMHTE [IEPCHCTHPAT, HE3ABHCHMO OT
aJeKPaTHOTO JICYEHHE.

Eanoppemenno npunoxenue ¢ HIV nporeazun uaxuburopu
He ce npenopbuBa eAHOBpEMEHHO MpHIOKeHHe Ha naHTonpazon ¢ HIV nporeasnn uHxubuTopu, npu

KOHTO a0copOUHATA 3aBHCH OT HHBOTO HA KHCEJIHHHOCT Ha BhTpecTomaliioTo pH, kato aTasaHasup,
NopaaH 3HAYHTENHOTO HAMATABAHE HA TAXHATA OHOHAMHYHOCT (BXK. TO4KA 4.5).

Br3seiicTene BbpXy abcopbuuaTa Ha sutamuun B12

[TasTOnpason, KaTo BCHYKH OIOKHpANIH CeKPELHATA HA CTOMAIIIHA KHCEJIHHA JICKAPCTBa, MOXKE Aa
HaMaH pe30pOLHATa Ha BuTaMuH B12 (ankobanmuH) nopaau Xano-wiH axinopxnaapus. Toea
Tp:AOBA J1a ce MMa IPEJBHA, NIPH NALHMEHTH ¢ HAMAIICHH TEIECHH 3anacH Wi PHCKOBU (pakTopH 3a
NoHIKeHa abcopOuua Ha Butamun B12, npu npoabmkUTeNnHa Tepanus Wid ako ce Habmoaasar
CBHOTBETHHTE KITHHHYHH CHMITTOMH.

[MpoABGKHTENHO JeYeHHE
IIpu npoaLJLKHTENHO JNedeHHe, 0COOEHO NMPH MPOABIKHTEIHOCT noBeve OT | roAHHa, MALHEHTHTE
TpAGBa Aa ce HabnmogaBaT peIoRHO.

I'acTpoHHTeCTHHANHH HH(EKIINK, NPSINIBHKAHN OT DaKTEepHH
Jleuennero ¢ Honnasa mMoxe fa AOBEZE N0 JIEKC MOBHUICH PHCK OT CTOMALIHO-YPEBHH HHPEKUHHA,
NpHYHHEHH oT GaxTepun, Kato Salmonella w Campylobacter, u C. difficile.

XHIOMArHE3EMHA

Texxka xMnomarde3eMus e OKIaBaHa NMPH NALHEHTH, TEKYBaHH ¢ HHXHOMTOPH Ha NPOTOHHATA
nommna (HIII), kato nanronpaszon, 3a HaH-MaNKO TPH MECELIA, B B [IOBEYETO C/TY4aH 3a rojHHa.
CepHO3HH NIPOABH HA XMITOMAarHe3eMHus KaTo rajieHe, TETaHHs, 1eIHPHYM, KOHBYJICHH, 3aMagHOCT H
BEHTPHKYJIAPHA APHTMH3, MOTAT JIa CE TIPOABST, HO T€ MOTaT /ia 3aMovHaT Hezabena3aHo H 1a Obvaar
npenebperxHaty. [Ipy NMOBEYETO 3aCErHATH NALMEHTH XHIOMArHE3EMHATA IPEMHHABA CITEL TIDHEM H3
Mar"esueeH 1obaBKy H npexpataeane Ha neuetueto ¢ UITIL

3a MauHEHTH, 33 KOHTO Ce 0YaKBa, 4e Lie 6'bJaT Ha IPOIB/DKUTENHA TEPAIIHs, KIH KOHTO [IpHEMAT
HITII ¢ nMrokcHH WA TEKapCTBa, KOMTO MOMAT Aa NPHYMHAT XHIOMArHE3¢MUA (HaMp. THYPETHLIH), €
HeoOX0AMMO MEAHLIHHCKHTE CIELHIHCTH 1A B3EMAT MO NPEeBHA H3MEPBAHETO HA MAarHC3HEBHTE
HHBa NpeaH 3anousade neuennero ¢ MIII, kakto u nepuoaMYHO N0 BpeMe HA TeparHATa.

DpakTypy Ha KOCTH

HHXuGHTOpHTE HA MPOTOHHATA NMOMIIA, OCOOEHO KO CE HINOM3BAT BhB BUCOKH JIO3H NMPOAB/DKHTETHO
Bpeme (Hax 1 roguHa) Moxke cnabo Aa NOBHWIAT pHCKa OT (PpakTypa Ha OeAPOTO, KHTKATA HITH
rpeOHaYHHA cTHIO, npeobnafapally NPy MatlMeHTH B HAMPETHANTA BB3PacT HITH B IPHCBCTBHETO HA
Apyru puckosu ¢axropu. [Toapobun HanenBanud, MOKaBar, ¥e HHXMOUTOPHTE HA MPOTOHHATA NIOMNA,
MOTAT Aa MOBHLIAT OGHHAT PHCK OT ppakTypH ¢ 10-40%. Yact ot TOBa MOBHIIABAHE MOXE /1a Ce
JBIDKH Ha APYrH pUcKopH (akropu. [TaideHTH, pHCKOBH 3a OCTEONOPO3a, TPAOBA /1a IOJIYYAT, CIopel
ChBPEMEHHHTE KNTHHHYHH HACOKH, AACKBATEH NMPHEM Ha BHTAMUH D M kanuuii.

