KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

i - . m——
W3NBNHATENHA ATEHLIUS N0 NIEKAPCTBATA
Kpamxa xapaxmepuemuxs wa npogyxma  Ipuaoxenue §

bu-Posamer 1 500 000 IU/250 mg dunmupanu rabneTku Kby Poa. Ne {00
Bi-Rovamet 1 500 000 IU/250 mg film-coated tablets Paspewerue N |

1. HME HA JEKAPCTBEHHS IPOAYKT

Frwry
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2. KAYECTBEH H KOJHYECTBEH CbCTAB Qgodperue M ...........

llllllllllllllllllllllllll

Beska q)mﬁﬂpaﬂa TabneTka crabpaka 1 500 000 IU cnupamuups (spiramycin) u 250 mg
mMeTponmason (metronidazole).

3a wrENIHHA CHMCHK HA MOMOIHHTE BEIISCTBA BHDKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA
DunmMupaHa TabneTka

Kpbriu, 6¢nu, ABOHHOM3ITEKHAMIHA GQHIMHPaHH Ta0leTKu

- 4., K/HAHAYHHA JAHHHA

4.1 TepaneBTHYHH NOKA3AHHS
IToxazaHwusTa ce ONPENENAT OT CIIEKThpa Ha aHTHOAKTEPHA/IHATA aKTHBHOCT M (PapMAKOKHHETHIHHUTE

XapaKTePHCTUKH HA NMPOAYKTA. Te ca choOpazeHH ¢ pe3ynTaTUTe OT KIHHHYHUTE U3NHUTBAHHA BhPXY
TO3H JICKAPCTBEH MPOAYKT H MACTOTO MY B CIICKTBpa OT ChbBpeMEHHH aHTHOAKTEpHAIHH CPEICTBA.

Jleuenne Ha OCTpH, XPOHHYHH WIH PELHAHUBHPAIIH CTOMATOMIOTOYHA HH}peKIHKE KaTo:

* 30HM aGeuecH, ierMoHH, NEpUMaKCHIAapeH CHHYHT, IEPHKOPOHHTH;
) T'MHIHBHTH, CTOMAaTHTH; |

. NIapOIOHTHTH;

¢  TAPOTHTH, CyOMakCHIMTH.

IIpodHIAKTHKA Ha JIOKATTHH HHEKLMH KATO IOCTONIEPATHBHH YCIOAKHEHHA CJIER CTOMATOAOTHYHH
ONEPAaTHBHH HHTEPBCHLHH.

He ¢ nokazasa eeKTHBHOCT B IpeANa3BaHETO OT UH(EKIIMO3EH CHACKAPINT.

Tpabpa aa ce B3UMAT 1T0J BHEMaHHe 0QHIHAIHATE IPENOPEKH 32 NpaBHIIHA YIIOTpeba Ha
aHTHOAKTEpHAIIHH CPEICTBA. |

4.2 [103HpOBKI H HAYHH HA NPHJICKEHHE

JO3HpOBKA
\. -
Jevenue T
Buispacmnu u oeya nao 15 200unu TN
JluepHata 1032 ¢ 2-3 Tabnetkn Bu-Popamert, pasaenenn B 2-3 IpHeMa 1o BpeMe faRpapge . . -
(3 000 000 1o 4 500 000 IU cnupamunus ¥ 500 no 750 mg MeTponHaazon). (21 LR ey
- - IlpH Texxku HHpEKIMH Qo3aTa Moxe fa Obe MoBHIMeHa a0 4 TabneTKH AHEBHO. \ ﬁ.’ N
| | RKY D T o
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Iipodunaxmuxa na noxamiu ungexyuy XamMo NOCMonepamueRu YCIONCHERUR RPU CTROMATONO0ZUYRY
Onepamusny UHMEPGEHYUY |

Bw3pacmrnu u oeya nao 15 zo00unu
OGanﬁHa J03a 2 70 3 TabneTky AHeBHO B 2 MK 3 NpHeMa MO BpeMe Ha XpaHeHe.

HauyuH Ha npunoxeHue
Ilepopaino mprIoKeHHE.

Ilponwpxurennoro newenue ¢ bu-Poramer Tpabea na 6s0e BHEMATEIHO OOMHCIIEHO.

4.3 Hpmunouomahna

L]

¢ CBpBXUYBCTBHTENHOCT KBM AKTHBHHMTE BEIECTBA, KbM HMHIA30)IH HIH KbM HAKOE OT
IOMOIIHKATE BEIUCCTBA, H30poeHH B TouKa 6.1;
. Hena moxn 15 roguem ¢ orsien Ha JeKapcTBeHaTa dopMma.

4.4 ChnenHaJaH NPeAYNPEKICHAA H NPeANATHA MEPKH NPHE YIOTReGa

CBpBLX1YBCTBHTEIHOCT/KOXKA H NPAAATHIH
- Morar 1a BE3HHKHAT aJiepruyHy PeakiMy, BKIIIOUMTEHO AHA(DKWIAKTHICH WIOK, KOKMTO fa b e
- ’KMBOTO3acTpamuanam (Bx. Touka 4.8). Ako Pp3HHKHe alepru4Ha peakius, ynorpebara Ha
METPOHHAA30J TpAOBa a ce MpeYCTAHOBH H 1A C& Ha3HA4YH NOIXOAINA TepaltHs.

- ITpu ynotpebaTa Ha CrIMpaMHIMA/METPOHHAA30T ca CHOOIaBAHH CJiyuaM Ha CEPHO3HK
HE)KeNaH! KOXKHH peakiuM KaTto CHHAPOM Ha CTHBBHC-J[PKOHCHH, TOKCHIHA elTHcpMaiHa
HEKPOJIH3a H OCTpa reHepanu3upata eK3anTeMaTo3na nycrynosa. aipenTre TpaGea aa Onaar
HHGPOPMHUPAHH 33 NPU3HALIMTE M CHMITTOMHTE H Ja ObAaT Habmo1apaH BHHMATEIHO 3a MOsSRa
Ha KOXXHH PEaKI[HH. |

-. AKO ce NOABAT MPH3HALM 33 CHHAPOM Ha CTHBBHC-/[MKOHCHH, TOKCHYHA €MHACPMAIHA
HeKpOIH3a ([IPOTPECHBEH KOYKEH OOPHB ¢ MEXYPH HIITH JIMTABHYHE €PO3HH) HJIH OCTpa
TeHEpPATH3APaHa eK3aHTEMATO3HA MYCTYII03a (TeHepaIH3HpaHa epHTeMa ¢ MeXypH) (BiK.

