KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA

| N3MNLIH IHA AFEHLIVA NC NEKAPCTRATA
L. MME HA JIEKAPCTBEHHA ITPOIYKT "Kpamia xapaKmepucmuxe Ha npogyxma N
JIEBOTEKC 500 mg ¢puamupanu tabnetku Kom Pee. Ne ..... '202%0 (G3. . p—
LEVOTEX 500 mg film-coated tablets PaspeweHue Ne -
2. KAYECTBEH H KOJITHYECTBEH CBCTAB 000 o L d L R e —

Besika punmupana tabnerka JIEBOTEKC cwabpika 500 mg nesodnokcauns (levofloxacin) karo 512,5
mg neBodaokcaun xemuxuapar (levofloxacin hemihydrate).

3a MbJIHUA CMTMCHK HA MOMOLLHUTE BELLECTBA BHIKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA

duamupana tabnerxka

Po3oBH, NpoabJroBaTH, 1BOHHOM3MBKHAIM (PUIMHPaHH TaOIETKH CbC CKOCEHH pLOOBE U AeauTesIHa
4yepTa OT JABETE CTPaHH.

Tabnerkara moxe Ja 61:,4’16 pas/Jc/icHa Ha ABC paBHH J03H.

4. KJIHHHUYHH JAHHH

4.1 TepaneBTH4YHH NOKA3AHUSH

JIEBOTEKC e noka3aH npu Bb3pacTHH 3a JieueHHe Ha ciie/iHuTe UHpekunH (Bk. Touku 4.4 u 5.1):
® OCTBP MHEJTOHEPPHT U YCIOKHEHH MHPEKIIMM HA TTHKOYHUTE ITbTHILA (BXK. TOUKa 4.4);
® XpoHHYeH OaKTepHasIeH NPOCTATHT;
® MHXAJaTOPEH aHTPaKC: NPOQUIAKTHKA CJIe]l EKCMO3HLMA U JledeHHe (Bx. Touka 4.4).

JIEBOTEKC TtpsOBa na ce u3rnoj3a npu A0AyrnocoyeHuTe HHMEKUHH, camo korato ynorpebara Ha
JIpYry aHTHOAKTHPAJIHH CPE/ICTBA, KOUTO OOMKHOBEHO Ce MPENnopbuBaT 3a Je4eHHe Ha Te3H HHPEeKLH,

C€ CYMTA 32 HEMOAXOAALLA.
® OCTbp OaKTepHAIEH CHHY3HT;

ocTpa ek3alepbauns Ha XpoHHUUHA 00cTpyKTHRHA 6e101pobHa bonecT, BKIIOYHTETHO OPOHXHT;

MMHEBMOHHS, NMpUaAoOHTa B 00LIECTRBOTO;

YCI0KHEHH MHDEKLIMK HA KOXKATA U MEKHTE ThKAHH;

nuesIoHedPUT K YCI0KHEHH HHGEKLMHU HA YPUHAPHUS TPAKT (BiK. Touka 4.4);

HEYC/IOKHEH LUMCTHT (BXK. Touka 4.4).

JIEBOTEKC moxe cbL10 12 ce M3MM0JI3Ba 3a 3aBbPLIBAHE HA Kypca Ha JIeYeHHE MTPH MalHeHTH, MOKa3aln
noo0peHKe NMpH HAYATHO JIeYEHHE C MHHTPABEHO3€EH JeBO(IOKCALIMH.

HeobOxonumo e na ce B3eMar npeaBua O(GHUMATHUTE MPENnopbKM 3a noaxoasula ynorpeba Ha
aHTHOAKTepHAIHH CPECTRA.

4.2 J1o3MpoOBKA H HAYHH HA NPHJIOKEHHE

JIEBOTEKC ce npuema BeHbXK HJIM [1Ba NbTH AHEBHO. Jl03MpOBKaTa 3aBUCH OT
MH(EKLMATA U OT YYBCTBUTEIHOCTTA HA MpeAnoaaraeMus NaToreHeH NpUYHHUTEN




JIEBOTEKC moske ga ce npuniarat CbILO 33 3aBbPIUBAHE HA KYPCA HA JIEUEHUE TIPU TTALHEHTH, KOUTO
ca MOKa3add MoAoOpeHHe NpH HAYAIHO 1EYEHHE C WHTPABEHO3EH JEBOQJIOKCALMH; TMOpaiH
OMOeKBUBATEHTHOCTTA Ha MapeHTepaTHATA U MEPOPATHaTA GopMa, MOXE Aa Ce Npuara ChLaTa 103a.

EOSHQOBK&

MoraT 1a 6baaT AaneHH caeAHKUTe NpenophKH 3a Ao3upaHe Ha JIEBOTEKC:

Hosuposxa npu nayuenmu ¢ Hopmaang 6v0peuna diynkyua (Kpeamununos kaupwuc > 30 mi/min)

IMokazanue JHeBHa 1030Ba cxema [IpoankHTENHOCT HA
(¢ IasucuMocm om | neueHHETO
mexncecmmit} 8 3aeUCUMOCH om
mexcecmmg)
Octop HakTepHaneH CHHY3NT 500 mg BeAHBK JHEBHO 10 — 14 anu
baktepuando obdoctpgrHe Ha | 500 mg BeaHBK JHEBHO 7 —10 nuw

XpOHHYEH OPOHXHT

[Muesmonns, npurobura B | 500 mg BeaHbXK MW ABA NbTH | 7 — 14 THH
0011ecTBOTO JHEBHO

[TuenoHedput 500 mg BeaHbK IHEBHO 7 — 10 anu
HeycnoxHeH uncTuT 250 mg BeaHBK LHEBHO 3 auu
Venowunend  wadexkuun  Ha | 500 mg BeAHBX JHEBHO 7 —14 nnw
YPHHAPHUA TPAKT

XpoHuveH BakrepuareH | 500 mg BeNHB) AHEBHO 28 nHn
MPOCTATHT

YenoxkHeHd  wHekuud  Ha | 500 mg BeaHbx WM ABa MBTH | 7 — 14 aHK

KOMKaTa H MEKHTC TEKaHH JHEBHO

AHTpPAaKE IIPH BAMIIBAHE 500 mg BeJHBXK JHEBHO 8 ceaMuun

Creyuaany nonyagyiy

Hapywena dwbpeuna yuxyus (Kpeamununos kaupvre < 50 mi/min)
Pexum na gosupane

{ BKITIOMHTEIHO
XEMOIHATH3A
u HATLT)!

125 mg/48 yaca

125 mg/24 vaca

250 mg/24 uaca 500 mg/24 uaca 500 mg/12 yaca
KpeaTuninos Mupea dosa: 250 mg | ITepsa ooza: S00 mg | Ifepea doza: 500 mg
K/AHPBHC
50-20 ml/min Caed mosa: Cred mosa: Caeo mosa:

125 mg/24 yaca 250 mg/24 yaca 250 mg/12 vaca
19-10 ml/min Caeo moea; Cred mosa: Creo mosa:

125 mg/48 Jyaca 125 mg/24 vaca 125 mg/12 yaca
<10 ml/min ("re0 moea; Cred mosa: Caeo mosa:

125 mg/24 yaca

'He ce wanaraT HOMBAHWTENHH J03H CIIEJ XEMOIMANM3a WIM HEnpekbcHaTta aMOynaTtopHa
nepuroHeanHa awanusa (HAILI).

Hapywena vepnodpobua gynxiyus
He ce nanara kopexilus Ha 103aTa, Thi KaTO JEBOQIIOKCALMH He ce MeTaboAu3Hpa B 3HAYMMA CTENEH
OT yepHus Apo0 1 Ce eKCKpeTHpa OCHOBHO upes Oe0peunTe. o
Honyrayun 6 cmapyecka 6b3pacm TR
He ce Hanara KOpekUMA Ha J03aTa NPH MALMEHTH B CTapYeCKa Bb3pacT, OCBEH aK
JaHHH 3a Hapyulena 6nOpeuHa @yHkuua (Bxk. Touka 4.4 , TenAMHUT W PYNTYPH H

L Yawmkaearne Ha QT uuTepeana™).

A
o)




Heouampuuna nonyaayus
JIEBOTEKC e nporusonokasat npu eua u 1oHoWH (Bx. Touka 4.3).

Havuu Ha npuioskeHHe

Tabnetkure JIEBOTEKC tpaGea na ce nortsluat uenw, 6e3 a2 ce pasTPOMIABAT ¥ € AOCTATBYHO
KOJIMMECTBO TEYHOCT. Morar na ce pasiensaTr no AenUTenHATA 4epTa 3a afanTHPAHE Ha 103aTa.
TabseTkrTe MOraT Aa ce MPUEMAT 110 BPEME HA XPaHEHe HAH Mex1y XpaHeHuara. JIEBOTEKC Tpsabpa
Aa C€ MPHEMA NOHE [1BA Yaca NIPEM MK CIIEA MPHNOKEHHE HA KENEIHH COJIM, ULMHKOBH COJTH, MArHe3Hii-
H/H &1YMHHUH-CHIBKALIM AHTHALMIH HTH AMIAHO3MH (CAMO KOMOURAYUM HA OUOANO 3N C AAVMUHUL-
U MazHe3Ul-CoOvpICamY Byhepupmyu cpedcmsa), v cykpawpham, Thit KaTO MOXKE 13 HACTBOM
HamanssaHe Ha abcopOuuaTa My (B, Touka 4.5),

4.3 IlporuBonokazanns

JIEBOTEKC e tpsfsa na ce npuiara:

. MpH NZUHEHTH, CBPLXYYBCTBHTENHHK KbM JEBOMIOKCALMH WK APYIH XHHOJIOHH, WIH KbM HAKOE
OT MOMOIIHHTE BELIECTBA, H30pOeHH B Touka 6.1;

. NPHU NALHEHTH C eMUIENCHs;

. MPH NAUKEHTU C aHAMHE3A 33 HAPYLIEHHS HA CYXOXHIWATA, CEBP3AHH C TPHUNIOKEHHE Ha
d1yopoxHHONOHM;

. TpH €U WIH OHOLLM;

. no BpeMe Ha OpeMeHHoCT;

L [PH KEHH, KOUTO KbPMAT.

