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1. HME HA TJEKAPCTBEHHA ITPOAYKT

2. KAYECTBEH H KOJTHYECTBEH CHCTAB | Ogotnzsie M-

bosans: 200

Beska (uaMHpana TabneTka chabpKa a3UTPOMMULMH QHXHIPAT (azithromycin dihydrate) 524 mg
cvotBeTcTBaLl HA 500 mg asurpoMuLnH (azithromycin).

34 IMB/IHHA CIIHCHK HA IOMOLIHHUTE BELLECTBA BHAKTE TOUKA 6.1 |

3. JJEKAPCTBEHA ©®OPMA

®unmupana Tabiierka.

Onucanue Ha npoaykTa:

Asurtpoke 500: Genu 10 nourr Gendt KpsraK GpHAMMUpaHK TabAeTkH ¢ npoawnrosarta gopma.
4. KJHHHYHHU TAHHH

4.1 TepanesTHYHH HOKAZAHUSA

A3HMTPOKC € MOKa3aH 3a JEeHeHHE HA MHQEKIMH, NPHYMHEHH OT €AHH WIM [OBeue OT €IHH
HYBCTBHTC/IHH HA a3HTPOMHLMH MHKPOOPTaHH3MH {Bk. Touka 5.1):

. Hudiekunn Ha ropuuTe AuxartenHn nuTHINA: GapHHIMT/TOH3HANT, CHHY3HT, Bb3[AJICHHE Ha
CPELHOTO VX0

. Undekumn Ha J0NHMTE OMXATENHH MBTHILA: OpOHXMT M MHEBMOHHMH, NPUIOOHTH B

obwecTBoTo

. HHQeKUMHK ha koXaTa U MeKUTE ThKAHH: CPeHO H3paseHa dbopma Ha acne vulgaris, eputema
MUrpaHe (Iibpeu ctanui Ha JlaiiMcka 60/1eCT), epH3HIICN, HMTIETHTO H BTOPHYHA IHOAEPMHES,

. [fo10B0 npenaBany 3a00NSBAHUA: HEYCIOWHEHH eHMTATHH HH(EKITMH, [IPHYMHEHH OT

Chlamydia trachomatis.

Tpabea na ce B3emaT upensua odHUMANHHTE PHKOBOLCTBA 33 npaBunHaTa ynotpeba Ha
aHTHDaKTEpUaNHUTE JeKapCeTBa

4.2 [lo3upoBKa u HAYHH HA NPHIOKEHHE

HOSH[!OBK&

Bvspacminu, sxmovumeino nayuenmu & nanpeonaia 8Bb3pacH U deya ¢ menecno meano vao 45kg
3a neveHHe Ha MHGEKIIMH Ha FOPHUTE H AOJHHTE JIHXATENHH HTHILA, HA KOXATA W MEKHTE ThKAHH
(c M3KTIOYEHHE HA epUTeMa MHrpaHc) ofU1aTa 1033 a3UTPoMHULMH e 1500 mg, koATo ce npuema B
NPORBIKEHHE Ha 3 AHH (N0 eaHa duMKupana Tabnetka ot 500 mg BEAHLIK HA eH),

3a cpeano uspazena opma Ha acne vulgaris, ofwara nosa e 6 € M Ce NPENopLYBa B CACIHAA JO308
peskum: Eana Tabaerka oT 500 mg BenHbK Ha 1€H B MPONWDKEHHE HA 3 AHH, TOCIIEAB
300 mg eenmwsx ceamuuno 3a 9 cepmuu. Jlosata 3a BTOPATa ceamulia TpaDBa [a ce B
cnej mbpeata npuerta Tabnerka. Caeapautute 8 cenmuim TpalBa 1a ce BieMar 1o
BEIHBXK Ha JICH 1IPE3 7-THEBHN MHTEPBAITH,




. 3a epuTeMa MHrpaHc 00LIATA 1033 A3MTPOMHLMH € 3 g, KOATO Ce MPHEMA, KAKTO € MOCOYEHO!
1000 mg (2 prnmupany tabnerku ot 500 mg HageHDK) NPe3 MLPEMA A€, nocTeasanH ot 500 mg
(eaHa puimupana tabnetka ot 500 mg) OT BTOPHA 0 NeTHR JEH KaTo eIHOKPATEH AHEBEH TIPHEM.

3a JIeUEHHE Ha HEYCIIOAHEHH reHUTaNHH uHbeku, npruuHenu ot Chlamydia trachomatis, nozata
¢ 1000 mg (18e hrnmupann TabnaeTkH o1 500 mg) npueTH HageIHBK, €IHOKPATHO.

Heua ¢ Tenecno rerno moa 45 kg

Asnrpoxe TabneTku Moxe 1a ObIe NpHIAral camo Ha AeLia ¢ TERO, NI0-ronaMo oT 45 kg, MpH KoHTo
Aa ce v3nonsea obuualina 103a 3a Bb3pacTuu. 3a aeua ¢ Terno noa 45 kg MoraT na ce HANOM3BaT
ApYFH NEKApPCTBEHH QOPMH a3UTPOMMLIHH, HATIP. CYCTIEHIHM.

Ho-BB3pacThy xopa:

Ilpu no-Bb3pacTHH Xopa ce M3NON3BA CHILATA JO3HPOBKA, KAKTO TIPH BB3PACTHHM MaupeHTH. Thit
KaTO MO-BB3PACcTHHTE Xopa MmoraT fa 6biar NaUuMeHTH ChC CBIBICTBAUM MPOAPHTMHH, ¢&
NpenopLUsa NOBHILIEHO BHHMAHUE, 110paaH PHCK OT ChP/IeYHA apHTMuA U torsades de pointes (Bix
Touka 4.4}

BvOpeuna nedocmamvynocm

Hpu nauuenty ¢ neko yepenena GuOpeuna dynkuma (Kpearununor wiupsac >40 ml/min) He e
HeoOGX01uMa KOPEKIIMS Ha 103HPOBKaTa. [ IpH NallMEHTH Che CTOHHOCTH Ha KPeaTHHHHOBHA KTHPBHC
< 40 ml/min e NpenopBUNTENHO 1A Ce IOAXOKIA ¢ NOBHILEHO BHHMAHME.

Heprodpobra nedocmanmvunocm

A3HTPOMHLMH ce MeTabonuaupa B 4epHUA Apol H ce eKCKpeTHpa upes %IhUKaTa, U He Tpabea Ja
C€ NpuJara MpH NauHEHTH, CTPaJally OT TexkKa YepnonpobHa HefocTaTsuHocT. He ca nposeskaany
NpOYYBaHHS, CBBP3AHH C IIPHJIAraHe Ha a3HTPOMHLUMH [IPH Te3H NalHeHTH,

B cayuait na nponycuama 0oza
[ponycHarara no3a Tpatsa aa 6bae B3€Ta KONKOTO € BBIMOKHO MO-CKOPO M C/EABALLKTE 103H
TpAdBa /1a ObIAT npHeMaHy B 24-4acoB UHTEPBAL.

Hayun na npunooicenue:
AsuTpoxe Guamupanu tabnetkn Tpabpa a ce normbiiar uend. Te MOTaT ja ce MpHeMaT ChC WIH
He3 xpaHa.