TOYKa 4.8), IEUCHHETO CHC CIIMPAMHALIHH/METPOHKAA30J TPAOBA i ce MpEeYCTaHOBH, KATO
IOBTOPHO TIPUAOKEHHE HA CIHPAaMHLIMH WA METPOHHAA30JI CAMOCTOSTETHO WiIH B KOMOMHAa1Ms
€ NPOTURONOKA3aHO. |

IlenTpanna sepBHA CHCTEMA

- AKko ca HaJIHIIe CHMITTOMM Ha eHuedanonaTus win uepedpaneH CHHAPOM, JIEUCHHETO TPAOBa
He3abaBHO Ja Ce MPEOlICHH W YIIOTpe6ara Ha METPOHHIA30JI /12 Ce MPEYCTAHOBH. |

- IIpe3 mocT-MapKETHHIOBHA MIEPHOJ ca ChoOMmaBaHH ciiy4yaH Ha eHledanonaTHa IpH ynoTpeda
Ha MeTpoHHJa3on. Habmonapanu ca cbino Hakoun cmyydad Ha MRI npoMeHd acOLHHPaHH ¢

- eHUedanonaTus {Bx. Touka 4.8).

- Habmonasanwre yppexxnanni ca Haii-4ecTo JIOKAJIM3HpPaHH B MalIKHa MO3bk (0c00€eHO B dentale
nucleus) v B CITZIEHUYMa Ha Ma30fieCTOTO TTo (corpus callosum). MHOro OT cily4anTe Ha
eHuedanonariu npomenu B MRI ca BE3¢TaHOBHMH [PH NPeyCTaHOBsBaHe Ha YNoTpebaTa.
Cro6maBaly ca MHOIO pPeIKH CiTyuad Ha (paTajeH H3XOA.

- TlanmenTure Tpa6Ba 13 GBAAT HAOMOMABAHH 3a MPHU3IHAL, [TOKA3ATENTHA 3a eHIEPaNonaTHa H
33 000CTPAHE HA CHMITTOMMTE TPH NalMEHTH ¢ HApYINeHHd Ha LICHTPAJIHATA HEPBHA CHCTEMA.

- AKO 10 BpeMe Ha [IPHIIOKEHHETO HA METPOHHMA30]1 BH3HHUKHE aCENTHYSH MEHHHTHT,
JeYeHUETO He TPAOBa J1a ¢ RH300HOBABA MOBTOPHO, 4 IPH MALHEHTH ChC CEPUO3HH HHGEKIHH,
CHOTHOIIEHHETO MOJI3a/pHCK TpAOBa Ja C& OLCHH. | |

Hepnjdepna nepBHA CHCTEMA |

- [TarenTre Tpsabea na ObAaT HabMIOAABAHH 33 IPH3HALH, NIOKA3aTEIHH
HeBpoMnaTHA, 0COOEHO NO BpeMe Ha JRJITOCPOYHA TEpAHs H IPH NalHe
HJIH NIPOTPECHPALNH HapyIneHHa Ha nepudepHaTa HEPBHA CHCTEMA.
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l]cllxntum HAPYIICHHNA

- [To BpeMe Ha 3ano4yBaHe HA JIEYEHHETO MOTAT N2 Bh3HHKHAT NICHXHYHH PEAKIIHH C BHCOKO-
PHCKOBO ITOBS/ICHME, NPH NAIMEHTH ¢ aHAMHE3a 3a NCHXMYHH HapylueHus (BK. Touka 4.8). Ako
TOBA C€ CY4H, ynoTpeGara Ha METPOHHAA30)I TPAOBA Aa ¢ PEYCTAHOBH, Aa ce HH(popMHpa
NEKapAT M He3aGaBHO Aa Ce MpepHEMAT HEOOXOIUMHTE MEPKH.

XemaToaorauns edeKTH

- IIpy naupeHTH ¢ AHAMHE3a 32 XeMaTOJIOTHYHH HAPYHICHHA W IIPH TE3H, MOJTYyYaBallH BHCOKH
RIO3H W/HJIH THITOCPOYHO JIEYCHHE, TpAOBA PENOBHO Ia e MPOBEXKIAT KPbBHH TECTOBE C
audepeHIManHO OpoeHe Ha OeJTHTE KPHREHH KIIECTKH.

- ITpu naitHeHTH ¢ TEBKEMHS, ﬂpO,Il'BJI}KHTBJIH(}CTTa Ha JIEYEHHETO 3aBHCH OT CEPHO3HOCTTA Ha
HHpeKIHUATa.

Yabmxasane nHa QT marepBaia -

- Ilpu naipieHTH, NpHEMAIA MAKPOJIHAH, BRIIOYHTETHO CITMPAMHIHH ca CHO0IMasaHH CIIyyaH Ha
yAabmkasaHe Ha QT unrepsana.

- Cnvpamuuus TpsbBa Aa ce IpUnara ¢ MOBHIIEHO BHHMAHKE IIpH nauaeﬂ'm MIPH KOMTO

CHINECTBYBA PHUCK OT yAk/DKaBaHe Ha QT WHTEpBana Karo HalpUMep:

- CBIIECCTRYBAII €fIEKTPOIMTEH AUcOaiaHe (Barp. XMIOKATHEMHS, XHITOMATHE3HEMHA )

- BpOHEH CHHAPOM Ha yAsLKeHHA QT uHTEpBan

- ChPHEYHO—CHIOBO 3abonasaHe (Hanp. ChbpleyHa HEIOCTATHYHOCT, MHOKapACH HH(APKT,
Opagvxapus)

- CbBMECTHA ynoTpeba Ha JIeKapCcTBa, 3a KOHTO € YCTAHOBEHO, ue yAb/DKaBaT QT
HHTepBana (Hanp. ki1ac IA u knac Il aHTHApHTMUYHM CPEACTBA, TPHUHKIHYHH
aHTHIEINIPECAHTH, HAKOH aHTHOHOTHIH, HAKOM aHTHUIICHXOTHYHH JICKapCTBA).

