3bUPEH U3BEIIITAJ 3A OCOBUHUTE HA JIEKOT

1. HME HA JIEKOT

®osemmg/Fovelid 250 mg wu 500 mg GpuaM-06I105keHH TabIETH

2. KBAJIMTATUBEH 1 KBAHTUTATHUBEH COCTAB

Enna tabnera compixu 250 mg wim 500 mg neBodiokcanus (Bo popMa Ha JeBO(IOKCAIMH
XEMUXUIPAT).

IToMOIIHY CYNICTaHIIMU CO MOTBPAEHO JIEjCTBO:
®osenupg 250 mg Tabneture coxpxar: 0,02 mg cancer xointa (E110).

®osenua 500 mg tabnerute conpxar: 0,038 mg cancer xonta (E110).

3a [eJIoCcHa JIMCcTa Ha MOMOIITHATE CYIICTAHIMK BHAETE I'o OejoT 6.1.

3. DAPMAIIEBTCKA ®OPMA
¥ dunM-0010XXeHu TabIeTH

®osenua 250 mg TabiaeTuTe ce PO30BU, HU3MOJDKEHH, OMKOHBEKCHH, (DUIM-OOJIOXKEHH CO
nenoeHa auHAja. TabneraTta MoXe 1a ce IOJIENH Ha JBa €IHAKBH JIeja.

®osenua 500 mg TabIeTUTe ce MOPTOKAIOBHU, H3I0JDKEHH, OUKOHBEKCHH, (PHIIM-06II0KEHH
co nenbena muauja. Tabnerara Moxe Ja ce MOENH Ha [Ba €IHAKBH JENA.

4. KJIHMHHUYKU OCOBEHOCTH

4.1 TepaneBTcKH HHIMKANUH

@oBenua € UHAMIMPAH Kaj BO3PAacHM 3a TPeTMaH Ha CledHUTe WH(EKIMU (BUAETE T'H
nenosute 4.4 u 5.1):

o AKyTeH NHeJIOHePUTUC U KOMIUIMKYBaHH HH(EKIMK Ha YPUHAPHHUOT TPAKT (BHIETE I'O
nenot 4.4).

o XpoHHYeH OaKTEPUCKHU MPOCTATUTHC.

J MuxananyoHeH aHTpakc: IOCTEKCIIO3WI[HOHA TNpoduiakca W KypaTHBHA Teparuja
(Bunere ro nmenot 4.4).

3a momynaseneHute uHopexnun Popenus Tpeba ga ce KQ pAC T ow.;.-; ce cMeTa JieKa €

3a TpE€TMaH Ha OBHE I/IH(I)CKLII/II/IZ

o aKyTeH OaKTepHUCKH CHHYCHTHC;

o aKyTHH er3anepOanuy Ha XpOHHYHA OIICTPYKTH] , BKIIy9yBajKu
o6ponxutuc, A\ FR wEEY

o IIHEBMOHUja CTEKHATa BO 3a€THHIIATA;

° KOMIUTHKYBaHU HH(EKIIUM HA KOXKATA U HA MEKHMTE TRHEE




° HEeKOMIUIMKYBaH [IUCTUTHC (BUAETE IO ACTIOT 4.4).

®oBeH, UCTO TaKa, MOXe J1a ce KOPHCTH 32 Ja Ce 3aBpIiii Tepanujara Kaj NalueHTH MITO

[IoKayKaye TIo00pyBamke BO TEKOT Ha II0YETHATa Tepalnja co MHTPABEHCKHU JIEBO(IIOKCATIUH.

[ToTpebHO € 1a ce 3eMaT IPEIBHUA o(HIMjaIHATE HACOKH 38 COO/IBETHA ymotpeba Ha
aHTHOAKTEPUCKUTE areHCH.

4.2 Jlo3upame M HAYHH Ha NPUMEHA

OuM-o6oxerrTe TabaeTn GoBENI Ce 3eMaaT eIHAII MM JBaNaTH HCBHO. Jlo3aTa 3aBHCH
0l THIIOT ¥ O] CEpUO3HOCTA HA uH(EKIHjaTa 1 O OCETIMBOCTA Ha MPETIOCTABCHAOT
npuuMHUTEN Ha GoecTa.

OumM-06I10KeHrTe TabIeTs POBENH, HCTO Taka, MOXKe 11a C& KOpHCTaT 32 11a ¢C 3aBpIIH
TepanujaTa Kaj MaMeHTH IITO MOKaxXale rono6pyBake BO TEKOT Ha IIOYETHATA Teparnyja co
wHTpaBeHcky eBodokcanyt. Co ores Ha OHOEKBUBAICHTHOCTA Ha TIAPEHTEPAIHUTE U Ha
opanHuTe GOPMH, MOXKE a C& KOPUCTH HCTaTa 11034.

ﬂosuga}be

3a nexor DOBETUI MOXKE JIa ce JaaT CIeHATE NPEIOPaKy 3a JO3Hparbe.
Jo3uparbe Kaj NaueHTH CO HOpMaIHa 6yOpexHa GyHKIHMja (KIMPEHC Ha KpeaTHHIH > 50

ml/min).

Nnaaukamnmja JlneBHa 1032 BpemeTrpaeme Ha
(60 3asucHocm 00 Tepanujara
meoicunama na 6onecma) (60 3asucrnocm 00
mesicuHama Ha
bonecma)
AxyTeH OaKTEpUCKH CHHYCHTHC 500 mg egHAaLl JHCBHO 10 — 14 nena
AXyTHU OaKTEpUCKH er3anepOanuy | 500 mg eqHaI THEBHO 7 — 10 nena

Ha XPOHUYHA OICTPYKTUBHA
6enoapobHa HoecT, BKILy4yBajKu

OPOHXUTHC
[THeBMOHHja CTEKHATA BO 500 mg exHam wi geanata |7 — 14 nena
3aeHUIIATA JTHEBHO
AxyTeH nuenoHeQpUTHC 500 mg eagHAall JHCBHO 7 — 10 nena
KoMmMKyBaHU ypUHapHU 500 mg enHaII JHEBHO 7 — 14 nena
pHbEKITUH
HexoMIUIMKyBaH IIHCTUTHC 250 mg exqHaIl JTHEBHO 3 nena
XpourndyeH 6aKTepUCKH 500 mg eqHALI THEBHO 28 neHa
IIPOCTaTUTHUC
KoMIIuKyBaHi HHQEKINHA Ha 500 mg eqHAII WK ABanaTd |7 — 14 nena
KOXKaTa U Ha Melggme,,;g&um\ JTHEBHO

oW ME A

fq% 500 mg exHam THEBHO 8 nenenu
Yu O




llocebnu nonynayuu
Hapywena 6ybopeoicna pynkyuja (knupenc na kpeamunun < 50mil/min)

Pesxxum Ha
A03Hpam-e

250 mg/24 4. 500 mg/24 4. 500 mg/12 4.

Kaupenc na
KPEATHHHHOT [#psa 0oza: 250 mg npea 0oza: 500 mg npea 0o3a. 500 mg

50 =20 ml/min  |romoa.: 125 mg/24 4.  |nomoa: 250 mg/24 u. nomoa: 250 mg/12 4.

19 — 10 ml/min  |jnomoa: 125 mg/48 4.  |nomoa: 125 mg/24 u. nomoa: 125 mg/12 4.

<10 ml/min
(BKIIyuyBajkH
XEMOJIHN3a U nomoa: 125 mg/48 4.  jnomoa: 125 mg/24 u. nomoa: 125 mg/24 .

KATTID)

T
He ce moTpeOHN TONIOTHUTEIHH HO3HU [0 XEMO/IHjajin3a WK [0 KOHTHHYHpaHa aMOyJIaHTHA
neputoHeanHa aujamusa (KATI).

Hapywena xenamanna ¢ynkyuja
He e norpe6Ho npucnocobyBame Ha f03aTa Guiejku 1eBOGIOKCAMHOT MHHAMAJIHO Ce
MeTaboNMMu3KMpa BO LIPHUOT AP0l U, TJIABHO, CE M3JIadyBa IIPeKy OyOpesure.

Illocmapa nonynayuja

He e morpe6uo mpucnocoOyBare Ha J03aTa Kaj [IOCTApUTE JIMIA, OCBEH Kaj OHHE Kaj
KOMINTO € 3acernara 0yopeskHaTa GpyHKIHja (BUAETE I'O JO3UPAHETO ITOrOPE U BUIAETE I'O
nenor 4.4 ,,TenAMHUTHC U pynTypa Ha TeTuBara“ u ,,IIpomoinkyBame Ha QT-
HHTEPBAJIOT ).

Ileoujampucka nonynayuja
@oBenu € KONTPaUHIUIMPAH Kaj Jena U Kaj aJoJIeCleHTH (BUaeTe ro aejotT 4.3).

Hauun Ha npuMmeHa

®unm-o610xennTe Tabnetu Gopenun Tpeba na ce mporonaTaar 6e3 ApoOEerme U CO JOBOJIHO
KOJIMYEeCTBO TeuHOCT. Twme Moxe nma Oupar mojefieHHM Ha JBa C€IHAKBH Jejia 3a JOa Ce
npucrnocobn no3ara. GuamM-o6oxkeHnTe TabIeTH MOXKE Jla Cce 3€MaaT 3a BpeMe Ha 06poLuTe
uii Mery obponure. @unm-oboxenute tabnern @osenuy Tpeba 1a ce 3eMaaT HajMalIKy JBa
Jaca MpeJT WK 110 JKEJIE3HU COJIH, COJIM Ha IUHK, aHTAIIIN KOHUIITO COAPXKAT MarHe3uyM HIIH
ATYMHUHAYM WM JUIAHO3UH (caMo (OPMYJH CO AWIAHO3MH KOHWIITO COMpPXKAT alyMHHHYM
WJIM MarHe3uyM Kako Oydepcku arenc) u cykpaidar, Ouaejka MoXke a J0je 10 HaMalyBambe
Ha afnicopnuyjara (BUIETe To AejoT 4.5).

4.3 KoHTpauHauKanmuu
®unm-00510KeHUTE TabIeTH JEeBOIIOKCAIUH HE CMearT Jia Ce KOPHUCTAT:

* Kaj IalMeHTH TPEOCETIMBH Ha JICBOGIOKCAIUH, HA IPYrd
eKCIMIIUEeHTH HaBeIeHH BO JeJIoT 6.1;
° Kaj HAllHEHTH CO EITHJIEIICH]a;

* Ka] HAIMEHTH CO HCTOpHja HAa HaApyllyBama Ha Te
(J1yOpOKHHOIIOH; ‘
* Kaj Jlela WId Kaj aJ{0JIECI[EHTH;
* 3a BpeMe Ha OpeMeHOCT;




o Kaj JKEeHH IITO JI0jaT.
4.4 TloceGuu mpeaynpeayBama H MEPKH HA NPETHA3IMBOCT

Vuorpebara Ha JEBO(PIOKCAIIMH Tpe6a na ce n30erHyBa Kaj MaleHTHTE LITO IPETXOHO
pMaJle CEprO3HU HECAKAHU PEAKIMH IPH ymoTpe6a Ha JIEKOBH LITO COAPIKAT KNHOIOHH MK

TyOpOKHHOTIOHH (BHIETE IO JCIOT 4.8).

