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Asutpoxc 500 mg dpunmupann TabneTku
Azitrox 500 mg film-coated tablets

2. KAYECTBEH U KO/IMMECTBEH CbLCTAB

Bcaxa drmvupana TabneTka chabpika a3sHTPOMHLME Ruxuapar (azithromycin dihydrate) 524 mg
cborBeTcrBamt Ha 500 mg a3uTpoMuuuH (azithromycin).

3a oeIHAA CHHCHK Ha NOMOMIHHTE BELIeCTBA BIDKTE Touyka 6.1,

3. JIEKAPCTBEHA ®0OPMA

Ouimupana TabreTka.

Omncasne Ha IIpOAYKTa.

Asutpoke 500: Genn 1o modTH 6eNM KPEIH QUIMHpAHH TAOMETKY ¢ OBaNHA (opMa.
4, KIMHUIYHW JAHHH

4.1 TepanepTHYHH DORAZAHUA

AZUTPOKC € MOKA3aH 33 NeYcHNe HA UH(EKIMH, IPHYNHERH OT IUH MK OBEYE OT €I¥H
YYBCTBHTEIHH HA a3UTPOMHLMH MHUKPOOPIaHH3MH (BXK. TodKa 5.1): :

. Undexnpy Ha rOpHHTE JUXaTeNHE TRTHINA; $apHHTHT/ TOH3MINT, CHHY3HT, Bb3MajIeHHE Ha
CPEOHOTO YXO
Hudeknuu Ha [ONHATE AUXATENHN THTHINA: GPOHXMT 4 THEBMOHUH, NPUI0OKTH B 00ILECTBOTO

. Undexiyn Ha KokaTa H MEKUTE ThKAHH: CPERHO H3paseHa GpopMa Ra acne vulgaris, eputema
Murpasc (mbpBH CTaauit Ha JlafiMcka 6oect), epH3Hien, HMOSTHIO H BTOPMYHA MHOAEPMHS,

. Tonoro npenaBanu 3a00/BBaHIsA: HEYCIOKHEHH TEHKTATHN HAQICKIHHA IPHIHHCHH OT
Chlamydia trachomatis,

TpaGra na ce B3eMaT NpeaBua 0PHUHATHATE PHKOBOACTRA 33 NPABHIKRATA yoTpela Ha
aHTHGaKTepHaNHUTe eKapcTRa :

4.2 No3upoBKa H HAYAH Ha NPUI0KEHHE

QOSPIQOBKa

Buipacmuu, exmovumenno nayuermu 8 HanpeOHANa 6b3pacm u Oeya ¢ merecHo mezno Hao 45kg.

3a neyernne Ha HHQEKIMY HA TOPHATE M TONHUTE JHXATEIHY IIBTHINA, HA KOXKATA M MEKHUTE TBKAHH (C
H3K/TIOYeHHe Ha epuTeMa MUTpaHc) obmara 1o3a azuTpomunus ¢ 1500 mg, koaTo ce npuema B
IPORLIKCHNC Ra 3 auil (710 eaHa dmupana 1adierka or 500 mg BenuLK HA ACH).

3a cpeaHo H3paseHa ¢opMa Ha acne vulgaris, obmaTa no3a e 6 g ¥ ce NPENOPHYBA B ClER
pexum: Eana tabnerka or 500 mg BeAHEK Ha ICH B NPOXB/DKEHUE HA 3 JIHK, IOCISOB
BSIHBK CEAMHIHO 3a 9 ceqmuup. Jozara 3a rTopara ceamima Tpabsa aa ce pzeme 7 1
IbpBaTa NpHeTa TabneTka. Crenpamure 8 ceqMuiy Tpaldea Xa ¢ B3eMar no | rabaer
IieH npe3 7 NHEBHH HATEPRAIH.



3a epuTeMa MHrpanc o0umara 1032 R3HTPOMHLHH ¢ 3 g, KOATO ce NpAcMa, KakTo e nocoveno: 1000 mg
(2 punmupann Tabnetku ot 500 mg HaBenHELK) Npe3 WHPRHA ACH nocneasadn oT 500 mg (eana
tprnMupana rabnetka ot 500 mg) ot BTOpHA 10 meTHS JeH KaTo €IHOKPATeH JHEBCH MPHEM..

3a neveHye HA HEYCIOKHEHH MFCHMTANAN nEderunn npiaueeny ot Chlamydia trachomatis nozara ¢
1000 mg (are punmMepanm TabnetkH ot 500 mg) NpHeTy HABEAHBIK, €IHOKPATHO.

Hena ¢ TerecHo Termo nog 45 kg

Asutpoke TabneTku Moke aa Gple npuiaran caMo Ha Jela ¢ TerJIo no-ToismMo oT 45 kg, mpu koHTo
Ja ce H3mos3Ba o0uyaifia no3a 3a BE3pacTHU, 3a aeua c Terno nox 435 kg Morar Aa ce u3noassar
JPYTH AeKapcTBeHH (POPMH asUTPOMHIMH, Halp. CYCICH3HH.

[lo-BBb3pacTHH Xopa:

Ipu no-pE3pacTHR x0pa Ce H3NON3Ba ChINATA JIO3MPOBKA, KAKTO MPH BB3PACTHH NalMeHTH. Thii KaTo
NO-BB3pacTHUTE XOPa, MOraT Aa OBAAT NALHEHTH ChC CHILTCTBAILY [IPOAPHTMHEH, C€ NPENophuBa
MOBHIIEHO BHHMAHKE, OPaaH PUCK OT ChPAEYHA apHTMUS M torsades de pointes (Rux Touxa 4.4).

Bvbpeuna neoocmamvunocm

IMpu mamuedTH ¢ neko yepeneHa 6p0peuna gynxuna (Kpeatnauzos knmupsae >40 ml/min) we e
HeoOXx0AMMa KOPEKIMA HA [03upoBKara, [Ipi nanHeHTH ¢hC CTOMHOCTH Ha KpeaTHHHHOBHA KIHPBHC
< 40 ml/min ¢ TpenopEUMTENHO A2 c& NOAX0K/a € NOBHIIEHO BHUMAHHE,

HeproOpoOHa HEOOCHAIMbYKOCM

AZUTPOMHIINE ce MeTaboMu3Kpa B YepHUa Apo6 M ce eKCKpETHpa Ype3 XKITBYKATa, M He TpAOBa Aa ce
TIpHTIAra NpH NanHeHTH, CTPaAAINH oT TesKKa depHoapobHa nenocrarsutoct. He ca nposexaanu
INPOYYBaHUA, CRBP3AHH C MpHIaraHe HA a3HTPOMHIHH HpH TE3H NaTHEHTH.

B cayuail na nponycnama ooza
[IpomycHaTtarta 103a, TpAOBa fa OBE B3eTa KONKOTO € BE3MOKHO [10-CKOPO H CICABAIIHTE FO3H
TpsbBa Aa 6b1aT NpHeMany B 24 9aCOB HHTEPBAI.

Havun na npunoMdceHue.
A3snTporc $punmupany TabneTkn TpaOBa Ia ce NONIBINAT LICIH. Te MOTaT /1a ce npueMar ¢ uim 6e3
XpaHa.

