KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. HME HA JEKAPCTBEHHA IPOJAYKT

CYMAMEJ 250 mg TBupAH KANCYIH
SUMAMED 250 mg hard capsules

2. KAYECTBEH H KO/IMYECTBEH ChbCTAB
Bcesaxa xancyna ceappka 250 mg asHTPOMHLMHE {KaTO SUXHIPAT).

3a ObIHMA CITHCHK HA NOMOIIHHTE Bemecma BHXKTE TOuKa 6.1.
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4.1 TepaneBYH1HH NOKAIAHHSA OGOOPEHUE N vovvewsoeermrsrssomlppemse oot

CymMamen e Toka3ad 3a nedyeHHe Ha WHQEKLY, IPHIHHEHH OT eJ{H HJIM NOBEYE OT eHH
YYBCTBATENHH Ha a3HTPOMMLIAH MUKpPOOPTaHH3MA (BK. TouKa 5.1):

- MHpESKIHH HA TOPHATE JHXATE/IHH MBTHINA; QapHHTHT/TOHIHIHT, CHHYHT Y Bh3ITAJICHHE Ha
CPEAHOTO YXO

- HHQEKIHM HA JONHUTE ZUXATETHH [FHTHIIA; GPOHXHUT W MHEBMOHHA, NPHAOOHTA B 00ILECTBOTO

- uH(pEKIMH Ha KOXATA H MEKHTE THKAHH: epHTeMa MHTPaHC (ITbpBu cTaguii Ha Jlalimcka Gomect),
SPH3HIE/, IMOESTATO H BTOPHYHA THOASPMHA

- MOIOBO MpefaBaHK GONIECTH: HEYC/I0XKHEHH TEHUTANHH HHOEKLNH npraureHn ot Chlamydia
trachomatis

Tpsba na ce B3eMaT npeABHA ODHIMATHHTE PHKOBOACTEA 3a MIPaBHIIHATA ynoTpeba Ha
aHTHOAKTEPHATHHTE JIEKAPCTRA.

4.2 [lozapoBKa ¥ HATHH HA HPRJICKEHHE

EOSHEOBKH

Bw3pacmnu, exmovumenno nayuenmu 6 Hanpednana eb3pacm u deya ¢ mezio Hao 43 kg.

3a neveHue Ha HHOEKIHH HA TOPHUTE M AONHHTE JUXATENHH MBTHILA, HA KOXATA H MEKKTE ThKAHH (C
W3KNOYEHHEe HA epUTEMa MUTDAHC) 06IATa 1034 a3HTPOMHLIFH e 1500 mg, KoATO ce HpHeMa B
NMPOABJDKEHHE Ha 3 AHHM (N0 ABe Kancyi oT 250 mg BeaHbXK Ha JEH).

3a epurema Murpasc o0uWiaTa 1033 a3HTPOMHLMH € 3 g, KOSTO ce TIPHeMa, KakTo € ocodeHo: 1 g
(veTHpH Kancynu ot 250 mg) HaBeJHRXK 1Ipe3 TLPBHA eH, nocneasany ot S00 mg (npe kancyau ot 250
Mg} OT BTOPHA [I0 MIETHH JEH KATO IHOKPATEH AHEBEH TIPHSM.

3a JTleueHHe HA HEYCIOKHEHH NeHHTanHH nhdekuuy npuuuaenn ot Chlamydia trachomatis 1o3ata e
1000 mg (deTHpH Kancynd ot 250 mg) NPHETH HABEAHBXK, SAHOKPATHO.

Bvopeuna nedocmamvunocm O
IMpu nanpedT! ¢ Neko yepedeHa GubpeyHa dyskums (KpeaTHHHHOB KIHPHHC >4()
HeoOX0JHMa KopeKIMs Ha Jo3uposkarta. [Ipu naumeHTH cbe CTOHHOCTH HA KPE
<40 ml/min ¢ MPENOPHUUTENHO [Ja ce MOIX0XKa ¢ MOBHIIIEHO BHHMaHue, /




Ueprodpobra HedoCmantvyHocm

A3HTPOMHIHH ¢e MeTaboJIM3Mpa B YePHUA Hpol H ¢ SKCKPETHpa upes HIIB4kaTa W He Oupa fa ce
NpHIAra npu [DaiHMeHTH, CTpajal(y OT Texxa yepHoapoGHa HeJocTaThyHOCT. He ca nposexnaky
NpOYYBaHKA, CBHP3aHH ¢ PHIEraHe Ha a3HTPOMMIIHH IPH Te3H NALHeHTH.

Hauun Ha npuIoKeHHE
Cymamen 250 mg xancyns TpAGBa Aa ce ONTLIIAT e, SOHOKPATHO JHEBHO, Hal-MalKo 1 Jac npend

WM 2 4aca cJiel XpaHeHe,

4.3 IIpornBoONOKA3IAHAS

CyMamMeq1 € MPOTHBOIIOKA3aH NPH NALMEHTH C W3IBECTHA CBPBLXYYBCTBHTEIHOCT KbM a3HTPOMHIIHH,
E€PHTPOMHLHH, MAKPOIMAHH H KETONHAHH aHTHOMOTHIMM WIH KbM HAKOE OT MOMOIHHMTE BEIlleCTBa,
TOCOYEHH B TOYKA 0.1.

TlopaH TEOpeTHYHATA BH3MOKHOCT OT OABA HA €ProOTH2bM, a3HTPOMHLIMH He GHBa Aa ¢e MpHnara
3a€7IHO ¢ JEKaPCTBEHH POAYKTH, ChEbPHKAHIK €proTAMHHOBH IIPOHIBORHM (BXK. To4Ka 4.4).

4.4 Coennansn OpexynpeaieHas A IPESIa3HH MEPKH UPH ynorpeba

Anepzuytiv pearyuy. Kakro npH epETPOMHLIMH M APYTH MaKpOJIMHM, B PeJKH CITydal ce Cho0lapa 3a
CEPHO3HH ANCPrHMEM (PANKO (ATaIHH) PeaKUHH KATO AHTHOHEBPOTHYEH eIeM H aHa(pHIaKTHIHH
peakiHH H AepMaTOJIOrM4HH PEakiiK, BKIIOUHTENHO 0CTpa NeHepATH3UpaHa eK3aHTeMATO3Ha
nycTynosa (AGEP). Hakon O Te3u peakiliy IMaT KATO PE3YJITAT peHdAHBHPAHE HA CHMITTOMMHTE,
KOETO BOJIM A0 YAB/DKABAaHE Ha Nepro/a 3a HaOmoleHHe H TeYeHHE,

Yepescoane na vepnodpobrama gynxyus: Thi kaTo YepHONPOOHHAT BT € OCHOBHHAT NBT 34
¢/IMMHHMpaHe HA a3UTPOMMIIHH, JISYSHHETO Ha NALHEHTH ChC CEPHO3HO MepHOAPoOHO 3a00/1aBaHe
Tp#6Ba na ce nporexaa ¢ ocobeHo BEMMaHue. [Ipy NPUIOXKEHHETO HA a3UTPOMHIMH Ca AOK/IaIBAHH
CNYYaH Ha 3arUIallpal XeNAaTHT, NOTEeHLMAIHO BoJeln 0 XKMBOTO3aCTpalaBallia uepHoApobHa
HeJocTarbIHOCT (B, Touka 4.8). HakoH mauHeHTH MOXe f1a C¢a MMATH NPeAXOXIAIO0 9epHOAPoOHO
3a00/ABaHe HIH MOKe /12 Ca MPHEMAIH JAPYI XENaTOTOKCHYCH JIEKapCTREH NPOIyKT.

