KPATKA XAPAKTEPHCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHHUSA NPOAYKT

[Tyncer 40 mg npax 3a MHXEKLMOHEH pa3TBOp
Pulcet 40 mg powder for solution for injection

Z; KAYECTBEH U KOJIMMECTBEH CbhCTAB

Bceku ¢nakon ceabprxa 40 mg nantonpason (pantoprazole) kato 45,10 mg naHTonpa3oll HaTp#iil CECKUXUIpAT
(pantoprazole sodium sesquihydrate).

[ToMorHM BelecTBa: BCEKH (PJ1akoH chabpka | mg AMHATPHEB elIeTaT U HAaTPUeB XUIIPOKCHUII.

To3u nexapcTBeH NPOAYKT ChAbpXka Mo-mManko ot | mmol Hatpwii (23 mg) 3a ¢iakoH, T.€. MO CBhIIECTBO
HE CbIObpKa HATPHH.

3a MbJIHUA CITMCHK HA MOMOLIHUTE BellecTBa BUK 6.1.

, ? JIEKAPCTBEHA ®OPMA

[Ipax 3a MHXKEKUMOHEH PasTBOP.
bstn o moutw Os1 npax

4. KJIMUHUYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

["acTpo-e3odareanna pedaykcHa donect

Pednykc-e3odarur

CromamiHa ¥ ayoJIeHa/IHa s3Ba

Cunapowm Ha Zollinger-Ellison u gpyru cbCcTosiHus ¢ nMaToJiorMyHa XUrepceKperms

4.2 Jlo3npoBKa H HAYHH HA NPHJIOKEHHE

Toa nexapcTBo TpsiOBa a ce npujiara camo 0T MEAUIIMHCKH CTIELIMAJIUCTH U MOJI CbOTBETHUSA JICKAPCKH
KOHTPOII.

MHTpaBeHO3HOTO NMPUIOKEHUE HA MAHTOINPA30J1 CE MPENopbYBa, CaMO ako NepopaHOTO NPUIIOKEHHE HE
e moaxonano. HammyHm ca JaHHM 3a HHTPABEHO3HO NMpUJIOKEeHHE 10 7 1HU. []o Ta3nu npuyinHa JICYEHHUETO
C TTAHTOTIPA30J1 i.v. TpSAOBA [Ia ce MpeKpaTH BeJIHara ciell KaTto € Bb3MOXKHA NepopajiHa Tepanus 1 TpsidBa
na ce u3noa3sa 40 mg naHTonpasoJi nNepopaiHo.

gﬂill‘l POBKA

CromamHa ¥ AyoJeHa/IHa fi3Ba, racTpo-e3odareajHa pediykcHa 6oJiect H pediykc-e30parur
[IperoppunTEIHaTa HHTPABEHO3HA /103a € eanH duakoH [Tyncer 40 mg npax 3a MHXKEKLMOHEH pa3TBOP

(40 mg naHTONpa3oJi) JHEBHO.

Cunapom Ha Zollinger-Ellison v Apyry1 ¢bCcTOSHHSA € MAaTOJOrHYHA XHIIEpCeKpelHs




3a NpoaLIDKUTENHO NIedeHre Ha cuHApoM Ha Zollinger-Ellison v apyr# CbCTOSHMA ¢ MATONIOTHYHA
XATIEPCEKPELn, TEPANMITa Ha NALMEHTHTE TpA0Ba 3anodHe ¢ AHeBHA 1038 oT 80 mg (aBa ¢rakoHa
ITyncet 40 mg npax 3a MIDKEKIMOHEH pa3TBop) AHeBHO. Crie/l ToBA f03aTa TPAOBA a C¢ THTPHpA Harope
WIH HaJl0y ChoOpa3Ho HyXKAWTE Ha MTALMEHTa KaTO OPHEHTHP Ce H3MON3Ba ONpeAC/IAHE Ha CEKpeLATa Ha
cToManIHaTa kAacendHHa. IIpa no3u 80 mg nHerHO, no3ara TPAORa a ce pa3aesiy Ha ABa MPHEMa.
BpeMeHHOTO MoBHINABaHE HA qo3aTa Hajx 160 mg NaHTONpa3oN € Bb3MOXKHO, HO He Tp:AOBa [a ce npurara
Mo-ASLJIT0 OT HeoOXOAMMOTO 38 aIEKBATCH KOHTPOJ HA KHCEJIHHHATA CEKPELINA.

ITpn re06X0AUMOCT OT 6BP30 MOCTUTAHE HA KORTPON Ha KHCETHHHOCTTA, HadamrHa 1032 oT 2 X 80 mg
HaHRTOIMPa3on i.v. € JOCTaThYHA J1a OCHTYPH HaMaNABaHe Ra OTACNAHETO Ha KMCOITHHA 0 XKEJTaHOTO HUBO
(<10 mEqg/h) B paMK{TE Ha €IUH Yac MPH MOBEYETO NALMEHTH.

IlepqnaTpUYHA MONYJIAHSA
[Tyncer 40 mg rpax 3a MIDKEKLIMOHEH Pa3TBOP He ce NMpenopbiba 3a ynorpeba npu geua nox 18
rogMIliHA BB3PacT MOpany OrpaHH4deHHTE JaHHH 32 NPHIOKEHHETO MY NMPH Ta3H BH3pacToBa rpyna.

Jio3ApaHe NPH NAMHEHTH ¢ 9¢PHOAPOOHO yBpeKIaHe
IIpn malMeHTH ¢ TEXKO YBpeAeHa vepHoapobHa GyHxuMA He TpAOBa 1a ce npesHlliasa AHEBHATA 1033 OT
20 mg nanTonpason (ronoBuH ¢uiakoH oT 40 mg naHTonpason) (Bx. Touka 4.4).

Ho3npade npH nayueHTn ¢ 6b6pesiHo YRpexXAaHe
He e Heo6xoamMa KOpPEKIfHsA Ha J03aTa MPH MMALHMEHTH ¢ HapyleHa 0p6petHa QyHKITHA.

Ho3npane NpH NANHEATH B CTAPYECKA BL3pacT
He e reoGxoanMa KOpeKIAA HA [03aTa NMPH NaLMEHTH B cTapYecKa Bb3pacT.