4.4 CueumnanHu npeaynpexaeHAs ¥ NpeIuA3INN MEPKH NPH yHoTpeda

Ynotpebara Ha nesoduiokcaluuH Tpsbea na ce H3Bsrea MpH NAUMEHTH, KOWTO 4 UMATH CEPHO3HH
HCHKETAHH PEAKIMH B MMHA/10TO, KOTaTo Ca H3MO/3BA. 1M XHHOIOHH HIH GIIyOPOXHHONOHH ChABPKALLN
npoayktH (Bxk. Touka 4.8). JleueHneto npu Te3u naumeHTH ¢ nepodiokcaunH TpaGea aa ce 3anousa
CaMo MNpH JIWTCA HA &1TCPHATHBHH BBIMOKHOCTH 33 JICUEHHME H CJIe] BHUMATENHA OlEHKA Ha
CBOTHOWIEHHETO N1ON3a/PUCK (B3K. TOuKa 4,3).

Puck om pezucmenmnocm

MHOrO  BepOATHO € METHUMIHH-DE3MCTEHTHH S. aureus Aa KMMAT KOPEIUCTEHTHOCT KbM
(yOPOXHHOOHH, BKIIOUHTETHO NeBodiIokeauuu. [lopanu Tosa neBodIOKCALMH He ce MpenopLYBA 3a
JIEYEHHETO HA W3BECTHW HIM MOS03MpaHH undexunn ¢ MRSA, ocsen ako naGopaTopuHu pe3yaraTt
TIOTBBPAST UYBCTBHUTEJIHOCT HAa MHKPOOPraHM3Ma CHpPAMO NEBO(IOKCAUMH (W TPENOPbYBAHMTE
OOMKHOBEHO aHTHOAKTEPHATHH CPEACTBA 3a JledeHne Ha MHpekimn ¢ MRSA ca cuerenu 3a
HETOAXOAAIH ),

Jleotokcauus moxe na ce NpHIAra 3a Ji€YeHHe Ha OCTbP GAKTCPHAIEH CHHYIHT W OBOCTPAHE HA
XPOHHYEH OPOHXHT, KOTATO TE3H HHPEKLNH Ca MPABKITHO JAMATHOC THLMPAHH.

Pe3ucreHTHOCTTA CNpaMO (yOpOXHHONOHK Ha E. coli — HAl-4eCTHAT NATOTeH, CBBP3aH ¢ MHBEKLMH
Ha YPUHAPHHA TpakT - Bapupa B Esponeiickua cwvro3. [Ipeanucsawmre Tpsabsa 1a B3emar npeaBui
JOKaNHO MpeobiaaBaaTa PpesuCTeHTHOCT CNPAMO duryopoxunononu npu £. Coll,

AHTpakc npu BavmBane: [TpHI0OKeHHETO MPH XOpa Ce OCHOBABA HA JAHHM 3@ UYBCTBHTEIHOCTTA in

vitro Ha Bacillus anthracis v Ha eKCNEPUMEHTATHH 1aHHH NPH KUBOTHM, 3a€1HO C OTPAHHUCHH JAHHH

npu xopa. Jlekysaiute nekapu TpaGea na ce pecepHpaT KbM HALHOHAIHHTE H/HIH MEAUIYHAPOLHH
KOHCEHCYCHH JOKYMEHTH OTHOCHO JIEUEHHETO HA aHTPAKC.

Hpoovasxcumeiu, unsaiudusupaufy 1t ROMEHYUATHO HEOOPAMUMU CEPUOINY HEJCeAaNY f’W Je ,\\
peaxyuu g PR
Crobuiara ce 3a MHOrO PelKH C/Iy¥ad Ha NPOJbIKMTENHH (NMPOABIKABALH MECEL
UHBAIWAN3WPALIM W MOTEHIHANHO HCOOPATHMH CEPUO3HU HEXKENAHH JICKAPCTBEHH pe




TAXHATZ BB3PACT H BEHE ChLIECTBYBALIMTE pHckoBK dakTopu. Jlepodaokcaunu Tpabea aa ce crpe
He3a04BHO MPW MBPBMTE MPH3HAUM MM CHUMITTOMM HA BCAKA CEPUOIHA HEXENAHA PEAKUMS, KATO
NaLWEHTHTE TPAGBA 712 ObAAT MOCHBETBAHM Ja CE KOHCYITUPAT C JEKapd, KOWTO € npeInHcal
neKapcTBOTO,

TenOunum u pazrvesane Ha CyXOxcuIUe

TeHauHMT M paskbCBAHE HA CYXOXKHIHE (MO-CMELHATHO AXWIECOBO CYXOXKHIHE, HO Oe3s aa ce
OrpaHW4aBa Camo [I0 HEro), IOHAKOra ABYCTPAHHO, MOIKE /12 HACTBIH OLUE B paMKMTE HA 48 vaca oT
HAYA10TO HA JIEYCHHETO ¢ XHHOIOHH H (:TyOPOXMHO/OHH, KAaTO MMa CHOGILIEHUA 33 TAKWEA, PA3BUIIH CE
JIOPH 10 HAKO/KO Mecela cre/l NPeKpaTaBaHe Ha JIEYeHHETO. PUCKBT OT TEHAMHUT W paskbCBaHe Ha
CYXOKMIIME CE€ MOBHMIIABA (DK MO-BHL3PACTHU MALMEHTH, NPH MAUHEHTH ¢ OBOpeuHo yBpexaaHe,
NAUHEHTH ¢ TPAHCIUIAHTHPAH COJM/EH OPraH, NPy NMAauUMeHTH, IpHeMally AHeBHu 1031 oT 1 000 mg
MEBOQIOKCALMH M TAKHBA, JIEKYBAHH CLILICTBAO C KOPTHKOCTepouau. ITo Tasu mpuunHa
ChIBTCTBALATA YOTpeda Ha KOpTHKOCTEpOUaM TpabBa aa ce u3barsa.

flpn OBbPBH MPU3HAK HA TEHIHHHT (Hanp. ©0O0J€3HEHO MOIYBAHE, BBLINAICHHE) IEYEHHETO C
nesodrokcaunn Tpadea 1a ce ApeKPaTH u Aa ¢e OOMHCIM anTepHATUBHO JNeUYeHHe. 3acerHaTnsT(Te)
kpaiinuk(un) TpaGea na 6vae(ar) nexysan(u) no noaxoadiy Haurd (Hanp. obesaewxksane). He Tpabba
A& Ce H3MOJI3BaT KOPTHKOCTEPOH/IM, AKO C€ NOSBAT MPH3HALIM Ha TEHAMHOMNATHA.

3aboansanun, cevpsianu ¢ Clostridium difficile

Juapus, ocobeHO ako € TekKa, MPOTLIKHTENHA H/HIKM KbLPBABA, MO BPEME HA WIH ClE JICYEHHE ¢
neBOGIOKCALIHH (BIUTIOHMTEITHO HAKOIKO CEAMMIUM CIIEM1 IEHEHHETO), MOKeE 12 Obe CHMITTOMATHYHA 3a
sabonsrane, cebp3ano ¢ Clostridium difficile (CDAD). CDAD moke 1a BApHpa N0 TEKECT - OT NEKO 10
’KMBOTO33CTPAILABALIO, HAH-TeAKKATa POPMA. HA KOETO € nceeJoMeMOpaHo3eH KOIUT (B, Touka 4.8).
ETo 3a1110 ¢ BaXKHO Ja ¢ B3eMe NMPeaBH Ta3H AHarHo3a IPH [TALHEHTH, KOUTO PA3BHBAT TEKKA AHAPHS
Mo BPEME HA HIH C/IEA JICYEHHE ¢ NEBOMNOKCALHH. AKO MMa ChbMHEHME HAM ce noTebLpan CDAD,
nesodokcault Tpsdea na ce cnpe He3abaBHO M BEAHAra 43 CE 3anovHE MOAXOAALIO JICHEHHE.
JlexkapcTBEHH OPOAYKTH, NMOATHCKAIMK TIEPHCTANTUKATA, €A NMPOTHAROTMOKA3AHHM NMPH Ta3H KIMHHYHA
CHTYaLIMS.

Hayuenmu, npedpasnoioxcenu kom bproge

XHHOTIOHHTE MOTAT [a CHIXKAT fpara Ha bPYOBETE W Ra [IPEAM3IBHKAT rbpuoke. Jlepoduiokcauuu ¢
NPOTHBOMNOKA3aH [IPH [FRALKMEHTH C aHaMHe3a 33 enuiencus (B, Touka 4.3) U KakTo MpH Jpyrure
XHHONOHH, TPAOBA [a Ce Mpunara ¢ MOBMILUCHO BHUMAHHE NP MALMEHTH, MPEIPA3NON0KEHH KbM
MPUIIATBLLUY HIM HA CBITBTCTRALIO NEYEHHE C AKTHBHH BEUIECTBA, KOUTO CHUXaBaT UepedpanHna npar
Ha MPUNAIbIH, KaTo TeoPuaKH (Bxk. Touka 4.5). B ciayyall Ha KOHBY/ICMBHH MpUNaabUM (BXK. TOUKA
4.8), neuenuerto ¢ sepodnokcalH TpabBa 1a ce npeKpaTy.

Hlayuenmu ¢ Oehuyum Ha zrox030-6-hocham dexudpozenasa

[TaumenTn ¢ nateHTeH UK H3aBeH NedeKT Ha [TOK030-6-hochaT 1eXHAPOreHa3HATA AKTHBHOCT, MOTAT
Ja [POABAT CKJOHHOCT KbM XEMOJNMTHYHM PEAKUMM, KOraTto ca JIEKYBAHH C XHHOJIOHOBH
antrbaktepuannu cpeactsa. flopaau ToBa, ako JeBoUIOKCALMH Ce H3NOM3BA NIPH TAKHBA MALMEHTH,
TpadBa J1a ce ClleIM 33 EBEHTYAIHA NI0ABA HA XEMOJIH3A.

