KPATKA XAPAKTEPUCTHUKA HA INPOAYKTA



1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Jlednokc 500 mg/100 ml undpy3noHeH pa3TBop .
Leflox 500 mg/100 ml solution for infusion / 3 X,;.Z 2409

€936 | 19051

| W

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

100 ml ot uHGy3nOHHMUSA pa3TBOp chABPXKAT S00 mg neBodpnokcauuH (levofloxacin) karo
nesodnokcaunH xemuxuapar (levofloxacin hemihydrate).

[TomMolIIHH BelECTBA ¢ U3BECTHO JIEHCTBHE:
100 ml ot uHpy3noHHMs pa3TBOp cbabpxkat 10.8 mmol (248 mg) Hatpuil.

3a MbJIHUA CITUCHK HA MOMOIIHUTE BEllecTBa, BHXXTe Todka 6.1.

3. JIEKAPCTBEHA ®OPMA
HHdy3n0HEH pa3TBOp

buctbp XKBAT H30TOHUYEH pa3TBOp ¢ pH ot 3.8 10 5.8 U ocmonapurer ot 256.5-313.5.

4. KJIMHHYHHU JAHHH

4.1 TepaneBTHYHH NOKA3aAHHA

Jlednokc uHGY3HMOHEH pa3TBOp € MOKa3aH MPH Bb3PaCTHH 3a JICYEHHE Ha clieAHUTEe HHPEKUHH (BX.
Touku 4.4 u 5.5):

- Hpunoﬁma B 00111€CTBOTO ITHEBMOHHA,
"  VYCI0)XHEHH HHCI]EI{LIHH Ha KOXKaTa H MEKHTE TbKaHH.

3a ropenocouyeHuTe uHpekuun, Jlednokc nHpy3uoHeH pa3TBOp TpAOBA a ce U3MONI3Ba CAMO, KOraTo
ynoTpebara Ha aHTUOAKTEpPHATHH CPECTBa, KOUTO OOMKHOBEHO Ce MPenopb4BaT 3a HA4YaTHO JIEYEHHE
Ha T€3W WH(EKIMH, Ce€ CMATA 32 HEMOAXOAALIIA.

s [lnenonedpur u ycnoxxHeHH HHPEKLIUH HA YPHUHAPHHUSA TPaKT;
=  XpoHHYEH DaKTepHaJIEH NPOCTATHUT;
*  MHxanauuMoHEeH aHTpakc: Npo(uIaKTHKA Cl1e/ €KCIO3HULIMA U JIeYeHHEe (BXK. Touka 4.4).

Heob6xoaumo e na ce B3eMat npeiBH/1 OQHIIHATHUTE MPENopbKH 32 NoaxoAfAiua ynorpeda Ha
aHTHOAKTEpHATHH CPE/ICTBA.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

Jlednokc nHdy3uoHEH pa3TBOp ce npuiiara ype3 OaBHa HHTPaBeHO3HA MH(Y3HUA BEIHBXK WIH JIBA TBTH
nHeBHO. Jlo3MpoBKaTa 3aBMCH OT BH/Ia M T€XeCTTa Ha HHPEKLMATA U OT YYBCTBHTEIHOCTTA HA
npeanojaraeMus naroreseH npuuuHuTen. Jleyenuero c Jlegnokc, cnea nbpBOHAYaIHO NPUIOKEHHE
Ha MHTPABEHO3HHUA Npenapar, MoXke Aa Ob/e 3aBbPUICHO ¢ MOAX0AA1Ia nepopaiHa opma criopes
KXII Ha ¢punmupaHuTe TabNETKH U aKO Ce CMETHE 3a MOAXOAALLO 338 KOHKPETHHUA MallUeHT.

[Topanu 6MOeKBHMBAIEHTHOCTTA Ha NApEHTEPaJIHaTa ¥ nepopajHaTa opma, MOXKE J1a ce Npujara
ChlllaTa [103a.