HGKYBaH)CTO Ha OBUE IMAIlMCHTH CO JICBO(I)JIOKC&HI/IH MOJKe Jla c€ HHulpa caMo BO OTCYCTBO
Ha aJITepHAaTUBHU O 3a JIEKyBamE€ U 110 BHUMATEIHA IIPOIICHA Ha COOJTHOCOT PHU3HUK —

Genedut (BUmETE TO AENOT 4.3).
Puzux 00 nojaéa Ha pe3ucmeHmHnocm

MHOTY € BepojaTHo JieKa S. aureus pe3UCTEHTCH Ha METHIMIIH foceyBa OTIIOPHOCT U Ha
¢1yOpOKHMHOJIOHUTE, BKJIy4yBajKy IO H J€BO(IOKCAIHOT. [Topanu Toa, TEBOQIOKCAINH HE
ce IperopayyBa 3a JIEKyBarbe II03HATH MM COMHHUTE/IHN uadekin co MPCA, ocBeH aKo

a6OpaTOPUCKUTE PE3yNTaTH ja MOTBPAIIC OCETIHBOCTA Ha GaxTepujaTa Ha JeBOo(IOKCAH
(4 aKo Haj9IecTo MperopaIaHnuTe AHTUOAKTEPUCKH areHCH 32 JICKYBarbe unpexnuu co MPCA

ce cMeTaaT 3a HECOO/IBETHH).

JleBodhIOKCAIIMH MOJKE J1a C& KOPHCTH IIPH Tepanyja Ha akyTeH OaKTepUCKH CHHYCUTHC U
aKyTHa er3anep6aluja Ha XpOHHYCH OPOHXHUTHC, KOTa OBHE nHPEKIUH ce aJEKBATHO

JIjarHOCTUIIUPAHU.

OtnoprocTa Ha E. coli (HajuecTHOT MaToreH KOJIITO Ce MOBP3yBa CO HH(EKIMU Ha
YPUHAPHUOT TPAKT) Ha (I1yOPOKHHOJIOHATE BAPHPA HH3 Esporckara YHuja. Jlokropute ce

COBETYBAar Jia ja 3eMar IIpe/IBI/ JIOKaIHaTa [IPEBANICHIM)a Ha otnopuocrt Ha E. coli Ha
(TyOpPOKMHOIOHUTE.

HXanaHoHEeH aHTpaKc: ynoTpebaTa Kaj JIyreTo ce Ga3upa Ha MOAATOLH 3a MOJUI0KHOCTA Ha
Bacillus anthracis Bo u# 6umpo yCIIOBU ¥ Ha €KCIIEPUMEHTATHU MOJATOIH O >KUBOTHH,
3aeJJHO CO OTPaHUYEHHM ITOJIaTOLH 32 yrmoTpe6a Kaj 4oBeKOT. JIOKTOpHTE Tpeba Ja ro
CIIPOBELYBAAT JICKYBAE-ETO BO COOJTHOC CO HPCTIOPAKMTE BO HAI[MOHAJIHUTE U/UIH BO
MHTEepHAIMOHATHATE BOJMYH 32 JIEKyBAe aHTPAKC.

Jlonzompajnu, 0Hecnhocobysayxu. u NOMeHYUjanto upeeep3ubULHU Cepuo3HU HeCaKanu
peaxyuu Ha J1eKom

Kaj marueHTHTe ITO IPUMaaT KMHOJIOHH U (hITyOPOKMHOIIOHH, HE3ABUCHO OJI BO3pacTa 1 OX
nocTojHITE HAKTOPU Ha PU3HK, 3a0€/eNaHH CC MHOTY PETKH CILyal Ha IIPOJIOHTHPaHH
(Tpaat co Mecelu 1K ¢O FOJTMHHK), OHECITIOCOOYBAYKH M TIOTEHIA]jaTHO HUpEeBEP3UOUIIHH
HecaKaHy PeakIuy KOMIITO 3adakaar pasiuHi CUCTeMH, IIOHEKOT A U TIOBEKE OPTraHCKH
crcTeMy (HapylTyBarba Ha MYCKYJIHO-CKEJIETHHOT 1 Ha HEPBHUOT CHCTEM, IICUXH]aTPUCKH
HapyIlyBaba, HapylIyBamka Ha CETHIHUTE opraun). JIekyBameTo €O neBo(IOKCanyH Tpeda
Jla ce IpeKUHe BeIHAMI Kora Ke ce 3a0eJIe)KHd IPBUOT 3HAK MM CHMIITOM Ha CCpHO3HA
HecakaHa peakijija U MarueHTuTe Tpeba Aa ce ynarar Ha KOHCYINTaI¥ja Kaj CBOjOT JOKTOP.

OpPOKHHOJIOHH, BKITyJyBajKi IO 1 71eBO(IOKCAIUHOT, MOXKE
pa na reruBuTe (0COOCHO, HO HE UCKITYIHBO, HA Axusnosara
Tepasiiy, Iypy U BO pBUTe 48 Haca 0Jl OUETOKOT Ha Tepanujara, a

A S x M/
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Oute IpHjaBeHH U HEKOJIKY MECEIM 110 3aBPIIYBakETO Ha Tepanujara. Pu3nukor ox
TEHJAWHHUTHC ¥ OJI PYIITypa HA TETUBHUTE € TIOT0JIEM Kaj IIOCTAPUTE ITAIMEHTH, Kaj NAllHEHTUTE
co OyOpex)HO HapyLIyBame, Kaj HalMEeHTHTE CO TPAHCILUIAHTHPAHH OPraHH, Kaj Ial[IeHTUTE
IITO HCTOBPEMEHO IIPUMAaT ¥ KOPTUKOCTEPOUIH, Kaj HalUEHTUTE IITO MPUMAaaT JHEBHH JO3H
ox 1 000 mg u kxaj marEeHTHTE MTO KOpUCTAT KOpTUKOCTepouau. Criopes oBa,
UCTOBpeMeHaTa ynorpebda Ha KOpTUKOCTEpOuan Tpeba 1a ce u3bernyna.

[Ipu mpBuUTe 3HAIM Ha [0jaBa Ha TEHAMHUTHC (Ha Ip. GOJIEH OTOK, BOCHIAJIEHHE), TEPAIIHjara
Co JeBoQIIOKCaIHH Tpeda 1a ce IpeKkuHe 1 Tpeba 1a ce pa3MUCIIH 3a Apyra Tepalmja.
HeomxoxHo € cooiBETHO J1a ce TPEeTHPaaT 3aCerHATUTE EKCTPEMHUTETH (Ha TIp. CO
umobumsanyja). Koptukocteponnute He Tpeba aa ce ynoTpeGyBaar ako ce IojaBar
CHMIITOMH Ha TeHIHHOIATHja.

3abonysare nospsaro co Clostridium difficile

Jujapejarta, 0co6€HO aKo € Tellka, [I0CTojaHa U/WiIK KpBaBa, 3a BpeMe Ha TepaIlHjaTa HIIH 110
Teparnujara co JeBo(IOKCAINH (BKIyIyBajKu U HEKOJIKY HEIENH II0 TepalrjaTa) MoXKe 1a
Oune cumMnTomaTcka 3a 6oiecta nospsana co Clostridium difficile (ITAJT). IIAJT moxxe ma
BapHpa BO TE)XHHA — O] JIECHA JI0 ONIacHA 3a )KUBOTOT, O] IITO HajTemKkara GpopMma e
TceBIoMeMOpaHO3€eH KONUTHC (BHAeTe ro aenoT 4.8). 3aroa € BaxkHo 1a ce pasriesia oBaa
AMjarHo3a Kaj MalMeHTHTe IITO Pa3BHBAAT CEPHO3HA AMjapeja 3a BpeMe Ha TepaIijaTa HilH 110
TepanujaTa co jgeBodrokcanyH. JIOKOIKY HOCTOU COMHEBamE UK oTBp/a 3a I[JIA ],
neBodokcanyH Tpeba 1a ce MpeKrHe U Tpeba 1a Ce 3aloYHe COOIBETHA TepamnHja 6e3
OJIOXKYBarhe. AHTHIIEPHUCTAITHIKHUTE JIEKOBH C€ KOHTPAUHIUIIUPAHH 33 0BAa KIMHUYKA
cocroj0a.

Iayuenmu wmo umaam npeoucno3uyuu 3a enuienmudtHy Hanaou

KuHnononute Mosxe 1a ro HaMajaT IparoT 3a KOHBYJI3UH ¥ 4 IPeIU3BAKAAT HAIIaIH.
JleBo(okcaluy € KOHTPaHHIUIUPAH Kaj IIAIeHTHTE CO HCTOPHja Ha ENUIENCH]a (BUIETE IO
nenot 4.3) u, Kako U JPyTUTe KHHOJIOHH, Tpeba Jla ce KOPUCTH CO ToJIeEMa IIPETNA3IMBOCT Kaj
MAlUCHTUTE IITO UMAaaT MPEIUCIIO3UIIMY 3a HallaJu WU IIPH HCTOBPEMEHa TepaIiija co
aKTHBHH CYIICTaHI[MH KOHMINTO I'0 HaMajlyBaarT IIparoT 3a I10jaBa Ha KOHBYJI3UH, KAKO
Teodunun (BuaeTe ro neiot 4.5). Bo ciiyyaj Ha KOHBYI3MBHHU Hamanu (BUieTe ro aenot 4.8),
TepanujaTa co JeBo(IIOKCAIMH Tpeda J1a ce IPEKUHE.

Ilayuenmu co degpuyum na enuxosza-6-pocpam dexuopozenasa

[TanmenTrTe CO TATEHTHO MM CO BHUIHBO HAPYIIYBamke HA AKTUBHOCTA HA [IMK03a-6-
(ocdar nexunporenasa Moxe aa OUIAT CKIOHH KOH XEMOJIUTHIKH PEAKIIMH KOTa Ce JIEKyBaaT
CO KHHOJIOHCKH aHTHOAKTEPHCKHU areHCH. 3aToa, ako Tpeba Ja ce KOPUCTH JIEBO(IIOKCAIINH
Kaj OBHE IAIIMEHTH, Tpeba Jia ce CIEAH MAlMeHTOT MOPai MOXKHATA 10jaBa HA XEMOJIU3A.

Ilayuenmu co penanno Hapyutysaroe

bunejku neBodokcanyy ce u3nadysa, rJlaBHo, peKy 0yOpe3uTe, 103aTa Ha
JIeBOQIIOKCAMHOT Tpeba 1a ce MPHUCIIOCOOH Kaj MAIMEHTUTE CO OYOPEKHO HAPYIIIYBAEE
(Bumere ro nenot 4.2).

