KPATKA XAPAKTEPUCTHKA HA MPOJAYKTA
Pz VEVIT RSB 9SG

1. WME HA JIEKAPCTBEHMS ITPOJIYKT 698/2 " i
12 =03 2075

[ lunpodnokcaumn Axrasuc 500 mg punmupanu TadneTku
Ciprofloxacin Actavis 500 mg film-coated tablets

2. KAYECTBEH U KOJITHHECTBEH CbCTAB

Beska ¢uamupana tabierka chabpxka S00 mg uunpodnokcaumt (ciprotloxacin), karo
LUMIPOQIOKCALIMHOB XHAPOXJIOPHIL.

[ToMOLIIHO BELIECTBO C AKTUBHO JIEHCTBHE:
Bcska Tabnerka chabpika 30 mg jlakTo3a MOHOXMpAT.

3a MbJIHKUSA CITHCHLK HA NMOMOILIHMUTE BELEeCTBA BHIKTE TOYKa 6. 1.

3. JIJEKAPCTBEHA ®OPMA

(dunmupana tadJieTka

Kpbriu, 1BOMHOM3MbKHAIHK, (pUaMHpaHu TabNEeTKH ¢ YepTa OT e/1HaTa CTPaHa, CbC CBETI03€/IeH LIBAT.

Tabnerkara moxe 1a Objie pa3/iesieHa Ha /IB€ paBHH J103H.

4. KJIUMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHUA

dunmupanuTe Tabnetku Liunpoduiokcaumy AKTaBHC ca NnpeiHa3HAueHH 3a JICYEHHE Ha CIIC/IHUTE
undexmu (Bxk. Touka 4.4 u 5.1). [lpeau 3anouaHe Ha JIeU€HUETO € HEOOXO0AMMO J1a ce 00BpHE
CreLMaHO BHUMAHHE Ha HaJIMyHaTa HHopmalms 3a pe3UCTEHTHOCT KbM LIMITPOQUIOKCALIMH, KAaTO
TpabBa n1a ce uMa npeiBU/1 OPHLIMATHOTO PbKOBOJACTBO 3a MOAXOASAIIO H3I10JI3BaHe Ha
aHTHOAKTepUAJIHU CPeJICTBA.

Bwvipacmnu
® UHdekLnu Ha 10JIHUTE IMXaTeHH MbTHLLA, MPHYMHEHH OT | paM-oTpHLiaTeiHi OaKTEpHH:
- obocTpsHe Ha XpoHHuHa 00cTpykTHBHA OenoapodHa 6onect. [1pu odocTpsHe Ha XpOHHYHA
obcTpykTHBHA Genoapodna 6onect Linnpognokcauun AKraBuc TpsaOBa /1a ce M3MoJji3Ba caMo
KOraTo C€ CUMTa 3a HenoJAxo/sia ynorpedara Ha pyru aHTHOAKTEpHaIHH CPE/ICTBA, KOMTO
00HYaHO ce MpenopbYBaT 3a J€UEHHUE Ha TE3H HH(PEKLIHH.
- GpPOHXOMYJIMOHAIHHA HHPEKLIUH MPH MYKOBHCLIM103a MJIW NpU OpoHXHeKTa3Ha O0secT:

- TTHEBMOHMS.
XPOHHYEH CYIYPATHBEH OTHT Ha CPEHOTO YXO.

® Ex3atiepbaniis Ha XpOHHYEH CHHYHT, 0COOEHO aKo € NMpHYHHEH OT | pamM-oTpHLIaTe/THH
OaKTepHH.

e UHbeKkumnu Ha NMUKOYHHWTE IMbTHLLA:

- Heycnoxuen octbp uMcTuT. [1pu HeycnoxkHeH ocTbp uMeTUT Liunpodokcaunn AKTaBHC
TpaOBa 11a ce U3M0J3Ba CaMO KOraTo ¢e CYMTa 3a Henoaxoasdiua ynorpedara Ha Apyru
aHTHOAKTEpHAIHU CPeICTBA, KOUTO OOUYANWHO CE MPEernopbyBar 3a JICHEHHE Ha TE3H
UH(DEKLIMK.

- OcTbp nuenoHeppur.

- YcenoxkHeHH HHpEKIMM Ha MHKOYHUTE MTbTHLLA.
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- baxrepHaneH NpoCTaTHT,
) Mndexmun Ha reHUTATHMS TPaKT:
- T'OHOKOKOB YpETPHT H LIePBHIIHT, npmmne}m oT uyBcTBHTe/IHA Neisseria gonorrhoeae .

- OpxuenuIUINMHT, BIJIIOYHTENHO ClTy4aH, IpHYMHEHH o1 Neisseria gonorrhoeae.
- BrananurenHo 3a60nfBaHe HA TR30BHTE OpraHy, MpUaMHeHo o1 Neisseria gonorrhoeae.

[Ipn no-ropHrTe HEGEKIAM Ha TEHATATHNA TPAKT, JOPH KOraTo € H3BECTHO, Y€ Ca
npuuuHeHn ot Neisseria gonorthoeae, € 0COOCHO BAXKHO A ¢ MPOBEPH HAIHIHE Ha
PE3NCTEHTHOCT KBM IMMpodiokcalMy ¥ J1a ce TOTBBPIH TyBCTBHTEAHOCTTA B3 OCHOBA
Ha J1a0OpaTOPHO H3CIEABAHE., -

Hudexipu Ha CTOMAITHO-YPEBHHA TPAKT (T.H. AUAPHA HA ITHTEIIECTBEHHLIATE).
HUrrpaabnoMuHanny HHQEKIHH. |

HHbeKIMH Ha KOXATA H MEKHTE THKAHH, IPHYMHEHH oT ['paM-oTpHIATEHH GaKTepHH.
MaJIMTHEH BBHINEH OTHT. |

Unidexiiua Ha KOCTHTE B CTABUTE.

IpodunaxTrka Ha HHGEKIMH NPH NALMENTH ¢ HeyTponehws. Liunpoduokcaint Moxe Aia ce
H3MOJT38a NPH IEYEHHETO HA HCYTPONCHWTHH NAUMEHTH C MOBHINIEHA TEMNEPATypa, KOTaTo Ce
NMpeANoNara, Ye NpHIHHATA € HaxrepHanHa HHPEeKIMs.

[MpodunaxTka HA HHBA3UBHH MHGEKUNH, NpHIUHEHH OT Neisseria meningitidis.

o HixanaropeH aHTpake (MpodunaxTuka cien eKCIO3HIHA H JICYCHHE).

Leya u wuouu
» BpomxomynMonamis HHGEKLH, TPHINHEHH OT Pseudomonas aeruginosa Npy NALHEHTH C
MYKOBHCLIMIO34.

VcnoxHenH HuEKIMH Ha MAKOYHETE MHTHIA H OCTHP MHEJIOHS(DPHT.
. HuxanaTopeH aHTpaxc (npocbma!cmka CJICA EKCTIO3NLHA U JIeYSHME).

LlunpodnokcatiH MOXe 118 Ce H3TIO/3Ba 38 JICIeHHE HA TeKKH nHbeKIHHA NMpH Je1ia H I0HOUIM, KOTATO
C€ CUMTa, Y€ TOBA € HeobXoauMmo.

Jleuenuero TpaGBa Aa ce MPOBEXKAA CAMO OT JIEKAPH C ONUT B JICUEHHETO HA MYKOBHCLIMA03a H/HIH
TeXKH HHpEKIMM P Jeua U roHomM (BX. Touxa 4.4 1 5.1).

4.2 Jo3EpoBKs N HATHH HA NPAJACKEHNE

Hosrpopka

Alo3upoBKaTa C& ONpPEAE/s OT NOKASAHHETO, TeXeCTTa Ha 3860IMBAHETO, MACTOTO HA HH(EKILHATA,

BHAA Ha NIPHYMHHTEIA, YYBCTBHTETHOCTTA MY KBbM LmpodnoxcaumH, 6pbpeunara GyHKIMA Ha
NAMEHTa, KAKTO M OT TEJIECHOTO TErJIO NpH AeHa H IOHOMIH.

MpoaB/DKHTENHOCTTA HA JIEYCHHETO 3aBHCH OT TEKECTTA Ha 3800/I1BAHETO, mwmrmqnm mpmna M
OAHHHTE OT 0aKTePHOJOrHUHOTO H3ceABaHe. | -

Jleuennero Ha HHGEXIHMH, PHIMHEHH OT onpeaenenH GakTepun (Hanp. Pseudomonas aeruginosa,
Acinetobacter win Staphylococcus) MOXe A8 HIUCKBA NPHIATraHe Ha MO-BHCOKH A03H

LHMTPOGNIOKCALHH H €THOBPEMEHHO MPHJIATEHE C APYTH NOAXOANNH AHTHOAKTEPHATHH CPEACTRA.

JlesenneTo Ha HIKOH HH(peKIHH (HANP. BL3NAIHTENHO 3afongBane Ha TAIOBUTE OpPraHH,
uHTpaabaoMHHANHN HHbEKIHH, HHeKUIMN PH NAUMEHTH ¢ HEYTPONeHAR H HHGEKUMH HA KOCTHTE M
CTABHTE) MOXKE [ H3HCKBA ¢THOBpEMEeHHO MPWIAraHe Ha APYTH NOAXOAAINH AHTHOAKTEpHANHA
CPeACTBa B 3aBMCHMOCT OT MaTOTeHa.
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Tokazanus IlnesHa noza B mg | OGma MPOXL/DKHTEHOCT Ha
: o JAeYCHHETO (MOTCHLMATTHO
| | . BKJHOYBAINO HAYAIHO |
‘_—|_ | napeHTepaHO JI€UeHME C
| wanpodnokcatsm) |
Hudexnnun Ha ZOAHNTE AUXATEIHN THTHINA 500 mg 2 osTH 7 a0 14 pm \
'| auesHO no 750 mg
: c 2 HTH AHEBHO - |
Octpo obocTpsare HA 500 mg 2 meTH Tonol4 pom
XPOHHMYCH CHHYHT AHeBHO Jo 750 mg -
_ 2 ITLTH AHEBHO | I
XponmueH cynypariseH | 500 mg 2 meTH 7 no 14 mum
OTHT HA CPEIHOTO YXO aHesHOo Ao 750 mg
2 ITLTH JHEBHO
ManurueH BPpHINCH OTHT 750 mg 2 meTH 28 mm o 3 mecelia
HOHEBHO |
Heycnoxuen ocrhp ucrdr | 250 mg 2 mbTH
| maesHO o0 S00 mg
2 ITbTH IHGBHO
IIpw xenn B npemmmy:w MO%XKe Zia ce mnomna
. ‘ smm *THOKDATHS 10348
Yenoxuen muctut, octsp | S00 mg 2 memH 7 THH
NHCAOHOPPHT | AHEBHO ;
Ycnoxsen nuenoneppur | 500 mg 2 myH MHHHMYM 10 2, MOxKe na
| | ngresHO Ao 750 mg. | 6BAe NPOXBIDKEHO A0
2 ITETH JHEBHO nosede or 21 AHKU B
ONpeACNeRN CIyvad (HAIp.
_ __| aberecu
.| Baxrepnanen npocraraT 500 mg 2 meTH 2-4 cenvur (ocTHp) 0 4-6
AHEBHO Ao 750 mg | cemMMIM (XPOHMYEH)
2 TTH THEBHO e
Hudexupnu Ha "OHOKOKOB YPETPHT H 500 mg karo ‘1 nes (empoxparHa n038) |
| repTANHES TPAKT | UCPBHIMT, MPHYMHEHH OT | EAHOKPATHA /jD38 | | |
. qyncrmrre.:ma Neisseria |
\ gonorrhoeae : _ _|
Opxnemumnumn 1500mg2mma | Hal-mMamxo 14 man
BL3NAIHTETHH mHenHO Ao 750 mg |
3a60/19PaHNSE HE TASOBHTE | 2 ITHTH AHEBHO .
OpraHH, BKIOYHTENHO -
CJTyuaH, IPHYMHEHH OT
' qyBCTBHTENHA Neisseria
gonorrhoeae H“
Hudexipu Ha Juapus, NpHUHHCHA OT 1 pen -
cToMamHo-9peBHHA | Gaxrepun, Bxn. Shigella
TPAKT 4 HRTPa- spp., pasmHann ot Shigella
A0ONOMHBAITHH dysenteriae ™n |1 u
HHpEXILMH EMIMPHYHO JICYCHHE HA e e
, AUAPHUR HA f':-(} wh s "f'IJ ! HH‘:
"} IBTeINOCTBEHHLIHTC , B T " A
T —" 500 mg 2 mweTH Sl S/ Sk N
| Shigella dysenteriae nm 1 | aHeBHO : ( %—': ORI \& ; \
: '-'3’% i \:_ B .«
NOO? ’ %”’ﬁ_?_ﬁﬁ//{