Lo3upoBka
Morar aa 6baart gajaeHu cleIHUTe NpenopbKH 3a Ao3upaHe Ha Jlednokc:




Hozuposka npu nayuernmu ¢ Hopmanta 6vopevna Qynkyua (Kpeamununog kiupeic > 50mi/min)

IneBna N030BA cXeMAa B [lpoabAXATENHOCT HA
MMoxazanue (cnoped mexcecmmay) nevennero’
L | {cnoped medicecmmay)
[Ipuaobura B 061mECTBOTO 500 mg BeOHBX WIH ABa [TbTH 7-14 1nu
MHEBMOHNA ITHEBHO
[Muenonedpur 500 mg BeXHBX AHEBHO 7-10 puu
YcnoxHeHH HHPEKUUN Ha ypHHapHUs | S00 mg BeOIHBX IHEBHO 7-14 gHn
_TPaKT
XpoHu4eH OaKTepHANEH MPOCTATHT 500 mg BeaHDXK AHEBHO 28 1HH
| Venoxuenn nHpeKUUH Ha koxata 1 | 500 mg BeAHDBX HIH IBa ITbTH 7-14 qun -
MEKHTE THKAHK AHEBHO
HHxananyoHe: aAHTpaKC 1500 n{g BEJIHBX JHEBHO 8 cenMHILIH

TpoABL/DKHTENTHOCTTA HA JIeYeHHe BKIIOYBA MHTPaBEHO3HO TUIOC NNEPOPAIHO JieueHHe. Bpemero 3a
NpeMHBHA3BaHe OT HHTPABEHO3HO Ha NEPOPATHO NEHCHHE 3aBUCH OT KNKHUYHATA CHTYallHA, HO
oOMKHOBEHO € 2 10 4 IHH.

Cnenuaaru nonyaayuu

Hapywena 6vbpeuna gpynxyus (xpeamurunos krupwvrc < 30 mi/min)

JloioBa cxema

250 mg/24 b 500 mg/24 h 1500 mg/12 h
KpeaTHHAHOB ITvpea do3a: 250 mg ITvpea do3a: 500 mg Topea do3a:
KAHPBHC | 500 mg
50-20 ml/min Cred mosa: Creod moea: Creo mosa:

125 mg/24 h | 250 mg/24 h _ 1250 mg/12 h
19-10 mV/min Cneo mosa: Cned mosa: Cred mosa:

125 mg/48 h 125 mg/24 h 125 mg/12 h
;m]:{?;l:ﬂ o Cneo mosa: Cned mosa: Cneod mosa:
xemomuanusa u HAT)! | 122 m8/48 125 mg/24 h 125 mg/12 h

I'He ce Hanarat AOIbJIHMTEHM A03H Cl1ell XeMOIHA/IH3a WIH HeNpeKbCcHaTa aMfy1aTopHa
nepuroHeanna ananusa (HAT1).

Hapywena wepnodpobna ynxyus
He ce Hanara KopeKius Ha A03aTa, Thil KaTo NeBO¢NOKCAUHH HE ce MeTaboIu3npa B 3HauMMa CTENeH
OT YepHHA Apo0 U ce exkcKkpeTHpPa OCHOBHO 4pe3 6pbpeunTe.

IHonynayus 6 cmapuecka gv3pacm
[Ipy nauMeHTH B cTapvecka Bb3PacT HE CE€ Hanara Kopekliisa Ha 1o3aTa, OCBEH ako He CBHLIeCTBYBaT
JAHHY 3a HapylneHa 6s6peuna pyHxkuMs (BXK. TouKa 4.4 , ,TeHAUHUT 4 PYNTYPU Ha CYXOXKHIMATA™ 1
., Y remkasaHe Ha QT unreprana®).

IHeduampuuna nonyarayus
Jlenokc € MPOTHBOMOKA3aH ITPH ACLA H IOHOMIH (BX.TO4Ka 4.3).




HayuH HAa OPUNIOKEHHE
Jlepnokc nHGY3IHOHEH pa3TROP € npejiHa3HaYeH €AMHCTBEHO 32 OaBHa HHTpaBeHO3HA HHDY3HA,

MpHJIara ce BeXHBXK WIH [Ba bTH JHeBHO. BpeMeTo 3a uHby3ug Tpabsa na 6vae noxe 30 MUHYyTH 32
250 mg wnu 60 ManyTH 33 500 mg Jlednokc undyznoHeH pa3Top (BX. ToYKa 4.4).

3a HECHBMECTHMOCTH BHKTE TOUKA 6.2 1 32 CBBMECTHMOCT ¢ APYTH HH(Y3IHOHHHU Pa3TBOPU, BUXKTE
Touka 6.6.

4.3 JIlpoTBBONOKa3aHES

CBpBbXYYBCTBHTEIIHOCT KBM aKTHBHOTO BEINECTBO HNH HAKOE OT NMOMOLIHHTE BEINECTRA, H30pOECHH B
TO4Ka 6.1.

