KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. HME HA JEKAPCTBEHHUS ITPOAYKT

ASUTPOMHUITMH XUMAKC ®APMA 100 mg/5 ml npax 3a nepopanHa CyCneH3Hs
AZITHROMYCIN CHEMAX PHARMA 100 mg/5 ml powder for oral suspension

2. KAYECTBEH H KOMTUYECTBEH CbCTAB

AKTHBHO BEIIIECTBO B 5 Ml nepopajHa CyCIEH3ua: a3HTPOMHIMH AUXUADAT (azithromycin dihydrate), €KB.

Ha 100 mg asuTpOMHLHH. — - -
 A3MBARNTENHA ATEHLWR 110 NEKAPCTBATA
[IoMOILHO BellleCTBO C H3BECTHO NEHCTRHE: 3aXapo3a. (pamwa XapaKmePUGMIUNE Ha npogyKIma - ITPUACNEHES r

20190097

34 MBJHUS CAMCHK HA MOMOLHUTE BEIIECTBA, BHXKTE T. 6.1. | KbM BB, N8 cres Drrevenessereemasssuarasostonasssenten 0
| PaspelueHus Ne £

3. JIEKAPCTBEHA ®OPMA | 5 -0 M8
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[Ipax 3a nepopanya CYyCNCH3UA.
BrHieH BUI: npaxoobpasya cMec ¢ G5t 10 IOYTH OsT LBAT, KOSTO C& CMECBA € BOJA N0 TIOTy4aBaHe Ha
XOMOT€HHa 6s1a A [IOUTH O5na CyclieH3Hs ¢ Ar0A0B apoMaT H €K MUpHC Ha OaHaH.

4. KJIAHHUYHHA JAHHHA

4.1. TepaneBTHYHM NOKAZAHUA

ITpoayKTHT ce NpUAara pH HHQEKIHH, 3a KOUTO € JOKa3aHO HIIH CE MOA03HPa, Ye Ca Npeiu3Bikatiy OT
eIHH WJIH TIOBEYE, YYBCTBUTE/IHH KbM JACHCTBHETO Ha a3UTPOMHIIME MHKPOOPTaHH3MH (BK.TOUKZ 3.1).

ASUTPOMMIIMH XHMAKC ®APMA e nokasaH 3a jieueHie Ha HHQEKIHH ChC CICAHATa
NOKaTH3aLHA:

* ['OpHHM AMXATe/IHHM IBTHLUA — KATO ANTEPHATHBA HA [IEHUI{HINHOBATA TEPANHus NpH OCTPU TOHSHIIO-
(papHHIUTH, CHHYUTH H OTHTH HA CPeIHOTO YXO,

J IonHu qUXATENHHA IMhTHLA — GakTepuanes OPOHXUT U NHEBMOHUA npHAOGHTA B OOLLECTBOTO;

. Koxa 1 MEKN THKaHH — €PH3NTIEN, UIMIIETHIO ¥ BTOPUYHA TNOIEPMAS, CPUTEMA XPOHHKA MUTPAHC.

TpsaGBa Aa ce B3eMar Npensya O(pHUHANHHTE PEKOBOJCTBA 3a NMPpABH/IHATA ynotpeba Ha
aHTUOaKTepHaNHHUTE IEKAPCTBA.

42. o3HpoBKA H HAYHH HA NPHJIOKECHHE

EOBHEOBKR

Hama JauHM 32 TPUNOKEHHETO HA A3UTPOMHUIIMH NPH Jela MoJ 6- MecevHa Bb3pacT.

Hngbexyuu na 20pHu 4 OOAHY OUXAMERHY NOMULQ, KOJICAMA U MEKUME MoKaKu (¢
cmaouii na Jlaiimcka 6oaecm)
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TIpenopsusana fo3a 10 mg/kg eXHOKPaTHO AHEBHO B TPOABIDKCHHUE Ha 3 AHH CHIIACHO clleAHaTa
TabNIHIA.

TenecHo Terlno AUTPOMMIIMH XUMAKC ®PAPMA
100 mg/5 ml npax 3a nepopa/jHa CyCHeH3Hs

Skeg 2,5 ml (50 mg)
6 kg 3 ml (60 mg)

7kg 3,5ml (70 mg)
8 kg 4 ml (80 mg)

9 kg 4,5 m| (90 mg)
10-14 kg 5 ml (100 mg)

Ipu deya ¢ mezno do 15 kg (nod 3 200uny): Nosata tps6Ba [a Ce ONpeaeny Bb3MOKHO HAH-TOUHO, KaTo

ce M3N0J3Ba NIPHIIOKEHATA B ONaKOBKATa CIPHHIOBKA 34 TIEPOPAIHO J03MPAHE OT 5 ml. CnpuHL0BKaTA €
rpagyupana Ha geneHus oT 0,5 ml, Koero ocurypsaBa 10 mg a3UTPOMHLIUH Ha BCAKO ACTCHUC.

3a deya ¢ mezno nogeve om 15 kg: Tpunara ce AZITHROMYCIN CHEMAX PHARMA 200 mg/5 ml npax
3a MepopaHa CyCIeH3Hs, KaTo C¢ HMa MPEABHA, He 5 ml = 200 mg a3suTPOMHUHH.

[leya ¢ meano Had 45 kg: Jlo3aTa € KakTo NPH Bh3PACTHH NANHCHTH.

A3MTPOMHIIMH € ¢(peKTHBCH NPH JICYEHHE Ha CTPETITOKOKOB (DapHHTHUT IPH J€Na, NPHAOKEH B
eHOKpaTHa JHeBHa 7033 10 — 20 mg/kg B NPONBIDKEHHE Ha 3 nun. KInHHYHATE JaHHK covat no-ao0pa
edEXTHBHOCT Ha TO-BHCOKATA JO3HPOBKA, HO CPEACTBO Ha u360p NpH PapUHTHT, NPHUKUHEH OT
CTPENTOKOKH H PEBMaTHYHA TPECKA B CIEACTBHE OT HH(CKUHATA & TICHUIIHH.

[THEBMOHHH
[penopbusana ao3a - 10 mg/kg eAHOKPATHO AHEBHO B MbPBHA ATH U 110 5 mg/kg eAHOKPATHO AHEBHO OT
BTOPM 210 NETH JIEH.

EpureMa MUIPaHE
TIpenopruBana aosa - 20 mg/kg, €AHOKPAaTHO AHEBHO Ha MBPBHUA ACH U MO 10 mg/Kg enHOKPATHO AHCBHO

OT BTOPH A0 TIETH JCH.
Obuia xypcosa ao3za - 60 mg/kg.

Bvbpeuna HedocmambiHOCm

He e HeobxoauMa KOPEKLIMA Ha J03aTa IPH NAUMEHTH C JIEKH 10 YMEPEHH HapylIeHH: Ha OrOpeuHata
hyHKIHA (KPEATHHHHOB KIHPBHC > 40 ml/min).

[IOBHINEHO BHHMAHKE € HEOGXOAHMO NPH NAUMEHTH ChC CTONHOCTH HA KPEaTHHHEOBHA KIMPBHC <
40 ml/min (Bxk. Touka 4.4 CnelHalHy NpeAynpexACHUs U NpeanasHi MCDKH NpY yrorpeda).

Heprodpobra HedocmamuvuHocm

TlopanH TOBA, Ye a3HTPOMHUIINH C& META00IHM3INPA B HUEPHH apob 1 ce EKCKPETHpa YPe3 JKIBUKATA, HE
TpsA0Ba Ja ce npuara npyu NalkeHTH ¢ TeXKa gepHoApoGHA HEAOCTaTLUHOCT. He ca MpoBeXKAaHH
H3CJIEABaHKA, CBBLP3aHH ¢ MPHIaraHe Ha asUTPOMHUKH NpH Ta3k rpyna NauncHTH.