Hayuenmu ¢ Ov6peunu yepexcoanus
Trii kaTo nepodioKCal{MH CE EKCKPETHPA OCHOBHO upes OnbpeumTe, fo3ata Ha JIEBOTEKC TpaGea aa
Obae kopurupasa npu nauuenTu ¢ GuOpevHo yBpexaare (Bxk. Touka 4.2).

Peaxyuu na cepvxyyecmeumenocm

JleponokcalldH ~ MOKE  [a [PHYMHH  CEPHO3HH, NOTEHIWATHO (aTalid  PCAKUWH  Ha
CBPBXUYBCTBHTENHOCT (T.€. AHIHOEAEM A0 aHAQUITAKTHYEH LOK), PAAKO MOCTIEABAITY HA4AIHATA 1034
(. Touka 4.8). Tanuerrnre TpabBa 1a NPEKPATAT NEUEHHETO HE3aBABHO H [1a CC CHBLPICHT C-FOXHUA

TeMcKu KONCHU HEXHCCAAHY DEeaKyun

Texxn koxnu Hexenanu peakurd (SCARS), KOHTO BKJAIOUBAT TOKCHUHA E€MUAE
(TEN: uzeectHa oue kato cuHapom Ha Lyell),cunapom na Stevens Johnson (8 }‘%«\J{gma
peakuns ¢ eo3uHOdHANA H cucTeMud cumnTomi (DRESS), koMTO MOKe 12 ca xuB ofa




HIH ¢ JIETaIEH M3X01, ce chodulasaT npu ynotpebata Ha Jeeodiokcaunn (ex. Touka 4.8). [Tpu
[IPCANMCBAHETO HA IEKAPCTBCHUA NPORYKT NAUMEHTHTE TPAOBA 1a GbJAT MHQOPMHPAHH 3 MPH3HALIMTE
H CUMITTOMHUTE HA TEXKH KOXKHH peakunu v Aa Obhat Habmo1aBaHu ¢ MOBUWEHO BHHMAHHE., AKO ce
NOABAT NPH3HALK W CUMNTOMH, [OKA3ATENHH 3a TE3H PEAKUMH, NMPHIMKEHHUETO Ha 1eBOGLIOKCALMH
TpabBa He3a0apHO 1a Ce MPeyCTAHOBH M A& cc OOMMCIH ANTEPHATHBHO JeverHte. AKO MAUMSHTDBT €
paseun ceprosa peakums xato SIS, TEN wm DRESS npu ynotpebara wa nesodiokcatiu, eueHue
¢ NeBOdIOKcaLMH He TPAGBa a ce 3a104Ba NOBTOPHO MPH TO3M [TALMEHT.

Juceaurevus

Kakto mpx BCHUKH XHHO/IOHM, €a ChOGLIABAHH HADYLUEHWA B KPHBHATA 3aXap, BKIIOUBALM KAKTO
XMIOTTIHKEMHMS. Taka M XHMEPrIHKeMHMd, OOMKHOBEHO TNpPH TAalWeHTH ¢ aualeT, npUeMalum
CBOBLTCTBAUIO JIEUEHHE C MEPOPANIHO XMOOTTMKEMWYHO CpeacTBO (Hamp. rauOeHkIamua) MM
uHCYAuH. CroBIMaBaHM Ca ClTyHam Ha XMNOTIMKeMHYHa koma. [Ipu matmenTH ¢ aualer ce npenopbusa
BHUMATETHO NPOC/CIasate Ha KPbBHATA 3axap (8. Touka 4.8),

Jleuenneto ¢ JlepoTeke Tpabpa Ja ce MpekpaTH HE3a0aBHO, 4KO MAUMEHTHT JOKIAABA 33 HIMEHEHHE B
KpbBHATA 32Xap W TpaA0Ba Ja NOMUCITH aANTEPHATHBHA HEXMHONOHOBA TEPAIIHAL.

lIpeonaszsare om homovyscmeumemocm

[pu neuenue ¢ neeookcaunH ce chodiuasa 3a GoTouyBCTBUTENHOCT (BK. Touka 4.8). [Ipenopbuea
C€ MALMCHTUTE 12 HE C& WATAraT M3IMILHO Ha CHIHA CTEHYEBA CBET/IMHA HITH Ha H3KyCTBeHH UV-bun
(Hanp. KBapuoBa 1aMna, coNapHyM) no BpeMe Ha eueHueTo M 48 yaca ciien PeKPaTABAHETO MY, ¢ Liel
npeanassade oT GOTOUYBCTBHTENHOCT.

[layuenmu, aexyeany ¢ sumavun K anmazonucmu

{Topaau EBIMOKHOTO foOBHINaBaHe Ha Koarynaiuonute tectoee (PT/INR) w/miau xbpeene npu
NMAUKEHTH, JTEKYBAHH ¢ N1eBOQII0KCaUUH B koMOHHaLKA ¢ Butamus K antaronuctu (Hanp. sapdapun), e
HEOGXOAMMO MPOCNEARAHE HA KOAryIaLUMOHHHUTE TECTOBE, KOraTo TE3H JEKApCTBA €A MPWIATaHu
€IHOBPEMEHHO (BHX TOYKa 4.5).

Tcuxomuuny peaxyuu

Cro0uiapany ca MCHXOTHYHM PEAKLMH [(PH TANMEHTH, NPHEMALIH XHHOMOHH, BKIKOMHTENHO
nesodokcaurt. B MHOTO pejlku cilyyau ca NporpecHpaIH 0 CYMUMAHM MUCTH H CAMO3aCTPALLABALLO
MNOBEAEHHE, MOHAKOra Camo C/iea €IUHWYHa 103a AepodiiokcaunH (ex. Touka 4.8). B cnyuaii, ue
MALKEHTHT PA3BHE TC3U PEAKLWM, IPHEMBT Ha JICBOMIOKCALMH TPAOBA N2 e MPEKPATH H JIa CE CBBPKE
¢ nexapd, HpeAnHcan JeKapcTBEHHA MpoIgykt. Tpabea aa ce  oOOMHCAHM  anTepHaTHBHA
HE(IYOPOXHHOIOHOBA aHTHOAKTEPHANHA TEPAITHA M 1A CE NPUIIOKAT MOAXOAALM MepkH. [Tpenopbusa
Ce MOBHIIEHO BHHMAHHE, AKO JEBOMIIOKCAUMH Ce TIPHIAra Mpd MCUXOTHYHH MAUMEHTH WIH MpPH
ITALHEHTH C AaHAMHE3a 33 MCHXOTHYHO 3a00JISBaHE.

Yowvancasane na QT unmepsaia

HeobXxo1umMo € MOBHWIEHO BHUMAHHE, KOTATO (UIYOPOXUHOIOHH, BKIHOUHTENHO TeBOMIOKCALHH, ce
MPHNAraT Mpd NAUHEHTH C H3BECTHM PUCKOBM (axTopu 3a yawmkaeane Ha QT wurepsaia, xato
HaMmpHMEp:

- CHHAPOM Ha BpoaeH yabmkeH QT;

- ©IHOBPEMEHHO MPHIOKEHHE HA JIEKAPCTEA, 32 KOUTO € M3BECTHO, Ye yab/bkaeat QT unteppana
(wanp. Kmac 1A w Il aHTHapUTMHMLM, TPHUMKIMYHH AHTMICOPECAHTH, MAKPOIHIN,
AHTHIICHXOTHLH),

~  HEKOPMIMpaH €NeKTPONWTEH AHcOaTaHe (Hanp. XHIOKaNHEMHS, XHIIOMAHE3HEMHS);

- CbpaeuHo 3abonABaHe (Hamp. CbPAEHHA HENOCTATHYHOCT, HMHGAPKT HAa MHOKapaa,
Opannkapaus).

[launenTuTe B CTapuecka BB3PACT M KEHUTE Morar Aa OhJaT NO-UuYBCTBUTE/NHH CIpA
yasaxagaiy QTc. [opanu ToBa ¢ HEOOXOAMMO MOBHILEHO BHHMAaHHE, KOIaTO NpH Te
npuiarat GUIyOPOXHWHOTOHH, BKIIOUYKHTEIHO JieBodiokcauun. (Bx. Touka 4.2 Tau
BL3pACT, TOuka 4.5, Touka 4.8 1 Touka 4.9),

--ﬂe]ca" CTBa;.
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[epudpepua nesponamus

Crobuwara ce 3a cnyyan Ha CEHIOPHA HEBPOMATHA MM CEH3OMOTOPHE HOJIMHEBPONATHA, BOACIUM 10
MapecTe3nH, XHIMOSCTE3NA, [M3ECTE3UA MK ¢1ad0CT NPH NALMEHTH, MPHEMALIM XHHONOHH M
dayopoxuronony. Ilaupentn, npuemaiin nepodiokcauud, Tpabea a GBAAT MOCHBETBAHM Ja
MH(OPMHPAT CBOA JICKAP, NPEaH Ja MPOIbIKAT JICUCHHETO, KO CE NOSIBAT CHMITTOMH HA HEBPOTIATHS,
Karo Oonka, ycellaHe 3a TIapeHe, MpaBy4kaHe, HITPBNBaHe wiW cnabocT, 3@ fla Ce NpefoTBpaTH
Pa3BHTHETO HA MOTEHUHAMHO HeobpaTUMo 3abonaeane. (8. Touka 4.8).