JleBodnokcauuH HHPY3IUOHEH pa3TBOP He TpAOBa 1a ce npunara:
® [IPM NALHEHTH C CMTHNENCHA;
¢ IIpH NAUMEHTH ¢ aHAMHE3a 32 HapyLieHUA Ha CYXOXKWIMATA, CBBP3aHHU € MPWIOXKEHHE Ha
(JTY OpOXHHOJIOHH;
® [IpH ACLA HIH IOHOIIH,
® 10 BpeMe Ha OpeMeHHOCT;
¢ TIpH KXBPMauKH.

4.4 CoenHajlHH NpeAYNpPeXICHHS H NIPEANAIHE MEPKH NPH yHnoTpehta

MHOTO BEepOATHO € METHLIWIHH-PE3UCTEHTHH S. qureus 1a HMaT KOPE3HCTEHTHOCT KbM
(bIyOpOXHHOMOHM, BKIIOUHTETHO NeBodokcaluH. [Topaan ToBa, 1€BoIoKCallHH HE Ce NPeNnopbYBa
33 JICUCHHETO HA M3BECTHH WM Noao3upaHn nHekumn ¢ MSRA, ocBeH ako 1abopaTOpHM pe3ynTaTH
NOTBBLPAAT TYBCTBHTENIHOCT HA MAKPOOPraHH3Ma CIIPAMO JIeBO(IOKCalMH (H NMpenopsIBaHUTE

06 MKHOBEHO aHTHOAKTEPHATHHM CPEACTRA 32 JieyeHue Ha HHPekunn ¢ MSRA ca cueTeHH 3a

HETIOMX QLALLM ).

PesucTenTHOCTTA CipAaMo uTyopoXuHONOHM Ha E. coli — Hali-gaecTHd NaToreH, CRBP3aH ¢ HHQEKLUHH
Ha ypHHApHHA TPakT — Bapupa B Epponeiickus cwio3. Ilpeanuceamure tpsbsa Oa B3eMaT npeaBua
NOKANHO NpeodnagaBailaTa pe3UCTEHTHOCT CPAMO (ITyOpOXHUHOMOHM NpH E.coli.

HHxanaioHeH aHTpakce: [IpHimoXkeHHeTo NpA Xopa ¢€ OCHOBAaBa Ha JIJaHHM 3a YYBCTBUTE/HOCTTA in
vivo Ha Bacillus anthracis v Ha eKCIIEPUMEHTAIHK JaHHH TIPH )KHBOTHH, 3a€HO ¢ OrPaHHYIEHH JaHHH

npH xopa. JlexyBamure nekapu TpAGBa Aa ce pedepupaT KbM HAUMOHATHUTE WHIY MEXIYHApOIHK
KOHCEHCYCHHR JOKYMEHTH OTHOCHO NIEHEHHETO HA aHTPAKC.

[Ipoovasxcumennocm Ha ungysuama

[NpenopbyuBaHaTa MPOSB/DKUATENIHOCT HA HHQY3HUATA, KOATO TpAOBa Aa ce chbmozasa, € noHe 30
MHHYTH 33 250 mg wmu 60 munyTH 32 S00 mg Jlehnoxc HHPY3IHOHEH pasTBOP. 3a 0dIOKCALIMH Ce
3Hae, 3¢ 10 BpeMe Ha MHpY3HA, MOXE [a ¢e pa3BHEe TAXHKAPOHA H BpEMEHHO NTOHH)KARAHE Ha
KPBBHOTO HallAraHe. B pefiky cilyyaH KaTo NMOCJIEACTBHE OT PA3IKOTO CllaJaHe Ha KPBbBHOTO HallAraHe,
MOKeE 71a HaCTBIIM LUPKyJIaLMOHeH kosanc. [Ipy HacTeiiBaHe Ha pA3KO ClajaHe Ha KPBRHOTO
HAILFaHe o BpeMe Ha nH(y3HaTa Ha neroduokcauus (1-u3oMep Ha odrokcaukH), HHpY3uATa TpAOBa
na 6B1e npexpaTreHa He3abaBHO.

Cvovpacanue na nampuii
To3u nekapcTBeH NpoAYKT ¢chabpXka 630,42 mg HaTpueB xnopua (ekBHBaNeHTH Ha 248 mg HaTpuil) 3a
no3a ot 100 ml. [la ce B3eMe npeABHI TPU NALIKECHTH HA AHETA ¢ KOHTPOJIHPAH ITPHEM HA HaTPHA,

TenOurnum u pynmypu Ha cyxooxuruima
TeHauHUT MOXKe Aa BB3HHKHE paako. Hali-yecTo 3acAra axwiecOBOTO CYX0XKWIHE H MOXC. Ga-BORGHS