HauuH Ha npunoxeHye
A3ZUTPOMHULIMH XHUMAKC ®APMA npax 3a nepopajiiHa CyCleH3ns Ce npunara kato ¢1HOkpatra

nHesHa no3a. TouHATA 1033 ce M3MepBa ¢ MOMOIITa Ha CTIPHHIIOBKATA 34 EPOPATHO A03MPaHe,
IPUIICIKEHA KBM ONAKOBKaTA.

Moxxe a ce mpHeMa ChC HIIH Oe3 XpaHa.




Ipuzomesine Ha Cycnen3uAma: KbM ChABPXKAHHETO Ha OyTH/IKaTa Ce npubaear 12 ml Boza, cnea KOeTo
OyTHIKATa ce pa3iialla eHEPru4YHO A0 Noay4aBaHe Ha €HOPOJHA CYCNICH3NS (20 ml). Ilpenu Bcaka
ynotrpela Oyruskara ce paskiama. |

4.3. IIporTHBonoxkazanns

A3UTPOMULIMH XUMAKC ®APMA e npOTHBOMNOKa3aH IIPH CBPbXYyBCTBUTENHOCT KbM
A3HTPOMHLIMH, EPRTPOMHUIIH HIA APYr aHTHOMOTHK OT rpynara Ha MakpONMAMTE, UIIH KbM HAKOE OT
IOMOLIHHATE BEIllECTBA Ha JIEKAPCTBEHHUS MPOAYKT, H36poenw B T.6.1.

[TopaaM CHIIECTBYBALlA TEOPETHYHA Bb3MOKHOCT OT PasBHTHE Ha €PrOTHIBM, HE TpsabBa Ja ce npunara
eJHOBPEMEHHO C JIEKAPCTBa, ChABPIKAIH eprOTAMHHOBH POM3BOJHH (BX. TOYKA 4.4).

4.4, Cnenmannu npeaynpexieHus H NPEANAIHA MEPKH NIPH ynoTpeda

AJlepri4HH PeakIuy

KaKkTo IpH epUTPOMHLIMH H JPYTH MaKpOIyH, c¢ ChobLuasa 3a peAKH CCpPHO3HH aICPriYHN peaklnH,
BKJTIOYHTENHO AHTMOHEBPOTHYEH e1eM H aHadunakcHs (paaKo ¢ JieTaneH u3xXox), HEpMaToNOra4HH
peakIiHy, BKIIOYHTENHO OCTPa NeHepalu3HpaHa CK3aHTEMATO3Ha NYCTYJ1032 (AGEP), cvHApOM Ha
CrusbHe-xoHChH (SIS), TokcHuHa emaepManta Hekponnsa (TEN) (panko ¢ neTaieH H3X0n) H
JleKapcTBEHA PeakLs ¢ e03HHOOH NS U cucTeMHH cuMnToMH (DRESS) cien npreM Ha a3HTpPOMHLHH.

AKO BL3HUKHE aNEPrHUHA peakniusg, IeKapcTBOTO TpAOBa Na ObAe CNpAHO ¥ 1a Ce 3aNI0YHE OAXOAALIA
Tepanus. Jlekapute TpaGBa Aa 3HAAT, Y€ € Bb3MOXKHA NOBTOPHA [TOABA Ha aNCPruHATE CHMIITOMH IPH
CNHPAHE HA CHMIMTOMATHYHATA Tepanus.

YepHoApoOHH HAPYIICHHS
BHUMAHHE M OTpaHHuaBaHe Ha JIEYEHHETO ¢ A3HTPOMHILMH € HeO0OX0UMO TIPH yepHOAPOOHH 3a00/BaRNA

¢ H3pA3EHO HAPYIICHKHE HA YePHOAPOORUTE PYHKUHH H X0/1eCTa3d, ThA KaTo eNMMHHHPAHETO Ha
AZUTPOMHIIKMH C€ OCBHIIECTBABA OCHOBHO Ype3 YepHHA apob.

Tbil KATO OCHOBHHAT WbT 33 CTMMHHHPaHe Ha A3HTPOMUIIMH € Npe3 uepHusd Apob, ynorpedata Ha
a3UTPOMMLME TpsOBa na 6bhae npeanasnKea MpH MALMEHTH CBC 3HAYUMO YEPHOAPOOHO 3abonspaue, I1pu
NPUIIOKEHHETO Ha A3HTPOMHLHH ca OHIIM NOKNAABaHH CiyyaH Ha QyITMUHAHTEH XEMATHT, NOTCHIHANHO
BOZELL A0 )KHUBOTO-34CTPALIABAINA YepHOAPOOHA HENOCTATBUHOCT (BXK. TOYKE 4.8). HakoH 0T nanueHTTe
C2 UMAJIH TIpELeCTBALIO YepHOLPOOHO 3a00NABaHE WIH MOXE /1a ¢a IPUEMaH APYTH XCIIaTOTOKCHIHH
NEeKapCTBEHH NPOAYKTH.

TIpu nosiBa Ha NPH3HAIM ¥ CHMIITOMH Ha 4epHOApoOHA QHC(YHKLMS, KaTo Obp30 PA3BUTHE Ha aCTCHHA,
NpUAPYEHa OT HKBATEHHI, ThMHa ypHHa, XeMOparnyHa /IHaTe3a HiK YepHoApobHa exlledanonarus,
He3a6aBHO TpAOBa Ja ce H3BBLPUIN H3CIEABAHE Ha YepHORpoOHUTE QYHKUHUH. [Ipn Nosisa HA JaHHH 33
yBpeaeHa uepHoApoOHa PYHKLUSA, NPUNOKEHHETO Ha a3HTPOMULIMH TPsADBa fa ObAE CNPAHO BeAHAra.

Eproramut

[lpu nauueHTy, NpUeMay eproTaMHHOBY TPOAYKTH, CPrOTU3MBT C& YCKOPABA NpH CAHOBPEMEHHOTO UM
[IPUIATaHEe C HAKOH MAKpONUAHH aHTHOKOTUIH. HaMa TaHHH 33 BB3MOXHO B3aHMOAECHCTBHE MEXAY
eproTAMMH H a3UTPOMHMIIMH. BEIIpeKH ToBa, MOPAAH TEOPETHYHATA BB3MOMKHOCT OT N0sBa HA €pPrOTHIBM,
He ¢¢ MpenopryBa SAHOBPEMECHHOTO NPHArane Ha asuTpPOMHUIIHH H CProTaMHH.