4.3 IIporneonoxazanus

A3BHTPOKC € NPOTHBOTIOKA3aH TIPH MAUKEHTH, KOMTO €4 CRPbXYYBCTBHTE/IHH KbM A3HTPOMHILKH,
EPHTPOMHLIMH, MAKPOTHIHH H KETOIHAHY aHTHOHOTHLM WIH KBM HAKOE OT IOMOIIHHMTE BELECTRA,
MOCOUEHH B TouKa 6.1.

IMopanyn TeopeTHUHATA BB3MONKHOCT OT NOABA HA EPrOTHIbLM, A3UTPOMHLMH He GWBa a ce Ipriara
33€IHO C JICKapCTBEHH TTPOIYKTH, ChIBPIKALLM €ProTaMHHOBH NPOH3BOIHM {BxK. Touka 4.4).

44 Cneunaiuna npeaynpexJIeHHs M NPeLnaIHH MEPKH IPH ynorpeda

Anepauuny peaxyuu: Kakto Npu epUTPOMHLIHH M APYTH MakpoIH/IM, B PEIKH CIYYaH ce ChoOIIaBa
3@ CePHO3HM AJICPIHYHH PEAKLHH, BKIIOWHTETHO anruoedeM W aHadHnakcus (paako daranuu),
A€PMATONOTHYHH pPeaKUMH, BIJTFOMHTETHO OCTPR IEHEpaTH3HpaHa eK3AHTEeMATO3Ha MyCTyNo3a
(AGEP), Tokcuuna ennpepmanna nekpomusza (TEN) (psaaxo ¢ metanen usxon). Haxom ot
PEAKLIHM HMaT KaTO Pe3yiIraT PEUHAHBHPAHE HA CHMIITOMHTE, KOETO BOAH JIO Y.
nepHoaa 3a HabMOIEHHE H JieUEHHE.,

AKO BB3HMKHE ANEPrM4HA Deaklfud, NekapcTeoro TpaGsa ga Obae cnpsHO M
noaxoafa Teparnus. Jlexapure Tpabea aa 3HadT, Ye € BBHIMOKHA MOBTOPHA NOABE
CHMITTOMH TMPH COHPAHE Ha CMMITFOMAaTHYHATA TeparHs.




Yepeosicoane na weproopobuama hynxyus: Toil Kato u4epHOIPOGHUAT MBT € OCHOBHMAT MBT 32
C/IMMUHMPAHE HA a3HTPOMHULIMH, NEUCHHETO HA NalMeHTH ChC CEPHO3HO 4epHOAPOOHO 3abonsBaHe
Tpi6Ba 12 c¢ MPOBEsAa ¢ 0c00eHO BHEMaHue. [IpH NPHIOAEHHETO HA A3HTPOMHLIMH ¢4 AOKNABAHH
Cydau Ha 3aILIAIBALI XENaTHT, NOTCHLHANIHO BOAEN /10 KHBOTO-3aCTPallaBalla YepHOpobHa
HELOCTATLYHOCT (K. ToKa 4.8). HAKOM MALMeHTH MOKe Ja Ca MMM TIPE,TXOMAILO YEPHOAPOOHO
3200NABAHE MITH MOJE /1a ¢4 IPHEMAJTH IPYT XeNaTOTOKCHYEH TeKapCTREH IIPOAYKT.

B ciyuali, ue BL3HWKHAT TPH3HAINM M CUMIITOMH Ha 4YepHONpoOHa AMchYHKIHS, Karo Obp3o
pa3BUBAILA CE¢ ACTCHHA, RCOLMMPAHZ C XKBITEHWLA, NMOTHMHABAHE HA YPHHATA, CKIOHHOCT KbM
KbpBEHE HJTH 4epHOIpOoOHa enuedanonaThs, ne3aGaeHo Tpa®pa Aa ce Ha3HAYAT TECTOBE 3a
H3CNe1BAHE HA yepHONpoOHaTa dyHKuns, [TprnaraHeTo Ha A3UTPOMULMH TPAOBA A2 ce CTIpe, aKo e
NOABH YEPHOAPOOHA TUCHYHKUMA.

Epeomavun: T1pu naumenTH, NPHEMALIH PrOTaMHHOBH MPONYKTH, EProTH3MBT Ce YCKOpABA NIPH
COHOBPEMEHHOTO HM NPHUJIAraHe ¢ HAKOM MaKpONHIHH aHTHOHOTHUM. HAMa 1aHHH 33 BHIMOKHO
B3ZUMO/ICHCTBHE MEXIY CProTaMHH W asHTPOMHUMH. Bbipekn ToBa, nopagu TeopeTHyHaTa
BB3MOKHOCT OT [I0ABA HA EPTOTHIBM HE CE TIPENOPBYBA €THOBPEMEHHOTO TIPHIAraHe Ha
A3UTPOMHIIHH M €PrOTAMHH.

Cynepungpexyuu: Kakto W npu Apyrn aHTWGHOTMYHH NPOJyKTH, Ce [PENOPbYBA CleneHe 3a
NPH3HALH HA CYNEPUHGEKLIMN, IPHIMHEHN OT HEUYBCTBHTEHH MUKDOOPraHuaMH (Hanp. [ w61aHu
HH(EKUHH).

Cnyuau Ha auapus, npuuuvena or Clostridium  difficile {CDAD) ca aoknaasanu 1pH
MPUICHKEHUETO HA TIOYTH BCHUKH aHTHOAKTEPUATHH JIEKapCTBA, BKIOMHTENHO aSHTPOMHLMH, H
HeHHATAa OCTPOTAa MOKE 1a BApHpa OT Jjieka AMapua A0 (aTaicH KOMMT. Ipuioxenuero na
aHTHOAKTEPHAIIHM NEKapCTBa MPOMEHS HOpMaTHaTa ¢uiopa Ha febenoTo 4epBO, KOETO BOJH 10
cepbXpacTexk Ha C. Difficile.

C.difficile npoussexna TokciHW A W B, KOMTO fompuHacsT 32 nossara va CDAD., Bepurure na
C.difficile, nponyunpaiin xunepToKCHH, yBenHYaBaT 3a6071eBaEMOCTTa 1 CMBPTHOCTTA, Thi KaTo
Te3H HHQEKUUH MOTaT 1a ca PepPaKIepHy HA AaHTHMMMKDPOGHATA TEPAMMS H MOIAT a NOBENAT a0
Kosiextomus. CDAD Tpafea na ce HMa npeBHA IPH BCHMKM TIALIMENTH, NpH KOWTO yrnoTpebara na
aHTMOHOTHUM € CBMpoBOAeHA ¢ Auapus. HeoBX0aNMO € BHHMATENHO METHLHHCKO ApOCeASBaHeE,
T kato CDAD moxe Ja ce noseaBa MoBede OT jBa Meceua cien [PHIOKEHHETO Ha
anTHOaKTepHANTHHTE AreHTH,

Yepexwdane na Gvbpewnama @yuxyun: TIpH NAUMEHTH C TEXKO yBpexwaane Ha OnOpeuHara
(yHKUMA (CKOPOCT Ha TIoMepy/nHa gumrpaims < 10 ml/min) ce vabmozasa 33% yeenuuenne Ha
CHCTEMHATA €KCTIO3MLIMA KbM a3HTPOMHUMH (BXK. Touka 5.2)

Yovancenu copoewna penonspusayus u QT-unmepean:
YAbKEHH ChpeuHa penonApH3auns H QT-unrepean, cpobluaBaim 3a PUCK OT HACTBLIIBAHE HA
CbpAe4HA apHTMHA H torsades de pointes, ca HabnroJasanu Mo BpeMe Ha NEUEHHETO C APYTH
MaKponuaH. [Ipn MALMeHTH ¢ MOBMIIEH PHCK OT yAb/KEHA ChPAEYHA penongpulaums noaoden
e)eKT Ha a3UTPOMHLIMH HE MOKE HaNBIHO 43 ObhIe MIKNoYEeH {(Bx. Touka 4.8), cienoBaTenHo e
HeoOXONMO BHUMAHHE ITPH NALMEHTH:

*  C BPOJIEH WM NoKyMeHTHUpaH yAsmkeH QT uurepsai.