A0 PYNTYpa Ha CyXOXunHero. TCHIAHHT H PYNTypa Ha CYXOXH/IMATA, TIOHAKOTa NBYetpaii
Na HACTHIHM B PAMKHTe Ha 48 yaca OT HAa9all0TO Ha JIeUeHHETO ¢ J1eBodnoKCalUH




HAKOJIKO Mecella Clieq) NPeKPaTABaHE Ha JIeYeHHETO. PUCKLT OT TEHAWHHT M PYNTYPa Ha CYXOXHIHATA
¢ MOBHIIEH NpH NailMeHTH Ha Bb3pacT HAA 60 roaMHM, Mpu NaUUMEeHTH, NPHEMAIIHA AHEBHM AO3H OT
1000 mg ¥ npd nauMeHTH, M3NO3BAIIM KOPTHKOCTEpOMAH. IIpH DAUMEHTH B CTapyécKa Bb3pacT
AHEBHHTE N03H TpAOBa Ja ObaT KOPHIHPAaHH Bb3 OCHOBA HAa KPEeaTHHUHOBHA KIMPBHHC (BXK. TOYKa
4.2). ITopaan TORa ¢ HEOOXOOHMO CTPHKTHO TIpOCIEAABAaHE HAa TE3H MALMEHTH, aKO UM € NpeanuicaH
nesodnokcaurH. Bcruky nauneHTH TpabBa 1a ce KOHCYNTHPAT C JIEKapA CH, aKO NOJIy4YaT CUMITOMH
Ha TeHJHHHT. AKO HMa CbMHEHHE 33 TEHAHHHT, JICYECHUETO ¢ NeBoduokcaid Tpadbsa He3abaBHO Xa ce

crpe M Ja ce 3aMo4YHe NMOAXOAAWO JiedeHue (T.6 UMOOHMNU3ALIMA) HA 3aCErHATOTO CYXOXHWIHe (BXK.
TOIKK 4.3 4 4.8).

3abonasanun cevpsanu ¢ Clostridium difficile

Huapus, oco6eHO aKko € Texka, MPOAB/DKUTE/IHA W/H/IM KbPBaBa, 110 BpEME Ha WIH CNel JICYEHHE C
neBodNOKCALMH {BKMOYHTENIHO HAKONIKO CEMHULH cJie] JIEUEHHETO), MOXe fa Obae cHMITOMAaTHYHA
3a 3aboaBase, cpep3aHo ¢ Clostridium difficile (CDAD). CDAD moxe aa BapHpa IO TEXeCT OT JIEKO
KO KHBOTO3acTpainanaloe, Hafi-texkara gopMa Ha KOeTo € nceBaoMeMOpaHo3eH KOMHT (BX. TOYKa
4.8). ETo 32110 € BAXXHO Oa ¢é B3eMée MpeABH] Ta3H AHArHo3a NpH MalMeHTH, KOMTO pa3BHUBAT TEXKa
AFapus 0 BpeMe Ha WM CNER JieYeHHe ¢ JIEBOPNOKCALUMH. AXO HMa CBMHEHHE HITH C€ NOTBBPAH
CDAD, nesodnokcanut TpabBa a ce cnpe He3abaBHO M BeAHAra Aa ce 3ano4YHe NOAX0AALIo JIEYCHHE,
JlexapcTBeHH NpPOXYKTH, MOTHUCKALH NEPHCTANTHKATA €A NPOTHBOMOKA3aHA MPH Ta3H KIMHHYHA

CHTYALHA.

Hayuenmu npedpaznoroiNcer KeM NpUNAosyu

XUHONIMHHATE MOrar Ja CHIXKAaT npara Ha HpUnagbliy M MOraT Ja NOpeAU3BHKAT NPUMAALK.
JlenonokcaliiH € MPOTURONOKA3aH NPH NAalMEHTH ¢ aHaMHAe3a 33 enunencHs (BX. To4dka 4.3) H KaKTo
MpR ApYTUTe XHHONHHY, TpAbBa Ja ce mMpwiara ¢ MOBHMIIEHO BHHUMaHHE IIpM MalUEHTH,
NpeApasnoNoKeHH KbM MNpHNansblHd HIH HA CHIbTCTBAILO JIEYEHHE ¢ AKTHUBHM BElIECTBA, KOHTO
CHIDKABAT LUepedpanHuA mnpar Ha Npunagblid, Kato TeopuwnuH (Bk.Touka 4.5). B cayuail Ha
KOHBYJICHEHM NTpHNaasuM (BX. To4ka 4.8), neuennero ¢ nerodrokcanyud Tpabpa 12 ce npekpaTH.