CynepHHpexuu
Kaxto ¥ np#H Apyrute aHTUOHOTHYHH NPOAYKTH, CE NPENopbHBa CACACHE 3a IPH3HALIM Ha
cynepHHPEKIMH, MPHYHHEHH OT HEUYBCTBUTEIHH MHKPOOPraHW3MH, BKIL. IEOMUKH HITH -
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eNEKTPOSMTHH PA3TBOPH, AMHMHOKHCENHMHHY M IPYTH Pa3TBOPH 32 NapeHTepallHO XPAHEHE,
aHTHOAKXTEpHAJIHH CPEACTBA ¢ BHCOKa akTHBHOCT cripsamo Clostridium difficile. CDAD T1pabsa aa ce nma
fIpeiBHA NPH BCHYKH NALMEHTH, IPH KOHTO ynoTpebara Ha aHTHOMOTHUM € ChNPOBOACHA ¢ AHUAPHAL.
Heobx0oauMo & BHHMATENHO METHIHHCKO NpochenaBade, Thi kKato CDAD moXe a ce nosABABa MOBEUE
OT JBa Mecela Clie] MPUIKEHHETO Ha AHTHOAKTEPHAIHHTE arcHTH.

bB10peuny HapyMieHH

[MpH DALMeHTH ¢ TeXKd GBOPeYHH HapylueHus (KpeaTHHHHOB KIHpbHC < 40 ml/min) cucteMHaTa
EKCTIO3HIIAS HA A3HTPOMHILMH CE IOBHINABa ¢ 0Kono 33%. HsMa KITHHHYHY AaHHH OTHOCHO 6€30MacHOTO
NIPHJIOKEHNE HA a3UTPOMHLIHH NPH MAllHEHTH C TekKa Op6peyHa HEAOCTaTEYHOCT, NOPAIR KOCTO
NPOAYKTBT TpsAOBa Na ce MPUJIATA B TE3H ClyyaH ¢ ocobeHo BHMMaHKe. He ¢ HeoOxomuMa KOPEKLHS Ha
7l03aTa IIPH CPEHA H Jieka CTeleH Ha Gb6pevHa HeOCTATHYHOCT (KPEATHHHHOB KIHPBHC > 40 ml/min).

YapJkeHa chpleyHa penosagph3anug U QT-HHTepBan

[1py nevenHe ¢ aHTHOHOTHLM OT IpynaTa Ha MaKpOJIHAHTE ca HAbMoJaBaH yAb/DKABAHE HA ChpAEYHATA
penoyapu3aiya H Ha QT-HHTepBala, KOETO 0T CBOA CTpaHa NOBHUILABA PUCKA OT PA3BUTHE HA CbpAciHa
APUTMHS i PHTEMHH HapyIIEHHA OT THI Ltorsades de pointes”. [lonoGen edekr He Moxe 1a 6B1¢
HAMBJIHO W3KIIOUEH IPH JeUeHUE ¢ a3UTPOMUIIMH NP MAIHEHTH ¢ NOBUIISH PUCK OT YABIIKEHA CHPACUHR
penojapH3alnsd (BXK. T. 4.8 Hexenanu nekapcTBeHH peakliMH), NOPaiH KOETO KOraTo Ce IeKyBaT
HNALUEeHTH :

- ¢ BPOAEHO WJIM AMArsOCTHLIMPaHo yabiikaBaue Ha QT-WHTepBana;

- MONy4YaBailld CbIBTCTBALLO IEYEHHE C APYTH aKTHBHH BELLIECTBA, 33 KOUTO € H3BECTHO, Y€
yabkasar QT-MHTEpBana, KaTO aHTHAPMTMHALK OT kaacoee [a v 111, uuzanpui 1 TepdeHanuy;

- C eeKTPOJHTHH HApyLIeHHs, OCOOEHO B CJIyYaH HA XUIIOKATTHEMHS H XHITOMArHE3HEMHA,

- ¢ KJIMHHYHO 3Ha4YuMa Opagukapams, ChpAcUHa apUTMHSA WK TE€XKa ChbpACYHA HEAOCTATBHHOCT
e HeoOXOUMO TTOBHIIEHO BHUMAHHE.

Muacrenus rpaBuc
JToknaaBauu ¢a CNy4an Ha exzauepOalus Ha CHMIITOMUTE HA MHACTEHHA PABMC H HOBO Havallo Ha
CHHJIPOM HA MHACTEHHS NpH NALKEHTH HA JleYeHHe C a3UTPOMULIUH (BX. Touka 4.8)

CrpentokoxoBH HHpeKUMH

A3SHTPOMHIIMH OOHKHOBEHO € e(PeKTHBEH CIPAMO CTPENTOKOKHTE, KOHTO C€ M30NHMPAaT OT opodapHHKca,
HO HMAa HANKYHH JAHHY, KOUTO ZIa MOTBLPXKIAABAT S(PHKACHOCTTA HA A3HTPOMHLMH 32 NpeBEeHLUHS Ha
OCTPATA peBMAaTUYHA TPECKA.

Huaber
A3UTPOMULIHH XUMAKC ©®APMA npax 3a nepopaiHa CycneH3us Cbabpika 3axaposa, [lauueHTy ¢

PEKH HACNEACTBEHH NPpobneMH Ha HETIOHOCUMOCT KbM (hpyKTO3a, FIIOKO30-raNakTo3Ha Manabcopbuus
AJIH CYKpa3a-H30ManTa3zHa HeJIOCTATEHHOCT He TPA0Ba Aa npueMar ToBa AeKapCTBO.

B 1 6ytunka ASUTPOMUIIHH XHMAKC GAPMA 100 mg/S ml, 20 ml npax 3a nepopaiiex pasTBop ce
chabpxkar 14,484 g 3axaposa. Beexn 5 ml ot npuroTeeHara cycneHsus cbabpxa 3,621 g 3axaposa.

4.5. BsaumoaelcTBHE ¢ IPYrH JeKAPCTBEHH NPOAYKTH B APYrd hopMH HA B3AHMOAEHCTBHAE

Antaanuan: ITo BpeMe Ha (hapMaKOKHHETHYHO MPOYYBaHE Ha €QEKTHTE HA SAHOBPEMEHHOTO NPHJIAraHe
HA a3MTPOMWLIMH ¥ aHTHALMAHH JIEKAPCTBEHN IPOAYKTH, He ca HabmoaaBaHH NPOMeHH B o0luara
OMOHANMYHOCT, MaKap Aia € YCTAHOBEHO HaMANICHHE Ha MAKCHMAJTHHTE NNIasMeHU KOHUEHTPAUHH € OKOJIO

N
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25%. A3HTpOMHILIHH Tps0Ba Ja ce mpHeMa Haii-Mainko 1 Jac MpeaM MK 2 Yaca ciel ne
IPUAOKEHUE HA AHTHAUHAHHU [TPOAYKTH.




Ierupusnn: Ipu 31pasy J0OPOBOINLH, NPUJATaHe 38 5 JHH HA a3UTPOMHLMH H 20 mg LUETHPH3UH NPH
steady-state He roka3pa (hapMaKOKHHETHYHO B3auMoaeicTBre U npoMeHu B QT-nHTEpBAanNa.

NMupano3ne: EqHOBpeMeHHOTO ApHIaraHe Ha a3sHTpoMuuuH B 103a 1 200 mg/nuesno u 400 mg/nHeBHO
[uAaHo3HMH Npu 6 XMB-NO3NTHBHE MALKMEHTH, HE € 0Ka3aJIo BIMAHUE BHPXY (PapMaKOKHHETHKATA Ha
OHJaHO3HH B cpaBHeHHE ¢ Tauedo.

Mnroxcun: Uma naHHY, Ye IPH HAKOH [MAUMEHTH € BE3MOXKHO MAKPOJIHHUTE aHTHOHOTHLM 1a HapyLIaT
MeTa00 M3Ma HA JUTOKCHH, B PE3YIITAT HA KOETO A Ce NOBUIIAT HETOBHTE [Ia3MEHH KOHLIEHTPalHH H
PHCKA OT IMTOKCHHOBA HHTOKCHKAUKS. [IpH eIHOBpeMEHHO MPHMIOKEHHE HA MAKPOIHAHH AaHTHOHOTHLH H
IUroKcHH TPAGBa Ja Bese B Cho0paskeHHe MOHHTOPHPAHE MJIa3MEHHTE HUBA Ha IMMOKCHH.

