1. HME HA JIEKAPCTBEHMSI IPOIYKT

SUMAMED® tablets 125 mg
CYMAME]® a6rerxa 125 mg KA R /6. 0¢. 03

2, KAYECTBEH Y KOJTHYECTBEH CHhCTAB

Beska Tabnetka chappaa 125 mg a3sUTPOMUIIEH KaTO JHXMULPAT (azithromycin as dihydrate)
3a IWGJIHKA CTIHCHK Ha [IOMOLIHHTE BELLECTBE, BiK. T.6.1.

3. JEKAPCTBEHA ®OPMA

Film-~coated tablet
OunMupana TabneTka

4, KJIMHUYIHA JAHHHA
4.1 TIlokazaansn

SUMAMED® e nokazan TIpY NIeYeHue Ha UHGEKUHH, IPUYHHEHH OT eMH WIH IOBEYEe OT €AMH
UYBCTBUTCIHH Ha a3HTPOMHALIH MHKPOOPraHn3MH, (Brox 5.1. dapMakoauHaMUYHK CBOHCTBA):

- HMHQEKUMY HAa TOPHHTE IVXATENHH NbTAME (DAPHHIHT/TOH3MINT, CHHYHT M BB3NAJEHHE Ha
CPEOHOTO YXO

- HHQEeKIMK Ha TONHATE IUXATENHH NETULA: SPOHXHT H [IHEBMOHHH, npuaoOuTH B 06ecTBOTO.

- MH(EKIMM Ha KOKATA M MEKHTE TbKAHH: EPHTEMA XPOHHKA MHTPAHC (repBH cTammit Ha JlaliMcka
Gonect), epu3HIe], HMIETHIO H BTOPHYHA IHOLEPMHEA

- CTOMAUIHY B TyOReHAN ! uHbexuwmn, npuunnenn ot Helicobeter pylori

42 [losmpoBka H HAYMH Ha ynoTpeba

CYMAMET® 125 mg ce npunara npy aena ¢ TerIo A0 45 kg, KOMTO MOrar Jia rperasiar TabneTky.
3a Te3H, KOUTO He MOTAT Ja MPErTBINAT Ce npenoprusa nprem sa CYMAMEN® npax 3a Aepopaina
cycriensus. [Ipu aewa ¢ rerio Hag 45 kg e mperopsunTenna Jo3UpOBKaTa 32 BB3PacTHH,

3a neveHKe Ha MHGEKIMM Ha TOPHUTE M MOTHATE AMXATEHU IHTHINA, HA KOKATA U MEKUTE ThKaHH (c
M3KIOUCHNE HA €pHTeMa MHIpaHc) ofmaTa H03a a3MTPOMHMIMH e 30mg/kg, KOATO ce B3ema B
npoxbpKeHte Ha 3 nuu (10mg/kg Benusk Ha new).

A3UTpPOMUINH ¢ e)eKTHBEH 3a JIEYeHHEe Ha CTPENITOKOKOBH (hapWHIUTH NpH Jella B eZHOKPATHA 1032
or 10 mg/kg v 20 mg/kg B npoabvkenye Ha 3 Amu, TIpu cpaBHABaHe Ha nBeTe JIO3UPOBKY B X04a
Ha KIHHETHH NPOYUBAHUA € YCTAHOBEHA CXOMHA KJIMHHYHA e(QMKACHOCT, HE3aBHCHMO Ye
YHHUIOXKABAHOTO Ha OakTepHMTe ¢ mo-3HauMTeaHO B Ho3a 20 mg/kg, OGUKHOBEHO MEHHNMIHH ¢
IBPRHAT 360D 32 JieYeHHEe Ha (DapHHIHTH M TOHSWITHTH, NPUYHHEH§ OT Streptococcus pyogenes,
KaKTO U 32 BTOPHYHO HACTRIHIIA PEBMATHYHA TPECKa.

3a epuTema MUrpanC 00IIaTa 038 a3HTPOMHIMH e 60 mg/kg, KOsTo ce IpHeMa, KakTo e nocoyeHo: 20
mg/kg npes WBPBHA feH, NocaeABakd o1 10 mg/kg OT BTOPHA IO NETHA NEH KaTO SHHOXPATEH AHEBEH
TpHeM. /NLEEH'LWH ,;‘2;\
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3a yieueHye Ha CTOMAINNM U AYOASHATHN MEdEKIMN, mpuuuHenn ot Helico et py{g&@nps T8
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Bvbpeuna nedocmamvunocm

Ilpn nauvenTs ¢ nexo yBpenena 6uOpeuna (byHKims (kpeatunmHOB KIHpBHC >40 ml/min) re e
HEOOXOIMMA KOpeKIMs Ha [osupoBKkata. He ca mpobesgaHu TIPOY4BaHUS TIPH MALUKEHTH CbHC
CTOMHOCTH HA KPEaTHMHMHOBHA KIMPBHC <40 ml/min v mo Tasu npuduna e NPeNoOPBYHTENHO HPH TAX
Aa Ce HOAXOAHA ¢ MOBHIIEHO BHIMAHHE,