Peaxyuu na npeocemnusocm
JleBoQrokcanuH Moe Jja IpeIU3BUKa CEPHO3HHU, IOTEHIMjaIHO (aTaIHU peakiui Ha
IIPEOCETIIMBOCT (Ha IPHUMEp, aHTHOeAeM 10 aHa(UITaKTHIECH VIO EHANYj aITHATA 1032
(Buzere ro genort 4.8). [Tanuenture Tpeba a ja MpeKHHAT HW%@%%\]aBaT Kaj
HUBHHUOT JOKTOP WX Kaj MoKTop Bo Ciyx0bara 3a uTHA 2 7K0j K
COOJIBETHU UTHHU MEPKH.




Tewuiku KOJHCHU HeCaKaHu peakyuu

[Ipu ynotpeGara Ha JIEBOQIOKCAIMH Ce pUjaBeHN TEIIKK KOXHH HECAKaHHU PeaKIIU (anr.
Severe cutaneous adverse reactions, SCAR’s), BKJIy4yBajKH TOKCHYHA eTHepMaTHa
aekponusa (TEN, ucto taka mosHara 1 KaKo JIajnoB curapom), CTuBeHC-[JOHCOHOB CHH/IPOM
(SJS) u peaknyja Ha JIEKOT CO I10jaBa HA €O3MHO(UIINja U CHCTEMCKH CUMIITOMH (DRESS),
KOMIIITO MO>KaT Ja OMJaT )KUBOTO3arpo3yBaiKH HIH daranau (BUAETE TO NENOT 4.8). Kora ce
TpENUIIYBa JEKOT, MAIIUCHTATE Tpe6a na Guuat 3aIO3HACHH CO 3HAIMTE U CO CUMITOMUTE Ha
TEIKU KOXHY PeaKIyi, U J1a OuaaT BHUMATETHO ONCCPBUPAHH. JIOKOJIKY ce IojaBaT 3HaIl 1
CHMIITOMH KOMIITO YK)XyBaaT Ha OBUE HECaKaHW pEaKuy, BEHALI Tpeba 1a ce MPEeKuHe CO
ymoTpe6ara Ha JIEBOQIIOKCAIIMH 1 /ia C& Pa3MUCIIH 34 alTepHaTUBHA Tepanuja. JIOKOIKy Kaj
[AIMeHTOT ce M0jaBaT CEPUO3HN HECAKAHHU PEaKIMH, KaKO SJS, TEN umu DRESS, npu
ymoTpe6ara Ha J1eBO(GIIOKCAIIH, JIEKYBAEETO €O 0BOj JIEK Kaj OBHE TAI[MEHTH BEKe HUKOTall

[IOBTOPHO HEMa Jia CMe€ J1a Ce IIPaKTHKYBa.

Jucenuxemuja

Kako ¥ Kaj CHTe KAHOJIOHH, IPHjaBeHy Ce HapyNIyBarba Ha [JIMKO3aTa BO KpBIa, BKJIy4yBajKH
XHUIOTTIMKEMH]ja U XUIEPIIMKEMHE]a, KOHUIITO CE II0jaByBaar I0YeCTO Kaj IIOBO3PACHUTE
[IAIMEeHTH, BOOGHMYAEHO Kaj IalleHTHTE CO [1jabeTec KOU NprMaaT NCTOBPEMEHA Tepanuja co
OpaJleH XUIIOITIMKEMITIeH areHe (Ha MpumMep, FTHOEHKIaMI) MM co MHCyIuH. [IpujaseHn ce
cllyuau Ha XUIOTJIMKeMHYHA KOMA. Kaj marmenTure co aujaderec ce npenopaiysa
BHIMATENHO ClIeelhe Ha TIIMKo3aTa BO KpBTa (BUACTE Io JENOT 4.8).

JIOKOJIKY TIAIMEHTOT MPHjaBU HapyLIyBara Ha [IMK03aTa BO KPBT4, Toraii Tpeda 1a ce
IIpeKHHe TeparujaTa co jexor DoBeUa 1 2 Ce pasMHUCIH 34 ajTepHaTUBHA
He(TyOpPOKMHOJIOHCKA Tepanyja.

Ipesenyuja na gpomocensumusayuja

IIpujaBena e HOTOCEH3UTH3ALM]A IPH ymotpe6a Ha JieBodIokcaluH (BUIETE I'0 10T 4.8).
Ce mpenopadyBa IaIHEHTHTE Ja HE CE U3JI0XKYBaaT HEIoTpeOHO Ha CHIIHA COHYEBA CBETIIMHA
JUIH Ha BemTadky Y B-3pamu (Ha mpuMep, 1amMba 3a COHYame, coJIapryM) 3a BpEME Ha
Tepanujara 1 48 yaca 10 IPEKUHOT Ha TeparijaTa co LEl Jia Ce CIPEIH doToceH3uTH3AIM]A.

ITayuenmu mpemupanu co AHMAzoOHUCIU HA 6UMAMUH K

ITopajiii MOXKHO 3TOJIEMYBaEe Ha KOAaryialuoHUTe TECTOBH (PT/INR) n/uim KpBaBeIbe Kaj
[AlHEeHTHTE TPETUPAHHU CO JTE€BO(IIOKCAIIH BO KOMOHMHAIMja CO AaHTarOHUCTH Ha BUTAMHHOT
K (ma mpumep, BapdapuH), Kora oBHe JIEKOBH C€ [aBaaT HCTOBPEMEHO Tpeba na ce cienar
KOaryJaruOHUTE TECTOBH (BHAETE TO NENOT 4.5).

Icuxomuunu peaxyuu

I[NpujaBeHn ce ICUXOTHYHH PEAKIINH Kaj TaIMeHTH ITO IpUMaaT KUHOJIOHH, BKJIy4yBajKU IO
1 neBodokcauH. Bo MHOTY pETKH CIlydan THE HAampeayBajle 10 caMOyOHMCTBEHH MHCIIH 1
CaMOYHHINTYBA4KO OJJHECYBAEbE — IOHEKOralll II0 CaMo €/iHa 11034 neBodIIoOKcauH (BUIETES
ro neiot 4.8). Bo ciiyuaj maruenToT fa pa3Bhe ICUXOTHIHN Peakiii, ymoTtpebaTa Ha
J1eBO(IIOKCAIHOT Tpeba J1a ce MPEKUHE TIPH 1I0jaBa Ha IPBUTE 3HAIU Ha NICUXOTUYHH
peakiuu. I1anuenTuTe Tpe6a Jia ce COBETYBAaT BEHAII Jia IO U3BECTAT IOKTOPOT. Tpeba ga
ce pa3MHUCIIH 3a aJITepHATHBHA He(TyOPOKUHONOHCKA TEPANja 1 JIa C& BOBEAAT COO/IBETHN
mepku. Ce mpernopadyBa IPeTHasmBoCT ako 1eBODIIOKCAIMH CE KOPHCTH Kaj TICHXOTHIHHU
TAI[MeHTH W Kaj IT RS 0 MCTOpHja Ha IICUXH]aTPUCKO 3a00ITyBarbe.

e 0HE 5 T
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IIpooonoicysar
Tpeba na ce B
neBogIoKca
HHTEpBAJIOT,

Q\ .

Ha (hTyOPOKMHOIOHH, BKIIYTyBaJKH IO 1
73Ham ¢axTopu Ha PH3HK 32 IPOJOJDKYBahE Ha QT-
/



- BpoJieH cuHapom Ha goir QT;

- ICTOBpEeMeEHa yIoTpeba Ha JIEKOBH 3a KOH € IM03HATO JieKa r'o mpoAosnkysaar QT-
UHTEPBAJIOT (Ha Ip. aHTHAPUTMUIM of kiiaca [A u III, TpuIuKInYHE aHTHIECTIPECHBH,
MaKpOJIMIH, aHTUIICUXOTHUIIHN ),

- HEKOPHTHPAHO €JIEKTPOJIUTHO HapyllyBame (Ha MpUMep, XUIOKaJIeMHja,
XHUIIOMarHe3emMuja);

- cpuesa 0oJiecT (Ha mpuMep, cpieBa ciaboct, MHOKapaeH HHpapKT, Opaaukapianja).
ITocTapuTe manueHTH U )KEHUTE MOXe J1a OUaT MOYYBCTBUTEIHN Ha JIEKOBH KOHMIIITO IO
npogokysaar QT-uHTepBaor 3aToa Tpeba 1a ce BHIMaBa IpH yrnoTpeda Ha
(iryopoxnHOIOHN, BKIy4dyBajKu ro u JieBodiokcanuH (Buaete ru aenosute 4.2 — [locrapa
nonynamyja, 4.5, 4.8 u 4.9).

Ilepugpepna nesponamuja

Kaj manuenTHTE IMTO NIpUMalle KHHOJIOHH H (DIIyOPOKHHOJIOHH, BKIIy9yBajKH IO
JeBO()IOKCAIMH, OHIe IIPUjaBeHH CIIyYad Ha CeH30pHA HJIM Ha CEH30MOTOPHA
II0JMHEBPOIIATH]a CO MApECTEe3NH, XHIIOECTE3H]ja, MU3ECTE3Nja MK c1abocT. [TanuenTuTe mro
IpuMaar JieBo(JIoKkcaliH Tpeba Jja ce COBETyBaar Jia ro HHYOPMHUPAAT CBOjOT JOKTOD IPES
Jia TIPOJI0JDKAT CO TepalyjaTa ako ce [ojaBaT CHMIITTOMH Ha HEBPOIIATHja, KaKo 00JIKa,
NICYCHE, TPIHEHE, BKOYAHETOCT MM cJIabO0CT, 3a J1a ce CIIPeYH pa3Boj Ha MOTEHIIH)AIHO
upeBep3rbuiHa cocrojba (Bumere ro nenor 4.8).

Xenamobunapnu napyuysara

[IpyjaBenu ce cyyau Ha XelaTalHa HeKpo3a 10 (aTaHa Xenaraina HHCY QHIHEHIIN]a IpH
IpUMeHa Ha JIEBO(JIOKCAIIMH Kaj IIallUeHTH CO TEIIKH 3a00IyBarba, Ha IIp. cerca (BUIETE I'o
nenort 4.8). Ilanmenture Tpeba 1a ce COBETyBaarT Jia IPEKUHAT CO JIEKYBAKETO U Jia
KOHTaKTHPaaT CO CBOjOT JJOKTOP aKo Ce I10jaBaT 3HAIld U CUMIITOMH Ha XelaTaaHa 60JIecT,
KaKo aHOPEKCH]a, KOJTHIIA, TeMHA YPHHA, TIPYPUTYC WK IIPH [10jaBa Ha 60JIKH BO
abJIOMEHOT.