CybakyreH koxeH nynyc eparemaronec (SCLE)

HuxubHTOpHTE Ha MPOTOHHATA [IOMIIA Ca CEBP3aHM C MHOTO penkH ciyyan Ha SCLE. Akg
ne31H, 0coOEHO B YHACTBLH OT KOXKATa, HAUIMKEHH Ha CITLHYERH JTBYH, H 8KO Te Ca Chb
0ONKH B CTABHTE, NALMEHTLT TPAOBa He3abaRHO Ja MOTHPCH MEAHLMHCKA TOMOLI H
CNEUMANTUCT clie/IBa Ta OOMHCIIH ciHpaHe Ha npuema Ha Honnasza. SCLE, nacten
NeyeHHe ¢ HHXHOMTOpP Ha MPOTOHHATA MOMNA, MOXe fa yBenu4M pucka ot SCLE n
IPpYrH HHXHOHTOPH Ha NPOTOHHATA MOMNA. ‘




Ilosauasane na rabopamopnume pe3yamami

HoeHureHoTo HUBO Ha xpomorpaHHH A (CgA) Moxke a MOBAMAE Ha H3CAEABAHHMATA 32
HEBPOEHIOKPHHHU TYMODH. 3a fa ce u3berte ToBa B3auMOeiicTBHE, NedeHuero ¢ Honnasa tpabea na
ce CTpe BpeMeHHO Hali-Manko 3a 5 auun npeau onpeaensHero Ha CgA (Bx. Touxa 5.1). AkO HuBara Ha
CgA W ractpiHa He ¢a € Bb3CTAHOBHIIM B pedpepeHTHHTE CH IPAHHLIM CIE]] HA4aTHOTO OTpeaeisHe,
u3MepBaHeTo TpadBa 1a Ob/ie NOBTOPEHO 14 AHH Cile CIHpaHe Ha JICHEHHETO ¢ HHXHOMTOP Ha
npoToHHaTa NOMIIAa.

Honnasa ceabpia copOuron u Hatpyil.

Toea nekapctBo Chbpka 18 mg copbuTon BLB Beika Tabnerka.

Tpabsa na ce uMa npeaBMA aQUTHBHUAT €EKT Ha CHITETCTBAILO NPAIATAHY [TPOAYKTH, ChAbPKAIIH
copbuTOos (KNU PPYKTO3a), KAKTO W XPAHHTETHUST NPHEM Ha copburon (Wnu ¢pykTo3a).
ChbabpKaHUeTO Ha COPOMTON B NEKAPCTBEHH MPOIYKTH 33 NEPOPATHO MPHIAOKEHHE MOXKE N1a 110BTHAE
GHOHANHYHOCTTA Ha APYId NEPOPAIHH IEKapCTBEHH NPOTYKTH, KOUTO CE€ NpunaraT CbIIETCTRALIO.

Toea nekapcTBo chibpika no-Manko ot 1 mmol Hatpmit (23 mg) Ha TabneTka, T.e. MOXKE 12 Ce KaxKe,
Y€ NPAaKTHYECKH HE ChABPIKA HATPHI.

4.5 BsaumopaeiicTBHe ¢ JPYIH JIEKAPCTBEHH IPOAYKTH B APYTH GOPMH HA BIAHMOAEHCTBHE

Jlexapcreenn npodykmu ¢ pH 3aBucuma dhapmakoxkHeTHYHa abcopoima

[lopaay MBAHOTO H MPOABJDKHTENHO HHXHOHMpAHE Ha CEKPeLHATa Ha COAHA KHCE/THHA, NaHTOoNpa3on
MOXE J1a HAMANIH B Pe3opOLMATa Ha APYIH IEKApCTBEHH POXYKTH NPH KOHTO cToMmatiHoTo pH ¢
BaJKE€H tl}ax‘rop 3a opajiHaTa HaNUYHOCT, Harp. HAKOH a30/I0BH npOTHBOI‘bGI'[‘-lHH ArCHTH KaTo
KETOKOHA30J1, HTPAKOHA30J1, [IOCAKOHA30/ M JPYTH CPeACTBa KATO epIoTHHHD.

HIV nporeaznn uHxHOHTOpH
He ce npenopbiBa eAHOBPEMEHHO NpHIOXkeHRe Ha navronpason ¢ HIV nporeashu nuxuburopu, npu

KOMTO abcopOLHATA 3aBHCH OT HHBOTO HA KMCETMHHOCT Ha BRTpecToMalHoTo pH, kaTo atasanagup,
Mopany 3HAYHTEIHOTO HAMANTABAHE HA TAXHATA OHOHATHUHOCT (B, TOUKa 4.4).

Axo kom6uHaumaTa ot HIV nporeazHs HHXHOMTOPH ¢ HHXMOWTOP Ha TIPOTOHHATA NOMIa Ce HPELCHH
3a HeM30exHa, NPenopb4sa ce BHHMATENHO KITMHHYHO pocieaspaHe (Hanp, BupyceH Torap). He
TpsbBa 1a ce nMpeBuInaBa 103aTa Ha naxTonpaszon ot 20 mg Ha aeH. Moxe na e HeobxoaMMo na ce
KopHrypa nosupadero Ha HIV npoteasnute vaxubuTopy.

KymapuHory aHTHKCAryfanTH (QeHnpoKyMoH uni Bapdapud

EnHOBpeMeHHOTO NPUIOXEHHE HA MAHTONPa30M ¢ BapdapuH i GEHNPOKYMOH HE OKA3Ba BIIHSHHE
BBPXY apMakoKHHETHKaTa Ha sapdapun, deHnpokymoH wid INR. Brnpexs ToBa, HMa ChobLicHRS
3a nosHweHo INR ¥ NpoTpoM6UHOBO BpeMe NpH NALHEHTH, 110y4asaid PPl u papdapuH uim
¢eHnpokyMoH eIHOBpEMeHHO, Y BennuasaHeTo Ha INR H npoTpoMOHHOBOTO BpeMe MOXE Ja 10BE/IC
A0 Heoluuaino KbpeeHe U nopy A0 cMbpT. [lanueHTHTe, TeKyBaHH C MAHTONpa3o. Y BapdapHH WK
deHnpokyMoH, MOXKe Ja ce Hanara aa 6baar Habinonasanu 3a yeenn4asaue Ha INR
NpOTPOMOHHOBO BpEME.