Yeprnodpobra nedocmamvynocm

AHTPOMHIKME ce MerabonusMpa B YepHus mpob H ce CKCKPETHPa 4pes JKMbYKaTa U He OMBa fla ce
Tipuiara MpH TMalHeHTH, CTPajaliy OT TeXkKa YepHoApobHa HemocTaThbuHocT. He ca mpoBexaaHm
NpOyBaHHA, CBBP3AHM C NpuiiaraHe Ha a3UTPOMHULMH MPH Te3H MAIleHTH.

HaunH Ha nprmosxeHve:
SUMAMED® ra6nerxu 125 mg TpAGBa Ja Ce NOTNIBLIAT ek, €AHOKPATHO THEBHO, 1 yac npeay win
2 vaca cnen xpasene,

43 IIporHBomoxazanus

ASHTPOMMIMH € TNPOTHBOMOKA3aH IPH TIALMEHTH C M3BECTHA CBPBHXUYBCTBMTETHOCT KBM
A3UTPOMHIHH, MaKPOIHAH HIH HAKOE OT HOMOIIHHTE BEIECTRA.

TMopamm TeopeTraHaTa BE3MOMHOCT OT HOABA HA EPrOTH3BM, a3HTPOMULKH He GUBA 1a ce npunara
3ae/IHO € IEKaPCTBEHH NPONYKTH, ChABPIKAIY CPrOTAMHHOBY NPOMU3BONHH.

44  CoenuaiHM NpenynpexNeHMs K NpeANasHi MEPKH opu ynorpeda

Anepauunu peaxyuu: B pemku coyyau ce chobliapa 3a CepHO3HM aneprHyHM (panxo darammu)
PEAKIHH KATO AHrHOHEBPOTHYEH eleM W aHa(UNAKTHYHH peaxupi. HAKOH OT Te3u peaxuuu aMar
KATO pE3YITAT DEUMAVMBHDAHE HA CHMHTOMHTE, KOGTO BOMH IO YAB/DKABAHE HA TepHWOa 3a
HaOMoneHe | NeYyeHHe.

Cmpenmoxoxosu wnpexyuu; OSUKHOBEHO IEHULIIAH ¢ IIBPBUAT M300p 3a JieueHHe Ha QapPHHTHTH U
TOH3HIHTH, IPUIUHEHH OT Streplococcus pyogenes, KaKToO U 3a NPOGUIAKTHKA HA OCTPA PEBMATHIHA
Tpecka. B moBeweTo cilydad a3MTPOMHUMH © eQieKTHBEH Cpelly CTPENTOKOKH, NpHHHHABAINK
MH(eKIHA Ha Me30(hapHHKC, HO HAMA JAHHH 33 HETOBATA ePHKACHOCT [pH NPEACTBPATABAHE Ha OCTpa
PEBMATHYHA TPECKa.

Cynepungpexyuu: Kakto u IpH ApPYTH AHTHGAKTEPHANHH JIGKAPCTBEHH [IPOAYKTH, CBIECTBYBA
BEPOATHOCT OT NosiBa Ha CyNepHH(EKIN (Hamp. re0HuHN UH(eKUHH).

4.5 BzammozeiicTene ¢ APYIH JIEKapCTBeHN HPOAYKTH K APYTH thopmu Ha B3anmoneiicTsne

Anmuayuonu: Ilo Bpeme Ha Mpoy4BaHKATa Ha edexTa BBPXY (apMaKOKHHETHKATA Ha A3UTPOMHULIUH,
IpH €HOBPEMEHHOTO My NpMJaraHe ¢ aHTHALMAHM AEKapcTBEHHM NPOAYKTH HE ca Habmoaasauu
MPOMEHM B HEropaTa OHOHANMYHOCT, BBIPEKH 4Ye H3MEepeHWTe IUIA3MEHH KOHLIEHTpaluu ce
norwxasat 10 30%. Asurpomurs TpaGea fa ce B3eMe Haii-manko 1 wac npeny 1 2 waca cen npueM
Ha aHTHAUMJEH IIPOIYKT.

Kapbamasenun: Tlo Bpeme Ha Npoy4Bane Ha GapMaKOKHHETHUHHTE BIAHMOASHCTEHS, TIPOBEACHO MpH
34paBy AOOPOBONIM, € YCTAHOBEHO, Y€ A3WTPOMHIMH He MOBIMABA 3HAUMMO [UIA3MEHHUTE HMBA HA
Kap0amasenyH WK HA AKTHBHHTE My MeTaGoHTH.