- [TampeHTHTE B CTApYECKa BB3PAcT, HOBOPOJACHHTE H )KSHHTE MOTAT Aa ObJaT NO0-4YYBCTBHTEIHH

KBM JiekapcTBa, yabibkasain QT unrepsana (Bk. ToukH 4.2, 4.5, 4.8 1 4.9).

- X7II0K030-6-pochar eH3AMEA HEJOCTATHIHOCT

- Cny4au Ha ocTpa XeMOJIMTHYHA aHeMHd ca ChOOINaBaHH PH NALMEHTH ¢ ACHHIMT Ha INII0OKO30-
6-pochar nexuaporeHasa, ynorpeOABay CIHPaMHLIKH [IEPOPATIHO WIIH HHXKEKIIMOHHO.
Ilopazu ToBa crMpaMHITHH He TPAOBa Z1a ce NpeaNnKucBa H CTPHKTHO Ce MPETIOphYBa H3NOI3BaHe
Ha AJITSPHATHBHO JICUCHHE, aKO € BB3MOIKHO.

AKO He CBIECTBYBA aITEpHATHRA, TpAOBa 3 c& OOMHBCIIH PHCKA OT XEMOJIMTHYHA AaHEMHH,
KAKTO W MMOTEHIHAIHWTE OYaKBaHH MOJ3H OT JIeYSHUETO TpAOBa na ca 6a3upaHu MHAHBHIYaJHO.
AKo € HeoOXOIMMO NMPOAYKTHT Aa OBbJe Ipe/mucaH, To TpAOBa 3 ¢e OCBILECTBH Hal/MOOEHHE
34 HAYaHY NpPH3HAUHM HA XEMOAUTHYRA AHEMHS, |

B3ammoaelcTBHA ¢ APYIH JeKAPCTBeHH NPOAYKTH

- He ce npenoppuBa cxBMecTHa yrioTpeda Ha METPOHHAA30J1 H AJIKOX0A (BX. TO4Ka 4.5).

- He ce npenoppusa chemecTHA ynioTpeba Ha MeTpoHMa3071 U GycyndaH (Bx. Touka 4.5).

- He ce npenopruBa cxBMecTHa yrioTpeba Ha METPOHHAA30 M AUCYI(UpaM (BK. ToUKa 4.5).

B3aaMoJelicTBHA ¢ JA00PATOPHH TeCTOBE
- MeTponunazon Moxe Ja MOTHCHE TPETIOHEMHTE M CIIEA0BATETHO Aa A0Bee A0 (ajlHBO
NOJIOKHUTENHHA PEe3yNTATH Ha TecTa Ha Henchh.

XenaTOTOKCHIHOCT HPH NANHEHTH ch¢ caEApoM HA Cockayne
Crobimen ca ciTyyaH Ha TEXKa XeMaTOTOKCHYHOCT/OCTpa YepHOoApoOHa HEOCTATBYHOCT,
RIVIIOYHTENTHO CITYYaH C JIETAIEH U3XOA, C MHOTO OBp30 Ha4aslo clie 3an0uBaHe Ha JICUCHHE C
NPOAYKTH, ChIbPKALIH METPOHMAA30M 32 CHCTEMHO NIPHIIOAEHNE, TIPH MAHEHTH Che CH g
Cockayne. [Topanu ToBa nipu Ta3u moMynaitid METPOHUA30M He TpAOBa fia ce

(yHKIHOHAIHY TIOKA3ATEH AOCTHIHAT HOPMAHHTE CH CTONHOCTH WIH JOKATY, B ;t{ TEHAT
H3XOTHUTE CTOHHOCTH. AKO qepﬂo,upoﬁme (YHKIIHOHATHHU TTOKAa3aTeNH ce mnﬁhla’r BH&'-IHTGJIHQ“IIO
| 3 | ‘f ;‘ SRR T
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BpeME Ha JIEYCHHETO, IPHEMET HA JNEKAPCTBOTC TpaOea na ce npeycranosy. [laimenTuTe CHe CHIAPOM
Ha Cockayne Tpabsa ga 6saaT noceBeTBaHM Aa cHOOLIABAT He3abaBHO HA CBOA JIEKap BCHYKH
CHMIITOMH Ha [IOTCHIHAJIHO YBPEXIAHe Ha UepHHA Apo0 M Ja cnpaT IpHEeMa Ha METPOHHIA30 (BK.
TOuKa 4.8). |

IloMOLIEY BeHIECTRA

Hampui - *

ToBa nexapcTBO chaAbprka Mo-Maiko ot 1 mmol HaTpuii (23 mg) Ha ¢puIMHpaHa Tabnerka, T.€. MOXKEe
_ Aa ce KaKe, J¢ NPAKTHICCKH HE ChABPKa HATPHH.

4.5 BsamMopeHcTBHE ¢ APYTE JIeKADCTBEHHA NIPOAYKTH B APYIH GOPMHE HA B3aHMOAeHcTBHE

CBbp3aHA ¢H¢ CHHPAMAIHEH

Kombunayuu, usuckeamuyu nosumeno snumManue

- Jlekapcrea, apenuzsekeama torsades de pointes: xnac IA aHTHapHTMHYHH CPEJICTBA
(XMHUAHH, XHAPOXHHHAMH, AM30OMHEpaM#u), Kiac I auTuapHTMHLIH (aMHOJAPOH, COTAION,
aodernnna, nOyrTwnna), cyaronpun (GeH3aMHMIeH HEBPOJACHTHK) M APYTH (CheIMHEHUs HA apCeHa,
Genpuann, nucanpHa, JudeMaHmwI, A0JaceTPOH 1.V. , PHTPOMHIIHH 1.V., IEBOGIOKCALIMH,
MH30JIACTHH, MOKCH(IOKCALIMH, TIPYKAIONPH, TOpeMHDEH, i.V. BUHKaMHH)

TToBHIIIEH PHCK OT BEHTPHKYJIADHU apHTMHH, ocobeHo torsades de pointes.

- JeBogona (KoMOBRHRpAHA ¢ KAPOHEIONA)
Ab6copbumsara Ha xapOuzona ce HHXHOHpa ¢ NOHWKABaHe IUIa3MEeHHTe HHBA Ha JICBOJONA.
Kinmiauwre nanau TpsabBa a ce mpociensBaT M ako ce Hajlara ja ce KOPHIHpa Ao3arta Ha JIeBOZIoNa.