*  HaJICHEHHC ¢ ApYTH BKTHBHM BEWECTRA, 33 KOWTO C€ 3Hae, Ye yabmkasat QT-HHTepeana
K4TO aHTHAPHTMHUK OT Kiac [A (XuHWIun ¥ npokannamua) M knac I (nodheTnana,
4AMHOJAPOH M COTANTON), LM3aNpHA H TepdheHasnH

* € EIeKTPOJHTHO HAPYUIEHHE, OCODEHO B Clly4aH HA XMITOKANMEMHS 1 XHIIOMATrHERHEMUS

* © KIMHHYHO 3HaYAMA OpalHKapius, CbpRevHa apUTMMS WIH TEXKa Cbp f
HEJOCTATBUHOCT.

Myasthenia gravis: JloknazipaHu ca chyqan Ha eK3auepbanus Ha CAMITOMHTE Ha MUac
M HOBO Ha4azo Ha CHHAPOM Ha MHACTEHHUA TPH NAUHEHTH Ha TeUEHHE C A3HTPOMMLIM
4.8).




Cmpenmoroxoeu unexyju: OGUKHOBEHO NEHULHJIHH € MBPBUAT W300p 3a NeveHHe Ha bapHUHTUTH
W TOH3IWIHTH, NIPHYHHEHM OT Sireplococcus pyogenes, KAaKTO W 3a NMpoQUIaKTHKa HA OCTpa
PEBMATHYHA Tpecka. B nopedero ciydanm a3uTpoMHUMH e edeKTHBEH Cpellly CTPENTOKOKH,
MPAYHHABALM HHQEKHIMH HA Me30(APMHKC, HO HiMa [aHHM 3a HEroBaTa e(puKacHOCT mpu
NpeaoTEPATABAHE HA OCTPA PEBMATHYHA TPECKA.

4.5 BianmopelicTBHA ¢ Apyru nekapeTBenn TPOAYKTH H 1pyr# ¢opMH HA B3aUMOJeHCTRHE

[lphnaraneTo Ha a3MTPOMMLMH Ha MALMEHTH, NPYEMALIY APYTH IEKAPCTBA, KOMTO MOTAT 12 YIObIIKAT
QT-dnrepeana, TpaGpa 1a cTara MHOTO BHUMATETHO {BXK. TOUKA 4.4

Anmuayuou

llo Bpeme Ha dapmakoknueTHYHO NpoyuBane Ha edeKTuTe Ha ¢IHOBPEMEHHOTC MpMaraHe Ha
43UTPOMHULIHM C aHTHALMIHK NEKApCTBEHH NIPOAYKTH He ca Habliojasanu npomeHu B o6mara
GuOHANHYHOCT, RBENPEKH Y€ H3IMEPEHUTE NIa3MEHH KOHUEHTPALMH ce NOHHKaBaT ¢ okono 25%. [lpu
MALACHTH, [PHEMALlH W a3HTPOMHLMH M aHTHALHAK, JBETE JNEKApCTBa He TPSOBa fa ce MpHeMar
CIHOBPEMEHHO. AHTPOMMLIMH TPAOBA Ja Ce NPHeMa Hal-Malko | uac TpeJIH KK 2 vaca Cles npyema
HA AHTHALKCH TIPOAYKT.

Lemupuzun
Ipu 3ppasu 10GpoBONLKM €AHOBPEMEHHOTO NPHNAraHe 3a 5 HU Ha A3UTPOMMLUMH K 20 mg HETHPHIMH

npH steady-state He noka3sa GapMaKOKMHETHYHO B3aHMOEMCTBME M 3HAYHTC/IHH npoMeHH B QT-
HHTEpBanNa.

Huoanosun (udeoxcuunozun)
EnHoBpemenHoTOo npunarade na AMIAHO3HH M AHEBHM 103M oT 1200 mg asHTPOMMLMH npu 6
NAUMEHTH HE € 0KA3a710 BJIMAHHE BbPXY (JApMAKOKMHETHKATA Ha AMAAHO3HH B CPABHEHHME ¢ M1auedo.

Huzorkcun u xoaxuyun (cybempamu na P-2auxonpomeun)

B pe3yaraT na eaHOBpeMEHHO MpHAOKEHHE HA MaKpOJIMAHM AHTHOHOTHLIH, BKMIOUMTETTHO
A3UTPOMHLHH, CbC CYOCTPAaTH Ha P-rIMKOMPOTEMH KAaTO AMIOKCHH M KOJIXMUMH, ce choGllasa 3a
NMOBHUABAHE HA CEPYMHHTE HHBA HA CyBeTpaTa Ha P-raukonporenHa. opaau ToBa, aKo a3HTPOMULIMH
U cyBeTpatuTe Ha P-ruKonpoTenH kato IMIOKCHH ce Mpuaarat eAHOBpEMEHHO, TpAORA Ja ce MMa
NpeABUZ BLIMOXHOCTTA 34 NOBHUICHH CEPYMHM KOHLEHTpalMH Ha aurokcud. Heobxooumo e
KJIHHHYHO NPOC/IC/IABAHEe M EBEHTYANHO H3CMEBAHE HA CEPYMHHTE HUBA Ha JMTOKCHH [0 BpeMe M
ClIeI IIPEKPATABAHE HA IeYEHHETO C A3MTPOMHLIMH.

Juoueydun

Eanokpathn aozu ot 1000 mg, KakTo ¥ MPUIOKeHH MHOFOKPATHH 203K oT 1200 mg 1y 600 mg
IUTPOMHLUMH, HE OKa3Ba BIHAHME BBPXY (ApMaKOKHHETHYHWTE MOKA3aTend B IUIa3MaTa Hid
CKCKPCLMATA HA 3WJIOBYAWH 4pe3 YPWHATA, KAKTO M Ha HEroBHS TIKKYPOHMIMPAH MeTabonurT.
IlpuemaneTo Ha a3HTPOMMUMH MOBHWIABA KOHUEHTPALMMTE HA KIMHMYHO AKTHBHHA MeTabomuT,
GochopunupaH 3MIOBYAMH, B MOHOMYKIEAPHHTE KJIETKH Ha neprbepHOTO KphBOOGpBLLIEHHE.
KnuHH4HOTO 3HaueHHE HA Te3W JaHHM HE € HAMLJIHO H3ACHEHO, HO T€ MOTAT 718 ¢a OT noasa 3a
MalHCHTHUTE.

A3HTPOMULMH He B3aMMOEHCTBA 3HAYKTENHO ¢ uepHOApoSHATA uutoxpoM P450 cuctema, He ce
NpeAnoiara, 4e e NoANoKeH Ha GapMakOKHHETHUHHTE JIEKAPCTBCHU B3auMOAEHCTBIS, HABTIONaBAHM
NpH EPUTPOMMLKH W Jipyryre Makponua. [lpu asutpomuuuy se ce HabnogaBa MHAVKUHA MNH
MHAKTHBALHKA Ha LMTOXpoM P450 nocpeacTsom Komiuiekca IMTOXPOM-MeTalOMHT.