Hurnocnopur: Haxou aHTHOHOTHUM OT rpynara Ha MaKpOAHAWTE MOBIMABAT MeTaGONH3MA Ha
IMKIocopsH. ThH Katro He €a TPOBENKNAHH KOHKPETHM (DAPMAKOKMHETHYHH i  KIMHHYHH
TpOYHBAHHA 10 OTHOIIEHHE® HA BL3MOXKHHA e(PeKT OT KOMGMHMPAHETO HA A3MTPOMHL H
LHKIOCIIOPHH, € HeOGXO0IMMO BHEMATENHO {4 Ce NIPELieHH TePANeBTHIHATA T10J138 O
IpuroKeHre. B ciryvait, ye elHOBPEMEHHOTO MM NPHIIATaHe € ONPABIAHO M HAO
C¢ MOHMTOPHPAT CTOHHOCTHTE Ha LMIUIOCIOPHH M IIPH HEOOXOMUMOCT Ja C& KO

My.




Kymapunosu anmuxoazyranmu: YCTaHOBEHA € TIOBHIUCHA TEHAEHLMs KbM JIOSBA HA KPBHBOH3NBY B
Pe3yNITaT OT ©AHOBPEMEHHO MpHJIaraHe Ha a3UTPOMMLMH M Bap(aphH wid opatav KyMapHHOBH
AHTUKOATyNaHTH. [Ipenopsiea ce Ho-4ecTo MpoCAe/BAHE HA POTPOMGHHOBOTO BpEMe.

Hueoxcun: TIpn HAKOM M2LMEHTH € YCTAHOBEHO, Ye aHTHOMOTHMIM OT rpyfiaTa HA MAKPOJMAMTE
HAPYIABAT 4PEBHHA MeTabONu3eM Ha muroxcud. Tosn dakT tpafBa fa ce MMa mpefBHA NpH
NAUHEHTH, €JHOBPEMEHHO TNpPHEMAilld a3UTPOMHLEH M [UrOKCHH. BE3MOMKHO € MOBHMIIABAHE Ha
KOHIEHTpAUHMATA Ha IMTOKCHH M C€ NPETIopsYBa KOHTPONHPAHE Ha CTORHOCTHTE My B IIa3Mara.

Epzomamun: ITlopamu TeopeTHYHaTa BB3MOKHOCT OT TOABA HA ©ProOTHIBM HE ©€ IpenopruBa
€IHOBPEMEHHOTO My IIPHIAraHe ¢ A3UTPOMHLIMH.

Memunnpednusonon: Tlo BpeMe Ha NpoyuBaHe HA apMAKOKHHETHIHITE B3aUMOAEHCTRUA, IIPOBSASHO
HpH 3ApaBU A06POBONIN, € YCTAHOBEHO, Ye A3HTPOMHUHMH He TIOB/THABA 3HAYHMO (hapMaKOKHHETHKATa
Ha METH/INPEIHHU30JIOH.,

Tepgpenaoun: TlossaTa Ha CEPHO3HHM PHTBMHM HADYIUEHHS, Clejn npueMaHe Ha ApYrH aHTH-
MHQEKIMO3HN NPONYKTH B KOMOMHALMs ¢ TepdeHanuH, NpH MALHERTH ¢ yabDker QT HHTEpBa, e
JOBENO 0 NPOBEXIAHE HA IPOYUBAHHS BEPXY BE3MOIKHHTE B3aUMOICHCTRHS,

Io Bpeme Ha (apMaKOKHHETHUHHTE NPOYYBAHKA HAMA JAHHH 33 HACTBIWIN B3aMMONEHCTBHA MEeKIY
a3UTPOMHIIKE U TepdeHanuH. B HAKOH 0T clyuauTe He € GUNO BBE3MOKHO Aa C& H3KIIOUH HAITbIHO
BEPOATHOCTTA OT B3AMMOMCHCTBIS, HO HAMA KOHKDETHH TOKA3aTeNCTBA 34 TAXHATA [IposBa. KakTo u
Tpy ApYTHTe MAKDOMUAM, a3HTPOMMIMH TpAGBa [ia Ce NpHJara ¢ IOBMIIEHO BHHUMAHHE MNpH
KoMOHHUpaHe ¢ TepdeHaiiH.

Teogpunun: A3uTpPOMMITMH He TIOBNMABA (hapMAKOKHHETHKATA HA Teo(IHH IpH 30paBu AoGpoBoiny,
B CJIyauTe, KOTATO IBETE JIGKAPCTBA Ca Npunarany 3aefino. KoMOHHHpaHeTO Ha TeopUIHH B OpYrH
MAKpOTHAHM aHTHOHOTALM IOHAKOra BOAM 110 NIOBMINABAHE HA CEPYMHHTE HHBA HA TEQ(DHIIHH.