3unoByauH: EqHokpatau o3y oT 1 000 mg, kakto 1 1031 ot 1 200 mg unmn 600 mg a3HTPOMHLHH
NPHAOKEHH MHOTOKPATHO, HE NIOBIHSBA [11a3MEHHTE KOHUEHTPALKUHA U EKCKPELHATA C YPHHATA Ha
SHAOBYIHMH HITH HETOBUAT MIOKYPOHHAEH MeTaOOMHT. OT Apyra CTpaHa, EfHOBPEMEHHOTO MM
NPUI0KEHHE BOAH JO NIOBHILABAHE KOHUEHTPALMATA Ha hochOPHIHpaHs 3HA0BYIVH (KIHHHYHO
aKTHBEeH METABONHT) B MOHOHYKICADHHUTE KNETKH Ha neprudepHaTa Kpbs. KIHHAYHOTO 3HAUEHHUE Ha TO3H
(hakT e HesCHO, HO He Modke [a GbJle U3KIIIoUeHa eBEHTYalHa NOJI3a 34 MALHEHTA.

EproramuHOBH Npou3BogHu: Tlopagu chliecTBYBala TeOpETHYHA BH3IMOXKHOCT OT Pa3BUTHE Ha
eproTH3bM, A3HTPOMHLIHH HE TpAGBa Aa Obje NPHIAraH €AHOBPEMEHHO C NPOAYKTH, CbABPIKALIH
eproTaMyHHOBH NPOH3BOAHH (BX. T. 4.4).

A3HTPOMHLIHH HE B3aHMOZEHCTBA 3HAYHTEHO C YEPHOAPOGHATA HMTOXpOM Paso cicTema. He ce
PEANIONATa, Y€ € MoIoxKeH Ba GapMaKOKMHETHYHHTE TeKapCTBEHH B3aMMOAEHCTBHS, HabmoaapaH NpH
EPHTPOMHLMH H APYTHTE MAKPONHAH, [Ips a3HTPOMHIMH He ce HaboaaBa HHAYKLHS WIH HHAKTHBALKA
HA LIUTOXPOM Pyso mOCpeCcTBOM KOMILIEKCA LIHTOXPOM-METa00HT.

[Tposexzanu ca papMaKOKHHETHYHH NPOYYBAHUA BHPXY a3UTPOMHLKH H CIICIHUTE JIEKapCTBa, 33 KOUTO
ce 3Hae, 4¢ [PETHPIABAT 3HAUHTENEH LHTOXPOM Paso MEAHHUPaH METAOONIUIBM.

ATopeacraTHi: EHOBpeMeHHOTO TpreMane Ha atopactatud (10 mg nHesHO) M asuTpoMuuid (500 mg
AHEBHO) HE IPOMEHS MJIa3MEHATA KOHLIGHTPALMs Ha aTopBacTaTHH (onpeenexa Ha 0asara Ha
nHxHOHpaHero Ha HMG CoA-penykrasara).

Kap6amasenns: B KIHHHYHO U3NUTBAHE 32 ONPEAENIHE Ha B3aMMOACHCTBHA HA (PAPMAKOKHHETHYHO
HHBO MPH 3APaBH GOOPOBOJIUM He € HabmoaaBaH CUTHHPUKAHTEH €PEKT MO OTHOLIEHUE NOBIHABAHE
N1a3MEHUTE HHBA HA KapGaMa3eniH WKW HErOBUTE aKTUBHH METabOIHTH OT a3HTPOMMLIMH.

Mumernaun: [To Bpeme Ha GapMaKOKHHETHYHO NPOYYBAHE HA €(EKTHTE HA €HOKPATHA /(033
IMMEeTHAHH, TIpHeTa 2 yaca NpeaH a3HTPOMUIIKH, He € HabMnoaBala NpoMsHa BbB (PapMakOKHHETHKATa
Ha a3UTPOMHIIHH.

KyMapHHOBH aHTHKOATYJAHTH: B X013 Ha KIMHHYHO H3NHTBAHE NPH 3paBH 10OPOBOJILIH €
YCTAHOBEHO, 4€ A3UTPOMUIIHH He HAPYIaBa aHTHKOATYJJaHTHUA edeKT Ha eAHnYHa 1032 (15 mg)
Bapdapun. Mma obade crOOLICHHS 38 NOTEHIHPaHe ePEeKTa HA OPATHUTE AHTHKOATY/IaHTH OT KYMapUHOB
THN TIPH HOBPEMEHHO NPHIOKEHHE C 83HTPOMHLIMH, TOPAH KOETO B TE3H CNyYaH C€ IPEnoppyBa 4ecTo

MOHHTOpHpaHe Ha MpOTPOMOHHOBOTO BpeEME.
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InknocnopHk: B KIMHHYHO H3MUTBAHE CHC 3APaBU JOOPOBOJILH CAEA TPHAHEBHO MIPUIL
nepopanHa AHEBHA 103a a3UTPOMHLHH 500 mg, NocneABaHO OT MPHIIOKECHHE Ha LUHKII
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eAMHUYHA Nepopanna ao3a 10 mg/kg, € ycTaHOBeHO CHIHH(HMKAHTHO NOBHUIIABAHE CTOHHOCTHTE HA Cppax H
AUCqs 3a unkniocnioput (¢ 24% u 21% cvotBeTHO). CUTHHGHKAHTHH NPOMEHH B CTOHHOCTHTE Ha
AUC He ca ycTaHoBeHH. ToBa H3MCKBA BHHMATE/IHA IPELICHKA 38 PHCKA OT CAHOBPEMCHHO
npuoKeHHe Ha JIBeTe NeKapcTBa. B ciyvauTe, KOraTo ToBa Ce Hallara, ¢ HE0OXOAHMO NEPHOAHYHO
MOHHTOPHpPAHE HUBATA Ha LIMKJIOCIIOPHH H CHOTBETHO KOPHTHPaHE Ha A034Ta.

Edasupenn: He ca ycTaHOBEHH KITHHUYHO 3HAYMMH B3AHMOACHCTBHSA NPH €HOBPEMEHHO IIPHIIOKCHHE
Ha eIHOKpaTHa f03a oT 600 mg asurpomuunH H 400 mg nHeBHa A032 edaBHpPEHI B MPOABIKECHHE Ha 7
JHU,

®ayxonason: He e ycraHoBeHa MpoMsAHa Ha $apMaKOKMHETHKATA HA (JIyKOHA30J1, IPHET KaTo
eHOKpaTHa fn03a oT 800 mg eHOBPEMEHHO C a3UTPOMULIMH B €JHOKpaTHa 034 OT 1 200 mg. Obara
eKCIIO3ULIHSA ¥ BPEMETO HA MONYKHBOT Ha a3UTPOMRLMH OCTABAT HENPOMEHEHH MPH CAHOBPEMEHHOTO MY
npuioxkenne ¢ GaykoHason, Habmonasa ce, obaye, KIMHHYHO 3HAYMMO TOHHKABAHE HA Cmax (18%) Ha
a3UTPOMHLIHH.

Huaanasnp: EQHOBpeMEHHO NPHIOKEHHE Ha eHOKpaTHA fo3a OT 1 200 mg a3suTPOMMULKMH HE OKka3Ba
CTATHCTHYECKY 3Ha4uM edbeKT BbpXy hapMakOKMHETHKATA Ha UHIHHABHD, NpuoxkeH B fo03a 800 mg Tpu
OBTH AHEBHO 3a 5 JHH.

MeTHANRPEANA30/0H; B KIHHUYHH TPOYYBAHHA € YCTAHOBEHO, Y€ a3HTPOMHIMH HE OKa3Ba KIMHHYHO
3HaYHM edeKT BppXy dhapMaKOKHHETHKATa HA METHINPEIHH30IOH.