4.3 Tporusonoxazanng
A3UTPOKC € MPOTHEONOKA3aH IIPH MALMEHTH, KOUTO Ca CBPBXYYBCTBHTCIIHY KbM a3HTPOMMITHH,
EPUTPOMULHH, MAKPOTHANA H KETOJHARHN aHTHOMOTHIIN WIH KBM HAKOE OT TOMOLIHHTE BEILECTRA,

NOCOYEHH B TouKa 6.1,

TTopaau TeopeTHYHATA BE3MOKHOCT OT [IOABRA Ha eproTH3IbM, a3HTPOMHLMH He OiBa na ce npunara
3aCITHO ¢ NIEKAPCTBEHH MPOAYKTH, ChALPKALE eproTaMAHOBH NPOMIBONAHY (BiK. TodKa 4.4).

4.4 ChnennanHu npegynpe:xIeHAA H APeAda3HH MepKH HPH ynoTpeda
Anepzuuny peaxyuy: Kaxkto Npu epUTPOMHELMA W IPYTH MaKpONUIM, B PSIKH COy4daH ce chobmana 3a
CEPHO3HH ANCPTHIHY PEAKIMH, BKIIOYHTENHO AHMHOSACM H aHadrmakcHs {paaxo datannn),

JIEPMATONOTHYHE PCAKIINY, BKIIOUHTENHO OCTPa IeHEpany3upana eK3aHTeMaTo3Ha NyCTyno3a
(AGEP),Tokcnyna enngepmanta Hekponmsa (TEN) (panko ¢ neranen uzxon) . Hakon ot 1

CHHPAHC HA CHMIOTOMaTHYHATA TCPAMA.




Vepeodane na wveprodpobuama gyuxyun. Thit KaTo 4epHOAPOCHKAT IIBT € OCHOBHUAT BT 33
€THMKHUPAHE HA A3UTPOMULIMH, ICIEHHETO HA NALMEHTH CHC CEPHOIHO UEPHOAPOOHO 3a60aBaHe
TpaOBa Aa ce MpoBexa ¢ ocobero BAMManue. [IpH npHnoXeHHeTo Ha a3UTPOMKLIMH Ca JOKIAABaHH
CNly4aH Ha 3aIUIALIBAIL XENATHT, IOTEHIHANHO BOAC] AC MBOTO-3acTpaniapalila yepHonpobHa
HEROCTAaTHIHOCT (BXK. TouKa 4.8). Hakou nmanueHTH MoXe A2 ca HMaIH NPEIXOKAII0 YePHORPOGHO
3a6019BaHe HNH MOXKE Ja €2 IPHeMay IPYT XeNaTOTOKCHYEH JIEKapPCTBCH NPOAYKT.

B cniyvaif, 4¢ BB3HMKHAT NPU3HALM ¥ CHMNTOMH Ha YepHOAPOGHa auchyHKOHs, Kato 6up3o
Pa3BHBAIla CE ACTEHUSR, ACOIIMAPAHa C JKBITCHHIIA, IOTHMHABAHE HA YPHHATA, CKNOHHOCT KbM
KbpBEHE MK YepHoapobHa eHuedanonaThs, He3abasHo Tpadea 1a c¢ HA3HAYAT TECTOBE 32
H3CneIBaHe Ha YyepHoapoGHara pynkuya. [IpumaraHero Ha asHTPOMHLHH TPAOBa A2 CE CIIpe, aKo Ce
II05BH ¥epHONPOOHa IHChYHKIIAS.

Epzomamun: [Tpn NangieATH NPACMAIIN €ProTaMHEOBY TPOAYKTH, eProTHIMBT CE YCKOPSBA IpH
€IHOBPECMEHHROTO MM [IpHyiaraHe ¢ HAKOH MakpOIMAHN aHTHOMOTHUH. HaMa JauHy 3a B3MOKHO
B33UMOJCHCTBHE MEX Y EPrOTaMHH H a3uTpoMHIHH. Briipeku TOBa, TOpaiH TeOpeTHYHATA
BBL3IMOXKHOCT OT NIOABA HA €ProTHIBEM HE C€ [IPEHoPhYBa EAHOBPEMECHHOTO IIpHNarale Ha
a3MTPOMUIIMH H €ProTaMHH.

Cynepungexyuu: Kakto # npH apyrd aHTHGHOTHYHH OPOJYKTH, ce IPENOphUBa CI¢ISHE 32 MPUIHALH
Ha CynepHHEKIMY, IPHIMHACRH 0T HEGYRCTBHTEIIHM MHKPOOpPraHu3Mu (Hanp. reOusan na(exiny).

Cnyuau Ha guapus, mpuuantcHa ot Clostridium difficile (CDAD) ca 10KNa{BaHu IPH NPIIOKEHHAETO
Ha TIO4TH BCRYKH aHTHOAKTEpHANHH JEKAPCTBa, BKIIOYKNTETHO a3suTPOMUINH, ¥ HEHHATA OCTPOTA
MOJKe 12 BApMpPa OT JIeKa quapua no dataned konut. [Ipunoxkennero va antuSakrepransu tekapeTaa
NpOMEHA HopMaTHaTa (opa Ha nebenoTo yepBo, KoeTo BoaH 1o ceprxpactexk Ha C. difficile.

C.difficile nponssexa TokcuuE A 1 B, kouto mompunacst 3a nossata Ha CDAD. Bepurure ua
C.difficile npoxynupamy XunepTOKCUH, YBETUUARAT 3a00NeBaéMOCTTa M CMBPTHOCTTA, Thil KATO Te3u
HH(EeKIHY MOTaT a ca pedpaKTepPHH Ha aHTHMHKPOoOHATa Tepanysa ¥ MOTAT 1A JOBEJAT 40
konexTomus. CDAD T1pabea na ce uMa NpeIBUA IPpH BCUYKH [TALMEHTH, IPY KOUTO yroTpebaTa Ha
aHTHOHOTHIM € chlpoBojeHa ¢ JjHapus. HeoGXoguMo € BHIMATEIHO MEIHIMHACKO TIPOCTEAIRAHE, THH
kaTo CDAD Moxe aa ce oABsABa IOBEUC OT KBa MECeUa CIIER IIPUIOKEHUETO Ha anTuakTepuaniyre
areHTy.

Vepeocdane na dvOpeunama ¢ynxyun: pn nanueHTy ¢ TOXKO yBpekAaHe Ha 666peunara dyuxung
{ckopocT Ha rnoMepynHa gunTpauns < 10 ml/min) ce Habarogaga 33% yRenaeHNe HA CHCTEMHATA
ESKCIO3HUMA KBM A3 TPOMHULIMH (BK. TOUKA 5.2)

Yovnowcenu copdeuna penonapuzayus u QT-unmepsan:
VY aeinkeRU chpledsa peno/sipr3anus 1 QT-uHTepsan, crofmasamy 3a PHCK OT HACTBIIBAHE HA
ChbpacYHa apHTMHA H torsades de pointes, ca HaGmofaBany 1o BpeMe Ha NCUEHUETO C JIpyTd
maxpomuni. [Ipu nanMesTH ¢ NOBHIHCH PUCK OT YABKCHE CHPACTHA PeNONApH3alna nonoben edekt
(KT Ha, A3UTPOMHIIMH HE MOKE HATBJIHO Ja Ghae W3KmoUeH (BX. TouKa 4.8}, creoBaTenuo €
HE0OXOMHMO BHMMAHHE TIPH TaUHEHTH:
® ¢ BPOJACH HIM MOKYMEHTHpaH YAbRMKeH QT murepsan.
®  HaICYEHHE C APYI'H AaKTHBHU BCIECTBA, 33 KOHTO ce 3Hae, ue yaskasar QT-HHTepBalia KaTo
aETHAPHTMHIW OT Kiac 1A (xuEyMany u npoxandamun) u knac I (noderumun, amuonapon u
COTANON), IHM3ANPUA U TepdeHATHH
C eN1eKTPONUMTHO HapyIleHkHe, 0Co0eHO B Cyyau Ha XUIIOKANHEMHA M XUTIOMATHE3HEMHS
® ¢ KIHHHYHO 3HaYHMa OpajHKapaus, ChPACTHA apHTMUA WK TEKKA ChpOeUHa
HEJOCTATHYHOCT.