3udogyoun: EpHOKpaTHH n03upoBku or 1000 mg, xakto H MPHIIOKEHN MHOTOKpPATHO XO3H OT
1200 mg wm 600 mg a3UTPOMHIINH, He OKasBAT BITHAHKE BHPKY (hapMaKkOKUHETHYHHTE TT0KA3aTEH B
T1a3sMaTa WM eKCKPeUWATa HAa 3HIOBYLHH 4pe3 ypuUHAaTa, KaKTO M HA HETOBHA [IIOKYPOHHHEEH
MetaGosut. TlpHeMaHeTo Ha a3UTPOMHUMH IOBPINARA KOHIEHTPALMUTE HA KIHHUYHO AKTHBHHS
meraGonut  ¢ocdopunupan  3HIOBYNMH B MOHOHYKIGADHHTE KIETKH Ha nepudepHOTO
KpuBoobpbllenye. KIHHHYHOTO 3HAYEHNE HA TE3H AAHHK HE & HAITLIHO H3SCHEHO, HO Te MOTaT 14 ca
OT MoJT3a 32 MalMeHTUTE.

Hudanozun; ENROBpeMEHHOTO TIpHaraHe Ha JMJAHO3HH M LHEBHM no3u oT 1200 mg asHTPOMHLYH
IIpH 6 NMalUeHTH HE € OKa3ano RAWsHHe Bbpxy (i)apMaKOKl/IHGTHKaTa Ha OHAAHO3HH B CpaBHeHHE [+
wianedo,

Pugpabymun: EnnoBpeMeHHOTO NpHiarake Ha pudabyTHH H a3HTPOMULEH HE [OBIHABA CepyMHHUTE
KOHLIEHTPAUMK Ha HHTO €[IHO OT JICKAPCTBATA. YCTAHOREHA € HEYTPOICHHS [pH KOMOGHHAPAHOTO MM
npuiokenye. Ta ce CBBP3Ba ¢ NPHIAraeTo Ha pHQaGyTHH H HE € YCTaHOBEHA NPUIHHHO-CICACTBEHA
Bpb3Ka ¢ ynoTpedara Ha a3HTPOMHULHH,

4.6 BpeMeHHOCT M KbpMene

Bpemennocr: IlpoyysaHuATa BEPXY JKMBOTHH TOKA3BAT, 4Y€ A3UTPOMMHLMH npeMHHaBa Iipe3
TNAUCHTATa, HO HAMA [OKasaTeNicTBa, ue yspexaa Qeryca, Jlumesar mocTaThuHy u  Oobpe
KOHTPOMHPaHH H3C/eABaHNT Ha OpeMeHHH jeHH, Thil KaTo H3C/IeABAHMATA NPH JKHBOTHH HE BHHATH
Ca NOKA3ATEAHH 32 MOBIHABAHETO MPH X0pa, IO BpeMe Ha GpeMEeHHOCT a3HTPOMMUEH TpabBa 1a ce
MIPHIAra camMo IpH JIKIICA HA JPYTa AlTepHATHEA.

Knpmene: Hima fauHu 3a TOBa Kams asuTPOMUIMH C8 KCKPETHPA B KBpPMATd, [0 TA3H MPHYMHA
a3UTPOMULKH TPACBA fa ce IPHIAra MPH KPMELIH XEHH CaMo, aKo HiAMa APYra alTepHaTHEA.

4.7 Edexrn BLpxy cnocobnocTTa 32 wodupane 1 padora ¢ MamBHY

He ca w3secTHH NmasEM 3a BIIMAHYE HA aSHTPOMHIMH BBPXY CIIOCOGHOCTTA 32
paboTa ¢ MallHHH.




4.8 Hexenann iekapcTBeHN PEAKINMH

A3SUTPOMHIIEH e NoHACA Ho6pe ¢ HICKa TeCTOTA HA HeXKENAHY JIEKAPCTBEHH PEaKIIMH.

HapyiieHps B KpBBOHOCHATA ¥ JTHM(HA CHCTEMH:

- Peaxru (>1/10,000, <1/1,000)

TpomOouuTONeH s

- Ilo Bpeme Ha WIMHHYHHTE NpPOYYBAHHA PAAKO ce chOOIABAa 3a NOABA Ha JIeKa H NpexXOHHA
HCYTPOIICHHI, HO HE © NOTBBPACHA INPHYHHHO-CJICACTECHA BPB3Ka ¢ a3HTROMMLIHH,

LlcHxpyny HapyIMeHHs:
- Peaxu (>1/10,000, <1/1,000)

ArpecHBHOCT, §e3MOKOHCTRO, TPEBOKHOCT H HEPBHOCT,

Hapyiuenns Ha HepeHaTa cHcTeMa

- Hewecru (>1/1,000, <1/100)

3amMasHOCT/CBETOBBPTENK, CHHIUBOCT, IN1aBoboHe, IbpuoBe (YCTAHOBSHH cllell yriotpe6a ¥ Ha ApYyry
MaKpOJHIM), IPOMAHA Ha BKYyCa.