Iayuenmu c degpuyum Ha 2nioko30-6-ghocgpam dexudpozenasa

[TauseHTH ¢ TaTEHTEH WK K3ABCH ASPEKT Ha IMOK030-6-docdaT aexuaporeHa3zHaTa aKTHBHOCT,
MOTAT 3 MPOABAT CKIIOHHOCT KBbM XEMOJIMTHYHH peakUHH, KOraTo ca ieKyBaHH ¢ XHHOJIOHOBH
anTHbakTepnanuu cpeactea. [lopaay ToBa, ako NeBodUIOKCAlIHH Ce H3NO0JI3Ba NMPH TAKMBA MALHEHTH,
TpaOBa Ja Ce ClIE[IM 3a €BEeHTYATHA N0ABa HA XeMOJIH3a.

ITayuenmu c 6vbpeuna redocmanroyHocm
Twit kaTo NeBodNIOKCANHH ce EKCKPETHPA OCHOBHO 4pe3 Op0peunTe, no3ara Ha Jlepmoke Tpabpa aa
Obae kopUrupaHa nNpu NalMeHTH ¢ HapyineHa O0b0pevyHO yBpeXxaaHe (BXK. TOUKa 4.2).

Peaxyuu na cepwxyyscmumennocm

JlerodnokcalHH MOXE Aa NPEAN3BAKA TEKKH, MOTCHIMANHO QaTaHH peKalluH Ha
CBP'BXYWYBCTBHTEITHOCT (T.€. aHTHOE/IeM 10 aHAQWIAKTHYEH LIO0K), TOHAKOra clie]l MbPBOHAYA/IHATA
no3a (Bx. Touka 4.8), [launeHTnre TpadBa Aa OPEKPATAT JIeYEHUETO He3aDABHO U a C€ CBBPKAT C
TEXHUS JICKAp HJIH C JICKap OT CIICIIHA NOMOII, KOWTO /1a HHUIMHPA NMOAXOALIH CNIeIIHH NeHCTBHA.

Teowcxu Oynosnu peaxyuu

Crmy4aHl Ha TeXKH OYJI03HH KOXKHH PeaKLHH, KaTo RanpUMeEp CHHAPOM Ha Steven Johnson wnn
TOKCHYHA €THACPMATHA HEKPOJIN3a, ca choOIaBaHH MpH neBodiokcaund (BXx. Todka 4.8).
[TaumnenTure TpabRa Aa 6BAaT CLBETBAHHU Aa ce 0OpHIIAT He3aDaBHO KbM TEXHUA NeKap, npeau aa
TPOOBIDKAT JIEUEHUETO, aKO HACTBIAT pPeaKiliy OT CTPaHa Ha KOXaTa W/ MiIH TUraBULHUTE.

Hucenuxemun
KakTo nmpH BCHUKH XHHOJIOHH, ¢a ChoOIIaBaHH HAPYINEHHUA B KPBRHATA 3aXap, BKIOYBAIIN KAKTO
XUMOTNIAKEMHA, TaKa ¥ XxUneprivkeMus, 00MKHOBEHO NPH NalMeHTH ¢ AuabeT nomyyaBaiiu

CBITBTCTBAINA TEPANHA ¢ NEPOPANTHO XUNOTIMKEMHYHO CPEACTBO (HANp. rMbeHKNaMu) Wik ¢
nHCyAHH. Cro01IaBaHH ca cTydaM Ha XHMOrMHKeMHYHa koMa. [Ipu nanyenTHTe ¢ AHabeT e
NpenopbYBa BHUMATENMHO MPOCHEeadBaHe Ha KpbBHATA 3axap (BX. Touka 4.8).




Ilpednaszeane om pomovyscmeumennocm

Ipu nesoduiokcainy e choburapana GoToTyBCTBHTENHOCT (BX. Touka 4.8). [Ipenoppusa ce
NALHEHTHTE 3 HE C€ H3JIaraT Ha CHTHA CTbHYEeBa CBETIIMHA MM HAa W3KYCTREHH UV 1p9u (Hanp.
KBapl{OBa J1aMIIa, CONapHyM) IO BpeMe Ha JIeYeHHeTO U 48 Jaca ciiel MPEeKPaTABAHETO MY, ¢ Liel
npeanazsale oT GOTOYYBCTBHTENHOCT.