CBhLp3ann ¢ METPOHHAIA30JT

- Juacyndprpam nogoOHH peaknnn |
MHoro nekapcTBeHUM NpOAYKTH MOTAT Jia NpeAH3BHKAT AUCYI(HpaM NoNO0OHH peakiuy, KOraTo ce
IPHEMAT ¢ ATKOXOI, NOPaJH KOSTO HE ¢€ Ipenophusa KoOMOHHHpaHaTa HM ynoTpeba ¢ alKOXOJL.

Kombunayuu, xoumo ne ce npenopvusam

- ANKOXO0J (BANATKA KR DOMOIIAQC BEIECTBO)

Moxe na pr3HMKHE AHCYIdHpPaM NOROOHa peakiiusa (ropellld BRJIHH, 3a4epBABaHe, MOBPBIIAHE,
Taxukapama). Ha ce m304rea mpHeMaHeTo Ha aAMKOXOJHM HAMHTKH H JICKAPCTBA, ChABPKALIH aJIKOXOJI.
AJIKOXOJIHUTE HAIIMTKY WIH ICKApCTBEHHTE POXYKTH, ChIBPKALIH aJIKOXO1, He O1Ba fa ce
KOHCYMHMPAT OTHOBO JOKAaTO JIEKAPCTBCHOTO BEIECTBO HE C€ CIMMHHHPA HAITHIIHO.
EnuMHHANMOHHKAT TONYKHROT Ha JIEKAPCTBEHOTO BENISCTBO TPAOBa Ja Ce U3NOJ3Ba 3a CIIPABKA.

- Bycyadan
C BHcOkH 1031 Oycyndan, METPOHKIA30]1 HHAYIHPa ABOHHO KOHUCHTpaWHATa Ha Gycy/daH.

- Hacynduapam
ChinecTByBa PHCK OT OCTPH NICHXOTHYHH €NMH30IH HJIM 00BPKAaHOCT, KOWTO ca 00paTUMH NpH
[IpeKpaTsBaHe HA KOMOMHHPAHOTO JICUCHKE.

| 4 o H'j“;: RS
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Kombunayuu, xoumo usuckeam cneyuaiio HUManue

- Enznm-nﬂn}runpamn AHTHKOHBYJ/ICAHTH

HamansBat ce cepyMHMTE KOHLEHTPALMH HA METPOHH/I30]1, I0pajii MOBHINABAHE HA YEPHOAPOSHHA
MeTab0NM3BM Ha METPOHKAA30 N0/ BIIHIHHEE Ha HHIYKTOPA.

Heobxonumo € KIHHHYHO HaOMoeHHe H NpH HeoOXoAMMOCT Aa & KOPHTHpa J03aTa Ha

METPOHK/IA30] 1O BpeMe Ha JIEHEHHETO H ClieA anpaHe Ha JI€MEeHHETO ¢ €H3HM-HHAYLHPALIH
AHTHKOHBYJICAHTH. -

- PajpaMnanan

PudgaMnuipys npeAN3IBHKEa HAMAJIIBAHE HA CEPYMHHTE KOHLIEHTPAlUU HA METPOHKAA30I, nopa,nu
NOBHIHABaHE Ha YSPHOAPOOHHS My MeTabOTH3EM.

HeobxonnMo e KITHHWYHO HabmoaeHue H IIPH HEODXOAHMOCT /1a C¢ KOPHTHpa no3ata Ha
METPOHHIA30]1 TIO BPEMeE Ha JICUSHHETO U Clle] CIIHPaHe HA JICYCHHETO ¢ pUaMIHMLIMH.

- JInTH#H .

HapacTrane Ha cepyMHHTE HHBA Ha JIHTHI ¢ BB3MOXHOCT 3a JOCTUF3HE HA TOKCHYHH HHBA C
MPH3HALH HA JIATHEBO MIPEAO3HPAHE. |

Heobxoaumo e cTpUKTHO HabmoaeHHe Ha CEpyMHHTE HHBA HA JIATHH M aKo ce Hajara, ja ¢ KOpUrupa
1034Ta HA JIUTHIL |

Kombunayuu, xoumo mpabea oa ce umam npedauo

- tbnyopdypﬁnnn (1 9pe3 excTpanonapade Teradyp " mn'ennmﬁnﬂ)
[loBrmaBane TOKCHYHOCTTA Ha GUTyOpOYPALMI NOPAJH IOHHKEH KIHPBHC.

- Cnennanps, cebp3ann ¢ orkjaoHenns B INR-choTHOmMEHHETO

["onam Opoii ca ciryuauTe Ha 3acHIBaHE HA AaHTHKOAryJIaHTHATA aKTUBHOCT Ha NIEPOpPAJIHH
aHUKOATYJIaHTH IIPH NIAUHEHTH,.JICKYBAHH C AHTHOHOTHUIIH. B 3aBUCHMOCT OT cTeneHTa Ha HHQEKIHATA
WIH OT HAIMYHOTO Bh3NAIEHHE, BB3PAcTTa HA NAIMeHTa M 00LIOTO CBCTOAHHE MOTaT Aa ObAAT PUCKOB
¢axrop. Ilopagu Te3u 06CTOATENCTRA € TPYAHO JIa Ce ONMPEAE/H O KAKBA CTeNeH caMaTa HHQEeKIuS
WIH JICUEHHETO UIPasAT pojii B oTKIOHeHHATa Ha INR. Benpexu ToBa, onpeaeicHA rpyny
aHTHOMOTHLM Cca ﬂO-al{[‘a}l{HpaHH. G ITYyOPOXMHONOHY, MAKPOIHAN, LMKITHHE, KOTPAMOKCA30]1 ¥ HAKOH
nehanocnopuHy.

- Ilos/msBaNE HA PEe3Y/ITATATE OT NA0OPATOPHH TECTOBE
MetpoHia3on MOXe Ja MPOMEHH Pe3yITaTHTE M Aa Aante (GaJlliHBO MOJOKHTEIHY pe3yITaTH Ha
HencpH Tecra.

4.6 DepraAETET, (PEeMEHHOCT H KEPMeHE
bpemenHoct

[1py HeoOX0AMMOCT, TO3M MPOAYKT MOXKE J1a Ce TIpHIIara mno BPEME Ha GpeMeHHOCT, HE3aBHCHMO OT
HCHHHA eTamn.