- Pemxamt (>1/10,000, <1/1,000)

[MapecTesun ¥ acTenus

- BeacBHHE H CBPBXAKTHBHOCT

Ha SHHA Ha YVXO0TO H BETPEIIHOTC VX0

- Peaxu (>1/10,000, <1/1,000)

VcraHOBEHO €, 4Ye MakpOIHAWTe MpPEAH3BHUKBAT YBpeknanus Ha ciayxa. IIpu HAxom nalueHtd ce
¢b001IaBa 32 CILyXOBH HapyIUEHHs, [IYXO0Ta, 3BbHEHe B yiuure. MHOro 0T Te3H Cllydau ca CBbP3aHH C
IPOYYBaHUA, HpH KOHTO A3MTPOMHLIHH € NpHAaraH BbB BUCOKH AO3H H 33 NPOXBIDKATENCH TIEPHOI OT
Bpeme. FiMa Hanmuuuy qanHd, Ye IO-TojIAMa YacT OT Te3H HapyILIeHHs HMaT PEeXOASH XapaKTep.

ChpreyHH HapyITeHHs

- Peaxu (>1/10,000, <1/1,000)

Crpuebuene, apuTMIis, CBbp3aHa ¢ KaMepHa Taxuxapnusa (HabmomasaHu u cnen ynotpeGa Ha Apyru
MaKpOMHAH),

CToMallTHO-YPERHH HAPYINEHYS
- Yectu (>1/100, <1/10)

TapeHe, NOBpBIIAHE, AHApHS, CTOMaleH Juckombopt (OoNKa/crasMiu)
- Heuecru (>1/1,000, <1/100)

Kamas# wanpaskHeHus, ra30Be, HAPYLUISHO XPaHOCMUJIAHE, AHOPeKCH.
- Peaxu (>1/10,000, <1/1,000)

3anex, 00e3LBETABAHE Ha E3HKa, IICEBAOMEMOPAHO3EH KOIUT

Xenaro-OunuapHy HAPYOIEHU:

- Pemxn (>1/10,000, <1/1,000)

HabmoxagaHH ca XEMaTHT M XONECTATHHMEH HMKTSp, BIIIOMMTENHO HApyIIEHMA B CTOHHOCTHTE Ha
uepHoApoOHKTe eH3umMu. B penu ciydau ce ¢bo0HIaBa M 3a YepHOAPOOHA HEKPO3a H depHOApoOHa
HEAOCTATBHHOCT ¢ (paTasreH u3xom.

Hapymenus Ha xoxaTa ¥ DOAKOIKHATA THKAH

- Heuectn (>1/1,000, <1/100)

AReprudHY peaKiiH, BRIIOYHTENHO NPYPHTYC U 0OpUB

- Penxu (>1/10,000, <1/1000)

Ajepragny peakuuy, BIJIIOYHTENHO AHTHOHERPOTHYEH OTOK, YPTHKapHs, (OTOYYyBCTBHTEHOCT,
CEPHO3HH KOKHM HApYHICHHS KaTO MYITHHOPMEH epyuTeM, CHHAPOM Ha Stevens-Johnson H TOKCHYHa
eMHAEPMATHA HeKPOIH3a.

Hapymenus #a MyCKV/IHO-CKEJISTHATA CHCTEMA., CHEIHBHTENHATA ThKAH U KOCTHH Ha IWEHILE =,
- Heuectn (>1/1,000, <1/100)
Aptpanrus

Hapyinenus Ha 6u0penyte ¥ NUKOYHUTE IIBTHING:
- Penicn (>1/10,000, <1/1,000)




Hurepcrunuanes neput 1 ocTpa 656peyHa HEJOCTATEYHOCT

Hapyinenya Ha BB30pOH3BOAUTENHATA CHCTEMA H CEPIATA:
- Hewectu (>1/1,000, <1/100)
Barugurn

Hapymennus ot o6y xapakrep

- Penxu (>1/10,000, <1/1,000)

AHa(QMIaKTHEHH PeaKLii, BIUHOYHTENHO OTOK (B PeIKHM Clyval ¢ aTajeH H3xom)
Kangunosu

4.9 Ilpenosupane

Hexenanute ebextn, HabnromapaHu Ciel IpHaraHe Ha JO3H, IPEBHINABAINY NPENIOPBYAHHTE, Ca
oA0GHA Ha Te3H, MPOSBEHH NPH IIPHEM HA TepPareBTHYHH NO3H.