Myasthenia gravis: [loxraasany ca ciyuas Ha ex3auepOalius Ha CHMIITOMHTE Ha M,
HOBO Ha4aJl0 HA CHH/APOM HA MHACTEHHS NPH MAIMCHTH Ha JICUEHHE C A3MTPOMHIUH



Cmpenmoxoxosy ungexyuu: OBUKHOBEHO NEHMIIIIMHE € ThPBHAT M300D 32 NleueHHe Ha GapuHTATH H
TOH3MIHTH, IPHIUHERHN OT Streplococcus pyogenes, KaKTo U 3a NpodHIIAKTHKA Ha 0CTpa peBMaTH4YHa
Tpecka. B moseueTo cayvan asuTpoMHIMH ¢ edeKTHBEH Cpenry CTPEIITOKOKH, MPHIHHABAITH
uHpeKInE Ha Me30()apHHKC, HO HMa JAHHH 33 HETOBATa e(HKAacHOCT IpH NPeNOTBPATABAHE Ha 0CTPa
PeBMATHYHA TPECKa.

4.5 BiauMmopjeilicTBHA ¢ APYTH IeKAPCTBEHH ONPOAYKTH H Apyrd GopMHU Ha B3auMolelcTBAe

[MpunaraseTo HA A3HTPOMHITMH HA NIAIMEHTH, IPMEMAITM IPYTH JIEKapcTha, KOUTO MOTAT 13 YABKAT
QT-mureprana, TpabBa Ja cTaBa MHOTO BHHMATENHO (BX. TOUKa 4.4)

Aunmuayudu

ITo Bpeme Ha (papmakokMHETHHHO IPOY4BaHE HA e)eKTUTE Ha EAHOBPEMEHHOTO NPHAraHe Ha
ARUTPOMHILHH ¢ AaRTHAITMIHH JICKAPCTBEHK IIPOAYKTH HE ¢a HabIIOMABaHE IPOMEHH B o6miaTa
OMOHANMYHOCT, BRIPEKH Y€ H3MepEHUTE Ia3MCHH KORIISHTPAIH ¢¢ NOHMAKABAT ¢ okoito 25%. [Ipu
TIAIMCHTH, TIPHEeMAIM K A3HTPOMHALHH H aHTHAIMIH, ABCTE NEKApCTRa He TpAOBA a e npHeMar
EIHOBPEMEHHO. A3UTPOMHLIMH TPAGBA A4 ce IPHeMa Haif-manko | gac npedn uay 2 vaca ciex NpueMa
Ha AHTHALHICH OPOAVKT.

Lemupuzun

[Tpu 3apaBl KOGPOBONLM €THOBPEMEHHOTO TIPUIIATAHE 33 5 AHH Ha a3UTPoMHIMH K 20 mg UeTHPHINH
nipu steady-state He Moxaspa GapMaKOKHHETHIHO B3aMMOACHCTBYE H 3HAYMTEIHH MpoMeHH B QT-
HHTEpBATIA.

Huoanozun (Gudeoxcuunozun)
EHOBpeMEHHOTO NpUIaraHe Ha JHIAHO3WH W JHEBHH 103K o1 1200 mg asuTpoMHLMH OpH 6
MaiMEeHTH He € OKA3al0 BIIMAHNE BEPXY GapMaKkOKMHETHKATA Ha THAAHO3MH B CpaBHEHME C mnanebo.

Huzoxcun u konxuyun(cybcmpamu Ha P-znuxonpomeun)

B pesynrtat Ha e{HOBPEMEHHO MPUITIOKEHUE HA MAKPOIUAHH AHTHOHOTHINH, BKIIIOYHTEIHO
A3UTPOMHLIKH, CBC CYOCTPATH Ha P- IHKONPOTEHH KaTO AUIOKCHH ¥ KONXHIMH, ce ch00mana 3a
DIOBRUIABAHEC Ha CEPYMHYUTE HYBA Ra cyOcrparta wa P- ruxonporenHa. Ilopagu Tosa, ako
A3MTPOMMLMH U cyOCTpaTHTe Ha P-rimMKONpoTenH KaTo JUroKCHH C¢ NpHiarar eHOBPEMEHHO, Tpa6Ba
Ja c¢ MMa TIpeaBH BE3MOXKHOCTTA 33 TIOBUILEHH CEPYMHH KOHIECHTpAllMH Ha AHToKcHH. Heobxomumo
€ KIMHHYHO OpOCieasBaHe U €BeHTYANHO H3CIEIBAHE HA CEPYMHHTE HHBA Ha JUIOKCHH YO BPEME U
crel MPeKPATABAHE Ha JICYCHHETO ¢ a3HTPOMHIIMH.

Sucosydun

Ennoxparam ao3m or 1000 mg, XakTo ¥ NpUNoXKeHA MEOTOKpPaTHY 034 oT 1200 mg unn 600 mg
A3HTPOMHIHH, HE OKA3Ba BIHAHKE BBPXY (AapMAKOKHHETHIHHTE [10KA3aTeNH B I/1a3MaTa HIH
EKCKPEUMATA Ha 3UIOBYAHMH 4pe3 YPHHATa, KAKTO M HA HeT'0BUA ITIOKYPORMANpaH MeTaboImuT.
IpuemaseTo Ha a3UTPOMMUIMH NIOBHIIABA KOHLUEHTPALMHMTE HA KIHHAYHO AKTHBHYKA METabomuT,
(pochopunupad 3UIOBYIMH, B MOHOHYKIIEADHHTE KIIETKH Ha NeprQepHOTO KPpBOOOPBIICHHE.
Knuuv9HOTO 3HAYEHHE HA TC3H AaHHM HE € Halb/INO H3ACHCHO, HO TE MOTaT JAa €3 OT 110,133 33
HanHeHTHTE,

ABATPOMHIIH He B3aNMoJcHCTBA 3HAUHUTENHO ¢ YepHORpobHaTa nuTtoxpoM P450 cucrema. He ce
MPEATIONara, ue € MoAnmKeH Ha dapMaKoKHHETHYHHTE NCKAPCTREHH B3anMoleficTBHA, HabmonaBaHK
[PH epUTPOMHULIMH B ApyIruTe Makpomaudu. [Ipy a3suTpoMuIHH He ce HaOnfoaBa MEAYKUHA HAH
HHAKTHBALMA Ha IUTOXpoM P450 nmocpe ACTBOM KOMMIEKCA HTOXPOM-MET2GOITHT.

Epzomamun
ITopanu TeopeTHYHATA BE3MOKHOCT OT MOABA HA CPrOTH3EM HE CE IIPENOPHLYRA €1H
TPHIATaHE C A3MTPOMHMIME (BK. TOUKa 4.4).