Xenamobuauapuu napyuienus

Cvobuiasanu ca ciiyuau Ha 4epHoRpoGHa Hekposa 1o daranHa uepHOAPOGHA HETOCTATLYHOCT NPH
NEBO(IOKCAUMH, NMPEIHMHO NIPH MALHEHTH € TEKKM NOMLNEKAlH 3ab0ISBaHHsA, HANp. cercue {BiK.
To4ka 4.8). [NaumenTure TpadBa Na GbAAT CLEETBAHW Ja COIPAT NIEUCHHETO M A4 CE CBBPIKAT C JeKaps
CH, dKO Pa3BUAT MPH3HALUM W CUMITTOMH Ha YEPHOAPOOHO 3aD0JIABAHE KATO AHOPEKCHS, XbIATEHMLA,
TBMHA YPHHA, Cupbex nitn DonesHeH KopeM,

OBocmpsne na MUQcmenun epasuc

O1yOPOXHHONOHHTE, BKIIOYHTEIHO 1€BO(DIOKCAUHH, UMAT HEBPOMYCKY/IHO GrokHpauwo aeitcTsue n
MoraT f1a 00OCTPAT MYCKYy/IHaTa ciabocT MpH MALKEHTH ¢ MMACTEeHHs rpasuc. [locTMapkeTUHrOBH
CCPHOIHY HEXKENIAHH JIEKAPCTBEHH PCAKUHH, BKIOYBALLA CMBPT H HEOOXOIHMOCT OT NOLIBbPKAHE Ha
AWLIAHETO, ca ChobwaBany npy GAYOPOXHHOIOHH, H3MOJIZEAHH MPH NAUKHEHTH ¢ MUACTCHHS IPABHC.
JlesohniokcalvH He ce NPENOPBLYBA NPH MALMEHTH C AHAMHE3A 32 MHACTEHHA rPABHC.

Ipume.aHu HAPYVIEHUR
Ako 3peHHeTo ObIE YBPEACHO WM Bb3HUKHAT HAKAKBH eheKTH BBPXY Ouute, HezabasHo Tpatsa ga ce
MPOBEAE KOHCY.ITALMA ¢ OUCH cneuManueT (8. Touku 4.7 u 4.8),

Cynepungerxyun

[Ipr:1oxeHHeTO Ha NeBOGIOKCALINH, OCOBEHO AKO € MPOABIHKHTENTHO, MOXKE 114 JI0BEE 10 CBPBXPACTENK
Ha HEYYBCTBHMTENHH MUKpoOprannimu. Tpabea na ce npeanpueMaT NoAXOAALIKM MEPKH, AKO HACTBIIU
cynepuHgpeKLHs M0 BPEeME HA TePaIHsTa.

{Ipovenu & 1abopamoprume wiCAeO8aHUNA

[IpH nauueHTH, NEKYBAHHK ¢ JICBO(IOKCALMH, YCTAHORABAHETO HA OMHATH B YPHHATA MOMKE 14 Jaje
(anuiBo nooKUTENHH pe3yTTaTd. Moxe 1a € HeoBX0AHMO a Ce€ MOTBBP/AH NOTOKHTEIHHA PE3yITAT
33 OITMATH € No-CriielMpHUCH MeTo .

JleBogh/IOKCALIMH MOXKe Ja NOTHUCHE pacTexa Ha Mycobacterium tuberculosis n nopaay Tosa, Moxe jJa
Jajae GaTuHBO OTPHLATEIHH PE3YATaTH NMpH OAKTEPHOIOTHYHATA AHArHO3a Ha TYDepKoIo3a.

Anespusma , OUCeKYUR HA AOPMUMA U PEZYPPUMAYUA/HEOOCMAMBYHOCIN HA CHPOCYHUME KA
EniaemMroiorHyHHTe NPOYYBaHHA NMOKA3ZBAT MNOBHIUEH PUCK OT aHEBPH3MA H JMCEKALIMA HA A0pTaTa,
0COOEHO MPH NALMEHTH B CTAPYECKA BB3PACT, KAKTO H OT PETYPrHTALMS HA 20PTHATA M MUTpa/HaTa
KJana cliel npuem Ha GuryopXHHOIOHH.

CLOGLI.[CHH ca CIy4aH Ha AHEBPHIMA M JWCCKALIHA Ha aoprard, IOHAKOra YCIIOKHCHH NOpaaH
Pa3KbCBAHE (BKIIIOUUTEIIHO C NIETANIEH H3XO/) H PETYPHTALHA/HEAOCTATEYHOCT HA HAKOW OT ChPAEUHHTE
KJIAMH [IPK NALHEHTH, NpUeMalll GryopoXHHOIOHH (BXK. Touka 4.8).

3aTosa iryopoXHHOIOHH TPAORA 1A C€ H3MOJI3BAT CaMO C/1¢/l BHUMATEIIHA OLEHKA Ha ChOTHOLIEHUETO
MOJI3a/PUCK M CNe Pa3rneskaaHe Ha APYTH TEPaneBTHYHK Bb3MOKHOCTH NPH NAUHEHTH C MONOXKUTENHA
thamusiHa aHaMHe3a 32 AHEBPH3MA MITH NAIHEHTH JMArHOCTHUMPAHH ¢ MPEeIIIECTBALLIA AHEBPHIMA H/HIU
NUCEKALMA HA aopTaTa, WX NPH HAJMYHE HA JpyrH puckoBd daktopu, wau 3abongsavus
npeapasznonarauM:

- KA4KTO 3a aHEeBPH3Ma, Taka W 3a JMCEKUMs HA AOPTATA M 33 PErypruTalHA/HEAOCTATEYHOCT Ha
cbpaevHMTe Knanu (Hanp. cuHApoM Ha Marfan, cunapom ua Ehlers-Danlos, cm-mpom Ha
Turner, Honect Ha Behcet, XHnepTOHKs, pesMATOUACH APTPHT) UM AOMBIHUTENHO, .~ .

- OpPH aHEBPH3MAa M JHCEKaUHd HA A0pTaTta (HANp. CbIOBM HAPYLUEHWSH, HATp. Y pnzbh 11 pd
Takayasu, rurauToKTEThHEH apTEPHHT WA M3BECTHA ATEPOCKIEPO3d, WK/ elip

Sidgren), HIM TOTVBIHNTENHO; i -fi"




PHcKBT OT aHeBpU3MA 1 AMCEKALIMA HA A0PTATA H TAXHOTO PA2KbCBAHE MOKE CHLLO 13 C& MOBHILK MPH
MALMEHTH, MIEKYBAHH €HOBPEMEHHO CbC CUCTEMHH KOPTHKOCTEPOUIM.

Ilpu BHeszanHa Oodka B KOpEMa, IPLAHNS KOU WK rbpfa naumedTuTe Tpa6Ba 1a GBIAT NOCHEETBAHM
Aa ce KOHCY.ITUPAT He3abaBHO ¢ neKap B CTIeLeH LeHTBP.

[TaunenTute Tpabea Aa 6b1AT NOCHBETBAHH A2 NOTHPCAT He3a0ABHO MEAHLMHCKA TOMOLI B C1y4aii Ha
OCTpa AMCTIHES, MOABA HA ChpLEeOHUeHe (MAMTHTALIMKM) WK PA3BMTHE HA OTOK HA KOPEMA WJIH JOJHHUTE
KpaiHHLK.

Ocmvp nanxpeamum

Hpu naumenTu, npuemain JepodokcalnH, Moxe 1a ce Hab/ioaasa ocTsp NaHkpeaTuT. [lamuenTute

TpabBa na 6bAaT HHPOPMHPAHH 32 XAPAKTEPHHTE CHMITTOMM HA OCTBP NaHKpeaTHT. [lauMenTuTe, KOHTO
HMaT rajJieHe, Hepa3noIokKeHHe, KopeMeH THCKOMPOPT, 0cTpa KopeMHa G0Ka WK OBPbLIaHe TPAGBa
Aa 6BaT MOMLIOKEHH Ha He3abaBHa MEAMLMHCKA OUEHKZ. AKO €€ MOZO3MPA OCTbP NAHKPEATHT,
yiorpebara Ha nesodokcalMH TpabBa 1a ce MPEYCTAHOBM; AKO Ce MOTBBLPAM, ynoTpedara Ha
nesopiokcaliit He Tpabea Aa ce 2anousa oTHOBO. Tpalisa fa ce BAMMaRa PH MALMEHTH C AHAMHE34 3a
NAHEpeaTHT (B3, Touka 4.8).

Hampuiti
To3k nexkapcTBEH NPOIYKT Chabpxka no-Maiko ot 1 mmol narpuit (23 mg) na duaMupauna tabnerka,
T.€. MOXE /12 C€ KAXKE, Y€ NPAKTHYECKH HE ChIbHKA HATPHIA,

4.5 BiammoaeiicTBHE C APYTH JCKAPCTBEHH TPOAYKTH U APYTH (OPMH HA B3IAHMOICHCTBHE

EdexrH Ha Apvru JekapcTeeHH npoavkTH Bspxy JEBOTEKC

HKeaesnu cony, YUHKOBU COTU, MAHE3UT- UAW ATV MUHUH-CHOBPHCAUU QHMUAYUOY, OUOTHO3UH
AbcopbumaTa Ha nesodrokcalMH € 3HaumrenHo Hamanewa, korato JIEBOTEKC ce npwnara
€HOBPEMEHHO € JKEI€3HH COMU, MArHE3HH- MM ANYMHHHUIT-CHABPKALIM AHTHAUMIH WK AUIAHO3MH
(caMo OpMM HA JHAAHOZWH C ATYMHHHIA- WM MarHeswi-chbIbpaun Gydepupaniu cpeactra).
Haraexaa, ue €AHOBPEMEHHOTO NPUIOKEHHE HA (IYPOXHHONOHH C MYTTHBUTAMMHH, ChIbPIKAUIN
UMHK, HaMajsBa TAXHaTa mnepopanHa abcopbuwma. Flpenopbupa ce mnpenaparure, ChABPXKALIM
JIBYBRTEHTHH WM TPHBAIEHTHH KaTHOHM KATO JKCJE3HH CONH, LMHKOBH COMM, MATHE3IMH HIM
ATYMHHUA-CLABPKALLM AHTHALMAM, WK THAAHO3HH (caMO GOPMH HA JWIAHO3MH C A71YMHHHI- MM
MarHesuii-Ceappkainy Gydepupatin cpeacTsa) Aa He ObaaT NpUeMaHHu 10 2 yaca Mpedu WM ciel
npunoxerueto Ha JIEBOTEKC (Bx. Touxa 4.2). Kanuuerute comi MMaT MHHUMAJEH edeKT BLpXY
nepopaHara abcopluna Ha N1eBodIIOKCALIMH,

Cyxparham

buonannunoctTa va JIEBOTEKC ce HamassBa 3HAMHTENIHO, KOTaTO C€ MPUIAra €HOBPEMEHHO ChC
cykpandar. Ako nauneHTsT Tpabra fa npHeme u cykpandar, u JIEBOTEKC, Haii-no6pe e na npueme
cykpandar 2 yaca cnen npunokeHuero na JIEBOTEKC (Bxk. Touka 4.2).