Hayuenmu, nexysanu ¢ sumavun K anmazornucmu

[Topany Bb3MOKHO MOBHIIABAHE HA MOKa3zaTennTe Ha koarynanuonuute recrose (PT/INR) w/nnu
KBPBEHE MPH NALMEHTH, TEKyBaHH ¢ NieBodokcalMH B KOMOMHAIMA ¢ aHTarOHUCT Ha BUTaMuH K
(vanp. BapdapHH) € HeoOXOaUMO NpocheAsBaHe Ha KOarylallMOHHUTE TECTORE, KOTaTo Te3H
JIEKapCTBa Ca NMPWIAraHN €IHOBPEMEHHO (BXK. TOUKa 4.5).

Hcixomuunu peaxyuu

Cpo01maBaHH ca NICHXOTHYHH peaklUH [TPH NMalHEHTH, TIPUEMALIH XHHOIOHRH, BIITHOIUTETHO H
AeKBOgIOKCAlMH. B M3KMOYHTENTHO PeNKH CTyYaH ca IPOrPECHPANH A0 CYHLIMIHN MUCIIH H
CaMO3acTpallaBalo NMoBeJACHHE, TTOHAKOra JOPH ¢l eAUHHYHA 1034 JIeBOGUIOKCALMH (BXK. TOYKa
4.8). B ciydaii, 4e nalMeHTHT pa3BHE TE3H PEaKLWK, MpHeMa Ha nesodokcaluuH TpAOBa na ce
NPEKPATH H A1a ce MpeanpueMar noaxoAsiy Mepku. Ilpenopsysa ce MOBHIIEHO BHUMAHHE, aKO
neBohIOKCALIHH ce MpHIIara MpH NCUXOTHYHH NMAILMEHTH WK ITPH NAaHEHTH ¢ aHaMHe3a 3a
NCHXOTHYHO 3a00/IMBaHeE.

Vownowasane na QT unmepeana

HeobxoanMo € noBHIeHO BHHMaHHE, KOraTo UTyOPOXHHONNHHA, BKITKOYHTENHO 1eBO(IIOKCALIHH, CE
NpUWIAraT NpH NaLHEHTH ¢ aHaMHe3a 32 PHCKOBH axTopu 3a yaebkapaHe Ha QT nHTEpRana, kato
HanpuMep:

» CHHapoM Ha BpozeH yaeinkeH QT uHrepnan;

e EnHoBpeMeHHO NMPHIOKEHHE HA JIEKAPCTBA, 33 KOMTO € U3BECTHO, Y€ yawnkaBaT QT
WHTepBana (Hamnp. knac IA u Il aHTHapUTMHUM, TPHMLUMKIHYHY aHTHAENPECAHTH, MAKPOJIHIH,
AHTHIICUXOTHIN),

¢ HekopurupaH enekTponuTeH gucOaase (Hanp. XHIOKATHEMHA, XHIIOMArHE3HEMHA );

e ConpaeuHo 3abonaBaHe (HaMp. ChbpAeYHa HEAOCTATHYHOCT, AH(APKT HA MHOKapJa,
Opanuxapaua).

[MTanpeHTHTe B CTApuECKa BB3PACT M XKEHMTE MOraT [a 6bAaT mo-YYBCTBUTENHH CNPAMO NEKapCTBa,
yaspkasamiy QT unrepnana. [lopaau Tora € HeoOXOAMMO MOBHIHEHO BHHMAHHE, KOTaTO NPH TE3H
NOMyAaIHH CE MPUIAraT QuTYOPOXHHOIOHH, BITIOMHTENTHO JIEBO(IoKcalH (BX. ToukH 4.2, 4.5, 4.8 u

4.9).

Iepugpepra negponamusn

[TeputdepHa ceH3IOpHa HEBpONMAaTHA H NepHpepHa CEH3OpHa MOTOPHA HEBPOMNATHA, KOHTO MOraT Ja ca
¢ O6Bp30 Havano, ca CbOOLIABAHM MNpPH NALHEHTH, MpHEMalOH (IIYOPOXHHONOHM, BKIOYMUTENHO
nepotpnokcanun (Bx. Touka 4.8). [IpuembT Ha nepodokcaiuH Tpabea na Gyae mpekpareH, ako
NALUMEHTET YCETH CHMIITOMHM Ha HEBpOMNAaTHA, ¢ LE/ NPeIoTBPaTABAHE Pa3BHTHETO Ha HEOOpaTUMO
ChCTORHHE.