[Tporesxaanu ca GpapMakKOKHHETHIHH HICIICABAHKA BRPXY a3HIDOMMIUNH ¥ CIEHUTE JICKapCTRA, 34
KOMTO €€ 3Hae, 4e NPETHPIABAT 3HaunTeNeH uuroxpoM P450 Memnupad MeTabomanM.

Amopeacmamun

EnsHoBpeMeHHOTO npyeMane Ha aropeactarvs (10 mg nyuesno) v azprpomiuut (500 mg queBuno) He
NpoMeHA MTa3MEHaTa KORIEHTPALK Ha aTOPBAcTaTHH (onpenencya Ha §a3zara Ha MHXHOHpaHETO Ha
HMG CoA-penykTazaTa).

Kap6amazenun

ITo BpeMe Ha npoyuBaHe HA GapMAKOKHHETHYHHTE B3aMMOICHCTRHA, IPOBEJACHO NPY 3IPaBy
J0DpPOBONIITH, € YCTAHOREHO, Ue HE NOBIMABA 3HAYMMO JUIa3MEHUTE HUBA Ha KapOaMa3enuH WiIH Ha
aKTHBHHTE My MeTabonuTi.

Luntemudun
ITo Bpeme Ha dapMakOKHHETHHHO NPOY4YBaHe Ha eheKTHTE Ha €JHOKPATHA 4032 UMETUAMH, MPHETa 2
Yaca Mpeiu asHTPOMHILKHE, He ¢ HalmoIaraHa OpOMAHA BBB (apMakoKHHETHKATA HAa 23HTPOMMINH,

Kymapunosu anmuroaeynanmu

ITo BpeMe Ha mpoy4BaHe HA (apMaKOKMHETHHYHHUTE B3aHMOICHCTRESA, A3HTPOMHIHH HE € HOBAHAI
aHTHKOATyJTaHTRES eeKT Ha eHOKpaTHA 032 BapbapuH 15 mg, nprnokena Ha 30pari JOOPOBOJIH,
ITo BpeME HA NOCT-MapPKCTHHIOBHA HCPHOA Ca ACKIAABAHK CJIYJAN HA NOTCHIMPAHE Ha
aHTHKOATyIaHTHHA €QEKT KaTo PE3yNATaT OT EAHORPEMEHHOTO IMPUIOKEHHE HA A3HTPOMHITHH H
OpAaTRY AHTHKOArYNaHTH OT KYMAPDHHOR THI. BBNpekn 9e He e yCTaHOBeHa IPUMMHHO-CNIEICTBEHA
BPB3Ka, TPAGBa 1a ce MYUCIH 33 YeCTOTaTa Ha HPOCTEAIBaHE Ha MPOTPOMONHOBOTO BpeMe, KOIaTo
A3MTPOMHOHH CC IIpCANMNACEA HA IANMEHTH, ITPUCMAIIIH OPpANHN ARTHROATY/IAHTH OT KYMapHHOB THII,

Luxrocnopun

Ilo rpeme Ha hapMaKOKHHETUIHO NPOYYBAHE IIPH 34paBH JOOPORONIY, HA KOHTO B IPOAB/DKEHHE HA
3 nun e npunarasa 500 mg aAHeBHa N032 a3UTPOMHLIKH H CJIEN TOBA HOKpaTHA J03a 10 mg/kg
DUKIOCTIOPHH Nepopalio, oTHeTeHNTE Cuax B AUCs Ha HHKIOCTIOpHE ca DTN 3Ha9ATENHO
nosumeny. CefoBaTeIHO, ETHOBPEMEHHOTO MPHIMKEHUE HA TE3H NeKapcTRa TpadBa npeaBapHTeIHO
BHHMATCAHO Ja ¢¢ oOMHCNH. B cryqail, 9e eJHOBPEMEHHOTO MM TIPHIIAraHe € ONPaBJAHO H
HANOXHTEJIHO, CIENBA A3 C€ MOHHTOPHPAT CTOHHOCTHTE Ha HUKNOCNIOPHH H NpY HeoDX0AHMOCT 12 ce
KOPHTHPA K03MPOBKATA MY.

Egasupeny

EnnospemernoTo npunoxkesue 5a 600 mg eqHOKpaTHA J032 a3UTPOMMUIMHE ¥ 400 mg AHCBHA 1034
edraBHpCHL 8 TIPOARIDKEHHE Ha 7 AHH HE BOJM A0 HAKAKBH KIMHUYHO 3HAYMMH DapMakOKHHETHIHH
B3aHMOIEHCTBHA.

Dayronazon

EnnospemMennoTo npuiioxenue Ha 1200 mg eqHOKpaTHa q03a a30TPOMHIHE HE MPOMERA
tdapmaxokuBeTHaTa Ha 800 mg enrokpartha nosa Gpnykonazon. O6ara eKCNO3ULAMA U BPEMETO Ha
MONY>KHBOT HA 3HTPOMHUIIHMH OCTABAT HCHPOMCHEHH NPH €HOBPEMEHHOTO MY NPHIMKEHHE C
({IyKOHA301, BEIPEKH TOBA ce RabmoJaBa KMMHHYHO HE3HAYMMO Hamanseane Ha Cmax ( 18%) Ha
83UTPOMHLIHH.

Huounaeup
EnroBpeMeRHOTO HpHaoxeHke Ha 1200 mg enHoKpaTHa 5033 Q3UTPOMUIMH HAMA CTATHCTHUECKH
3HaYMM edrekT BLpXy PapMakoKMHETHKATA HAa HHAKHABHD, Ipmiarad xkaro 800 mg Tpy meTH
3a 5 gun,

Memunnpeonuzonon
Io BpeMe Ha Npoy9Rane Ha HapMaKOKUHETHYHATE B3AUMOACHCTBHS, MPOBEAEHO It
no0poBOTIUH, € YCTAHOBEHO, 3¢ a3HTPOMHIMH He HOBNHABA 3HAYUMO (PapMaKOKHHE
METHATIPETHU30NOH.



Mudazonam

EnrospeMennoTo npuiioxkenue Ha 500 mg a3sUTpOMANMH AHEBHO 33 3 qHH HE BOOH 0 KITHHHYHO
3HAYHMH MPOMERH BEB (PAPMAKOKHHETHKATA M PapMakaIMHAMUKATA Ha €QHOKPATHA 03a 0T 15 mg
MHA330/1aM TIpH 3ApaByU JOOPOBOILH.

Hendrurnasup

EnnospemennoTo npraoxenye va 1200 mg enHokpaTHa 1032 a3UTPOMULIH K HeNdHUHABHED NpH
steady-state (750 mg Tpy TbTH JHERHO) BOAX 10 YBENHYABAHE HA KOHICHTPALHATA HA A3HTPOMHIIHH,
He ce HaOmo1aBaT KMHIYHO 3HAYHMY HeXeNaH! PEaKIMK U HE C€ HANATa KOpeKIHs Ha J03aTa.