HagHn HS NpHIoKeRHEe

TOTOBHAT 3a MPHIOKEHHE pa3TROP ce npurotsd ¢ 10 ml MIKEKUNOHEH Pa3TBOP Ha HATPHEB XJIOPH

9 mg/ml (0,9%). 3a yxazaHHA 3a IPUTOTBAHETO MY BiK. TOUKa 6.6. [IpHroTBEHHAT pa3TBOp MOXE 1A C€
npuaara JUPEKTHO WIH ciel cMecBaHeTo My ¢ 100 m] HIDReKIIMOHEH pa3TBOp HA HATPUEB XNIOPHI

9 mg/ml (0,9%) UnH HIDKEKLHOHEH Pa3TBOP Ha rmoko3a 55 mg/ml (5%).

Crnien IPArOTBHETO MY pa3TBOPHT TPAOBa Ja ce M3MON3Ba B paMKHTE Ha 12 yaca (BX. Touka 6.3).
JlexapcTBeHHAT NPOAYKT Tpa0Ba A3 ce NPHIIOKH WHTPABEHO3HO 3a MepHoa oT 2 o 15 MUHYTH.

4.3 IlpoTHBONOKA3ZAHHA

CBpPBLX9yBCTBHTETHOCT KBM aKTHBHOTO BEIIECTRO, CYOCTHTYHpaHH OEH30MHAA30MH HTH KBM HAKOA OT
apyrrte cbeTake Ha Ilyncer 40 mg npax 3a HIDKEKIMOHEH pa3TROpP.

4.4 ChneunaJany npexynpekieAns R NMpeANa3sHA MEPKH NMPR ynoTpeba

CToMalllHO-MAJIHTHeHH 32060.19BaRUA

CHMIITOMATUYHNA OTTOBOD HA MAHTOTPA3ON MOXKE fa MPUKPHE CHMITTOMHTE HA CTOMAITHA
UTOKAYECTREHOCT H MOXe Na 3abasy nuarrnosata. [Ipd nosaBa Ha kakbBTO | J1a ¢ TIPEIYTIPEAUTENEH
CAMITTOM (HaIpHMep 3HAYHTENHA HelmpegHaMepeHa 3aryba Ha Terio, 4ecTo NMoBpbliiaHe, Iucharis,
XeMaTeMesa, aHeMHA HITH MEJIEHa) ¥ IPH ChMHEHHE WIH JOKa3aHO HATHYHE HA CTOMAIIHA A3Ba,
TpAORA 13 Ce M3KIMONH HATMYHETO Ha MATHTHEHO 3abongeane.

AKO CHMITTOMHTE [T€PCHCTHPAT, HE3ABHCUMO OT aICKBATHOTO JieHeHHE, TpAOBa 1a ce OOMHUCIAT

NOITHJIHUTETHN H3CTICIBAHMS. . m




YapeaeHa 4epHoApoOHA PYHKIIAA

[Tpu matMEeHTH C TEXKO YBpeAcHa YepHoapoOHa QyHKUMS, B X043 Ha TepanuATa TpAOBa 1a ce
NpOBeXkaa KOHTPOJ Ha YepHOApoOHHTE eH3uMU. B ciTyyali Ha noBHIIABaHE CTOMHOCTHTE Ha
YepHOOPOOHHTE CH3KMH, IAHTONpPa3o i.v. TpAOBa na O1je npeycTaHoBEH (BX. ToUKa 4.2).

Eanorpemenno nprickenue ¢ HIV nporeasnn naxnbuTops

EnnospeMenHo nMpriIokeHHe Ha nanTonpason ¢ HIV nporeasHy MHXHOHTOPH, IPH KOUTO
abcopOLMATa 3aBHCH OT HUBOTO HA KMCENMHHOCT HA BbTpecTOMaIIHOTO Ph, xaro aTasaHasHp, He ce
Npenopr4Ba, IOpPaAH 3HAMHTETHOTO HAMANIABAHE HA TAXHATA OHOHATHIHOCT (BX. TOUKa 4.5).

CroMamHo-9pesRH HHPEeKLHN, OpeIH3BRHKAHHA OT 6aKkTepHNu
JledeHweTO © MAHTOMNPA30/1 MOXE A3 JOBENE 10 fieKO MOBHIIEH PHCK OT CTOMAITHO-YPEBHH
nHbEKIHH, TpUYHHERH oT GakTepun kato Salmonella n Campylobacter vou C. difficile.

HaTpnh
TO3H NeKapCTBEH NMPOAYKT ChIBpXA No-Manko oT | mmol Hatpuii (23 mg) 3a ¢nakoH, T.€. Mo CHINECTBO
HE CBAbLPKA HATPHA.

XHITOMATHeINEMHUA

[Ipn nampenTn Ha nedeHue ¢ UIIIT xaTo manronpason B MpoXB/DKEHHE Ha I0HE TPH MECela, a B IOBEHETO ClTydan
€IIHa I'oiMHA, ¢ JIOKIMAABaHa TEXKa XUTIOMarnesneMusa. Morat Aa 65s1at HabnojaBaH TEXKH ITPOSABH Ha
XHTIOMarde3neEMHS KaTo OTTIANRANIOCT, TETAHNA, JENHPHYM, KOHBYJICHH, 3aMastHOCT H XaMepHa apHTMHA, KOUTO
MOJKe J1a 3aM09HAaT JHUPEKTHO U Oa 6n1aT npeHebpernaTth. Ilpn roeedero 3acerHaTH NallMeHTH XHIIOMArHC3HEMHATA
ce e nonoSpuna clieN] 3aMECTHTENHO JiedeHHe ¢ MarHe3ud H crimpaHe Ha HUTTILL

3a nalMeHTH, PH KOUTO ¢€ 04aKBa NPOABLIDKHTENHO NICUeHHE WIH Taknea Ha neuenne ¢ U111 saepHo ¢

OUrOKCHH WX APYTH JIEKAPCTBA, KOMTO MOXKE Ia JOBEHAT A0 XHIIOMarHe3ueMus (HampuMmep

IVYPETHIM), METHLIMHCKHTE CIEUATHCTH TpA0Ba fa 06CHAAT ONpeleITHE HA HUBOTO HA MarHe3Hi

IMpeaH 3anoqBane Ha jJeqeHueTo ¢ U111, xakTo u nmepHoAHYHO B X04a Ha JICYEHHETO.