Memponuoazon .

Knuauunu HabmoneHns Ha ronsM Opoii OpeMeHHH JkeHH MOKa3BaT, Y€ METPOHMIA30/1 HAMa
cnenydHIeH TepaToreHed Win gerorokcrdeH edekr. Ha npakTHka caMo eImH1eMHOIOTHYHH
NPOYYBAHNS MOTAT /2 TIOKAKAT, Ye HIMA PHCK. |

H3cnensanns npy JKUBOTHH HE MIOKa3BAT TEPATOTEHHH ¥ €eMOPHOTOKCHYHH epEeKTH HA Memouﬂ,ua:son.

Crupamuyun | |
Ipu HeOGXOaHMOCT, CIHpaMHLIHH MOXE Ja Ce MPHIIiara rno BpeMe Ha ﬁper:H

5 : ’:-:f:fir.
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riazMata. Ilopaam ToBa, ako ce Hanara JiedeHue B NepHOAa Ha KBPMEHE, MPENopB4ea ce
NpeyCcTaHOBABAaHE Ha KbPMEHETO 32 BPEMETO Ha NMPHEMaHe Ha NIpoayKTa H 48 yaca cien TOBA.

4.7 EdexTH BbpXy cnocobuocrTa 3a modapane u pabora ¢ MAIIHHE

IIpoayxTeT He MOBMMARA CLIOCOOHOCTTA 32 modupane B paboTa ¢ MAIIHHK, HO B OTACIHH CJIy4aH
MOTaT fa ¢a HabJMoJAaBaT CBETORBPTEXK, OOBPKAHOCT, XATFOIHHALIAH, [TPHNABIH, KOHBYIICHH HIIA
O4YHH HapYWICHMA H NaifHeHTyTe TPAOBa na 6LAaT npeaynpeeHH 3a TOBa.

4.8 HexeJaHH JeKAPCTBEHH PeAKUHA

CrneaHata YeCTOTH IPH OTUMTAHETO HAa HEXKEJIAHHUTE IEKAPCTBEHH PEAKLMH Ca B3€TH MPEABHI: MHOIO
gectH (>>1/10), yecT (>1/100 no <1/10), Hewectn (>1/1 000 zo <1/100), peaxu (=1/10 000 xo

<1/1 000), MHOTO pemxu (<1/ 10 000) u c Hen3BeCcTHA 4eCTOTa (yecToTaTa He MOXe a Ce ONpPERENIH OT
HATMYHHTE JaHHR).

CBLp3aAHH ¢bC CHEPAMHAIAH
Hapywenua na xpvema uy rumgnama cucmema

C neuzeecmna wvecrmoma NEBKOMEHMs, HEYTPONCHHA, XeMOUTHYHA aHEMHUS.

LY

Hapyuenun na nepsnama cucmema

Muozo vecrmu CITy4YaWHH NMPEXO0AHH MapecTe3InH;

Hecmu - BpeMCEHHA AUCTEY3HA;

Cvpoeynu HAPYWEHUS _. |

C neussecmna vecmoma  ynwwked QT wATEpBal, BEHTPHKYJIapHa apHTMHA, BEHTPHKYJIapHa

TaXUKapau4, torsades de pointes, KOUTO MOTAT Ja AOBEAAT AO CHPACYCH apecT.

- CmoMauino-ypesnyu Hapyuerus -
Yecmu cToMalliHa 60fIKa, raaeHe, NoBphIlaHe, eHracTpaaHa Sonka, AHapHA.

Mrnozo peoku | NnceBAOMEeMOPaHO3€H KOMHT.

XenamobunuapHy Hapywenus

Mnozo yecmu © OTKJIOHEHMA B PE3YJITATHTE OT M3C/ICABAHETO Ha Y€pHOApPOOHATa
byHKUNS ' | _
C neuzeecmna wecmoma XOJIECTATHYHH/CMECEHH XENaTHTH.

Hapyuenua na xojcama u noOKoNCHAMA MBKAN'
Yecmu - obpuBH

C Heuszgecmna yecmoma ypTHKapud, NpypUTYyC, OTOK Ha KBHHKE, aHrHOeAeM, aHA(HIAKTHYEH
IOK, CHHAPOM Ha CTHBEHC-/PKOHCHH, TOKCHYHA eNHASpMATHA HEKPOIH32, OCTPa reHepaTH3HpaHa
ex3aHTemaro3Ha mycrysnosa (AGEP) (Bk. Touka 4.4).

CB'LE__&IIH ¢ METPOHHZA30J

Ha R 1A ema U Aumnama cucmema ,
C newssecnmtia yecmoma HEeYTPONEHUs, arpaHyJIOLHTO3a, TPOMOOIMTONEHUA.

Hcowxwynu napyuenus
C newzgecmna yecmoma XAMIOLMHAIIHH, ICHXWYHH PeaKilMH ¢ NApaHoA WWIH JeJIHPHYM C

'BB3MOXKHO B HAKOH H30/HPAHH CITydaH MAC/IM HITH OTHTH 33 caMOyOMICTBO (BXK. TOUKa 4. 4),
NEeNpecHBHH HACTPOCHHS. oo

Hapyviuenua na nepenama cucmema -
C neuzeecmuna vecmoma nepﬂd)epHa CEH30pHa HBBpOl'[aTHH TJIaBO
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npeycTaHOBABaHe Ha ynoTpedara. CrobmaBpaHM ca MHOIO peiKH CiIy4ad ¢ (paTaseH U3Xox (BX.
,»CIICIIHATHH TIPEAYTIPEIKACHHA ¥ MPEANA3sHH MEPKH NpH ynoTpeba“); mogocTsp nepebenapen
CHHIpPOM (HANp. aTakCHA, [M3apTPHA, HApYHIeHa TIOX0/IKA, HHCTArbM H TpeMop) (Bx. Touka 4.4);
aceITHYeH MEHHHTHT (BX. ,,ClIeMaIHA NpeyNpesKACHUs | [pe/Na3sHH MEPKH MPH YTIoTpe6a“).