Tnapus, mpUIMHEHA OT 500 mg 2 meTH {3 mm
| | Vibrio cholerae JTHEBHO
| Tuadonana Tpecka 500 mg 2 myTH 7 nHH
. THEBHO .
NarppabroMusansu 500 mg 2 mpTH8 5 no 14 mum | O
uHpeXuMY, NPUYMHEHN oT . | AHeBHO no 750 mg |
T paM-OTpHIATENHH 2 ITHTH JHEBHO '
D PDHH _

500 mg 2 mpTH 7 no 14 auu

Hudexipu Ha KOXKATa H MEKHTE THKaHH,
nmpruYMHCHH o1 ['paM-oTpHIATeNHH 6aKTepHH aueBHO 1o 750 mg
| 2 ITHTH NHEBHO

500 mg 2 meTH ' mmnuannohimm
xHesHO o 750 mg '
2 TbTH AHEBHO

500 mg 2 meTH TleuenueTo "rpﬁna na

JHeBHO 10 750 mg | MPOARDKH ITpe3 /IS
2 ITBTH JHEBHO NEPHOA Ha HEYTPOIICHHATA

Jleuenue WiH NPOGUIAKTUKA HA HRPEKIMHA NPH -
NAIHEHTH C TEXKA HEYTPONEHHS H ¢ NOBHINEHA
TEMIICPATYPa, KOTaTO Ce NPeAnonara, ¢

_'Hpo(bmarma HR MHBA3HBHMN HH(PEKIMH ¢ 1 meH (6AHOKPATHA K028)

| Neisseria meningitidis

60 nena cnex
NOTBLPKAABAHE HA
excriozvimms Ha Bacillus
anthracis

500 mg 2 meTH
AHEBHO

t

- Hpo(IIaKTHKA CEA EKCIIO3HIMHS, KAKTO H 38
JIe9eHHe Ha JIMIA, KOHTO MOraT O C¢ JICKYBaT
qpe3 NepopaTHO MPIIcKeHHe, KOTaro e
KIEHWIHO nokaszaHo. IIpuiarasero Ha
NeKapCTBOTO TpAORA 8 3aN09HE KOIKOTO €
BHRIMONHO no-clcopo CHeAl OMIO3HPAaH HTH

Obma NPOXBIIKHTEHOCT HA |

| . NeYeHHeTO (NOTEHIMAIHO
Hoxazanuis o 1 /lseBHa RO33 B Mg BK/IOYBAINO HAYAITHO
NAPESHTEPANHO JIeUeHUE C
S . MITPOQUIOKCAIHH -
MyxosucImzosa | | 20 mg/kg Tenecwo rerne | 10 xo 14 xpm
2 I'bTH AHEBHO KO
MakcHMyM 750 mg nHa
. J038.
Venoxuenn HHGEXIHHE HA MMKOYHHTE 10 mg/kg Tenecio rerno | 10 mo 21 nem
THTHINA H OCTHP MHENIOHePPHT 2 IMbTH XHEBHO 10+
| | - 20 mg/kg TenecHo Ternoe
2 ITBTH JHEBHO RO
MakCHMyYM 750 mg Ha
) . TO38. A
HuxanaropeH aHTPAKC — 38 BTOPHIHA 10 mg/kg Tenecro Terno
npoQHIAKTHRS CJIeNl eKCMTO3HIMS, KAKTO | 2 ITHTH AHCBHO 10
3a JIeYCHMC Ha JIMila, KoHTo MoraT iace | 15 mg/kg TemecHo Terno
NEKYBaT 4pe3 NEPOPATHO NPHIOKCHHC, 2 IbTH AREBHO A0
KOraTo e KIHHHYHO [I0KA38HO. - | MmaxcaMyM 500 mg Ha
[punarasieTo HA 1EKapCTBOTO TPAOBA N3 A038. .
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I—l-l—— — I T
3AM0YHEe KOJIKOTO € Bh3MOXKHO IO-CKOpO
caen nonmupaﬂ WIH NOTBBPACH KOHTAKT.

|

JApyru TexXku Hﬂtbeltmm | '_ﬁmg/kg TSJIECHO TEro0 | B 3aBUCHMOCT OT BHAA Ha
2 ITHTH JHEBHO 0 WHPEKLIMHTE |
MakCHMyM 750 mg Ha
| | AO34. |
[ayuenmu 6 cmapyecxa ev3pacm
JloaaTa ce onpeaesis Cnopen TeXKeCTTa Ha HHPEKIMATA U KPeaTHHHHOBHA KIHPBHC HA NAIMEHTA.
bvbpeuno yepedicoane
TTpenopBuMTeIHN HAYATTHA H TIOUTHPKAILH JO3H NPH MALHEHTH ¢ HapylneHa Ox0peyHa GyHKIMA:
KpeaTHREEOB KARPBLHC Cepymes xpeaTunun  Ilepopaina 103a [mg}
[ml/min/1,73 m?] [pmol/l] |
>60 T <124 Bioicre o6u4aliHiTe 2031
30-60 124 10 168 250 — 500 mg na bcekH 12 h
<30 L _ >169 250 ~ 500 mg Ha Beekn 24 h
[TaiMeHTH HA XeMOAHAIH3a > 169 250 — 500 mg Ha Bcexu 24 h
- o (cnen maammsa)
IlauMeHTH HA NCPHTOHCATHE > 169 . 250 — 500 mg Ha Bcexn 24 h
AMAI3A - N '
Hepn e

He ce nanara kopuripaHe Ha 403aTa NpH nmmerrm C yBpeneHa qepnonpoﬁna YHKLHA.

Hama nasuM or KTHHHYHH MPOyvBaHAA 38 HeoOxomMara ncsnpoalca NpM Iena nanpac'rnalm»l c
yBpeneHa Ob0peuHa w/wiM yeproapobHa QyHKumA.

Ha HHC

Tabnerxure ce mpueMaT 6e3 1a ce ABBUAT ¢ MOBEYE TEHHOCT, HEIABHCHMO OT NpHeMa Ha XpaHa. AKO
ce MPHEMAT HAa Mpa3eH CTOMAX, aKTHEHOTO BemecTso ce pezopbupa no-6sp3o. Tabnerkure

nunpodIoKcalmH He TpAOBa A4 ce NIpUeMaT ¢ MICYHH IMPOXYKTH (HAMP. MPACHO MJIAKO, KHCEJIO
MJIAKO) HTH 00oraTeHH ¢ MHHEPAIH IUIONOBH COKOBE (Hamp. oborareH ¢ KanH#i NOPTOKAJIOB COK)

(BX. TOUKa 4.5).

TTpu TexxH CITy4al WM B ciTydali, ie nalueHTHT He MOXe Ja Norabila TabneTky (Hanp. npu

NALMEHTH HA NIAPEHTEPATHO XPaHeHe) ce NPENnopLYBa TEPANHATa Aa 3aMoYHe ¢ HHTPABCHO3HO
NPIATOKEHHE Ha LUITPOGUIOKCAlMH H KOraTo € BR3IMOXHO J1a IMPOAB/DKH NepOpaHo,

Axo 6nae npolycHaTa n03a, T4 Tp68a Aa 6bA¢ npHera No BCAKO BPEME, HO HE NO-KBbCHO 0T 6 4aca
npexH CJAeABALIATa IUIAHMPAaHA 8038. AKO OCTABAT NI0-MAaJIKO OT 6 uaca npeaH CieABailara no3a,
NPOITyCHATATa 034 He TpadBa Aa ce npHeMa H eYeHHETo TpSOBa 18 NPOAWDKH, KAKTO € NIPEANKCAHO,
CBC CIeIBALIATA NaHHpaHa aosa. He Tpabea aa ce mpueMa apoiiHa 1034, 38 Ja ce KOMIEHCHpA

MPOIMYCHATATA A034.

43 IiporEBonoxa’sHnsd

. CBpBXYYBCTBHTEHOCT KbM SKTHBHOTO BEINECTBO, KbM APYTH XHHOJNIOHH HJIH KbM HAKOE€ OT

MOMOIIHMTE BemecTsa, m30poeHM B Touxa 6.1.

. EfHOBPEMEHHO MpHiIAraHe Ha WANPOQUIOKCAIMH H TH3aHHMAMH (BK. TOUKa 4.5).
44 CoenuanaRr npeXynpexieHHS H DPCANAIHE MEPKH NPH ynotpeba

VYnorpebara Ha MrpoduiokcalidH TpaObpa aa ce u3Garsa IIpH NALMEHTH, KOUTO CA
HeXKe/IaHM peakifMH B MHHATIOTO, NpH ynoTpea HA POXYKTH, ChAbPMKAIIH XHHO

NOO?
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dbIryopoXHHONOHH (BX. TouKa 4.8). JleueHHeTo Ha Te3H NALMENTH ¢ LHMpodokcaunH Tpabsa aa ce
3aTI09BA CAMO TPH JITICA HA ANTEPHATHBHH BE3MOKHOCTH 32 JICYCHHE M CJle]l BHHAMATE/HA OLEHKA HA
~ CHLOTHOUIEHHETO NON3a/PUCK (BXK. CHINO TOUKA 4.3).

Texcxu wngpexureu u cmeceny ungexyuy c 4 U gnaepobn
MoOHOTEpaIHATA ¢ UMIPOGIIOKCALIAH HE € MONXO/AMINA 38 JISUCHHE Ha TEKKH HHPEKIHH H HEbeKIHH,
npuwaHHEHH 0T ['paM-NONOKHTENIHH Wik aHaepoGHH natorers. Ilpu noxobun KHpeKIMH

munpodroxcanpH Tpa6Ba 1a ce MPHATa EMHOBPEMEHHO ¢ APYTH MOAXOANIM AHTHOAKTEPHAIHH
CPEeACTBA.

Cmpenmoxoxoeu ungexyuy (6xnouumento coe Strepltococcus pneumoniae)
LiunpodyIoKCaHH He ¢& NpenopsBa 3a JICYEHHE Ha CTPENITOKOKOBH HH(eX1AH Nopaj
HeAOCTaTh4HA e(PHKACHOCT.

tbnyopoxmonon-peancreumam Neisseria gonorrhoeae Mmoxe na NPUMHHH OPXHCITHIHANMHT,
FOHOKOKOB YPETHT, LEPBULIMT M BBL3MAJHTETHO 3800/14baHe HA TA30BHTE OpraHH.

o Ta3u npuamHa uxmpodokcaumH Tpabsa na ce MpuUiara 3a J1€YSHHE HA NOHOKOB YPETPHT HiIH
LIEPBHIHT, CAMO aKO MOMKe [Ia C¢ M3K/IIOUH PE3UCTEHTHA Ha IHNpoduIoKcawnH Neisseria gonorrhoeae.
ITpu OpXMeMAMAMMHET | TA30BA Bb3nauMTeIHa Gonect, uxnpodnokcaunH TpaOBa Ja ce npunara
CAHOBPEMEHHO ¢ APYTO NOAXOAAIRO AHTHOAKTEPHAIHO CPEACTRO (Hanp. Ue(ATOCIIOPHH), OCBEH 8KO
MOXe Ja ce H3IKIOYH WHImpodUIOKCaliHH-pe3HCTeHTHA Neisseria gonorrhoeae. AKO He C€ IOCTHIHE
KMMHAYHO nofobpeHue cnen 3-aHeBHO IeueHue, TepamHaTa TpabBa 1a ¢ce NpeoLieH .