@paxkTypH Ha KOCTHTE

HNuxnbrTopuTe Ha NTPOTOHHATA MIOMIIA, 0OCODEHO aKo ce W3NOJ3BAT BEB BHCOKH A03H H 34 MPOXBIDKUTENEH NCPHON
ot BpeMe (> roguHa) MOXKe 12 MOBHIIAT B YMEPEHA CTEIICH pHCKa OT (pakTypH Ha Oe/ipeHaTa KOCT, KHTKaTa H
rpsORaYAng CTHN0, MPEHMHO NPH MAUHEHTH B CTap4Yecka Bp3pacT WiH MpH HATHINE Ha IPYTH M3BECTHH PHCKOBH
daxTopn. OOcepBaLMOHHHTE NMPOYYBAHUA MTOKA3BAT, 9¢ AHXAOHTOPHTE Ha MPOTOHHATA NOMIIA MOXE /13 NMOBHIIIAT
o0 puck ot ppaktypH ¢ 10-40%. B HIxOM OT CNTyyaHTE TORA MOBHIICHHE MOXKE Jia C€ ABJDKH Ha APYTH PHCKOBH
¢axropu. ITaumMeHTHTE € PHCK OT OCTEONMOPO3a TPAOBa Ja ObAAT NEKYBaHH CH00pa3HO aKTyanHHTE KIHHHYHH
PBKOBOJACTEA U 1a TPHEMAT aAeKBaTHH 103H BUTaMMH D u xanuuu,

CybaxyTen xoxed lupus eritematodes (SCLE)

HUuxubuTopHTe Ha NPOTOHHATA [IOMIIA CA CBBP3aHM ¢ MHOT'O pelkH cmydau Ha SCLE. Axo ce nossAT ne3ny,
0c0o0€HO B YHACTBIM OT KOXKATA, MINIOKEHH Ha CTEHYCBH JTHYH, H aKO T€ ¢a CBIPOBOACHH ¢ DOJIKH B CTaBHTE,
NMAIMEHTET Tps6Ba He3abasHO 1a IOTHPCH MEAMIIMHCKA MOMOIN H MEAMIIMHCKMAT CNCIMATACT ciieABa Aa oOMnucu
crmpanero Ha [Tyncer 40 Mr npax 3a urxeknuoHeH pa3teop. SCLE, HacTeImI ciien npexoaHo Ne4eHHe ¢
MHXNOATOp Ha MPOTOHHATA NoMIIA, Moxe fa ysenwid pucka ot SCLE npu ynorpe6a Ha Apyrn “HXHOHTOpH Ha
NPOTOHHATA MOMITA.

NosaaaBaHe HA JA0OPATOPHATE PE3IYATATH
[ToBumeHOTO HHBO Ha XpoMorpaHuH A (CgA) MOXe Ja NOBIHAC Ha H3CNCABAHMATA 38 HEBPOSHAOKPUHHH TYMODH.
3a ga ce m30erHe ToBa B3aHMOAEHCTRIE, TeYEHHETO ¢ TTaHTONpas3ol TpAOBa Oa ce CIIpe BpEMEHHO Hall-Marnxo 3a rer
IHW npean onpenengreTo Ha CgA (Bx. Touka 5.1). Axo HuBata Ha CgA ¥ racTpuHa He ca ce BD
pedepeHTHHTE CH rPaHHLH Clle] HAYaTHOTO ONpeeliTHe, H3IMEPBAaHETo TpabBa na 6ne mo
CIApaHe Ha JIeYeHHETO ¢ MHXUOXTODP HAa MpOTOHHATa ToMNa. /
/
i
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4.5 BaanmogeHicTBRe C APYIH JeKAPCTBEHA NPOAYKTH H APYTH (OPMH HA B3aHMoAcHCTBRE

JlexapeTBenn npoaykTH ¢ pH 3ancaMa papmakokHHeTHYHA abcopbung

ITopanu OpIGOKOTO ¥ MPOTB/DKUTENTHO WHHXHOMpaHe Ha CTOMAITHATA KHCETHHHA CEKPELINd,
MAHTOMPA30JT MOXeE JIa HAMANTH pe3op0LMATa Ha APYTH JIEKapCTBEHH NPONYKTH CbC 3aBHCEMA oT pH
Ha cTOMAaxa GHOHATHIHOCT, HANpPUMEpP HAKOH a30THH ITPOTHBOTEOWIHH JIeKapCcTBa KaTo
KETOKOHA30/1, ATPAKOHa30J1, T03aKOHA30JT M PYTH JIEKapcTBa KaTo €pAOTHHHD.

HIV npoTtea3dan HHXROHTOPH

EHOBpEMEHHO NpHNoXeHUe Ha naHTonpason ¢ HIV nporeazHy MHXHOUTOPH, NMPH KOKTO
abcopOLMATA 3aBUCH OT KHBOTO Ha KHCEITMHHOCT Ha BhTpecTOMAamHOTO Ph, KaTo aTasaHaBHp, He e
npenopby4Ba, Mopaay IHAYHTETHOTO HaMANABAHE Ha TAXHaTa OGHOHAMHYHOCT (BX. TOYKa 4.4).

Axo xoMOHHalmaTa ot HIV npoteaznn urxuOUTOpH ¢ HHXHOTOP Ha NPOTOHHATA TIOMITA CE MPELCHH 32
Hem3OexHa, TPEIOpHYBa ¢¢ BHUMATETHO KITHHHIHO IpociesiBaie (HapHMep BUPYCEH ToBap). He
TpsGBa a ce HAOXBBLPMA N03aTa Ha maHTonpason oT 20 mg Ha neH. Moxe na e HeoOX0 MO 1A ce
xKopHTrHpa no3upadero Ha HIV nmporteasnnte HHXUOHTOPH.

KymapaHOBE AHTHKOAryAaHTH (PennpoKyMoH HIIH Bapgapui)

EnHoBpeMEHHOTO TIPHIIOXKEHHE Ha TIAHTOIIPA30M ¢ BaphapHH HIN EHITIPOKYMOH HE 0Ka3Ba BITHSHHE
BBEPXY dapMakoKHWHeTHKaTa Ha BaphapuH, dpermpoxymoH unH INR. Brpexn ToBa, HMa
cpoOmenms3a nopuieHo INR n nporpoMOHHOBO BpeMe TIpH naupeRTH, nomydyasaiqn HIIII u
papdapuH HIHN GEeHNPOKYMOH eHOBpeMEHHO. Y BenuyaBanero Ha INR u nporpoMbHHOBOTO BpeMme
MOXeE Ja fjoBee Ao HeoGHuaitHo kbpBeHe. [lopaau ToBa, NMPH NALMEHTH, JIEKYBaHH C KYMapHHOBH
aHTHKOAry/J1aHTH (HanpuMep ¢eHNpOKOPMOH WiH BapdapH), ce MPENopbYBa KOHTPON Ha
npoTpoMOHHOBOTO BpeMe U INR.