Hapyvuwenun na ouume

C neuzeecmna wecmoma MPEXO/AHH 3pUTENTHH HAPYINEHHsA, KaTO IBOHHO BIDKIAHE,
KECOLTEACTBO, SAMEITICHO 3PEHRE, HAMATICHA SPHTEITRA OCTPOTE, NPOMCHH B LBETHOTO 3PEHHE;
OTITHYHA HEBPONATHA/HEBPHT. :

- Cmomawuno-ypesru HapyuieHus |
C neuzsecmua yecmoma enuracTpaiHa 60yka, rajcHe, IOBPHINAHE, AHAPHA; TTIOCHT, C YYBCTBO

HA CYXOTa B YCTaTa, CTOMATHTH, BKYCOBH HApYIICHHUA, AHOPEKCHA; 0OpaTMHM CITydaH Ha NMaHKPEaTHT,
00e3UBeTABAHE HA €3HKA WIH NPOMEHH BHB BHAA MY (IbOHYHH HHPEKLMH).

Xenamobunuapru HapyweHusl |
C Heuzgecmna vecmoma 'chODIIABAHM Ca MOBHINEHH HUBA Ha uepHoaApoOHHTe eH3uMH (ACAT,

AJIAT, ankanna ¢ocgatasa), XOMECTATHUCH HIH CMECEH XETTATHT M XEMATOLICTYIApHO YEPHOAPOOHO

yBpexKJlaHe, MOHAKOTa NMPHAPYXAaBaHH ¢ KwITeHHna. CrollilaBaHH ca cirydad Ha qepHO.HpOﬁHa
HEOOCTaTHYHOCT, HANAralH qepﬂonpoﬁna TPAHCIUIAHTALIMA.

Hapyuwenun na xoxcama u noOKoNCHAMA NTbKAK |

C neuzsecmna vecmoma 3a4epBABaHE Ha JIKIETO, ChpOekK, koxkeH OOPHB, ITOHAKOTA C TPECKA;
YPTHKADHA, aHTHOEAEM, aHaQIIAKTHYeH WOK (BK. TOUKa 4.4); MHOrO pefIKH CyYad Ha
reHepalM3HpaHa €K3eMaTo3Ha MyCTyN03a (BK. Touka 4.4); TOKCHYHA eNMAEPMAIHA HEKPOIH3a,
cuHapoM Ha CtiBeHC-/DKOHCBH; (PUKCHpaH JieKapcTBeH OOpHB.

e HA, EHUR
C neuzeecmna uecmoma ‘IE]JBGH]’[KRBO-KR[IJHBO OLIECTABAHC HA YpHHATA, Thi K&TO MOoraT Ja
6'5,[[&T OTKPHTH BO,IIHD])&BTBOP}IMH IIMTMCHTH, BEPOATHO OT MeTabOoJIHTHTE.

[Ipu natmenTu cbe cuaapomM Ha Cockayne, caen 3anousaHe Ha cUcTeMHA ynoTpeda Ha METPOHM/IA301,
ca JOKJIaABAHM CIIy4aH Ha TCHKKA HeoOpaTHMAa XeMaTOTOKCHYHOCT/OCTpa YepHOApoOHa
HEJOCTaTHYHOCT ¢ MHOTO OBP30 HAYAIO, BKIIOYHTEIHO CiIydaH ¢ daTaneH H3Xol {BXK. Touka 4.4).

Chobmasane Ha MONO3UPAHH HEXKENIAHH PEaKIIHH

Cp00ImaBaHeToO Ha MOJO3UPAHN HEXKETAHU PEaKIM Clejl pa3peiaBrane 3a Ynorpeda Ha JIeKapCTBCHHA
NPOAYKT € BaXKHO. ToBa NMo3BOJIABA Aa MPOXEIDKH HAOMIOAEHHETO HAa CHOTHOLIEHHETO 110/133/PHCK 32
AEKAPCTBEHHA NPOAYKT. OT MEIHIIMHCKHTE CICLHAJINCTH C& H3HCKBA 43 ChOOIIABAT BCAKA
noAO3HpaHa HexeNlaHa peakivs dpe3 HanmbinuTenHa areHnys 10 jleKapcTBara, ya. s JlAMAH preB

Ne 8, 1303 Codms, ten.: 02 8903417, yeﬁcam www.bda.bg.

4.9 Ilpenosupane

Hsama cnerguyHy aHTHIOTH 32 CIIHPAMMIEH H MeTpoHHAa30). IIpu €BEHTYaIHO [IPEI03HpaHe
TpsA0Ba Ja ce MpeAnpHEMe CHMITTOMATHYHO JICUEHHE.

Edhexmu cevp3anu cec cnupamuyun

TokcHyHaTa 7032 Ha CTMPAMHIIHH HE € H3BECTHA.
CToMaImHO-YpeBHH CMYINEHHS, KATO raJeHE, TOBPBIIAHE, AUAPHSI, MOTAT /1a C& O4aKBaT CJieN
pHIarase Ha BUCOKH JO3H.

Habmonasauu ca ciiyuaw Ha yab/Dkasade Ha QT wWHTepBasia IMpH W3MOJI3BaHE Ha CAMpPaMH
BHCOKH JIO3H TPH HOBOPOJCHM ¥ ClIEA MHTPABCHO3HO IPHIIOKEHHE HA CIIHPAMHLIAH TIPH
yabDkeH QT uHTepBan, KOWTO 3aTHXBAT NpH NPEYCTaHOBABaHE Ha NeyeHueTo. [Ipu
crMpaMHIMH TpadBa na 6bae HanpaBeHo ECG 3a uaMepsane Ha QT uHTEpBaia, oc
HaJIMile U APYTH PUCKOBH PaKTOPH (XHUTIOKATIHEMHSA, BPOACH yAbIDkeH QT HUHTEpBal
koMOHHaLMK, kouTO BOAAT A0 YABIDKeH QT unreppan Hfﬂnn IpEeH3BHKBAT torsades

. 7 ’ _ ’ .?'.1:‘;:,,* /
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Ecbexmu cevpzanu c memponuoazon

Cro0ImeHn ca ciyuad Ha NpyUeM Ha elHHHYHA nosa ot 12 g. Haﬁmo,uanal{me CHMITTOMH ca Omnn
TIOBPBIIAHE, aTAKCHA H JIEKA AC30PHCHTALIHA.

