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1. HMME HA JIEKAPCTBEHHS IPOJYKT R

CYMAMEJ 250 mg TRepa# KancyI
SUMAMED 250 mg hard capsules

2. KAUYECTBEH H KOJIHYECTBEH CBCTAB

Bedka kancyna cpAspska 250 mg asuTpoMHUMH (azithromycin) (KaTo JUXHAPAT),

3a TETHMY CHIMCEK HA OMOIHHETE BEIecTBa BIKTE ToYKa 6.1,

3. JIEKAPCTBEHA $OPMA

TeBpan kancyny

4. KJIHHHYHH JAHHHU
4.1 TepaneBTHYHH HOKAZAHHS

CymMame] e noxazas 3a eyeHEe Ha MRbeKIMH, NPUYIAHEHH OT eHMH HIH [OBEYE OT eAMH
YyBCTBHTENHH Ha a3HTPOMHIMH MHKPOOPraHU3MH (BX. TOUKa 5.1):

- HHGEKUIMH HA TOPHHTE JMXATENHH UBTHINA: (GapHHrHT/TOH3UIHT, CHEYHT M BE3IAlCHUE HA
CPEaHOTO YXO

- HHGEKIIHE Ha JONHHTE JUXaTelHH NbTHLNA; GpOHXAT M IHEBMOHKS, IpHAOGHTa B 061ecTBOTO

- HHG}EKIHA HA KOXKATA H MEKHTe THKAHH: epUTEMa MUTpaHC (IThPBH cTagvil Ha JlaliMcKa
Gonect), epuszunes, AMIICTAI® U BTOPUYHA NHOASPMIA

- NONOBO NpeAapaHy GONECTH: HEYCIOKHEHH N'eHMTaTHH HEdeKUHA NpuuuneHn ot Chlamydia
trachomatis

Tpabea na ce B3eMaT npeaBu oGUITHATHHTE PBKOBOJCTBA 3a IPaBUIHATA YNIOTpeDa Ha
aHTHOaKTepHANHHTE JIEKapCcTBa.

42 [do3HpoBka H HAYHH HA NPHIOKEHHE

303!‘[203]{8,

Buvspacmnu, exmonumenio nayuenmu 8 HQNPeOHana 8v3pacm u deyd ¢ meano nad 45 kg.

3a jJevyeHHe Ha WHEKIH HA TOPHUTE M KOMHUTE JMXATeTHH ITBTHLIA, HA KOXKATA H MEKMTE ThKaHH (C
H3KTIOUEHHE HA epUTEMa MUTPaHc) obiaTa fosa asutpoMuLuH e 1500 mg, koATo ce npueMa B
MpOABIDKEHHE Ha 3 AHH (110 ABe Kancyiu oT 250 mg BeAHbX Ha AEH).

3a eputema Murpanc o61iaTa n03a A3SHTPOMHIKH € 3 g, KOATO ¢e IPHeMa, KaKTOo € ocoueHo: 1 g
(yeTHpH kancymm ot 250 mg) HaBeIHEHK Npe3 TEPRHA JeH, NocaeaBanu o7 500 mg (aBe kancymu oT
250 mg) oT RTOpMA 10 NETHA JEH KaTo eJHOKPATeH JHEBEH IIPHEM.

3a 1eveHHe Ha HEYCAOKHEHA reAuTalisy uHdexuun npuannenu ot Chlamydia trachomati
1000 mg (9eTvpH Kancynu oT 250 mg) npHeTH HABSAHBX, SIHOKPATHO.
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BvOpeuna nedocmamuunocm

Ipu mauneHTH ¢ NeKo yBpeaesa fhGpeuna $yHKuMA (KpEaTHRMHOB KIHPLHC >40 ml/min) e ¢
Heo0X0ZHMa KOPEKLIHS Ha N03HpoBKaTa. [IpH NalueHTH B¢ CTONHOCTH Ha KpeaTHHHHOBUA KIHPBHC
<40 ml/min e npenopEIHTENHO Ja Ce NOAX0XKAA ¢ TOBHIIEHO BHAMAHHE.

Yeprodpobna nedocmamvynocm

A3HTPOMMITMH ¢e MeTabo 3Hpa B UepHHA Apol K Ce eKCKpeTHpa Ypes AITbYKATa U He OHBa Aa ce
Tpuiara nNpyu NAHEHTH, CTPAJIAIH OT TeXKKa 9epHoApobHa HegocTaThIHoCT, He ca mposexaanu
MPOYYBAHHA, CBBPIAHA ¢ NPHIIaraHe Ha a3HTPOMHLMH NPU TE3H MAlWEHTH,

Hauvy Ha npunoxense
Cymamen 250 mg kancynu Tpa6Ba Aa ce NOTTBIUAT Lie/IH, EAHOKPATHO AHERHO, Hali-MaIKo 1 4ac
MpeRH Ay 2 Haca CACA XpaHeHe.

4.3 IIpoTHBONOKAIAKHA

Cymamen ¢ IPOTHBOMOKA3aH [TPH NAIHEHTH ¢ H3BECTHA CBPLXYYBCTBHTENHOCT KBM a3HTPOMHEIMH,
E€PHTPOMHLIMH, MAKPOJIHAHH H KETOIHHH aHTHOHOTHIIH BN KEM HEKOE OT IIOMOITHHTE BELIeCTRA,
NMOCOYEHH B ToUKa 6.1,

INopagu TeopeTHyHATA BFB3MOKHOCT OT MOABA HAa €ProTH3ILM, a3WTPOMHLIMH He GHBa JIa ce mpunara
34€JHO ¢ NEKAPCTBEHH NPOAYKTH, CBABPKALIH eProTaMHHOBH IPOM3BOAHH (BXK. To9Ka 4.4),

4.4 CnenmanHH NpeRynpexieHHs H HPeANAsHE MEPKH IIPH YIOTpe6a

Anepzunnu peaxyuu: KakTo npH eputpoMHIHH H APYTH MAKPOIMAH, B DEAKH CTy4YaH ¢e chobIlasa 3a
CepHO3HH anepruyHu {paako $aranam) peaklHi KaTO AHTHOHCBPOTHYEH e/leM H aHaQUNaKTHIHY
peakLHH W ASPMATONOTHYHH PEaKIUH, BITIOYHTENHO 0CTPa reHepaIH3HPaHa eK3aHTEMATO3Ha
mycrynosa (AGEP). HakoH OT Te3n peaknuy HMaT KaTo Pe3ysITar pelliIHBHpale Ha CUMITTOMHTE,
KOeTO BOIH O YAB/DKABAHE Ha NMEPHOJA 33 HabNoieHne H eueHHe.