B crmywaii, e BE3HHKHAT NPH3HALH U CUMIITOMH HA 9epHOapobHa AHcyHKUMA, KaTo OBP30 paipHBama
ce aCTeHHd, aCOLHMpPAHA ¢ XKBITeHHIa, TOTHMHABAHE HA YPHHATA, CKIIOHHOCT KBM KEPBEHE HITH
yepHoapoOHa eHuedanonaTus, HezabapHO TpaOBa Jla ce HazHAa4aT TECTOBE 34 H3C/AeNBale Ha
yepHoapoOHata Ppymxpin. Ilpuiaranero na asuTpoMELKHE TpsOBa Ja ce CIpPE, aKO Ce TIOSBH

gepHOApoOHA THCHYHKIIHA.

Epeomamun: TIpn nauyenTd npueMali eproTaMHHOBH NPOAYKTH, €ProTHIMBT Ce YCKOPABa IPH
€HOBPEMEHHOTO HM TIPWIAraHe ¢ HAKOH MaKPOMHAHH anTubuoTHy. Hama MaHHH 35 BBIMONKHO
B3aHMOAEHCTBHE MEXIY eproTaMMH H a3HTPOMHLKH. Bhapeku ToBa, MOpaM TEOpPETHYHATA
BBE3MOJKHOCT OT HOABA Ha €PrOTH3BM HE Ce Mpenopbyba eAHOBPEMEHHOTO NPHIATAHE HA A3HTPOMULIHH
H eproTaMuH,

Cynepunghexyuu: Kakto u npd Apyrd aHTHOHOTHYHH MPOAYKTH, C& NPENOpBhYBA Clie/IeHe 3 IIPH3HAIM
Ha CynepHH$EKLHH, TIPHIYHHESHH OT HeUYBCTBATETHH MUKPOOPTaHM3MH (Hamp. re0nuan HHpexnnn).

Criyuau Ha auapws, npuduHena ot Clostridium difficile (CDAD) ca noxnagBaHi npH NpHIOKEHHETO Ha
TIOYTH BCHYKH AHTHOAKTEPHAJIHHA IeKapCTBa, BITIOYMTENTHO a3HTPOMHLIME, H HeliHaTa ocTpoTa

MOJKe JIa BapHpa OT Ileka quapHd Ao dartaneH konut. [IpuioxkeHreTo Ha aHTHOAKTEpHATHH IEKApPCTBa
poMeHs HOpManHata quiopa Ha AefenoTo 4epBo M BOAH 1o cepbxpacrex Ha C.difficile.

C.difficile nponyuMpaiy XHNEPTOKCHE, yBenudaBaT 3a00/1€BaeMOCTTa H CMESRIDCFPa; THI KRTO\Te3H
dundeKIHE MOrat Iia ca pepakTepHH Ha aHTHMHKPOGHATA TEpAITHI H MOTa ofi 3] QUTBIKCY



CHIIPOBOJIEHA ¢ AHapys, HeoGX0mMMo e BHHMATEIHO MEAMIMHCKO NpocienaBane, Thit kato CDAD moxke
Ja ce MoABABA MOBEYe OT ABa Mecella e/ MPHIOKeHHETO Ha aHTHOAaKTePHAIHITE ATEHTH.

Vepeacoane na bvopeunama Gynxyun.: IIpH nagreHTH ¢ TEKKO YBpexknane Ha 6u0peunara QyHxifs
(ckopocT Ha rnoMepynHa $urrpaura <10 mi/min} ce naGmozaasa 33% ygenuueHHe Ha CHCTEMHATA
€KCMO3HIMA KbM a3HTPOMHIIHH.

Yovancenu copdeuna penonspusayust u QT-unmepean, cHODILABAIIM 32 PHCK OT HACTHIIBAHE HA
CHPACYHA APHTMHS U forsades de pointes, ca HAOMOKABAHH 110 BPEME HA JICUSHHETO ¢ APYTH MAKPOJTHIH.
[TpH NaUMEHTH C MOBHINEH PHCK OT YIBIDKEHA CHPACYHA pellofapu3alis nogodeH eexr Ha
23UTPOMHIIMH HE MOXE HAITBJIHO A3 Obe H3KmoYen (BK. To9Ka 4.8), CIe0BATENHO ¢ HEOOXOMHMO
BHMMAaHHe NpH JICYeHHe Ha MAlHeHTH:

. ¢ BPOAEHO WIH AOKYMEHTHpAHO yasnkenue Ha QT-uHrepsana

. Ha JieyeH’e C APYTH aKTHBHH BEH{ECTBA, 33 KOHTO ce 3Hae, ye yaumkasar QT-uaTepRana Karo
anTHapuTMiLw ot knac TA o 111, yusanpua u repdeHaniH

. € €HEKTPONKTHO HAPYWICHHE, 0COOSHO B ¢ITy4aH HAa XHIIOKATHEMHSA W XHITOMarHE3HEMHS

. ¢ KITHHMYHO 3HAYAMa OpaJHKapaHd, ChpIeTHa apHTMHA HIAH TeHKKa ChPIeTHA HEAOCTATHYHOCT.

Myasthenia gravis: JoknansaHH ca CTy4aH Ha eK3alepbalysa HA CHMOTOMHTE Ha MHACTeHM: TPABHC H
HOBO HAYAJIO Ha CHHEPOM Ha MHACTSHUS (IPH NALMEHTH HA NTEUeHHE ¢ a3UTPOMMIIH (B, Touka 4.8).

Cmpenmoxoxoeu urpexyuy: OGHKHOBEHO TICHHUKIKH € ITLPBHAT W30op 3a JiedeHHe Ha (hapHHIHTH U
TOH3HAHTH, IPHYHHEHH OT Streptococcus pyogenes, KAKTO H 33 NpoanakTHKa HA OCTPa PeBMATHYHA
Tpecka. B MoBedeTo Cliydam a3sHTPOMHLMH ¢ €(PEKTHBEH CPelly CTPENTOKOKY, IPHYHHABAIIY HHEKIHH
Ha Me30(hapHHKC, HO HAMA JaHHH 34 HerogaTta eHKacHOCT HPH NPENOTBpATABAHE Ha OCTpa peBMAaTHYHA

TpecKa.

ToBa nexapcTBO CHIBPKa MO-Manko of 1 mmeol Hatpui (23 mg) Ha Kancya, T.e. MOXKE [1a e KaKe, de
NPaKTHYECKH HE CHIBPIKA HATPHIA.