Epeomanun
[Topaau TeopeTH4HATa BB3MOKHOCT OT [OABA HA EPrOTMILM HE CE MPENOPHYBA SNHOBY
Apunarale ¢ asUTPOMHUIMH (B3K. Touka 4.4),




. [lpomexcnany ca hapmakokHHETHYHM H3CEABAHMA BBPXY a3UTPOMHLIHH U CJIEAHHTE JIEKAPCTBA, KOUTO
CE 3Hae, e MPCTHPIIABAT 3HAYHTENEH UHTOXpOM P450 Meauupan MeTaBonnsbm.

Amopeacmamun

EatospemennoTo npuemate Ha atopeactatuu (10 mg IHeBHO) H asuTpoMuittH (500 mg IHepwo) He
[IpOMEHS TLTA3MEHATA KOHLEHTPALHA Ha aTopBacTaTuH (OmpeaeneHa Ha Gasara Ha HHXHOUpAaHETO Ha
HMG CoA-peaykrazara).

Kapbamazenun

l[lo Bpeme Ha npoyumawe Ha (apMaKOKHHETHUHMTE BiauMmoneiCTBHS, MPOBECACHO TIPH 34paBH
NOOPOBOIILM, € YCTAHOREHO, Ye He MOBIHABA 3HAYHMO NIA3MEHMTE HHBA Ha KapbaMasenuH HWIM Ha
AKTMBHHTE MY MeTaboTHTH.

Lusmtemuoun
ITo Bpeme Ha dapmakokuHeTHUHO IpoyuBaHe Ha e(peKTHTE HA €HOKPATHA 1032 UHMETHIMH, IpHeTa 2
Haca LIpe/id a3UTPOMHULIMH, He ¢ HabMOIaBaka NIPOMAHA BHE (PAPMAKOKMHETHKATA Ha AIUTPOMHILIHH,

Kymapunosu anmuxoazyaanmu

[lo speme Ha mpoyuBane Ha (apMaKOKMHETHUHMTE B3aUMOLEHCTBHS, a3UTPOMHLHH HE € MOBIHAT
AHTMKOATYIAHTHNA eeKT Ha eAHOKpPaTHA 1032 Bapdapun 15 mg, NpUIOKeHa Ha 3ApaBd 10OPOBOMLH,
Mo BpeMe Ha nOCT-MAPKETHHFOBMA nepuOl ca OKIaIBaHHM Cllydad Ha [OTeHIMpaHe Ha
AHTHKOAryTTaHTHUA SPEKT KATO Pe3yNTaT OT eNHOBPEMEHHOTO NPUAOKEHHE HA A3UTPOMHLHH H OPATTHH
AHTHKOATylaHTH OT KyMapHHOB THIL. Bunipekn ue We e ycranoseHa NpUYHHHO-ClEACTBEHA BpPB3Ka,
Tpsea 1a ce MHC/IM 2a YeCTOTATA HA TIPOCIEISBAHE HA NpOTPOMOMHOBOTO BpeMe, KOraTo A3HTPOMHLIMH
CC [PEATTHCRA HA NAUKECHTH, NPHEMAILH OPATHH AHTHKOArY/IaHTH OT KYMAPHHOB THI.

Lurnocnopun

Ilo Bpeme Ha papmakokuseTHuHO NpoyuBane npu 30paBH 100POBOJILK, HA KOHTO B POTB/DKEHHE Ha 3
auu € npuitarana 500 mg OHeBHa 1033 A3MTPOMHUIMH M cliel TOBA enHokparna jo3a 10 mg/kg
LKTOCTOPHH NEPOPANHO, 0TUeTeHUTE Crax 1 AUCy 5 Ha Luknocnopun ca GHITH 3HAYHTEITHO HOBHUIEH,
CnenosaTenHo, eAHOBPEMEHHOTO IPHIAOKEHHE HA TE3H JexapcTea TpabRa npeaBapHTE/IHO BHHMATEHO
f1a ce OOMHUCIH. B ciyuai, He eAHOBPEMEHHOTO MM NpHAArane ¢ OMPABJAHO U HANOXKUTENHO, CAeABA Ja
€€ MOHHTOPHPAT CTOHHOCTHTE HA LMIJIOCTIOPHH M TIPH HeoGX0MHMOCT 14 ce KOPUTHPA J03MPOBKATA MY.

Easupeny

EnnospemennoTo npunokenre Ha 600 mg CIHORpATHA 1033 a3MTpOMHUHH H 400 mg aHeBna noza
edaBUpPEHL B NPOILLKEHHE HA 7 JHH HE BOIM /0 HAKAKBH KIMHHYHO 3HAYMMM {papmMakoKHHETHUHH
B3aHMOIEHCTBHA,

Dayxonazon

EnHospemenHoTo npunoxkenne Ha 1200 mg CAHOKPATHA [I032 a30TPOMHUMH HE TIpOMeHs
apmakoxuneTHkata na 800 mg eaHOKpaTHa 032 nykonason. O6marta excnozuLa u BpeMeTo Ha
MOMYKHMBOT HAa 43MTPOMMUMH OCTABAT HENPOMEHEHH [IPM EAHOBPEMEHHOTO My NPHNOKEHHE ¢
(UIYKOHA30N, BLIPEKU TOBA Ce HAGMIONABA KIMHHYHO HE3HAYMMO Hamanssade Ha Cow (18%) Ha
A3HTPOMUIIHH.

Hudunasup
ExnospementoTo nprnoxkenue wa 1200 mg €/THOKpATHA JI03a A3WTPOMULUMH HAMA CTATHCTHYECKH

3HAYUM eeKT BPXY (apMaKOKMHETHKATA Ha MHAHHABMP, puiaran kato 800 mg Tpu
OBTH AHEBHO 33 5 AHM.

Menmumnpeonuzoaon

METHINNMPEIHH30M0H.




. Muoazeoiam

EnnospemennoTo npunosenue Ha 500 mg a3uTPOMHLUMH QHEBHO 3a 3 JIHM He BOMM 10 KIHHHYHO
3HAYMMH NPOMEHU BbB PapMaKOKMHETHKATa M (PAPMAKaAMHAMHKATA Ha EAHOKPATHA 1033

ot 15 mg MHIa30nam npu 3ApaBH TOOPOBOJILK.

Henghunasup

EanoepemennoTo npunoxenue Ha 1200 mg exnokpaTHa 1032 a3HTPOMHLIMH H

HeIpHHABHD 1IpH steady-state (750 mg TpH NbTH AHEBHO) BOIM 10 yBETHUYARAHE HA KOHLCHTPaUMATa
Ha a3UTPOMMLIH. He ce HaboaBaT KHHH4HO 3HAYHMH HEXKENAHH PEAKLIMM M HE CE HANIATA KOPEKITA
Ha fo3ara.

Pucpatymun

EJHOBPEMEHHOTO npunoenHe Ha pHOaOYTHH W a3MTPOMHIMHE HE TIOBNHABA CEPYMHHMTE
KOHIEHTPAUHH Ha HHTO €HO OT J1eKAPCTBATA. Y CTAHOBEHA € HEYTPOIIEHHS MPH KOMOHHHPAHOTO HM
npuaokeHne. Ts ce cabp3Ba ¢ npunaraHeTo Ha prabyTHH U He e YCTaHOBEHA IPHUHHHO-C/eACTBEHA
BPB3Ka ¢ ynoTpedara Ha a3HTPOMHLMH (B3K. TOUKa 4.8).