HUncpexyuu na nuxovnume nwomuua |
Pe3rCTEHTHOCTTA KbM (IIyOpOoXHHOIOHH Ha Escherichia coli, uali-uecTre NATOTeHH, IPHUHHNBALTH
HHpEeKIHM Ha MHKOYHHTE IThTHINA, Bapupa B Leaus Esponelickn cei03. I1penopbuuTesHo ¢
NPEANMCBANIMTE JICKAPH J1a BIEMAT NPE/BHJ PasPOCTPAHEHHETO HA IOKANHATA PE3UCTEHTHOCT Ha
Escherichia coli xeM yopOXHHONOHH,

OuakBa Ce eJHOKPATHATA 1038 UHIPOGIOKCAITHH, KOSTO MOXKE AA CE¢ HIMON3RA NIPH HEYCIOKHEH
LIMCTHT NpH KeHH B MEHOTIay34, Aa € CBbp3aHa ¢ O-HHCKE e(PHKACHOCT, OTKOJIKOTO IPH NO-rojiaMa
NMPOABDKHTEIHOCT Ha JledeHHeTo. Tosa chIo TpROBa 1a ce BieMe NPeaABU, ThH KATO HMa OTHOIICHHS
KbM YBE/IMUABAIIOTO ¢ HHBO Ha Pe3UCTeHTHOCT Ha Escherichia coli xbM XHHONOHAM.

JauHuTe 33 €PHKACHOCTTA Ha LHNPOPIOKCAIMH NPH NIEYCHHETO HA NMOCTXHPYPravHH
MHTPaaOROMHHANHH HH(}EKIIMHA Ca OrpaHHYIeHH. |

Huapus no épeme na momysare
ITpu n36opa Ha wanpoduiokcammH TpA6Ba fa ce MMa npeBnA HHPOPMALIMATA 38 PEIHCTEHTHOCTTA
KBbM LATpO¢IOKCaLAH Ha CHOTBETHHUTE NATONCHH B TOCETEHNTE CTPAHH.

Hudhexyuu na xocmume u cmagume
- IunpodnoxcaiuH Tpa0Ba aa ce H3NON3Ba B KOMOHHALIHA ¢ IPYTH AHTHMHMKPODHHM Cpe/ICTBa B
- 3ABHCHMOCT OT Pe3YJTATHTE 0T MHKPOOHOJIOMHMHHTE H3CJICABAHHKA.

Huxaramopew anmpaxc
JlaHHMTe NpH XOpa ca orpaHieHH. H3nomsBaHeTo NpH X0pa ce OCHOBABA HA NAHHH 38 -
qyBCTBMTEIHOCTTA in Vitro H eKCTIepHMEHTAIHH JaHHH IpH JKHBOTHH. [1pH NIeYeHHETO Ce CNA3BAT -

HAITHOHATTHHTE W/HIH MeXTYHAPOAHH KOHCEHCYCHH JOKYMEHTH 110 OTHOIICHHE. Ha JIEYEHHETO Ha ,;-\

aHTPAKC. st
%_;:":j,,..--ﬁ; £
. ..3__ < 1.51,.,}‘“‘ .- o
Vnorpe6aTa Ha IHIpodIOKCALIMH PH AeLla U IOHOHIH € CBIVIACHO HAIHYHOTO Of) o3 [
ppKOBOACTBO. JleuenHeTo ¢ uumpodnokcaimH TpadBa Aa e 3ano4sa CamMo OT JICKApH, KPHTo MMaT |
OITHT NPH JIeUEeHHE HA MYKOBHCLIHA032 H/HITH TEKKH HHOEKIHH TIPH AeLia 1 IOHOMIH. Coh
' \‘ / . 1 - F J’
oL {
6 RN
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YcTanopeHo e, 9e unpodIoKCAlWH NIPe/IN3BHKEA APTPOTIATHA HA HOCEIIJHTE TENIECHA MAaca CTABH NMPH
IHBOTHH, HEJIOCTUTHAJIH NOJIOBa 3penocT. JlanHure 3a 6e30nacHOCT OT €4HO PAHAOMM3IHPAHO,
ABOHHO-CNATIO MPOYHBAHE CIEZ MPWIANAHETO HA HUNPOQIIOKCAIiMH NPH Aena (TpyTa Ha

- mpoduokcalH: n = 335, cpenHa BBR3pacT = 6,3 FOAHHH; KOHTPOIHA rpyna: n = 349, cpenHa

~ BB3pacT = 6,2 roZIMHK; BE3PACTOB JHana3oH = 1 10 17 roaAMHH) NOKA3BAT, ue Ha 42-H JCH YeCTOTATA
HA ApPTPONATHA, CBHP3AHA C NIPUACKEHHETO HA LIMITPOodUIOKCALMH (YCTaHOBEHA Ha 6a3a KIMHHMHY
CHMITTOMH ¥ OIUIAKBaHMA, CBEP38HH CHC CTABUTE) € CHOTBETHO 7,2% H 4,6%. Ciien eqsoroAMuI=HO
npocneaAsBaKe T4 € 6ina CHoTBeTHO 9% H 5,7%. VBe/HICHUETO Ha 9ECTOTaTa C BPEMETO He ce
pa3iHvaBa CTATHCTHIECKH 3HAYMMO MEXIy rpyrmre. Jlederuero TpsOBa Aa ce MpoBexaa CaMo CleR |
BHMMATE/IHA OLIEHKA HA CHOTHOLICHHETO M0J3a/PHCK NOPaTH BEPOATHOCTTA OT MOSBA HA HEXEIAHH
PCAKIHH, CBBP38HH CHC CTABHTE H/HIH OKOJIHUTE THKAHM (BXK. TOUKa 4.8).

I(Jmmmnenpoytmm oﬁxnama'rneuanmﬂomnua BB3PACT MEXAY 5-17 FOMHUHH. Omm.T npH
JIeYeHHETO HA JElIA HR BB3PACT Mew 1 ¥ 5 rOOHHH € OrpAHHYCH,

Y LA -NETI Y HIUIC N Y J TSN LI ITIC 13 DITY 444 S/ TSC U LT AT

B K/MHHMHATE MPOYYBaHHAA Ca BKIIOYMECHH ACLA M IOHOIIM Ha BH3pacT MexKAy 1 u 17 rogusn.
Jlegenne ¢ LMNPodIOKCAIHH MPH HHPEKIMH HA MUKOMHKTE ITHTUINA CE NpHJIara B CITy4ail, 4e He
MOsKE Aa ¢e TIPHIIOAKHM APYTO JIEHeHHEe M Ce OCHOBaBa Ha Pe3yJITaTUTe OT MHKPOOHOMOTHYHHTE
U3C/IeABAHHA.

JIeEapcraelma'r npomm'r ce npunam, KOT'aTO HE MOXKE Ja C€ H3NUI3BA APYro JIeY4cHHe, ClIeA HeyceX
HA KOHBEHIMOHANMHATA TEPANMA, IPH NOTBHPACHA TYBCTRHTEIHOCT HA IIATOTEHA KbM
LMIPOQIOKCALMH CBINACHO OPUIHATHOTO PEKOBOACTBO, C/IC/l BHHMATENTHO OLICHIBAHE Ha
CHOTHOILICHHETO MOJ38/PHCK.

HanomsazeTo Ha IMIPOGUIOKCAIMH TIPH OIpeaeNeHH TEXKH HH(pEeKIMH, PATHYHH OT 0TOSNA3AHUTE
nO-rope, He € OLIEHEHO B KJIMHUYHM NMPOYYBAHHA H KIMHHYHHMAT OIUT ¢ orpaHHyeH. [1o TasH npuuuHa
ce IpenoprYBa NOBMIICHO BHUMAHME MTPH JICYCHHE HA TAKHBA NALMCHTH. |

Cepuxuyecmeumentocm .
- CBPBXYYBCTBHTETHOCT H ANIOPrHiHH PEAKIMH, BITIOUHTEIHO aHA(WIAKCHS ¥ AHADKIAKTOHIHH
peaxii MOTaT A C€ NOABAT ClieA MLPBOHAUAITHO NPRUIAraHe Ha eAHOKPAaTHA 038 (BXK. TouKa 4.8) H
MOTAT Ja Ca XHMBOTO3acTpamasainy. IIpH nospa HA TAKHBA PEAKIMH MPHIIOKEHHETO Ha
uunpodokcalMH Tpabpa Aa ce NpeKkpaTH K ¢ HeoOXOAMMO aReKXBATHO MEAHIIMHCKO IeHEHHE.

IpoQvaxcumennu, w 18ARUOUIUDAUIY U NOMEKYUGTHO HEOODAMUMY CePUOITHYU HENCENTHY NEKAPCINGENRY
peaxyuy.

- CBOGWGEMHHOPOPBMWH&HPOHW(HWW MECEI{H H/H F'ONMHHA),
HHBRITHAMIHPAIIH H NOTEHLHANTHO HEOOPATHMH CEPHO3HH HEKENIAHH JICKAPCTBCHH PEaKIMH,
3aCHTAIM PA3IHYHH, MOHIKOFa MHOTO CHCTEMH B OpraHn3Ma (MYCKY/THO-CKEJIETHA, HEPBHA CHCTEMA,
IICHXHMKA M CETMBHM OPra8HH) IMpH MALMEHTH, MOTy“aBaiy XHHOJIOHH H QUIyOPOXHHOJIIOHH,
He3aBMCHMO OT TAXHATA BH3PACT M Bede ChIeCTBYBamuTe pHcKOBH dakropH. LinnpodnoxcarmH
TpAGBa Na ce cnpe He3abasHO MPH ITHEPBHTE NMPH3HAIM WIH CHMITTOMHK Ha BCAKA CEPHO3HA HEKEIAHA
peaKig, KaTo NalHeHTHTE TPAOBA /1a Ce NOCHBETBAT Aa C& CBLPIKAT C TEXHHA JieKap, NPeATHCal
NEKAPCTBOTO, 33 ChBeT. |

Ilo npanmc mpo@ﬂoncamm He Tpnﬁna A ce MPHIIATS TIPH NAUMEHTH C AHAMHECTHYHH JAHHH 34
3a60/1ABaHMA/HAPYIICHUA HA CYXOXWINATA, CBBP3aHH C JIEYSeHHE ¢ XHHOJIOHH. B"bﬂ]JeICH TOBR-HPU* T~

MHOIO PeKH CTY9aH C1e MEKpOSHOMOrHYHO IOKA3BAHE HA STHONOTHYHHA NPAYHHHTER X T ; neHRa v .
HA CHOTHOINEHHETO NOJ38/PHCK € BE3MOKHO NMPEINMMCBAHETO HA MNTPOQJIIOKCALIMH HA 4 - ;;m, - N
NALMEHTH 34 JICICHHE HA ONMPEACI/ICHH TEXKH MHPEKIHH, 0cODEHO B CIyJaHTe Ha Heyf, & 1 -. a A
CTAHJAPTHATA TepANHA HWIH GAKTEPHATHA PEIHCTEHTHOCT, KOTATO MHKPOGHONOrHHH 1 T
MOAKPENAT H3NOI3BAHETO HA HUIPOPAOKCALIHH. - % | .
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TexauBHT ¥ Pa3KHCRAHE HA CYXOXHIHE (NO-CNIELHANHO AXHIECOBO CyXOkiIMe, HO 6e3 i1a ce |
OrpaHMYABA CAMO JIO HEro), NOHSKOra ABYCTPAHHO, MOXCE i C€ IIOJTYSH Oillc B PAMKHTE Ha 48 vaca oT
3aMI0YBAHE HA JIEYCHHETO C XHHOJMOHH H (UIyOPOXHHOIOHH KaTO MMA CHOOILIeHHS 38 TAKHBA, PaSBILTH
‘ce JIOPK 0 HEKOJIKO Mecelia Clie]i IPeKpaTdBaHe Ha JICUCHHETO (BXK. ToUKA 4.8). PUCKBT OT TEHAHHHT
M PasKBCBAHE HA CYXOKWIHE CE IOBHINARA NIPH NO-Bb3PACTHH NAIHEHTH, NaiHeHTH ¢ 6B0pedHO
YBpeXAHE, NALMCHTH ¢ TPAHCIUIAHTHPAH CONMACH OPraH H TAKHBA, JIEKYBAHH CHIIHTCTBALIO C
KOpTHKOCTepoH K. ITo Task npiiHHa CHITETCTBAINATS YNIOTPeba Ha KOPTHKOCTEPOHIH Tpabba Aa ce
n36arsa. [Ipu ITHPBHA NPH3HAK HA TEHAMHHT (Hamp. 60/1e3HeHO NOAYRaHE, BB3ANCHHE) JICICHHETO C
EIpoduIoKcaiH TPAOBA A8 ce MPEKPATH H Aa ce OOMHCIIN aITEPHATHBHO JieYcHue. 3acerHaruaT(re)
kpaiHuk(1n) Tp6Ba qa Gbae(aT) JiekyBaH(u) NO NOAXOAAI HaYMH (Hanp. ofesapmwksane). He TpaOsa
14 C€ H3MOJI3BAT KOPTHKOCTCPOUIH, AKO CE NOABAT MPH3HALH HA TCHIHHOMNATHA.