Xenamobuwnuapnu HapyuieHus

CrobmapaHy ca c/iyMaH Ha YepHoapoOHa Hekpo3a 10 ¢daranHa 4YepHOAPOOHA HENOCTATHYHOCT NPH
nepodaOKcalMH, TPEAMMHO NIPH MALMEHTH ¢ TEXKH Moulexaliy 3a6onsBalus, Hanp. cencuc (Bx.
rouka 4.8). [Tauuenture Tpabpa aa GbAaT ChBETBAHM [1a COPAT NEUEHHETO M A CE CBBLPKAT ¢ JIeKapa
CH, aKO pa3BUAT MPH3HALM H CHMIITOMH Ha 4epHOAPOOHO 3a00N9BaHe KATO aHOPEKCHA, KbJITEHHLA,
TBMHA YpHHA, chpbex unu kopeMHH 6onkn.

Obocmpsane Ha MUACMEHUR 2pABUC
@y OpOXHHOIOHATE, BIJIIOYMTEIHO JIEBOPAOKCALMH, HMAT HEBPOMYCKYJTHO Bokupaio AeHCTBHE 1
MOraT Aa ob60cTpaT MyCKYy/iHaTa ¢J1abocT npH NaLMeHTH ¢ MHacTeHHs rpasuc. [loctMapkeTHHToBH




AHINAHETOo, ca ChOOINaBaHN PH Ty OPOXHHONOHH, H3IIOJ3BaHH [IPH NALMEHTH ¢ MHACTEHNA TPaBHC.
Jlepodnokcauys He ce mpenopb4Ba NP MaLKHEHTH C AHAMHE3a 32 MHAaCTEeHHA MPaBUC.

3pumennu Hapyuwenus
Axo 3peHneTo ObAe YBpeAeHO WIM B3HUKHAT HAKAKBH e(eKTH BBpPXy O9HTE, HezabaBHO TpabBa na ce
npoBeAe KOHcynTauusa ¢ odpranmornor (Bx. ToukH 4.7 1 4.8).

Cynepuripexyus
[IpuioskeHHETO Ha NeBOdIOKCAUMH, 0COOEHO MPOARDKHTENHOTO, MOXKE Aa AOBEAE A0 CBPBLXPACTEX
Ha HEYYBCTBHTEJIHH MHKpoOpraHu3MH. TpaOBa fa ce mpeanpueMar NoAXOAALIM MEPKH, aKO HACThIH

cynepHH(pEKLNs Mo BpeMe Ha Tepanuara.

IIpomenu 6 nabopamoprume uscnedsanus

[Tpy MalMEeHTH, JIEKYBaHH C NEBOIIOKCAIIMH, YCTAHOBABAHETO Ha ONKATH B YPHHATAa MOXKeE a faae
banmBo MONOKHUTENHH pe3ynTaTd, Moxe a e HeoOXoAUMO Aa ce MMOTBBPAH NOJIOKUTETHHA
Pe3YJITAT 33 ONUATH C No-CneHngpHYIeH METON.

JlesodnokcaumH Moxke fa IOTHCHE pacTexka Ha Mycobacterium tuberculosis ¥ nopagy ToBa, MOXKe 1a
nage $hbanuBo OTpUIATENIHM pe3yJITaTH NpH OaKTepHONOrMHaTa AHarHo3a Ha Tybepkonosa.

4.5. BiaumoaelicTBHe ¢ APYTrH NeKAPCTBEHH NPOAYKTH B ZpYrd ¢opMHA Ha B3AHMOAEHCTRHE
EdexTy Ha APYIHM NeKapTCBEHK KTH BBpxy Jlepnokc

Teoghunun, penbyghern unu nodobuu HemcepoudHu NPOMUBOELINANUMETHY NEKaApCMea

He ca HabmoaasaHu GapMakOKHRETHYHH B3aUMO/EHCTBHA HA N1eBORIOKCALHH C TeOQUNHH B
KNMHUYHO Npoy4BaHe. Brnpeku ToBa, MOXe Aa HACTBITH H3pa3eHO NOHHXKABAHE HA LiepedpanHus npar
Ha MPHUNAABLUM NPH €AHOBPEMEHHO NPWIOKEHHE HA XHHOMOHH ¢ TEOQHWIHH, HECTEPOHAHH
NPOTHBOBB3NAINTETHH JIEKAPCTBa WIH APYTH CPEACTBA, KOUTO CHIKABAT Mpara Ha NpUNaTbiM.
KoHuenTpaunaTa Ha neBOJUIOKCAIHH € 0ko10 13% no-BHCOKa B NPUCHCTBHETO HA deHbyden,
OTKONKOTO MPH CAMOCTOATETHOTO MY TIPHI0OXKEHHE.