4.5 BzanmopeiicTBHe ¢ IPYIH JeKAPCTBEHH NPOSYKTH H Apyrd Gopmu Ha B3anMogeclicTBHE

IIpunaranero Ha a3UTPOMMIIMH HAa DALUKMEHTH, MpHEMAalllH APYTH JISKApCTBa, KOMTO MOTAT Ja YAb/DKAT
QT-surepsana, TpaOBa 2 CTaga MHOTO BHUMatenuo (B, Touxa 4.4).

Anmuayuonu: T1o BpeMe Ha BapMaKOKHHETHUIHO NpoyiBaHe HA €(PEKTHTE HA EIHOBPEMEHHOTO
TIpAJIaraHe Ha a3HTPOMHILMH ¢ AHTHALHAHH JIEKapCTBSHH NPOAYKTH He ca HaOMIogaBaHy POMEHH B
0011aTa GUOHANHIHOCT, BHAPEKH 4€ H3IMEPEHUTE IU1a3MEHH KOHLISHTPAlMH ¢& MOHHKABAT ¢ OKOJIo 25%.
Hpete nekapetpa He TpSGBa A4 Ce NPHEMAT eIHOBPEMEHHO. ASHTPOMMUMH TPAGBA 4a ce pUeMa Hai-
MaIKo 1 uac npeau MM 2 4aca ciefl TIPHEMA Ha aHTHALMACH IPOAYKT.

Lemupuzun: TIpy 3pasy 106pOBOIIM €HOBPEMEHHOTO TIPHITATAHE 3a 5 AHH HA a3MTPOMMLAH H 20mg
HeTHPH2MH NpH steady-state He noxazea (hapMaKOKHMHETHIHO BIaMMOJCHCTBHE U 3HAMHTEAHN NPOMEHH B
QT-unreppana.

Hudanosun: EqHOBpEMEHHOTO nNprlaraHe Ha ZMXAHOIMH U AHEBHH A03u 0T 1200 mg aIuTpOMHIEH N1PH
6 naiMeHTH He € OKAa3alo BIMAHME BbPXY (apMakOKHHETHKATA Ha JHAAHO3HH B CpaBHEHHMe ¢ manebo.

Huzoxcun v xoaxuyun: TIpn HAKOW NANHEHTH € YCTAHOBEHO, Y€ €IHOBPEMEHHOTO TIPIIOKOHHE Ha
aHTHOUOTHIY OT FPYIATA HA MAKPOJIRAMTE, BKIIOYHTETHO A3UTPOMHIIHH, Che cybcTpaT Ha P-
TTMKONPOTEHH, KATO MHMOKCHH H KOJIXHIHH, BOAHA A0 NMOBHILIABAHC HA CCPYMHHTE HHBA Ha CYGCTP&T& Ha
P-rimkonporeun. TIpH nauHeHT!, eAHOBPEMEHHO NPHEMALIH a3HTPOMHEIIAH, NOAOOEH asanuiIeH
AHTHOROTHK 1 cyOCTpaTH Ha P-rMKoNpoTerH, KaTto JUTOKCHH, TpAOBa 1a ce HMa IpeABHa; Ue €
BBH3MOMKHO NOKa9BaHe Ha AHTOKCHHOBHTE HHBa. Heob6x0aMMO € KITMHHYHO TIpOC EBE




eKCKpEeLIHATA Ha 3H/OBYIHH Upe3 YPUHATA, KAKTO H HA HErOBHA IFOKYPOHHASH METabOMHT.
TTpreMaHeTo Ha A3UTPOMHIMH MOBHIIABA KOHLEHTPALMKTE Ha KIMHHIHO aKTHBHNS MeTabonuT
dochopHTpas 3HAOBYAMH B MOHOHYK/IEAPHHTE KIIETKH Ha MEPH(EPHOTO KPbBOOGpallleHHE.
KnuuuaHOTO 3HAYCHKE HA Te3H JAaHHH He € HAMBJIHO H3SCHEHO, HO T€ MOTaT Jia ca OT M0JI3a 3a
TAHeHTHTE.

A3HTPOMHLIAH HE B3aMMOAEHCTBA 3HAUUTEIHO ¢ YepHOnpoOHaTa uuToxpoM P450 cucrema. He ce
TIPEANoNara, ue € OANoKeH Ha (PapMAKOKHHETHUHMTE JIeKapCTREHH B3auMoyieiicTer, HaGmonapann
TpH €PHTPOMMLIMH H JPYTHTEe Makponuad. [Ipu a3uTpoMHLIHH He ce HabmonaBa HHOYKLES WK
HHAKTHBalHA Ha HUTOXpoM P450 nocpeacTBoM KOMIUIEKCA HHTOXPOM-MeTabomHT.

Epeomamun: TIopaan TeOpeTHIHATA BE3MOMHOCT OT NMOABA HA €PrOTH3BM HE C€ NPenopriBa
€THOBPEMEHHOTO MY IpWIarase ¢ aSHTPOMHLMH {BX. TouKa 4.4).

[MpoBesxknany ca GapMaKOKHHETHIHA H3C/1EBAHHA BEPXY a3UTPOMHLIHH H CIICAHHTE JIEKApCTBa, 33
KOMTO C€ 3Hae, Ye MPeThPIABAT 3HauuTeneH uuroxpoM P450 menunpan metabomusbMm.

Amopaacmamun: ENHOBPEMEHHOTO NpHeMasie Ha aropeacTaTHH (10 mg nHerHO) U asHTPOMHITAH (500
Mg AHEBHO) He TIPOMEHS MTa3MeHaTa KOHLEHTPALMS HA ATOPBAcTaTHH {onpe/encHa Ha GajaTa Ha
Huxubnpadero Ha HMG CoA-penykraszara)

Kapbamazenun: Tlo BpeMe Ha NpOyUBaHE HAa (PApMAKOKHMHETHIHATE B3aHMOACHCTEHSA, IPOBEACHO MPH
anpasu AOOPOBOILK, € YCTAHOBEHO, e a3HTPOMULMH HE MOBAMABA 3HAYHMO IL1a3IMCHHUTe HHBA Ha
kapOaMa3enuH WITH Ha AKTHBHHUTE MY MeTaCO/HTH.

Humemuoun: ITo speme wa hapMakoOKHHETHYHO NPOYYBAHE Ha eCKTUTE HA SHOKpaTHA /1033
UHMETHINH, Nprera 2 yaca NPeIH a3HTPOMHILIHH, He € HaOmoAaBaHA IPOMAKA BHB
(apMaKOKMHETHKATA Ha a3HTPOMHLIKH.