5, GAPMAKOJIOTHYHH CBOMCTBA

5.1 ®apMaKoJHHAMHEYHH CBOHCTBA

dapmakoTepaneBTH4Ha rpyna: KoMGHHAUMY Ha aHTHOAKTEPHATHH CPE/ICTBA 33 CHCTEMHO
npunoxenue, ATC kox: JOIRA04 -

Br-PoBaMeT € KOMOHHALHS OT CIIMPAMHLIMH - aHTHOMOTHK, [IPUHA/JICKAL KbM IPYyIIaTa Ha
MAKpOJIHIUTE H METPOHHAA30M - AHTHOHOTHK, TPHHAMIEIKAI KbM IPyTiaTa Ha S-HHTO-UMHIA30JIHTE,
MpeAHa3sHAYeH creluatHo 3a OykasHo-3p0HaTa HHEKLHO3HA [TATONOrH4,

CnexkTbp HA AHTHOAKTEPHANHATA AKTHBHOCT (32 aHTHOHOTHK)

Crnupamuyun

I'panM9HHTE KOHLUEHTpAUMH, Pa3TPAHHYABAIIH YyBCTBHTEIHHTE OT HHTEPMEXHEPHHUTE U CJie/l TOBA OT
PE3HCTEHTHHTE IMAMOBE Ca: |

S<1mg/luR>4mgl

Pa3BHTHETO HAa PE3UCTEHTHOCT KM CIIHPAMHLIKH € reorpadckH ¥ BpeMeBo 3aBHcuMa. Buaaru Tpabsa
Ja HMa MECTHH JJaHHH 3a Pe3HCTEHTHOCTTA U CICLIMAITHO 334 HAYHHA Ha JIeYeHHE Ha OTHC/THHTE
HH(pEKUHH. CaMO*TGSH HaHHH Ca JOCTOBEPHH 3a NpaBMIHHA H300p Ha TO3H aHTHOMOTHK.

Memponuoason

I'paHHYHHUTE KOHLIEHTpALMK, pa3rpaHAYABAIIH YYBCTBHTEIHHUTE OT HHTEPMCIHEPHHTE H CleH, TOBA OT
PE3HCTEHTHUTE IAMOBE Ca:

S<4mgluR>4mgl :

Pa3BHTHETO HA PE3HCTEHTHOCT KbM METPOHHAA30J € reorpad)cku H BpeMeBO 3aBHCHMA. Buuaru
Tpa6Ba Aa AMa MECTHH JIAHHH 33 PE3UCTCHTHOCTTA U CTICLIHAJTHO 33 HAYHHA Ha JICUCHHE Ha OTACNHHTE
uHpekuuu. CaMo Te3M NaHHH ca JOCTOBEPHM 33 MPAaBHIHHA H300p HA TO3H HMHMIA30IL.

Cunepeuzom

Cpenuure MIC CTOMHOCTH (cmnﬂocm Ha MHHMMAaJIHaTa MHXMOHUpaIlla KOHUCHTPALIMA) 33 JBETE
AKTHBHH BEIIECTBA MOOTAETHO H B KOMOMHAIIHA TOKA3BaT, 4e CBIIECTBYBA CHHEPIrU3bM ITPH
MHXHOHpaHe Ha HAKOM JyBCTBHTENHM OakTepuanay mamose. [Ipy B. fragilis e HeoOxoauM
MpHOIH3KUTENHO 16 TFTH HO-MANKO CIHPAMHLIMH H 4 ITETH MO-MATKO METPOHKAAZOI.

| MIC pg/ml
BakrepualHy IAMOBE MenaHHHOreHHH | B. fragilis
MeTtponraason camocroarenao | 0,25 0,5
Merponuaason + cnupamurine | 0,062 | 0,125
0,125 pg/ml
CrnypaMHLFH CAMOCTOSTEIIHO 2 32
Crmpamums + 0,125 pg/ml merponnaason 0,125

5.2 PapMAKOKHHECTHYHH CBORCTB2
Cnupamusjun | | -

Abcopbums
CrnupamuiiiH ce abcopGupa 65p30, Makap W HemBAHO. XpaHaTa He BAHsAE Ha abcopd

NGO8 20224428 |
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Pasnpenenesue

Crnepn nepopanet npueM Ha 6 MIU, niasMenata KOHIEHTpalMs JOCTHra MHK ot 3,3 pg/ml.
IInasMennaT HOMYKHMBOT ¢ ripHOnu3HTeHO 8§ Yaca. CHHpaMHLIMH HE MPEMHUHABA B
uepebpocnyHanHaTa Te4HOCT. To# ce HATEYBA B MAMYHMHOTO MIIIKO. CBBP3BAHETO C IUIA3MEHHTE

npoTeuHH € HUCKO (10%). PaznpeneneHneTo Ha AKTHBHOTO BEIIECTBO B ILU1a3MATa M ThKaHHTE € MHOTO

ao6po (6san npob: 20-60 pg/g, cnusumy: 20-80 pg/g, nudexkTupann cHHycH: 75-110 pg/g, kocta: 5-
100 png/g). lecer AHM el NPEeKLOBAE NPHEMA, HUBOTO HA AKTHBHOTO BEINECTRO B AAJIAKA, YEPHHA
npob H 666peumTe e 5 no 7 nug/g. Makponuaure NpOHUKBAT H C¢ HATPYNBAT BEB (parollHTHTE
(HeYTpOdHIH, MOHOILIMTH, IEPHTOHEAJIHH H aNBeoIapHH Makpodaru). B Jopemkure GarouurH ce
HaOMoaBaT BACOKH KOHIIEHTPALMH. AKTHBHOCTTA HA MAKPOJIHIKTE CIIPAMO UHTpaLeTy/IapHATE

' DaKTeEpHH ce IBJDKM HA Te3H CBOKMCTBA.

Bu HoTpaHchopMalMs

CnHpaMMIIMH ce Me'mﬁonmnpa B YepHHA APOO U B PpE3yATaT c€ NOMy4aBaT XHMHUYCCKH
HEHHACHTHOHULIHPaHH, HO AKTHBHHA MeTaboJIUTH.