MeTtoTpexcaTt

Ha6monasaHo e, 4e eqHOBpeMeHHaTa ynoTpeba Ha BHCOKH A03H MeToTpekcaT (Hanpumep 300 mg)
H HHXHOWTOPH Ha MPOTOHHATA NMOMTIA NMOHKKAaBa HABATa HA MCTOTPEKCAT ITPH HAKOH MUHEHTH.
[Topamy ToBa, MPH CECTOAHMA, TPH KOHTO CA HEOOXOMMMH BHCOKHM HHBA HA METOTpEKCaT, TpAOBa Ja
ce OOMMCITH BpMEHHO MTPEKPaTSBaHe Ha TEPANHATa C [IaHTOMpa3on.

JApyr{ H3NHTBAHHY 38 BlaHMoJeHACTBHe

ITaxTonpason ce MeTaboTM3Apa NMPEAMMHO B HEPHAA Opob dpe3 eH3MMHaTa CHCcTeMa LHToxpoM P450.
OcHoBHUAT MeTabonuTeH ITbT € geMeTwnpane upe3s CYP2C19, a opyry MeTaboNMUTHH ITBTHINA
RkIMIOUIBAT okcuaanus ot CYP3IA4.

[IpoyuBaHUsATa 32 B3AUMOAEHCTBHSA ¢ IEKAPCTBa, CHINO MeTaboM3HpallH ce MO TE3M [THTHUIA KaTto kapbaMasernuH,
aHa3ienaM, rmubeHKnamMnil, HUPEIUNUH ¥ OPaTHU KOHTPALICIITHBH, ChABPKAIIHN NEBOHOPIECTPE] H €THHHI
eCTpaaMoJl, He ¢a NOKa3aTH KIMHHIHO 3HAYHMH B3aNMOIEHCTRHIL.

He Moxe na ce M3KITIOYH B3aNMOIeHCTBHETO Ha MTAHRTOIPA30N ¢ APYTH JIEKAPCTBEHH NMPOIYKTH WIH CheIHHEHNA,
KOMTO ce MeTabonH3npaT npy M3M0I3BaHe Ha ChillaTa CH3IHMHA CHCTEMA.

PesyrratdTe OT peANLIa H3MUTBAHNA 332 B3aUMOIEHCTRHSA Ca [TOKA3aIH, 9 NAHTOMpa30J He MTOBINABA METAb0ITH3MA
Ha aKTHBHHUTE BemecTsa, Metabomanpaty ce ot CYP1A2 (kato kadenH, Teopnwmn), CYP2C9 (kato mupokcHkam,
nuknodenak, HanpokceH), CYP2D6 (karo metonponon), CYP2E! (karo etanon) u He nHTepdepnpa ¢ p-

TJIMKOTIPOTENH CBBp3aHaTa abcopOums Ha JATOKCHH.




He ca OMIM YCTAHOBEHU B3aUMOJEHCTBUS IIPH CBITBTCTBAILO NPHIICKEHHE HA aHTHAUMAH.

[IpoBexaaHH ca ChINO H3IMWTBAHAA 3a B3aUMOJCHCTBHE IpH TIPHIIOKEHHETO HA HAKOH
aHTHOROTHIM (KIAPHTPOMHIMH, METPOHHIA30]I, aMOKCHULMINH) He ca O1nu HaMepeHH
KJIMHATHO 3Ha9MMH B3auMOAeHCTBHA.

JlexapcTBeHH NPOAYKTH, KOUTO HHXHOHpaT uan wagynapat CYP2C19

Muxuburopure Ha CYP2C19, kaTto (p1yBokCaMUH, MOTAT 1a YBEIHYAT CHCTEMHATA
eKCIIO3HIMA Ha MaHTonpa3on. Moxke na ce 0OMHCITH HaMaNIgBaHEe Ha A03aTa ITpH [TallueHTH,
JIEKYBaHH IBITO BPEME ¢ BHCOKH JO3H IAHTOIIPA30J WIN TaKHBA ¢ YEpHOAPOD0 YBpEKIaHE.

Emzumarnre penyktopy, nosiusasaimu CYP2C19 n CYP3 A4, xato pudaMITHLUHH W XKBIT
xanTaproH (Hypericum perforatum), Morat Aa HamanisT IIa3MEHHTE KOHLIEHTPalK Ha
MHXHOHTOpHTE Ha ITPOTOHHATA MOMITA, KOWTO ¢&¢ MeTaboNMn3KpaT Ype3 TE3H SH3INMHH CUCTEMH.

46 @DepTunauTeT, OpeMEHHOCT H KhPMEHE

bpeMeHHoOCT

CpenHO KONHYECTBO OT JIaHHU BRpXY OpeMeHHM skeHH (Mexny 300-1000 pesynraTn) He nmokaspar
Mandopmanmsa uin PeTo/HeoHaTATHA TOKCHIHOCT Ha MaHTOIPAa3ol.

HManuTBanms NpH XKUBOTHH Ca IIOKa3alH peNpAyKTHBHA TOKCHYHOCT (BXK. To4kKa 5.3). Kato
npennasHa MapKa e 3a npeanoyurane [Iyncer 40 mg npax 3a MHKEKIHOHEH pasTBOP Ja HE C€
TIpWIara 1o BpeMe Ha OpeMEHHOCT.

Knpmene

M3nuTBaHMATA NMPH )KUBOTHH Ca MOKA3a/IH eKCKpeL Ha MMAHTOmpas3o B kepMara. [1poyyBaHudATa
TIPH KHBOTHH Ca MOKa3aIi eKCKpeliid Ha TTaHToIIpa3on B MIMKOTO. PemenneTo AamU na ce
NPOIB/DKH/TIPEKPATH KbPMEHETO WITH NPOIBDKH/ TipekpaTH seueHueTo ¢ ITyncet 40 mg mpax 3a
HIDKEKITHOHEH pa3TBOp TPAOBa 1a ¢¢ B3EME, KaTo e MMa NPEIBN] TI0/I3aTa OT KbpMEHETO 32
NIETETO M MOJ3aTa 3a MakKara or jedeHreTo ¢ Ilyncer 40 mg npax 3a MHXKEKIHOHEH pa3TBoOp.

(PepTHIATET
Hsama gaHHM 3a YBpeKIaHe HA U104 Cliel NpAIaraHe Ha NaHTonpa3oi B NPpOyYBaHHA BhPXY
XWBOTHHY (BX. TO9Ka 5.3).