Teodhuaun, gentygen uru nodoGHY HeCMePOUOHU RPOMUSOEDINATUMEINY AEKAPCMBA

He ca nabmonaBaHH (apMAKOKHHETMYHH B3aMMONEHCTBMA HA JEBOGJOKCAUMH C TEO(QUNHH B
KITMHHYHO NpoYy4BaHe, Bunpeku ToBa MOXE /1a HACTBLITH W3PA3EHO MOHKKABAHE Ha LepeGpatHua npar
Ha MPHOATBUH [IPM  CAHOBPEMEHHO MPHIAOKEHHE HA XMHOMOHM ¢ TeoQHIHH, HECTEPOMAHH
NPOTHBOBB3MTA/IMTE/IHH /IEKAPCTBA MIHM JAPYTH CPEICTBA, KOWTO CHHMXKABAT Mpara Ha MpPHNaabLM.
KoHuenrpaunara na aesoduokcauvs e okono 13% mo-ucoka B npucheTBHETO Ha denbyden,
OTKOJKOTO (IPH CAMOCTOATETHOTO MY NPHIOKEHHE.

IIpodeneyuod u yumemudun
[TpobeHeuna M LMMETHAMH HWMAT CTATHCTHYECKH 3HAUMM €(EKT BBbpPXY €JIMMHHHPEZHETO Ha
nesoduiokcalii. BrOpeuHHAT KaMpbHC Ha AeBOMIOKCAUNH CE HAMAIABA OT UMMeTUIHH(24%) . -
npobeneuna (34%). Toea ce cnyuea, Thil KaTO [BETE JIGKAPCTBA €A B CbCTOAH BRUAT):.
ObOpednara TyOy/Ha cexpelds Ha NeBOMAOKCAlUHH. Bunpexw ToBa npu M3n
MIPOYHBAHETO, MAJIKO BEPOATHO € CTATHCTHYECKH 3HAUUMMTE KHHETHYHH PA3IMKH
3HaYHMOCT.




Heobx0aMMO € MNOBMIIEHO BHMMAHME MPH €IHOBPEMEHHO NPWIOKEHHE HA JEBOMIOKCALMH C
nekapcrea, sacarawu 6b0peunata TyOy/iHa cexpeuHs kato npoGeHeuni M LMMETHAMH, 0CcobeHo npu
NAUHEHTH ¢ OBOPEUHH YBpExAaHHA.

Hpyea cowgecmeena undhopmayus

Knuuuutu hapMaKonornynu npoy4eanis nokassar, ue GapmMakokuHeTHKaTa Ha TeBOdIOKCALIMH HE €
33CErHATA B KJIMHHYHO 3HAYMMA CTETEH, KOTATO JeBO(IOKCAUMH Ce MPHIAra 386AHO CbC CACHAHUTE
J€KapeTBa: KallueB KapOoHAT, AMTOKCHH, MTHOSHKIAMUL, PAHMTHIHH.

Edexry Ha JIEBOTEKC BbpXy APYIH NEKAPCTBEHH NPOAYKTH

Huxnocnopun
[lomy#uBOTET Ha UMKNOCTIOPUH ce ToBULIABA ¢ 33%, KoraTo ce npunara ¢ 1epogIOKCaLMH,

Bumaviun K anmasonucmiu

Cpobiuenu ca NOBHUIEHH CTOHHOCTH NpH koary/aunonun Tectose (PT/INR) w/man knpeeHe, koeTo
MOXe ja Oble TEKKO NPH NALMEHTH, JIEKYBAHH ¢ NEBOMAOKCALMH, B KOMOMHALMA ¢ BHTaMMH K
aHTaronuctT (Hanp. sapdapun). [lopaau ToBa KOArynauHOHHHTE TectoBe Tpabea na Ownjat
MPOCTEAABAHHM [1PYU NALKEHTH, JEKYBaHHW ¢ BuTamiH K aHraronuery (sx. Touka 4.4).

Aexapemsa, yovaxcasauu QF unmepsara

Jlesonoxeautuy, KakTo APYrUTE XHHOMOHH, TpaGea Aa Obae MpHNaraH ¢ MOBMIEHO BHHMAHHE [IPH
NAUMEHTH, NPHEMALLIK IEKAPCTRA, 38 KOHTO € MU3BECTHO, 4¢ yabkaBaT QT unteppana (Hanp. knac [A u
Il anTHapHTMULK, TPHUMKIHYHW aHTHAENPECAHTH, MAKPOIMAM, ZHTHTICHUXOTHUH) (B, Touka 4.4
yabs/bkasane Ha Q1 wHTepeana).

Hpyea cvwgecmsena unghopyayun

B npoyusane 3a  apMaKOKHHETHYHH  B3aUMOACHCTBMA, seBodOKCALMH  HE  3acara
dapMakokHHeTHKaTa Ha TeodumuH (KOHTO € rtectoB cyberpat 3a CYPIA2), koeTo nokassa, ue
AesodokcaunH He € CYPLA2 uaxuburop.

Jpvru ¢ropMH HA B3aHMOACHCTEMA

Kopmurocmepoudu

PHCKBT OT TEHAWHMT W Pa3’KbCBAHC HA CYXOXKWIMATA € 3aBMMIEH NPH MAIMEHTH, JTCKYBAHH
€HOBPEMEHHO C KOPTHKOCTEPOMIM K NEBOgIIOKCaLMH. 3aToBa TpabBa Na ce M30ATBa eTHOBPEMEHHATA
yrnotpeba Ha KOPTHKOCTEPOHAHM ¢ eBOIOKCAHH (BkK. Touka 4.4).

Xpaua
Hsama kIMHUYHO 3HA4YWMO B3aMMOJAEHCTRHE ¢ XpaHa, 3arosa Tabnetkure JIEBOTEKC morar ga ce
TIPHJIArAT HE3ABUCHMO OT MPHEMA Ha XpaHa.

4.6 @epTHaHTET, PeMEHHOCT H KbhPMEHE

hpevennacn

HMMa orpannyeHu JaHHH OT ynotpebarta Ha nepoduokcaliid npH SpeMeHHH kenu. [1poyusanuaTa npu
MHBOTHM HE MOKA3BAT AMPEKTHH WIM WHAMPEKTHH YBPEXKAALIM eQEeKTH C OrMe] Ha PerpoIyKTHBHA
TOKCHMHOCT (B, TO4YKa 5.3).

Bunpeku TOBa nopanM JMncata Ha JaHHH NpH XOPa W NOPAJH TOBA, Y€ EKCIEPHMEHTATHUTE JaHHH
NPEANoSaraT pHCK OT YBPEXIAHE HA HOCELIMTE TEKECTTa XPYUIAIH Ha PAcTANIMA OPraHWIbM OT
G1yOPOXHHOIOHKTE, 1eBOMIOKCALIMH He TPAORA A ce Npuara npd 6peMEeHHH e (B, Touku 4.3 u
5.3).

HENE e T s,
Kopwen 2w TN

JIEBOTEKC e nporuBonokaszaH npH eHW, KOWTO KbpmaT. Hama aoctatsuno ;
CKCKPELMATa Ha JeBOQIIOKCALUMH B KbpPMATa, BbLIPEKH 4€ OCTAHANMTE (Iyopos y&w%,{:é

o v
EKCKpeTHpaT B kKbpMaTa. Ilopaaw nurcaTta Ha ZaHHW NMPH XOpa W NOPaJaH TOBA, Ye ek @1{@49& i
JaHHU NPEInoNaraT PUCK OT YBPEKIAHE HA HOCELLMTE TEXECTTa XPYLUAM Ha pacTs {Fi




thryopoxuHoNonnTe, nesodnokcallut TabieTku He TpsGBa 1a Ce NPUIAra NpH KbPMAUKK (BX. TOUKH
43n3.3).

Depmuaumem
Jlerop10KCAUMH HE NpeAM3BHKBA YBPEKIAHE HA (DEPTHIMTETA WM PENPOAYKTUBHUTE CrIOCOGHOCTH
MPH NIBXOBE.

4.7 Edjexrn Bbpxy cnocodnocrTa 32 modnpane H padoTa ¢ MAIIHHEA

JlepoTexc MmoOe ga noBiMse B ManKa IO YMEPEHA CTeneH ¢nocoGHOCTTA 3a wodMpane u pabora ¢
MaIHHK. HAKOM Hexenanw nekapcTBeHH peakuMu (Hanp. 3amaiiBaHe/BEPTHIO, CHHIIMBOCT, 3PHTENHU
CMYLUEHHMA) MOTAT Ja HAPYLIAT CIOCOGHOCTTAa HA MAUMEHTHTE JIa C€ KOHLUEHTPUpaT W f1a pearHpar,
nopazu KOETO € BB3MOMHO 13 BB3HWKHE OMMACHOCT B CHTYALMH, TIPH KOWTO TE3H CIOCOOHOCTH €a OT
ocobeHO 3HaveHue (Hamp. modHpane niu paboTa ¢ MALMHK).

4.8 Hexe/laHH JeKAPCTBEHH PeakuHH

H3noxkeHara no-noay nudopMauns ce 0CHOBaBA HA JAHHH OT KJTHHHYHK POYYBRHHS (1P NOBEYE OT 8
300 naumeHTH, KAKTO W NPOIBIKHTENCH NOCTMAPKETUHIOB OMHT.

YectoTHTe B TabnHuaTa ca JeHHHPaHN chOOPATHO CEIHATA KOHBEHLUMA: MHOFO YecTH (=1/10),
gecTH (=1/100 go <1/10), vevectu (=1/1 000 xo <1/100), peaxu (>1/10 000 no <1/1 000), muoro
peaku (<1/10 000), ¢ Hem3secTna yecTOTa (OT HATMUHHTE JAHHH HE MOJXKE 714 ObJIe HanmpaBeHa

OLIEHKA).