Hapywienwa na spenuemo
AXO0 ce HabmOIaBaT yBpe)XaaHe Ha 3peHHETO MM HAKAKBH €QEKTH BEPXY OYHTe MAIACHTHTE 'rpsﬁna
Gsna'r KOHCY/ITHpaHH He3a6ABHO OT CIICLMANIMCT 1O OYHH OonecTr.
EMLMW
1unpodaoxcaliH TpaGea 18 ce M3NO0I3BA ¢ MOBUIIEHO BHUMAHHE NPH NAILHEHTH ¢ MHACTCHHS IPABHC
(BK. TOUKA 4.8).

AHEGDUIMA U CUCEKQUUR HQ QOPIMAINIG U P)XCc Ve WITRIW L/ IICCTOK TTHATIIT CINt HE COPDOCYHUNIE KT
EraeMuoorfdHMTe MpoyIBaHHA TIOKA3BAT NOBHUINCH PHACK OT AHEBPH3IMA H JHCEKALMA HAa 80PTaTa,
ocobeHo NPH NAIHERTH B CTAPYECKA BL3PACT, KAKTO H OT peryprurauus Haaomnmrpmna'ra
xnana caen ynorpeba na duryopoXuHONIOHH.
" CrobineHu ca c/Tyuay HA AHEBPH3MA 1 AUCCKALMSA HA aOpTaTa, MOAIKOra YCIKHEHH Nopaay
Pa3KbCBaHe (BIMIOUHTENHO ¢ JICTAICH W3XO/) H PETyPruTald/HeAOCTATHYHOCT Ha HAKOH OT
CHpACYHHUTE KIAMK MPH MAIHeRTY, NpreManty GIIyopoXHHOIOHH (BK. ToIxa 4.8).
Cnenosarenso (uIyopOXHHONORHTE TpAGBa /1a Ce M3MO3BAT CAMO Clie]i BHHMATE/THA OLICHKA Ha
CHOTHOIICHHETO IO/I38/PHCK H cllen oOMHCIAHE HA APYTH TEPANICBTHUHM BEIMOKHOCTH IIPH NALMEHTH
¢ nonoxHTeHa GaMIUTHA aHAMHE32 33 AHCBPHIMA WM BPORCHO 3a860N4Bake Ha ChpACUHHTE KIAIH,
WITH ITPH NMAlMeHTH JHarHOCTHIMPaHH ¢ NPEAMECcTEAINA AHEBPHIMA H/HITH IHCEKAINA Ha a0pTaTa WiH
safongsane Ha CHPACUYHMUTE KJIANH, WIH MPH HATHYHE Ha APYTH PUCKOBH (haxTopH WM 3a60/1aBaHuA
rlpenpasnonaranm
KAKTO 38 AHCBPH3MA, TAKA H 38 JHCEKAL[HMA HA AOPTATA H 38 perypmmma/mnocmmocr Ha
CHPACUHHTE KNANH (HANP. HAPYINCHHA Ha CHEeJMHHTEIHATA THKAH, HAIp. CHHAPOM Ha Marfan
wm cuagpom Ha Ehlers-Danlos, curapom Ha Turner, 6onect Ha Behcet, xumnepromnus,
PEBMATOHACH APTPHT) KM JOITIHHTEITHO
- NPH 8HEBPH3MA H AHCCKANMS HA 80pTaTa (Hanp. ChAOBH HAPYIICHHS, HANP. apTePHHT HA
~ Takayasu, rHraHTOKICTEUEH APTEPHHT, WIH H3BECTHA ATEPOCKIIEPO3a WM CHHIIPOM Ha
SjOgren), HWIH JOIBIHHTEIHO
- TIpH perypruTalHa/HeAOCTATHYHOCT HA ChpAETHHTE KIanH (Hanp. HHEKIHO3eH eﬂ,uompnm)
PHCKBT OT aHEBPH3IME H JUCEKAIIMA Ha A0PTATA U TAXHOTO PasKbCBAHE MOXKE CHINO A3 O¢ NMOBHIIH NpH
NALMEHTH, JIEKyBaHH EJHOBPEMEHHO CBHC CHCTEMHH KOPTHKOCTEPOHAH.
Ipu Bhesansa Goska B KOpeMa, TPBIHHA KO mnpﬁammemrpﬁnanaﬁbnﬂnmmam
1A ce KOHCYJITHPAT He3a0aBHO ¢ JIeKap B CNCIIHO OTAC/IEHHE.
[TaipenTiTe Tpabna A8 GBAAT MOCHBETBAHM JA TIOTHPCAT He3a6aBHO MEMIIMHCKA noMol B ciryvat Ha
OCTpa AMCIIHES, NOABA Ha ChpueOneHe (NANNMTALMH) WIH Pa3BHTHE Ha OTOK HA KOpEMa K JONHHTE

KpalHuim.,

DomoyyeCmEUMEnHocn

I {sr1podIoKCALIHH MPHYHHABA PEaKiMH Ha POTOMYBCTBHTEIHOCT. [1alMeHTHTe, KOHTO
mmnpodnokcalmy, Tpabea Aa 6bAaT NOCHLBETBAHH A8 HI0ATBAT AMPEKTHO HAIATaHe HY/
CITHHYEBA CBET/IHHA H YJITPABHONETORO O0IrbtiBaKe M0 BpeMe HA JICHSHHETO (BXK. TO

- [opuose




umpacbnomammrpaﬁunacemommcmamm BHUMAHHE npunmmemcmpymemmna
LIHC, xoHTO ca npeApasnoNoxeHH KsM I'puoBe. [Ipu nogea Ha [EPHOBE JIEUCHHETO ¢

wanipodnokcalmH Tpatea aa OBl npeycTaRHOBEHO (BX. TOYKA 4. 8)

C’BOGIIBEB ce 3a cuytma HA CeH30PHA WIH CEH30MOTOPHA NMOMHHEBPONIATHS, BOACHH 1O mmnﬂ,
XHTIOOCTE A, M3ECTe3Ns WM CIaGOCT IpH NaHeHTH, NPHEMALTH XHHOIOHH # (NTyOPOXHHONCHH.
TausesTaTe, KOHTO NPHEMAT LUNpodinoxcauH, TpAGsa na GbAST NOCEBETBAHN A2 HHPOPMHPAT CBOS
JIeKap, MPEIH A8 NPOXBDKAT JIEYCHHCTO, AKO C€ MOSBAT CHMITTOME HA HEBPONAaTHA, KATO 60aKa, -

yceIliaHe 33 Napene, MpaByvkane, M3TPBIIBaHE WiH c1aboCT, Mmmmenmpempaanmmna
. IOTeHIHATHO HeobpaTuMo 3ab0spane (XK, mm48) |

Hcwxiriu peaauu |

BEaMOXKHA € MONBS Ha NCHXHYHH PEaKiHH ¢l IThPBOTO NPUACKeHHe Ha HumpoduiokcauMH. Muoro
PAAKO MPH 3aNMOYBARE HA JIeUeHNe ¢ IUNPOGIOKCALMH 338 NMPHLB LT MOraT Aa ce HabmonanaT |
NCHXMYHN poakitiy. B pelixu ciiyqay aenpecHaTa WiH NCHXO3RTE MOTAT Aa POrpecHpar Ao
CYMUMAHA HACAIHH H MVC/IH, KYAMUHUPAIIH B OITHT 38 caMoyOriicTBO HiH caMoyGuticrso. B Te3n
CAYYAH JISYCHHETO Ce MPeKpaTABa He3abanho.

Copoeunu vapyenus

Heobxompmo ¢ NOBHIIEHO BHHMAHHE MPH NPWIATAHETO HA cbnyopoxnnonmn, BKTIOYMTENTHO U
IHOpOo¢gIoKCalHH, ITPH nalmem C M3BECTHH PHCKOBH dmnopnaaymmme Ha QT wmHTepBana
KATO:

- BPOJIeH CHHAPOM Ha yanbmkeH QT urTepsan;

- SAHOBPEMEHHO NPHUIOKEHHE C JIGKAPCTBA, 38 KOHTO € HIBeCTHO, Y¢ yxawbkasat QT nmepma
(wanp. mmmmlaummmmmmmumm
AHTHIICUXOTHIMH).

- HOKOPHI'HPaH eJIeKTpoiHTeH AucOananc (Hanp. xmommem, XHIOMATHC3HOMHA);

-  CHLPACTHO-CHAOBH 3a00NABaHNA (CHPACHA HEROCTATHYHOCT, HHGAPKT HA MAOKAD/A,

~ OGpagmuxapaud) |

Hmemnmpmmnwp&erummcam-qymmmm nucpancma, KOHUTO YAR/DKABAT
QTc mepsana, nopagy KOETO C6 M3HCKAA NOBHNICHO BHEMAHKE, KOTATO NPH TE3K NOMyNalMH

mmmmmmmmm@mw(mmm42ﬂmeumeampummpwm,45 48n
49)

Hucemacemun | |
KaxTo npy BCHMKH XHHOJIOHH, c€ CHOOINIABA 38 HAPYILICHHUA B HHBATA HA KPbBHATA 38Xap, BKIIOMBAIIH,

KAKTO XKIOT/IHKeMH1, TAKA M XHTIEprIaKeMis (Bx. To9Ka 4.8), 00uKHOBeHO 1IpH /muabeTnim, Ha
KOMTO C€ NPWIATA CHITBTCTBAINA TePANNAL ¢ NEPOPANHH XHTIOTTHKCMHYHH CPEACTBa (HAMND.
rnubenxnaMun) um ¢ HHCYyIHH, CrobmanaHu ca cTyuaH Ha XHNormKkeMuyHa koMa. [Ipenopryasa ce
BHHMATEIHO NPOCHIeASBaHe Ha IMOKO3aTa B KPhBTa MpH DALMEHTH ¢ quaber.

Hmmmrmaumpcmmpamamapmmnpemmmnmwmm (nmmmenﬂono

. HAKOJIKO CCAMMIM CJICH ICUCHACTO) MOXKe Aa ¢ NOKA3ATE) 38 AKHBOTO3ACTPALIABAII, ¢ BHIMOMKCH
darasien HIXOA, KOJIAT, MPEAM3BHKAH OT aHTROMOTHKA, KOoMTO Hanara He3abaBHO JeueHHe (BX. TOWKa
4.8). Ilpu raxuBa cryqan JeuenmeTo ¢ uunpoduiokcaimn Tpa6aa Hezabasno aa Gnae npexpaTeHo W a4
ce 3anoyne noaxoamua repanus. IlpunaraseTo HA AHTHTIOPHCTAITHYHY MCAHKAMEHTH €

Hua cwﬁmem 3a xpncmypm, CRBHP3aHA C M3TIO3BARETO Ha mHnpoduiokcanun (8.

IlammenTyTe, NOMY9ABAITH HUIpoduIoKcalyH, TpE6Ba 1a Gsnarnoﬁpe XHAPATHPAHH.
Ia ce mbarea npexancHoO ANKATHIMpaHe Haypmm.
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ummo(bnoxcamﬂurmma cTeneH ce excxpempa HeTmpoMeHeH upes Ox0pewmre. l'IpH NAIMEHTH ¢
aapymmﬁsﬁpem@ymmeueoﬁxomawmmmxm KAKTO € OIHCAHO B TOYUKA
4.2, 3a na ce w3berne nOBHINEHA qmmmmmmmmmmmmm

KyMyJIHpane Ha IHMIpodoKcanuH.