Pugpabymun

ERHOBPEMEHHOTO NPHIOKEHHE Ha PHGaCyTHR H a3HTPOMHIIHH HE TIOBIHABE CEPYMHHTE
KOHNEHTpALHH Ha HUTO €JHO OT JIEXKapCTBaTa. Y CTAHROBEHA ¢ HeyTPONeHHA NPH KOMOMHUPAHOTO UM
npunoxenne. Ta ce cRbP3Ba ¢ MpUIAraHeTo Ha pupabyTHH U He € YCTAHOBEHA NIPHYMHHO-CIIEACTBEHA
BPB3Ka € yroTpebaTa Ha asUTpoMHINH (BX. TouKa 4.8).

Cundenagun
[Ipu anpasu roSpoBomin MEXKE, HAMA TAHHH 33 BIMAHHE Ha asurpoMuuuy (500 mg aueBHo 3a 3 auu)
s8epxy AUC u Cmax, Ha cunnenaHI v HeTOBHA ThaBeH MeTabOTHT.

Tepdenaoun

Ilo BpeMe Ha GapMaKOKMHETHIHATE IPOYYBAHHA HAMA JAHHH 33 HACTBIWIN B3aUMOICHCTBHS MEXITY
A3UTPOMMIIKH M TepdeHanyH. B HAKoH o1 ciyuauTe He € GHIO BB3MOXKHO Ja €& M3KTIOYH HAIIBITHO
BEPOATHOCTTA OT B3aMMOJCHCTBUA, HO HIMa KOHKPETHH JIOKA3aTENCTBa 3a TAXHATA [IPOSBa.

Teodhenun
Hsama nanny 33 KIMHAYHO 3HaYHMO HApMaKOKHHETHYHO B3a¥MO/CHCTRAEC TIPH € THOBPEMEHHOTO
MHIOXERNE HAa A3UTPOMHLMH H TCODHIIHH.

Tpuazonam

IIpu 14 3ppasu 706pOBONIM €AHOBPEMEHHOTO NPHIOKEHHE Ha a3uTpoMunie 500 mg Ha aen I-su 1
250 mg ua nex Il-py cbe 125 mg tprasonam Ha gew 11-pu Hamar 3HauHM edeKT BEPXY HIKOHM OT
dapMaKOKHHETHYHITE NPOMEHIHBH 32 TPHA30/1aM B CPABHEHME C TPHA30JIaM ¥ nnaue6o.

Tpumemonpum/cyrgpamemoxcazon

EnnoBpemensoTo npunoxenne Ha tpuMeTonpum/ cyndamerokcaszon DS (160mg/800mg) 3a 7 anm ¢
asuTpomuiiuH 1200 mg na aexn 7 HiMa 3HAYHAM epEKT BHPXY NMHUKOBHTC KOHUCHTpauuy, 06iara
€KCTIO3ULINA KIH CKCKPENMATA ¢ YPHHATA KaKTO HA TPHMETOMNPHM, Taka H Ha CYIhaMeToKCaZoN.
CepyMHHUTC KOHLEHTPAIMH Ha a30TPOMELMH ca DOR0OHH Ha Te3H, HaboJapaky NpH OCTaHAINTE
IPOYYBaHHA.

Hexapcmaa, xoumo yovacasam QT-unmepeana

A3HMTpOMHITHH TPSOBa JIa Ce H3T0N3Ba ¢ NOBHINECHO BHUMAHHE NPH MALAEHTH, NPHEMAIlY NEKapCTRa,
3a KOMTO € H3BECTHO, Y€ yILLKaBaT QT-HATEpBaa H MOTAT Aa IPEANIBHKAT ChPACIHA ADHTMHS,
Hamnp. XUAPOKCHXIIOPOXHH.

4.6 ®epruaurTer, GpeMEHHOCT H KbpMeHe

Epemennocm
IIpoyusanus BEpXy KHBOTHH Ca HAIIPABCHH C AO3H NOCTHIAIMH CPENHUTE TOKCHIHU 030
koHueHTpamui. [Ips Te3u npoyysaHud He ca HaMepeHH JaHHH 32 YBPEXKAaHe Ha GeTy
Ha asHTPOMHUMH.JINNCBaT J0CTaThyHy 1 NoOpe KOHTPOINpaHH H3CHeIBAHNS Ha Ope
KaTO H3CNIeIBAHHATA TIPH XMBOTHH HE BHHATH Ca MOKA3aTeNHY 32 NOBIHABAHETO IIp
Ba OPEMEHHOCT A3UTPOMHIIMH TPAGBA 3 ce NpHIIara CaMo NP NUMCa Ha JPYTa ante
Kepmene




Hsama naHuH 3a TOBA fajiH a3UTPOMHIIHH CE EKCKPETHPA B KbpMaTa, Thil KATO MHOTO JIEKApCTRa
MIPEMHHABAT B K:PMATa, a3MTPOMHULMH TPaOBa Aa ce NpuiIara [pH KhPMELITH KEHH CaMo, ako

JCKYyBalllpAT JIeKap € NPeneHNL, Y€ MOTCHIHAIHHTE 11071310 NNPEBANIABAT NOTCHIHATHHTE PHCKOBE 33

eaa.

4.7 Edexrn BLpXy cnocofHOCTTA 3a wWodrEpane u paboTa ¢ MalIHHK

He ca M3BeCTHH JaHHH 33 BIIMAHMEC Ha a3HTPOMULHH BBPXY CIOCOOHOCTTA 2a modupaue | npu paGora

¢ MAIHHH.

4.8 HewxenaHd TeKapCTEEHH PERKUHM

Tabauuata no-zony 0bobinasa HeXKENAHUTE PEAKLMY OT A3UTPOMHLIHH, YCTAHOBCHH MPH KIMUHHIHIT

NPOYHBAHHUA ¥ CNe[ MyCKaHe Ha ma3apa.
I'pynupanero mo 4ecToTa € HAIPABEHO Upe3 M3MN03BAHE HA C/ISNHATA KoHBeHUHA: Muoro gecty

(=1/10); Hecru (=1/100 ao <1/10); Hewecrn (1/1000 mo <1/100); Peaxu (1/10000 xo <1/1000); Muoro

penxu (<1/100000) 1 C ren3BecTHA UecToTa (OT HATHIHHTE JAHKH HE MOXE 13 Ob1e Hanpanena

QUSHKA).

Hexenann PCaKiHK BE3MOXKHO HIIH BEPOATHO CBBP3AHN C A3HTPOMHIMH, HabJIHOARARH 110 BpemMe Ha

KJIHHHIHATC IpOYYBaHNA H NOCT-MapKeTHHIOBHY OIIUT.