4,7 EdexTn 8ppxy cHoco0HOCTTA 32 moPHpaHe H paboTa cMaAmMINHHA

[TanTompazon HAMa HHKAKBO MM HE3HAYUTENHO BIMAHHE BHPXY CNOCOOHOCTTA 32 10dHpaHe U
pabota ¢ MamrMHHA. Moxe 1a HACTBIIAT HeXKeNlaH! JICKApCTBEHY PEeaKIMH KaTo 3aMaiBaHe H
3PUTETHH HapymeHnd (BxK. Touka 4.8). [Tpu nogeata iM nauyeHTHTE He TPsOBa Aa modupar
WK paboTAT ¢ MAIHHH.

4.8 Hexenanu JexapcTBeHH peaKlHH

ITossa Ha Hexxenanu nekapcrBeHH peaxkiiiy (HJIIT) moxke ga ce ouaksa pu
npHObIH3IKUTENHO 5% o1 nauuenTnTe. Hall-uecto chob1HaBaHNTE HexXeNlaHH IEKAPCTBCHH
peakLiM OT MSCTOTO Ha MPHIOKEHUETO — TpoMbodnedbnt. [{napis 1 raasobomye ca
HaOmoaasany ripu mpubamuTerHo 1% oT nmauueHTHTE.




B cneapaiaTa Tabanla HEXEJIAHWUTE NEKapCTREHH peakLivy, JOKJIAABAHH DK
yroTpefaTa Ha MAaHTONpPa3ol, ca KIacCHGHLIVMPaHH Tpes ClIeTHATa KiacHpUKaLui 3a

HeCTOTA!:

- M=soro yectu (>1/10);
- yectu (=1/100 no <1/10);

- HedectH (=1/1000 mo <1/100);
- penxn (>1/10 000 xo <1/1000};

- wmHoro peaxu (<1/10 000);
- ¢ HeW3BEeCTHA 9ecToTa (0T HAIMIHMTE JaHHM He MoXe Aa ObIe HalpaBeHa OLEHKa).

3a BCHYKH HeXeJIaHH PeakiH, JOKJIABAHH Mpe3 MOCTMapKeTHHIOBOTO HabmoneHue, He €

BH3IMOAHO A C€ OINpeAciii YeCTOTaTa Ha HEXCNAHHTE PCaKiiY, T1I0PpaijH KOCTO TC €A NMOCOYCHH

C HCH3BECTHa YCCTOTA.

[Mpy BCAKO rpyNHUpaHe B 3aBUCHMOCT OT 4ECTOTATA, HEXKEIAHHTE JICKAPCTBEHH PEAKLIMH Ce

u3GpodBaT B HMIXOIALL PEA IO OTHOIIEHNE Ha TAXHaTa cepHosHocT. Tabmuua 1. Hexenann
NIeKapCTBEHH PEAKLIMH MPH [IPHIOKEHHETO Ha MAHTONMPa3oN B KNAHHYHH H3NMTBAHUA H NTOCT-
MapKeTHHTOBO HabmoacHue

[ Yecrn HeuecTH Peaxu Muoro peaxH C HeH3BecTHA
YecToTa
KIAcCoBe q |
HapymieHns Ha IArpanynommro3zall poMOOLHTOEHIA;
KPBHETA M TUM(pHATa JleBKOTIeHNS;
CHCTeMa [IaHUHMTOMEHHA
Hapymexnus Ha CBpBXMYBCTB
HMYHHATA HTEJIHOCT
CHCTEMA (BKI,
aHa(pHUNakTHd
HH peaKkLMH K
aHaHWITaKTHY
_ | _| €H LIOK) ‘
HapymeHus Ha XHnepaunuacm XHUIIOHATPHEMH
MeTabonuimMa U f1;
H XpaHEHETO MOBHLLABAHE XunomarHesmne
Ha THUTTHOKRTE MHA (BX. TOYKA
(TpurnvuepuIn 4.4);
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CrofmaBane Ha NOJO3HPAHHA HEKEJAHH PCAKIHR

CrobmaBaneTo Ha MOJO3HPaHH HEXKENaHN PCaKLMH Cliel pa3pellaBaHe 3a ynorpebda Ha JeKapCTBEHHA
NPOOYKT € BaxkHo. ToBa N0380NIABA Aa MPOABLIDKH HabNOAEHHETO HA CHOTHOILICHHETO [I0JI38/PHCK 32
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HanenuuTeRa areHuna no nekapcreara (MAJI)

ya. Jlamsia I'pyen 8

Codms 1303

Ten. +3592 890 34 17

es1, noma: bda@bda.bg

yebcatir: www.bda.bg

4.9 IIpenoinpane

CamMnTomMu
He ca u3BeCcTHU ciy4yau Ha npeo3npaHe NMpH Xopa.

CHCcTeMHa eKCrIo3HIMA ¢ 1030 HaA 240 mg, MpuIoKeHW WHTPABEHO3HO 3a 2 MHHYTH € ofpe moHocHMa.
Jleuenne
Toif xaTO MAHTOMPa30Ji C€ CBbP3Ba C IUTa3MEHHTE NPOTEHHH B rojisiMa CTENeH, TOH He Ce OHAITH3HPa JICCHO.

Ipu npeno3npaHe ¢ KINHUYHK [TPOABHM HA MHTOKCHKAIMA, OCBEH CHMITTOMaTHYHATA U NOALbPKallla Tepanus, He
MOTAT Ja ce TIPeNoprYaT CrielMpHIHH TEpanesTHIHN MEpKH.

5. DAPMAKOJIOT'HYHY CBONCTBA

5.1 dapmakoauRaMEIRH cBocTBA

dapmakoTepanesTuara rpyna; Huxuburopr Ha npotoHHara noMna. ATC xon: A02BC02




MexaHnibM Ha eHcTBHE

IMasronpason e cybecruTynpad GeH3HMHIa30M, KOWTO HHXHOHPA CEKPEIIMATA HA CO/THA KHCEJIMHA B CTOMaxXa, Kato
6nok¢pa crieAGHIHO MPOTOHHUTE MOMITH Ha TIapHETAITHHTE KIETKH.