Hua c'boﬁme 3a cnytmu H& ePHOAPOOHE HEKPO3a H XKHBOTOIACTPAIIABAINA YepHOAPOGHA
Henocmqnmnpnmmcmmpoqmoxcamm(m Touka 4.8). Jlewermero Tpabra na 6nae
NPEKPATCHO IPH NOABA HA KAKBUTO W Aa 6o cmmmunﬂaqepmnpoﬁﬂumﬁumane(m

ampemna,mrep nummﬁpﬁmmﬁomnoﬁnmmma)

HPH naunem c netl)mm'r HA rmnmao-ﬁwamexnnpmum NP NPHIAraHe Ha WHIIPOQUIOKCAIHH
ce cpofimara 3a xeMonuTHIHH peaxuuH. Lunpodnokcaims Tpabsa ga ce H364TBa PH TE3H NAIHEHTH,
OCBEH aKO NOTeHHHANHATA T10J13a [TpeBMINaBa BpaMoxkHus pHck. [loreHuuantara nogsea Ha
XEMOIATHHHE peaxims Tpabna 1a ce MOHUTOpHpA. |

Pesucmernmyocm
" o ppeMe 1AM clie]l KYPCA Ha JIedeHME ¢ LMMPOIOKCAIIAH MOXKE Jja C& H3OIHPaT GakTephH, KOATo
nnmpmmmmnummp@nommmmﬁﬁmmmcympm@m
Puck OT pa3BHTHE Ra WHNPOGIIOKCAILHH-PE3UCTEHTHH GAKTEPHH CHIIOCTBYBA ITPH YAWDKABAHE HA
npemmmmnnmwmmmmmmm@mﬂmm@mmmmm
StaphylococmnPseudomm

Livmoxpom P450

Lismpodnoxcauws naxubupa CYP1A2. EAHOBpeMEHHOTO NPAIOKEHHE HA OEIPOJUIOKCALIH C
NIEKAPCTBEHH BCINOCTDA, KOHTO Ce METaGOIHIHPAT OF TO3M €H3MM (HAUP. TeOQHIHH, KIO3aIHH,
ONIAH3ANKH, PONMHHPOJ], TH3AHHIHH, XYJIOKCCTHH, ArOMEJIGTHH) MOKe i3 IOBE/e 10 MOBHINIABAHC Ha
[UIA3MEHHTe HM KOHIHTpaimH. E/HOBPEMEHHOTO NpiiaraHe Ha LHITPOQUIOKCAIIHE ¥ TH3AHHIHMH ¢
nporuponoxasaxo. I1o Ta3n MpUYHHA NAIMEHTHTE, NPHEMAINH TAKMBA BELIECTBA ¢/IHOBPEMEHHO C
munIpodIoxcalyH, TpsGea fa 6hAaT BHHMATEHO MOHMTOPHPAHH 38 KITHHHYIHH CHMITTOMH Ha
MpeNOsHpPAHE B MOKe A C& HAIOKH ONpPEHe/ITHE HA IUIA3MEHNTE MM KOHLICHTPALHK (Hanp. Ha

- reodpumn) (8. Touxa 4.5). ExHoBpeMeHHOTO NpHiaraHe Ha LANPOQUIOKCALHH H THIAHHIHH €

IPOTHBONIOKASHO,
He ce npenopsusa eAHOBPEMEHHO MPHJIAraHe Ha HNPOQIOKCAIAH H METOTPEKCAT (BXK. TOUKA 4.5).

Ammcrra in v:tro HA umpomomauun cpemy Mycobacterium tuberculosis Moxe 1a nosene 1o
GanMBO-OTPHIATEIHY MHKPOOHOIOrHIHH peaym H8 NpoOH OT MAIMEHTH, KOMTO MOHACTOALIEM
NPHEMAT mmpoqmoncamm

llomomwnu setyecmea
Jlaxmosa '

[TanueHT!H C pEAKH HACICACTBCHH NpoGaeMH HA HeMOHOCHMOCT KbM MAAKTO3a, ITh/IeH NAKTAEeH
neHLMT WK MTOK030-ranakTo3Ha ManabeopOuma He TpIGBA 18 NMPHEMAT TOBA JICKAPCTBO.

7ia ce KaKe, 4e MPAKTHYECKH HE ChXbPKa HAaTpHii.
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4.5 BaaumojaelicTBHE ¢ APYIE JEKAPCTEEHH NPOAYKTH B ApYra GopME HA B3aRMoaelicTBHE

Brusrue n e med € n OKC :

I.lvmpodmoncamm, no.noﬁm Ha npyrm‘e cbnyopoxnnunomt, mﬂﬁaa i CE M3MOJI3BA ¢ MOBHIICHO
BHHMAHME NIPH NALMEHTH, IPHEMAIIH TEKAPCTBA, 38 KOMTO € H3BECTHO, U¢ yARDkapaT QT uHTepBana
(manpamMep knac Ia 1 11 aRTRAPHTMHILM, TPHIHKITHYHH AHTHIGIPECAHTH, MAKPOIH/H,

- QHTMIICHXOTHIIN) (BX. TOuKa 4.4).

mm HA Xelamnuu KoMniexcu

MHOTOBAJICHTHHTE KATHOH-ChILPIKALIM JIEKAPCTBA H MEHepAIHUTE AoGasku (Hanp. Kammi,
Marnesuti, amymMuHu, xeéna3o), dochar-cppp3BamMTe NOJIHMEPH (HAHD. CeBeaMep WM JIRHTaHOB
kapGoHaT), Cykpai(aT WiH aHTHALMIAHN CPeACTBa, CLIHO OydepHpature nexapcTea (Hanp. TabaeTkH
AMAAHO3HH), KOMTO ChABPKAT MarHe3u, amyMuHHN WM Kanuuit HaManaeaT pe3opObuuaTa Ha

 MIIPOQIOKCAIMH NTPH €AHOBPEMEHHO NEPOPATHO NpHcKeHHe. 1o TasH MPHUHHA WHITPOQIOKCALIMH
Tps6Ba Aa ce npuara Wi 1-2 4aca Npejin WIH NOHe 4 yaca C/IeH TE3H OPOAYKTH.
Tosa orpasHyeHHe He C€ OTHACH 38 AHTHALIMIHM CPEACTBA OT Ipynara Ha Hz-peuenrropuure 6n01tepn

Xpana u mMagunu npooyxmu |
KammsT, cChIbPKAIL C¢ B XPAHATE, He NMOBJIMABa 3HAYHMO pesopOiumara. Heobxomnmo e aa ce
1m364rBa eTHOBPEMEHHHAT MPHEM CAMO HA MJICIHH NPOAYKTH HIH 000TareHH ¢ MHHCPATE HAITMTKH

(Hanp. NPSCHO MIAKO, KHCENo MISKO, oborared ¢ kanmmii NOPTOKANOB COK) 38€HO C
UHITPOGIIOKCALIHH, 381I0TO T€ MOTAT JIa HAMANAT Pe3opOHHuATa Ha LHITPOIOKCALMH.

Ipobeneyud

TpoGenewuns nonmusea GE6peunaTa ceKpelHa Ha WATIPOGIOKCALMH. Emmapeuemm'ro MpHJIaraHe Ha
npobenea B HHNPOQIOKCALMH BOAH A0 MOBHIIABAHE HA MUIA3MEHHMTE KOHLICHTpaLlHK Ha

IHIpOgIOKCALMH.
Memoxnonpamuo .
MeToxnonpamuy yckopasa abcopOimaTa Ha LHIpoduIoKCaLHH (MepopamHO) KOSTO ChKpamasa

BPEMeTO 32 JIOCTHI'aHE Ha MAKCHMAJTHA I1a3MeHa KoHleHTpalms. He ce Habmonasa edexr BBpXy
OHOHANMHMYHOCTTA HA LHIIPOPIOKCAIIHH.

Omenpazon

EqHOBPEMEHHOTO NPWIOKCHHE HA wnmoclw.noucaunn H OMENPa3oJi ChABPKAIH MPOAYKTH cnabo
noHwxkaBa cToiHocTHTE Ha Copx H AUC Ha LHIIPOIIOKCAIMH.

Tuzanuoun -

TuanuguH He TpAOBa Jia Ce NPHNAra eAHOBPEMEHHO ¢ HMIPOQIIOKCALIMH (BXK. TOUKA 4. 3) B
KTMHMYHO MPOYYBAHE BLPXY 3ApaBH J0GPOBOJIM € YCTAHOBEHO NIOBHILABAHE HA Na3MEHATA
KOHIIGHTPAL{HA HA TH3aHHAHH (NoBHIDaBaHE HA Cmax: 7 IThTH, HHTEPBAL: 4 10 21 ITHTH; yBE/IHYABAHE
na AUC: 10 1o, uurepsan 6 210 24 TbTH) NpH e XHOBPEMEHHO NMPAJIATAHE ¢ LUIIPO¢IIOKCALHH.
[TorumeHaTa IU1a3MEHa KOHIECHTpAUHA Ha TH3aHHAHH € CAHP3aHa ChC 3aCHICH XHITOTEH3HBEH K
cenaTHBEH eeKT.

Memompexcam
buOpeunuaT TyOyneH jrpaﬂcnop'r HA METOTpeKcaT Moxe ja Ob/ie MOTHCHAT NPH CAHOBPEMEHHO

HA METOTPEKCAT H NOBHIICH pncx OT TOKCHYHH PeaKkLiy, cn'bpamm C METOTPEKCHT.
MINON3BaHe He ¢e NpenopniBa (BK. Touka 4.4).
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Teopunun

ExHOBpeMeHHOTO MpriaraHe Ha MMNPpoGIOKCAHH ¥ TCOPWIHH MOXe Jia 10Beie IO HEeXeNaHo
NOBHINABAHE HA IUTA3MEHATA KOHLEHTPAIdA Ha TeodHIHH U A0 IMOABa HA He)KeNaHH POaKItHH,
CBBP3aHH ¢ TEO(UIHH, KATO B PEAKH CIy4daH € Bb3MOKHO T€3H HEACIIaHM PCakiMK fa ca
XKHBOTO3aCTpamasamy win paranum. [To Bpeme Ha efHOBpeMEHHATa ynoTpeba niasMeHUTe
KOHIEHTpalMH HA TeodHTHH TPAGEa A8 ce MPOBEPABAT H 8KO € HeobGXO0MMMO N03aTa Aa Ce peayLHpa
(BX. TOUKa 4.4). :

HpH ennnnpemenno npmarane Ha IUIIPOJIIOKCALIMH K Kodmm WIH MEeHTOKCHWIHH
(oxcureHTHOWIME) MMa CHOOIMEHNS 38 NOBUIICHH IJIA3MEHN KOHIICHIDALIMM Ha Te3H KCAHTHHOBH

npou:smmm.

E/mmoBpeMeHHOTO NMpAiiaraHe Ha HNpoquIokcaliH M GeHHTOHH MOXE /ia IoBeJie A0 NOBHINCHH HIH

NOHWXEHH [U1a3MEeHH KOHIISHTPAUMH Ha DEHHTOMH, NIOPA/IH KOETO CE Npenopsisa MOHHTOPHPAHE Ha
NeKAPCTBEHUTE KOHLICHTPALMH. |

- Lwxnocnopuy

[Tpu emHOBPEMEHHO MPHEMAHE Ha LMITPOQUIOKCAILIHH ¢ LMKIOCTIOPHH CHIbPKALINH NPOXYKTH CE&
HaGmonasa MPeXo/HO NOBHIIABAHE HA KOHIICHTPALIMHTE HA KPCATHHHH B CepyMa. I1pH Te3u NALMEHTH
e HeoOXOHMO CepyMHETE KOHLIEHTPALMH HA KPEATHHHH Aa Ce MPOCIIeASBAT Y6CTO (ABa ITHTH
CeaMHIHO).

Anmazonucmu na sumamun K

EqHoBpeMeHHOTO NPANAraHe Ha LMMPOdUIOKCALMH ¢ AHTAIOHMCTH HA BUTaMiH K Moxe 18 xoseae 10
NOBHINIABAHE HA AHTHKOArYNaHTHHTE My edekTH. PHCKBT MOXE 21a BAPHPA B 38BHCHMOCT OT |
OCHOBHOTO 3a00JABaHEe, BE3PAacTTa B 00mua cTary¢ Ha NAIHEHTA, TAKA Y€ MPHHOCHT HA
duryopoxHHONIOHKTE 3a yBeniapaHe Ha INR (MexayHapoleH npoTpoMOHHOB MHIEKC) € TPYAHO /8 ce
ouerd. [Ipenoppupa ce yecro MoRuTOpHpaHe Ha INR mo BpeMe H 3a KpaTKO HENOCPEACTBEHO ClIER
eAHOBPEMEHHOTO TIpHJIaraHe Ha IMNPO(IOKCALMH ¢ AHTATOHMCTH HA BUTAMHH K (Hanp BapgapuH,

ALICHOKYMAapO, cbempmcyuon WIH QITYMHAMOH).

Lnubenxnamuo

B OTeNHM CIIy9an eTHOBPEMEHHOTO MPHICKCHHE HA LIMIIPOQUIOKCAIHH H rHGeHKnaMmIA -
ChABPKALIM MPOAYKTH MOXKE A8 MOTEHIHpa TeHCTBHETO Ha INTHOCHKIAMMY H 1a IOBEJIE A0
XHTTOTNIHKOCMMHA.