Metorpekcar
HabnronapaHo €, ve eqHoBpemeHHaTa ynoTpeba Ha BUCOKM 1031 MeToTpekcaT (Hanp. 300 mg) u

HHXHOHTOPH HA MPOTOHHATA NTOMNA MOBHILABA HUBATA HA METOTPEKCAT NPH HAKOH nauneHTy. [topanu
TOBA, NMPH CLCTOAHHA, PH KOMTO ca HeOOXOAMMH BHCOKH HMBA HA METOTpekcaT, Tpadsa f1a ce
0OMMCITH BPEMEHHO NMPEKpaTABaHE HA TEPArHATA C NAHTONMPA3ON.

gQ!FH OpOYYBAHHA HA B?-EHMOQGI‘:ICTBHHTB

MMarTonpason ce MeTabonu3KHpa NpeaMMHO B YePHHA APo0 upe3 CH3UMHATA CHCTEM,
[nasuuar metabosureH miT e RemMetiupane ypez CYP2C19, a apyrure MeraGon
BKNIOUMBAT OKCuAHpaHe upes CYP3A4,



I[Ipoy4BaHHATA 33 B3AMMOJEHCTBHS C NEKAPCTRA, CHILO META0ONHIHPALIHM CE 1O TE3H IMLTHLIA, KATO
kapbamasenuH, auasenam, NTHOEHKIAMHA, HHETATHH ¥ MEPOPATHH KOHTPAUCITHBY, ChAbPKALIH
JIEBOHOPreCTPe) H €THHIIECTPAAHOI, HE ca NOKa3alH KIHHHYHO 3HAMHMH B3aHMOACHCTBHA.

He moke na ce M3K/IIOUM B3aHMOAEHCTEHETO HA TAHTONPA30 ¢ APYrH ACKAPCTBEHH NPOAYKTH HITH
ChE/IMHEHHH, KOHTO Ce MeTabONH3HPaT NPH H3I0A3BaHe HA ChilaTa €H3HMHA CUCTEMA.

PesyrraTrte OT NpoyyBaHHATa 3a 06XBaTa Ha B3aUMOJSHCTBHE NOKA3BAT, Y€ NMAHTOMNPA30. He
noBNHABA MeTaboIM3Ma Ha AKTHBHHTE BelecTsa, Metabonu3sdpainy ce ypes CYP1A2 (kato kadenn,
reopunut), CYP2C9 (kato nupoxcukam, nuknodenax, Hanpokced), CYP2D6 (kato meTonponon),
CYP2E! (xato eTaHON) 1 He ce HAMECBA B CBBP3aHATA C P-TITHKONPOTEHH abcopOuyA Ha THTOKCHH.

He e uMano B3aUMO/IEHiCTBHS NPK CHBMECTHO MPHJIOKEHHE ¢ aHTHALM/IHH IPOAYKTH.

HpOBC)K,lIaHH Ca ChlIO Nnpoy4BaHHd Ha BBaHMO,HeﬁCTBHGTO npn npu.ﬂaraﬂe Ha NaHTOoMnpa3on
€IHOBPEMEHHO CC CHOTBETHHTE AHTHOUOTHIM (KJIAPHTPOMHUMH, METPOHHAA301, aMOKcHLMAKH). He
ca 61'[J1H OTKPHTH KIHHHYHO 3HA4YHMH BSﬁHMOﬂCﬁCTBP[ﬂ.

JlekapcTBEHH NPOAYKTH, kouTO HHXHOHpaT vy uEgyumpat CYP2C19:

Huxuburopure na CYP2C19, kato dnyBOKCaMHH, MOTaT J1a YBETWYAT CHCTEMHATA €KCIMOZHLM Ha
naHTonpason. Mosxe na ce oOMHCIH HamanABaHe Ha 1034Ta [IPU MAUMEHTH, JEKYBAHH ObJIF0 BPEME ¢
BHCOKH JO3HM MAHTOMPA30/i WM TaKHBA ¢ YepHOAPOOHO YBpEKAaHE.

Ensumuante ungykropu, nosnuasaiy CYP2C19 u CYP3 A4, xaro pudaMIIHUMH H XKBIT KAHTAPHOH
(Hypericum perforatum), MOraT 1a HAMANAT IUIA3MEHNUTE KOHLEHTPALMY Ha HHXHOHTOPHTE Ha
NPOTOHHATA [IOMIIA, KOUTO ce MeTaboIH3MpaT upe3 Te3H CH3UMHHE CHCTEMH.

4.6 DeprTHIHTET, GpEeMERHOCT H KbpMeHe

BpemenHocT
CpeAHO KOTHYECTBO OT AAHHH BhpPXY OpemeHHM xenH (Mexay 300-1000 pesynrata oT GpeMeHHOCT)

He NOoKa3BaT Mandopmanus Wik GpeTo/HeoHaTANHa TOKCUYHOCT HA MAHTONPA30N.
[MpoyuBanHs NPH KMBOTHM €A [IOKA3ANH PENPOLYKTHBHA TOKCHYHOCT (B, Touka 5.3). Karo
NpeanasHa MAPKa, € 3a NpeAnovHTaHe aa ce H36arsa w3non3eanero Ha Honnaza no speme Ha
GpemenHocCT.

KbpMmene
[TpoyusaHHATa IPH KHBOTHH Ca MOKa34TH EKCKPELHA Ha NMAHTONPa3oa B Miako1o. Hama nocTtaTbuHo

uHGOpMAaLHA 33 EKCKPELHATa Ha NAHTOIpa30/]1 B KbPMATa, HO € JOKI4/IBaHa SKCKPELIUs B KbPMaTa.
PuCKET NpH HOBOPOJEHH W cUa He MoXe aa Obae u3xmoveH. [Topaau ToRa pelIeHHeTo ATH Aa ce
npeKpaTH KBPMEHETO WITH 1a Ce MpeKpaTH/aa He ce 3anoyBa heyeuueto ¢ Honmmaza tpabsa na ce
B3eMe, KaTo C€ UMa MIpe/IBH N0/13aTa OT KbPMEHETO 3a AeTeTO ¥ noj3ata ot Nedenueto ¢ Homnasa 3a
Maiikara.

PepTHRHTET
Hama nansu 3a HapymeHue Ha QepTHIMTETA ClleNl IPWIATaHe Ha NIRAHTONPA30J B NPOYYBAHUA BbPXY

*uBoTHH (Bx. Touka 5.3).

4.7 EdekTa BbpXy cnocofHocTTa 32 wodupane H pabora ¢ MAIIEEH

[TarTonpason HAM2 HHKAKBO HIIM HE3HAUMTEIIHO BIHMAHHE BbPXY CIIOCOOHOCTTA 33 LW
paboTa c MalmHu.