Ez3ayepbayuja na mujacmenuja epasuc

®J1yOPOKUHOJIOHUTE, BKIYIyBajKH IO U JIEBODIOKCAI[MHOT, KMaaT HEBPOMYCKYIIHO
OJIOKHpAYKo JIEjCTBO U MOXE 1A ja BIIOIIAT MYCKYJIHATA CJIA00CT Kaj MALUEHTHTE CO
MHjacTeHHja rpaBuc. [locTMapKeTHHIIKATE CEPUO3HU HECAKAHH PEAKIIUM, BKIy4yBajku I U
CMPTHHTE CIIy4au U I0TpedaTa 3a pecliupaTopHa MOAPIIKA, Ce TOBP3aHH CO yIoTpeda Ha
(JIyOpOKHHOIOHH Kaj IAI[MEeHTH CO MUjacTeHHja rpaBrc. JIeBo(IIOKCal[MH HE Ce IpernopadyBa
Kaj IallMeHTH CO IT03HAaTa UCTOPHja Ha MUjacTEHHja IPaBHC.

Hapywysarwa na éuoom
AKO ce I0jaBH HapylTyBame Ha BUIOT, BeAHAII Tpeba ja ce KOHCYITUpPa 0(TaIMOIIOr
(Bunere ru penosute 4.7 u 4.8).

Cynepunghexyuja

Ynorpebara Ha 1eBO(IIOKCAIIIH, 0COOCHO aKO € MPOJI0JDKEHa, MOXKE J1a PE3YJITHPA CO
IIPEKyMEPEH pacT Ha OTIIOPHH MUKPOOPraHU3MHU. AKO Ce 110jaBU cynepruH(deKIrja 3a Bpeme
Ha TepamgjaTa, Tpeba Jia ce mpe3eMaT COOIBETHH MEPKH.

Humepghepuparve co nabopamopucku mecmosu

Kaj nanimeHTuTe TpeTHpPAHU CO neBoq)JIOKcauHH ONpezeyBa, ypuHaTa

} OTBpI[aT



JIeBo(iioKCaIlTH MOXE 1a IO pHxu6upa pactor Ha Mycobacterium tuberculosis 1 3aToa MOXe
114 Jajie NAXHOHETaTUBHY PE3yNTaTH BO OaKTEepPHOJIONIKATa JMjarHos3a Ha TyGepKyio3a.

Aopmua aneepusma u OUCeKyuja u pezypaumayuja/unKomMnemeHyuja Ha cpyesume 6aneyiu
EnnneMuoIonIKUuTe CTy AN u3BecTyBaar 3a 3r0JIEMEH PU3HUK O aHeBpuU3Ma U Ol I[I/ICCKI_[I/Ija
Ha a0pTara, 0cOOEHO Kaj OCTapHUTe MAlUeHTH, 1 O/ [I0jaBa Ha perypruTanyja Ha aopTHaTa 1
MHTpaJIHATa BaJBYJia 10 3€MakETO dyopoxunoson. [IpujaBeHn ce cyyan Ha aHeBpU3Ma
Ha a0pTa U JUCEKIIHja, TOHEKoTalll CO 1ojaBa Ha pynTypa Kako KOMITTHKAIMja (BKIIydyBajKu
¥ citydau co (aTaneH NCXOX), KaKo U CiyHan Co 110jaBa Ha perypruTanyj a/MHKOMIIETeHITH]a
Ha CpIEBUTE BaJBYJIHU Kaj MAI[MEHTH IITO NPUMAAT (1yOpOKIHONOHH (BULETE IO NENOT 4.8).

@ I1yOpOKHHOJIOHUTE Tpeba /1a ce KOPUCTAT CaMo 110 BHUMATEIHA IpOIIeHa HA OJIHOCOT
KOPHCT — PU3HK U 110 PA3TIIE[lyBambe IPYTH TEPareBTCKH OMIMH Kaj TalMeHTUTe CO
MO3UTHBHA CeMejHA UCTOPH]ja Ha aHEeBPU3Ma UIIM KOHICHUTAITHO 3a00JIyBame Ha CPICBUTE
BBy MM Kaj MALMEHTHTE CO A{jarHOCTUIMpPaHa a0pTHA aHEBpPHsMa W/WIH CO a0pTHA
JMCEKIINja UK 3a00JyBare Ha CPLIEBUTE BANIBYIIH MJIM KOTd TI0CTOjaT ¥ APYTH (paKTOpH Ha
PU3KK WM IPEUCTIOHAPAIKH cocTojOM 3a aHeBpU3Ma Ha aopTaTa, 3a JMCEKIIHja U 3a
perypruranyj a/MHKOMITETEHI[H]a Ha CPIIEBUTE BaJIBYJIH (Ha IIp. Mapganos cuaapom, Enepc-
JlannocoB CHHAPOM, TapHEpoB CHHIPOM, BexueToBa 60eCT, XUIIEPTEH3H]a, PEBMATOUIEH
apTPUTHC); MK TOTIONHUTEIHO 32 aHEBPU3Ma Ha a0pTata 1 mucekiyja (Ha Ip. BacKyJIapHU
HapyIIyBama kako Takajaliy apTepuTUC W apTePUTHC Ha TCUTaHTCKHUTE KIIETKH, II03HATa
arepockieposa uiau CjorpeHoB CHMHJIPOM); HJIM JIOIIOJTHUTEIHO 32
perypruTaiyja/iHKOMIETEHIIH]a Ha CPIEBATE BalBY U (Ha TIp. WHPEKTUBEH SHIOKAPIHUTHC).

PusuKoT O I10jaBa Ha aHEBpU3Ma Ha aopTa U JMCEKIMja, KaKo ¥ HUBHA PYITypa, MOXeE Ja
6u/e 3rojieMeH Kaj MAeHTH IITO e TPETUPaH HCTOBPEMEHO €O Teparuja co CUCTEMCKH
KOPTHKOCTEPOUIH.

Bo ciydaj Ha HeHa/ejHa abJOMUHAIIHA OONIKa, TpafHa 6oixa uiam 60J1Ka BO rpooT,
nampenTHTe Tpeba Ja e COBETYBAaT BEHAIL J1a C& KOHCYITHPAaT CO IOKTOP BO OUIGIOT 34
UTHH CIIyYau.

[NanuenTuTe TpeGa fa Ce COBETYBaaT BEIHAIN Jia 100apaaT HTHA MCIMIIMHCKA OMOII BO
Ccilydaj Ha akyTHa JIUCIIHE]a, HOBA 110jaBa Ha MIANMMTALME WM Pa3Boj Ha €JIeM Ha abTOMEHOT
WJIA HA JOJIHUTE eKCTPEMHUTETH.

DoBeH COIPXKHU 60ja CAHCET JKONITA KOJaIlTo MOYXKE Jia [PSAU3BHIKA AJICPriCKH peaKLuu.

Axymen nankpeamumuc

Mo>KHa € TI0jaBa Ha aKyTeH aHKPEeaTHTHC Kaj MALHEHTH IUTO 3eMaaT 1eBOQIIOKCALIUH.
IamuenTuTe Tpeba na ce MHGOPMHUPAAT 32 CUMIITOMUTE KOULITO CE KAPAKTEPUCTHIHH 3a
aKyTeH MaHKkpeaTuTHC. Ha marueHTuTe Kaj KOH Ke ce [I0jaBH Hay3eja, MaJlaKCcaHoCT,

a6 IoOMHUHATHA HETIPUjaTHOCT, aKyTHa abJlOMUHATHA 60JIKa WM ITOBpakare BegHall Tpeba 1a
VM Ce HaIlpaBM MeTUIMHCKA eBajTyanyja. JIOKOJIKY I0CTOM COMHEBABE 38 aKyTeH
IaHKpEaTUTHC, yIoTpebaTa Ha neBodIoKcanyH Tpeba fa ce NpeKuHe, a T0KOJIKY ¢ MOTBP/H,
He TpeGa MOBTOPHO G ATOURN B TEPAIHja CO JIeBODIOKCAIHH. INoTpeOHa e MPeTnasIuBOCT

Kaj MalueHTH CO I




4.5 WuTepakumu co APYTH JIEKOBH U APYrH (OPMH HA HHTEPAKIHMja

EdekToT Ha ApyrH JIEKOBH BP3 JE€]CTBOTO Ha JeKOT DoBesn

Conu na oicene3o, conu Ha YuHK, AHMAYUOU WIMO COOPICAM MASHEZUYM ULU AILYMUHUYM,
OUOAHO3UH

Ancopnnujara Ha JeBOGIOKCAINH € 3HAYUTESIIHO HaMaJleHa KOTa HCTOBPEMEHO CO TabJIeTHUTE
eBO(IIOKCAIMH ce NPUMEHYBAaT COJH Ha JKENe30 HIIH aHTAIUIH [ITO COAPKAT MarHe3HyM
WM aTyMUHUYM, WA TANAQHO3KH (CaMO AHMAaHO3MHCKU GOpMyJIaIiiy co aflyMHHUYM UITH CO
MarHe3uyM KOHIITO TH COAPKaT Kako Imydepcku areHcn). VicToBpeMeHaTa mpuMeHa Ha
(b11yOpOKMHONIOHH CO MYNTHBHTAMUHCKHY IIPEIAPATH IITO COAPKAT IUHK ja HAMATyBa
HUBHaTa opaiHa arncopnuuja. Ce mperopadyBa IpernapariTe ITO COAPKAT OUBATEHTHH HIIH
TPUBAJICHTHU KaTjOHH, KAKO COJIH Ha YKEJI€30, IUHKOBHU COJIM I AHTAIIU/IH IITO COAPIKAT
MarHe3uyM WA alyMUHHYM, UIIM JTUJaHO3UH (CaMo JUIAHO3WHCKH (HOpMYJIAlMU CO
TyMUHHYM HJIH CO MarHe3uyM KOHINTO I'M COAPXKAT Kako my(epCKH areHcH), a He ce
3€Maar JBa Jaca IIpeJl WK o mpuMeHa Ha jiekoT Qosenun (Buzaere ro nenot 4.2). Conure Ha
KaJIUyM HMaaT MUHUMaJIeH e(eKT Bp3 opajlHaTa alcopIiinja Ha JIeBOQIOKCAIIMHOT.

Cykpangham

bropacrnonoyximeocta Ha 1eBOGIOKCAIIMHOT € 3HAYUTENHO HAMATIEHA KOTa ce IPEMEHyBa
3aeIHO CO cykpandar. AKo IanueHToT Tpeda Aa npuma U cykpaindar u Posenua, Hajio6po e
Jla ce IPUMEHH CyKpandar 2 Jaca 1o IpuMeHara Ha jiekoT QoBeu  (BHIETE ro AeoT 4. 2).