Lynoxcemun |

B xJMHWYHH NPOYYIBaHHA € JOKA3aHO, Y€ CAHOBPEMECHHOTO NMPHIAraHe Ha JYJIOKCCTHH ¢ MOIIIHH
uxuburopn Ha CYP450 1A2 u3oeH3HMa, KATO (UTYBOKCAMHH MOXE JIa ZOBEAE N0 MOBHILIABAHE HA
AUC 3 Cnu Ha QurypoxcamuH. Benpexn, ue HAMA HAUTHYHH IBHHH 38 BB3MOXKHO B3aHMOJICHCTBHE C
IIIPOGIOKCAIHH nonoGHN eheKTH MOTaT Jia c€ OYAKBAT NIPH eJHOBPEMEHHOTO MM NIPHIOXKEHHe (BiK.
TOuKa 4.4).

Ponunupon
JlaHHUTe OT KIIHHHYHO NPOYYBaHe MOKA?BAT, Y€ eHOBPEMEHHOTO NpHIarale Ha POIHHAPON U
mHpodIOKCAH, YMepeH HHXuOHTOp Ha u3ocH3uMa CYP450 1A2 oy 10 noHinaBaHe HA Cmax B

AUC na pormamspoi cpoTBeTHO ¢ 60% 1 84%. Ilpenoprusa ce MORMTOpHpaAHE HA HEXCIIAHHTE

PCaKIMH, CBHP3AHH ¢ POIMHHMPOJ M KOPHIHPaHe Ha JI038TA M0 BpeME H HETIOCPEACTBCHO CJICA
eIHOBPEMEHHOTO MpRIaraHe ¢ uMnpoduoxcaiH (BK. Touka 4.4). .

Juodoxaun
Tph 3xpaB# A0GPOBONLH € YCTAHOBEHO, Y€ HOBPEMEHHOTO NPHIIOHKEHHE Ha JIH0 ' \
IPOAYKTH ¢ WHMPOdNIOKCALMH, yMepeH HHXHOHTOp Ha m3oensaMa CYP450 1A2 Bo gofﬂonméme ; 21

Ha KITMPBHCA HA HHTPABEHO3HO MPHIOKEHRS molmm ¢ 22%. JleuenueTo ¢ MO0 % noﬂeceno >
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noGpe, HO BE3MOMKHO B3aHMOAEHCTBHE ¢ LMIPOIOKCAIIMH, CBBP3AHO ¢ NOABA HA HEXKENTaH
JIEKAPCTBEHH PeakUHH MOXeE Ja ce Habmoaasa Mpy eTHOBPEMCHHOTO HM NMPHIIOKEHHE.

Cnen eqHOBpeMeHHO Npuiarane Ha 250 mg munpodiokcatHH ¢ KIO3aHH B MPOXWDKEHHE HA 7 THH,
[UTA3MEHHTE KOHIICHTPALMH Ha KIO3AMMH ¥ N-Ie3MEeTHNKNO3ANHH C€ MOBHINABAT CHOTBETHO C 29% n
31%. TIpenops4Ba c€ KIHHHIHO MPOCIEASBaHe H ChOTBETHO KOPHIHpaHe HA JI034Ta HA KIIO3AIMHH 1o

BpeMe H HENOCPEACTBEHO Cle/l €JHOBPEMEHHOTO MPHAraHe ¢ HHIpoduioxcaH (BX. ToIka 4.4).

Cupdenadpun

ITpu 3apasH JOGPOBONIM Cliejl IEPOPAIHO IPHJIAraHE HA 1038 0T 50 mg CHIICHADHN eNHOBPEMEHHO

¢ 500 mg munpodnoxcauyH Cosx # AUC Ha crnieHad AN ce MOBHINABAT MPHGIHIHTENHO ABYKPATHO.
WanucpareTo Ha cuaeHadmn saeano ¢ IIpoduIoKCcalH H3HCKBA BHHMAaHHE M NPELICHKa Ha
CHOTHOIIEHMETO NOJI34/PHCK. .

Azomeramun

B KIMHHYHM HPOYYBAHHS € YCTRHOBEHO, He ()TyBOKCAMHH, KATO CH/IeH HHXUOHTOP Ha H30eH3HMA
- CYP450 1A2, nogueprano HHXnOHpa MeTaboMM3Ma Ha aroMEJIaTHH, KOeTo BoaM X0 60-kpaTHO
NOBMIZARAHE HA KCIIO3MIMETA HA ArOMEIATHH. Benpexy, %e HAMA HATMIHHA KNHHWYHH AAHHH 38
BBLIMONCHO B3auMoelicTBHe ¢ IMIpodoKcaiH, KoHTo e yMepeH HHxuOHTOp Ha CYP450 1A2,
nofoGHK edeKTi MOTaT J1a ¢ OYAKBAT NPH ¢IHOBPEMEHHO NpHiIoKeHHe (BK. "Linroxpom P450“

TouKA CrieLMaH| MpeAYTIPERKICHU | NPEANa3HH MEpKH NIpH ynorpeﬁa)

Jomnudem
EnpospeMeHHOTO NPHIOKEHHE ¢ IMIPOgUIOKCALMH MOXKe A MIOBHIIH KOHISHTPAIHMHTE Ha 30JHITHACM

B KPBBTA M ¢IHOBpeMEHHATa ynoTpeba He ce npenopbysa.

4.6 QepraamreT, OpeMennOCcT H KBEPMEHE

BpeMeHHOCT

Hamaasure NaHHH 38 NPWIATAHETO Ha LMIPO(UIOKCALMH ITpH OpeMeHHH KeHHM He NOKA3BAT
MaopMaLHe HIH $ETo/HeOHATANTHA TOKCHIHOCT Ha lmpodnokcaum, [IpoydBaHNATA MPH KHBOTHH
" He MOKA3BAT AMPEKTHH WIH HHAHPEKTHH YBpEX Ay e(peKTH N0 OTHOUEHHE Ha PEMpPOIYKTHBHATA
TOKCHUHOCT. [IpH MpriaraHeTo Ha XHHONOHH NPH XHBOTHH I10 BpéMe HA IPEHATATHOTO HM Pa3BUTHE
H B IOBCHIJIHA BB3PAcT ca HAbMmoaaBaHu edeKTH BPbpXy He3peIHa XPYII/, OPALH KOSTO He MOXKe Ja
Ce M3K/IOYH BE3MOXHOCTTA JIEKAPCTBOTO Ad NPHIHHH YBPCHAAHNA HA CTABHAA XPYIAN Ha

wiona/eryca npH xopa (exk. Touka 5.3).
Kato npeanaszHa MApKa e 3a MPEeANoIMTaHe Jia ce H30ATRa HINOM3IBAHETO Ha LMITPOGIOKCALWH no

BpeMe Ha OpeMeHHOCT.

Kspuepe | |
[TumpodnoxcaipH ce ekckperupa B KbpMarta. [Topaay NOTEHIMATHHAT PHCK OT YBpeXKiaHe Ha
CTABHHUA XPYIILLT LMIpodioKkcalH He TpAGBRa 1a ce H3MON3Ba NO BpEMe Ha KbpMEHe.

4.7 Edextn Bupxy cnocofEocTTa 32 moPupae B paboTa ¢ MAIINHE

Iopaay HEBPONOTHYHKTE CH edeKTH IMNPOGIOKCALMH MOJXKeE Ja NOB/IHSe BPEMETO 3a peakips. 1o
Ta3H NpHUMHA cIOcoBGHOCTTA 3a modupaHe U paGoTa ¢ MAIIMHH MOKe Ja € HapyIleHa.

48 Hexeaans JEKAPCTBCHE PEAKIHH

Io-pony ca npe,umaenn naanute 3a HJIP Ha 1unpoquioKCalHH OT KITHHUYHHTE
NOCTMAPKETHHIOBOTO HAO/HONCHNHE (TIEpOPATHA, HHTPABEHO3HA H CEKBCHLHAIHA _
NOJPEXCHH MO YEeCTOTa. AHAIMIHT HAa JeCTOTATA BINOYBA AAHHHTE 33 MEPOPATHO H WHT

NPWIOKEHHE HA ITPOJIIOKRCALMH.
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YecTOTaTa HA HEKENAHHTE POAKIHH e KIaCHOHIHPaHA KAaKTo Che/Ba: MHOro Yectd (> 1/10), gectu (2 -
1/100 o <1/10), vevectu = 1/1 000 go <1/100), peaxu (=1/10 000 no <1/1000), muoro peaku (<1/10
000), ¢ HeM3BEeCTHA 4ecTOTa (OT HATMMHITE JaHHK He MOXKe /ia 6b/e HanpaBeHA OLIEHKA).

Cacremo- I Yeetn | HeuecTn I Penxn MHuoro peaxs C nenspecTES |
NAHEM KJISCORBE - L - 9ecTOTS
Hadexuns n MEBXOTHIHH |
AEdeCTALHA - | cyneprBdexiim | ]
Hapyimenns ua EosaHOHMA JlepxoneHnn XeMOMHTHIHA
KPpLBTAHE j AneMus aHeMBA r |
| namdpuaTa | HeyTponenns | ArpanynomaTo3a |
| cHCTEMS | Jlesxoumrosa [MaHAETOTICHHN
TpoMGoumTonesss | (xHBOTO3ACTpALIA-
Tpombonmremun BAIIA) -
[ToTHCKaHRE Ha
KOCTHMSE MO3BK
.| (xmBOTO3BCTpAmA-
l Hapyimepng Ha | T AneprauHa ARadunaxTHIAA 1
I AMYHHATS | l peakius I peaxipms i
cHeTEMS AJepradeH OTOK AsadrnakTHICH
| [aRrROCACM 1103 3
(xmBoTO-
3aCTpamasam) (Bx
TOUKR 4.4)
Peaxumn,
HanoA00ABamy
_ . cepymua Gonect
I—Hapymem HA T
| CHAOKPHHHATS
CHCTEMA
‘ Hapymenus Ha AHOpEeKCHA XBnepriukeMus
meTaOOIRIMA K XHNOrTHKOMHS
XPABCHETO (Bx. Touxa 4.4)
IcHXHYHA 5 ITcuxoMOTOpHA O6GbpxanoCT B [cHxOTHIHH
Rapymenas” XHICPAKTHBHOCT | J€30pHCHTALNAS peaxiie (BX. TOYKA | XHIIOMAHHSA
| /an30yna Peakuud Ha 4.4) (BL3MOXHO €
| GezmoxolBcTso I8 KyIMEHADPA B
ITaTonormyHe CYHIIMIHH
| comemma  Maew/NOBeNieHHE |
| Aenpecus | HNH CYHIHAHA
(BB3MOXHO € N4 OONTH H
| xynmuumnpa B H3BBPIIBAHE HA
CYHIMABH camoybuiicTpO) .
' HIeH/TIORC ACHHE (BX. TouKa 4.4)
* HIH CYMILHITHH
ONUTH H '
H3BBPIIBAHE
| caMoyOuiicTso)
(Bx. TouKR 4.4)
_ XATONHHAITHHA

NOOT -
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Hapymrenus Ba
ouure*

I

yXO0TO B |

HapymeHHs HA
‘ nabuparra®
Crpacunn

HRpymieHng**

HevecTs Peaxn Msuoro peaxn [C mmﬁa
—_— ' ' . juecyOTR |

I'nasobonne INapa-u qusecresus | Marpesa Tlepndepua
3aMasHOCT XHIOCCTE3HA HapymeHa HEBPONATHA
Hapymenns Ha Tpemop KOOpAHHAIMAN (8. TOUKA
ChHS I'upuose (BN Hapymesa noxoaxa | 4.4)
HapymeHna Ha CTATYC Hapyuteso

BKyca emaaenTExyc) (px. | obonsume




*Crobmiassa c¢ 38 MHOTO PEIKH CJIYYAH Ha NMPOXLDKHTENTHH (10 MECSM WIM NOXUHH),
anmmmowwnmmwpmmmmmmo

_ HOHSKOTa MHOTO CHCTEMO-OPTaHHH K/ISCOBC H CETHBA (BIVIIOTHTENHO PCAKLIMH KATO TCH/AHHHT,
paskbCeBAHE HA CYXOXKIUIHE, ApTpanrns, 6o/ka B KpaliiHHUMTE, HAPYIICHHE HA IIOXOAKATA, HOEPOT]
Wcmmﬂﬂemwmncmmcmm(mo e

HA CHHA, TPEBOKHOCT, IPHUCTHITH Ha NAHWKA, AONPecH] H MHCITH 38 CAMOYOHHCTRO), HaiyL

nmmaxomwmpmmuynmmmmwm,mcauoﬁomem)
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ynorpe6aTa Ha XHHONOHH H QUIyOPOXHHOJIOHH, B HAKOH CIyYaH, He3aBHCHMO OT Beue
ChINECTBYBAIHTE PHCKOBH (akTopu (Bxk. Touka 4.4).