THIMYHWTE CHMIITOMM Ha Npeio3HpaHe Ha MRKPOTHIHATE AaHTHOHOTHLM BIUIIOYBAT obpaTHMa 3aryda
Ha Ciyxa, TEKKO H3paseHo rajieHe, IOBpLIaHe U Iuapud. B Takusa crydan e HeoGxomumo fa ce
TIpHEMAT MEHLMHCKH BLIVICH H CHMITTOMATHYHO TIOBMMABAUIN JIGKAPCTBA, KAKTO M Aa 6baar B3eTH
MEpPKH 32 TO[UIbPKaHe Ha yKH3HeHnTe GYHKIMHA IPH HEOOXOAUMOCT.

5  @®APMAKOJOI'MYHY CBOMCTBA
5.1 @apmMaxoqMHAMHYHH CBOHCTBA

ATC xon: J01FA 10

Hauws ya geiicTeue:
ASHTPOMHIME € a3ajkf, MOJKIAC HA MAaKPOMHAHUTE aHTUOHOTHOW. MONeKysaTa e MoydeHa upes

npubaBsHe Ha a30TEH aTOM KbM FMAaKTOHHM# IpECTEH Ha erythromycin A. XHMHYECKOTO MME HA
asuTpoMuLzH ¢ 9-deoxy-9a-aza-9a-methyl-9a-homoerythromycin A. Monexynuata Maca e 749,0.
MexaBH3MBT Ha feHCTBHE HA a3WTPOMHLMH ce OasMpa Ha NMOATMCKAHE CHHTE3aTa Ha MPOTEHHH B
GaxrepuHTe, upe3 CBbp3BaHe ¢ pubosomuara 508 cybemummua # uHxuOHpane Ha NENTHIHATA
TPaAHCIIOKAIIHA.

Mexauu3My 3a BH3HUKBAHE HA PE3HCTEHTHOCT:

Pe3UCTEHTHOCTTA KBM a3UTPOMMIIEH MOXKe fa € BpoJieHa IWiH npuaoduTa. OCHOBHHTE MEXaHH3MHU 34
BE3HHKBAHE Ha PESHCTEHTHOCT NpH GaKTePHHUTE ¢4 TPH: NPOMSAHA B MACTOTO Ha JeHCTBHE; NPOMAHA B
TPAHCTIOPTHUTE MEXAHU3MH Ha aHTHOHOTAKA, MOAUDHIHMpPaHe Ha aHTHOHOTHKA.

TILiHA KPECTOCAHA PE3UCTEHTHOCT € YCTAHOBeHa Npu Strepfococcus pneumoniae, -XeMOMMTHUHY
CTpenToKoKH OT Tpyna A, Enterococcus faecalis u Staphylococcus aureus, BIIIIOUHTENHO METHIMIAH
pesUCTeHTHuTe mamoBe Ha S. aureus (MRSA) kbM epHTPOMHLIMH, a3HTPOMHLMH, APYTrH MAKPOIHIH H
AHHKO3aMHEH.

I'panmme:
YyBCTBUTENHOCT HA THITHHHH NIATOTEHH KbM a3HTPOMULAH!
NCCLS:
s uyscTBHTeNeH < 2 mg/l; pesucrenten > 8 mg/l
s Haemophilus spp.: dycreutenen < 4 mg/l
e Streptococcus pneumoniae and Streptococcus pyogenes:
yyporeaTened < 0.5 mg/l; pesuctenten > 2 mg/l

yBCTBUTENHOCT
UectoTata Ha NpHAOGUTATA PESHCTEHTHOCT MOXKe la BapHpa B 3aBHCHMOCT OT Teorpackoro
TONOKEHHAE H ¢ BPEMETO 3a OTpesieNeHn BHAoBe. I10 Tasy MpHYMHA ¢ MPENOPBIHTENHO HATHIHE Ha
HH(OPMAIHS, OTHOCHO PE3UCTCHTHOCTTa B KOMKPETHATA CTpaHa, 0COGEHO NPH JISHEHMe~Ha Te/KKH
mHpexpm. HeobXoauMo e eKCIepTHO MHeHHe, B Ciydail ue 0COGeHOCTHT K peésiireHTHQLTTA
TOZVIATAT 10 BEIPOC e)eKTHBHOCTTA OT NPHIIATAHETO HA a3HTPOMUIIHH.

AnTHGAKTepHaNIeH CIEKTEP Ha a3HTPOMHLME



UyBCTBUTENHH MHKPOOPTAHH3MH
AepobHu ['paM- ONMOKHTERHN MUKPOOPTAHH3MH
Staphylococeus aureus

MeTHImIHE - YYBCTBHTETHH
Streplococcus pneumoniae

TTeHMUEIHH - TyYBCTBHTENHH
Strepiococcus pyogenes

Aepobri I'pam- OTpPHLIATERHE MHKPOOPFaHH3MHU
Haemophilus influenzae

Haemophilus parainfluenzae

Legionella pneumophila

Moraxella catarrhalis

Pasteurelia multocida

AnaepobHM MEKPOOPTaHHU3MHA
Clostridium perfringens
Fusobacterium spp.
Prevotella spp.
Porphyriomonas spp.