Yepeorcdane na wepnodpobuama dyuxyus: Tolt KaTo 4epHOXPOGHHST BT € OCHOBHHUAT BT 33
€IHMHHHpaHe Ha a3HTPOMHIUH, JIeYeHNETO Ha NAlHEHTH ChC CeprHo3HO YepHOApobHO 3aboniBaHe
TpabBa Ia ce nposexaa ¢ ocobeso BruManne. FlpH NpHIOXKEeHUETO HA a3HTPOMHLIME ¢4 JOKAANBAHU
CITy9aH HA 3alUTallBal) XeHATHT, NOTEHIHATHO BOJieN] 10 KHBOTO3acTpallaBama YepHoapoGHa
HEOCTATLYHOCT (BXK. ToUKa 4.8). Hakon maumenTn MOXe Ja ca HMANK NPeaXOkIaMo YepHoApoSHo
3abonABaHe MIH MOXE Ja IPHEMANH JPYT XeTNAaTOTOKCHYEH IeKAPCTBEH MPOLYKT.

B cmyualt, ve BE3HMKHAT PH3HALTA H CHMIITOMM Ha 9epHOApobHa AuchyHKums, KaTo Gep30
PasBHBAINA C¢ ACTEHHH, ACOLHHPANA ¢ X BJITEHHIA, IOTEMHABAHS HA YPHHATA, CKNOHHOCT KBM
KbpBeHe Wim qepHoapoSHa eHuedanonaTs, Hezabasno TpAGBa Ja ce HA3HATAT TECTORE 38
H3C/eABaHe Ha yepHonpobHata gyHkmus. [punaraneTo Ha asUTPOMHIHH TPAGBA Aa Ce cIpe, aKko ce
NOABH YepHOAPOOHA NHCchYHKINHA.

Epzomamun: T1pn NanueHTH NpHeMallli €proTAMHHOBH NPOAYKTH, €PTOTU3MBT C€ YCKOpABA NPH
€IHOBPEMEHHOTO UM NPHIIATaHe ¢ HAKOM MaKPONHUAHH AaHTHOHOTHLN, HAMa AaHHK 3a Bh3MOXKHO
B3aHMOJIEHCTRHE MEJKY €ProTaMHMH H A3HTPOMMIME. Brrpexu ToBa, Mopaay TeOpeTHYHATA
BB3MOXKHOCT OT IOABA Ha eproTH3bM HE ce IIPenopb4Ba eJHOBPEMEHHOTO NIPHNaraHe Ha
83HTPOMMLMH U €PrOTaMHH.

Cynepunghexyuu: Kaxto W n1pu Apyrd aHTHOHOTHYHH NIPOAYKTH, C€ IPENOPHYBa CAEAeHe 3a NIPH3HALH
Ha CynepHH{EKLHH, NPUYKHEHH OT HEUYBCTBHTENIHH MAKPOOPraHU3MH (Hanp. rOHYHH HH

Cryyan Ha anapus, npuuuHena oT Clostridium difficile (CDAD) ca foknafiBaHy npy
Ha NOYTH BCHYKH aHTHOaKTepHanH NeKapCTBa, BKIIORHTENHO A3HTPOMHULMH, K Hel
MOKe A3 RAPHPA OT NieKa JHapHA 10 dhaTaneH komnt. TTpunoxeHHeTo HA aHTHG
MPOMEHA HopMaTHaTa (1opa Ha AeGenoTo 4epBoO W BoAM A0 CBpBXpacTex Ha C.di
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C.difficile npoussexna Toxcunu A u B, kouro gonpunacar 3a noseara Ha CDAD. Bepurure Ha
C.difficile npoxyuypaiy XunepToKCcHH, YBeIH42aBaT 3a60/IeBaEMOCTTa H CMBEPTHOCTTA, Thil K4TO Te3n
HH()eKIHH MOTaT Aa ca pedpakTepHH Ha aHTHMHKPOOHATA Tepanys W MOTAT ja I0BefaT A0
konexkroMud. CDAD tpa6Ba aa ce UMa peaBU NpH BCHYKH MALMEHTH, IPH KOMTO yNoTpedaTa Ha
aHTHOMOTHLM € ChIpoBOJeHa ¢ fuapui. HeoOxoauMo € BHIMaTENHO MEAHIMHCKO NpOCciedBaHe, Thil
kato CDAD Moxe fa ce mosesea IIOBeYe OT ABa Mecella clie] PHIOKEHNeTO Ha aHTHOAKTEPHATHHTE
areHTH.

Vapeacdane na bvbpeunama gyrnxyus: TIpH NaMEHTH ¢ TEXKO YBpexaaHe Ha GnOpedHara GyHKup
(ckopocT Ha rmomepynHa dunrpanuus <10 ml/min) ce Habmogapa 33% yBenndeHne Ha CHCTEMHATA
€KCNIO3HLHA KM a3HTPOMHLIHH,

Yovnocenu cvpoeuna penonapusayus u QT-unmepéan, cho0LIABAINY 33 PHCK OT HACTBNBaHE Ha
ChbPAeUHA apUTMHA H forsades de pointes, ca HadMIONABAHN N0 BpeMe Ha JIeYeHHEeTO ¢ JAPYTrH
Mmakpor. [Ipa nanpmenTH ¢ MOBHINEH PHCK OT YAB/DKEHA ChpACTHA penonspuialus nofodeH edext
Ha a3WTPOMMIHH He MOXKe HAITEIHO Ja 05je HakmoueH {BX. Todka 4.8), cnegoratento e HeoGXoguMo
BHMMaHME MNpPH leueHne Ha NalHeHTH!

. ¢ BPOJEHO MM JIOKYMEHTUPAHO yabKkeHne Ha QT-unrepsana

. Ha JICYEHHe ¢ IpYTrH aKTHBHH BEIIECTBA, 32 KOUTO ce 3Hae, de yab/kasar QT-uHTepBana kato
aHTHAapETMMIA oT knac IA u 111, upsanpun 4 Tepdpenaaun

. € eNIEKTPOIATHO HapyilleHAe, 0cO0EHO B CyYal Ha XUIIOKANHEMHA W XHIIOMarHe3neMus

. ¢ KIMHEYHO 3Ha9AMa SpafAKapAAs, ChpAeYHA aPUTMHA WIH TeXKa ChpledHa HeJOCTATBUHOCT.,

Myasthenia gravis: Jloxnazpann ca cIyqall Ha eK3anepGanys Ha CHMITOMKTE Ha MHACTEHHA IPasHC H
HOBO HATA/NO HA CHHIPOM HA MHACTEHHNA NPH [TALMEHTH Ha JIEHeHHE ¢ a3HTPOMHELNH (B, To4Ka 4.8).

Cmpenmoxoxosu ungexyvu; OOUKHOBEHO NEHALHIHH € TBPBUAT B360p 3a NeueHHe Ha GapHHTUTH H
TOH3WIIMTH, IPHYMHERH OT Streptococcus pyogenes, KAXTO H 3a NpodunakTHka Ha OCTpa peBMaTHIHA
Tpecka. B nosedeTo ciyyan asHTPOMHUIHH € eEXTHREH CPEITY CTPENTOKOKH, NPHYHHARALIH
nudexuun Ha MeaodapuHKe, HO HAMA JAHHH 32 HETOBaTA e(PHKACHOCT IIPH NPEJOTBPATABAHE Ha 0CTpa
peBMaTHYHA TpPecKa.