Teopunun, genbypen unu cruynu HeCMePOUOHY AHMUUHPIAMAMOPHY 1EKOBU

Bo knvanYKa cTynuja He ce IpoHajAeHH (hapMaKOKHHETHIKH HHTEPAKI[HH Ha
neBoduokcanun co TeoduauH. MefyToa, MoXe J1a ce CIIydd H3pa3eHO HAMANYBambe Ha IIParoT
Ha [iepeOpalHi KOHBYJI3UH KOT'a KHHOJIOHHTE Ce IaBaaT HCTOBPEMEHO CO TeOMHIINH,
HECTCPOU/IHN aHTHUH(JIaAMaTOPHU JTEKOBU UJIH CO APYTH AreHCH KOUIITO 'O HAMATyBaaT
IIparoT 3a 1ojasa Ha KOHBY/I3UH. KoHeHTpanujara Ha jgeBodokcanut € okony 13 %
IIOBHUCOKA BO MPUCYCTBO Ha (heHOy(]eH OTKONKY KOra ce IPUMEHYBA CaM.

IIpobeneyuo u yumemuoun

[Ipobenenyn 1 NUMETHIMH HMaJle CTATHCTHYKY 3HAYaeH e)eKT Bp3 eTMMHHAIIN]aTa Ha
J1eBOQIIOKCAIMHOT. PEHATHHOT KITMPEHC Ha JIeBOQIOKCAIMHOT OHI HAMAJIEH CO IIUMETHANH
(24 %) u co mpoGerermy (34 %). Toa e 3aToa WITO ¥ ABATa JIeKa ce CHOCOOHH 3a GIOKHparhe
Ha peHaJlHaTa TyOyJiapHa ceKpelyja Ha JieBoguiokcanuHot. Cemnak, Kaj TECTHPaHHUTE I03H BO
CTy[MjaTa, CTATHCTHYKHY 3HAYajHUTE KHHETHYKH Pa3jIMKH BEPOjaTHO HEMa Ja 6HIaT Of
KJIMHUYKA BaKHOCT.

IloTpeGHa e mpeTnasmuBocT Kora JIeBoUIOKCAIMH ce KOMOMHUPA CO JIEKOBH KOHMIUTO BJIHjaaT
Ha TyOynapHara OyOpesxHa ceKpelyja, Kako IpoOeHeN ] U IUMETH IMH, OCOOEHO Kaj
MAaIHEHTHTE CO HapylLIyBame Ha OyOpesuTe.

Hpyau penesanmuu ungpopmayuu
Kimau4ky (papMakoJIoIIKy CTy UK ToKaxae Jeka papMaKoKUHETHKATA Ha

neBO(IIOKCAIMHOT He OMJIa 3acerHaTa BO HUKOja KIMHUYKH a Mepa Kora
eBOQIIOKCAIIMH OMJI IPEUMEHYBAH 3a€IHO CO CIIEIHUTE JI )
JUTOKCUH, ITUOEHKIIaMHU/T, PAHUTHIHH.




Binjasue Ha iexoT ®oBey Bp3 JASjCTBOTO HA APYIUTE JEKOBH
Luxnocnopun

[Toy’>KMBOTOT Ha IIUKIOCIOPUHOT 6w 3rosieMeH 3a 33 % Ipu HCTOBpPEMEHA ymoTpeba co
neBoIIOKCAITIH.

Anmazonucmu na eumamurom K
3rojileMeHH Pe3yNITaTh OJl KOaryJaluOHNTE TECTOBH (PT/INR) u/unu KpBaBere, KOM MOXKE Jia

6uIaT CepHO3HH, OUIIe IPUjaBEeHH Kaj IallMeHTH TPETHPaHH CO neBO(IIOKCAIIUH BO
KOMOMHAIMja CO aHTarOHUCT Ha BUTAMUHOT K (na ipuMep, BaphapuH) 3a10a
KoaryJIalMoHMTe TECTOBH Tpeda Ja ce creaar Kaj MAIlMEeHTHTE TPETUPAHH CO AHTATOHUCTH Ha
suramunot K (BujeTe T0 1e70T 4.4).

Jlexosu 3a Kou ce 3Hae 0exa 20 npooondicysaan QT-unmepsanom

JleBonoKcaIMH, KaKO U APyTrUTe (ITyOpOKHHOTIOHH, Tpeba J1a & KOPHUCTH CO [PETIIa3IMBOCT
Kaj [AIIHEHTUTE IITO MPUMAAT JIEKOBH 32 KOH € NO3HATO nexa ro npoaoiokysaatr QT-
HHTEpBAIOT, Ha IIp. aHTHAPUTMHIM OJ] Kjlaca IA u III, TpUIUKIMYHE aHTUACIIPCCUBHY,
MAaKpOJIHIH U aHTUIICHXOTHIH (Buzete To 10T 4.4 — IIpooondicysarse Ha OT-unmepsanom).

JIpyzu peneanmuu uHgopmayuu

Bo cTyauja 3a hapMaKOKHHETHIKA MHTEPaKIHja, IEBOPIOKCAHHOT HE BJIMjael Ha
dapMaKkOKMHETHKATA Ha TeoIIMHOT (1TO € Mpoda-CyncTpar 3a CYP1A2), mTo yKakyBa Ha
Toa jieka eBODIOKCAIMHOT HE € HHXHOUTOP Ha CYP1A2.

Jlpyru BUIOBY MHTEPAKIHA]ja
Xpana

He 110cTOM KIMHMYKY peleBaHTHA HHTEPAKIKja CO XPaHa. OuIM-0010XKEHUTE TAOIETH
doBeII MOXKeE JIa ce IPUMEHYBaaT 6€3 Orye]l Ha BHECYBAIbETO Xpata.

4.6 IlnomHoCT, OpeMEeHOCT U 0€HH€

Bbpemenoct

[TocTojar orpaHHYEHHU IOJATOLH OA ymoTpebata Ha 1eBo(IIOKCaiH Kaj OpeMEeHH KCHH.
CTyauuTe 32 )XUBOTHU HE YKaXyBaaT Ha IUPEKTHA WM Ha MHIAPEKTHHU [ITETHY €PEKTH BO
OIIHOC Ha PEMpOAyKTHBHATA TOKCHIHOCT (Bumete ro genot 5.3). MefyToa, BO OTCYCTBO Ha
[IOATONM Of IPEMeHa Kaj JTyfeTO 1 MOpai EKCICPUMEHTAIIHHTE [I0IATOIN KOMIITO
yKa)yBaaT Ha PU3UK O OLITETYBAEE Ha HOCCUKHUTE ’pCKABUIIM HA PACTEYKUOT OPraHu3am,
neBo()IIOKCAIIMH HEe CMee Jia ce ynotpeOyBa kaj 6peMeHH XKeHH (BuzeTe Iy AenoBuTe 4.3 U

5.3).

0CHE

doBeNr € KOHTPAHHIMIIMPaH Kaj JoeHunba. Hema 0BONIHO uH(pOPMAIINH 33 eKCKpeIujaTa
Ha IeBO(IOKCAIMHOT BO MajYAHOTO MJIEKO, CeTaK, JPyrH (pITyOpOKHMHOJIOHH CE U3JIauyBaaT
BO MajuMHOTO MIIeKO. Bo OTCYCTBO Ha IIOAATOLM 32 IPUMCEHA Kaj JyfeTo B IOopaIy Toa ITO
eKCTIePHMEHTATHHTE [IO/[ATONH yKaXyBaaT Ha PU3HK OJf OITCTyBar:e Ha HOCEUKHTE

3aM TIpu NpEMeHa Ha (IIyOpOKHHOJIOHHTE, neBO(ITOKCAIMH
(BujIeTE TH JeTOBUTE 4.3 U 5.3).

: %
[LnogHOCT ,}‘7” ™y &
JleBodioxcanuH PeIH3 Bj&‘@i}ﬁa Bambe Ha IUIOJHOCTA WM Ha PENPOAYKTUBHUTE
A 'E) A5 REKY x
%r A
nepopMaHCH Kaj CTaep V.
» 9 S



4.7 Buaujanue Bp3 criocO0OHOCTA 32 BO3eH-€ U 32 PaKyBamhe O MAIIHHH

®oBenu ¥Ma MEHUMAITHO WJIM YMEPEHO BIIMjaHHE BP3 CHOCOOHOCTA 33 BO3CHE U 32
pakyBame co MammnHu. Hekon Hecakanu eekTH (Ha IIpHUMep, BPTOTIaBUIa/BEPTHUTO,
COHJIMBOCT, BU3YEJIHH HapyllyBama) MOXKE J1a ja HapyIlaT cliocoOHOCTa Ha MAlHEHTOT Ja ce
KOHIIEHTPUPA U Ja pearrpa 1 3aToa MO>Ke Jia MPETCTaByBa PU3UK BO CHUTYAI[HH KOTa OBUE
CIIOCOOHOCTH c€ 0] 0cOOeHa BaKHOCT, Ha IIPUMED, BO3EHE aBTOMOOWII WJIH PaKyBabe CO

MalllhHH.

4.8 Hecakanmu xejcTBa

Mudopmanuure najieHn IoA0Iy ce 6a3upaaT Ha MOJATOIM OJf KIIMHUYKH CTYIUM Kaj IOBEKe
oz 8.300 manueHTy U Ha MMHPOKO MOCTMAPKETHHIIKO HCKYCTBO.

Hecakanute niejcTBa ce KIaCH(GUIMPAHH CIIOpe]] ClieqHUTE (PPEKBEHIUH Ha I10jaByBarbe:
MHOry 4ectd (> 1/10), gectu (> 1/100, < 1/10), HeBoobuuaeru (> 1/1 000, < 1/100), petxu (>
1/10 000, < 1/1 000), muOTY petku (< 1/10 000), He ce mo3HaTH (HE MOXKE 1A CE IPOLEHH O]

JIOCTaITHUTE MTOAATOITH).

Bo pamkuTe Ha cexoja rpyma, HecakaHUTe eEKTH Ce MIPUKAXKAHH 10 PENOCTIE HA

HaMaJlyBarmbe Ha CepHO3HOCTA.