Mupaasonam: [Ipu 3npasy A06poBoNLHE, €AHOBPEMEHHOTO NPUIOKeHHE Ha 500 mg/AHEBHO a3HTPOMULIHH
3a 3 THU HE e 0Ka3a/i0 3HAYHMH KJIMHHYHH HPOMEHH BBpPXY (apMakoKHHeTHKaTa i (hapMakoguHAMHKaTa
HA MIAA30J1aM, IPHIIOKEH KATO SMHHUYHA 2032 OT 15 mg.

Heagunasup: B KIHHHYHO W3NMHTBAHE € YCTAHOBEHO, Y€ CHCTeMHATa GHOHANHYHOCT HA 23UTPOMHLIHH CE
MOBHILABA TIPH eAHOBPEMEHHO NpUoKeHHe ¢ Hendunasup. He ce Habnioaasat, obade, KITHHHYHO
3HAYHAMH HEXEaHW JeKAPCTBEHH PeaKLMH U KOPEKIMs B 103aTa HE C& HaJara..

Pugabyrun: [IpH eJHOBPEMEHHO NPUNIOKEHHE HA A3UTPOMHLIMH H pu¢abyTHH HE CE€ NOBIUABAT
Mia3MeHATe KOHUEHTPally Ha ABeTe JekapcTBa. FiMa crobieHHA 3a pa3BUTHE Ha HEYTPONICHHA IIpH
NMLa, TPHEMAaLlll eAHOBPEMEHHO a3UTPOMHUUMH ¥ pudabyTHH (BXK. T. 4.8. Hexenann nekapcTBEHH
peaKLiHK), HO T4 NO-CKOPO CE CBBP3Ba C MpHEMA Ha pudalbyTHH, a HE HA JCKAPCTBCHATA KOMOHHAaIH 4.

Cunaenadn: Tipy 31paByu Jo6poBOILY MBXKE, HE € Hab1I0AaBAHO NOBNHABAHE HA CTOMHOCTUTE Ha AUC
1 Cpuax HA CHILIEHA(HIT IITH HETOBHS TTIaBeH METabOMINT NpH NMPUEM HAa a3HTPOMHULIKH B 1032 500 mg
JTHEBHO 33 3 OHH.

Tepdenagun: Hava yGeAUTEAHN JaHHH, IOTYYCHN B XO/a HA KITHHHYHA H3MHTBAHMA, 3a ICKApCTBCHH
B3aHMOIEHCTRIA MEXY A3HTPOMHULUHH W TepderanuH. [IpenoprurTento e obaue, NOI0OHO HA APYTHTE
MAKPONHIH, A3HTPOMHLIMH [a ce MpHiara eAHOBPEMEHHO ¢ Tep(eHAIMH C IOBHLICHO BHHMAHKE.

Teoduann: HaMa nasHy 32 KIMHUYHO 3HaYMMO B3aMMOJEHCTBUE NPH €AHOBPEMEHHO MPHIIOKEHHE Ha
TEOQHIIHH ¥ a3HTPOMHLHH.

Tpuasonam: ENHOBPeMEHHOTO TIPHIOKEHHE HA A3HTPOMHUIIMH B o032 500 mg Ha mTbpBHA ACH H 250 mg
Ha BTOPHS JeH Che 125 mg TpHA30AaM Ha BTOPHS ACH NMPH 3ApaBH A00POBOIILIH, HE € MIOKA3aN0 3Ha9NM

ehEKT BBPXY HAKOA OT PapMaKOKHHETHUHHTE POMEHNHBH 38 TPHA30IaM, B CPABHEHHE C .
nianedo. y “




Tpumeronpum/cyidameTokcason: EAROBPEMEHHO MPUNIOKEHUC HA TPHMETONPUM/CYN(HAMETOKCA30]
DS (160 mg/800 mg) 3a 7 anu ¢ asuTpomdLHH 1 200 mg Ha feH 7 HAMA 3HAYHM etheKT BppXY NMHKOBHTE
KOHLIEHTpalHH, o0liaTa eKCIO3KIHA HIIH EKCKPEIHsTa ¢ YPHHATA KAKTO Ha TPHMETOTIpHM, Taka | Ha
cyndamerokcason. CepyMHHTE KOHIEHTPALHH Ha a3HTPOMHIHH Ca NI0JI00HH Ha TE3H, HabJI0aBaHH TIpH
OCTaHaNHuTe NpOoYyYBaHK.

4.6, @epTHAUTET, 6PEMEHHOCT H KbPMEHe

bpeMeHHOCT

HacnenBaHus BbPXY PEMPOAYKUMATA TPH XHMBOTHH €& IIPaBeHH ¢ RO3H [0 CPCAHHTE TOKCHYHH I030BH
kOHUEeHTpanuy. [TpH Te3M NpOyYBaHHs He Ca HAMCPCHH AAaHHM 33 YBPEKIAHE HA deTyca, ABJDKALIC C& Ha
a3HTPOMHLHH. [TOTEHUHATHHAT PUCK NpH OPEMEHHH XKeHH He € YCTaHOBEH, ThH K4TO JIUTICBAT
NOCTATHYHHA H 100pe KOHTPONUPAHM U3NKHTBAHUS [IPH Ta3H rpyna NalMeHTH. Tbil KaTo MpOyHBaHUATA
BBPXY MHBOTHH HE BHHATH ca TOKA3aTE/IHHU M0 OTHOLIECHHE Ha BB3MOKHUTE PE3yNTaTH NpH XOpa,
a3UTPOMHLMH He TpsAGBA Ja ce MpHiara no BpeMe Ha OpeMEHHOCT, ¢ H3K/TIOUEHHE Ha Cy1auTe Ha ACHA
HeOOXOAUMOCT.

KrpMmene
Hsma naHHH OTHOCHO €KCKPEelHATA Ha a3HTPOMHMLMH B KbpMaTa. Tbi KaTo MHOIO JIEKapcTBa ce

eKCKPETHpAT B KbPMAara, a3UTPOMHLMH TpsOBa 1a Ce npuJjiara o BpeMe Ha KbPMEHE, CaMo aKo JICKAPAT ¢
[IpELIEHUN, 4€ EBEHTYANHATA MQI3a OT NEYCHHETO MPSBRILABA MOTCHIMANHUA DHCK 32 KbPMAYETO.

4.7. EdexTn sbpxy cnocodHocTTa 3a wopupaHe n padora ¢ MAIIHHY
Hsma nannu 3a He6naronpuaTHH edekTh BEPXY ciocoGHOCTTa 3a WodupaHe H paboTa ¢ MAIlHHY.

4.8. HexenaHn JeKAPCTBEHH PEAKUHH

TaGnuuaTa no-IoJly OMUCBA HEXKEAHMTE JIEKapCTBEHH peakuny, Habmoaasaii no BpeMe Ha KTHHHIHHTE
NPOYYBaHHA ¥ MOCT-MAPKETHHIOBUS OIHT, IIOJPEAEHH NO CHCTEMO-0pPralHy KjlacoBe 1 4eCTOoTa.
HexenaHuTe peakildi oT NOCT-MapKETHHIOBHS OMHT Ca NPECTaBEHH B Kypcus. ecToTaTa € ONpeneiicha
ChIIaCHO YCTAHOBEHATA KOHBEHLIUAL:

MHoro yecti (>1/10)

yecty (>1/100 go <1/10)

"eyectd (> 1/1 000 no <1/100)

peaxu (> 1/10 000 go <1/1 000)

muoro peaku (<1/10 000)

C HEH3BECTHY YECTOTA (OT HANHUHUTE JAHHE HE MOXeE 1A Ob/ie HapaBeHa OUCHKA).