ToBa IekapcTBO CHABPHKA NO-MANKC 0T 1 mmol HaTpuii (23 mg) Ha kancyna, T.e. MOXe Ja ce Kake, ue
TIPAKTHUECKH HE CBABPKA HATPHIA.

4.5 BaaumopeiicTBHe ¢ ZPYIH JeKaPCTBEHH NPOAYKTH H APYTH HOPMH Ha BlaHMoJeiicTERE

IIpunaranerc Ha asMTPOMHLUHMH Ha MAOACHTH, TPUEMAILY JPYTH JASKAPCTBA, KOHTO MOTAT 1A YABIDEAT
QT-uHTepBana, TpA6Ba Ja CTABa MHOIC BHHMATENHO (BX. TOUKA 4.4).

Anmuayuonu: Tlo BpeMe Ha hapMaKOKHHETHIHO MPOYYBaHe HA eEKTHTE HA eTHOBPEMEHHOTO
[pHiarase Ha asNTPOMHALIHHE ¢ AHTHALMIHH JIEKApCTREHH NMPOIYKTH He ca HAOMOIaBaHH MPOMEHH B
of1iaTa OHOHATHYIHOCT, BBIPEKH e H3IMEPEHHTE Ia3MeHH KOHIEHTPALRH C¢ HOHMIKABAT C OKOJIO
25%. lpere nexapersa He Tpa6Ba Ja ce [IpHEMAT eAHOBPEMEHHO. AZUTPOMULIH TpAGRa 12 ce pHeMa
HaM-Manko 1 wac npeau unu 2 yaca ciel NpHeMa HA AHTHAUAEH [IPOAYKT.

Hemupusun: TIpy 3apaey 1o6poBOIIIH €JHOBPEMEHHOTO PAJIATAHE 33 5 JHYM HA a3UTPOMULME H
20mg nervpusuH npH steady-state He Toka3Ba papMakOKMHETHYHO R3AHMONeHCTRIE W 3HAYHTETHH
npoMeHH B QT-yHTepRana.

Audarnozun. ENHOBpEMEHHOTO NIPHUNATaHE HA MJAHO3MH M JHERHH J03H 0T 1200 mg azurpoMunun
f1ipy 6 NAUMEHTH He e OKA3AI0 BIUAHAE BbPXY (PApMAKOKHHETHUKATA Ha JUAAHO3MH B CPaBHEHHE ¢
nnauedo.

Huzoxcun u konxuyun: TIpH RAKOH MALMEHTH € YCTAHOBEHO, Y€ €AHOBPEMEHHOTO
aHTHOHOTHIIM OT rpyIaTa Ha MAKPONTHAHTE, BKIIIOYHTENHO a3HTPOMHIIMH, Cbe Y6
TTAKONIPOTEHH, KATO AMTOKCHH H KONXMIHH, BOJH J0 MOBHINABAHE HA CEPYMH
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Ha P-rimixonpotenn, Ilpy manueHTy, eqHOBpeMENHO NPHEMALIH a3UNTPOMALIMH, Nof06eH asanuneH
aHTHOROTHK 1 cyGCTpaTh Ha P-ITIHKONPOTEHH, KATO AMPOKCHHE, TpAGBa fa ce HMa DIpEXBuL, Ye €
BBIMOXKHO MOKAYRAHE HA JUFOKCHHOBHTE HHBa. Heobxomimo e kiMHAMHO npocneadraHe u
€BEHTYAJIHO M3CTe/IBAHE HA CepYMHMTE HHBA HA UTOKCHH 1IC BpeME M cliefl IIPEKPATARaKe Ha
JIEYSHUETO ¢ ASUTPOMHITHH.

3udoeyoun. Exnokpatau nosw ot 1000 mg, kakTo H NPHIOKEHH MHOTOKpaTHO 1034 oT 1200 mg mm
600 mg asuTpOMHUUH, HE OK23BAT BITHAHNE BLPXY (PAPMAKOKMHETHYHHTE FIOKA3aTe N B INAIMATA HIH
EKCKPeLHMATA Ha 3UOBYIHH Ype3 YPHHATA, KAKTO M Ha HEFOBHA IIIOKYPOHHACR Merabomur.
IpreMaHeTo HA A3HTPOMMUIHH TOBUINARA KOHLEHTPALWHTE HA KITMHMYHO AKTHRHHA MeTabomuT
Gbochopunmpan sHAOBYIMH B MOHOHYKJIEAPHHTE KIIETKH Ha niepadepHOTO KphRooGpammenne.
KnHHEUYHOTO 3HaYeHHE HA TE3H JAHHH He € HAITBLJIHO H3ACHEHO, HO T¢ MOTaT Ja ¢a OT MoNi3a 3a
MAlHEHTHTE.

AIHTPOMHIHH He B3aHMOICHCTRA 3RaUHTENTHO ¢ YepHOApoGHaTa uuToXpoM P450 cacrema. He ce
npeAnonara, 9e € NoanoXeH Ha PapMakOKWHETHYHNATE NeKapcTBeHM BlauMoeiicTerA, Habmoaasauy
NpH EpETPOMHLIMH | ApYTHTE Makponugu. IIpy a3uTpoMHIMH He ce Habmoasa MHAYKIMA HITH
HHAKTUBAIIHA Ha IHTOXpoM P450 nocpegcTeoM koMIekca nToxpoM-meTaboimr.

Epzomamun: Tlopany TeopeTHYHATA BE3IMOXKHOCT OT [IOABA HA EPLOTHIBM He Ce IIpenophuBa
eHOBPEMEHHOTO My NIPHIaraHe ¢ a3MTPOMHIMH (BX. To4dka 4.4).

Tpoeexaat ca hapMakOKHHETUYHHE H3CNeABAHUA BLPXY a3HTPOMUUMH M CIEHUTE JIEKapCTha, 3a
XOMTO C€ 3Hae, Ye NPETHPIMIBAT 3HAUNTETeH IiHToXpoM P450 Meaunpan MeTabomnssM,

Amopsacmamuy: ENHOBpeMEHHOTO NpAEMaHe Ha aTopeacTaTuH (10 mg AHEBHO) M A3UTPOMULIMH
(500 mg nueBHO) He NPOMEHA ILUIA3MEHATA KOHIGHTpallki Ha aTOpBACTATHH (onpeeneHa Ha Galata Ha
unxHOupaneto na HMG CoA -pegykTasaTa)

Kapbamasenun: o BpeMe Ha IpoyuBane Ha PapMaKOKHHETHYHNTE B3aHMOLEHCTBHSA, IPOBEICHO NPH
3ApaBH J106pOBOINH, ¢ YCTAHOBEHO, Ue AZMTPOMMIMH He MOB/HABA 3HAYMMO IUIA3MEHHATE HHBA Ha
KapbaMasenuH MM Ha AKTHBHUTE MY MeTabOTHTH.