[TanTOMNpa30J NPpeMUHABA B AKTHBHATA CH OpMa B KHceNlaTa Cpe/ia Ha TIapHETATHUTE KJIETKH, KbIETO MHXUONMpa
emsnma H+, K+ AT®aza, T.e. kpaliHus eTan B IPOM3BOACTBOTO HA COJHA KUCE/INHA B cToMaxa. MHxubupanero e
1030-3aBACHMO M MOBAUsBa 6a3anHara ¥ CTUMYTHpaHaTa KUCEMKEHA cekpels. [Ipy noBeyeTo nauueHTH
CHMITTOMHTE H34e3BaT B pAMKHTE Ha Ase ceaMHIM. KakTo i mpH ocTaHAIUTE HHXHOHTOPH HA MPOTOHHATA NIOMIIa
1 H2 penerrropHATe HHXHOKTOPH, IEYCHUETO C TTAHTONPA30/1 NNOHIKaBa KMCEMMHHOCTTA B CTOMaxa H I0 TO3H
HAaYMH NOBUINABA OTHOCHTE/IHO HUBOTO Ha FaCTPHHA B HAMANICHATA KHCEIHHHOCT. YBETHYABAHETO HA TACTPHHE €
oGpatmo. Twit kaTo NAHTONPA30N CE CELP3Ba ¢ EH3MMAa B TUCTANHO PA3NONIOKEHHTE KNEThYHH PELICITOPH, TOH €
B ChCTOSHHE Aa WHXHOHNPA ceKpelMATa Ha COJTHA KUCENHWHA, HE3aBHCHMO OT HATMIHETO Ha CTAMYT OT ApYTH
BelecTsa (ALETHITXOHH, XHCTaMWH, racTpHH). EQexTsT e ChIHA, HE3aBACHMO JaTH aKTHBHOTO BEIIECTBO Ce
TIPHJIAra repoparTHO WIN HHTPaBEHO3HO.

GapMaKOARHAMAYRH eeKTH

[Ton BL3NEHCTBUETO Ha MAHTONPA30J1, CTOMHOCTHTE HA FACTPHH, Ha ITIafHO ce noBHulasart. [Ipn kpaTkocpouHa
ynoTpeba B NOBEHETO CTyYaH T€ HAABHILABAT rOpHaTa rpaHKLa Ha HopMmara. I1pH NpoAbIKUTENHO NPHIGKEHHE,
HUBATa Ha FaCTPHH B MOBCYETO CIIydaH ce YEBoABaT. MHOTO roysiMo NMOBHIICHHE 0bade ce NoTy4aBa caMo B
eqHHHYHK cydad. KaTto pe3ynTar, npy JBJITO TPOARDKABAIIIo JEUCHHE C€ Habmonasa Jieko 10 yMEpeHo
nosHImaBaHe Ha 6pos Ha eHnoxpiHHATE KiteTkd (ECL) B cTomMaxa (OT 1ieKo X0 afleHOHAHA XUTICPIUTa3kA), W
CTOMAUIHH KapLMHOHMIM, 10 NOJ00Ke HA EKCIEPUMEHTHTE IPH XXHBOTHH (BX. TOYKA J.3).

[To BpeMe Ha fle"ueHUe C AHTUCEKPETOPHY JIEKAPCTBEHH MPOIYKTH raCTPHHA B cepyMa C€ TIOBHINABA B OTTOBOP HA
MIOHIKEHATA KHCETHHHA cexpelnd. B pe3ynTar Ha HaMayieHaTa CTOMAITHa KHCENMMHHOCT ¢€ MOBHIIaBa ¥ HUBOTO
Ha CgA. [TosumenoTo HHBO Ha CgA MOdXKe 14 MOBJTUAC Ha M3CNECIBAHUATA 32 HEBPOSCHAOKPHHHH TYMOPH.
Hanuuuure nmy6imuxysady JaHHH OKA3BAT, Y€ NPHIaraHeTo Ha HHXHOMTOPH Ha NMPOTOHHATA NOMNA TPAOBa Na
ce NpeycTaHOBH MEXIY 5 IHH ¥ 2 ceqMuiM npemu mamepbaHe Ha CgA. Toba ce npabH ¢ el HuBara Ha CgA ,
KOMTO MOTaT A2 A TEKITHBO NopuimeHH cnef aedenne ¢ UIII, aa ce Bp3cTaHOBAT [0 peepeHTHHTE CH TPAHMIIA.

C106pa3Ho pe3yATaTHTe 0T W3IMHTBAHUATA ITPH JXHBOTHH, MPH MPOABL/DKHTENIHO JICICHHE C MTAHTONTpa3on nopede
OT €1Ha N'O/INHA, He MOXKE HAITAJTHO Ja ce H3K/TIOYHU Bb3MOXXHOCTTa OT MOBNHMABAHE Ha NapaMEeTpPHTE Ha
G YHKIHATA HA DIMTOBHAHATA XKJIS3a.

5.2 PapMaAKOKHRETHYIHE CcBoHCcTEA

Ob6ma papMaKoOKHHETHKA

(dapMaKOKHHETHYHWTE N0Ka3aTeNIH He MMOKa3BaT BapyualMH C€l] €AHOKPATHA 1032 H MHOTOKPATHO NPUJI0KEHHE.
B no3osus uATepsan ot 10 o 80 mg mna3sMeHaTa KMHETAKA Ha MTAHTONPA3ol € TMHEHHA Cell NEPOPATHO HITH
HHTPABEHO3HO ITPHIIOKEHHE,

Pasnpenenenne
[TanTonpason ce CBLP3BA ¢ MAMIMeHuTe npoTenHu B 98%. O6embT Ha pasnpenenenue e oT okosio 0,15 Vkg.

EraMuRupane
AXTHBHOTO BELIECTBO ¢¢ MeTabONM3KNpa NPeAUMHO B YepHHUA Apol. OCHOBHMAT MeTabONIUTEH BT €
nemerwiupaneTo gpe3 CYP2C19 ¢ nocnegpama cyndaTHa KOHIOramus, Apyr METaloMUTeH BT BKITIIOYRA
okcupauns ot CYP3A4. TepMHHATHHAT NMOMYXKHBOT € OKoNo 1 4yac, a knpbHeeT e okono 0,1 h/kg. Misectn
ca HAKONKO cilydas Ha NalMeHTH cb¢ 3a0aBeHo enumunnpane. [Topamy cneunguyHOTO CBBP3
TAHTOITPA30J] ¢ TIPOTOHHHTE NOMITA B TAPHETATHUTE KIETKH, STHMHHAIHOHHUAT MTOJTYKHB
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MHOTO TO-IIraTa mpoaLIKHTEITHOCT Ha AckicTBue (MHXnOMpaHe Ha KMCEMIHHHATA CEKpeLHs).

B10pedHOTO eIMMUHUPAHE € OCHOBHHUAT ITHT 3a ekckpeuud (oxono 80%) 3a merabonuTHTe Ha maHTOMNpason, a
OCTaHANIaTa 4acT ce eKkckpeTHpa ¢ ¢pexanunre. OCHOBHHUAT META0ONNT, YCTAHOBEH, KAKTO B CEpYyMa, Taka H B
YPHHATA, & Ie3METHITIAHTONPAa30, KORTO e cyndaTHo KoHroTHpaH. [TomyXKHBOTET Ha OCHOBHMS METabONHT
{okxono 1,5 gaca) He € NO-TbABI' OT TO3W HA NMaHTONPa3oJl.