Moxke a HACTBNAT HeXKEMAHH ICKAPCTBEHH peaKLMK KAaTO 3aMaiBaHe H 3PHTENH
Tou4Ka 4.8). AKO ca 3acerHaTH, NalHeHTHTE He Tpa6Ba Aa WodupaT WK paboTaAT



4.8 Hekenans IeKAPCTBEHH peaklun

[pubnusurento 5% Morar fa O4aKBaT 1a NOMYUAT HEKENAaHH ekapeTpeHu peaximu (HIIP).
Haii-yecto noxnanpaaure HJIP ca nuapud u rnasobonue, v JiBeTe HaCTHLITBAILHA 1IPH

opubnusurendo 1% or nauHeuTHTe.

B cnenpauwiata TabnHua HeXENAHHTE JIEKAPCTBCHU PEAKIMH, NOKIAIBAHH MPH
yrioTpebaTa Ha NAHTONPa3oa, Ca OUCHEHH YPE3 CAEAHATA KNACH(HKALHNA 32 YeCTOTa:
- MHoro uect (= 1/10};

- Yectn((z 1/100 xo <1/10);
- Heygectn (21/1 009 xo <1/100);

- Peaku (=1/10 000 no <1/1 000);

- Muoro penxa {<1/10 000),

- C HenzBecTHa YecToTa (OT HAIMYHHTE HaHHH He MOKe 1a ObJie HanpaBeHa OLIEHKa).

3a BCHYKH HEXENaHH PEaKiHH, 0KIaJBaHH IPpe3 NOCTMaPKETHHIOBOTO HabmoAeH e, HE € BE3MOXHO
Aa ce OfpeneTH YecTOTaTa Ha HEXEIAHUTE PeaKLuy, NOPaiH KOeTO Te ¢a TI0COUEHH KArT ,,C HEH3BECTHE

yectoTa”.

[Ipu BCAKO rpynupane B 3aBUCHMOCT OT YECTOTATA HEXENAHHTE IEKAPCTBEHH peaKlin Ce H30pOosBaT B
HH3XOOALI pefi 0 OTHOLISHHE HA TAXHATA CEPHOIHOCT.

TaGnuven BUA HA HEXKETAHHTE peaxivi

Tabnnua 1. Hexenanu iekapcrBeHH peaklH PH MPWIOKEHHETO HA MAHTONPA30/N HpH
KIHHHYHH [IPOYUBAHHA M NIOCT-MapPKETHHIOBO HaOMIOACHHE.

MecTn ’Heqec'm ‘Pe;um MBHOro peaxkn IC HenisecTHA
HCTEMA HecToTa
pranHA KIaco
HapyweHus Ha Arpanynouutosza  [TpomOouuTone-
KPbBTa H iuMpHaTA HLA
cHcTEMA TepkoneHus,
AHLUTONEHHKS
apylUcHHS Ha CBPbXYYBCTBH-
PmyHHaTa cucTeMa TEITHOCT
{ BK/L.aHaQHIAKTHY-
HM PEAKLHH K
aHAQUIIAKTHYCH
[IOK)
Hapyuienua Ha X unepannnaeMHH K X unoHaTpHe-
Merabonnima H MOBMIIABAHE Ha MM, XHITOMArHe-
XpaHEHETO ITHIIHMTE BHCMUA (B
( TPUIIIMUEPRAN, rouxa 4.4)
XOIECTEPON); XunokatuueMus
IMpoMeHH B TELAOTO BHB BPB3Ka ¢
XMnomarHe-
BUEMUS;
Xunokanuemus
[ lcuxyHn Hapymexus Ha flenpecus (¢ JlesopHeRTauta (¢ - X aIIOLMHALMY;
HapyeHus ChHA OlIapaHe) BIIOMABAHEF” WA BpKBaAHE
rkﬂ Yo ?lo npH

b

r;(" 4 L




[BJTOLLIABAHE HA
KCbCTOAHUETO HA
[TE3H CUHMNTOMH B

chy4aii Ha
MpeABapUTENHO
CBLICCTBYBAHE)
Hapyiienus Ha I'naBobonue, [HapymeHHs wa [Tapecre3ns
HEepBHATA cUcTEMa raMaHBaHe Kyca
Hapyurenust Ha ounre apyLIeHHA Ha
BpPeHHETO/3aMBIIIEH
o 3peHHe
CroMauHo- [Moaunu Ha Ef:luapux; IMHEKpOCKONCKH
HpCBHHHAPYLUCHHA  [NBHOTO ajeHe/IoBpb ONHT
(byHayca) Ha uane;
cTOMaxa odyBaHe Ha
(1obOpoxavecTs kopema H
eHU ) bancHHpaHe;
Banex;
Cyxora B
yCTaTa;
KopemHa
Gonka u
nuckomdopT
XenmaTobunuapHu [lopunapane [[lopuinasaHe Ha Xenarouerynap-
HapyLIeHus Ha YepHOAPO6- BHAUpYOHH HO YBpexXAaHeE;
HHTE EH3UMH MKenTeHULIa;
(TparcaMu- XenaTouenynap-
Haz3u, y-GT) Ha
HEAOCTATLYHOCT
Hapymien1a Ha OGpHB/eKksanTe Y pTHKApHA; KCHHAPOM Ha
[KOKaTa H a/epynuma; |AHrHoenEM Stevens-
MOAKOWKHHTE TEKaHH Copbex Johnson;
ICHHApoM Ha
Lyell; Epurema
MYNTH(HOPME;
Doto-
MYBCTBHTEIHOCT
ICybakyTen
KOXKEH JTYTTYC
epHTEMATOEC
B Touka 4.4)
apylIeHnd Ha KDpakTypa Ha |ApTpanrus; MycCKynHH
CKYJIHO-CKENeTHATa| Benpo, kuTka [MHanrus CNa3MH KaTo