Cncremo-opranHH
HexeNaHH JEeKAPCTBEHH peakuHH YecroTa
KJaCcOBE
HAO3H, OPAJIHK Ka W, BATHHAJIHH
Kanaunoswu, op HAWZO3H, Heveetn
Hadexnuu 0 HHpeKHH
HH(pecTANHH C Hen3BeCTHA
b " Icesdomembpanozen xorum (BX. Touka 4.4)
YecToTa
JlepkoneHHs, HEYTPOIICHHS HeyecTu
Hapymenusl Ha KpbBTA
C Heu3BecTHa
n aMQHaTA CHCTEMA Tpomboyumone s, XeMORUMUYHQ AHEMU HECTOT A o
Hapyuwenus na AHIAOAEM, CBPbXYYBCTBHTETHOCT SMEer
MMYHHATA CHCTEMA Anagurarmuuna peaxyua (Bx. Touka 4.4)




YECTOTA
Hapyuienud Ha
merabonu3Ma H AHOpeKCHA YectH
XpaHeHEeTOo
HepeHocT HevectH
| Bw3byaa Penku
IIcuXHYHH HApYLIeHHS L 2
. C HeH3BeCcTHa
Aepecun, besnoxoiicmso
4ecToTa
3aMasHOCT, IaBoboNKe, napecresus, aucreysna | Hecrn
XHImoecTe3n, COMHOJIEHTHOCT, HHCOMHHS HeuectH

Hapyvuiesus na
HepBHATA CHCTEMA

Cunkon, KOHBYACUS, RCUXOMOMOPHA
XUNEPAKMUSHOCT, AHOCMUS], A2EY3Us, RAPOCMUS,

C HeusBecTHa

YeCTOTA
Muacmenun epasuc (BX. T04Ka 4.4)
HapyluenHs Ha OUHTE 3pUTENHH HAPYIICHHS YecTH
I'nyxora Yecru
HapyiueHHst Ha YXO0TO H
HapyieH clyX, THHHTYC HeuecTH
nadupuura
Bepturo Penxu
[Mannuraiiy HedecTH
Conpiaeunn Hapyuienuss | Torsades de pointes (BX. Touka 4.4), apummus C Hen3BeCcTHa
(BX. TOuKa 4.4) BKIL. 6eHMPUKYAAPHA MAXUKAPOUR_| YECTOTA
C HeHu3BeCcTHa
CpA0BH HApYLLIEHHA Xunomen3us
YeCTOTA
Hnapus, KopeMHa 00Jika, raieHe, METEOpH3bM MHoro 4yecTH
TToBpbitafe, AHCIENICHS HecTH
CTOMAIIIHO-YPEBHH PbIa==,
["acTpuT, KOHCTUNALHA Heuecrn
HapylleHns
C Heu3BecTHA
IIankpeamum, obesygemasane Ha e3uKd
4YECTOTa
XemnaTuT HeuectH
YBpexnaHe Ha HepHOApoOHaTa MYHKUHKSA Peaku
Xenato-6HIHAPHH ot PHOAP byHKU =
Yeproopobra nedocmamuvurocm (BX. TOUKA
HAPYLUCHHA " C Hex3BeCTHa
4.4)*, sanrauisauy xenamum, 4eprodpobna 4ECTOTA
HEKpO3a, XORECMAMU4HA HCHAMEeHUYa
O6puB, MPYPHTYC Yectn
Cungpom Ha CtupbHc-JoHCHH (SIS), peakums | Hewectu
Ha QOTOUYBCTBHTEIHOCT, YPTHKAPHS
Ocmpa ceHepanusupana ex3anmemMamosna Penxu
HapyleHas HA KOXKATA
nycmynoza (AGEP)
H NOAKO¥KHATA ThKAH
JlexapcTBEHa peakuns ¢ eo3uHOpHUNHA H MHoro peaKH

cucTeMHH cumnToMH (DRESS)

Toxcuuna enudepmanna nexkporusa (TEN),
epumema Mymupopme

C HeHsBecTHa
yecToTa

Hapywienust na
MYCKYJIHO-CKeJ/IeTHATA
CHCTEMA M
CHeAHHHTEJIHATA ThKAH

ApTpanrus

YecTH

Hapywenus na
OnOpenuTe #
NHKOYHHTE IbTHIA

Ocmpa 6vbOpeuna nedocmamvuHOCM,
uRMepCmuyUaneH Hegpum

C Heu3BeCTHA
9e€CTOTA-

A

O0mn napyumeHus H
e eKTH HA MSICTOTO HA

YMopa

.

boska B repANTE, OTOK, OTNARHAJIOCT, aCTCHHSA // 4

/
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NPHJIOKEHHAE

Hamanen 6poit tuMpoLHTH, NOBUILIEHHE HA
€O3HHO(HINTE, HaMalleHo HUBO Ha OukapboHaT B | YecTH

KpPBBTa

TloBuuleHH HUBA HA acnapTat
aMHHOTpaHchepasa, anaHuH
aMuHoTpanc(epasara, OunupyOuH, ypes B HevecTH
KpbBTa, MOBHULIEHHU HUBA HA KPEaTUHHH B KPHBTA,
abHOPMHM HHBA Ha KAIWK B KPBBTA

Hscnenanng

C Heu3BecTHA

Yownowwen QT-unmepegan (BX. TOuka 4.4) Y

*KOATO PAAKO BOAH A0 CMBPT

CrobuiaBane Ha MOAO3UPAHN HEXENAHHU PEaKIINK

CpofiaBaHeTo Ha MOAO3IUPAHH HEXENIAHH peakllHi ciel paspelllapaHe 3a ynoTpeda Ha JIeKapCTBEHHS
NPOAYKT € BaXXHO. TOBa NO3BONABA Aa NPONBIKH HAGNIOAEHHETO HA CHOTHOLUEHHETO NT0OJ3a/PHCK 32
NEKapCTEEHMA TPOAYKT. O1 METHUHHCKUTE CIISIIHANHCTH C€ M3HCKBA Ia CLOOIHABAT BCAKa NOAO3HpaHa
HeKeNaHa peakius ypes:

HantnuuTenHa areHLus Mo ekapcrpara

ya. ,,Jlamsad I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9, Ilpenos3npane

Hsma faHHEH 3a Tpeao3upanHe HA a3HTPOMHULIAH. Hexenanure peakuny, NoABH/IH CE CAEA NMPUEM HA JO3H,
3HAYHTENHO HAJABHILIABALIY NPENOPLYBAHUTE TEPATICBTHYHH J03H, ¢4 NOAOGHH Ha Te3d, HaOMOAABaHH
TPH NeuyeHune ¢ O0UUARHKTE TePANCBTHUHE A03Y. XAPaKTePHHUTE KIIMHNMHK CHMIITOMM TIPH Npefo3upaHe
¢ MaKpOnuAHH AaHTHOHOTHLIM BKIKOYBAT MpexoAHa 3aryba Ha clyxa, TeKKO H3pa3cHO raficHe, MOBPbIIAHE
H JHapud. B ciyyal Ha npegosHpaHe € HeoOXOOUMO Ja ce NMPHIIOKH MEIHIMHCKH BBIJIEH, 00LI0
CHMIITOMATHYHO JICUCHHE H NMpH HEOOXOAUMOCT ChOTBETHH MEPKH H JIEKapCTBEHH CPEACTBA 34
MOANBPXKAHE HA XXH3HEHHUTE ()YHKIMH,