Cunoenachun
[pu 3apagu 100pOBOILK MBiKeE, HAMA TAHHH 3a BIMSHHE HA a3UTpoMHLMH (500 mg JHEBRO 3a 3 auu)
BbpXY AUC # Cinax, Ha CHIAEHADWT HAH HEFOBHA I1aBEH METaOOHT.

Tepghenaoun

Ilo Bpeme Ha papMakoKHHETHYHUTE NPOYYBAHMA HAMA JaHHH 38 HACTHIMIYM BIANMOEHCTBHS MEAKILY
A3WTPOMHUMH H TepdenaauH. B HAKOH OT clywauTe He € OHNO BB3MOMKHO 1 Ce H3KITIOUH HAIBIHO
BEPOATHOCTTA OT B3AUMOAEHCTBHS, HO HAMA KOHKPETHH I0KA3aTENICTBA 3a TAXHATA NPOABa.

Teoghunun
Hama NaHHH 3a KIMHHYHO 3HAYHMO (DAPMAKOKHHETHUHO B3aMMOAEHCTBME MpH €JHOBPEMEHHOTO
NIPUIOKECHHE HA A3UTPOMULIMH H TEO(HITHH.

Tpuaszoaam

Hpw 14 30pasn 100poBONUM €AHOBPEMEHHOTO NPHIOKEHHE HA azuTpoMHIMH 500 mg Ha nen [-Bu 1
250 mg na nen Il-pu ebe 125 mg tpuasonam Ha aeH [1-pu HAMaT snaunm edekT BEpXY

HAKOHU OT hapMaKOKHHETHIHHTE [IPOMEHIUBH 32 TPHA30/1aM B CPABHEHHE C TPHA30JaM K wauebo.

Tpumemonpuw/cynpamemoxcaszon:

EanospemennoTo npunoenue Ha TpuMeTonpum/ cyndameroxcazon DS (160mg/800mg) 3a 7 oHu ¢
asuTpoMHUMH 1200 mg Ha nen 7 HAma 3HauuM edeKT BLPXY MHKOBHTE KOHLEHTpaLmn, obiuiara
CKCIO3HLUMA WAH EKCKPELMATA C YPUHATA KaKTO HAa TPHUMETOINDHM, TaKa M HAa CyJIhaMeToKcason.
CepyMHUTE KOHUEHTPAUHH Ha a30TPOMMLMH ca NOAOGHM HA Te3d, HabIIO/IaBaHH NPH OCTAHATUTE
NpOY4YBaHMA.

Jexapcmaa, koumo ydwavcasam QT-unmepsaia

A3UTPOMHLIHH TPAGBA A Ce M3IION3BA C TIOBKIIEHO BHHMAHUE NPH MALMEHTH, TIPUEMALLH JeKapCTRa,
38 KOHTO € W3BECTHO, ue yawmkasar QT-uHTepBaja M MOraT ja IPEeAM3BHKAT apMTMMA, Hanp.
XHPOKCHXJIOPOXHH.

4.6 DepTHAHTET, (PEMEHHOCT H KbpMéEHe

Bpenenrnocm
[Ipoyusanns BBpXY MHBOTHH Ca HAIpaBeHW C [103M, JOCTHIAll¥ CPEIHUTE TOKCHYHH 1030Bu
KOHLCHTpaLHH. [Ipi Te3n NpoyuBaHKa He ca HaMEPEHH JIRHHH 33 YBpexaaue Ha PeTyca, T
Ha a3UTPOMHUMH. JINNCBAT AOCTATHURM U 200pe KOHTPONUPAHH H3CACABAHKA Ha BpeMeH
KaTO MU3C/ICABAHYATA NPH XKHBOTHH HE BHHArM Ca NOKA3aTeTHH 3a [OBJIMABAHETO NPH X0,
na GpeMeHHOCT, a3HTPOMUIMH TPAGBA Jla Ce NpHIIAra CaMo TIPH JIMICA Ha APYTa anTepHH

Kvpmene



Hsma nawuu 3a TOBa JafiH asMTPOMHLMH C€ €KCKPETHpa B KbpMara. Thil KaTo MHOTO Jekapcrsa
MpeMHHABAT B KbpMaTa, a3MTPOMHUMH TPROBa Ja ce MpWiara TIpH KLPMELWW >KEHH CaMo, aKko
AEKYBAIWMAT JIEKAP € MPELEHHN, Y€ MOTEHLHATHUTE TIOI3H NIPEBHILABAT IOTEHUMATHHTE PHCKOBE 3a

ninoaa.
47 EdexkTH Bbpxy cnocobHOCcTTa 32 WopHpaHe H paboTa ¢ MALIHHN

He ca H3BeCTHM 1aHHH 32 BTUSHHE HA A3HTPOMHLIMH BbPXY cnocoGHOCTTa 3a IHohHUpaHe n NpH pabora
C MaLLUMHH.

4.8 Hexenand 1ekapcTBeHn peakunH

Tabnuuata no-gony ob6obiuapa HeXxenaHUTe PeakiMi OT a3HTPOMHULMH, YCTAHOBEHH MPH KITHHHYHK
IIPOYHBAHHS H CJIE] IycKaHe Ha Ta3apa.

['pynupaHeTo No 4ecToTa € HAMPABEHO YPE3 H3IIO/3BAHE HA CNEAHATA KOHBEHUMS: MHOro 4ecTH
(=1/10); Hecru (21/100 no <1/10); Heuecrn (1/1000 no <1/100); Peaxu (1/10000 10 <1/1000); Muoro
peaku (<1/100000) u ¢ HenspecTHa YecToTa (OT HANHUYHKTE JAHHU He Moxe 1a Oble HampaBeHa
OLIEHKa}).

He:xenanu peakLiit BH3MOKHO WM BEPOSTHO CRBP3AHH C A3HTPOMMUMH, HaGMIONABAHH N0 BpeMe Ha
KJIWHUMHHUTE NMPOYYBAHHUS U NOCT-MAPKETHHTOBHA OITHT:

CHcTeMO-0prainn Knacose YectoTa Hexenann rexapcTeeHn
peaknun
Hudexunn u HHpecranun Hevectn KaHaunozy, OpanHM — KaHOHIO3M
BArHHAIHA WHPeKLMH
C ueussectHa uectota  [[feepnomemBpanozeH KoauT (B,
Touka 4.4)
Hapywennn Ha kpbBra n Heuectu JlerkoneHus, HeYTpONeHUs
AuMpHATA CHCTEMA C HenspecTHa dectota  [TPOMOOIMTONEHHA,  XEMOAHTHYHA
AHEMHA
Hapymenna  ua  wmymnarta Hedecrn AHICHOENEM, CBPBXYYBCTBHTENHOCT
CHCTEMa
C Heu3BecTHa yecToTa  [AHAWIAKTHYHA  peakuus  (BX.
ToYKa 4.4)
Hapymennwa Ha merabosuzma n| Heuectn AHOpeKcHA
XPAHEHETO
HenxuunH HapyweHus Heuecrn Hepsuocr
Penku Bb30yna
C HewsBecTHa vecToTa  |ArpecHd, Oe3lIOKOHCTBO
Hapymenns  ua  HepBHata| YecTH 3aManHoCT, rnasoonue,
cHCTeMa [apecTesHs, AMCTey3HA
Heuectn XHIIoecTe31s, COMHOJIEHTHOCT,
WHCOMHMS
C HeM3BECTHA YECTOTA  (CHHKOI, KOHBYJICHH, NCHXOMOTOPHA)
XMMAEPAKTHBHOCT, aHOCMMUSA, arey3us,
napocMii, Muactenus rpaeuc (B,
rouka 4.4)
Hapymenus Ha ounte Yectu Hapyliueno sixaaqe
Hapymeunss ®ma yxoro w| Yectu I"nyxota
JabHpHHTA
Heuwectn HapyuieH ciiyX, THHHTYC
Peakn Bepruiro
CrLpaeusn HapymieHan Heuectn TTannuralmu