CHCTEMA H WIH rpBOHaUeH NOCTCAHLA OT
CLEIUHHTENHATA cTHAG (BXK. CIICKTPONIHTEH
THKAH rouka 4.4) nuchananc
Hapylieuns va HMATepeTUIINa-
OuOpevTe U neH HedppHT (C
MUKOYHHTE DHTHILA BH3MOXKHA
JIporpecus 1o

?gﬁ“\mﬂ ReoFapeyna

Hapyieuns Ha
'Bb3MPOM3BOIHTENHAT

aHeKOMAaCTHA




CHCTEMa M IrbpAaTa

O6LM HapyLIeHHs | AcTeHus, [ToBuwaBane HA

ethexTH Ha MACTOTO yMOpa 1 TenecHaTa

HA MPHIIOKEHHETO Hepa3NonoXe- TeMIepaTypa;
Hue [Tepudrepen oTok

Crobmasane Ha NOJO3KPAHK HEXEIIAHH PeaKiHU

CpobIIaBaHeTo Ha MOZO3HPAHH HEXENAHH PEAKLHH Clell PaspelllaBaHe 33 ynoTpeba Ha NeKapcTBeHHs
ApOAYKT e BaxkHo. Tora no3BosBa na NPOABIKK HAGIIOACHHETO HA ChOTHOIIEHHETO MOJI3a/PHCK 33
neKapcTBeHHs MpoayKT. OT MEIMIMHCKHTE CTIEUHATTUCTH CE€ M3HCKBA Aa ChoOLaBaT BCsika
NOJO3HPaHA HEXKENaHa peaKkLig vpes:

H3anwjauTenHa areHUHA 110 TeKapcTeaTa

yn. ,,Jlamsan I'pyes™ Ne 8

1303 Codust

Ten.: +35 928903417

yeGcaiiT: www.bda.bg.

4.9 Ilpexo3mpane

CumnTomMu

HeaMa ¥3BECTHH CHMITTOMH Ha NMpPEJO3HPaHE [P XOpa.

CHcTeMHa EKCMO3KMIIAA ¢ 1030 HAA 240 mg, MpuiIokKeH HHTPABEHO3HO, B TCUEHHWE Ha 2 min
ca Ounu norecenu nobpe.

Jleuenne
Twi KATO NAHTOTPA30M ce CBLP3BA B FOJIAMA CTENEH ¢ IPOTEHHHTE, HE CE NHANM3HPA NECHO.

H]JH C.I[y'-laﬁ Ha MPeno3HpaHe ¢ KIHHUYHH JAHHH 38 HHTOKCHKAIIHA, OCBCH CHMITTOMATHYHO H
NOoAAbpKALNO NEHCHHE, HE MOXKC ia CC najaar CHEHHQIH‘IHH TepanesTHYHH IPCTIIOPLKH.

5. ®APMAKOJOTrHYHU CBOMCTBA

5.1 ®apMakoAHHAMEYHH cBolcTBa

dapmakoTepaneBTHuHa rpyna: Huxubutopu Ha npotoHHara nommna; ATC kox: A02BC02
Mexanu3bM Ha AclcTBHE

IMadTonpason e cybcTUTYHpaH GeH3MMHEIA307, KONTO HHXHOHPa CCKPEHHITA HA COJTHA KHCETHHA B
cTomaxa 4pes cneuuduyna 6rokana Ha OPOTOHHATA MOMAA Ha NAPHETANHHTE KIIETKH.

IMaHTOMpa30/1 ce KOHBEPTHPA B HEMOBATa AKTHBHA JOPMa B KHCENaTa Cpejia Ha NapHeTalH|Te KICTKH,
KbJACTO HHXHOUPA eH3HmuTe HF, K+ -AT®a3a, 1. e. kpaiHua cTanui 0T NpoaYKUHATa Ha CONHA
kuceNuHa B cromaxa. MHxuGupaHeTo € 10303aBUCHMO 1 3acAra kakto 6asanHara, Taka u
CTHMY/IHPaHaTa KHCENHHA cexpelns. Tlpy 1oBeyeTo NalHEHTH NpeMaxBaHeTe Ha CHMITTOMHTE Ce
MOCTHra 3a 2 ceaAMHUKM. KakTo apyrute npoToHHy uaxubuTopu U Ha peuenTopHH HUHXHOUTODH,
JIEUCHHETC C MAHTONPa30oN pegyliapa KHCENMHHOCTTA B CTOMAXA W 110 TO3H Ha4KH MOBHLUABA HHBOTO
H4 MACTPHHA, NPONOPLHOHATHO HA PEAYKIMATA HA KHCEIHHHOCTTA. [lopuiapaHeTo Ha HUBOTO HA
racTpuHa ¢ obparumo. Toii Kato naHTONPa30] ce CBBP3BA ¢ CH3HMHTE JHCTAIHO OT PELENTOPHOTO
HHBO, TOM MOXE JJa HHXMOUPA CEKPELIHATA HA COJTHA KMCEJIHHA, HE3aBHCHMO OT CTHMYTHPaHETQ il OT

AKTHBHOTO BCIGECTRO Ce MpHIara nepopanHo AW HHTPAaBEHO3HO.

HuBarta Ha racTpHHa Ha I7IaHO C€ MOBHIIABAT OT nanTonpaso. I[lpu kpatkocpoue
MOBEYETO CJIy4aH Te HE HATXBHLPIAT rOPHATA rpaHuLa Ha HopMara. Ilpk npo
HUBATA HA FACTPHHA CE YABOABAT NpH MOBEYETO cyyan. ExcuecnsHO HapacTeaHe



H30/HPaHH CityyaH. KaTo pesysTaT npi OpoAb/HKMTENHO JISUEHHE NPH MAITKA Y4acT OT Cy4anTe e
HaOTioAa8a IeKo A0 CPeAHO NopHIaBaHe Ha 6pos Ha cnelduunnTe ernokpuaan (ECL) xnetku B
cTomaxa (oOMKHOBEHHA JI0 aIEHOMATORIHA XHNepniaska). Bee nax, ChriacHo NpoyuBaHUATA
IPOBEAECHH O MOMEHTR, GOPMUDAHETO HA KaHUEPOMIHH NPEKYPCOPH (ATHIHYHA XMIIEPILTA3HA) HIH
CTOMALIHH KAHLIEPOUH, KAKBUTO Ca GHNH OTKPMTH (IPH OIMTHTE C JXHBOTHH (BX. Touka 5.3), He ca
Hab/IIoA2BaHA NIPH X0pa.

o Bpeme Ha s1eyenMe C AHTHCEKPETOPBH NeKapCTBEHM MPOAYKTH racTpUHA B CEPYMa C€ TIOBHILABA B
OTTOBOP Ha MOHIKEHATA KHCENMHHA ceKpela. B pe3ynTaT Ha HamaaeHaTa CTOMAlTHA KHCETHHHOCT
ce nosrmaea i HHBOTO Ha CgA. [losuinenoTo HHBO Ha CgA MOXKE 1@ MOBJIMsAE HA H3CIEABAHMATA 3a
HEBPOCHIOKPUHHH TYMOPH.