Tabena co Hecakanu nejcTBa:

He ce mo3znatu

- Yectn (= HeBoo6u4uaenn . '  € MOKe e
Oprancku @ Petkn (= 1/10 (e ™ ¢
e 1/100, < (=1/1 000, < 000, < 171 000) HPOIEHH O[T

1/10) 1/100) ’ . | mocTanHHUTE
’ | mogaToumu)
OyHranza
uH(peknmja,
Nudexnnm u BKJTy4YyBajKH
UH}ecTaIHH uHOEKIHja co
PE3UCTEHTEH COj
Candida
HapymryBamwa Ha Jleykomnenuja Tpombouuronenu | [Tannuronenuja
KpBTa ¥ Ha eo3uHOpmIYja ja Arpanynonurosa
TMMQHUOT Heyrponenuja XeMoIuTH4Ka
CHCTEM aHeMHuja
Anrnoenem AnadunakTHyeH mok"
HapymyBama Ha
XUuIepceH3uTUBH | AHa(dUIaKTOUICH
HUMYHOJIOIIKHOT a
ocT (BHIETE T0 IOK" (BHJIIETE TO
CHCTEM
nenot 4.4) nenot 4.4)
XUMOTIUKEeMH])a,
Hapyuiyaass. 5a : XuneprimkeMuja
MeTabOoIU3MOT U AHopexkcyja

Ha UCXpaHaTra

BHUAETE o AeoT 4.4)
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He ce mo3HaTH

CEeTHJIOTO 3a
BuI*

3aMaTEH BH
(BuzeTE ro AejI0T
4.4)

. - Yecru (= | HeBooOnuaeHn (1e mMoxKe 12 ce
npe o : Perxn (= 1/10
np y100,< | @L< |G gy | mponemn on
ow . 1y 1/100) 2 | mocranHuTe
. ’ MOAATOIHN)
CunzapoM Ha
HapyIIeHO
Hapymysarma Ha 24
U3IauyBame Ha
€HIOKPUHUOT
AHTHUINYPETUYHI
CHCTEM
OT XOpMOH
(SIADH)
[McuxoTHYHU
pealyid (2 Ip. [TcmXOoTUYHHA
XaJTylIMHALMH,
: HapyIyBamba
mapaHoja)
: CO caM03arpo3yBambe,
. AHKCHO3HOCT, Jlenpecuja . 7
IlcuxujaTpuCKa . ; BKJIy49yBajKH
% WucoMuuja | 30yHETOCT, Aruranuja
HapyIllyBamba caMOyOUCTBEHHU HICH
HEpBO3a Heo6uunu
unm o0uz 3a
COHMILITA caMOyOMCTBO (BHJIETE
Kommapu Y
ro aenot 4.4)
JenmupuyM
[Tepudepna ceH30pHA
HeBpomnaTHja (BUIETEe
ro npenot 4.4)
[TepudepHa ceHzopHa
MOTOpHA HEBPOTIATHja
KonBym3uu (BuzeTe ro AeNnoT 4.4)
(BuzeTe I [Tapocwuja,
Hapymrysarsa Ha | [maBoGoika CoMHOJICHITT]a nenopute 4.3 1 BKJIy4yBajKH
HEpPBHUOT Bproriasun | Tpemop 4.4) aHocMuja
cucreM™ a Jlucreysuja [TapecTe3nn JluckuHesnja
HapymyBame Ha | ExcrpanupaMuiaito
[IaMTEHETO HapyIlyBambe
Arey3uja
Cunxona
benurna
MHTpaKpaHyjaIHa
XHUIIEPTEH3H]a
Buzyennu
HapylILyBamba, Munniso ryoeme Ha
Hapymysama Ha PYILY Y 1
KakKo BHUJOT (BHAETE I'O

nenot 4.4),
VYBeutuc

Hapymysama Ha
CETHJIOTO 32

['ybeme Ha CIIyXoT

Tunutyc 0
CIlyX U Ha IITETEH CIyX
JTaBUPUHTOT™
‘ BenTtpukynapHa
Cpuesn Taxukapauja oL II() . yu'ap
HapynryBama** [ManmuTanuu PRE]S,
IITO MOXE 12

12




He ce mo3uaru

O ;I/(legl(*)n iz Henopﬁnq?eHn, B 1.'/ 10 (He"Mome Ia ce
cHcTeM ’ (2L 000, < 1/1000) | "POMeHH OX
1/10) 1/100) s JAOCTAIHHUTE
. ' ’ : _MOAATOLH)
pe3yiTHpa co CpIEB
yAap
BenTpukynapna
apuIMuja
u torsade de pointes
(mpujaBeHH ce
IIPETEXHO Kaj
HaIUeHTH cO (haKTopu
Ha PHU3UK 3a
MIPOJOJIKYBAbE HA
QT-unrtepsainor)
ITpomomxen QT-
unrepBai Ha EKG
(BUIIETE TH ICIIOBUTE
4.414.9)
Ce
OJIHEeCYBa
Backymnapau S4MO IIpH ;
x% | AHTPaBEHCK XumnorteHsuja
HapyIIyBama .
aruIvKaIyja.
@Diebutnc
ReIHpATODH, Bponxocnasma,
TOpaKaJH! U .
P ——— Hucmnaeja Anepruyer
ITHEBMOHHTHUC
HapylIyBama
XeMoparuyna
Jiijapeja KojalTo Bo
MHOTY PETKH CITy9an
AbpomMuHaTHA MOXe na buze
I'actpounTtectun | Hayseja Oonka IIoKasarel 3a
aJHU Hujapeja Jucnencuja €HTEPOKOJIUTHC,
HapyllyBama Bomuryc OnaryneHiyja BKJIy4yBajKu
Koncrunanwuja nceBaoMeMOpaHO3eH
KOJIUTHUC (BHJETE IO
nenot 4.4)
IlaHKpeaTuTHC
JKontuna u temxo
IloxaueHn Hap YH.IYBaH:g Ha
XeTnaTaJHA HPHHOT 2pOD;
BKITy4yBajKH CITydan
Xemnarobwmjap CH3IMI LlokgHcE co ¢aragHa aKkyTHa
(ALT/AST, | 6unupybun Bo .
HU HapyIlyBarba uHCYpuIHeHH]a Ha
aJIKayiHa KpBTa -
¢docpara3za, Fms e
GGT) MIPBEHCTB j

| HAIIUCHTH CO TCIIIKa

OCHOBHa 00JIeCT
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He ce mozHaTu

f . ‘Iecfn = HepooGuuaeHn He MOKe /1a ce
Oprasckn (f 4y Perxu (= 1/10 i "
cucrem 1100, = | ELID000, | g46 g1 000) | TROTCRE
1/10) 1/100) : JOCTAIMHUTE
' MOJAATOIIH)
(Buzete ro Oenot 4.4)
XenaTuTuc
Tokcnuna
Peaxnuja HA enuaepManHa
JIEKOT €O II0jaBa | HEKpOJIM3a
na eosuHodummja | Ctusenc-1loHcoHOB
U CHCTEMCKH CHHPOM
Hapymysara Ha Ersantema M
S TTpypuryc CUMIITOMH ynTAGOPMEH
. (DRESS) epuTeM
IIOTKO>KHOTO Yprukapuja
b (moraenHeTe IO doToceH3uTUBHA
TKUBO Xunepxuaposa x
nenot 4.4, peax1yja (BHICTE IO
dukcHa epynnuja | genot 4.4)
npeau3BuKaHa ofi | JIeyKOIMTOKIACTHICH
JIEKOT) BaCKYJIUTUC
CroMaTuTuC
HapyinyBame Ha
TETUBUTE
(BuzeTe TH
nenosute 4.3
u4.4),
BKJIy4yBajKH
yayBd] PabaomMuonusa
TEHUHUTHC (Ha
MycKyJHO- i PynTypa Ha TETHBUTE
CKEJIETHH ) (ua mp. Ha AxuoBara
. Ha AxwuiosaTa
HapyllyBamba ’ ApTtpairgja TeTrBa) (BUIETE T
. . TETUBA)
HapyllyBamba Ha Mujanruja MyCKYIIHA nenosute 4.3 n 4.4)
CBP3HOTO YRy Pynrypa Ha TUTaMEHT
& c1aboCT IITO
TKHBO Pyntypa Ha MyCKYIT
MOXe J1a Oune o
: ApTpHUTHC
3HaYeHE Kaj
MaIeHTH CO
MHjacTeHH]a
rpaBUC
(BumeTe ro AEI0T
4.4)
AKyTHa
OyOpexHa
Penannu u Iloxauen yop
HHAPHU KpeaTHHUH BO SIEgeeT
P (ua mp. mopaau
HapyllyBarmba KpBTa :
UHTEPCTULIH]aIeH
He(pHUTHUC)
Omru s
Bonka (BKIy4dyBajKu
HapyIIyBamba U
60oJKa BO TpOoT,
HapyllyBarba Ha Tpecka

MECTOTO Ha
aruKanuja*

©oJIKa BO rpaiuTe u
BO €KCTPEMUTETHUTE)
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' . . He ce nosnarn
Yecern (> HepooGuuaenn . (He MOZKe 12 ce
212 l;il::m 1/100,< | (=1/1000,< (1;3;1«3 1(/>1 10/(1)3) MPOLEHH 0/
‘ 1/10) 1/100) . AOCTANHHUTE
' 0JATOLH)
MECTOTO Ha
uH)Yy3HUja
(BIpBEHYBa
e 1 00JTKa)

* AnaduakTHIKY U aHAQMIIAKTOUTHA PEAKIMK OHEKOTAIl MOKe JIa Ce 110jaBaT AypH H 10

IIpBara J03a.
® MyKoKyTaHHTE peaKLui IOHEKOTAIl MOYXKE /A Ce [I0jaBaT AypH U IO IpBaTa J03a.

Jpyru HecakaHu eeKTH [TOBP3aHU CO MpHMeEHAaTa Ha (JIyOPOKHHOJIOHH CE:
° HamaJ¥ Ha NopQHpHja Kaj MaUeHTH co mopdupHja.

*I1Ipu ynorpe6aTa Ha KHHOJIOHH U Ha (IIyOPOKUHOJIOHH Ce IPUjaBEHH MHOTY PETKH CIIydaH
Ha JI0JrOTpajHHU (TPaaT co MECEIH WIIH CO TOAUHH), OHECTIOCOOYBAYKH M IIOTEHIH]jAIHO
UPEBEP3UONIIHA HECAKAHH PEaKIMH Ha JIEKOT KOUIITO 3a)akaar pa3IduyHy, IOHEKOTall 1
IIOBEKE, OPraHCKU CHCTEMH U CETHJIHU OpraHd (BKIIy4yBajKu TEHIHHUTHUC, PYITypa Ha
TETHBUTE, apTPaNrHja, 00JIKa BO EKCTPEMUTETHTE, HAPYIIyBamba Ha OJ0T, HEBPOIIATUH
IPUAPYKEHH CO IIapeCTe3Mja U HEBPAIITHja, 3aMOD, ICUXUjaTPHUCKH CHMITTOMH (BKJIy4YyBajKu
HapyIlyBamka Ha COHOT, aHKCHO3HOCT, TAaHUYHH HallaJ(, JIeNpecHja U CyUITUAHN UIEH),
HapyIIyBame Ha IIaMTEHETO U Ha KOHI[EHTpaIl¥jaTa, HapylIyBamba Ha CJIyXOT, BUIOT K Ha
MHPHCOT), BO HEKOH CIIy4ad HE3aBHCHO OJ] IOCTOjHUTE (paKTOPH Ha PU3KK (BHIETE 'O JEJIOT
4.4).