CucreMo-0TanHN KITACORE HecroTa Hexenana aexapcraesy
Peaxuun
Hudexnuu u undecramnu Heuectn Kanminosn, opamsy kaHmanosu,
Bal'MHATHN HHEKUHI
C HeH3BECTHA YeCTOTA TcepnomMemOpano3en xonuT (BXK.
To4Ka 4.4)
Hapymienns na kpbeTa B Heuecn JIeBKoOlIeHYs, HEYTPOTICH
JumpHaTa CcTeMa C HeH3BECTHE JeCTOTa TpoMEoIMTONIEHNS, XEMOTITHYHA
aHeMIB
Hapymenns Ha BEMyHHATS Hegecmn Arruocnem,
cuCTEMa CBPEXYYBCTBHTCIHOCT
C Hem3BeCTHA 9ECTOTA AHahHIAKTHHA Peakimsl (BK.
T0uKa 4.4)
Hapymienus nua merabonmman | Heuecrn AHOpeKcHA
XpaHEHEeTO
YcHxuyHH HAPYLICHAA Heuectn Hepeaocr
Pemai Brabyna
C HeHMIBECTHA YCCTOTA Arpecys, 6e3nokoiicTso,
Hapymenns ua HepBHaTa Yeen 3aMatHOCT, TABOOOMHE,
CHCTEeMa apecTests, ucreysns
Hegecmn XunoecTesns, COMROIIEHTHOCT,
HHCOMHMA
C HCH3BECTHA YeCTOTa CHHKOII, KOHBYJICH,
MICHXOMOTOPHA XHIEPaKTUBHOCT,
AHOCMEL, TCY3HA, APOCMH,
Muacterns rpaBuc (B, TOUKA
4.4)
Hapymenns na ounrte Yecmn Hapymero smwxnatie
Hapyuienns Ha yXoTo i Yectn I'myxora /
JafupuuTa
Heueetn HapynieH ciyX, THHHTYC, // SV
Pear Beprmiro WIEdS
CrpaeusH Hapymenns Hevecrn TNammraigpm RN
C HensrecTHa 9eCTOTR

Torsades de pointes (mx. TowKa) % | \ it s

4.4), aprrvus (BiK, To4Ka 4.4) BRY. *




BEHTPUKY/APHA TAXMKADIHA

ChIOBH HapyIIeHnA C HensBecTHA ¥eCTOTA Xsmoremna
Cromanmno-upensu uapyirenus | Muoro vecta Juapusi, xopemza Gonka, rajene,
METCOPHIBM
Yectu [oEpriuane, mICTIENCHs
Heuectn I"acTpuT, KOBCTHIIALMA
C HEen3BECTHA MECTOTA ManxpeatsT, 00C3UBETABARE Ha
e3iKa
XemaTo-0MnNAEAPHI HAPYIHEHAR Heuecn Xenatur
Penxu VepeKnane Ha 9epHOApOOHaTa
dyrxa
C Henspectha uecToTa YepronpoOHa HeIOCTATEIHOCT
(Bx. TOUKa 4.4)*, 3AIIamBal
XEOATHT, YEPHOIPODHA HEKPO32,
XONSCTATHYHA JBJITCHHIR
Hapyuiemsa H2 KOXKIT2 B Yectn OGpue, npypHTyC,
VIOAKOHHATA THKAK Heuectn CunpoM Ha CTHEBH-I[KOHCEH,
peakim Ha GOTOUYBCTBHTENHOCT,
YpTHKapyd,
Penxm OcTpa resepassupana
€K3aHTEMATO3Ha MyCTYII03a
(AGEP)
C HeMspecTHa Yectora Toxcuama emigepMansa
HEKpONH3a, CpHTEMa MyITHHOpME
HapyuseHHA HAa MYCKYIHO- Yecn Aprpanrast
CKREJIETHATA CHCTeMa i
CLEMHHTETHATA THKAH
Hapymenus pa 6s6penuTe i C Hem3pecTHA YecToTa Octpa 650pevHa HeNOCTATHIHOCT,
NHKOYHUTE METHINA HHTEPCTULIANEH He(hpuT
OO0 Hapywenns u ediekTn H3 | Yecmn Vmopa
MACTOTO Ha NPHIOKeHHE
Hevectn Bonxa B 00nacTTa Ha repIOMTE,
OTOK, BCpa3floNoiKeHHE, acTeHIs
Hacnensanns Yecn Hamaren Gpoit mamdormrm,
HamManeH Opoi eyzusodm,
HaManeHo HHBO Ha OukapboHaT B
KpLBTa
Heuecrn YBemrienH HHYBa Ha acriapTar
aMuHoTpaHchepasa, aaHuH
avyHoTpancdepasa, GunmpyGim B
KPBBTA, YDPEs B KPBBTA, KPCaTUHMH
B KpPLBTa, MPOMEHEHO HHBO Ha
KATHi] B KpbBTa
C nenspecTna yecToTa Ybioked QT-uHTCpRAN (BIK,
T0uKa 4.4)

* KOSTO PAOKO BOIM A0 CMBDT

Crobriapase Ha IOJO3NPAHH HEXEJSHN PEAKIHY

Chobiasatero Ha NOTO3HPAHH HEXKETAHH PeakiHy C/Ie] paspenIapaHe 3a ynotpeba Ha
TIPOAYKT € BaXkHo. Tosa N03B0IABA 12 NPOILILKH HAOMIOAEHHETO Ha CHOTHOWEHHETO
neKapcTBenss NpoAykT. OT MEAMIIMHCKHTE CIEIHANUCTH Ce M3NCKBA a ¢hobmasat
MOIO3HUPARA HOXeIaHa peakiHa upes: M3mbpnnuTenHa aTeHIus 110 TeKapcTBara yil. .,
8, 1303 Codns, Ten.: +35 928903417, yebeaiit: www.bda.bg.




4.9 Ipeposdapane

Hexenannte epexry, Ha0MONABAHA Clell IPHIAraHe HA 03M, NPCBUILABAIY TIPEOPEYAHKTE, Ca
nonoOHu Ha Te3M, POAREHH TIPH MPHEM Ha TepaneBTHYHH T03H.

TrouusnTe CHMATOMHE H3 IPEIO3HPAHE HA MAKPONTMIHWTE aHTHOHOTHIN BKNIOYBAT 06paTuma 3aryba
Ha CIIyXa, TEXKO H3Pa3cHO raacHe, HOBpbilane H Anapud. B takupa coydan e He0OXOAHMMO Aa ce
BKIIOYAT CHMATOMATHIHO TOBTMABAIIY JICKAPCTBA, KAKTO H Ja ObJAT B3STH MCpPKY 33 HOXIBPKAHE HA
KHM3HEAMTE QYHKIHH PR HEOGX0AHMMOCT.

5.  ®APMAKOJOI'MYHM CBOMCTBA
5.1 <®PapmakolHHAMHYHU CBOCTBA

PapMakoTepancBTHYHA TPyTa: AHTHOAKTEPHATHH JICKaPCTBa 32 CHCTeMHa yrloTpeba. Makponunu.
ATC xon: JOIFA1D

Mexanuzvm na oeiicmsue;

A3UTPOMHLIMHE ¢ MAKPOTHICH AaHTHOHOTHK OT Ipynata Ha azanunute. Monekynara e nojiy4eHa upes
npubapine Ha A30TeH aTOM KbM JIAKTOHHMSA NIPBCTCH Ha erythromycin A. XHMHYEcKOTO HMe Ha
a3UTPOMEIKH 9-deoxy-Pa-aza-Fa-methyl-9a-homoerythromycin A. Monekynnara maca e 749,0.

Mexann3MbT Ha JeHCTBHE HA R3HTPOMHLMH ce 6a3Hpa Ha MOTHCKAHE CHHTE3aTa HA IPOTEHHH B
BaxTepuute, upes cBEp3Rate ¢ pubozomuara 508 cyGenuHuua 0 HEXHGHpaKe HA HENTHIHATA
TPAHCIOKaHA.

Mexarnuznu 30 eb3nuK8aHE HO DeFUCmenMHocm

Pe3ncTeHTHOCTTA KBM a3UTPOMMIMH MOMKE A4 € BpoAcHa M mpuao6uta. OCHOBHHTE MEXAHU3MH 32
BB3HHMKBAHE Ha PE3HCTEHTHOCT IpH BakTepyuTe ca TpH: NPOMSIHA B MACTOTO Ha JCHCTBHE; IPOMAHA B
TPAHCIOPTHHUTE MEXAHKUIMH Ha AaHTHOHOTHKE, MOGH(DHIHPAHE Ha AHTHOMOTHKE.