HanuuHure MyGrnkyBaHu JaHHH MOKA3BAT, Y€ NPHUIAraHETO Ha UHXUOKTOPH HA MPOTOHHATA MOMMA
TpsaGBa 1a ce NpeyCTaHOBH MEXKAY 5 AHH H 2 ceaMHLM npeau d3mepBaHe Ha CgA. Tosa ce npasu ¢
uen HuBara Ha CgA, KOMTO MOraT Aa ca THKIHBo nosumenu cnex neuenne ¢ MIIL, pa ce
BB3CTAHOBAT A0 pedepPEeHTHHTE CH MPAHUILH.

[Ipenpua naHHKUTE OT MPOYYBAHMATA MIPH XKWBOTHH MPH MPOABIKHTENHO JIEYEHHE ¢ MAHTONPa3ol
MOBEYE OT €IHA FOAMHA HE MOXKE HAITKLIIHO /13 C¢ H3KII0UM Bb3MOXKHOCTTA 32 MOBAHABAHE HA
napaMeTpHTe Ha PYHKUHATA Ha [MTOBHIHATA MXUle3a.

52 <DapMAKOKRAHETHUHH CBOHCTEA

AGcopbips

IManTonpazon ce pesopbupa 6bp30, KaT0 MAKCHMAJIHH TUTA3MEHH KOHLIEHTPALUH C€ JOCTHIaT JOPH
cnen eAHOKpaTHA Nepopanda ao3a ot 20 mg. CpeaHo 3a okono 2,0-2,5 h cnen npreMa ce aocturart
MaKCHMAaNHH IU1a3MeHH KOHLCHTpauuK ot okono 1-1,5 pg/ml, karo Te3u cToiinocTy ce 3anassar
TIOCTOAHHH Clle MHOTOKpaTHO npuiarane, GapMakOKBHHETHKATA HE BapHpa Cliell €AHOKPaTHO H
MOBTOPHO NpPHIOXKeHHE. B 1030BHA nvanasoH ot 10 qo 80 mg, ruiasMeHaTa KHHETHKA Ha MaHTONpas3on
€ JJMHeapHa, CJIeA NepopaiHo M MHTPaBEHO3HO NMPHIIOKEHHE.

AbcomorHaTa OHOHANHYHOCT Ha TabneTHaTta Gopma € okono 77%. CbBMECTHHAT NPHEM Ha XpaHa He
nopausea AUC, MakCHMATHHTE 1a3MEHH KOHUEHTPAUMHH H PECTIEKTHBHO OHOHATMYHOCTTA.
EapHCTBEHO MPOARDKHTENHOCTTA Ha lag-thasaTta MoXke Na Oblie yBEIHMEHa DU CHBMECTHO NMpHEMaHe
¢ XpaHa.

PazupeneneHue
CpBp3BaHETO HA NAHTONPA30J ChC CEPYMHKUTE NPOTEHHH € okoNo 98%. OGemuT Ha pazmnpenelieHue €

ot oxono 0,15 kg,

Enumunupane
Cy6CcTaHIMATa MOMTH HAMRITHO ce MeTabonu3npa B YepHus Apol. [aBHUAT MeTabonuTeH BT €

JAemernmupatero upes CYP2C19 ¢ nocnenpamma cyndarHa KOHIOraums, Apyr MeTaboauTeH OsT
BIUIoYRa okcuaKpate Ype3 CYP3A4. TepMHHATHHAT NOMYXHBOT € OKONO | 4ac ¥ KIMPBLHCET OKONIO
0,1 1/hkg. YcraHoBeHu ca HAKOMKO cybekTa che 3abagero eniMuHHpane. [Topanu cneuupryHOTO
CBBP3BaHE HA MAHTONPA30.I ¢ NPOTOHHUTE MOMMH HA NAPHETATHUTE KINETKH, eJIMMHHALIAOHHHAT
NOMYXKUBOT He KOPEIHPA ¢ MHOTO N0-IbJraTa NPOAb/LKMTENRHOCT Ha AeHicTBHe (HHXHOHpaHe Ha
KUCENHHHATA CEKPeLins ).

BLOPEUHOTO eTHMEHAPAHE € OCHOBHUAT ITHT Ha eKCKpeLrd Ha MeTabO/THTHTE Ha MAHTONpa3on (0KoMo
80%), ocTaHanara YacT ce EKCKpETHpA ¢ WANMPaXHeHUATA. OCHOBHUAT METa60/IHT, YCTAHOBEH, KAKTO B
CepyMa, TaKa ¥ B YpHHATA, € Ae3METHANAHTONPA301, KOUTO ¢ cyndaTHO KoHrorupaHi. Bpemero #a
MOTEKHEOT HA OCHOBHHA MeTafoauT (koo 1,5 h) He e MHOro no-NpoBILKMTENICH OT TO3M Ha
NaHTONpAa3on.