**[IpujaBeHH ce cilydad Ha aHeBPH3Ma Ha a0pTa W JIUCEKIIH]ja, TIOHEKOTaIll CO I10jaBa Ha
pynTypa Kako KOMIUIMKaI#ja (BKIy4yBajKH U CIIydan coO (aTajeH UCXO.), KAKO M CIIyYaH CO
II0jaBa Ha pErypruTallija/HHKOMIIETCHIIH]a Ha CPIIEBUTE BAJIBYJIM Kaj IAlMEHTH IITO IPAMAaT
¢yopoxuHONIOHH (BUIETE IO A€TI0T 4.4).

IIpujaByBame HECAKAHU IejcTBA

Hecaxanute peaknyu o1 IEKOBHTE MOXETe Jia I'd pHjaBuTe BO HalMoHATIHUOT 1IeHTap 3a
(papmaxoBuruIaHna Ipu AreHIujaTa 3a JEKOBH B MEUIMHCKH cpeacta (yi. ,,Ce. Kupui u
Meroamj* 6p. 54, kat 1) WM 10 eNEKTPOHCKH MAT MPEKy BeO-CTpaHuIaTa Ha ATeHIUjaTa —
http://malmed.gov.mk/.

4.9 Ilpenosupame

Cnopen cTyIunTe 3a TOKCHYHOCT Kaj XKUBOTHH HJIH CIIOPE]] KIMHUYIKHUTE (PapMaKOJIOIIKI
CTYIMH HaIIPABEHHU CO JO3HU IIOBUCOKH OJ] TEPAIIEBTCKUTE IO3H, HAjBAXKHUTE 3HAIM KOHUIITO
Tpeba fa ce oueKyBaaT [0 aKyTHO HMpel03upae co JIeKOT DOBEIU/T CE CUMIITOMH O/
LEHTPAIHUOT HEPBEH CUCTEM, KaKO KOH(]Y3Hja, BpTOIIaBUIa, HAMAITYBamk€ Ha CBECTA U
KOHBYJI3UBHH HaIlajiu, 3rojieMyBarbe Ha QT-HHTepBaoT, KAKO ¥ raCTPOUHTECTUHAIHU
PEaKIH, Kako Ha IIp. Faicihe 1 MYKO3HHU EPO3HUH.

3a0eJIeKaHl BO HOCTMapKCTHHIHKOTO HCKYCTBO.




Bo ciiyuaj Ha Ipe03Upar:-e Tpeba Ja e CIpOBE/e CUMITOMATCKa Tepanyja. 3a0JDKUTENCH €
EKT-MOHHTOPMHT, IOPaJH OMIACHOCTa O/l MPOAOJDKYBAbE Ha QT-uaTepBaTIOT. AHTAIUIH
MOJKE JIa ce KOPHCTAT 3a 3allITUTa Ha MyK03aTa Ha eIy IHAKOT. Xemoaujanusara,
BKJIy4yBajKu IIEpUTOHEAIHA nujamma u KAIIJI, He e eukacHa BO OTCTpaHyBarbeToO Ha
neeogokcanuuoT ox Tenoro. Hema crieruduyeH IPOTHBOTPOB.

5. ®APMAKOJIOIIKH CBOJCTBA

5.1 @dapMaKoIMHAMHYKH CBOjCTBA

dapMaKoTepaneBTCKa rpyna: KHHOJIOHCKH aHTHOAKTEPHUCKH JIEKOBHU, (IlyOPOKHHOJIOHH,
AHaTOMCKO-TE€paIeBTCKO-XeMHUCKa xnacuukammja (ATC): JOIMAIL2.

JIeBodIOKCAITMHOT € CHHTETHYIKH AHTHOAKTEPUCKH JIeK 07l (IyOpOKHHOJIOHCKATa KIaca H €
S-eHAHTHOMED O paleMcKaTa CyICTaHIuja odroxcanuH.

Mexanuzam Ha 0ejcmeo
Kako ()IyOpOKMHOJIOHCKH —aHTHOAKTEPUCKH  JICK, eBO(IOKCAIMHOT ~ JISjCTBYBa  Ha

xommmurekcoT JIHK-JITHK-rupasa u Ha TOIIOH30MEpa3aTa IV.

Oonoc ®K - @[

CremneHoT Ha OakTepHIMIHATa aKTHMBHOCT Ha eBO(IIOKCAIIMHOT 3aBUCH OJl OJHOCOT Ha
MaKCHMaJIHATa KOHIEHTpanuja Bo cepyMoT (Cmax) Wil ofl o6nacra o kpusara (AUC) u ox
MIHMMaIHATa HEXuOUTOpHA KonrenTparmja (MIC).

Mexanuzam Ha OMNOPHOCM

OTHOpOT Ha JeBO(IIOKCAIMH ce A00KBa MPEKy MOCTENCH MPOLec €O MyTalliy Ha IEIHHUTE
MecTa BO ABeTe Tomom3omepasu ox Tum I JIHK-rupaza u Tomomsomepasa IV. Jlpyru
MEXaHU3MH Ha OTIIOp, Kako Oapuepu 3a IpOaUpare (decTo TIpUCYTHU Kaj Pseudomonas
aeruginosa) v ebIyKCHM MEXaHHW3MH, UCTO Taka, MOXE Jad BIMjaaT Ha IOAJIOXHOCTA Ha
MHEKPOOPTaHHU3MOT Ha JIEBODIIOKCATIMH.

Ce 3abene)xyBa BKpCTEHa OTIIOPHOCT noMery NeBO(IOKCAIIMH ¥ APYrH (HIyOpOKUHOIOHH.
[lopami MexXaHHM3MOT Ha J€jCTBO, TEHEpaNHO HE IOCTOM BKpCTEHA OTIIOPHOCT TOMery
NeBo(IOKCAIIMH M APYTH KITACH aHTHOaKTePHCKH areHCH.

I'panuunu 6peoHocmu

I[Ipenopauatute MIC-rpaHMYHHA  BPEIHOCTH 34 nesodmokcanmu  cmopen  EUCAST,
ONBOjyBajkM THM OCETIIMBATE OPraHW3MHU O OCETIMBHTC OpraHu3MH CO 3roJeMeHa
H3JI0KEHOCT, ¥ OCETIMBHTE OPTaHU3MH CO 3TOJIEMEHa H3JI0KEHOCT O] OTIOPHHUTE OpraHu3MH,
ce IpeTcTaBeHH BO TabesaTa moxoy 3a MIC-tectupame (mg/l).

EUCAST-xnmuanuky MIC-rpaHi9HA BPEIHOCTH 33 nesognokcanuH (Bepsuja 10.0; 2020-01-
01):

IlaToren OceTt1MB OTnopeH
Enterobacterales > 1 mg/l
Pseudomonas spp. P > 1 mg/l
Acinetobacter spp. /40 e MEL > 1 mg/l

' { > 1 mg/l
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staphylococci

Enterococcus spp.” <4 mg/l >4 mg/l
Streptococcus pneumoniae <0,001 mg/1 > 2 mg/l
Streptococcus groups <0,001 mg/l >2 mg/l
ABCG

Haemophilus influenzae < 0,06 mg/l > (0.06 mg/I
Moraxella catarrhalis <0,125 mg/l > 0.125 mg/I
Helicobacter pylori <1 mg/l >1 mg/l
Aerococcus sanguinicola and | <2 mg/l >2 mg/l
urinae’

Aeromonas spp. <0,5 mg/1 >1 mg/l
@K — @J] rpanuUHU <0,5 mg/l > 1 mg/l
BPEIHOCTH KOHIIITO HE CeE

IIOBP3aHM CO HUTY €IE€H BUJ

1: Camo 3a HEKOMILTMKYBaHU HH(EKIMK HA yPUHAPHUOT TPAKT.
2: OcerimBOCTa MO2XE J1a CE M3BEJIe BP3 OCHOBA HA OCETIMBOCTA HA UIIPO(IOKCAIIHH.

IIpeBanenumjara Ha OTHOPHOCT MOXKE Ha Bapupa reorpadckM W CO TEKOT HAa BPEMETO 3a
u30paHuTe BUIOBY, a JIOKAITHATE HHGOPMAIUHK 3a OTIIOPHOCT CE MOXKENIHH, 0COBEHO KOTa ce
TpeTHpaaT cepruo3HH HHpeknun. J[oKoJKy e moTpe6GHO, Tpeba na ce mobapa CTpydeH COBET
Kora JIOKaJIHaTa IIPeBajleHIMja Ha OTIHOPHOCT € TaKBa INTO IOJIE3HOCTA OJ] JIEKOT BO GapeM

HEKOH BHJIOBU MH(EKIUH € TUCKyTaOuIIHA.

BooOn4aeHo oceT/IMBH COeBH

Aepobnu epam-nozumuenu 6axkmepuu
Bacillus anthracis

Staphylococcus aureus methicillin-susceptible
Staphylococcus saprophyticus

Streptococci, group C u G

Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

Aepobdnu epam-nezamusnu 6axkmepuu
Eikenella corrodens

Haemophilus influenzae

Haemophilus para-influenzae
Klebsiella oxytoca

Moraxella catarrhalis

Pasteurella multocida

Proteus vulgaris

Providencia rettgeri

AHnaepooHu 6axkmepuu
Peptostreptococcus

/pyeu
Chlamydophila pneumoniae
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Chlamydophila psittaci
Chlamydia trachomatis
Legionella pneumophila
Mycoplasma pneumoniae
Mycoplasma hominis
Ureaplasma urealyticum

BuaoBu 32 KOH CTEKHATATA OTIOPHOCT MooKe a 6uae npobaemM

Aepo6Hu 2pam-no3umuehy bakmepuu
Enterococcus faecalis

Staphylococcus aureus PE3UTCHTCH Ha METHULIWIINH #
Koaryna3a-HeraTUBEH Staphylococcus spp

Aepobru zpam-nezamueny 6axmepuu
Acinetobacter baumannii
Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Klebsiella pneumoniae
Morganella morganii
Proteus mirabilis
Providencia stuartii
Pseudomonas aeruginosa
Serratia marcescens

Anaepobru bakmepuu
Bacteroides fragilis

IloBpeMeHOo OTIIOPHH COEBU

Aepobnu zpam-no3umugHu Oaxkmepuu
Enterococcus faecium

Pe3HCTEHTHHOT Ha METHIAINH S. aureus HajBepojaTHO Ke MMa BKPCTEHA PE3UCTEHTHOCT KOH
(1yOpOKHMHOJIOHHTE, BKJIyUyBajKy O ¥ J€BO(IOKCAIUHOT.

52 @apMaKOKHHETHYKH CBOjCTBA

Arncopnngja

OpaJHO TPUMEHETHOT JIeBO(IIOKCAIMH 6p30 M pPEYHCH LENOCHO C€ aricopompa  €o
[IOCTUTHYBamke MaKCHMallHa KOHI[GHTpaluja BO IIasMara BO POK OJ 1 mo 2 wuaca.
ArnconyTHaTa 610pacioIoKIMBOCT € 99 — 100 %.