Lumemudun: Tlo BpeMe Ha GpapMaKoKHHETHIHO IPOyUBaHe Ha edeKTHTE HA €AHOKPATHA 032
UMMETHIMH, TIpHeTa 2 Jaca NIPei A3RTPOMALKE, He e Habnioasana MPOMIHA BbB
tapMakOKNHETHKAT HA A3UTPOMMIIKH,

Kymapunosu avmuxoazynaumu: Ilo BpeMe Ha npoyubape Ha (apMakOKHHETHYHHTE B3auMOZIeHCTRHA,
23IUTPOMHLIMH He € MOBIHAN aHTHKOATyNaHTHNA edekT Ha eJHOKpaTHA 1032 Bapapud 15 mg,
NpHioXeHa Ha 3ApaeH aobpoeonu. [To BpeMe Ha HOCT-MAPKETHHIOBHA MIEPHOA CA ROKNATBAHH
Clly4YaH H2 NOTEHLHPAHE HA AHTHKOAryIaHTAHEA eeKT KATo pe3yNTar oT e AHOBPEMEHHOTO
IPUIIOKEHHE HA A3HTPOMMIIME H OPaliHH aHTHKOATYIIAHTH OT KyMapuHOB THI. BEIpeky, de He e
YCTaHOBeHa MPHYHHHO-CNIEACTBEHA BPB3Ka, TPAGRA j1a c& MMCIH 3a YECTOTATA HA [IPOCAEAABAHE Ha
npOTpOMﬁPlHOBOT() BPEME, KOraTo aIUTPOMHIMH C€ HA3HA4YABa Ha MallHeHTH, HpHCMAIUH OPalTHN
AHTHKOATYTaHTH OT KyMapHHOE THIL,

Luxnocnopun: Tlo Bpeme Ha apMaKOKHHETUMHO MPOYYBAHE TIPH 3Apaby NOOGPOBONLK, HA KOUTO B
NpOAB/KEHHE Ha 3 IHY e NpunaraHa 500 mg AHEBHA K032 R2UTPOMULIAH K CIIe]] TOBa IHOKPATHA
ae3a 10 mg/kKg UHKIOCNOPHH IePOPANHO, OTUETEHHTE Cmax B AUCo.s Ha IMKIOCNOpHH ca 6w
3HAUHTENHO HOBHIERH. CenoBaTeNnHo, ¢AHOBPEMEHHOTO NPHIIOKEHHE HA TE3H lieKapcTsa TpaGBa
PEABAPHTENHO BHUMATENHO Aa c¢ obMHcnn. B ciywaii, 9e eqHOBpeMEHHOTO HM [IpHIAraHe €
ONpaBAAHO H HANOKKTENHO, CTEABRA A4 C¢ MOHHTOPHPAT CTOHHOCTHTE Ha HUKJIOCNIOPHH H IpH
Heo6XoHMOCT A2 ce KOPHIUpa JOHPOBKATA MY.

Egpasupeny: EnHoBpeMeHHOTO IIpHAOKEHKe Ha 600 mg eJHOKpaTHA 1032 a3RTPOMUIK
JAHEBHA 1034 ehaBHpeEHL] B MPOIBILKCHHE HA 7 HH He BOAY 10 HAKAKBY KIIMHHYHO 3Ha
dhapMaKOKHHETHIHH B3aUMO/eHCTBIA,
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@ryxonazon. EAHOBpeMEHHOTO pHoxKeHne Ha 1200 mg eAHOKpaTHA 034 A3HTPOMMIMH He
npoMens dapmakoknreTHKaTa Ha 800 mg eaHokparHa fo3a grykorazon. OfmaTa eXCIOZHIMA 1
BPEMETO Ha NOTYXHWBOT HA a2HTPOMULHH OCTABAT HENPOMEHEHH NPH eIHOBPEMEHHOTO My
NPUIIOXKEHHE C QIYKOHA3ON, BBIPEKH TORA e HaGMOAaBa KIHHUYECKH He3HAYHMO HAMAIABAHE Ha
Cunex (18%) Ha a3UTpOMBIIHH.

Hrounasup: ExpoBpeMeHHOTO NpHioXeHre Ha 1200 mg enxokparHa 1033 a3sHTPOMALIMH HAMA
CTATHCTHMECKH 3HAYUM eeKT BhPXY (hapMakOKHHETHKATa Ha HHAMHABHD, pHnaraH kato 800 mg Tpn
OBTH JHEBHO 33 5 AHH.

Memunnpednusonon: 110 Bpeme Ha Ipoy1uBaHe Ha (apMaKOKHHETHIHHTE B3aHMOACHCTBHA, POBEAECHO
OPH 3ApaBH oOPOROILM, € YCTAHOBEHO, He A3UTPOMHALIVH He [IOBITHABA SHAYHMO (apMakOKUHETHKATA
Ha METHINPEIAR30I0H.

Mudasonam.: ENHOBPEMERHOTO NpHIOXKeHKe Ha SO0 mg asUTPOMULMHE JHEBHO 3a 3 JHH HE BOAW A0
KIMHHUYHO 3HA9UMH IIPOMEHH BLB lapMaKoKHHETHKATa K (apMakoAMKAMHKATa Ha eXHOKPATHA A03a
oT 15 mg Miazonam npH 3apasu A0GPOBONIIM.

Hengpunasup: EqnospeMessoTo npunokeHne Ha [ 200 mg eqHoKpaTHa 103a H HeAGHHABHD Py
steady-state (750 mg TpH MTbTH AHERHO) BOAH AC YBEAMYABAHE HA KOHLEHTPALMATA Ha Q3UTPOMHIIMH,
He ce HabnroaaBar KIMHHYECKH 3HAYHMH HEXelaHu peaklMy U He Ce Hajlara KOpexIud Ha Jo3aTa.

Pugpabtymun: EAHOBPEMEHHOTO NpHIaraHe Ha puGaGyTHH U a3HTPOMHIAH He IOBTHABA CEPYMHHTE
KOHLEHTPALIYH HA HUTO €{HO OT JIEKapCTBaTa. YCTAHOREHA € HEYTPONESHANA IPH KOMOUHWPAHOTO HM
NpunoxeHHe. TA ce CRBP3Ra ¢ MpANAraHeTo Ha pudalbyTHH H He € YCTaHOBEH2 NPHIMHHO-CNEJCTREHA
BPB3Ka ¢ ynorpebara Ha a3uTpoMuLEH (Bxk. Todka 4.8),

Cunoenaghun: Tlpy 3apasy Ro6poBONIE MBaKe, HAMA JaHHH 3a BIHAHHE HA 23RTPoMHLEE (500 mg
AReBHO 3a 3 auu) BbpXy AUC 8 Cugx, Ba CHUIGEHAdWT WITH HEroBUA ITiaBeH MeTaGomuT.