**T[py NalHEHTHTE, MPHEMAITH (ITyOPOXHHOIOHH, Ca CHOOHICHH CITy4aH Ha AHEBPHIMA H JHCEKALMA
Ha 80pPTATA, HOHAKOTa YCJIOKHEHH MOPAJH pajkbeBaHe (BITIOUHTE/THO C JIETATEH H3X0/1) H
PerypruTalus/HeAOCTATEYHOCT Ha HAKOH OT CHPACUHMTE KIIalmM (BXK. TOYKA 4.4).

Heduampuyna nonyrayus
IIpencrapeHaTa MO-rope 4ecTOTa Ha apTponaTHs (apTpainrus, APTPUT) CE OTHACA 34 AAHHWTE 11O
npoyuBaHHs MpH 813pacTHH. IIpH fena apTponaTusTa ce cpellla 9eCTo (BIK TOUKA 4.4).

Cwﬁmaaaﬂm Ha nonoanpmm HEXeNaHu pealcuml ced paspelnasaHe 3a yrnorpeba Ha ekapCcTBeHHA
APOAYKT € BakHO. ToBa N03BONABA Ja MPOAWDKA HaOMOACHHETO HA CLOTHOLIEHHETO NOI3a/PHUCK 38
REKAPCTBEHHA NMPOAYKT. OT MeIMIMHCKMTE CIIELHATHCTH €6 H3UCKBA Ja CROOMABAT BCAKA
NMOAO3HPAHA HEMEIAHA peaKius upe3 H3Ims/THUTeIHA areHIHs 110 JIEKAPCTBATE, ya. ,,Jamas Ipyes”
Ne 8, 1303 Codus, Ten.: 02 8903417, yebeaitr: www.bda.bg.

4.9 IlpenolmpaHe

Hma crobmenna 3a eTHHAYHE CJTYYaH Ha npepo3upaHe, Cnen npunarase Ha no3a ot 12 g ca .
chOOIICHH NEKM CHMITOMM HA HHTOKCHKaLma. OcTpo npenosupaHe ¢ 16 g 1prrpoduIoKCaliiH € JOBIO0

no octpa GpOpeyuHa HEJOCTATLYHOCT. -

CHMIITOMMTE Ha NPEAO3HpaHe BKTIOYMBAT: 3aMATHOCT, TPEMOD, rapoboiTHe, yMOpa, MPHNALLH,
XamoLMHALMH, 00BpKBaHe, abaoMuHaneH auckoMpopr, Onbpeuso u qepnonpoﬁno YBpekIaHe, KAKTO

H KPHCTATYPHSI H XeMAaTypHsl.

Wma crobmenns 3a obpatuMa 6p0peaHa TOKCHIHOCT.

QcBeH pyTHHHHTE MEpKHM, KaTO NPEAU3BHKBAHE HAa MOBPHIAHE, MOCISBAHO OT MPHEM Ha
MEJMIIMHCKH BBIIEH Ce Npenophysa MOHHTOpHpaHe Ha Onbpeanara QpyHKIHA, BRTIOYBAMO
onpeie/inHe Ha pH Ha YpHHATR M aKo ce Hanara, NOAKKC/IABAHE 3a MPOPHIAKTHKAE HA KPHCTATYPHA.
aumenTrTe TP6Ba a ca nobpe xuapaTHpatM. Kamumii # Marie3nii ChIapxaniHTe aHTHALMIH
TeOPETHIHO MOTAT Ja pexyuupat abcopOimara Ha LHIPOQIIOKCALHH NTPH NPEAC3HpaHe.

Camo Manko KosrgecTso IunpodaokcanuH (<10%) ce emiMHuHEpa ype3 XxeMoaIHanH3a UK
ACPHTOHEANIHA NHAJIH3A.

B ciryqaii Ha IPEIO3MPaHe ¢e MPOBEK/IA CHMITTOMATHYHO JIEYEHHE. 3aXBIDKHTENHO Ce uoumopnpa
EKT', nopam BE3MOXKHOCTTa 38 yAb/pkaBane Ha QT uHTepsana.

5. @OAPMAKOJOIrMYHH CBOUCTBA
5.1 OapMakoaEEaMHEYINH cpolicTBa

dapmakoTepanesTHYHA rpyna — dayopoxunononn, ATC xoa: JOIMAO2

IunpodnoxcaimH, KaTo (UIyOpOXHHOJIOHOBO AHTHOAKTEPHAIHO CPECTBO, OCHIIECTBABA
GaxreprupaHo AekcTBNE pe3 MHXHOMpaHe Ha ABaTa THIa Tonon3omepasa 11 (JIHK-rupasa) n
TononzoMepasa IV, HeoOXOMMMH 38 PEIVIMKALMATA, TPAHCKPHIIIMATA, PENapHpPaHETO H
pexomOuHaumMsra Ha Oaxrepuannara JTHK.

(Cmax) ¥ MAHHMATHATE HHXHOMpAA KoHUeHTpaImA (MUK) Ha wpmpodnokcarmh 3a 6
MATOreH ¥ CHOTHOMICHHETO MEXTY IUIOITA NOA KPHBATA rulameua KOHLICHTpaLHa/Bpeye £
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In vitro pesHCTEHTHOCT KbM mmpocbnoxcamm MOKe Ja One npuao0HTa MOeTANHO YPe3 TapreTHu
noxansn MyTaimi Ha JIHK-rupasa u ronousoMepasa IV, CreneHTa Ha KPBCTOCRHA PE3HCTEHTHOCT
MEKIY LHPOQIOKCAlHH H APYTH (TyOPOXHHOJIOHH B PE3YJITAT HA TOBA € BapHaObWiHa. EnpuywanmTe
 MYTAUMH MOTAT [ia He AOBEJIAaT A0 KIHHHYHE PEIHCTEHTHOCT, HO MHOXKECTBEHMTE MyTalMH

OOHKHOBEHO BOAST A0 KIHHHYHA PE3UCTEHTHOCT KM MHOTO HAM BCHYKH AKTHBHH BEIICCTBA OT TO3H
HenponyCKIHBOCT HA KJeThUHHTe MEMOpaHH H/HIH HAPYINEHA €QUIYKCHA NOMIIA HA aKTHBHATA
CBCTABKA 4 MEXAHHIMM HA PE3HCTEHTHOCT, KOHTO OKa3BaT BapHAOHIHH eeKTH BEPXY
YYBCTBHTETHOCTTE KEM (IyOpOXHHONOHH, 3aBHCEIIH OT QUBHKOXHMHYHHTE CBOHCTBA HA PASTHIHHTE
AKTMBHH CHCTABKH B TO3H KJ1ac ¥ apHHMTET HA TPAHCNOPTHHTE CHCTEMH KbM OTAC/IHHTE AKTHBHH
CHCTABKH. BCHUKY in vifro MeXaHH3MH Ha PE3SHCTEHTHOCT OOMKHOBEHO Ce HAGIIONABAT B KIIHHHYHHTE
w3onaTH. MexanwusMH Ha PE3HCTEHTHOCT, KOMTO HHAKTHBUPAT APYTH aHTHOHOTHINM, KATO HapyLIeHa
IPOIYCKIMBOCT Ha MemOpanuTe (decto npu Pseudomonas aeruginosa) v MEXAHH3MH Ha eQuIyke,
MOTST A MPOMEHAT YyBCTBHTEIHOCTTA KbM munpodnoxcamus. HMa crobmenrs 3a miasMua-

MEIUMpPAHA PESHCTEHTHOCT, KOAHPAHA 9pe3 qNr-reHH.

Tmmynammne xpmcpml 38 MIC (mlmmma mnmﬁnpama KOHUCHTPALHA) 32 HAMUTBAHE HA
qYBCTBHTEHOCTTA C& YCTaHOBeHH oT EBponelickis KOMMTET 32 Hic/ieBaHe Ha RHTHMMUKpOGHaTa
qynmmnnoc'r (EUCAST) 3a uemtbnoxcamm Hca mﬁpoeﬂn TYK:

DS NWW.eMma.curopa.Cu/aocuments/ o I-Hll IHI llli N l-'ljli' Il_{llul

breakpoints_en.xlsx

"PasnpocTpaHeHHRETO HA NPHROOHTATA PE3HCTEHTHOCT MOXKE JIa BApHpA criopea reorpackoTo -
Pa3NoO/oKeHHE H BB BPEMETO 38 ONPEACNCHH BHAOB® MHKPOOPTaHH3MH H € JKEJIATENHO 1A Ce .
H3MOVI3BAT JOKAIHATE JAHHH 38 PE3HCTEHTHOCTTa, 0OCOOEHO KOTaTo e IEKYBAT TeXKH HHpEeKIMH, AKO
e HeoGxoaumo, TpEbBa J1a ce NOTHPCH EKCIIEPTHO CTAHOBMINLE B CITyYaHTe, KOTATO Pa3sMPOCTPAHCHHETO
HA JIOKATHATA PE3HCTEHTHOCT € TRKABA, Y€ CE NOCTABA NOA BHIIPOC MPANIOKHMOCTTA Ha CPEACTBOTO

' IpH HAKOM BH/I0Be HHGCKUMM.

I'pynmpaxe Ha peCBAHTHHTE BUAOBE MHKPOOPIraHH3MM B 3aBHCHMOCT OT MYBCTBHTE/THOCTTA MM KbM
HIpoduIoKcalHH: (38 Streptococcus spp. BX. TOUKa 4.4).

Aeramnm s_np
Brucella spp.
Citrobacter koseri
Francisella tularensis
Haemophilus ducreyi
Haemophilius influenzae®
Legionella spp. |
| Moraxella catarrhalis*
| Neisseria meningitidis
Pasteurella spp.
Salmonella spp.*
Shigella spp.*

Vibrio spp.

ChIaMydxa trachomatis (s)
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[—hfamydm pneumoniae($) o o o -
Mycoplasma hominis($) |

Mycoplasma pneumoniae($)
MBEKPOOPT AHRM3MH, I[IPH KOHUTO NIPAAOEHTATA anc'mmm MO?KEJ

.Swphyloc;m_wwz _ -

Acmetabacter baumnnu+
Burkholderia cepacia+* | |
Campylobacter spp. +* F
Citrobacter freundii*
Enterobacter acrogenes
Enterobacter cloacae®
|'Escherichia coli*
Klebsiella oxytoca
Klebsiella pneumoniae® -
Morganella morganii* | l
| Neisseria gonorrhoeae™ | i
Proteus mirabilis*

Pseudomonas aeruginosa™
| Pseudomonas fluorescens
Serratia marcescens®

Peptastreptococcus Spp.
Propioni bactenum acnes

| Acunonwces

.Limriamno_cz_aeﬂ_ R - - ]

Mycoplasma gemtahum

Ureaplasma urealitycum_ L

* KnmusaHaTa ec[mmcﬂoc'r € nomana 38 qynmmemmc W30JI8TH NpH nnoﬁpem

KJIMHMYHH NTOKA3aHNA

+ YecToTa Ha Pe3HCTEHTHOCT > 50% B e/ina WK noseve cTpaHu-wieHkH Ha EC

($): EcrecTpena HHTEpMeIMEpHa YYBCTBUTEIHOCT IPH OTCHCTBHE HA NMPHAOOHTH MEXaHH3MH Ha

PE3NCTEHTHOCT

(1): MpoyuBaHHATA Ca NPOBEACHH NPH EKCIICPHMEHTANHO MPeAM3BHKAHH mnbemu npH

*HBOTHH Upe3 HHXAIHpaHe Ha cniopH Ha Bacillus anthracis; Te3H MPOyIB8HHA NMOKA3BAT, 1C