Xpanara nMa Mai epexT Bp3 aricoprujara Ha JIEBOGIIOKCAIIMHOT.

CrabuHa cocTojba ce IOCTUTHYBa BO POK Ol 48 vaca npu posupame oA 500 mg eaHant il
JBaIlaTH JHEBHO.

JlucTpulyrmja
Oxony 30 —40 % ox
CpemTHHOT BOJTyME
¥ [IO TIOBTOPEHH JI
TeNeCHUTE TKUBA.|

T € Bp3aH 32 CEPyMCKUOT IPOTEHH.
J1eBOGIOKCAIMHOT € NPUOIMIKHO 100 1 mo eguHeyHa
a)KyBa Ha paclpoCcTpaHeTa IucTpUOyIja BO
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[leneTpanuja Bo TKMBATa M BO TEJIECHUTE TEYHOCTH

Ce moxaxaiio exa 1eBO(IIOKCAIMHOT HABJEryBa BO GPOHXHjalHATAa MyKO03a, BO TEYHOCTA Ha
HOBpIIMHATA Ha eMUTE/IHATa OOBHUBKA, BO AJIBEOJIAPHUTE MaKpo(ary, Bo TKUBOTO Ha OeuTe
ApoboBH, BO KoXkara (BO TEYHOCTa BO MEYPHUTE), BO IIPOCTATHIHOTO TKHBO U BO YPHUHATA.
Cemnak, jieBo(IoKCalMHOT UMa ci1aba IIeHeTpalrja Bo 1epeOpOCINHATHATA TEIHOCT.

buotpanchopmaruja

JleBomokcanmHOT ce MeTabonaM3Mpa BO MHOTY Majia Mepa; METabOoNHTHTE Ce IEe3MEeTHII-
neBodokcanuH u aesoduokcarua N-okcun. OBre MeTaboOIUTH COApXAT < 5 % ox mo3ara u
Ce M3JlavyBaar co ypuHaTa. JIeBoGIIOKCAIIMHOT € CTEPEOXEMHUCKH CTaOMIIEH M He IOJUIe)KH Ha
XHpaJHa HHBEp3Hja.

Enumunanmja
Ilo opanHa 1 M0 HHTPaBEeHCKA MPHMEHA Ha JIEBO(IIOKCAIIMH Ce EJIMMUHHpPA PeIaTHBHO OaBHO

on mmasMara (t¥2: 6 — 8 4.). Exckpenujara e npeeHcTBeHO npeky 6y6pesure (> 85 % o
[IpUMEHETaTa J103a).

CpeHHOT BKyIEH TENeCeH KIMPEHC Ha JeBO(IOKCAIMHOT O eAHHEedHa 1033 o1 500 mg e
175 +/- 29,2 ml/min.

He moctojat ronemu pasnuku Bo hapMakOKHHETHKATa Ha JIeBO(IOKCAIMH I10 HWHTpaBEHCKa H
TI0 opajiHa MPUMEHA, IITO YKaXXyBa Ha TOa [€Ka OPaHUOT M HHTPABEHCKHOT IIaT Ha IPHMEHa
Ce 3aMEHJIHBH.

JIuneapHoCT
JleBodhiokcanuuoT HMa TEHeapHa (apmMakoKUHETHKA Bo omcer oA 50 1o 1000 mg.

IloceOuu nonynamun
Iayuenmu co penanna uncypuyuenyuja

DapMaKkOKMHETHKATA Ha JIEBO(IIOKCALUHOT € IO/ BIHjaHue Ha GYOPEXKHOTO HApyIIyBakbe.
Co HamanyBame Ha OyOpexxHaTa QyHKIMja ce HAMATyBaaT peHaIHATa eTIMHHALM]a 1
KJIHPEHCOT, a IIOJyBPEMETO Ha eIMMHMHALIA]a CE 3r0JIEMyBa KaKo IITO € IPUKAXKAHO BO
ta0enara momoy:

DapmakOKMHETHKA Kaj OyOpeskHa HHCYGHUIHEHIHM]ja 110 eMHeYHa OpaTHa 103a o 500 mg

. [ml/min] <20 20 -49 50 - 80
Clg [ml/min] 13 26 57
ty, [4] 35 27 9

Hocmapu nayuenmu

He mnocrojar 3HauuTenHu pasiuk# BO (papMakOKWHETHKAaTa Ha JIeBOQIOKCAIMHOT Kaj
MJIQJTATE U Kaj MOCTAapHTe JIMIA, OCBEH Kaj OHUE IITO Ce MIOBP3aHH CO PA3IMKa BO KIMPEHCOT
Ha KpeaTUHUHOT.

Pooosu paznuxu
OpnenHy aHamu3W Kaj MAIlKH M Kaj >KEHCKH IIaIlHEeHT ,@B@ﬁc&ns ’M@Jfa
TOJIOBUTE BO (hapMaKOKMHETHKATA Ha JIEBO(IOKCAIMHGTY bfeMg ,E[OKQSI/I“\@[@,C OBHE POJIOBH
PAa3IIUKH Ce OJT KIIMHAYKA Ba)KHOCT. . : '



5.3 IIperkJNHUYKH IMOJATOLH 32 6e30eqHOCTA HA JIEKOT

HexauauykuTe IOAATOLN HE IIoKa)XxyBaaT noceOHa OMacHOCT 3a InyeTO Bp3 OCHOBA Ha
KOHBEHIIMOHAJIHU CTYIHH 3a TOKCHUYHOCT CO €IMHEYHA 11034, TOKCHYHOCT CO IIOBTOPEHHU 103,

KaHIEpPOTeH HOTEHIHjall ¥ TOKCHIHOCT 32 penpoayKiuja 1 3a pasBoj.

JIeBO(TOKCAIMHOT He IPE/IU3BUKYBa HAMATYBAbE Ha IUIOTHOCTA MIIH Ha PENPOAYKTUBHUTE
ephopMaHCH Kaj CTaOpIUTE X HETOBHOT enuHCTBEH edekT Bp3 GeTycoT OMIT OJUI0KEHO
cO3peBarbe Kako pe3yJITaT Ha TOKCHIHOCT Kaj MajKaTa.

JleBOIOKCAIMHOT HE MPEAU3BUKAN TeHETCKM MyTallkH BO OaKTepPHCKU KJIETKH UM BO
KIIETKH HA IUIAYH, HO UK 6Umpo MPEAU3BHKAT XPOMO3OMCKI abepaluy BO KJIETKUTE Ha
GenuTe [POoOOBU HA KMHECKH “PUKO. Osue eeKTH MOXE J1a Ce IPUIUIIAT Ha MHXUOWIINjaTa
Ha Tomou3omepasata Il. /1 6u60-TECTOBUTE (MHUKPOHYKIIEYC, CECTpaHa XpPOMAaTH/IHA Pa3MEHa,
peranupana JIHK-cunTe3a, JOMAHAHTHA CMPTOHOCHH TECTOBH) HE IOKaXKaJie TCHOTOKCHICH
notenrwjan. CTyIuuTe Ha TIyBIM MOKaXale Jieka neBoIoKcaIMH BMa (pOTOTOKCHIHA
AKTHBHOCT CaMO BO MHOTY BHCOKH JIO3H. JIeBo(hOKCAIMH HE MOKaXa]l HUKAKOB
FeHOTOKCHYEH TIOTEHIIHjal BO aHANM3aTa Ha JOTOMYTAreHoCT U I'o HaMaJIWJI pa3BojoT Ha
TyMOpOT BO CTy/HjaTa 3a (poTOKapLIEHOTEHOCT.

3aeqHO co ApyruTe GIryopoKHHOJIOHH, JeBO(IOKCAIMHOT MOKaKas epeKTH BP3 ’pcKaBHUILIaTa
(MeypHu ¥ KapHec) Kaj CTaopIi 1 Kaj Kyunba. OBue Haony Oue roBeke U3pa3eHu Kaj
MJIaUTE XKUBOTHHU.

6. ®APMAILIEBTCKA OCOBEHOCTH
6.1 JlucTa HA MOMOIIHM CYyNICTAHIMH

TabneTHO jagpo:
MHKPOKpPHCTAIHA LeTyI03a
XUAPOKCUIIPOIIAIL IIENIyJI032
KpOCHOBHIIOH

Marfe3suyMm creapar
dunM-oOBHUBKA!
XHUIIPOMEIO3a

uaauro kapmus (E132)

6oja cancer xonra (E110)
xee30 okcun, upseH (E172)
maxporoia 4000

tutaruyM guokeun (E171)
JOMONHUTEIHO: TabIeTHTE dopemuz o 500 mg compiKaT xKeae30 OKCH, HKOJIT (E172).

6.2 WuxoMIaTHOHIHOCTH

Hewma mmogaTonu 3a PIHKOMII&TH6HJIHOCT.

5 TOONHU
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6.4 HauuH Ha yyBame

Jlexot Tpeba na ce uyBa HaaBOp oJ nodaT Ha jena!
JIekoT He Oapa moceOHH YCIIOBH 3a UyBaibe.

6.5 Msrien un coap:KMHA Ha MAKYBaH€TO

Tabnerure ce cnakyBanu Bo 6muctep (PVC/PE/PVDC/AL). Cexoj Gmuctep coapxu 5 umm 10

Tabyery.
Kyrujara coapxu 5 i 10 Tabneru (1 6amcTep) U yIIaTCTBO 32 KOPUCHUKOT.

6.6 TloceOHu MepKH Ha NMPETHA3JHBOCT HPH OTCTPAHYBAab€ HA HEHCKOPHCTEHHOT JIeK
M [IPH YyIOTpe6a HA JIEKOT

Jenbenata JMHMja CIOyXXH 3a aJalTHpame Ha J03aTa Kaj NAUeHTH cO OyOpeskHO

HapyIIyBarbe.
HencKopHCTEHHOT JIEK HIIH OTIIaJHUTE MaTepHjaid Tpeba Ja ce OTCTPaHaT BO COTIACHOCT CO

3aKOHCKUTE Oapama.

7. IIPOU3BOJUTEJI U HOCUTEJ HA PEIIEHHETO 3A CTABAILE HA
JIEKOT BO IPOMET

AJIKAJIONN ALl Cxomje

Oyi. Anexcannap Makemorcku 6p. 12

1 000 Cxomje, Perry6iika CeBepra Makenonuja
Teir.: +389 2 310 40 00

daxc: +389 2 310 40 21

www.alkaloid.com.mk

8. BbPOJHA PEHIEHUETO 3A CTABAILE HA JIEKOT BO IIPOMET
9. JATYM HA IIPBATA PETUCTPALINJA/OBHOBA HA PETUCTPAIIMJATA

10. JATYM HA IIOCJIEJJHA PEBU3UJA HA TEKCTOT
Anpun 2025 r.
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