C HEHM3BeCTHE YECTOTA

Torsades de pointes (Bx. Touxa 4.4),
apuTMust  (BkK. Touka 4.4) BKIL
BEHTPHKYNAPHA TAXMKAPIHS

CbxoBH HApYIIEHHAS

C HeM3BECTHA YECTOTA

XUNOTEH3IUA

CTOMANIHO-YPeBHH HAPYIIEHHS

MHoro uectn

Jliapus, kopemHa OoOJKa, raiaeHe,
METEOpHIBM

YectH

[ToBphbiliaHe, AHCHENCHS

HeuecTu

["aCTPHT, KOHCTHTIALIUA

C HewsecTHa uectoTa [[laHkpearur, ofesuBersraHe Hal

e3MKa

Xenato-0nimapnn napymenns | Heuectu Xenatut
Penku VBpesxnane Ha  vepHoapobHartal

byHKLHSA

C HeH3BECTHA YecToTa

UeproapoGHa HeNOCTaTBYHOCT (BK.
Touka 4.4)*, sanfaluBau Xenarur,
UepHOOpaOHa HEKpO3a,
XONEeCTATHYHA X bJITEHHUIIA

CHCAHHHTEIHATA THKAH

Hapywenns #Ha koxkara nl Yectn O6pus, npypuryc
TONKOXRHATA TEKAH Heuectn CuHapoM Ha CTuBbHC-IKOHCHH,
peaklUHs Ha (POTOHYBCTBMTEHOCT,
YPTHKapHa,
Penxu OcTpa redepaininpana
€K3aHTEMATO3HA NYCTYN03a
(AGEP)
C HeuseecTHa yecTota  [ToxcudHa enHAepManHa
HEKPO/H3a, epHTEMA MYJITHROpME
Hapywenun Ha  myckyaHo-| Yectu ApTtpanrus
CKeJeTHATA CHCTEMA H

Hapymenun na OnOpendte ©
NHKOYHHTE WhTHINA

C HeHaBecTHa 4ecTOTA

Octpa 6v0pevHa HeaOCTATBYHOCT,
MHTEPCTHLMANEH HeBpHT

O6mu Hapyweunuss H ehexTn Ha| Yectu Ymopa
MSACTOTO Ha NPH/IOKeHHE
Heuectn boaka B obnactra Ha repuTe, OTOK,
HEpa3NONMKEHHE, ACTEHHS
Hscneppanna Yectn Hamanen Opoit AuMboLUTH,
HaManeH Opoid €03HHOMHIH,
HamaneHo HHBO Ha OukapOoHat B
KpLBTA
Heuectn YBeIMueHM HHMBa Ha acnaprar
amMuBOTpaHchepasa, anatnH

AMHHOTpaHcdepasa, OWNUPYOHH B
KPbBTA, Ypes B KPbBTA, KPEATHHHH B
KpPbBTA, IPOMEHEHO HUBO Ha Kanuil B
KPBBTA

C HeHWzBecTHA vecToTa

YabmkeH QT-unTepran (B#K. TOUKa
4.4)

* KOATO pAKO BOAH JIO CMbPT

Cro0LLaBaHe Ha NMOA03UPAHH HEKEIAHU PEakLIMH

CrobiapaHeTo Ha NoA0IUPaHH HEHCTAHH pPCaKilHH

JICKapCTREHHA TIPOAYKT € BaAXKHO. Tosa nozronsBa aa MPOAL/KH HabIACHHETO
FIOJTBHJ'pHCK 33 NICKapCTBECHUA NMPOJYKT. OT METHIIMHCKHTE CNCHHANMCTH ¢¢ HIHUCH

CJied  paspiiaBaHe




BCAka I0A03MPAHA HEKeNaHa peakllud upes: M3nniHuTeNHa arenums 1o nekapersara ya. . Jlamau
[pyes” Ne8, 1303 Codmz, Ten.: +359 2 8903417, yeGeaiit: www.bda bg.

4.9 Ilpeaoznpane

Hexenanure edexrn, Habmonapanu cien npHiarate Ha A03M, NPEBHLUABALLH NpeNopLYaHUTE, Cca
noK0GHH Ha Te3H, NPOABEHK [IPH NPHEM HA TEPANEBTHIHM 03N,

TunuuHHTE CHMNTOMH Ha NpEO3MpaHe HA MAKPONHIHHTE AHTHGHOTHUM BKIIOYBAT odpaTHma
saryba Ha CIyXa, TexKO H3Pa3eHO raleHe, HOBPBUIAHE H AHAapHs. B TAKHBA CIyua e HeOBXOaHMO
Aa ce BKIOWAT CHMIITOMATHYHO TOBJIMABALM JIEKAPCTBA, KAKTO W a ObaT B3eTH Mepkd za
NOAABPIKAHE Ha JKH3HEHHTE (DYHKLMHK NpH HEOBXoaMMOCT.

5. PAPMAKOJOIMYHA CBOMCTRA
5.1 <PapmakoauHAMH4HH cBoiicTBa

QapmakoTepaneBTiHa Tpyna: AHTHOaKTEPHANHH JIeKapcTEa 3a CHCTEMHa YIoTpefa. Makponunu.
ATC rox: JOIFA10

Mexanuszom na deiicmeue;

A3HTPOMHMUMH € MAKPOJIUAEH aHTHOHOTHK OT [pynaTa Ha asanuaute. Monexy.ara e noyueHa ypes
NpUOABAHE HA a30TEH aTOM KbM JI2KTOHHHS [PBCTEH Ha erythromycin A, XuMHMYeCKOTO HMe Ha
a3UTpOMULHH 9-deoxy-9a-aza-9a-methyl-9a-homoerythromycin A. Monexynnara maca e 749.0,

MexaHH3MBT Ha JeifCTBHe Ha A3MTPOMHUMH ce 6a3Mpa HA MOTHCKAHE CHHTEIaTa Ha NPOTEHHU B
Gakrepuure, upes cpbpi3saHe ¢ pubozomuata 50S cyGefunuua w HHXHOHpaHe HA TNenTHAHATa
TPAHC/IOKZLHS.