ITsnna XpeCTOCAHA PE3HCTCHTHOCT € YCTAHOBEHa P Streptococcus preumoniae, B-XeMOTHTHIRH
CTPETOKOKH OT Ipyna A, Enterococcus faecalis n Staphylococcus aureus, BRITIOUUTEITHO METULIHITNH
pesucTenTHUTS aMoge Ha S. aureus (MRSA) xpM eputpoMuuus, a3HTPOMHITHH, APYTH MaKpOIHIM H
NMHKO3aMHIH.

I panuyu
I'pasunm va MUK o EUCAST (EUCAST -Esponeifcku Komuret 3a Onpenensne Ha
AntuMukpobrata UyscrBarennoct) (Bepens 1.4, 2009)

Haroren BupoBo-cneuugayun rpanunn (S < /R >)!
YyYBCYBATE/HH PeincTenTHH

Staphylococcus <1 mgi > 2 mg/l

Streptococcus A, B, C, G <0,25 mg/1 > 0,5 mg/l
Streptococcus preumoniae < 0,25 mg/l > 0,5 mg/l
Haemophilus influenzae’ <0,12 mg/l >4 mg/l

Moraxella catarrhalis < 0,5 mg/l > 0,5 mg/l
Neisseria gonorrhoeae < 0,25 mg/l > 0,5 mg/l

'EpHTPOMEIIH MOXE A2 CE M3NOM3Ba 33 ONPEAEHSHE Ra YyBCTBUTEHHOCTTA HA HOCOYCHHTE

MHKPOOPTaHH3ME KBbM APYTHTE MAKPOIMAHN (23U TPOMULIMH, KNAPHTPOMHLIH H POKCHTPOMHIME).
MaxkponumuTe NPUI0KEHY HHTPABCHO3HO Ca AKTHBHY cpewmy Legionella pneumophila (ep
MHK:< | mg/l 3a s3onupany auen Bunoee). MakponuauTe ca OHIM M3NON3BAHH 34 Jied
urdexuyn, npraHHeHn 0T Campylobacter jejuni (epurpomuuaa MUK < 4mg/l 3a u3
BU0BE). ASHTPOMHIMH € O H3No/138aH 32 JedeHue Ha MHGEKUMY, IpHYNHEHH OT S,
mg/l 32 m3onupann ausH Bunose) u Shigella spp.




*B3anmMobprikara Mexiy MUK na maxponupute no otHomenue Ha /. influenzae v KMIMHUAHHA
oTroBop € cnaba, CremoBaTeNHO, MPAHRUHTE HA MAKPOMHANTE B nogobHuTe auTubHoTHIM ca
(hHuKcHpanH IpH orpenenane Ha nusua tan H. influenzae kato cpemeH.

Yyecmeumennocm

YecroTaTa Ha NpHAGGHTATA PE3HCTEHTHOCT MOJXKE [a BapHpa B 3aBUCHMOCT OT reorpafckoTo
TIOJIOXKEHHE W ¢ BPEMETO 32 OTpE/ie/ICHH BHIOBe. 10 Ta3H MpHIHHA € NPenopLYHTEIIHO HAIMIHE Ha
HEdOopManud, OTHOCHO PE3HCTEHTHOCTTA B KOHKPETHATA CTpaHa, 0cO0EHO NPH eUeHHe Ha TCKKH
unpexuny. Heo0xoonMo € eKCuepTHO MHEHHE, B CHyHail 4¢ 0coDeHOCTHTE HA PE3UCTEHTHOCTTA
HOJJIATAT 0] BBNIPOC €PEKTHBHOCTTA OT NPHIATAHETO HA A3UTPOMHIME.

Tabnuma: AHTHOAKTEpHANEH CIIEKTHP Ha a3HTPOMULME

qYBcTBHTEJlHl{ MHKpPOOPranuimMHu

Aepobun I'pam-no/loxknTeJTHI MEKPOOPTaHH3IMH

Staphylococeus aureus
MeTHInINHE - MyBCTBATEHT

Streptococcus pneumoniae
TTeHunuMMH - 9yBCTBHTENHE

Streptococcus pyogenes

Aepobun ['paM-oTpHIATETHN MBKPOOPTaHH3MH

Haemophilus influenzae
Haemophilus parainfluenzae

Legionella pneumophila

Moraxella catarrhalis

Pasteurella multocida

AHaepotHu MEKPOOPTaHN3IMH

Clostridium perfringens

Fusobacterium spp.

Prevotella spp.

Porphyromonas spp.

Apyria MHKPOOPranH3IMH

Chlamydia trachomatis

Bunose, npd KorTo npobaem mozke na Gbae npuaoGuTaTa pe3UCTEHTHOCT

Aepolni I'pam-noa0XXuTeITHH MAKPOOPraHAIMH

Streptococecus pneumoniae
Terunuang ~ CPeRHO YYBCTBUTEITHY
Nenmmnus — pesHCTEeHTHN

MHuxpoopraun3su ¢ BpoJeHa Pe3HCTEHTHOCT

Aepo6un I'paM-H010XMTEJTHE MUKPOOPTAHH3MH

Enterococcus faecalis

Cradunoxoxn MRSA, MRSE*

AnaepolHi MHKPOOPranu3IMH

I'pynara Bacteroides fragilis

* MeTHRHIHH-PE3UCTEHTHHTE CTA(HIOKOKH CE OTITHYABAT C MHOTO WMPOKO PastpocTpan
TPUAOOHTA Pe3HCTERTHOCT KBbM Makponiau. IlocTaBeHu ca B Tasu rpyna, Thil XaTo Pl
YYBCTBHTENHOCT KbM 23HTPOMMLNH.

Crnen cuenxaTta Ha NPOYYBAHHATA, POBEICHH TPH Aela, yIoTpedara Ha azuTPOMHLIA
NPETIOPRYBA 3a JIEYCHHE HA MAJIapUA, HATO KAaTO MOROTEPANMS, HATO B KOMOMHALAA C
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OCHOBATa Ha XTIOPOKBHH HIH 2DPTEMH3INHAH, Thil KATO HE € YCTAHOBEHO, 9¢ € HE N0-MaNKo edeKTHreH
OT aHTHMaJapHITHHTE JIEKAPCTBA, OPSIOPHIAHHM [IPH IeIe e Ha HEYCIOKHEHA Manapys.

52 @apMakoKHHETHYHN CBOCTBa

Abcopbyun
BuoHanuyHOCTTa HA A3UTPOMUIME Clie/] DEPOPATHO IPUICKEHHE € npHbau3uTenHO 37%, 2
MaKCHMA/THa I1a3MeHa KOHOESHTPalMs ce JOCTHra 2-3 uaca el IpUCMake Ha ICKapCTROTO.

Pasmpeodenenue

Cnen nepopanno NpuIokKeHUe a3UTPOMUIIIH CE PA3Npeaest HPOKO B OpraHH3IMa.
PapmakoKMHCTHYHATE OPOYUBAHHMA JOKAIBAT, Y€ KOHLUEHTPALMATA HA A3WTPOMHLIVH, H3IMEPEHa B
TBKAHHTE, € 3HAUHTENHO N0-BYcoka (10 50 ukTH) OT MaMepeHara B InasMara. ToBa mokassa, 4e
a3UTPOMHIIYH B rOIMA CTEIICH CE CBBP3BA ¢ TEKEHHTE.