Tepgeradun: Tlo BpeMe Ha hapMaKOKHHETHYHHTE NPOYYBAHHS HAMA AaHHH 33 HACTHITHIIH
B3aMMOAEHCTEHA MEXKAY asHTPOMHLHH U TepdeHanvt. B HAKOM OT cayiauTe He e HUI0 PBIMOXKHO fia
¢€ HIKIIOYH HAITHIHO BEPOATHOCTTA OT B3aHMOASHCTBYA, HO HAMA KOHKPETHH AOKA3ATENICTBA 34
TAXHATA TPOLBA,

Teogunun: HaMa naHRH 38 KTHHHYHO 3HAYHMO (PapMaKkOKMHETHYHC B3auMoleiicTBRE OpH
€AHOBPEMEHHOTO NIPHACAKEHHE Ha A3NTPOMUUAH H TeOQHIAH,

Tpuazonam: TIpu 14 3gpasu A0OpOBONIH €AHOBPEMEHHOTO NPANKEHHE Ha asHTpoMuUHH 500 mg Ha
nen 1-sm 1 250 mg Ha gex I-pu cbe 125 mg Tprasonam Ba aeH II-pu HaMaT 3HaTUM eexT BBPXY
HAKOH OT apMaKOKHHETHYHUTE POMEHIIMBH 3a TPHA30JaM B CPABHEHHE C TPHA3ONaM M ILTame6o,

Tpumemonpum/cyngamemorcazon: eAHOBRPEMEHHOTO MPUNOKEHHE HA TPUMETONDHM/
cynhameroxcason DS (160mg/800mg) 3a 7 juw c asurpomulue 1200 mg Ha neH 7 HaMa 3HAYUM
epeKT BEPXY IMKOBHTE KOHUEHTPALIMH, 0610aTa eKCMO3MLMA UM eKCKPEIHATA ¢ YPMHATA KaKTOo Ha
TPUMETONPHM, Taka H Ha cymdamerokcaszon, CepyMHUTE KOHUEHTPAUMY Ha a3UTPOMHLIVH ca
Noao6HY Ha Te3u, HaGMOAABAHY NIPA OCTAHATINTE POYYBAHNA.

Xudpoxcuxaopoxur: asUTPOMHIMH TPAORA [la c€ HINON3BA C OBHIIEHO BHUMAHUE TPH NALHEHTH,

NoyyaBally NeKapCeTea, 33 KOMTO € HIBECTHO, ¥¢ YAbmkasar QT HHTEpBaa ¢ pUCK 12 APEIM3BHKAT
KaMEPHA apHTMHA, HAMP. XRAPOKCHXIOPOXHH.
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4.6 ®epTuanrer, GpeMEeHHOCT H KhpMeHE

BpeMeHHOCT

[TpoyusaHHATa BLPXY KHBOTHH CA RaNPABEHH ¢ J03H ROCTUTAIOH CPEeIHHTE TOKCHYHH JO30BH
KOHUenTpaiis. IIpy Tes mpoyypanus He ca HAMEPEHH NaHHH 3a yBpeXaaHe Ha deTyca, JbbKammo ce
Ha a3UTPOMHIHH. JIMNCBaT AocTaThYHH ¥ Kobpe KOHTPONMpPaHH H3CHeABAHUA Ha GPeMEHHM JKEHH.
Tt Kato U3CcIeNBAHUATA IPH XHBOTHH HE BHHAIM Ca MOKa3aTeMHY 3a NOBNMABAHETO IPY XOpa, N0
BpeMe HA GPEMEHHOCT a3HTPOMHIIMH TPAOBA Jja Ce MpHIIara caMo IpH JMnca Ha APYra aflTePHETHSA.

KnpMmene

HsMa panns 32 TOR2 JIH a3HTPOMMINH C€ eKCKpeTHpa B kbpMata. T'hil KaTo MHOTO leKapeTBa
NMPeMHHABAT B KbPMATA, A3HTPOMHLMH TPAGBA Ja Ce NPUIIAra NPH KEPMEIIH KEHU CaMo, ako
NeKyBAIMAT JIEKAp € NpeeHu, Ye NOoTeHIHANHHTE MOM3N IPEBHIARAT NOTEHIMATIHUTE PHCKOBE 38

oaa.

4.7 Edexra eepxy cnocofiocTra 3a lnodupane # paboTa ¢ MAIHHEY

He ca u3pecTHN JaHHN 32 BAMAHME Ha 23KTPOMULNH BhPXY cOOCOGHOCTTA 3a WIOhHpaHe U mpy

pabora ¢ MaumHn.

48 HexeraHH JeKapCTReHH peaKuHl

TaGmuuara no-1oMy ONACEA HEXENAHATE PeaKIy, HaGMIOJaBaHH ITO BpEME HA KTHHWYHHTE
TIPOY YBAHMA { ITOCTMAPKETHHIOBHR OIIHT, OXPEACHH IO CHCTEMO-OPraHBH KIACOBE H YeCTOTa,
HexenaunuTe peakiiHM 0T NOCTMapKeTHHIOBNS ONHT 2 IIPEeNICTaBEHN B kypcug. HecToTara e
onpeAencHa ChriuacHO YCTAHOBEHATA KOHBEHIMA kaTo: MHOTO YecTH (>1/10); wectu (=1/100 no
<1/10); nevectr (1/1000 go <1/100); penxm (1/10000 ao <1/1000); MAoro peaxu (<1/100000) u ¢
HeH3REeCTHA YecTOTa (OT HANWYHHUTE AZHHM He Moxke 42 Objie HanpaBeHa olieHka). B rpynute
HEXXENAHHTE PEakIHK ca NPEACTaBeHH B KH3XOMANL pefl IO OTHOLIEHHE HA TAXHATA BAXKHOCT.

Hexenanu peaknup BB3MOKHO HIH BEPOATHO CBBP3aHH ¢ a3UTPOMHLHAH, HabMOAaBaHH N0 BPEME HA
KIMHHYHHTE MPOYIBARHA R MOCT-MapKeTHHIOBHA OITHT

CreTeMo-oprasun HexenaHH TeKAPCTREHN PeakiHu YecToTa
KAACORE
Hude ¥ unecTalyn Kanaunosn, opasHn KaHAR03M, BATHHATHHA Heuectn
HEdeKIIN
TcesnoMeMGpaHO2eH KONMUT (BX. ToUKa 4.4) C HenipecTHa
qecToTa
ApYINeHKA Ha KPBRTA JIeBKOTICHHSA, HEY TPOTICHHA Hevgecrn
InMmGHATE cHCTEMa TpoMmOOLHTOREHHS, XeMONWTHIHA AHEMMS C HedspecTHa
YecToTa
Hapymenns Ha UMyHHATA AHrHoeneM, CBPBXIYBCTBATETHOCT Heuectn
cucreMa AnadunakTausa peakipys (Bx. Touka 4.4) C neHsBecTHa
YEeCTOTa
Hapyinenud Ha Anopekcud Yect
MeTa00IM3Ma M XDAHEHETO
Ylcuxuyna HapylneHus Heperoct Hegyecra
Brabyna Penxn
Arpechs, 6e3mokolfcTBO C senspecTHa
4YeCcTOTa
Hapyinenyd Ba HepgHaTa 3amasgHocT, rnapobonue, napectesms, aucreand | Yecty
CHCTEMA Xunoecreiys, COMHONEHTHOCT, HHCOMHHSA Heuec D X
CHEHKoOTI, KOHBYNICHA, ICHXOMOTOPHA Cue ’f% ¢
XMNIEPaKTHRHOCT, aHOCMHA, Arey3ud, NapocMus | ue 77 | ‘?L .
MuacTeHna rpaBHc (BX. TOuka 4.4) S [LaM D \ 2 A
Hapvigenus ya ounte Hapymeno puxsaHe 4, oA, 1‘3{6‘ = )
T \dfgay 4. ) . f)
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cryno3a (AGEP)