Kymapunoeu anmuxoazynanmu: Tlo BpeMe Ha npoy4saHe Ha (papMaKOKHHETHHHHTE B3AHMONCHCTBIA,
AIMTPOMHIIHH HE € MORTHAT AHTHKOAryNaHTHIS eeKT Ha eAAHOKpaTHa 1032 BapdapHH 15 mg,
MpiioxKeHa Ha 3apask gobposoni. 1o BpeMe Ha MOCT-MAPKETHHIOBHA TIEPHOA Ca AOKIANBAHY CITyIaH
Ha MOTeHLMpaHe Ha aHTHKOArYITAHTHUS edeKT KaTo pe3yNTaT OT €AHOBPEMEHHOTO IPHIOXKEHHE Ha
A3MTPOMHLMH H OPAJTHE AHTHKOAryJaHTH OT KYMapHHOB THII. BBIpeKH, 4e He ¢ YCTAHOBCHA IPHUHHHO-
CNEACTREHA BPE3Ka, TpAGRA /1a ce MMCITH 3a YECTOTATA Ha NPociIeisBaHe Ha IPOTPOMOHHOBOTO BpeMe,
KOraTo a3UTPOMHIMH Ce Ha3Hauyapa Ha MaLMEeHTH, IPHEMAllH OPalHH aHTHKOATY/IaHTH OT KyMapHHOB
THIL.

Huxnocnopun: Tlo epeMe Ha PpapMaKOKHHETHYHO TIPOYy4BaHe NPH 3ApaBH JOOPOROMIIM, HA KOHTO B
MpoALILKeHHE Ha 3 JHM ¢ npynarana 500 mg nHeBHA 1033 A3MTPOMHITHH H CNI TOBA HOKpATHa HO38
10 mg/kg MIIOCTIOpHE TIEpOPanHo, 0TIeTeHHTE Crpx 1 AUC).s Ha HMIUTOCTIOPHH ¢a OMMK 3HAYHTEIHO
nopumIeHH, CIe0BATENHO, SAHOBPEMEHHOTO IPAIOKEHHE HA Te3H JIeKapcTBa TpaOBa NpenBapHTENHC
BHHMATENHO J1a ce oOMmucin. B ciyyvait, 9e eMHOBpPEMEHHOTO HM fpHJiarate e OnpaBaaHo H
HANIOIKHMTENHO, CEABa a ¢e MOHHTOPHPAT CTOMHOCTHTE Ha LMKIIOCIIOPHH 4 NPH HeoOXoAHMOCT f1a ce
KOpHrHpa AO3HPOBKATA MY.

Edpasupeny: EnHoBpeMeHHOTO NpWIoKeHHe Ha 600 mg eAHOKPATHA 1032 a3HTPOMHUMH ¥ 400 mg
JHeBHa 0o3a ehaBHPEHL B IPONBIDKEHHE HA 7 HH He BOJH J0 HAKAKBH KIHHHYIHO 3HAUHMH
(hapMaKOKHHETHYHH B32HMOREHCTBHA.

Dayxonazon: EnHOBpeMeHHOTO pwiokenHe Ha 1200 mg eaHOKpaTHA 033 A3HTPOMHLIHH He MPOMEHA
¢apmakokuHeTrkara Ha 800 mg ennokpatHa a03a dnykoHazon. O6mara excno3HIHA H BpeMeTo Ha
TIONTYKHMBOT Ha a3UTPOMHLIMH OCTABAT HENIPOMEHEHH NPH €HOBPEMEHHOTO MY NIPHNOKEHHE C
(hAyKOHA30N, BRIPEKH TOBA c¢ HabMI01aBa KIMHMYECKH HeZHaYHMO HaManspaHe Ha Crnax (18%) Ha

a3HTPOMHIHH.

Huounasup.: EnnospeMenHoTo npuioxeHue Ha 1200 mg eAHOKpaTHA 1032 a3KT]
CTATHCTHYECKH 3HaYuM edeKT BBPXY (PapMaKOKHHETHKATA HA HHAMHABMD, NpHI
OBTH JHEBHO 3a 5 JAHH. /



Menmianpeonuzonon: Tlo BpeMe Ha IpoyuBaHe Ha (PapMaKOKHHETHIHHTE B3aHMOICHCTBHA, IPOBEAEHO NPH
3Apaey NOGPOBOJILM, € YCTAHOBEHO, Y€ A3WTPOMHIIMH HE TOBIHABA 3HaUMMO (apMakoKMHETHKATA Ha
METHIMNPEAHH3OIOH.

Muoazoram: EQHOBpeMEHHOTO npmioxkende Ha 500 mg asHTPOMHIIMH JHEBHO 3a 3 AHM He BOAM A0
KIHMHHYHO 3HAYHMH IIPOMEHH BB apMaKoKuHeTHKaTa M (apMaKOAHHAMHKATA HA ¢/{HOKPATHA 1034 OT
15 mg MunazonaM npu 3apasy fobpoponu.

Hengunasup: EanospeMeHHOTO npuioxkenye Ha 1200 mg eqHoKpaTHa 033 U HelidMHABHP TpH steady-
state (750 mg TPH ITHTH {HEBHO) BOM /10 YBEIHYABAHE HA KOHUGHTPALMATA Ha asutpoMHIMH. He ce
HabIonaBaT KIHHHYECKH 3HAUYHAMH HEXENaHH PeakiHH H HE CC HAJIara KOpeKUHs Ha no3ara.

Pucpabymun: EnnoBpeMeHHOTO Npuitarase Ha pudalbyTUH B A3UTPOMHUMH He TOBWARA CCPYMHEUTE
KOHLEHTPAUMH Ha HUTO €XHO OT JIEKApCTBaTa. Y CTaHOBEHA & HEYTPONEHHA [IPH KOMOHHMPAHOTO UM
npwioxkende. Ta ce cebp3Ba ¢ npEnaraHeTo Ha pupabyTiH H He € YCTaHOBEHA IPHUHHHO-C/ICIICTBEHA
BpB3Ka ¢ ynoTpebara Ha asHTPOMHIHH (BAc. Touka 4.8).

Cundenagun: Tlpu 3aparn 10GPOBOIIIM MbKe, HAMA JaHHH 32 BIMAHKE Ha asuTpomuiud (500 mg anesHO
3a 3 auu) BepXy AUC # Cpax, Ha craeHadun WK HEroBHA TIABEH METabOMHT,

Tepghenaoun: T1o rpeMe Ha (papMaKOKHHETHYHHTE NPOYYBAHHA HAMA JAHHH 338 HACTHITHIH
B3aHMOZEHCTBIS MEXIY a3HTPOMHLIMH H TepheHanuH. B HAKOH OT ClyuanTe He € OUI0 BEIMOXKHO J1a Ce
H3KJIIOYH HAITBJIHO BEPOSTHOCTTA OT B3aUMO/IEHCTBHA, HO HAMA KOHKPETHH JIOKA3aTe/ICTRA 33 TAXHATa
nposea.

Teogpunun: HamMa TaHHH 32 KWIHHAYHO 3HAYHMO (PapMaKOKHHETHYHO B3AHMONCHCTBHE MPH
€IHOBPEMEHHOTO MPHIIOKEHHE HA a3HTPOMHULHH H TEO(HIHH.