Xapaxmepucmuru npu cneyuanny 2pynu nayuenmu

brOpeuHo K yepHOAPOOHO YBpexaaHe




He ce u3nckBa HamansBaHe Ha 503aTa, KOraTo NaHTONpPasOl ce (IPWIAra [IpH MaUKEHTH C YBpeaeHa
61Opeura GyHKuMs (BKJL NAUMEHTH Ha XemoaHaH3a). [Ipu Tesu nauuedTy, oaobHO Ha 3paBUTE
BPEMETO Ha NOJLYAKHBOT Ha NAHTONPA30J € KPaThK. CaMo MHOro MalKa 4acT OT NaHTOMpPa3o1 MOXKeE Aa
ce auanuzupa. HesaBHcuMo, ye BpeMeTO Ha NONYKHBOT HA OCHOBHHAA MeTabOoMMUT € YMEPEHO YAb/KeH
(2-3 h), exckpeunsra € Bee Taka Obp3a ¥ He HACTHIIBA KyMYJIaLIHA.

Bbopeku, de NpH MaLKMEHTH ¢ YepHoApoOHa Epo3a (knac A u B no Child) e ycranopeHo yabmkabane
Ha BPEMETO Ha MOMYXKHBOT MexAY 3 W 6 h 1 yBenudenude ¢ daxrop 3-5 Ha croiinoctra Ha AUC,
HaOMOJABAHKTE MAKCHMAIIHH TUIA3MEHH KOHLCHTPALMK ¢a caMo 1,3 ITBTH NO-BHCOKH OT TE3H TpH
3qPABH HHIAHBHIHA.

Crapuecka Bn3pact
Jlexoro ypeauuenne Ha AUC H Ciax ApH 100pOBONILMTE B CTapU€cKa BL3PacT, B CPABHEHHE ¢ N1O-

MIATGHTE YYACTHHLH, CelI0 HE € 0T KIMHHYHO 3HauYeHHe.

EQ!FH COCUHATHHA NOTYTANHH

TMpuGunusurento npu 3% ot eBponeiickara nomynauus nuncea Gynkuronnpam CYP2C19 ensum u
Te ca HapeyenH cnabu MerabonuzaropH. [Ipu Te3d HHRHBHAM METAGOMH3MBT HA NAHTONPa30]
BEPOATHO ce kaTanu3upa oT CYP3A4, Cnen npunokena ersoKpaTHa Ao3a ot 40 mg naHTonpasoj,
CPEAHATANOBLPXHOCT N0/ KPUBATa 3a IU1a3MeHa KOHUEeHTpauus-speMe € Guna 6 MbTH no-ro/isimMa npu
cnabure MetaGonusaTopH B cpaBHesue ¢ uHARBUINE ¢ dyHKUuBoHKpal CYP2C19 ensum
(excrensueuu MeTabonuzatopu). CpenHara MakcHMayHa [UTa3MeHa KOHUEHTpaLua € 6una nosKieHa
¢ okono 60%. Tean daxTy HAMAT OTHOLIEHHE KBM JO3MPAHETO HAa MAHTONPA3OL.

[Menuarpuna nomyaaLus

Cnen npunaraHeTo Ha eAMHUYHA MepopaiHa no3a oT 20 o 40 mg naHTonpasoll HA eUa Ha BB3pacT
oT 5-16 rogunu AUC 6 Crax ca Gung B JHana3oH, ChOTBETCTBAL Ha HHBOTO HPH Bb3PacTHH.

Cnea npunaraHeTo Ha eWHHYHA HHTpaBeHo3Ha 1034 ot 0,8 nm 1,6 mg/kg nanronpason Ha eua Ha
B8B3pacT 2-16 roHH He ¢ YCTaHOBEHa 3HAYHTENHA ACOUMAUHA MEXITY KIHPBHCA HA NAHTOIPA30/ |
BB3pacTTa 4 Teroto. AUC u 0beMBT Ha paznpenencHue ca OUNM B CHLOTBETCTBHE C NAHHHTE NPH
BB3IPACTHH,

5.3 Tlpeak/nHHMTAN AaHHH 32 Ge300acHOCT

[peaxknuHH4AUTE AaHHH, Oa3UpaHy Ha KOHBEHIIMOHATHHMTE (GapMaKOTOTHYHH [NPOYHBaHHA 32
6e3001aCHOCT, TOKCHYHOCT NPH MHOTOKPATHO I1PWIIAraHe M reHOTOKCHYHOCT, He MOKa3BaT ocobeH
PHCK 3a XOopa.

ITpu nBeroaMIiHKg NPOY4BAHHA 32 KaHLIEPOreHe3a MPH ILTbXOBE Ca OHJIM OTKPHTH HEBPOSHAOKPUHHU
HeollasMi. B JonbiHeHne, CKBAMO3HO-IUTETHUHH MAMHIOMH €4 OWiH OTKPHTH [IPH TUTLXOBE APpH
€/IHO npoyusaHe. MexaHu3mbT, Bogeul Ao GOpPMUpaHe Ha CTOMAIIHH KAPLUMHOMAH OT
cybcTHTYHpaHUTe GeH3uMHAa301H, € GHT BHUMATENHO IPOYYEH M NO3BONSBA H3BOAA, Y€ TOBA €
BTOPHYHA PEAKiHA HA CH/THO MOBUILEHHTE CEPYMHH HHBA HA FACTPUHA, BACTLIIBALIM NIPH [UTEXOBE 110
BpEME Ha XPOHHYHO TpeTUpaHe ¢ BUcokk 103H. [IpH neronvniay npoydysaHus BLPXyY IPH3aqu €
YCTAHOBEH yBemuyeH Gpoit Ha yepHOAPOOHU TYMOPH TPH IUTEXOBE (CaMO NPH €IHO NPOYYBAHE NPH
[LTBXOBE) W HEHCKH MULIKH, KOETO € HHTEPIPETHPAHO KATO CHAEICTBHE HA BUCOKATA CTENEH HA
METabONM3LM HA MAaHTONPa3oN B YepHMa Apob.