CBBP3RaHETO CBC CEPYMRHUTE NPOTCHAH BAPHPA B CHOTBETCTBHE C MITA3MEHATA KOHUCHTPALHSA B
nurepran ot 12% npw 0,5 ug/ml no 52% npu 0,05 pg/mt cepym. Cpenunar obem Ha pasnpeneneHue
npw steady state Busa {VV ss} nocrura 31,1 Vkg.

Enumunupane:

KpaiiHpaT nnasMen eTHMEHALMOREH NOIYKHBOT 0TPa3sBa B FOJIAMA CTENEH €THMHHAIHONHAR TIOJTY
MMBOT OT TBKAHKUTE, KOWUTO € 0T 2 10 4 IRH.

Npubnusutenno 12% OT HATPABEHO3HO NPHETATA 1033 A3HTPOMHIIMHE CE EKCKPETHPA HEMPOMEHEHA B
YPHHATa B IPOABIDKEHUE Ha CTICARAIGUTE TPH AHU. B AcHCTBHTEAHOCT BUCOKH KOBLEHTPALUH OT
HEMPOMCHEH a3HTPOMHIHH C2 OTKPHTH B YOBCIIKATA XIIbUKA,

B Jx1BpYKaTa cE OTKPHBAT OIE JAecer MerabonuTa, KOMTO ca o6pasyBany upe3 N- n O-JeMeTHIHpaHe,
XMAPOKCHIMPAHE HA J€303aMHHH H aITTHKOHOBH IIPECTEHY, ¥ dpe3 pasnaiaie Ha KIaIWHOIHA
cpeauHenysa. CpaBHEHHETO HA Pe3YATATHTE, TTOMYHIEHH OT TEUHO XpoMaTarpadck i
MHKPODOHONOTHYEH aHATW3 OKA3R4, Y€ MeTaOOMHTHTE HA A3UTPOMALMH HE C4 MUKPOOHONOTMYHO
aKTHBHH.

[Ipy w3nuTBAaHKA HA XHUBOTHN Ca HAMEPEHH BHCOKH KOHLEHTPAUMH a3UTPOMHIMH BBE GarouuTiTe.
VYeraHoBeHO €, e 10 BpEME Ha aKTHBHA (DATOIMTO3a ce 0CRODOKIABAT NO-BUCOKY KOHLCHTPALME
A3WTPOMHIIMH B CpaBHeHHe ¢ KOMN4ECTBOTO 0CBOOONSHO OT HeakTHEHHTE $arounTy. CHeNoBaTe/THO
TIPH H3NUTBAHAA HA XKHBOTHH H3MEPEHHTE KOHIEHTPAIMY a3UTPOMMIIVH B HH$eKTUpanaTa TEKAH ca
BHCOKH, B CPABHEHHE ¢ HeMH(peKTHpaHaTa.

5.3 IlpeaxIMHAYHE JaHAH 3a fe30mMaACHOCT

[py u3nuTBAHHA HA KABOTHH ¢ JO3RPOBKa 40 ITbTH NO-BUCOKA OT KNIHHWYHATA TEPANCBTHYHA JO34,
ASUTPOMMIIMH NPHIKHARA 00paTHMa QochONHITHI03a, HO KaTo IIPABIIO He c¢ HalnrNaBaT
TOKCHKONOTHYHH HOCIEACTBHA, CBBP3aHH ¢ ToBa. He e ycTaHOBCHO a3uTpOMMIME [ia NIPUYKHIBA
TOKCHYHM PEaKLHK NPH MALNMEHTH, NPUEMall| TPSIIOPHYUTETHHTE TO03H.

Kapyunozenen nomenyuan

HABITOCPOYHM H3NHTBAHAA MIPK XKUBOTHY 33 OLICHKa HA KAPHMHOT eHHMA TOTCHINAN He Ca
[POBEAKIAHH, TEH KaTo JEKapCTBOTO € NPEAHA3HAYCHO CaMO 33 KPaTKOCPOYHO JIeUCHHE i HAMA
MHIMKAMY 33 KapIMHOT€HHA aKTHBHOCT.

Mymazenen nomenyuan
ABHTPOMHLMH He [I0Ka3Ba MOTCHIMA 33 TEHHH M XPOMO30MHM MYTaLHH TIpH in vitro ¥ in vivo
H3CHENBAHMA.

Penpodyxmusna moxcuunocm
EMOpnoTOKCHYHOCTTA € H3CNeIBaHa BRPXY KUBOTHH. [IpH MHIIKY ¥ TBX0Be HE CE Ha
Tepararesied edekT. [Ipn mrpxoBe, NOMyYasamy a3suTpoMuLvH B 1o3d ot 100 v 200 m:
TETI0 AHEBHO, BOIY JI0 JEKO M30CTABAHE HA OCHOUKAUHATA Ka ILUTOJA M 10 HADACTBaHE |HE
TerNNo Ha Maikata. [lpi nepHHATANHY ¥ IOCTHATANIHK M3CNCABAHIL HA TUTHXOBE Ce Ha
3a0apaHe Ha pasBUTHETO, BCIICACTRHE HA JICUEHHE ¢ a3UTPOMUIUH B 1031 50 mg/kg an
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6. DAPMAIEBTHYHU JAHHHU

6.1 Cpucbk Ha NOMOINHATE BELIECTBA
IIpesxenatHHM3MPaHO LAPEBUYHO HADIECTE
HATPHCBA KPOCKapMeEno3a

Kanuuer xuaporerpochar

MAarHE3ueR cTeapat

HaTpREB naypHacyndar

xXurpomenosa 2910/5

THT@HOB JHOKCHZ

makporon 6000

TajK

CHMeTHKOH eMmyncun SE 4

nonucopbar 80

6.2 HecnBmMecTEMOCTR

Heuapumoxumo

6.3 Cpox na rogmocr

3 ronuuu

6.4 CpoenuajsnH ycI0BHS HA ChXPAHEHHE
Ha ce cexpanrasa nog 25°C. J]a ce ¢bxpaHsABa B OPUTHHAIHA BETPENIHA OIIAKOBKA.
6.5 Bua u chabp:KaAHAE HA OIIAKOBKATA

PVC/Al bnuctep, THCTOBKA 32 NAlHEHTA, KAPTOHEHA KYTHS.

KonudecTtsa B €12 ONaKORKA:
Asurpokce 500: 3 u 6 punMupany TabneTKH.

6.6 Chennans NpeanasHy MepKH NPH HIXBB/IRHE 1 paboTa

Hama cenvammy H3HCKBAHMA,

7. HPHTEXKATEJ HA PAJPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s.,

U kabelovny 130
162 37 Prague 10,
Yemxka penydnvka

8. HOMEP (A) HA PASPEHIEHHUETO 3A YIIOTPEBA
Per. Ne 20040404
9, JATA HA INbPBO PAIPEINABAHETIOTHOBABAHE HA PA3ZPEHIE !

YIHOTPEBA
12




19.08.2004 / 18.12.2009

10. JATA HA AKTYAJIM3NPAHE HA TEKCTA
23.03.2022 1.

13