Hpyri MEKPOOPTaHHU3MH
Chiamydia trachomatis

Bugnose, IpH KOHTO NpHIOGHTATA PE3UCTEHTHOCT MOYKE K NPeCTaBNABa mpodieM
Aepolru "pan ~IOJIOKHUTENHY MEKPOOPraHH3MH
Streptococcus preumoniae

TlenpIMWINH - CPEAHO MYBCTBHTEIHH

TlenanunmH - pe3HCTeHTHH

MHKpPOOPraHU3MY ¢ BPOASHA Pe3UCTEHTHOCT
Aepobuu I'paM- NOTOKUTENHE MUKPOOPraHH3MH
Enterococcus faecalis

Staphylococci MRSA, MRSE*

AnaepoOHH MUKPOOPTaHH3MHE

I'pynara na Bacteroides fragilis

* MeTuIHH- pesucTeHTHuTe Staphylococei ce oTnmyaBaT ¢ MHOTO IIHPOKO PasTpoCTPaHeHa
npunoSuTa PE3UCTEHTHOCT KbM MaKpomHau. [IocTapeHu ca B TasH Ipyla, Tbil KaTO PAAKO NIPOABABAT
9YBCTBHTENHOCT KbM a3HTPOMHALMH.

5.2. ®apMakoKMHETHYHH CBOMCTBA

Abcopbuns
BHOHANMYHOCTTA HA ASHTPOMHIMH Clef, MEepOpanHo IpwioxkeHMe e mnpubmasmrenno 37%, a

MaKcHMallHa Tia3MeHa KOHUEHTpalMs ce JocTHra 2-3 4aca ¢liefl ppeMaHe Ha JIeKapCTBOTO.

Pasnpenenenue
Crnen TepopallHO TPHIOKEHHE a3MTPOMMIMH C€  pasmpefielif IMMPOKO B OpraHM3Ma.

DapMakOKMHETHYHHUTE YIPOYHUBAHMA MOKA3BaT, 4€ KOHUEHTPALMATA HA A3UTPOMHLMH, M3MEpeHa B
TBKAHWTE, ¢ 3HAUMTENHO ro-pHcoka {mo 50 merH) OoT MsMepeHaTa B IijasMara. 10Ba NOKa3ea, 4e
A3UTPOMULIAH B TO/IAMA CTETIEH C& CBBP3Ba C THKAHHUTE.

CBBp3BaHeTO CHC CePYMHHTe TPOTEMHHM BApHPa B CHOTBETCTBHE C IUIA3MEHATA2 KOHUEHTpAUHs B
unrepban or 12% mpu 0,5 pg/ml xo 52% npu 0,05 pg/ml cepym. Cpennuat obem Ha palipesereHye
nipu steady state ruBa (VV,) moctura 31,1 kg, N

Ennmuynpane
KpaliHuar miasMeH eIHMUHALMOHESH NOJIY)KMBOT OTPasiBa B ToNiiMa CTETICH €1

SKHBOT OT THKAHUTE, KOMTC € 0T 2 710 4 OHm.




ITpubnuzurenno 12% 0T MHTPaBEHO3HO MpHETATa A033 ASHTPOMHMIMH CE eKCKPETHpPa HENPOMEHEHA B
ypHHara B TpoAb/DKEHHe Ha ClefBallpTe TP AHH. B nelcTBHTENHOCT BHCOKM KOHIEHTPALMH OT
HETIPOMEHEH a3HTPOMHLMH ¢a OTKPHTH B YOBEWIKATA JHUTBUKA.

B sxnpykaTa ce OTKpHBAT otile JeceT MeTaboNuTa , KOMTO ca o6pa3sysaHu upes N- i O-geMeTHIupaHe,
XUIPOKCHIHpaHEe HAa [e303aMMHHM M alyIHKOHOBM INPBLCTEHH, H upes pasnajaHe Ha KiaJHO3HW
cbefuHeHMA., CpaBHCHHETO Ha  pesynraTHre, [ONYy4eHM OT TeYHO XpoMarorpadickd
MI’IKp06IfIOJ'IOI"I/I'-IBH aHalH3 IToKasBsa, 4e Meraﬁonmm‘e Ha aBH'I'pOMHﬂHH HEe Ca MHKPOGHOHOFH‘{HO
AKTHUBHH,