B pamkHTe Ha BCAKO rpynMpaHe MO HECTOTA, HEKENAHHTE PEAKUMH Ca NPSACTABEHH B HH3XOAAW pel
10 OTHOLIEHHE Ha TAXHATA CEPHO3HOCT.

Cucremo- Yectn Heuectn Peaku C HenszBecTHa
opraHen Kaac | (21/100 oo (=1/1 000 no =1/10 000 o0 4eCTOTA
<1/10) <1/100) <1/1 000) (OT HANTHYHHTE
XAHHH
HE MOKe 13 Ohae
HAANPABREHA ONEHKA)
Hudexumu u 's014YHK
HHbecTauHuK HHDEKUMH,
BIJIKOYHTEIIHO
HHpEKLMK ¢
Kananaa
[Matorenua
Pe3HCTEHTHOCT
Hapywenua na Jleskonenus TpombounTonetus [ManuuToneHus
KPbBTA H Eosunodmnus Heytponenus ArpaHyiouuTo3a
aumdHara XeMOJIHTHYHA aHEMHA
cHcTeMa
Hapylwenns Ha CuuapoM Ha
€HJOKPHUHHATa Hea eKBaTHATa
cUCTEMa cekpelHs Ha
AHTHRHYPETHYEH
xopmot (STADH)
HapyweHua va AHruoenem AHa(QUIAKTHYEH LIOK®
MMYHHATa CepbxdyBCTBHTETHOCT | AHadMIAKTOHIEH
cHcTEMa {ex. TOUKA 4.4) uok® (Bk. Touka 4.4)
Hapywenna na AHopekcus Xunornukemus, XHIEPEHKENHS, ...
MeTaGonu3ma u 0coBeHO Npu nauneHTy ¢ | XumoTIMReMduHE’ ;. "
XpaHEHETO aunabert (B, Touka 4.4) T, N




[leuxuuHu
HapyuieHua™*

bescnHue

TpesoxHocT
CrcrosHue Ha
o0BpKaHOCT
HeprhocT

[TCHXOTHYHH peaKLHu

(Hamp. ¢ XamolMHALWM,

napaHos)
Henpecus
Bbibyna
Apxn ceHMWA
Kowmapu

[TcuxoTuunu
HapYyLUEHHS che
caMo3acTpallasatlio
NnoBeIenyeE,
BIJIFOUBAILK CYHLHAHA
WAEALMA AW OIHT 3a
camoyOuicTBO. (B
Touka 4.4)

Hapyuenus va
HEepBHAaTa
CHCTEMa™

["nasobonue
Jamasuoct

CBHMHBOCT
Tpemop
Jncreyaus

KoHByncus
(B Toukn 4.3 u 4.4)
[MapecTesus

IlepudepHa cenzopHa
HEBPONIATHS (k.
TOuKa 4.4)
[Nepudepha ceHzopua
MOTOpPHA HEBPOIIaTHA
(Bx. Touxa 4.4)
IMapocynsa,
BKIIFOYHTETHO
AHOCMHA

JHcKHHe3HA
EkcTpanupamuaHu
HapY LCHHA

Areysus

Cuukon
JobpokatiecTreHa
BbTPEYEpenHa
XHINEPTOHHS

Hapywenus Ha
ounre*®

3puTENHH CMYLUEHHSA

KaTo 3aMbri€HCe 3pPEHHE

(Ba. Touka 4.4)

[IpexoaHa 3aryba na
3peHHe (B Touka 4.4)

Hapyuwenus na
¥XOTO H
Jafupunra*

CreTOBBpTEK

TuruTyc

3aryba Ha ciyxa
Hapywuren cnayx

Cwpaeunn
HapyueHua**

Taxuxapnus
[Tasmuraimm

BenTprkynapna
TAXUKAPIHA, KOATO
MOXKe 13 I0BEJIE 10
CbpIEYEH apecT.
BenTpukynapua
apuT™MHs W torsade de
pointes (crodIABAHH
MpeIUMHO TPH
NaUHEeHTH ¢ PHCKOBH
thakTopH 3a
yIOb.IKABAHE

Ha QT ), Y nbmken Ha
QT B
eNeKTPOKAPAROrpaMa
(B, ToukH 4.4 1 4.9)

CoaoeH
HapymeHus**

XHNOTOHMSA

Pecriipatopnn,
FPBIHH H
MEAHACTEHAHH
HapYLIEHHs

Hucmhes

Bponxocnazbm
Anepruuex




CroMatugo- Jluapus AbpoMuHanHa Huapus -
YpeBHH [Nospeilane donka XEMOparnyHa,
HAPYUIEHNA [anene Jducnencus KOATO B MHOTO peiku
dnaryneHums Cllyvyan Moke aa Obae
Konctunauus nokas3are1Ha 3a
€HTEPOKOITHT,
BKJIIOYHTESTHO
NEBIOMEMOpaHO3eH
KOJIUT (Bi#. TOUKa 4.4)
Tankpearur
Xenarobunuap | [loeuuienn IoButiieH Krarenuua u Texko
HH 4EPHOAPOOHH | OUAUPYOUH B yepHoApobHO
HAPYILEHHS EH3IUMHU KpbBTA YBpeKaaHe,
(ALT/AST, BKJIOYHTENHO Cllydaun
ankanHa Ha daranna octpa
thocdparasa, 4epHOApoDHa
GGT) HEJOCTATHRYHOCT,
NpeNMHO NpH
MAUHEHTH C TeHKKH
HOMLIEKALLH
3ab0/1ABaHuA. (Bx.
TouKa 4.4)
Xenarur
Hapyuienys Ha Ob6pus TokcuuHa
KOkKATa u Copbex enHaepmalina
MO/KOMKHATA YpTukapus HEKpPOJIH3a
ThKaH " Xuanepxuaposza Cungpom Ha Stevens-
Johnson
EpureMa Mmyntudopmve
Peakiun Ha
(hOTOUYBCTBHTEIIHOCT
(Bk. Touka 4.4)
JleBkoumTOKNACTEH
Backynut
Cromartur
Hapywenus na ApTpanrus Cyxoxunnu Hapywenns | Pabnomuonusa
MYCKYJIHO- Mmuanrus {Bx. ToukH 4.3 11 4.4) Pyntypa Ha
CKENETHATA BKJIIOUMTE/IHO TEHIAMHHT | CYXOXMIIHE
cucTeMa v (Hanp. Ha axunecoroTo | (Hamp.Ha aXHIECOBOTO
CBETHHKTENTHATA CYXOMUIHE). CYXOKHITHE) (B,
ThkaH™® Myckynna chabocr, ToukH 4.3 1 4.4)
KOATO MOXe Ja e oT | PynTypa Ha /ldramedTt
ocobeHo 3HaueHue npH | Myckynua pynrypa
MailMeHTH C MHACTEHHS | ApTpUT
rpaeuc. {Bx. Touka 4.4 )
Hapywenus Ha [ToBrwen Octpa 6u6peyHa
6u0peuuTe U KpeaTHHHH B HEROCTATRYHOCT  (HATIp.
NMHKOYHHTE KpbBTa NnopaaH HHTEPCTHLHAIEH
MTBTHLIA HedpuT)
O0uu Cawvo sa iv AcTeHus [Tupexcus bonka (BkmounTenHo
HAPYLICHHA H dopma: Gonka B repba,
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® KOXHO-MraBuuHi Peakiiti MOHSKOTa MOTaT a Bb3HHKHAT JOPH CIe/ IThPBATA 1034,

* CpoblLuasa ce 3a MHOTO ek CIYYaH Ha MPOIBIKUTENHM (NPOIBIDKABALLHN A0 MECELIH WM TOIHHHM),
HHBIHAN3MPALIH W NOTEHUHATHO HEOOPATHMH CEPHO3HH HEXENaHHU JICKAPCTBEHH PEAKLHH, 3acArally
HAKOJIKO, TMOHAKOT2 MHOTO, CHCTEMHO-OPraHHM KJacoBE€ H CETHBA (BK/UIOYMTENHO PeaKlHH KaTo
TEHAHHHT, PA3KbCBAHE HA CYXOIKMIIME, apTpanryg, DoSka B KpalHMUKTE, HAPYUIEHHE HA MOXOAKATA,
HEBPOMATHH, CBBP3AHH C APECTEIHH, IENPECUS, YMOPA, HAPYLUCHHME HA MAMETTA , HAPYLIEHHA HA ChHA
M YBPEXKIAHE Ha C/Iyxa, 3PEHHETO BKYCAa M OOOHAHHMETO) BbE BPB3KA C yNMoTpedata HA XHHOIOHM W
(:TyOPOXHHO/IOHH, HE3ABHCHMO OT BEUE CHIIECTBYBALUMTE PHCKOBH BaKTOpH (Bk. Touka 4.4).

** Tlpu nauMeHTH, NpUEMAaLIH GIYOPOXMHONIOHH, Ca CHODIIEHH CITYYaH HA AHEBPH3MA M AMCEKALIMS HA
aopTaTa, TMOHAKOLA YCJAOKHEHH TOPadH Pa3kbeBAHE (BIVIIOUMTENHO ¢ JIETANEH M3x01) M
PErypruTauls/HeAOCTATLHHOCT HA HIKOH OF ChP/CUHHMTE KNamnu (Bxk. Touka 4.4),

Jpyru HeXeNnaHH peakilHi, CBbP3aHH € NPUIOKEHHETO Ha Uy POXHHONIOHH BKIIOYBAT:
¢ [IPHCTBIIM HA NOPGUPHA MPH NALKEHTH ¢ Mopdupus.