Mexanuzmu 36 6b3nUKBAHE HA PEFUCTEHRHOCT

Pe3nCTeHTHOCTTa KbM a3MTPOMHIMH MOYKE A2 € BPOJIeHa M npuaobuta. OCHOBHUTE MEXAHH3MHU
32 BB3HWKBAHC HA PE3UCTEHTHOCT Mpu OaKTEPUHTE ca TPU: MPOMSHA B MACTOTO Ha NEMCTBHE,
NPOMSAHA B TPAHCIIOPTHHTE MEXaHH3MU Ha aHTHOMOTHKA, MOAM(HIIEPAHE HAa AHTHOHOTHKA.
TeHa KpBCTOCAHA PE3HCTEHTHOCT € YCTAHOBEHA U Streprococcus preumoniae, P-XeMOIHTHIHY
CTPENTOKOKH OT rpyna A, Enterococcus faecalis u Staphylococcus aureus, BruodnTenyo
METHIIMIIHH DE3UCTEHTHUTE MiamoBe Ha S. aureus (MRSA) KBM epHTPOMMIIH, a3HTPOMHULNH,
APYTH MAKPOIHAM W THHKO3AMMAH,

Tparuyu
I'pannim wa MUK no EUCAST (EUCAST - Esponeiicki Komuter 3a OnpenensHe Ha
AHTHMuKpoGHaTa Hyserautennocr) (Bepcrs 1.4, 2009)

MaToren Buaoso-cneusduann rpannun (S </R >)
YyBCTBHTETHH PesucrenTHn

Staphylococcus <1 mgl >2 myg/l

Streptococcus 4, B, C, G <0,25 mg/l > 0,5 mg/l
Streptococcus pneumoniae <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 gonarrhoeae <0,25 mg/l > 0,5 mg/l

MHKPOOPTAHH3MH KbM JPYTHTE MAKPONUIH (Q3HTPOMHUAH, KIAPUTPOMHLMH H POKC
MakponHanTe NpUIOKEHH WHTPaBEHO3HO ca aKTMBHM cpemly Legionella
{(epurpomMuuni MUK:< 1 mg/] 3a u3onmpanu TMBRH BRIOBE). Makpoauante ca Snnu
nevyeHHe Ha Hnpekumnu, npuuntenn ot Campylobacter jejuni (epyTpoMuLIEH MH




H30.IHPaHK IHBH BU/IOBE). ASHTPOMHMUMHE e DM H3N0/13BAH 33 NIeYeHHe Ha HHPEKLMH, NPHUMHEHH
ot S.4yphi (MUK < 1 mg/l 3a u3onupann nneu eunose) u Shigella spp.
’B3auMOBpL3KaTa Mexny MHK wa makponnante no otHowenue Ha f. influenzae W «IMHUYHUA
oTroBop € cnaba. CnefoBaTeNHO, [PaHHUMTE HA MAKPONMAMTE M MOAOOHHTE aHTMOMOTHIM ca
(puKCHpanu Npu onpenesnsHe Ha MBKS THN H. influenzae kato cpened.

Yvecmeumenocm

HectoTata Ha NpUIOGHTATA PEIUCTEHTHOCT MOXE 1a BAPHPA B 3aBMCHMOCT OT IeorpadckoTo
MONOKEHHE H C BPEMETO 32 OfIpeResIeHH BHI0EE, [10 Ta3H IIPHYHHA € TIPENOPLYUTENHO HATHYHE Ha
MHGOPMALMA, OTHOCHO PE3HCTEHTHOCTTA B KOHKPETHATA CTPaHa, 0CODEHO NpH eHeHHE HA TEXKH
ungerupn. Heobxonumo e ekcriepTHO MHEHHE, B cliyuaii e 0COGEHOCTHTE Ha PE3HCTEHTHOCTTA
MOIANaT NOJ BLIPOC ¢eKTHRHOCTTA OT IPHIAMAHETO HA A3MTPOMHLIMH.

Tabauua: AHTHOAKTEPHATIEH CIEKTEP HA A3UTPOMHLHH

YyBCTBHTETHH MHKPOOPTaHH3MH

Aepodnd I'pamM-No.I0KATETHE MEKPOOPTAHH3MH

Staphylococcus aureus
MeTHUHAKH - YYBCTBHTEAHK

Streptococcus preumoniae
[TeHHUWITHH - YYBCTBHTEIHM

Streptococcus pyogenes

Aepobun I'paM-oTpHUATEANE MHKPOOPraHHIMH

Haemophilus influenzae
Haemophilus parainfluenzae

Legionella pneumophila

Moraxella catarrhalis

Pasteurella multocida

AHaepoGHH MEKPOOPranuiMu

Clostridium perfringens

Fusobacterium spp.

Prevotella spp

Porphyromonas spp.

JAPYrH MEKPOOPTaHA3IMH

Chlamydia trachomatis

Bujpose, npu kouto npobaem mosxke 13 Gb1e NpuAOGHTATA PE3HCTEHTHOCT

AepoOHH I'paM-noa0KHTETHH MEKPOOPTaHAIMH

Streptococcus pneumoniae
IMeHHLMNKH - cpeiHO YYBCTBHTENHH
TTeHHUNITHH - PE3HCTEHTHH

MHUKPOOPIraHHIMH ¢ BPOIEHA PE3IHCTEHTHOCT

AepoOun I paM-no10KHTEIHE MEKPOOPraHH3MH

Enterococcus faecalis

Cradunokoku MRSA, MRSE*

AHaepo0HHE MHKDPOOpraHH3MH

I'pynara Bacteroides fragilis

* MeTHUMAMH-PEIUCTEHTHHTE CTADHITOKOKH CE OTJIHYABAT ¢ MHOFQ LLUPOKO pasnpocTpanena
NpUI0OHTA PEIUCTEHTHOCT KBM Makponuau. [locTaBenu ca B Tasu rpyna, Thit Kato PAJIKO TIPOsBABAT
4YBCTBHTETHOCT KbM a3HTPOMHLMH.

Cien oueHKaTa Ha Npoy4BaHMATE, MPOBCAEHH TPH flelld, yNnotpeGaTa Ha a3HTPOMHLMH He ce
TIPENOPBYEA 32 IEYCHHE HA MANapHA, HUTO KATO MOHOTEPAnHS, HUTO B KOMOKHALIMA C NeKapCT
OCHOBATA HA XNOPOKBHH WIH apTEMH3HHUH, THH KaTO He € YCTAHOBEHO, Y€ € He MIO-MAJIKO ¢
OT AHTUMATaPHHHNTE JIEKAPCTBa, NPENOPLYAHH NPH NEYSHHE HA HEYCNOKHEHA MaNapus.




52 DapMaKOKHNETHYHM CBOHCTBA

Abcopbyua
BHOHAaNHYHOCTTa HAa A3IUTPOMHLHH Cel MepopanHo MOpHnoxeHue ¢ npubauzurendo 37%, a
MaKCHMMAIHA IUIA3MeHa KOHLEHTpaLks ce JocTura 2-3 yaca ciel IpHeMaHe Ha EKapcTBOTO,

Paznpedenenue

Cnes riepopanHo MPUIOKEHHE A3UTPOMHUIIMH Ce Pa3npeaens IHPOKO B OPTaHU3MA.
@apMakOKMHETHYHHUTE TIPOYUBAHUA JOKA3BaT, Y€ KOHLIEHTPALMATA HA a3UTPOMHUMH, WIMEpeHa B
THKAHMTE, € 3HAYHTEAHO no-Bucoka (a0 50 me1H) oT M3MepeHaTa B nnasMata. ToBa moxazea, ue
A3HTPOMUIHH B FOJIIMA CTENEH Ce CBLP3BA C THKAHMUTE.