XapaxkTepHCTHKH NPH CNICHNAIHA MPYNHA NalHEHTH

Jloma MeTaboan3aTopH

[TputwinsuTenno npu 3% ot eBponeiickara momynamms auncea GyHkuuonvpam CYP2C19 exnsum 1 Te ce
HapH4arT ,,Jtoimy metabomuzaropu®. [Tp Te3u xopa MeTabONMM3MBT HA NAaHTONPa30J BEPOATHO CE KaTanH3upa
npeauMHo ot CYP3 A4, Cnen egHokparHa nosa ot 40 mg nasronpaso, CpeaHarTa mioill noj KpUBara Ha
TIIA3MEHaTa KOHIEHTPaLHA-BpeMe ¢ Gra mpuOTHM3HTENHO 6 MHTH No-ro/siMa fpH ,,JIOH MeTaboNIH3aTOpH™ B
cpaBHEHHE ¢ xopa, kouto MMaT ¢yrkimonupaiy CYP2C19 en3um (excTreH3uBHH MeTabonusaropn). MeauanHara
[IMKOBA TUTa3MeHa KOHLUEHTpalud ¢ Oita noBumena ¢ 0koio 60%. To3n ¢gakt obade HAMA OTHOIIEHHWE KbM
HO3IHPOBKATA HA TTAHTONPA3oJ.

brnOpeuno yepexaane

He ce Hanara HaMansBaHe Ha J[03aTa, KOraTo MaHTONPas3oJl ce MpHiara npy naumedTy ¢ 6b0peyHo yBpexaaHe
(BKTIOYHTEITHO NMALMEHTH Ha XeMoananu3a). KakTo npH 3apasH Xopa, MOy KWBOTET Ha NAHTONMPa30N € KpaThK.
JInaym3vpa ce MHOTO MaJTKO KOJIMYMECTBO OT MTAHTONpa3ol. BLIpekn e momyknBoTsT Ha OCHOBHHMA MeTaboJHT €
neko yawnkeH (2-3 yaca), eKckpeLmsaTa e Obp3a M OpaaM ToBa He c¢ HaGmoNaBa HaTyIBaHe,

YeproapobHo ypexxaane
BrnpekH, de 3a naupeHTHTe ¢ 9epHoApobHa mupo3a (knac A M B o Child) croiiHocTHTE Ha NOMYKHBOT ca OHITH
yBeneHr Mexay 7 u 9 qaca, a AUC ce e yBemmaina MexIy 5 ¥ 7 TBTH, MAKCHMAITHATa TUIa3MEHa

KOHLICHTPALMs C€ YBEIHYaBa JIEKO, 1,5-KpaTHO B CpaBHEHHE ChC 3APAaBH HHAHBHJIM.

Crapuecka Bh3pacT
Jlexoro yremuueHne Ha AUC 1 Cmax, ycTaHOBEHO ITPH MAlMEHTH B CTap4ecKa Bb3pacT, B CPABHEHHE C TO-
MIIAaJIMTE XOpa, CHIMO He € OT KIIKHHYHO 3HAYCHWE.

[leanaTpwaHa NONyaanUs

Cnen npunaraHeTo Ha eJUHHYHA UHTpaBeHO3Ha xo3a ot 0,8 wan 1,6 mg/kg naHTonpason npH AELA Ha BE3pacT 2—
16 roguHY, He € YCTAHOBEHA CHUIIECTBCHA BPB3Ka MEKAY KNHPBHCA Ha MAHTONPA30JI H BE3PACcTTa WIH TEJIECHOTO
terno. AUC v 00eMBT Ha pa3npeiefieHre ca OWIH B CROTBETCTBHE C JaHHWUTE IIPH BH3PacTHH.

5.3 Ilpeax/iHHHYHHA JAHHH 33 0e30MacHOCT

HexmiuuHUTE TaHHN He Ca NoKa3an ocobeH pUCK 32 xopaTa Ha 6a3aTa Ha KOHBEHIHOHAITHHUTE
dapMakoNnOrHIHH H3TTHTBaHNA 38 6€30MaCHOCT, TOKCHYHOCT ITPH MHOTOKPATHO NpHIaraie v reHOTOKCHYHOCT.

B aperoqilHO W3MHTBAHE 338 KAHIIEPOr€HHOCT MpH ILTbX0Be € OKMNo ycTaHOBEHO 0Opa3yBaHe Ha
HeBPOEHAOKPUHHH HeOoIUlasMu. B 1ombaHeHUe, CKBAMO3HO-KIETHYHH NanWIOMH ca OUH OTKPHUTH B ropHata
YacT HA CTOMAaxa Ha ILTLXoBe. MexaHW3MET, Bojell 10 (hopMiipaHe Ha CTOMAIIHH KapLIHHOHIN OT
cyOCTHTYHpaHuTe OeH3UMHOA30MH, € ONT BHIMATEITHO MPOYHEH U € JOCTHTHATO JI0 M3BO/A, J€ TOBA € BTOPUYHA
peakliis Ha CHTHO NMOBHIIEHHTE CEPYMHH HHBA HA MacTpHHA, KOHTO ce Hab/1oAaBaT NpH ILTHXOBE 1O BpeMe Ha
XPOHWUYHO BUCOKO-I030B0 TPETHPAHE.

[Tpu ABEroNHUIHO H3MMHTBAHE NPH rPpU3adM € YCTAHOBECH YBEJIHHECH Opoi Ha HepHOIOpOOHH TYMOPH INPH IUTEXOBE
(caMo NpH eiHO MPOYYBAHE NIPH IUIBXO0BE) M XKEHCKH MHILKH, KOETO € HHTEPIIPETHPAHO KATO CNISACIBHAE H
BHCOKATA CTerneH Ha MeTaboMM3BM Ha NMAHTOIMpa3o B HepHHUS ApoD.
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Cnabo ypenHuEHHE Ha YECTOTATa Ha HEOIUIACTUIHHTE H3MECHCHHHA Ha LIMTOBHOHATA XKJI€3a € YCTAHOBEHO NpH
rpymnara IbXose, TPeTHpaHH ¢ Hai-Bucoka 1o3a (200 mg/kg) B €AHO OT ABETOAMITHATE NMPOYYBaHHUA,
Hanuuuero Ha Te3u HOBOOOpalyBaHHA ce Mb/HKH BEPOATHO Ha NMPOBOKHPAaHH OT MAHTONpa3oN NPOMEHH B
MeTabomM3Ma Ha THPOKCHH B YepHNA Opo0 Ha rurhbXoseTe. Thit KaTo TepaneBTHYHATA 0032 ITPH X0pa € HICKA, He
C€ 0OYaKBaT NMPOMEHH B IMTOBH/HATA XJle3a.