Crofiasane Ha NOAO3WPAHK HEKENAHW PEAKLIMH

CHo6aBaHeTo Ha NOJO3HPAHY HEMEAHH PEaKUKH ClIEA pazpeluasane 3a ynotpeba Ha JTeKapeTBEHHS
NPOIYKT ¢ BaxHO. Toea no3eoasea Aa NPoaLMmKH HAGMIOAEHMETO HA CHOTHOUIEHHETO MOJI33/PHCK 32
nexapcTBeHMA NPoayKT. OT METHUHMHCKHTE CHIELHATHCTH C€ H3MCKBA 1a choOIARAT BCAKA NIOA03MPaHa
HeKeJlaHa Peakumns upes:

M3nbnHuTEeNHA areHLIMA o IeKapeTBaTa

yi. damsan ['pyer No 8

1303 Codus:

Tes1. +359 2 8903417

yebcaiT: www.bda.bg

4.9 [Ipenozupane

Criopea TOKCHKOIOTHYHHTE [IPOYUBAHMS [IPH JKHBOTHH WIIH KIWHHUHO-(aPMAKOIOTHYHHTE
MPOYYBAHHA, MPOBEIEHH ChC CYNPATEPANEBTHYHH JO3H, HAH-BAMHHTE IIPH3HALM, KOUTO TPabBa Ja ce
ouakear cneq octpo npefosupane Ha JIEBOTEKC, ca cumnToMu oT cTpana Ha UeHTpanHaTa

HEPBHA CUCTEMA, KaTO 00BPKAHOCT, 3AMASHOCT, HAPYIIEHO ChIHAHHE H KOHBYJICHBHH MIPHNATLUM,
yaemxasane Ha T HHTEpBAaTa, KAKTO 4 CTOMALIHO-YPEBHH PEAKUMH, KATO FaISHE W IMraBHYHH
€PO3HH.

Edextu sbpxy LUHC, BrmouBalum ¢becTosHHE Ha 00BPKAHOCT, KOHBYJICHH, XATKOLUHHALMH M TPEMOP. Ca
Hab:1101aBaHK MPH MOCTMAPKETUHIOBUA OIIHT.

B cnyyai Ha npefosxpane, TpadBea jla ce NpHIIOKH CHMITOMATHYHO JeueHue, Tpabea na ce

npeanpueme EKI MOHHTOpHpaHe nopany Bb3MOXKHOCTTA 3a yab/kaaHe Ha QT nuTtepsania. Morat na
Ob1aT NPUIIAraHy AHTHALMAN 33 NPEANA3BAHE HA CTOMAILHATA THTABHLA. XeMOIHalH3a, BRIIOUHTEIHO
nepuToHeanHa Iuaau3a ¥ HAILJ, ne ca edekTHBHH 33 OTCTpaHABaHE Ha N€BOGUIOKCALIMH OT OPraHH3MA.
He CBIIECTBYRA cnuupuyeH aHTUIOT.

5.  @®APMAKOJOIHYHHA CROMCTBA

5.1 ®dapmMakoAHHAMHMHHA CBOHCTBA

(bapmakoTepaneBTHYHa rpyna: aHTHOAKTEPHATHH XHHOJOHU, (NIYOPOXUHONOHH
ATC xon: JOIMAI12

P

JleBoinokcault € CHHTETHUHO AHTHOAKTEPHANIHO CPELCTBO OT Kaac ¢nyopoxnuonony/£ s (-}
€HAHTHOMEPBT HA PALEMUYHOTO AKTHBHO BELUECTBO OGMIOKCALIMH. :

Mexanuivm Ha Oeticmaue
Kato dayopoxuHoaoHOBO aHTHOAKTEPHAJIHO CPEACTBO, EBOGIOKCAUMH AeHCTEa B};[&xykouﬁneﬁdh--
JAHK-AHK rupaza u tonossomepasa IV, }



Bpvixa dhapmakoxunemura/hapmaroounaviuxa

Crenesra Ha GaKkTepHaHa AKTUBHOCT Ha NEBOQMIOKCALIHH 3aBHCH OT ChOTHOLIICHHETO MEXITY
MaKCUMAIHATa KOHLEHTpaLHusa B cepyMma (C max) nnu niowra noa kpusara (AUC) 1 MuHMMannata
uHxHOHpawa koHueuTtpauua {(MIC).

Mexanuzvm na pesucmenmuocm

Pe3sucTeHTHOCT KbM /1€BO(IOKCALIHH Ce NPHAOOHBA YPE MOSTANIEH NPOLIEC HA MYTALHH B TAPreTHHTE
MECTa W Ha apete TonouszoMepasu tun 11, JTHK rupaza u Tononsomepasa IV, ipyru mexannivn na
PE3HCTEHTHOCT KaTo OapHepu Ha IPONYCKAHBOCTTA (4ecTO npu Pseudomonas acruginosa) n
MEXaHH3MH 33 €(IIYKC, MOTAT ChIIO 13 MOBAHAAT HA HYBCTBHTEIHOCTTA CIPAMO NEBO(NOKCALIMH.

HaGnionaea ce kpbeTocana pe3HCTEHTHOCT MEXKY JIEBOGLIOKCAUMH M APYrH (:1yOpPOXHHONOHHN.
Hopanw mexatuima Ha TeHCTBHE, KATO LAJIO HAMA KPBCTOCAHA PE3MCTEHTHOCT MEXKY TEBOGIOKCALIMH
H JAPYTHTE KJ1aCOBE aHTMOAKTEPHANIHM CPE/ICTBA.

Ipanuunu cmotinocmu

[tpenopbkure Ha EUCAST 3a rpannunnte ctolinoctn Ha MIC 3a negodiokcauus, pasaenaiu
HYBCTBUTE/IHHTE OT HHTEPME/IHEPHO YYBCTBUTE/IHHTE MHKPOOPTAHH3MH H HHTEPMEIHEPHO
YYBCTBHTC/IHHTE OT PE3UCTEHTHHTE MHKPOOPraHH3MH, €4 TIPECTABEHH M10-10.1Y B Tabnvuara 3a
tecTBaHe Ha MIC (mg/1).

Kiannnunu MIC rpanuuny crofioct Ha EUCAST 3a nesodaokcauun (sepeus 12.0, 2022-01-01)

Hiaroren UyscTagrenaen Pesncrenren
Enterobacterales <0,5 mg/l >1 mg/l
Pseudomonas spp. <0,001 mg/l >2 mg/l
Acinetobacter spp. <0,5 mg/l >1 mg/l
Staphylococcus aureus, <0,001 mg/l >1 mg/l
Koarynazo-ueratveuu cTadHIOKOKH <0,001 mg/l >1 mg/l
Enterococcus spp.! <4 mg/l >4 mg/l
Streptococcus rpymu A, B, C, G <0,001 mg/l >2 mg/i
Streptococecus preumoniae <0,001 mg/l >2 mg/l
Haemophilus infuenzae <0,06 mg/l >0,06 mg/l
Moraxella catarrhalis <0,125 mg/l >0,125 mg/l
Helicobacter pylori <1 mg/l >1 mg/l
Aerococcus sanguinicola and urinae ' | <2 mg/l >2 mg/l
Aeromonas spp. < 0,5 mg/l >1 mg/l
Vibrio spp. <0,25 mg/i >0,25 mg/l
OK/®J]  (xecebp3ann ¢ Buaa) | <0,5 mg/l >1 mg/l
rpaHHYHH CTOHHOCTH

' — camo 3a HEYCIOKHEHHM MHQEKUHH HA NHKOYHUTE ITHTHILA.
? — 4yBCTBHTEJTHOCTTA MOKE [1a C€ NPEABHH OT UYBCTRUTETHOCTTA KbM LIMIEPOGIIOKCALIHH

[IpeoGnanapaluara pe3suCTEHTHOCT MOXKE Ja BapHpa cnopea reorpadcekara of/1acT U BBR BPEMETO 3a
OMpeNeNcHH BHIOBE, NOPAJH KOETO € JHKeJaTeNnHo /Ja <€ TbpcH uHGOpMauMs 3a JoKaTHaTa
PE3UCTEHTHOCT, OCODEHO NPH JieHeHHE Ha TexkkH WHdexuyu. [1pu HeodxoammocT Tpabaa ha ce ThpPCH
SKCNEPTHA KOHCYNTAlWA, KOraTo MeCTHaTa npeobnajgaBallla pPe3UCTEHTHOCT € Takaea, ue
MPATOKCHHETO Ha CPEACTRBOTO, NOHE TTPH HAKOH BHIOBS HH(i)eKLI,HId, € o4 BBITpOC.

CHIHO YYBCTBUTE/HH BH/I0BE

AepoOuH I'pam-nonoxuTE/IHH 0aKTEPHH

Bacillus anthracis

Staphylococcus aureus METHUMAMH YYBCTBHTEIHH

Staphylococcus saprophyticus
Streptococci, group C and G
Streptococcus agalactiae




Streptococcus preumoniae
Streptococcus pyogenes

AepoOHH I'paM-oTpHLaTe nn GakTepHH
Eikenella corrodens

Haemophilus influenzae

Haemophilus para-influenzae

Klebsiella oxytoca

Moraxella catarrhalis

Pasteurella multocida

Proteus vulgaris

Providencia rettgeri

AnaepoOnun dakrepun
Peptostreptococcus

Apyrn
Chlamydophila pneumoniae

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

Bujose, NpH KOUTO NPHACOATATA PEIHCTEHTHOCT MOe aa Gbae npodaem

Aepodnu ['pam-nonoxnTe Hn 6akTepun
Enterococeus faecalis

Staphylococcus aureus METUIIWIMH PE3UCTEHTHH
Koarynaza neratusen Staphylococeus spp

Aepobun I'pamM-oTpHIATETHH OAKTEpHK
Acinetobacter baumannii
Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Klebsiella pneumoniae
Morganella morganii
Proteus mirabilis
Providencia stuartii
Pseudomonas aeruginosa
Serratia marcescens

AHaepoOuu baxTepHu
Bacteroides fragilis

mauone C BpOACHA PEIHCTEHTHOCT

Aepobuu I'pamM-nonoxuTesnn GakTepun
Enterococcus faecium

1y OpOXMHONOHH, BRIFOUHTENHO nesocbnoxcaunﬂ




5.2 (PapmaxkoxkHHETHYHH CBOiiCTBA

Abcopbuua
[lepopanno npuioxeHHAT nepodaokcalHH ce abcopbupa ObP0 U NOYTH HAMTBIHO C IMKOBH NNAIMEHH

KOHUEHTPAIIHH, KOHTO CC NONYYABAT B pAMKHTE Ha 1 -2 yaca. AbcomoTHara GnoHanuyHocT e 99—-100%.
Xpanata HMa cnab edexT Bbpxy adcopOumsTta Ha NeBOGNOKCAIHH.