3aIIOYBAHETO HA AHTHOHOTHYHOTO JIeYeHHMe CKOPO CICA eKCMO3HIMATAE NPEIIA3Ba OT MOSBATA-HA

3afonsBaHeTo, aKO0 NeYeHHETO € GHI0 HACOYCHO KbM HaMalsBaHe 6pos Ha CTIopHTe B :

opraHi3Ma noJ HHGeKIHo3HATa Ao3a. [IpenopbaBaHOTO HINON3BAKE PH XOPA C& OCHOBARE

MpeAMMHO HA in Vitro YyBCTBHTETHOCTTA H HA €KCTICPHMCHTAIHHTE NAHHH IIPH XKHBOTHH

386[HO C OrPAHHYICHHTE JAHHH NpH Xopa. [IpHeMa ce, 3¢ NpH BE3PACTHH JABYMECCTHHN

neveHie ¢ nepopaleH manpodnokcaiyH b 103a 500 mg 2 weTH HA ACH € eq)mceﬂ 3a\
YCATIASBARC OT AHTDARKCHAR HHOOCKLIIMA ITDH XOPE SKYBARIIUTE JICKADH T mm
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CNPABKA ¢ HALMOHAIHATES H/HIH MCXKXIYHAPOAHHTE KOHCEHCYCHH JOKYMCHTH IO OTHOIICHU®
JIGYCHHETO HA AHTPAKC. -

(2): MeTHII/IRH-PE3HCTEHTHHAT S. qurens MHOTO 96CTO €KCIIPeCHpa ¢JHOBPEeMOHHA
PE3HCTEHTHOCT KbM (UIyOPOXHHOJIOHH. YecToTaTa Ha PESHCTEHTHOCT KbM METHLWIMH € OKOJIO
| 20 no 50% cpex BeHMKM BAAOBE CTAPHIOKOKH H ¢ OOHKHOBEHO NMO-BHCOKA npH 3

5.2 ®apMaKOKNHCTHIHH cROHCTBA

Abcopbyus |

Crexn nepopanHo ApKIOKEHHE HA ¢IHOKPATHM Ao3H oT 250 mg, 500 mg u 750 mg Tabnerky,
uanpoduiokcaliH ce pesoplupa GHp30 U EKCTEH3MBHO B FOJIAMA CTENEH H OCHOBHO B TBHKOTO H€PBO,
KATO JOCTHTA MAKCHMAHH M1a3MEHH KOHIEHTpaumH cnen 1-2 saca. |

EnpoxpaTHHTe 2034 B HHTepBana 100-750 mg BOAAT A0 3ABHCHMH OT J038T8 MAKCHMAITHH IUIA3MEHH

KOHUCHTPAIMH (Crnax) MeXRy 0,56 1 3,7 mg/l. IInasMenTe KOHLECHTPALIAN HAPACTBAT

nponopimonanHo ¢ gosure a0 1000 mg.
AOcomorHara 6uoHanuIHOCT € okono 70 - 80%.

 YeraHoBeHO €, 4e fo3a ot 500 mg, npueMaHa NepopaiHO HA BCEKH 12 4aca, BOJH 0 IUIOLI NOX
KPMBATA IU1a3MeHa KoHueHTpauus/speMe (AUC), eKkBHBaJICHTHA HA Ta3H, MOTYYCHA Cen
uHTpaseHo3HA HHYy3un Ha 400 mg vmpodnokcaumy 3a 60 MHHYTH Ha BCeKH 12 vaca.

Pasnpedenenue |

CBbp3aBaHeTo Ha UHNPOGUIOKCALMH ¢ IVIA3MEHHTE NMPOTEHHH € HHCKO (20-30%). LumpodaokcaimH ce
HAMHDA B IUIA3MATA OCHOBHO B HelioHM3MpaHa GopMa H HMa IoJISM CTRIHOHAPEH 00eM Ha
panpeaenenne o1 2-3 Vkg renecHo Terio. LipnpoduokcanmH 10CTHIa BHCOKH KOHLICHTPAIHH B
PavIMUKH THKAHH, KATO ThKaHTa Ha Oesia Apob (Hanp. B GpOHXHATHHA CEKPET, A/IBOONAPHITE
maxpodari, GHONCHOHHKTE THKAHH), B CHHYCHTE, BH3NATHTETHHTE OrHMINg (BE3HKYJIapHA TEYHOCT OT
KAHTAPHIMC) H YPOTCHHTATHUA TPAKT (YPHHA, MPOCTATA, €HIOMETPHYM), KBAETO C€ JOCTHTAT oﬁmn
KOHREHTPALIMH, HAIBUIIABALIH Te3H B IUIA3MATA.

buomparncgopmayus -

YcTaHOBEHH ¢4 HHCKH KOHLICHTPAIMHE Ha SeTHPH MeTalbo/HTa, KOMTO ca HACHTHOHIMpaHH KaTo:
aesetwneHumnpodaokcamH (M1), cyndowmnpoduoxcaips (M2), okcoumnpodaoxcaids (M3) 1
dopmummmpodaokcaipas (M4). MeraGomarure npyumexaBaT aHTHMHKPOOHA aKTHBHOCT in-vitro, no-
cxaba or HenmpoMeHeHHS IUMpodutokcatmH. Ilurnpodiokcats € yMepeH HHXHOHTOp Ha

CYP 450 1A2 u30eH3IHMHTE.

Erumunupane

Llunpoduoxcali.ce eKCKpeTHpa A0 FojIMA CTeneH HenpoMeHeH npe3 6u6peware 1 B NO-Maka

cTerneH - upes dexamure. BpeMeTo Ha NOTy>KHBOT NpH JIKLA ¢ HopManHa Ge0peyna cbymmn e
npubmurenHo 4-7 uaca.

Excxpenns s unnpo@/IOKcanug (% OT A03aTa)

| Ilepopasno mpRoEeNHe
- Ypuna Oexann
Lpmpoduiokcaps 1447 1250 |
Merabomuaru (M1-M4) 11,3 7.5

BrOpevmmsT xmuprHCe € Mexay 180-300 ml/kg/h, a oOIUST TeNeCeH KIHPBHC € MEXIy
480-600 ml/kg/h. ILlunpodaokcaniH ce noaiara KakTo Ha IIIOMEpY.JIHA GRITpanud, Taka K He
TyOymia cexpenus, Texxure Hapymenua ra Gubpeunara GyHKIHA yARDKABAT BPEMETOMA ., « -+ 11U /.
TIOTYMHBOT HA MHNPOUIOKCaMH 1o 12 gaca. 7. S NN
HapruGpbpeaHusT mmpmcnalumpoqmoxcmcemmmnancﬂmmqpes IxTkintta C¢ v\
yepBara H MeTaGomusupane. Oxono l%arnmceexmcpempaqpeammﬂ kripaTa’
ANpoGIOKCALIHH € BEB BUCOKH KOHIICHTPALMH. ©
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(10 mg/kg 3 nsTH Ha ACH).

Crieq efHOYMACOBA HHTPABEOHO3Ha HHGy3uA Ha Ko3a oT 10 mg/kg npu lonenac'rmancnccme
6,1 mg/l (mrepnan 4,6 - 8,3 mg/l) npu nena Ha Bu3pact oA 1 roguna 1 7,2 mg/l (unTepsan 4,7 -
11,8 mg/l) npn Acua HA BEIPACT MEAY 1 u 5 romuen. CrofirocTre Ha AUC 38 CHOTBETHHTE

‘BB3PACTOBH  ca choreeTHO 17,4 mg/h/] (mHTepnan 11,8 — 320mg/hﬂ)3165mg/hﬂ(mrmpm
11,0 -23,8 mgh/l). .

Tmnmoﬁnmmmnrmnmmwmcboﬁwmnwmmnpnnpnmmmmm
no3n. INonynamsoHHHAT GapMAKOKHHOTHHECH AHATHS NPH NeJHATPHIHH NAKEHTH C PAIHIHH
- HHGeK1mE, MPOTHO3HPA CPEJIHO BpeNe Ha NOMyKHBOT OKONO 4-5 aaca W GHOHAMINHOCT HA
NepOPANHATA CYCIIeH3MA B rpamuuuTe Ha 50 xo 80%.

53 IpeAxTNmNINE AaEHE 32 Ge3onacHocT

HexmmMaHUTE AAHHN He NOKAa3BAT 0CO0EH PHCK 38 XOpaTa Ha-0a3a Ha KOHBEHLHOBAHHTE
H3MHTBAHHMA 38 TORCHYHOCT ClleJ @THOKPATHO H MHOTOKDATHO NPHJIAraHe, KAHIIEPOTreHeH NOTeHIHAT
HITH PETIPOAYKTHBHEA TOKCHUHOCT.

Ionobuo Ha MHOrO JPyTH XHHOJIOHH, mUnpoduIOKCalME ¢ GOTOTOKCHYEH NPH XKHBOTHH IIPH
K/THHHSHO PeJIcBAHTHH HHBA HA eKCIo3HIna. Jlamaire 3a GoToMyTarcHHOCT/(POTOKRHIIEPOTSHHOCT OT
eKCIIePHMEHTH TIPH KHBOTHR NOKa3eaT ciaab GoroMyTareHeH H GOTOTYMOPOToHEH e(eKT Ha
mHopodroKcamiH in vitro. EGeKTST € CHIIOCTABAM C TO3H HA IPYTH I'dpasHH HHXHGMTOPH.

KmoeMmomnpmrnpmmmnﬁmmWownpmaynmmem "
IONIEMHTE HOCEIIH CTAaBH TPH XXMBOTHH, HEJJOCTHIHAIH IOJIOBA 3pe/iocT. CTeNeHTa HA YBRpekKIAHe HA
XPYIRENa BapHpa CIIope/l Bh3PACTTA, XKUBOTHHCKHA BAJ H 038Ta; YBPEOXKIAHETO MOXKE NA € HAMATH
AKO CTABHTE HE ¢ HATORAPBAT. [IPOYYBAHANTS IPH NOJOBO CHIPE/H JKHBOTHH (IUILXOBE, KY4eTa) He
NOKA3BAT AAHHM 33 YBpexaaue ua xpymoutere. [Ipn Mnagu xydera ot nopoaa Sulirsy
tMITpo(IOKCAIIHH € AOBEJ A0 TEKKH MPOMEHH B CTABHTE NIPH NPHJIAraHe HA TEPANCBTHYHA RO3K B
'MPOXBDKEHHE HA 2 CEAMALH, KOUTO BCE Olie c¢ HalMORABAT H Cel 5 MeceLa. |

6. ®APMAIEBTHYHH JAHHH
6.1 Cnmcbk Hs NOMODIHETE BEIECTBA

Jlaxro3a Monomupﬁr
HaTpres HRINGCTOH IIHKONAT

MHKPOKpHCTANHA LEJTyI038

KononneH, 6€380A¢H CHIMLMER AMOKCH]

Tanx

Marsuesues creapar -

MmumvoBo noxparae (Onanpait II 85F 18422, G:JI, xuHomH AT E104, narent cun E131)

6.2 HeChBMECTEMOCTR

Henpunoxuamo
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6.3 Cpox ra roamocrt
3 rogHHK
64 CrnensajJnN YC/I0BHS HR CHIPAHCHRAS

Hla ce crxpanaBa NOx 25°C.

" ia ce chXpanaBa HA MACTO, HENOCTHITHO 33 JICIA.

6.5 BaaECLILPXANNE HA ONAKOBKATS

ITo 10 6pba punmupany Tabnetxu B GIHCTep OT NPo3patHo opatbkeso PVC/Al donwo.
1o 1 6mucTep B KAPTOHESHA KYTHS 32€/IHO ¢ IUCTOBKA.

6.6 - CoenEajIRK DpeRNAIHE MEPKE DpN HIXBLpANHE B pabora

HaMa crieIiHA/IHH H3INCKBAHMA.

7. IPATEKATERHA PASPENIEHHMETO 3A YIIOTPEEA

Tesa ®Oapma EAJ]
ya. ,,Jlioba Benmaaxosa® Ne 9, 1407 Coq)m

brarapus
8. HOMEP HA PAPEIIEHHETO 3A YIIOTPEEA
Per. Ne 20000294

9. IIATA HA IBPBO PABPEIIIABAHEIIIO,I[HOEEBAHE HA PABPEIIITO 3A
YHOTPEBA

JlaTa Ha ITBPBO paap_emnane: 08.06.2000 r.
- Jlara ua nocneano nogHorssaxe: 22.12.2010r.

"10. JIATA HA AKTYAJM3HPAHE HA TEKCTA