Tpuazonam: Tpu 14 3ppasy N0GPOBOILM €NHOBPEMEHHOTO NPUIOKEHHE Ha asuTpoMuud 500 mg Ha nen
I-B# 1 250 mg ua nen [-pu ¢be 125 mg TpuasonaM Ha geH Il-pu Hamar 3HauHM edext BLPXY HAKOI OT
apMakoKMHe THYHITE TIPOMEHITHBH 32 TPHa30/1aM B CpaBHEHHE ¢ TPHasoaM M manebo.

Tpumemonpum/cyahamemorcazon: eTHOBPEMEHHOTO MPHAMKEHHE HA TPHMETONPHM/ CYIIaMeTOKCa30
DS (160mg/800mg) 3a 7 auu ¢ asuTpoMuiH 1200 mg Ha neH 7 HAMa 3Ha4UM e(QeKT pppXy NHKOBHTE
KOHLIEHTPaLMH, 00IaTa eKCIO3HIHA HIH eKCKPELIMATA C YPHHATA KAKTO Ha TPUMETOINIPHM, Taka H Ha
cyndamerokcazon. CepyMENTE KOHLESHTPALWH HA A3UTPOMUIME ca NoA00HH Ha TesH, HabmoaBaHu NpH
OCTaHaIWTE IPOYUBAHHA.

4.6 PepraanTeT, GpEeMEHHOCT H KbPMEHE

BpemennocT
ITpoyusaHKATa BEPXY JKHUBCTHE €4 HANIPABSHH C JO3H AOCTHIAIH CPEAHETE TOKCHYHH JO30BH

xoHueHTpauuy. [Ipu Te3u NpoydBaHKs He Ca HAMEPEHH JaHHH 33 YBPeKIaHe Ha (eTyca, AnDKALIO ce Ha
a3UTpOMHLUKH. JINncear AoCTATHYHM W J00pe KOHTPOIHPaHH M3CICIBaHNA Ha OpemennH xerM. Thif kato
H3C/IEABAHHATA NPH KHBOTHHK HE BHHAIH Ca NOKa3aTeAHH 34 MOBIHABRHCTO MIPH X0pa, [0 BpEME Ha
OpeMeHHOCT a3MTPOMHLMH TPAOBa Aa Ce TIPHIIara camo TpH JIMIICA HA /IPYTa allTepHaTHBA.

Kspmene
HsMa naHHM 232 TOBa Aay a3HTPOMMIMH Ce eKCKpeTHpa B KbpMara. Thil KaTO MHOTO JIEKapCTBa

NpeMHHABaT B KEPMaTa, a3UTPOMHLIMH TpAOBa /1a ce npriara npy KbPMEIH KEHH caMo, aKo
JIEKYBAIMAT JIEKAP € TPEUCHW, He MOTeHIMATHUTE MTOM3H MPEBHIABAT OTEHIHAIHHTS PHCKOBE 33
IUIOAA.

4.7 Edextn sbpxy cnocobnocrra 32 modupane n pabora ¢ MamBaHER

He ca u3eecTHH naHHH 3a BIHAHHE Ha A3HTPOMHLHH BBPXY cnocobHOCTTa 32
MAalllHHH.



4.8 Hexeland JeKapcTBeHH PEAKIHE

Tabnuuara 0o-HoMy ONMCBa HEXENAHHTE peaklHy, HaOMIoIaBaHH 110 BpeMe Ha KITMHHYHHUTE NpOYyBaHHA
H [IOCTMAPKETHHIOBHA OTHT, MOAPEICHH N0 CHCTEMO-OpraHHH KiacoBe  decToTa. Hexenanure
peakuyH OT IIOCTMAPKETHHrOBHA OTHT ¢a MPEeJCTaBeH: B Kypcug. Yectorara € onpeneneHa CbrilacHo
YCTARHOBEHATA KOHBEHIIHA KATO: MHOTO yecTH (=1/10); vectn (>1/100 no <1/10); sevectu (1/1000 no

<1/100); peaxu (1/10000 mo <1/1000); muoro penku (<1/100000) 1 ¢ HemzpecTHa YecToTa (OT
HAJHYHHTE JaHHA He Moke a Gbe HanpaBeHa oueHka). B rpynure HeXxenaHuTe peakiu ca
MpPeACTABEHH B HE3XOJAM] pell IO OTHOLICHHE HA TAXHATA BAXKHOCT.

Hesxexanu PEaKIHH Bb3MOXKHO HIH BEPOATHO CBLP3AHH C a3SHTPOMHITHH, HabmopasanM 1o BpEMeE Ha
KJIHHHYHHATE [1DOYYBAHHA H MOCT-MAapKCTHHIOBHA OIIMT

")_,—-——"‘-'-—_

CucreMo-opranng kaacope | Hexkelann J1eKapCTBEHH peakilHH Yecrora
Hudexuny 1 papecTAME KaHnn1034, OpaiHH KAHIHI03H, BATHHATHH Heuectn
HHpEeKIMH
IMcermoMeMOpan03eH KOMHT (BK. ToUKa 4.4) C reusBecTHa
gecToTa
Hapyurenus Ha xpbeTa u JleBkoneus, HEYTPOLICHKA HeuecT
AumdHaTa CHCTEMA TpoMOOIMTONIEHEA, XeMOIMTHYHA AHEMHA C Hen3BecTHa
4eCcTOTa
H CHYH Ha ara AHTHOEAEM, CBPBXUYBCTBHTENAHOCT Heuecrn
cHcTEMa AnadunaxTiiHa peakuus (BK. Touka 4.4) C HeH3BeCTHA
9ecTOTA
Hapymwenus Ha meraGonuama | AHOpexcHs Hecn
¥ XPEHEHETO
Icpxuuna HapymeHns Hepeuoct Heuectu
Br30yna Penxu
Arpecus, 6e3n0KOHCTBO C HeH3BecTHA
4ecToTa
Hapvinenna na HepBHara 3aMagHOCT, T1apoGONE, MapecTesHs, JUCTe3HA YecTn
CHCTEMA XunoecTesnd, COMHOJIEHTHOCT, FHCOMHHS Heuectn
CHHKOIL, KOHBYJICHA, ICHXOMOTOPHA C HensBecTHA
XMIIEPAKTHBHOCT, AHOCMHA, arey3us, NapocMHA 9eCTOTA
Mmuactenus rpasic (BX. Touka 4.4)
Hapywienus na ouure HapymeHno Brxpnane YecT
Hapvuienas na yxoTo u [nyxota Yectn
JiabupHHTa HapylueH ciiyX, THHHTYC Heuectn
Bepruro Pengu
Crpaeusy HapyiieHHs [Nagmuranys Hegectn
Torsades depointes (Bix. Touka 4.4), apurmus (8xk. | C HeM3BecTHa
To4Ka 4.4) BKJ1. BEHTPHKYJapHA TaXMKapAHA qecTOTa
Craoeu HapyIIcHHS Xunorenzus C HeHspecrHa
4ecToTa
CToMamiHO-9peBHH Juapus, kopeMHa 60nKa, rageHe, METEOPH3BM MHnoro qecTH
Ha CHHA Hlosprinane, Aucnencus Yectn
IacTpHT, KOHCTHOIALIH Heuectn
Tlankpearut, ofe3npeTsasate Ha €3HKA C HemnsBecTHa
qeCTOTA
XenatoOwIHapHy HapyiieHHd | XenaTHT
VBpexaHe Ha YepHOoApoOHaTa DYyHKIHS
YepuoapobHa HeAOCTATHHHOCT (BXK. TOUKA ‘S‘ﬁ“
3AIUIANIBALY XENATHT, YepHOIpoOHa He LN / K1
XO0JISCTATHYHA XBJITEHRLA if &2 s
O6pue, NpypHTYC z |8 '
2