IIpd M3nUTBaHBA HA KHUBOTHH Ca HAMEPEHM BHCOKHM KOHHNEHTPALUMH a3sHTPOMHLMH BBB (haroLuTHTE.
VcraHoBeHO €, Ye M0 BpeMe Ha akTHeHa darouurosa ce 0cBOGOXIABAT MO-BHCOKH KOHUEHTPALHM
AZUTPOMMLIMH B CPABHEHHE ¢ KOJMYECTBOTO OCBODOMGHC OT HeaKTHBHHTE (aronurtd. CliemoBaTenHo
[PY H3MHTBAHWS Ha XKMBOTHH M3MEpEHHTe KOHLEHTPALUMH a3WTPOMHMIMH B MH(EKTHPaHATa ThKaH ca
BHCOKY, B CPaBHeHHE ¢ HeHH(EKTHpaHaTa.
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[pu yznuTBaHKA HA JKUBOTHE ¢ No3upoBka 40 mbTH MO-BUCOKA OT KIMHKYHATA TEPANEBTHYHA 1033,
A3UTPOMUIMH IpWdHHABA oOpatuMa ¢Qocdonumunoza, HO karo npaBuno He ce Habmonaear
TOKCHKOJIOTHYHH MOCTENCTBHS, CBBp3any ¢ Topa. He e ycTaHOBEHO a3sUTPOMHIIMH Ja [PHUMHABA
TOKCHYHH PECakK¥H ITPH NAlHCHTH, IpUeMaliid HPeNOPBYHTEIHHTE JO3H.

Kapuuﬁoaeueu HOMERYUAR.

,H'bJ'll"OCpO‘lHPI M3MHATBAHHA TNPH KHBOTHH 3a OLCHKA Ha KapOWHOIeHHHA NOOTCHUHAT HE <&
IpOBeNOAaHH, THH Kato JIEKAPCTBOTO € TPEeIHA3HAYEHO CaMQ 32 KpaTKOoCpOYHO JEYCHHE H HAMAa
HEEHKALUY 38 KapOHUHOFEHHA aKTHEHOCT.

Mymaezenen nomenyuan:
ASUTPOMMIMH HE YIOKA3Ba MOTEHLMAN 3a NeHHW M XpOMO3OMHH MYTAaUMH IIpH in Vitro W in vivo
HM3CIE)BaHkS.

Busnpouseooumenna moxcuuHocm.

EMGpPHOTOKCHIHOCTTA € M3CiIeABaHa BBPXY JKUBOTHH. [IpH MHIUKM W TUTBXOBe He ceé Habiionasa
TepaToreneH edexr. [Ipy NBX0Be, HOMyYaBallH a3HTPOMHLHH B Jo3y oT 100 » 200 mg/kg Tenecxo
Terno JHEBHO, BOAM N0 JEKO M30CTaBAHe Ha OCH(HMKAIMATA HA IUIOAA H IO HapacTBaHe Ha TENEeCHOTO
TeIyI0 Ha Maikara. Ilpy mepruaTanuy W NOCTHATAIHY M3C/IEIBAHHS Ha TIIBXOBE ce Habmozmasa jexo
sabassHe HA PasBUTHETO, BCASACTBHE HA eHeHHe ¢ a3TPOMHLMH B 1031 50 mg/kg NHEBHO.

6. GAPMAHOEBTHYHH JAHHU

6.1 Coucek Ha IOMONMHATE BellecTBA:

HApmpo: OoBuBKa:

Calcium hydrogen phosphate, anhydrous Hypromellose
Hypromellose Colour E132

Maize starch Titanium dioxide (E171)
Pregelatinized starch Polysorbate 80
Microcrystalline cellulose Talc

Sodium lauryl sulphate

Magnesium stearate

6.2 HecreMeCTHMOCTH
He ca u3sBeCTHH.

6.3 Cpox na roanocr
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3 roAMHH

6.4 Coenvanan npeJnasHA MEPKH HPH ChXpPaHeHne

Ha ce cexpanara non 25°C.

6.5 Bun i ¢heTaB Ha KoHTeliHepa

6 TaGnetku B 6imuctep (PVC/PVDC//Al donuo). Enun 6nuctep B KapTOHEHA KYTHA.
6.6  VYxasamma 3a ynoTpeba / npHroTBaAHe

He ca neobxonumur CHENHANHA yKa3aHKA 3a yroTpeda.

7. INMPUTEXATEJ HA PASPENIEHUETO 3A YIIOTPEBA
Pliva Ljubljana d.o.o.

Pot k sejmiSéu 35

1231 Ljubljana - Crnuce

Slovenia

8. PETHCTPAITHOHEH Ne B PETHCTBHPA 11O WI. 28 OT 3JIXM
20000865/22.06.2006

9. JATA HA ITBPBO PA3PEINABAHE 3A YIIOTPEBA
21061994 r.

10, JATA HA AKTYAJTH3HUPAHE HA TEKCTA

Aupmr 2006 r.