B vsnuTBaHUA IIPH KMBOTHH ¢ O03M Hax 5 mg/kg ca 6Mny HamoaaBaHu Oene3n Ha JISKOCTENeHHA
(peTOTOKCHYHOCT.

[TpoBeneHHTE H3NMTBAHKWA HE OTKPUBAT JOKA3aTelICTBA 38 yBpexKAaHe Ha GepTHINTETa MM TEPATOreHHH
edekTH.

INMpeMuHaBareTo Npe3 rlaueHTapHara Sapuepa e 610 MpoyyBaHo NPH IUTEXOBE H € YCTAHOBEHO, U€ TO CC
TIOBMIIABA C HanpeaABaHe HA OpemeHHoCTTA. Karo pe3ynraT KOHUEHTpaUKsATa Ha NAHTONpaso B TIIOAA Ce
YBEJIHYaBa HEMOCPEACTBEHO MPEaH PpaXAAHETO.

6. DOAPMAILEBTHYHH JAHHH

6.1 CnHEchbK HA NOMOLIHHTE BEeliecTBAa

JlinarpueB enerar
Harpues xmapokcuy (3a pH xopexuus)

6.2 HecnBMEeCTHMOCTH

To3u nexapcTBeH NPOAYKT He TPAOBa Zia c€ CMECBA C APYTY MPOMYKTH, OCBEH IOCOYEHNTE B TOUKA 6.6.
6.3 Cpok na roanocT

HeotBOpeH: 2 roguHH,

Cren pa3TRapsHe HWIHN CE Pa3TBapAHE M pa3pexJaHe XUMHYecKaTa i (rsrdeckara craGmIHoCT npH yriotpeda e
noxa3ana 3a 12 gaca mpu 25° C. J]a He ce 3ampaisBa.

Ot MAKpOOHOJIOTrWTHA TTieiHa TOYKa, MPOAYKTHT TpAOBa [1a C€ H3INON3BA BCIHAra.
AKO He ce M3IoN3Ba BeIHAra clie]i MPUroTBIHETO MY, BpEMETO M YCIOBHATA Ha ChXPpaHEHHE NPeaN IPHUIoKEHHE
ca OTrOBOPHOCT Ha norpeburens.

6.4 CrienHaJHR YC/I0BHA 32 ChXpPAHCHHE

Karo onakoBan 3a npojgaxo0a:

Ha ce cpxpansBa noj 25°C.

Jla ce cpXpansBa B OpUTMHAITHATA OTIAKOBKa, 3a Ja Ce NMPeAIa3yn OT CBETIIHHA.

3a YCTOBHATA Ha ChXPaHEHNHE Ha Pa3TBOPECHUA H JOMMBIHHUTENHO paspelicHHs AICKapCTBEH IMPOXYKT BHXKTE TOUKA

6.3.
Cnen pasTBapsaHe WIM pa3TBapsiHE H paspexjaHe: Ja He ce 3aMpasfBa.

6.5 Bu1 H cHLALPAKAIHHE HA ONMAKOBKATS

Ge3uBeTeH cTEKIEH ¢iakoH (Tm [, 10ml) cbe cuBa 6GpoMobyTHiOBa ryMeHa 3amymanka, AL-obxaTka u
Npo3payHa 3al0HUTHA Kanaika , cbabpxaln 40 mg npax 3a HHAKEKIIMOHEH pa3TBOpP.
Onaxoska oT 1 ¢iakoH, IOCTaABEH B KAPTOHEHA KYTHA 3a€1HO C JINCTOBKA 3a NALACHTA.
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6.6 CrnennalnH NpeNazAH MePKH NMpH H3XBLPJASHe H paboTa

[oToBusAT 3a ynorpeba mAdYy3IHOHEH PasTBOP ce MPHTOTBA KaTo BbB (UIaKoHa, CHABPXKAM THOPHTHIHPAHHNA
npax ce mmkekTHpaT 10 ml urbkexuHoHeH pasTBop Ha 9 mg/ml Hatpues xnopua (0,9%). Cien paspexnare
Pa3TBOPELT € OucTLp U Oe3LBETEH.

To3H pa3TBOp MOXeE Aa Ce Npwiara AMPeKTHO WIH fa ce cMecH ¢bC 100 ml vipkeKIHOHEH pa3TBOp Ha HATPHEB
xnopua 9 mg/ml (0,9%) wiu 55 mg/ml (5%) HHXKEKLHOHEH Pa3TBOP Ha IMI0K03a. 3a pa3pexaaHeTo Tpabsa 1a ce
M3N0/I3BAT CTHKJICHH HTH IUIACTMACOBA KOHTEHHEPH.

ITyncer 40 mg npax 3a HHXKEKLMOHEH Pa3TBOP He TpAOBa Aa ce pa3TBapA MIIH CMECBA C IPYTH Pa3TBOPUTEIH,
pazIMiHU OT MOCOYEHUTE.

Toga siexapcTpo TpAOBa a ce NMpHiara HHTPaBEHO3HO B NMPOABIKEHHE Ha 2 — 15 MHHYTH.
CrnaspkanneTo Ha dakoHa € caMo 33 ¢THOKPATHA yroTpeda. Hen3nonmspaHHAT TPOAYKT, OTNATbYHUTE

MATEPHANH OT HEero, KaxTo M ako € ¢ IPOMEHEH BhHIIEH BHJ (HANPUMED NOABA HA MBTHOCT HJIH yTaiika), TpsibBa
2 € H3XBLPIAT ChITIACHO MECTHHTE 3aKOHOBH H3HCKBAHHA.

7. IMPHTEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA

HOBEJI ®APMA EQO/]
oyn. “bearapua” Ne 109
Codus 1404, benrapus
8. HOMEP HA PASPEHIEHHETO 3A YIIOTPEBA
Per. Ne 20240294

9. IATA HA ITBPBO PAIPEHNIABAHE/TIOTHOBABAHE HA PA3ZPEIIEHHETO 3A
YIIOTPEBA

JlaTa Ha mepBO paspewasate: 30.10.2024
10. JATA HA AKTYAJIMZHPAHE HA TEKCTA

01.2025 .
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