HapynieHyd Ha koxaTa i Cunapom Ha CTupbHC-JDKOHCBH, peakiii Ha Hewecrn
OJKOMKHATA ThKaH (OTOUYBCTBATENHOCT, YPTHKAPHS
OcTpa reHepani3HpaHa €K3aHTEMaTO3HA Penxu

nycrynacsa (AGEP)

TokcHiHa enuIepManHa HEKpOJIH3a, epHTEMa
MYATH(OpME

C HeH3BECTHA
qecTora

HapynicHHA Ha MycKYIHO-
CKENeTHATa CHCTEMA H

Aprpanrus

Yectn

CBeJHEATEIIHATA TEKAH
apymeHHA Ha GRGpeLHTe H

Octpa 6b0peyHa HeIOCTATRYHOCT,

C HeH3BECTHA

MEKOUHHATE METHINA HHTEpCTHIMANEH HedpuT HECTOTA
(O6nin HapyleHHA U edekTH Ha) YMopa YecTH
MACTOTO HA MPHIMKCHHE boaka B oGnacTTa Ha rBpIMTe, OTOK, Heuecrn
HEPa3MONOKEHHE, aCTEHHA
[A3cenpanus Hamanen Gpoit mumdoLpsTH, HamaneH Opoii Yectn
e03HHOOWIN, HaMaTeHo HHBO Ha OiKapboHar B
KpPBETa
YBenHYeHH HHBA Ha acmapTaT aMHHOTpancepasa,| Hevectn

anaHuH aMHHOTpaHchepasa, GWTHpyOBH B KPBBTE,
ypes B KPBBTA, KPEATHHHH B KPBBTA, IPOMEHEHO
HHBO Ha KallHi B KPBEBETa

C seu3BecTHA
YecToTa

Vroxen QT-purepsan (B, To49Ka 4.4)

* KOATO PAZKO BOAM 1O CMBPT

CrobniapaHe Ha NOAO3MPAHKE HEKETAHH PEaKITHN
CrobmaBaHeTo Ha NOO3HPAHM HEXENAHH PeakLHH Ciie/l paspelliapaHe 3a ynorpeta Ha

JIEKAPCTBSHMA NPOIYKT € BaxkHo. ToBa no3sonsgea Aa npoAb/ukKH HabM0AeHHETO Ha CHOTHOWECHHETO
TNON3a/PHCK 38 AEKAPCTBEHMS IPOTYKT. OT MEIMIMHCKITE CHIELIAATHCTH ce M3UCKBa Aa chobmasar
BCAKA MMOJO3MPaHA HEXKeNaHa peakius upe3 UameaHuTenta areHuus 1o ilekapcTrara, yi. "JlaMau
I'pyes" Ne 8, 1303 Codun, Ten: +359 2 8903417, yeGeaiit: www.bda.bg.

4.9 Ilpexo3npane

Hexenanute edekTr, HabMoAaBaHN clie/l pWIaraHe Ha J03H, NPEBHIIABAIIM NPETIOPLYAHHTE, Ca
noNoGHH Ha TE€3H, NPOABEHH [IPH TIPHEM HA TEPANEeBTHYHH JO3H.

THnuYHETe CHMITTOMH Ha TIpeJO3HpaHe Ha MAKPOIHIHHTE AaHTHOHOTHLIM BK/IOYBAT 00paTHMa
3aryfa Ha cJTyXa, TeXKO H3pa3eHo rajeHe, NOBPHILAHe H AHapus. B TakuBa ciyvas € HeoOXoauMo
Aa ce NPHEMAT MEIHUMHCKH BEITIEH H CHMIITOMATHYHO NOBNHABALIH JIEKAPCTBa, KAKTO H Aa Obaar
B3CTH MEPKH 3a NONABIKAHE HA MU3HeHuTe GyHKIMM npl HeobXonumocT.

5. PAPMAKOJOIAYHH CBOHCTBA
5.1 GapMaKoZHHAMHATIHH CBOHCTBA

Gapuaxomepanesmuina zpyna; AHTHOAKTEpHAIHH JIEKAPCTEA 33 CHCTeMHa ynotpeba. Makponyay.
ATC xoo: JOIFALO

Hauun na oeticmeue
ARUTPOMHIIME € MaKpPOIMICH aHTHOHOTHK OT IpyIaTa Ha asanuanTe, Monekyaara e nojryyeHa ypes
npHOassHe Ha a30TSH aTOM KbM JIaKTOHHHSA NPBeTeH Ha erythromycin A. XHMHUHOTO BME Ha

R ——

asuTpoMuLH ¢ 9-deoxy-a-aza-9a-methyl-9a-homoeiythromycin A. Mosexyap#a
MexaHH3MBT Ha JEHCTBHE HA a3MTPOMHLIMH ce Ga3Hpa Ha NOTHCKaHe CHHTEAITAHY
OaxrepuuTe, Upes cBbp3BaHe ¢ pibozomuaTa 508 cybemununa u nmmﬁnp"
TPAHCIOKALIAS, I

Mexanuzmu 2a ev3nuxeane Ha PEIUCMERMHOCT \



Pe3UCTEeHTHOCTTR KBM A3UTPOMHLAH MOXS na e BpoAcHa HIA ﬂpﬂ,ﬂoﬁlﬁ‘a_ Ocﬂpnﬂme MCXAHH3MH 33
RE3HHKBAHE HA pezucTeHTHOST NIPH GakTepuure ca Tpu: MPOMAHA B MACTOTO Ha AeHCTBHE; MPOMAHa B
TPAHCTIOPTHHTE MexaHu3MH Ha au’mﬁno*ru’xa, MosHdHIHPaHEe Ha aHTHOKOTHUKA.

TiBJ1HA KPBUTOaHa peaHcTeHTHOCT € YCTaHopeHa Npu Sreptococcus pheumoniae, B-KEMOAHTHIHH
CTPENTOKOKH OT rpyna A, Enferococcus faecalis u Staphylococcus aureys, BKMOMHTETHO METHUHTHE
PE3UCTEHTHHTE mamose Ha S. aureus (MRS A) kpm epuTpOMUALIMH, 83WTPOMHIIAH, ApYTH MaKPOIUAN 1
JFMHKO3aMHIIH.