Cnabo yBennucHHe Ha 4ECTOTATa Ha HEOIVTACTHYHHTE H3MECHEHHS Ha IMTOBMAHATA Kile3a €
YCTAHOBEHO MPH IPYNaTa IILXOBE, TPETUPAHH ¢ Hal-BHcoka o3a (200 mg/kg) B €1HO OT
JBEroMILIHATE Mpoy4satHa. HamnuueTo Ha Tesd HOBOOOPa3yBaHHA € CBBP3IAHO ¢ MPEAHIBHKAHKTE OT
NAHTONPA30s MPOMEHH B KaTaboTH3Ma Ha THPOKCHHA B YSpHHA Apod Ha nbxa. Thid kaTo
TEPANEBTHYHATA JO3d € HUCKA, HE C€ 0YaKBaT yBPEKAally €PEKTH BbPXY IMHTOBHAHA

B nepu-nocTtHatanro npoy4BaHe 3a peNpoAYKLHA Ha IUTbXOBE, NPeHA3HAYCHO [1a O
Ha KOCTHTE, ce HaONO1aBaT NPH3HALM HAa TOKCHYHOCT 3a MOTOMCTBOTO {CMbPTHOCT,
TEJIECHO TeTJIO, NT0-HHCKO CPEAHO YBETHYEHHE Ha TENECHOTO TEMIO M HaMalleH Kom‘é}{



excno3uiuy (Cmax) npubanzuTe/Ho 2 MbTH OT KIMHHYHATA ¢KCTIOIMLMA NpH Xopa. Jlo kpas Ha
¢azaTa Ha BLICTAHOBSBaHE, KOCTHHTE IAPAMETPH CA CXOMHY B PA3THYHATE [PYTIH U TENECHOTO TErNO
CBHIIC KMa TEHIEHUHA KbM 00paTUMOCT cieql TepHOA HA BB3CTAHORABAHE O€3 NEKapCTBOTO.
[ToBHIeHaTa CMBPTHOCT ce ¢hobLABa caMo NPH npexaeBpeMerto otéuTu Go3aeiliu IWTLXOBE (HA
BB3pacT 10 21 aH#u), KOATO ce OLEHABA KaT0 CHOTBETCTBALNA HA KbPMAYeTa Ha BL3PACT 10 2 FOAHHH.
3Ha4yeHHETO Ha TA3M HAXOJKA 33 NMEeJHATPHYHATA NOMyNaLuus € HescHO. IIpenyiiHo nepu-nocTHATATHO
MpOYYBaHe IPH TUYEXOBE MPH MAIKO MO-HUCKH JO3Y He YCTAHOBH HEXKeNiaHH edektd npH 3 me/kg B
CpaBHeHHUe ¢ HHUCKa 03a oT 5 mg/kg B ToRa npoyuBaHe. [IpoBeneHHTE U3CAEABAHHA HE OTKpHBAT
NOKA3aTENCTBA 3a YBPEKAAHE HA (PEPTHIINTETA WIH TEPATOrEHHH eeKTH.

HPOHP[KBaHeTO npes IUTaueHTaTa € NpOYYeHO MpH IUTBXO0BE U € YCTAHOBEHO, Y€ CE yBE/IHYaRa
HanpeasaHe Ha GPCMCHHOCTTa. B pe3yJITAT HA TOBA KOHLSHTPAUMATA HA NAHTONPA3OI B 1044 CC
YBETHYABA HEMOCPEACTBECHO NMPEAH PAXKIAHCTO.

6. PAPMALEBTHYHHA JAHHH
6.1 CHoHCchK HA NOMOIIAYTE BEIECTRA

Hopo na mabaemrxama:
Manuron

KpocnoBugoH (tTun A, Ten B)
Hatpues kapGoHat
CopOuron (E420)

Kanumes creapar

Durmoso noKpumue.
Xunpomenosa

Hoeugowu (K25)

Turanos auokcHn (E171)

XKenezen oxcun, xuat (E172)

Tponynen raHkon

Chnonumep Ha METAKPWIOBa KHCEJIHHA-METHITAKPHNIAT
Hatpues naypun cyndar

Honucopbar 80

Makporon 6000

Tank

6.2 HechbBMecTBMOCTH
Henmpunoxumo.

6.3 Cpok Ha rogHOCT
5 ronunu

HDPE xoumeiinep:
Cnex m-pBOTO OTRAPSHE HA KOHTEIHEPa, IIPOAYKTHT Tp%OBa Aa ce M3N0.13Ba B CPOK OT 3 Mecela.

6.4 Cuoeuna/jnu yCIOBHA 33 ChXpaHeHHE

BaxcrepHa onakoska: Jla ce chbXpaHABa B OPMIMHATHATA OMIAXOBKA 32 Ja Ce mpeanas
Kourteiinep: Konrefinepa Ja ce cbxpaHssa NILTHO 3aTBOPEH 3a J1a CE TipeJnasy O

6.5 BaQH CHALPXAHAEE AA ONAKOBKATA



biucrepna onakoska (OPA/Anymunnii/PVC dunm u anymurueBo GoHo) B KAPTOHEHA KYTHS.
[lonemuua Ha onakoskute 7, 14, 15, 28, 30, 56, 60, 84, 100, 100 x 1, 112 unu 140 cTomaiuHo-
YCTOHYMBH TabneTKH.

HDPE koHTeliHepuTe ca CbhC CyLIMTE CHIMKAres M ce 3aTBapsAT ChC 3alllMTeHa OT oTBapsHe PP
Karnayka Ha BHHT.

['onemuHa Ha onakoBkata 250 cToMalIHO-YCTOWYMBH TabIETKH.

He Bcuuku Bua0Be onakoBkH Morat jia ObJaT MycHaTH Ha nasapa.

6.6 CneuuajHu nNpeaNasHHd MEpPKH NPH H3XBLPJIsiHE

Hsama crieliHaiHH M3MCKBAHHUA 3a H3XBBLPJIAHE.

7.  TIIPHTEXATEJ HA PABPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarje§ka cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP HA PABPEIIEHHUETO 3A YIIOTPEBA

Per. Ne: 20110634

9. JATA HA ITBPBO PA3ZPEIIABAHE/TIOJHOBSAABAHE HA PASPEINIEHHETO 3A
YIIOTPEBA

Jlata Ha mepBOTO paspewuenue 3a ynorpeba: 26.10.2011
Jlara Ha nocnenHo nogHoesBane: 24.04.2018

10. JTATA HA AKTYAJIU3UPAHE HA TEKCTA

16 Anyapu 2022