Hapymenus Ha yXoTo 1 T'nyxora Yectn
a KHTA Hapyimen cllyX, THRHTYC Hegectn
Bepturo Peaxu
Chpaeuny Hapyiegus Ilamuyraumy Heuectn
Torsades de pointes (Bx. Touxa 4.4), apurMus C Hen3secTHA
(BX. Touka 4.4) BKJI. BeHTPHKY IApHA TaXMKapms | decTora
CRI0BM HapyLIeHHI Xunorensus C HerieecTHA
4eCTOTa
CroMalmHo-ypesHy apus, kopeMia 6oilka, rageHe, METEODHIBM Mhmuore gecn
HapYIieHns Tloppruiande, nVcnencHs Yectn
TacTpyT, KOHCTUMALMA Heuectn
ITaHkpeaTHT, 06e3BETARAHE HA €31KA C HeM3ReCTHA
HecTOTA
Xenarobunuapun Xenatut Hewecn
HapyImeuus Vepexaaue Ha depioapobHata dyHKUEA Peaxu
Yeproapobna HeocTarpasocT (BX. Touka 4.4)*, | C HewsBecTHA
3aIUIaliBaln XenaTAT, YeproApodHa Hekpo3a, qecToTa
XONECTATHIHA KBITTEHUIA
Hapynienws Ha xoxara ¥ O0pus, Ipypuryc YecTH
NOAKOXKHATA THEEH Cunapom Ha CTuBBHC-/[)KOHCHH, peakliHs Ha Hegectn
POTOYYBCTBHTEHOCT, YPTHKADHA
OcTpa repepani3ypana eK3aHTeMATO3Ha Penxn

Tokcruna enpAepMaNAa HEKPOJIN3a, ePUTEMA
My radopMe

C HeH3BeCTHA
JeCTOTA

Hapyinenns ua MycKyJiHO-
CKefeTHaTa CHCTEMA H

£he €HNHATA ThKAH

ApTpanrana

Hectu

Hapymenns Ha Gubpenyte

Octpa 6p6pedna HEROCTATEYHOCT,

C Hen3BecTHA

amHHoTpaHcdepasa, anaHHH aMHHOTpaRCepaza,
OHnApy6YH B KpbHBTA, yped B XPbBTa, KpeaTHHHH
B KPBETa, TPOMEHEHO HHBO Ha KaJHil B KPBETA

H OUKOYHUTE TETHIIA HHTEPCTHIHMATSH HedpHT HeCTOTA
O6mu Hapymenus u edekTn | YMopa Yectn
Ha MACTOTO HA NpHIOXKeHWE | Bonka B 00nacTra Ha MBPAMTE, OTOK, Heuaecr
HepasnonoxeHHe, aCTCHHY
Hacneananus Hamarnen Gpoit mumdonnty, HaManey Gpoi Yectu
eo3MHo MM, HaManeHo HUBO Ha GRkapGoHaT B
BTa
YBenmaeHd HUBa Ha aCTIAPTAT Heuectn

VYabmken QT-unTepran (8Xk. Touka 4.4)

C Heu3BecTHa
qJeCTOTA

* KOATO PAAKC BOJH AC CMBPT

Cpofmapaye na noJ03MpaHy HexeJaHN Peakiiny

CrolulasaneTo HA MOXO3INPAHH HEXeNMaNH PeaKiiky Clle/l pa3peliaBane 3a ynoTpeda Ha NEKapCTBEHNIS
MpOAYKT € BaxkHo. ToBa M03B0NABA A2 NPOTBIKHM RaGN0AEHHETO HA CHOTHOIIEHUETO NON3A/PHCK 32
NeKapCTREHMA NPoAYKT. OT MeIHIMHCKHTE CMIELHANHCTH ¢& H3HCKRA Ja CHOBIIABAT BCAKA
TIOO3HUPAHA HEXKENAHA peakius 4pe3 H3msnauTeHa areHLnAs no JekapeTeara, yiu. . damsan I'pyes”
Ne 8, 1303 Codua, Ten: +359 2 8903417, yeGealiT: www.bda.bg.

4.9 TIpeaoszmpane

Hexenauute eekrn, nabnronapany cnes Npunarane Ha Jo3H, PeBKILIABAUIH NPEIOPE
No0GHH Ha Te3H, IPOABEHH HPH MPHEM HA TEPATIEBTHYHN JIO3H.
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THnyYAATe CHMIITOMM HA MpeAO3Upane Ha MAKPOJMANHTE aHTHOHOTHLM BKIIOYBAT 00paTHMa 3ary6a
Ha CliyXa, TeXKO M3pa3eHO rajieHe, NOBPEIIaHe ¥ JHapHa. B Takusa ciyvan ¢ HeoSxoauMo Aa ce
NPHEMAT MEIUIMHCKA BBIJIEH H CHMITOMATHIHO TIOBNTHABAIIY NEKAPCTBA, KaKTO H Aa 6BJaT B3eTH
MepKky 32 NOTbPKARE HA XU3HEHUTe (YHKUMH OPH HEOGXOARMOCT.

5. ®APMAKOJOTHYHH CBOHCTBA
5.1 @apmMakxogAHAMHYHY cBOlicTRA

PapMaxomepanesmuina zpyna; AHTHOaXTepHATHY NIexapcTsa 33 CHCTEMHR ynoTpeGa. Makponum.
ATC voo: JOIFA 10

Havun na dedfiemeye

A3HTPOMHIIMH € MAKpo/UIeH AETHOROTHK OT rpymaTa Ha a3anuanTe. MonekynaTa e MoNyqeHa upes
npufapaHe Ha a30TeH aTOM KBM TaKTOHHMA IPBCTEH Ha erythromycin A, XMMHYHOTO MMe Ha
AIUTPOMULMH € 9-deoxy-9a-aza-9a-methyl-9a-homoerythromycin A. Monexymuara Maca e 749,0.
MexaBu3sMpT Ha JeHCTBHE Ha a3UTPOMHIIMH ce 6a3npa HA IIOTHCKAHE CHHTE3aTa Ha MPOTEHHH B
GaxrepuuTe, Upes CEbP3RaHE ¢ pubozoMHaTta 508 cybenuuuLa 1 AHXAUOUPAHE HA TIENTHIHATA
TPAHCIOKAIMA.

Mexanusmu 3a evanuxaane Ha peucmenmuocm

Pe3HCTEeHTHOCTTa KBM a3HTPOMHLIHH MOXE J1a € BPoAeHA Wik npuaobura. OCHOBHHTE MeXaHHIMH 2a
BBIHHKBaHE Ha PEe3UCTEHTHOCT Mpu GakTepunTe ca TPH: IPOMAHA B MACTOTO Ha ASHCTBYUE; IPOMAHA B
TPaHCIOPTHATE MEXARN3MHK HA aHTHOHOTHKA, MOAUUMPAHE HA AHTUONOTHKA.