CBLp3B2HETO CBC CCPYMHMTE NPOTEHHU BApHPa B CLOTBETCTBHE ¢ NAA3MEHATA KOHLIGHTpPAIHA B
narepsai ot 12% npu 0,5 pg/ml no 52% npu 0,05 pg/ml cepym. CpenHuaT obeM Ha pasnpeieneHHe
npu steady state HuBa (VV ss) noctura 31,1 lkg.

Emuvaunupane:

KpaHHugr nnasMer €1MMMHaLMOHEH I10J1Y;KHBOT OTPa3aBa B roiiaMa cTeneH eNHMHHAILHOHHAS ony-
KHBOT OT ThbKaHMTE, KOUTO € 0T 2 A0 4 OHM.

IMpubnusutendo 12% o1 uHTpaBeHO3IHO NPHETATA 1033 A3UTPOMMIIMH C& EKCKPETHPA HEMPOMEHEHA B
YPHHATA B MPOIb/KEHHE HA CNEJBAIUKTE TPH AHH. B QeHCTEUTENHOCT BMCOKH KOHIIEHTPAIMH OT
HEMPOMCHCH aZUTPOMHKUHAH €A OTKPHTH B YOBEUIKATA HUTHYKA.

B scrbukata ce OTKPHBAT ole AeceT MeTabonuTa, KouTo ca obpazyBaHu upes N- 0 O-TeMeTHAHpaHE,
XHAPOKCHIMpAHe Ha JI€3038MUHH M arMHKOHOBU TIPBCTEHH, H UPE3 PasnajaHe Ha KAaAHHO3HH
cbeanHeHts. CpasHEHMETO Ha  Ppe3yNITaTHTE, MNOIYYEHH OT TeuHO xpomMartorpadckd u
MHKPOGHOIOTHYEH aHANWZ AOKa3Ba, Ye MeTabOIHTHTE Ha a3HTPOMMIMH HE €& MHKPOSHOMOMHYHO
dKTHEHH.

ITpy M3MHTBAHKWSA Ha JKMBOTHH ¢4 HAMEPEHH BHCOKH KOHIICHTPALIMH a3HTPOMULIMH BbB (GAroLHTHTE.
YcTaHOBEHO €, 4e MO BpeMe Ha aKkTHBHA (aroLuTo3a ¢e OCBOOMKIABAT IMO-BUCOKH KOHUEHTPALHK
A3UTPOMMLMH B CPABHEHHE C KOJIHYECTBOTO, OCBOOOIEHO OT HEAKTHRHUTE (harounTH. CnenoBaTenyo
NpPH M3MTHTBAHKA HA JKHUBOTHH H3MEPEHUTE KOHLUEHTPALMK a3HTPOMHIIMH B HHEKTHpanaTa ThKal ca
BHCOKH, B CPABHEHHE C HEMHQEKTHpaHaTa.

5.3 IIpeAK"HHHYHH JAHHH 33 (Ge30nacHOCT

HpH H3MHTBAaHHA HA KUBOTHHU C HO3HUPOBKA 40 DBTH IO-BUCOKA OT KIHHHYHATA TEPANEBTHMHA 11034,
a3UTPOMMLIMH OpHuHHABA obpatuMa (ocdonunuaoza, HO KAaTO NpaBuno He ce Habnwojaear
TOKCHKOJIOTHYHHM TIOC/IENCTBHA, CBbp3aHH ¢ ToBa. He e ycranoBeHo a3MTPOMMUMH 1a npU4YMHABaA
TOKCHYHH PEaKIHH MPH ALHEHTH, MPHEMALLH TPENOPbYHTENHUTE J03H.

Kapyunozenen nomenyuan

JbArocpoyHH M3MHMTBAHWS TIPY JKHBOTHH 33 OLEHKA Ha KADUMHOTEHHWS MOTEHIMAN He ca
MPOBEkK/AHH, THH KaTC NEKAPCTBOTO € NPEeJHAIHAYEHO CAMO 3a KPATKOCPOYMHO JEYEHHE M HAMA
HHIHKAIHH 33 KapIIHHOTeHHA aKTUBHOCT.

Mymazenen nomenyuan
A3SHTPOMHUHH HE MOKa3Ba MOTCHLMWA 3d I'EHHH W XPOMO3OMHH MYTALUMH MPH in Vitro ¥ in vivo
H3CTCABAHHA.

Penpodvemuena morcuunocm
EMOpHOTOKCHHHOCTTA € H3CNe/IBaHA BBPXY XKHBOTHW. TIpH MHIIKHM W ribxose ne ce nabmogasa
TepatareHeH edekT. [lpu mbxose, Nonyyaeaiiu a3HTPOMHLMHE B 103H oT 100 1 200 mg/kg Tenecno
TErI0 AHEBHO, BOJH A0 JIEKO H30CTARAHE HA OCH(UKALMATA HA MIIOA H 0 HAPACTBAHE HA TEIECHOTO
TErno Ba Maiikara. [1py mepuHATANHE W MOCTHATATHH M3CIENBAHML HA MThXOBE ce HAOIIO
3a0aBAHE Ha PA3BHTHETO, BCIICACTRHE HA JICUCHHE ¢ a3UTPOMHULMH B 1034 50 mg/kg nHes

6. PAPMAIIEBTHYHH JAHHH




,6.1 CrHChK Ha MOMOINHHTE BellecTRA
[IpexenaTHHH3MPAHO UAPEBHYHO HHLLEECTE
HATPUEBA KPOCKAPMENO3a
Kanuues xuaporengocdar
MarHe3ueB creapar
HaTpHer gaypHicyadar
xunpomMenosa 2910/5
THTAHOB IHOKCH]L
makporon 6000
TaNK
CUMEeTHKOH emyncua SE4
nosucopBar 80
6.2 HecnBMecTHMOCTH
Henpunmxumo
6.3 Cpok Ha roaaocr
3 roauHu
6.4 CpoennaaHu ycI0BHS Ha CBXpaHeHHe
Ha ce cpxpanssa nog 25°C. [la ce cbXpaHsBa B OPUTHHATHA BBTPELIHA ONAKOBKA.
6.5 Buan cpALpKaHHE HA ONAKOBKATA

PVC/Al 6aucTtep, TMCTOBK 32 NMAIMEHTA, KAPTOHEHA KYTHA.

KonnuecTea B e1Ha oNakoBKa:
Azutpoke 500: 3 v 6 dunMupanu Tabnertku,

6.6 CrieliHaNHH NpeANA3HH MEPKH NPA H3XBbLpJisine n pabora

Hsama cneunaniy M3HCKBaHUA.

7.  TPHTEXATEJ HA PAZPENIEHHETO 3A YIIOTPEBA

Zentiva k.s., U kabelovny 130, 102 37 Prague 10, Dolni Mécholupy, Yewka Peny6nuxa,
8. [IPHTEKATEJ HA PASPEHIEHUETO 3A NAPAJIEJAEH BHOC
“becta Mea” EQO/], yn. , KeHuo Cropues™ Ne8, 5350 Tpaena, Brarapus

9.  HOMEP (A) HA PABPENIEHHAETO 3A YIIOTPEBA

Per. Ne 20040404

10. JATA HA IIBbPBO PA3ZPEIHABAHE/MIOJHOBABAHE HA PA3SPEINEHHUETO 3A
YIIOTPERA

19.08.2004/ 18.12.2009

11. JATA HA AKTYAJIH3HPAHE HA TEKCTA
23.03.2022r.