5. @®APMAKOJOI'MYHH CBOUCTBA
5.1, <PapmaxkoAHHAMHYIHH CBOHCTBA

QapMaKoTeparleBTHYHA rpyna: AHTHUHGOEKIWO3HY CPEACTRA 38 CUCTEMHO IpUAOKenue, Makponuay;
ATC xon: JO1FAL0Q

Mexanuzom na oeticmeue
A3HTPOMULHH € MAKPONHIEH AHTHOMOTHK, NPUHAANEKAN| KbM MPYNATa HA azanuauTe. Mosekynara My e
Nojly4yeHa ypes Ro0aBsAHe HA a30TEH aTOM KbM JIAKTOHHHA NIPBCTEH HA EPHTPOMULIMH A, XHMHUYHOTO HME
Ha a3HTPOMHUHH € 9-neokcu-9a-a3a-9a-MeTn-9a-xoMoepuTpOMHLHH A, B 0CHOBAaTa Ha MeXaHHW3MA Ha

JASHCTBHE HA A3HTPOMHULIMH € NOTHCKAHETO HA CUHTE3a HAa NPOTEUHH B SaKkTepranHaTa KNeTka B pe3yNTar
Ha CBbp3BaHe ¢ pHOO30MHaTa 50S cybenuHna U HHXUOHpaHe HA NENTHAHATA TPAHCIOKALIMS, |

L
-

Mexanusmu na 6v3HUKEANE HA PESUCMERMHOCTN



Pe3ycTeHTHOCTTA CIPAMO a3HTPOMULIMH MOXe Aa Obaie BPOACHA HITH npupoduTa. OCHOBHHTE MEXaHU3MH
33 Ph3HHKBAHE HAa PE3UCTEHTHOCT MPH DakTepHHTE ca TPY: MPOMAHA B MACTOTO Ha AcHCTBHE, NPOMSIHA B

TPAHCIIOPTHHUTE MEXaHU3MH Ha AHTHOHOTHKA, Monuulpad
PE3UCTEHTHOCT € YCTAHOBEHA NpPH Streptococcus pneumonia,
Enterococcus faecalis v Staphylococcus aureus,

e Ha aHTUOuoTHKA, IIB/IHA KPBCTOCAHA
-XEMOJIMTHYHH CTPENTOKOKM OT Ipyna A,
BKJIIOUHMTETHO METHIMIIMH PE3UCTEHTHUTE H1aMOBE Ha S.

aureus (MRSA) KbM €PUTPOMHUMH, A3HTPOMHULIME H APYTH MaKpOIUIHH AHTHOMOTUIIM H JIMHKO3aMHAH.

I panuyu

"parnuy Ha MUK no EUCAST (Esponelicky KOMHTET 32 ONPEACTAHE HA AHTUMUKpOOHaTa

YyBCTBHTEJIHOCT):

['paHHUM HA YHYBCTBHTE/MHOCT (mg/l)
IlaTorex UyBCTBHTEIHH Pe3HCTEHTHH

Staphylococcus spp. <1 > 2
Streptococcus spp. (Group A, B, C, G) <0.25 > (.5
Streptococcus preumoniae <0.25 > 0.5
Haemophilus influenzae <0.12 >4
Moraxella catarrhalis <0.25 > 0.5
Neisseria gonorrhoeae <0.25 > (.3

Yyscmeumensocm

YectoTara Ha npuno0XTaTa pe3HCTEHTHOCT BapHpa B 3aBHCAMOCT OT reorpadckoTO MOJMMKEHHE H
BPEMETO 32 ONpPEAC/ICHH BHOBE, IOPAJIH TOBA, € HEOOXONHMa uHdopmauis 3a pe3HCTEHTHOCTTa B
CHLOTBETHATA 061acT, 0cOOEHO IIPH AevyeHHe Ha TeXKH HHbexnH. HeoOX0NHMO € eKCTICPTHO MHEHHE, B
ciyyai, ye 0COOEHOCTHTE Ha Pe3HCTEHTHOCTTA MOAJIAraT oA BeNpOC eeKTHBHOCTTA Ha TepannaTa ¢

a3UTPOMHLIMH.

Tabnuua: Axmubaxmepuanen CReXMbp KA ASUMpPOMUYUH

YyBCTBHTEIHN MEKPOOPTraHH3MH
Aepobun I'paM (+) MHKPOOpPraHH3MH
Staphylococcus aureus

Methycillin - 4yBCTBATENHH
Streptococcus pneumoniae

Penicillin - uyBcTRUTE THU
Streptococcus pyogenes (I'pyna A)

Aepobuu I'paMm (-) MEKPOOPraHHU3MH

Haemophilus influenzae

Haemophilus parainfluenzae

Legionella pneumophila
Moraxella catarrhalis
Pasteurella multocida

AHaepoOHH MHKPOOPraHK3MH
Clostridium perfringens
Fusobacterium spp
Prevotella spp.
Porphyromonas spp.

JpYTH MHKPOOPLAHH3MH
Chlamydia trachomatis

npobJem

Buaose, IpH KOHTO NPHIOOUTATA PE3HCTEHTHOCT MOKe 12 NPEACTABAABA

Aepobuu I'paM (+) MUKPOOPraHHU3MH

MuKpoopranusMy € BpojieHa

Streptococcus pneumoniae
Penicillin-intermediate
Penicillin-resistant

PE3UCTEHTHOCT
Aepobnu ['pam (+) MHKpOOpraHH3MH

Enterococcus faecalis,
Staphylococci MRSA, MRSE*
AHaepoOHH MHKPOOPraHU3MH

rpynara Ha Bacteroides fragilis
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* MeTHLMIMH-PE3NCTEHTHHTE staphylococci HMAT MHOTO UTHPOKO pa3npocTpaHeHa NpHAoOHTa
PE3HCTEHTHOCT KbM MAKPONHIN H €A TIOCTABEHH B Ta3W rpylia, ThH KaTto MHOTO TE PAAKO ¢a
4YBCTBHTENTHH KBM a3UTPOMHUILIHH.

5.2. PapMaKOKHHeTHYHH CBOHCTBA
Abcopbuus

MakcuMafiH{ NNasMEeHH KOHIEHTPALHH ce NOCTHrar 2-3 yaca Clie/ NepopajcH PHEM, Karo CHCTeMHATa
OHOHANUYHOCT HEe € BUCOKA - MPHOM3HTENHO 37%.

Pasnipenenenue
OpaJIHO NPHIOKEHHUAT A3UTPOMHLIHH CE PA3IIpeiess HHTEH3UBHO H B 3HAYHTE/IHA CTENIEH B OPraHH3Ma,

KATO € yCTAHOBEHO, Ue ThKAaHHHTE KOHLIEHTPALHH ¢a 3Ha4uMO (0K0/10 50 ITbTH) HO-BHCOKH OT
nnasMenute. ToBa MoKa3Ba, ye a3UTPOMHUIIMH B IOJIIMA CTENEH C€ CBbP3Ba C ThKAHUTE.

CBBP3BaHETO C I1JA3MEHHTE MPOTEHHH BapHpa B 3aBHCHMOCT OT IJ1a3MEHATa KOHLICHTPALHA 1 € B
rpaHMUMTE Ha 12% npH miasMena koHueHTpanus oT 0.5 ug/ml no 32% npy KOHLEHTPaUKA OT 0.05 pg
asurpomuuun/ml cepym. Cpenuuar obem Ha pasmpefeneHue B steady state (VVss) noctura 31.1 1/kg.