[Ibima KpBCTOCaHa PE3HCTEHTHOCT € YCTAHOBEHA IPH Streptococcus pneumoniae, B-XeMOTATHIRR
CTPENTOKOKH OT Tpyna A, Enterococcus faecalis u Staphylococcus aureus, BUTIOUHTENHO METHIYTHH
pe3nCTeHTHHTE WaMobe Ha S. aureus (MRSA) xbM epUTPOMALMH, a3UTPOMULIMH, APYTH MAKPOIUIR H
THHKO3AMHIM.

Ipanuyu
Ipanuuu va MUK no EUCAST (EUCAST - Esponeiickt Komurer 3a Onpenensase Ha
Antamukpo6Hara Uyscrerrensoct) (Bepcus 1.4, 2009)

Matoren Bugogo-cnenuguann rpanany (SS/R>)
YyrcTBHTEAHH Pe3ncTeHTHH

Stahpylococcus <img/l >2mg/]

Streptococcus A,8,C.G 0,25 mg/l >0,5mg/]
Streptococcus prieumoniae <0,25 mg/l >0,5mg/l
Haemophilus influencae’ <0,12 mg/l >4mg/]

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

'EpUTPOMHIHE MOJKE [Ia C¢ H3NO3Ba 32 ONPEAE/INHe Ha MyBCTBUTENHOCTTA HA IIOCOUEHHTe
MUKPOOPTaHH3MI KbM APYTHTE Makpoiuan (a3HTPOMHIMH, KIAPUTPOMMIMH i POKCHTPOMYLIKH).
MaxponrmuTe ApuIoKeHN HHTPABEHOIHO £ AKTHBHH cpewly Legionella pneumaophila (eputpoMunun
MUK<1mg/l 3a uzompann auBY BYIOBe). MakpoimauTe ca 611 WANON3BAHY 34 NeYeHHE HA
uHexunn, nprauHeny ot Campylobacter jejuni (epurpomunma MUK<4mg/! 3a uzonupany nues
BHIOBE). A3HTpoMHLMH e Bun H3D0N3BaH 32 IeYeHKe Ha MHQEeKIHN, NPUIHHEHH oT S.typhi
(MUK<16mg/l 3a n3ompann nugy sugose) u Shigella spp.

*Bsaumoppnakara Mexxny MUK Ha MakponuasTe 10 OTHOLIEHKE Ha H.influenzae u kvl
oTroBop ¢ cnaba, CnefoRaTeNHO, IPAHALMTE HA MAKPONMAMTE H NMOXOGHHTE AHTHGHOT:
(Hxcupanu npu onpenensye Ha nusuA TH H.influenzae xato cpegen.
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“yecmeumennocm

Yecrorara Ha npufe6uTaTa PE3HCTEHTHOCT MOXKE A4 BAPHPA B 3aBHCHMOCT OT reorpadickoTo
MONOKEHNE B ¢ BPEMETO 32 ONpeneneHH BHA0Be. [10 Ta3u MpHYHHA € ApenopbUHTENHG HATHYHE Ha
uH$OpMallvs, OTHOCHO PE3UCTEHTHOCTTA B KORKPETHATA CTpaHa, 0c06eHo MpH HedeHHe Ha TEKKH
uadexiud. Heo6xoanMmo e excniepTHo MEEHHE, B Cly4ali e 0co6eHOCTHTE Ha Pe3HCTEHTHOCTT
MOANAraT Mo/l BBNPOC eeKTHBHOCTTA OT NPANATaHeTO HA AIUTPOMULIAY.

Aumubaxmepuanen chekmep HA G3UMPOMUYUR
UYBCTBHTEIHN MEKPOOPTARHIMH
Aepobyu ['paM- NOoKNTEIHN MEKDOODraHH3IMK
Staphylococcus aureus
MeTHiHIRH - YYBCTBHTEIHH
Streptococcus pneumoniae
IleHHMARH - YYBCTBHTEIHA
Streptococcus pyogenes
[ Aepobpn ['pam- OTDHIATETHH MHKDQOPIaHHIME
Haemophiius influenzae
Haemophilus parainfluenzae
Legionella pneumophila
Moraxella catarrhalis
Pasteurella multocida
AnaepoOHH MHKPOOPraHN3ME
Clostridium perfringens
Fusobacterium spp.
Prevotella spp,
Porphyriomonas spp.
JpYIH MHKDOOPTaHIIMH
Chlamydia trachomatis
Bujose, npu KOHTO IPHROGHTATA PEIHCTEHTHOCT MOXKE 12 NIPEACTIRISBA PoGaeM
Aepobun I pam -HONOKMTENHA MHKDOOPTaHE3MI
Streptococcus pneumoniae
TTeHMUMIHE - CPEIHO YYRBCTBHTENHH
TTeHHUAMME - PpEINCTEHTHY
MRKpoOpraHAIMH ¢ RPOAEHS PeIRCTEHTHOCT
AepoGuy I pan- NonoXuTeNHN MHKDOOPTAHI3IMY
Enterococcus faecalis
Staphylococci MRSA, MRSE*

AHaepo0uy MAKDOOPTAHH3MH
T'pynara Ha Bacteroides fragilis

* MeTnuunuH-pe3ucTeHTHATE staphylococei ce 0TAMYABAT ¢ MHOTO LIMPOKO Pa3NpOCTPaHeHa
npuaoGHTa PeINCTEHTHOCT KbM MakpomAy. TTocTaBesn ca B Tazy rpyna, Thil KaTo pAAKO HPOABABAT
HYBCTBATS/THOCT KBM a3HTPOMUITHH.

Heasarpudna nomnyaups
B13 0cHOBA Ha OlfeHKA HA MPOYUBAHHA IIPH Aelia ynorpefata Ha a3uTpOMHIHH 32 JIeYeHHe Ha

MaNapHs, KAKTO KaTQ MOHOTEPAMHKA, Taka H B KOMOHHAIMA ¢ XAOPOXHH HIIH APTEMHIHH CbIbPXKAITH
NIeKapCTBEHH TIPOXYKTH, He Ce Npenopbysa, Thi kaTO HE € YCTAHOBEHA HERHPEPHOPHOCT COPAMO
aHTUMAaNapHiHUTe NleKapCTBa, NPENOPHUBAHH 34 IEYEHHE HA HEYCTOKHEHa MATAPHA.

5.2 dapmakoKuHEeTHUHBH cBolicTBa

Abcopbyun .
Y
BHOHANHYBOCTTA Ha A3UTPOMMIMY CIIET NEPOPATHO IPANIOKEHNE € TIpHGMInTeNHO 37/ \
MaKCHMAQITHA N1a3MeHa KOHUEHTPALNA ¢e JIOCTHra 2-3 Jaca ciell IPHEMaHe Ha IeKap NN
< o
: —i
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Pasnpedenenue

Cnep nepopaiuo MpUNOKEHHE a3ATPOMULKH C& Pa3nIpeend IIMPOKO B OPraHKsMa.
®apMaKoKHHETHIHKTE NPOYBAHMAS JOKA3BAT, e KOHUEHTPALMATA Ha A3HTPOMHIINH, H3MEPEHa B
TbKAHHUTE, € 3HAYHUTENTHO MO-BHCOKA (10 50 ITbTH) OT H3MEPEHaTa B IU1aiMaTa. TOBa MOKazBa, 9e
A3UTPOMHLMH B I'OJIAMA CTENEH Ce CBBP3BA ¢ THKAHHTE.