I panuyu
I'parui Ha MUK o EUCAST (EUCAST - Epponejicki Komurer 3a Onpeznensne #a
ABTHMUKPOGHaTa UyBcTBHTeIHOCT) (Bepcua 1.4, 2009)

| Maroren BHIOBo-cnennduafiE rpaunny (S</R>)!

B HUyBscTsarenns | PesncTenTHH

| Stahpylococcys < 1mg/ | >2m
Streptococcuy 4, B, C, G <0,25 mg/l | >0,5mg/l

| Streptococcus pneumoniae <0,25 mg/1 | >0,5mp/1
Haemophilus influencae’ <0,12 mg/l >4mg/1
Moraxella catarrhalis <0,5 mg/l >0,5 mg/l
Neisseria gonorrheae <0,25 mg/l >0,5mg/1

! EpHTpOMHIIMH MOXe Jia ce H3MOJI3BA 3a ONpee/IsHe Ha TyBCTBHTE/IHOCTTA Ha MOCOUSHHTE
MHKPOOPraHH3MH KbM JAPYTHTE MAKPOIHIH (23U TPOMHLIHH, KIAPHTPOMHLIHH H POKCHTPOMHLIHH).
MakponsauTe NPHIOKEHH HHTPABEHO3HO ¢a AKTHBHH cpemty Legionella pneumophila (epurpoMHLp
MHK < 1 mg/l sa u30aHpaHKH AUBH BHAORE). MakpomuauTe ca G1iH H3M0I3BaHH 33 JICYEHHe Ha
uadekumy, npranHens ot Campylobacter jejuni (epurpomumue MUK < 4 mg/l 3a n3onHpaHn XHBH
BHZ0BE). AIUTPOMHLMH € GHIT H3M0M13BaH 3a AeYeHHe Ha HHeKIH, npuarHeHH oT S.typhi (MHK <
16 mg/| 3a m3onupany ausK BHAOBE) H Shigella spp.

2 Baaumospsikara mexay MUK Ha mMakponuaure no otHowenne Ha H. influenzae v KOTHHHIHAA
oTroeop € craba. CleqoBaTeNHO, TPAHMIIMTE Ha MAKPOTUAHTE M NOZOOHHTE aHTHOMOTHLIN ca
¢dHUKCHpaHB NpH onpeAenaHe Ha AuBus THN H influenzae xaro cpeaex.

Yyecmeumeanocm

YecToTara Ha TIPHAOOHTATA PE3MCTEHTHOCT MOMKE 1@ BapHpa B 3aBUCHMOCT OT reorpagekoro
NIONOXKEHHE H C BPEMETO 3a onpeaenesn eujose. 1o Ta3A NpHYHHA e MPenoph4HTEIHO HATHYHE Ha
HHGOpMalHA, OTHOCHO Pe3HCTEHTHOCTTa B KOHKPETHATA CTpaHa, 0COOEHO NpY JICYEHHE HA TEXKKH
andexuun. HeoBXoauMO € eKcepTHO MHEHHE, B ciydail 4e 0cOOEHOCTHTE HA Pe3CTEHTHOCTTA
TI0U1araT Mo BRNPOC eheKTHBHOCTTA OT TPHITArAHETO Ha a3HTPOMHLIMH,

Aumuﬁakmeguaﬁeu CREKMBY HA ATUMPOMULNUH

YyBCTBHTENEE MEKPOOPraHHIMH

Aepobrd ['paM-NIOTOKHTEIHH MHKPOOPTaHHIMH

Staphylococcus aureus
MeTHITHIHH - TYBCTBHTETHH

Streptococcus pneumoniae
TTeHHIHIMH - YYBCTBHTENHH

Streptococcus pyogenes

Aepobnu ['paM-oTpHIATEIHH MUKPOOPIAHHIMHA

Haemophilus influenzae
Haemophilus parainfluenzae

Legionella pneumophila g A
Moraxella catarrhalis ,-"/r S H’%}\
Pasteurella multocida ' it s

AHaepoOHH MAKPOOPTAHHIMK

Clostridium perfringens




Fusobacterium spp.

Prevotella spp.

Porphyriomonas spp.
JPYTH MHKPOOPIraHH3MH

Chlamydia trachomatis

Bagone, IPH KOHTO HPAZOOHTATA PEIHCTEHTBOCT MOXKeE A NpeAcTABISBA Npobaecm
Aepofuu I'paM -NONOKHTEAHH MHKDOOPTaHH3MH

Streptococcus pneumoniae

TlenununuH - cpefiHO YYBCTBMTEITHE

TleHHUMANH - pe3HCTEHTHH

MEKpOOPraHH3MH € BOACHA PE3HCTERTHOCT
Aepobup | paM- NONONKHTEIHH MEKDOOPTaHH3MH

Enterococcus faecalis

Staphylococci MRSA, MRSE*

AHacpoGHH MUKPOOPraHH3MH
Cpvoara wa Bacteroides fragilis

* MeTHUHNHE-pe3UCTeRTHUTE staphylococci ce OTNHYABAT ¢ MHOTO LIHPOKO pasIpOCTPaHeHa MpHAoOHTa
PE3MCTEeHTHOCT KM Makpomuau. IlocTasend ca B Tazu rpyna, ThH KaTO PAAKO [IPOABSBAT YyBCTBHTEHOCT
KBM a3MTPOMHLMH.

IlenuaTpyuHa OOy
BB3 ocHOBa Ha OHEHKA Ha NPOYYBaHKA [PH Acla ynoTpeGaTa Ha a3HTPOMHLEH 34 JICUEHHE HA ManapHi,

KAaKTO KATO MOHOTEpAITHA, TAKA H B KOMOHHAIMA ¢ XJIOPOXHH HAH APTEMHIHH CHIBPKALLIH JIEKAPCTBEHH
NPOAYKTH, HE Ce NPenophUBa, Thil KaTO He € YeTanoBeHa HEMH(EPHOPHOCT CRpAMO SHTUMANApUituuTe
TIEKAPCTRA, IPENOPEYBAHM 3 JICUEHHE Ha HEeYCIIOKHEHA Manapys.

5.2 PapMaAKOKHHETMYIHH CBOHCTBA

Abcopbyus
BuoHaNHYHOCITa HA a3UTPOMHLMH CJie]] HEPOPATHO NPHIOKeHNe ¢ NpubmusuTenno 37%, a MaKCHManHa
IUia3MeHa KOHIIEHTpallia ce aocTHra 2-3 qaca cliel pHeMaHe Ha JIEKapCTBOTO,

Paznpedenenue

Crien nepOpaJIHO NPHICKEHHE a3HTPOMHLIMH Ce pasnpefesid IHPOKO B OpraHH3Ma.
QapMaKOKHHETAYHHATE MPOYYBaHAA JIOKA3BAT, Y€ KOHLIeHTPausTa Ha a3UTpoMHLIMH, H3MepeHa B
THKAHHTE, €& 3HAYMTEIHO No-BHCoKa (10 50 nmeTH) oT H3MEPEHATA B MAa3mara, Tosa nokasea, 4e
A3UTPOMMLMH B rOIAMa CTETNeH ¢€ CRbP3BA C ThKAHUTE.