MeTaboau3BM U IMMHHHPAHE
KpalinnaTr n1asmMeH enkMHHaliOHeH NONYXUBOT OTPA3sina B IOAMA CTETICH CANMMHAIMOHHNA

MONYKHBOT OT ThKaHUTeE, koHTO € 2-4 puu. [Ipubnnautenno 12% OT MHTPaBEHO3HO NPHIIOKEHATA 1032
A3UTPOMHIMH C€ eKCKPETHPA B HEMPOMEHEH BU] C YPHHATA B IPOAbIKeHHE Ha 3 AHH. OCO0EHO BUCOKH
KOHUEHTPALHH Ha HEMPOMEHEH a3HTPOMHLIEH ca OWIIM HaMePEHH B YOBELIKATa XKITbuKa. OCBEH TOBA, B
>KIBYKATA CA YCTAHOBEHHM JieceT MeTabonuTa, 00pasysaHH 0 MbTA HA N- 4 O-IeMETHITHPAHETO,
XHIPOKCH/IHpaHE Ha 1e303aMHHH ¥ arfTMKOHOBH NTPBCTEHH H 4pe3 pa3nafaHe Ha KiaAHHO3HH KOHIOTATH.
CpaBHABAHETO HA PE3YJITATHTE OT TEYHO-XpOMAaTOrpad)cky H MHKPOOHOOTHYHH aHAIH3H N0Ka3Ba, 4e
MeTabOJIHTHTE HA A3UTPOMHLIMH HAMAT aHTHOAKTEPHAIHA aKTUBHOCT.

TIpH H3MUTBAHHA BHPXY XKHBOTHH, BACOKH KOHIICHTPAlMH Ha a3HTPOMULIMH ca OHM YCTAaHOBCHH BLE
daronuTHTE. YCTaHOBEHO € CHIO TAKa, Ye [0 BpEMe Ha aKTHBHA (arou|To3a ce ocBo00XAaBaT no-
BHCOKH KOHLIEHTPALMH A3UTPOMHLHH B CpaBHEeHHE C Te3d, 0cBOGOAEHH OT HEAKTHBHA (darouutu. B
YKHBOTHHCKH MOJE/M TOBA BOAM A0 Ch3IaBaHe Ha MMO-BUCOKH KOHUEHTpallHH a3iTPOMHUIIHH B MACTOTO Ha
HHpeKIHATA.

5.3. TIpeaknnHH4YHM AaHHHA 33 6€30MaCHOCT

I[Tpu M3MKUTBAHKA BbPXY KHBOTHH (MUIIKH, [THX0OBE K Ky4eTa), ¢ HabaoaaBaHa odpaTuMa
docdonumnimoza NpH MHOTOKPaTHO NPHAGKEHHE HA A3 TPOMHLIHMH, B I03H, MHOTOKPATHO MO-BHCOKH OT
KIAHHYHATA TEpaneBTHYHA 103a. He & ycTaHOBEHO a3HTPOMHUKH Ja MPHYHHABA TOKCHYHH DEAKIHH MPH
NaluueHTH, NPUEMALIM TPENOPLYHTENHUTE JO3H.

Kapyunozenen nomenyuan
He ca npoBeKAaHH NPOABDKUTENHH TIPOYYBaHHA BbPXY KHBOTHH [10 OTHOLUEHHE HA KapLIMHOreHHHA

NOTEHIHAN, ThH KATO JEKAPCTBEHHAT MPOAYKT € NPEAHA3HAYUCH 38 KPaTKOCPOYHO NPpAJONKCHHE U HAMA
JaHHH, KOUTO Jd NOKa3BaT KAPIHHOTCHCH MOTCHIIAAL.

Mymazenern nomenyuan
Hama faHHM 32 FeHETHYHH MW XpOMO3OMHH MYTAIIHH B YCAOBHS in Vitro ¥ B OMKTH NpH 003aiHHIH,

NpeaAr3BUKAaHH OT asUTPOMHIINH.

Penpoodyxmugna moxcuyrocm
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TIpx npoy4BaHHs BbPXY )KHBOTHY 110 OTHOLIEHHE HA eMOPHOTOKCHUEH eekT Ha a3UTPOMHLIKH, HE Ca
YCTAHOBEHH TEPATOreHHH e)eKTH TIPH MHILKH U MrbXxoge. IIpH nirbxoee, AHEBHH 103HPOBKH 0T 100 1
200 mg/kg TenecHo Terno BOAAT AC NEKO 3abaBAHE HA OCH(OHMKALMATA TIPH IJI0/A U TIOBHINABAHE HA
TErJIOTO Ha Malikara. [Ipy nepu ¥ MOCTHATAIHHM MPOYYBAHKMA [IPH ITBXOBE € HaOM0AABaHO JIEKO 3a0aBaHe
MpH npxaarage Ha asuTpoMunud 50 mg/kg nHeBHO.

6. GAPMAIIEBTHYHH JJTAHHH
6.1. CnHchkK HA NOMOINHUTE BellleCTRA

3axaposa

ManuTton

Hatpurep kapborat, 6e3B01cH
KcaHTaHoBa ryma

CHaniues AHOKCHI, KOJIOHIeH 0e3BOICH
ApoMar sroaa

Apomar OaHaH

3axapHH HATpUH

6.2. Hec¢bBMeCTHMOCTH

He ca u3pecTHH.

6.3. Cpok Ha roguocr

[Ipax 3a mepopajiHa cyCneH3us - 2 FOJHHH.
[IpurorseHa CyCreH3us - 5 JHHU.

6.4. Cpneunanna ycjaoBHS HA CbXpaHEHHE

ITpax 3a mepopajiHa CYCIICH3NA: npH TeMneparypa noa 25°C.
Ipurorsena cycnensus: Npu Temneparypa nop 25°C.

6.5. Bna u chaAbLpKAHHE HA ONAKOBKATA

ASUTPOMHWUNH XUMAKC ®APMA 200 mg/5 ml mpax 3a nepopaliHa CYCNeH3Hs Ce OlaKoBa B
kadaea cTbkneHa 6yriixa ot 30 ml ¢ nonMeTHACHOBA Kanayka Ha BUHT, CbC 3AILHTEH NPHCTEH.

I 6yTMiKa, 38€IHO ¢ JIACTOBKA 33 MALWEHTA ¥ CIPUHLIOBKA 34 IEPOPATHO JO3KpaHe C¢ NNOCTaBAT B
€JHHHYHA CrbBaeMa KapTOHERA KyTHA.

6.6. Cneunannu npeanas’HH MepPKH NPH H3XBLPIsAHE U padora

1 6yraaxa ASUHTPOMUIIUH XHMAKC ®APMA 100 mg/ S ml, 20 ml npax 3a nepopansa
CycrieHsHs chabpka 400 mg a3HTPOMHIIHH BLB BHJ Ha Npax 3a liepopansa cycrnensus (16 g), nocTaTeyunu
33 noayyasanero Ha 20 mi cycnensus npu aobassuero #a 12 ml soza.

IIpoayKTHT ce mpHIIaTa SOHHCTBEHO C/EA NPHrOTBAHE Ha NepopaiHara cycnensus. [Ipenu yrorpeba ¢
HeobxoauMo GYTHIIKATA C IPHIOTBEHATA CYCNIEH3US J1a C& pa3KJIaTH eHeprH4HO.
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7. NPHTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

XUMAKC ®APMA EOOA
ya. “T'opuna”Ne 8A

1618, Codus

brarapus

8. HOMEP HA PASPEIIEHHETO 3A YIIOTPEBA

Per. Ne 20130034

9. JIATA HA ITBPBO PA3PEIIIABAHE / TIONHOBSIBAHE HA PASPENIEHHETO 3A
YIHOTPEBA

Jata Ha mppeO pazpewapane: 11.01.2013

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

Hoemepn 2017 .
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