ChEp3BaHeTO CBC CepyMHBMTE NPOTEHHH BapHPa B CHOTBETCTRHE C [1a3MEHATa KOHIEHTPAIHS B
unrepsan ot 12% npn 0,5 pg/ml no 52% npw 0,05 pg/ml cepym. Cpeguuar ofem Ha pasupeseneHne
npH steady state amBa (VV,,) noctura 31,1 Vkg.

Enusunupane

KpaifiHnat nna3MeH eTMMUHAGMOHEH NOMYKUBOT OTPA3SBA B TONIAMA CTENEeH eNNMHHALMOHHAS
TIOIYAMBOT OT TEK8HUTE, KoiiTo e or 2 110 4 un.

TIpubnrsnTento 12% oT AHTPaBEHO3HO IPHETATA 103 ASHTPOMHUIMH Ce EKCKPETHPA HEPOMEHEHA B
YpHHaTa B NPOABIDKEHHE Ha CIEABAIINTE TPH NHH, B KefiCTBUTENMHOCT BHCOKH KOHUEHTPALMH OT
HelpoMeReH asHTPOMHLAH £2 OTKPUTH B YOBEIIKATA XKITHUKA.

B xnwdKaTa ce OTKpHBAT OINE AeceT MeTabonuTa , KouTO ca ofpasyrany upes N- » O-neMernnupane,
XHAPOKCHIHPaRe Ha A€303aMHHH H alTTHKOHOBH NPLCTEHH, H Upe3 pamaJaHe Ha KIagAHO3HH
chelrHeHHA. CPABHEHHETO HA Pe3yNTaTHTE, NIONyYeHH OT TEYHO XPOMATOrpadCKY B
MUKPOOSHOMOTHIEH aHATH3 [IOKA3Ba, de MeTabOIHTHTE Ha B3MTPOMHLMH He ca MUXpOBHOIOIrHIHO
AKTHBHM,

TTpH M3NUTBAHUS Ha XKHBOTHH CA HAMEPEHH BRCOKH KOHUEHTPALHH A3HTPOMHIIHH BEB (haroluuTHTe.
YcTaHOBEHO €, Y€ 10 BpeMe Ha aKTHBHA GaronHTo3a ce 0cBAGOKAABAT TO~BHCOKH KOHUEHTPALHH
AIMTPOMMIMH B CDaBHEHHE € KOJIHYECTBOTO 0CBOOOAEHO OT HEAKTHBHATE (GarouHTH. CleAoBaTenHD
TIPH U3NMHUTBAHNA HA XKHUBOTHH K3MEPEHHTE KOHIICHTPALIWH ASHTPOMHIEH B HHGEKTHPaHATa THKAH 2
BHCOKM, B CDaBHEHHE C HEMH(EeKTHpaHATa.

53 IlpeaxianHH4YHH JaHHH 3a GesomacnocT

Ipu u3nuTBAHNA Ha KMBOTHH C A03UPORKA 40 ITHTH MO-BACOKA OT K/MHUYHATA TEPaNeBTHYHA 1034,
A3UTPOMULIKH NPUYHHABE 00paTHMa Gocdommunosa, Ho KaTo NpaBunoO He ce Habmogasar
TOKCHKOJIOTHIHH 1TOCNeNCTBAA, CBLP3aHHM ¢ ToBa. He e yCTaHOBERO a3UTPOMMUMH Ja NPUIKHABA
TOKCHYHH PeaKilH¥ NP NAlMUeHTH, PHEMAIIH TPeNoPbYKTENHHTE NO3H,

Kapywriozenen nomenyuan

JBIrocpodHN M3NMTRAHMA MPH XKHBOTHH 32 OLlEHKa Ha KapUMHOTCHHAA MOTEHIIAN HE ca
TIpOBEX/AHH, Thil KATO JIEKAPCTBOTO € MPEHA3ZHAUEHO CaMO 38 KPATKOCPOUHO JeYeHHe U HAMa
HHAKKAINY 38 KApIMHOTEHHA aKTRBHOCT,

Mymazenen nomenyuan
A3MTpPOMHLIMH He TIOKa3Ba NOTEHIMAN 32 T¢HHM ¥ XPOMO3OMHM MYTALIHH TIPH iR Vitro W in vivo
H3CHIE/IBAHNA.

Penpodyxmusna moxcuunoem

EmbproToxcnanocTTa € HacnelBala BEpXy KUBOTHH. [IpH MHIIKH 1 ITBXOBE He ce HabMoasa
TepaToreHeH edexT. TIpy MmILX0Be, NOTYdaBAINY A3MTPOMMUMH B 1031 oT 100 1 200 mg/kg TenecHo
TerNio AREBHO, BOAM O NEKO H30CTaBaHe Ha OCH(MKALKATa Ha MIOLA U IO HAPACTBAHE Ha TEJIECHOTO
Terio Ha Maitkarta. [Iph mepHHATATHA H TOCTHATANEY H3CIEABAHNS HA [ITBXOBE ce HabmoaRa Jeko
3alaBAHe HR PASBUTHETO, BCICACTRHE Ha JIUEHNE ¢ a3HTPOMBINH B 1031 50 mg/kg IHeBHO.

6. OAPMANIEBTHYHH JAHHHA
6.1 CnHchbR HA DOMONIHKTE BelleCTBA:

MuxpokprcTanHa uenynosa
Harpues naypuncyndar
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MarHesHeR creapar

Twuranor suokcna (E 171)

Hupuromur (E 132)

Kenarnu

6.2 HecpBMecTHMOCTH

Henpunoxumo

6.3  Cpok Ha rogHocy

3 roauHm

6.4 CuenuanHu YCIOBHE Ha ChXPaHeHHe
Ha ce crxpansra nog 25°C.,

6.5 Bupau chabpkaHHe HA OUAKOBKATA
6 kancym 8 Gnucrep (PVC/PVDC/Al gommo). Eanu 6nkictep B kapronela KyTHs.

6.6 Croensannn npeanA3NM MepKu NPH MIXBLPAsIHE B paGoTa

HaMa cneupanan nivckBanus 3a M3XBHPIIAHE,

7.  IIPHTEXATEJ HA PASPEIIEHHMETO 3A YIIOTPEBA

TevaB.V.

Swensweg 5, 2031 GA Haarlem

Hunepnanaus

8. HOMEP(A) HA PAZPEIIEHHETO 3A YHOTPEBA

Per. Ne 20000866

9. JAATA HA ObPBO PASPENIABAHBETIONHOBSIBAHE HA PAZPENIEHHETO 3A
YIIOTPEBA

Jara Ha mppBo paspemagane: 21 ¥Omu 1994 r.
Hara Ha nocneaHO noAHOBABare: 23 Pespyapn 2011 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Noos "