YenoBus Ha cTalMoOHapHO CHCTOSHHE Ce JocTHraT Ao 48 vaca cnea cxema Ha npunarade 500 mg
BEAHBIK WM JBa MTBTH IHEBHO.

PaznpeneneHue
[Tprbausnrenno 30-40% o1 1eBOGIIOKCALMH Ce CRRP3BAT ChC CEPYMHHTE MPOTEHHM.

Cpeanusr o6em Ha paznpeaenerue Ha nepofiokcalny ¢ npubauzutendo 100 1 caen eanokpataa H
MHOTOKpaTHa 103a o1 500 mg v noka3ea HIMPOKO Pa3znpede/ieHHe B TEIECHHTE ThKaHH.

Buotpancdopmauns

Jlesopnokcauun ce merabonu3Mpa B MHOrO Malka cTeneH kato  MeTaboiuTHTE ca
AE3IMETHIEBOIOKCALMH W Nneeodaokcalud N-okena. Tesu metaGonutu mpeactasnsear <5% oOT
A03aTA W Ce eKCKPETHPAT B YpuhaTa. JlesodtokcallMH € cTepeOXHMIYHO CTalKIEH W He MpETHPsBa
XHpaJIHA HHBEPCHA.

[leneTpauys B ThKAHWTE M TEJECHHTE TCHHOCTH

JlepodrokcaunH NpoHKKBA B OPOHXHANHATA JIHFABHLA, CNMTE/IHATA NTOKPHBHA TEYHOCT,
anBeonapHHTE Makpodary, 6e10apodHaTa ThkaH, KOXaTa (TEUHOCTTA B MEXYPHTE), THKAHTA Ha
NIPOCTATATA W YPUHATA. Bunpeky ToBa, neBOMIOKCAIIMH MMA HETHAYMTENIHO IPOHHKBAHE B rPLOHAYHO-
MO3bYHATA TEYHOCT.

E-lumMuHupane

Cnen nepopanto ¥ MHTPaBEHO3HO MPHIIOKEHHE HA JIEBO(IIOKCAUNH, TOH CE ETMMHHNPA OTHOCHTENHO
GarHO 0T nasmata (tV2 . 6-8 h). EkckpeunsTa e npeanmuo upes 6u0peumre (>85% o1 npunoxkenata
ao3a).

CpeanuaT npHBHIeH 00LLL Te/ICCEH KIMPBHC Ha J1eBOGIIOKCALIMH CNe €AMHKYHA 1033 0T 500 mg e
175 +/-29,2 ml/mun.

Hsama rosieMH pasinkH BB (papMaKOKHHETHKATA HA J€BOMIOKCAUHH CJIEA HHTPABEHOZHO H
MEPOPAIHO NPHIOKEHHE, KOETO MPEANO/IAra B3aMMO3AMEHAEMOCT Ha MEPOPANTHHL U HHTPABCHO3HHA
IILT.

JuneiHocT
Jlepodnokcauvn npuTeskasa NHHEHHA GapMaKoKMHeTHKa B aManazo ot 50 1o | 000 mg.

CrneuHanuy nonyjatuu

Hayuenmu c 6vOPeyna HedOCMamvunoCm

(QapMaKOKMHETHKATA Ha J1eBOQIOKCALIHH ce 3acdra npu 6u6peuno yepexaane. [lpn HamansBake Ha
61LOpeunara PpyHkLua, 6EOPEUHOTO €NHMUHHPAHE H KCTHPLHC HAMANABAT, 8 CTHMHHALUMOHHHAT
MONY>XHBOT C€ YABMXaBa, KAKTO € MOKazaHo B tabauuara no-gony:

PapMaKOKMHETHKA MPH MalMeHTH ¢ O0OpeyHa HEAOCTATBYHOCT Clle]l €AHHHYHA nepopatHa ao3a ot 500
mg.

Cle [ml/min] <20 20-49 50-80
Clg [ml/min] 13 26 57
tis [h] 35 27 9

Henutennara 4yepTa no3posisBa aAanTHPAHE HA 103aTa NPH NALMEHTH ¢ HapyuieHa &

Haz;ueumu 8 CHAPHECKd guipacm
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CTApP4CCKA BB3PACT, OCBCH TE3H CEBP3AHH C Pa3NIHKH B KPEATHHHHOBHSA KJTHPBHC.

Honosu pazaumus

Ot/eHM aHATTH3M TIPH MEXKE M KEHH NIOKA3BAT MATKK 10 IPAHHYHHM TOJOBH PA3THKH BbE
(apMakokHHETHKATa Ha NeBonokcalnd. HAMa JaHHM TE3M NOMOBM Pa3/IMKM 44 ca OT KIMHAYHO
3HAYCHHE.

5.3 IlpeakanHH4HHA AaHHK 32 GelomacHoCT

Heknuuuunute nannM He nokasar ocofeH puCK 3a xopa Ha 6azata Ha KOHBEHIHOHAHUTE
$apmakosorHHK MpoyuBaHMA 3a OC30MACHOCT, MPOYYBAHMA 3 TOKCHMHOCT NPH MHOIOKDATHO
NpHIAraHe, reHOTOKCHUHOCT, KAHIEPOTEHEH TTOTEHLMAN, PErpOAYKTHEHA TOKCHYHOCT H TOKCHYHOCT 3a
Pa3BHTHETO.

Jleodnoxkcalny He NPeTH3BHKBA HAPYIIEHHE HA (ePTIIIHTETA WK PeNPOAYKTHBHATA COOCOOHOCT MpH
TUIbXOBE H HETOBHAT €AMHCTBEH €(DEKT BBHPXY ILT0Ma € 3a0aBEHO Ch3PABAHE BCIIEACTEHE Ha
TOKCHYIHOCT NPH Maklkara.

Jlesonokcauyn He MHAYUHPA FEHHN MYTAUMH B GAKTEPHAIHH KIETKH WIH KNETKH Ha G03alHKLM, HO
HHAYLIHPA XPOMO30MHH abepaunu @ SeonpobHN KNETKH OT KuTalicku xaMctep in vitro. Tesn edexTH
MOKE /1a Ce IbDKAT HA MHXMOHpaHeTo Ha Tonow3omepasa 1. fn vive TecToBe (MUKPOHYKIICAPHH,
pa3MsHa Ha CECTPHHCKH XPOMATHIM, HETIPEABH/ICH CHHTE3 HA JHK, TOMUHAHTHH feTalnun TeCTOBE) HE
NOKA3BAT HHKAKEB ICHOTOKCHYCH NOTEHLIHMAN.

[lpoyuBaHHA TIPH MMLIKM NOKA3RAT, Ye NEBOIOKCALMH MMA (OTOTOKCHYHA AKTHBHOCT CAMO MPH
MHOTO BUCOKH 103u. JleBodriokcauMy He MOKA3Ba HUKAKBE FEHOTOKCHYEH MOTCHLMAN [PH TECTA 33
POTOMYTATEHHOCT M HAMANARA TYMOPHOTO PAa3BHTME IPH NPOYUBAHE 32 POTOKAHLEPOICHHUCT.

KakTo mpu 1pyrute $ayopoxXHHONOHH, NeBOMIOKCALMH I0Ka38a ehEKTH BLPXY XPYIILIMTE
(oTnenBane u 0OpasyBaHe Ha KyXMHH) IPH MTBX0BE K Ky4eTa. Te3n HAXORKM Ca NO-M3PAseHH NpH
MJTaH HKUBOTHH.

6. PAPMAIIEBTHYHHU JAHHU
6.1 CuoHcbK HA NOMOIIHATE BellecTEA

Tabiemno a0pa;

Mukpokpuctanua uenynoza PH 101
MukpokpHeTanua tenynoza PH 102
Kpocnoeuaon

Xunpomenosa

Hatpuer creapun gymapar

Duavoso nokpumue;
Xunpomenoza

Turanoe auokeuz (E 171)
Maxporon

HKuar senesed okeuna (E 172)
[lomucopbaT 80

Yepsen xenesen oxenp (E 172)

6.2 HecneMecTHMOCTH
Henpunoxumo.
6.3 Cpox na roamoct

3 romymHu




6.4 CnenuanHu YCJI0BHA HA ChbXPaHEHHE
To3n nekapcTaeH MPOYKT HE M3MCKBA CHIELIMATHH YCIOBHA 34 ChXPAHEHHE.
6.5 BHIH ChLILPKAHNE HA ONAKOBKATA

JIEBOTEKC ce npeanara B kKaproHEHa KyTHA, Chabp:alla npospayes Gnuctep ot PCV/PVDC/AL-
fonno ¢ no 7 huamMupann tabneTkn ¥ TUCTORKA 3a NALMEHTA.

6.6 Coennaanu npeanazAH MEPKH NPH H3XBbLPARHE

Hen3non3saHKaT NCKAPCTBEH MPOAYKT WK OTMAABYHUTE MATEPHAIN OT HEro TPAGEA Ja CE UIXBBLPJIAT
B CHOTBETCTBUE ¢ MECTHHTE H3UCKBAHKA 34 ONA3BAHE HA OKOJIHATA Cpe/a.

7.  TIPHTEXATEJI HA PAPEIIEHHETO 3A YIIOTPEBA

Mdoprekc HyTtpactotukanc QO0/]

yi. [lpoxnaged ket Ne 10

Codms 1362, brarapus

8. HOMEP HA PAZPEUIEHHUETO 3A YITOTPEBA

Per. Ne 20240163

9. JATA HA I'BPBO PA3PELIIABAHE/MOAHOBABAHE HA PA3PELHIEHUETO 3A

YIOOTPEBA

Jara Ha mbpeo paspewasane: 25 roun 2024 .

10. JATA HA AKTYAJIMBHPAHE HA TEKCTA

02/2026
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