CEBP3BaHETO CBhC CePYMHHTE NPOTSHHA BapHpa B CHOTBETCTBHE C [UIA3MEHATa KOHLEHTPALHS B HHTEPBAT
oT 12% npu 0,5 pg/ml m0 52% rpu 0,05 pg/ml cepym. Cpeanusat obeM Ha pasnpeneneHHe npy steady state
HuBa (VVss) nocrura 31,1 Ukg.

Enumunupane
KpaitHusT nasMeH eTMMAHAIEOHEH NIOMYXKHBOT OTPa3aBa B rojiMa CTeNEH eTHMHHALMOHHHS
HOJYKHBOT OT TBKaHHTE, KOHTO € 0T 2 10 4 AHH.

TIpuGmnsnrenno 12% oT HETpaBeHO3HO NPHETATA 1033 A3HTPOMHIMH CE eKCKpeTHpa HelpoMeHeHA B
YpPHHATA B TPOTBIDKEHHE HA CeABAIUHTE TPH AHH. B NefCTBHTEHOCT BHCOKH KOHLIEHTPALHMH OT
HETIPOMEHEH A3MTPOMHIIMH €& OTKPHTH B YOBEIKATA JUThUKA.

B xpyxaTa ce OTKpHBAT omie AeceT MeTtalomnTa, KOHTO ca 0OpasyBanu 4pes N- H O-neMeTHIHpaHe,
XMAPOKCHIMPaHE HA E303aMHHH M ArTHKOHOBH NPBCTEHH, M Ype3 pallajaHe Ha KIaIHHOIHH
crenuHenyd. CpaBHEHMETO HA PE3YNTATHTE, NOTYYEHH OT TEYHO XPOMATOrpadcKH M MEKpOBHONOTHYIEH
AHaH3 MOKA3B4, Y€ MeTaO0IHTHTE Ha a3HTPOMHUMH He ¢34 MAUKPOOHONOTHYHO AKTHBHME—-
[Tpu u3nATBaHHA HA KHBOTHH ca HAMEPEHH BHCOKH KOHLICHTPAIHH a3HTPOMH :
Y¢TaHOBEHO €, 4e O BpeMe Ha aKTHBHa (arouuTo3a ce 0CBOOOKIaBaT NO-BHG
A3HTPOMHIIMH B CPABHEHHE C KOJHIECTBOTO OCBOGOIEHO OT HEAKTHBHUTE (aik)
U3NHTB2HAA HA *KHBOTHH H3MEPEHHTE KOHIIGHTPALIME A3HTPOMULMH B HHEKTED
B CpPaBHEHHE ¢ HEHH(EKTHpAHATA.




5.3 llpeax/HHA9HE JafHBH 3a (esonacHOCT

[IpH H3nMTBaHHA Ha AKMBOTHH C J03HPORKa 40 ITHTH NMO-BHCOKA OT KIMHHYHATA TSPalcBTHIHA 1034,
A3UTPOMHULHH NMpHYuHABa 00paTHMa dochonnmnIe3a, HO KaTo NpaBuio He ce Habmonasar
TOKCHKOOTHYHY [IOCNEACTBHA, CEBP3aHHA ¢ ToBa. He e ycTarOBEHO a3HTPOMMIIH 13 NPUIHHABA
TOKCHYHH peaKLMy Py ALMECHTH, IPHEMAIH NPETIOPBYHTETHATE J03H.

Kapyunozenen nomenyuan

JbArocpoyHH H3MMTBAHMA NPH KHBOTHY 32 OIICHKA Ha KapLHHOICHHMs NOTEHLHAN He Ca MPOBEXIaHH,
THI KaTO HEKAPCTROTO € MPEeqHAa3HAYEHO CAMO 33 KPATKOCPOYHO JCUCHHE M HAMA MHAMKALHH 33
KapLIMHOTEHHA aKTHBHOCT.

Mymazenen nomenyuan
A3WTPOMHMIIMH HE TIOKa3Ba NOTEHIMAT 33 TeHHH ¥ XPOMO3OMHH MYTALHH [IPH in Vitro U in vivo
HICHEIBAHHA.

Penpodyxmuena moxcuunocm

EMOPHOTOKCHYHOCTT € H3C/IEABAHA BBPXY kuBOTHH. [Ipy MHIIKH K IWILX0BE HE ¢ Habmonasa
TepatoreseH edexr. IIpH IWibLxose, noMyyaBauy asHTPOMHLIAH B 4034 oT 100 u 200 mg/kg TenecHo
TEerNO AHEBHO, BOMH 0 JIEKO M30CTaBaHe HA OCHUKALMATA HA TUI0JA H O HAPACTRAHE HA TENECHOTO
Tersto Ha maiikara. [Ipe NepUHaTANHH H IOCTHATANHH U3CNIEABARNA HA ITEX0BE ce HabosaBa IeKko
1abaBsHe HA PA3BUTHETO, BCIEACTRHE HA IEUEHHE ¢ A3HTPOMHUMH B 103 50 mg/kg nHeBHO.

6. DPAPMAIIEBTHYHHA JAHHH
6.1 Cuopchbk Ha HOMOIIAHTE BelecTBA:

MHKpOKpHCTaNTHA Hely103a
Harpues naypun cynpar
Marneauep cTeapar
Turauoe auoxcug (E 171)
Hupurorun (E 132)
Kenatun

6.2 HechLBMECTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogmocrt

3 ropuHA

6.4 CoenuajifE ycI0BHH HA ChXpDAHEHHE

Ha ce cexpanaBa nog 25°C.

6.5 Bnad coIbpXanHe HA ONAKOBKATA

6 xancynu B 6nuctep (PVC/PVDC//Al domuo). Enun Gnrcrep B KapToHEHa KyTHA.
6.6 CpenHaanH npeaNasHH MepKH NPH H3XBLPJIARE H paboTa

Hama cnenpanyy B3HCKBaHHS 33 H3XBBPIIAHE.

7. NPHTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA




Teva B.V.
Swensweg 5, 2031 GA Haarlem
Hunepnangnsa

8. HPUTEXKATEJI HA PASPEIIEHUETO 3A HAPAJIEJIEH BHOC
“Becta Mexn” EOOJ, yn. "Kpruo Cxropues” Ne8, 5350 Tpaesa, bunrapus

9. HOMEP(A) HA PAJPEHIEHHETO 3A YIIOTPEBA
20000866

10. JATA HA TBPBO PA3PEINABAHE/MIORHOBSIBAHE HA PASPEIIEHMETO 3A
YIIOTPEBA

Hara va mepro paspemarane: 21 IOan 1994 1.
Hara Ha nocnenso nogHosasae: 23 Gepspyapu 2011 r.

11. JATA HA AKTYAJIH3APAHE HA TEKCTA
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