Enumunnpane |
- Upes ypuHata okono 10% ot npuerara nosa

- Oraens ce Upe3 ypHHATA M AKTHUKaT4, KbJETO HHBATa Ca MHOTO MO-BUMCOKM — 15 1o 40 nsTH
CIIPAMO TUIA3MEHHMTE HHBa
- Moxe na Opne OTKPHT BBB pekanumTe

Memponuoazon

Caen nepopaneH npHeM MeTpoHHaaz0i ce abcopOupa MHOrO O5p30, moutH 80% 3a 1 vac. Cren
NEPOPATHO NPHIOKEHHE JOCTHIHATUAT IMHK HA TUIa3MEHaTa KOHLIEHTpallHA € CbH3MEPHUM € TO3H IPH
DapeHTEPATHO IPHIOKEHHE.

buonamuHoctTa € 100% npu nepopaneH npuem. Ta He ce Biiuse NpH IPHEMAHETO Ha XpaHa.

Pasnpenenenue

[Ipubawzurenno 1 9ac cnen npreM Ha Ao3a oT 500 mg, MasMeHaTa KOHLIEHTPAaIMA AOCTHTA KK OT
10 pg/ml. Cnep TpH Haca cpefiHATA IV1a3MeHa KOHIIeHTparmd e 13,5 ng/ml.

[InasmeHusT MOMY>XHBOT € npuOmH3uTenHo 8 Ao 10 yaca. CREp3BaHeTO C ILNa3MEHHUTE NMPOTEHHH €
HHUCKO, okono 20%.

[TpueHaHuAT 06€M Ha pasmpeencHue e sHaduM (oxono 40 | wm 0,65 Vkg).

Hudysuara e Obp3a U ¢ KOHNEHTpALIHMH, IOJOOHH HA cepyMHHUTe B Oenna apob, 6s0penmTe, yepHUs
apod, Kkoskara, JKITHUKATa, HepeOpOoCHHAIHATA TEYHOCT, CIFOHKATA, CEMEHHATa TEYHOCT H
BArHHAJTHHTE CEKpeTH. MeTpoHM1a3071 IpeMHHABA Npe3 IVIALEHTaTa | c€ H3Tb4Ba B MAHYHHOTO
MJISIKO.

buotpancdopmaiys

MeTtabomM3MbT ce H3BBpILEA [JaBHO B 4epHUS Apob. JlBa raBHH MeTabONTHTa Ce NOMYYaBaT NpH

OKHCIICHHETO:

- »AIKOXOJIEH MeTabonuT (r1aBeH MeTaboHT) ¢ aHTHOAKTEPHAaNHa aKTHBHOCT CIIPAMO
aHaepoOHHM DakTepHH, KOHTO € okoo 30% oT MeTpoHKAA30Ma H ¢ CTTAMHHALIHOHEH TIOTYXXHBOT
okoJo 11 4aca.

- »KHCeNn™ MeTabosuT, KOHTO € B MaJIKO KOMMYECTBO, ¢ AHTHOAKTEPHATTHA AKTUBHOCT ¢ 0K0N0 3%
OT Ta3u Ha METPOHHIA30A.

EnumMuHHpane
KOHLeHTpaL|uTe B YepHHA AP0 H joThuKaTa ca BIcokH. KOHIEHTPALWMATa B YepBaTa € HHCKA.
Oraenssero ¢ pekanuuTe ¢ HHCKO. O'I',[leJIHHETO OT OpPraHH3Ma c¢ W3IBELPIIBA [JTABHO 4PE3 YPHE

65% OT npueraTa J03a.
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Pasnpeoenenue 8 byxamno-zebrama obnacm |
Heete cbeTaBku Ha bu-PoBaMer ¢ce KOHLEHTPHPAT B CIFOHKATA, THKAHTA Ha BEHIIHTE H aJIBEOIapHATa

KOCTHA ThKaH.

JBa yaca cien npHem Ha crimpaMuiue/Merpoanaazon 750 000 [U/125 mg ca u3aMepenu
KOHUEHTPALMMTE HA CIHPAMHIIMH H METPOHKAA30J1 B YOBEHIKHA CEPYMEH AIOYMHH H B NO-A0JTY
onmcanuTe cpeaM. Pesyrmrature, u3pasenu B ug/ml UK pg/g ca caeaHuTe:

-

Benu

KoHneHTpaimm CepyM CmoHka AnBeoJIapHH KOCTH
CrnHpaMHIHH 0,68 £ 0,22 1,54 + 0,41 26,63 & 9,65 113,9+ 41,16
MerpoHraazon 35,03+ 12,35 15,32+ 3,16 7,34+ 6,34 5,73+ 2,72

53 HHpeaAxnnAAYHH AAHHE 33 0e300aCHOCT

Henpuioxumo

6. OAPMAIIEBTUYHH JAHHHA

6.1 CronachK Ha DOMOIMHHETE BEHIECTBA

-MaHuTOon

XHIPOKCHUIIPOITINILIENTY 1032
HaTpueB HUIIECTEH rIUKONAT

MuxkpokpHcTaiHa 1enyno3a

hdarueanﬁncnfmpam

Cvcmas na puamoeomo noxpumue:.

XHITpOMETo3a -
- Makporon 6000

THTAHOB THOKCHI

6.2 HecnrBMECTEMOCTH

HempumiokumMo.

6.3 Cpok na rognocT

3 roauuu

64 Crenuaism YCJIOBHS 32 ChbXpAHEHHE

Ha ce cpxpanaBa nog 25°C.

6.5 BHA B chALpXXaAaHHE HA ONAKOBKATA

ITo 10 ¢unmmpany Tabnetku B 6imcrep ot PVC/AL no 1 6imcTep B onakoBka.

6.6 CpenmuajHH DpeaNa3HA MEPKH NPH HIXBbpJsine H padora

- Hama cnenpaley U3HCKBaHHAL.

7. IIPHTEXATEJ HA PAZPEINIEHHETO 3A YIIOTPEBA

Tera ®apma EAJ]

yi. ,,Jlio6a Benuuxosa® Ne 9, 1407 Codus

buarapus -
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8. HOMEP HA PA3PEIIEHHMETO 3A YIIOTPEBA

Per. Ne: 20060809

9. JIATA HA ITHPBO PA3PEIIIABAHE/IOJHOBSABAHE HA PA3PEINEHHUETO 3A
YIIOTPEBA - |

Hara Ha rfbpno paspemasane: 29 nekeMepi 2006 T.

Hara Ha nocneaHo nogHossapaHe: 20 ¢espyapn 2012 r.

10. JATA HA AKTYAJW3HWPAHE HA TEKCTA

11

N0O8