Ipobeneyuo u yumemuouu

[NpoGenenua U UMETHAWH UMAT CTATUCTUHECKH 3HAYUM €EKT BBPXY CJIMMHHHPAHETO HA
nesodrokcaumy. brOpevyHHaAT KIHPBHC Ha NeBogNOKCALMH ce HaMandBa OT UMMeTURMH (24%) u
npobGereumn (34%). Tosa ce cmyuna, Thi KaToO ABETE JIeKapcTBa ca B CLCTOAHHE a 61okupat
O010peuHaTa TyOyHa cexpeuns Ha nesoduokcaiiid. Benpeky ToBa, NpH H3NUTBAHUTE A03H B
[POYUBAHETO, MAJIKO BEPOATHO € CTATHCTHYECKM 3HAYHMHTE KMHETHYHH PA3IHKH /1a ca OT KIHHWYHA

IHAYHUMOCT.
HeobxoauMo e NoBHIIEHO BHUMAaHHE ITPH EQHOBPCMCHHO NMPIIOKCHHE Ha HEBGQ)HHHCHHHH C

NeKapcTBa, 3acaramy 6n6peuHara TyOyHa ceKpelns Kato npodeHU M M LHMETHAMH, 0C00eHO NPH
MaUXEHTH ¢ ObOpedHH yBpexKaaHus.

Hpyea ceuyecmeena ungpopmayus

Kimiununy gapMakonoryaHu NpoydBaHHuA [TOKa3BaT, e papMakoKMHETHKAaTa Ha JICBO(PJIOKCALHH HE €
3acerHaTa B KIHHHYHO 3HaWHMa CTerleH, KOraTo ieBoguIoKCallHH ce ITpWwiara 3aeiHO ChC CIIEAHHUTE
AKTHBHH BEINECTBA: KANILHER KapOOHAT, AUTOKCHH, MHOEHK/IaMHA, PaHHTHIHH.

Edextn Ha Jlednoke BEPXY APYIH NEKAPCTBEHH NPOAYKTH

Luxnocnopun
[lonmy>>XMBOTBHT HAa LIMKIOCTIOPHH ¢¢ noBrmiaBa ¢ 33%, korato ce mpunara ¢ neBogaokcaliH.

Bumamun K anmazornucmu
Cpo0b11aBaHH ca NOBHLIEHY CTOHHOCTH NpH KoarynaunosHy tectose (PT/INR) w/win kepBene, koeTo
MOXe Ja OBbOe TeXKo, IMPH NaUHEHTH JIEKYBaHH ¢ TeBO(IOKCAallMH B KOMOHHALIAA ¢ BHTaM

o

no




aHTaroHucr (Hamnp. apdapun). Ilopaau ToBa KoaryJalHOHHATE TECTOBE TpAOBa aa Opaar
npocneasBaHy NpH NMAaLUMEHTH, JIEKYBaHH ¢ BUTAMHH K aHTaroHucT (BxX. Touka 4.4).

Jexapcmaa, yowaxcaaawgu QT unmepeana

JlerodIOKCalKH, KAKTO APYTHTE XHHOJIOHH, TpAOBa Aa Obae npunarad ¢ NOBHIIEHO BHUMAHHE ITPU
NAUUEHTH MpHEMaLIH NEKApCTBa, 3a KOWTO € H3BECTHO, Ye yabipkaBar QT uatepsana (Hanp. xnac [A u
1] aHTHAPHTMHULIM, TPHUHKIHYHH aHTHACNPECAHTH, MAKPONMHIH, AHTHIICHXOTHUH) (BX. To4ka 4.4 -
YaosmxasaHe Ha QT untepsana).

Hpyea cvujecmeena unghopmayus

B npoyusaHe 3a ¢papMakOKMHETHYHH B3aNMOAEHCTBHA, JIeROQIOKCALIHH HE 3aciTa
dapmakokHHeTHKATa Ha Teodunnn (Toll e TecToB cyberpar 3a CYP1A2), koeTo nokassa, ye
nesognokcanyH He € CYP1A2 uHxnbuUTOp.

4.6. DepTHAATET, DPpEMEHHOCT H KEPMEHE

bpeMeHHOCT

HMa orpanudeHH JaHHHK 3a ynorpefara Ha neBoduiokcallyl mpu 6peMeHHH xeHH. [IpoyuBaHuata npu
XKHMBOTHH HE NMOKA3BAT AUPEKTHU WIH HHAMPEKTHH yBpexaamy eexTH ¢ orne/l Ha penpoayKTHBHA
TOKCHYHOCT (BX. TOUKa 5.3).

Benpeku TOBa, OpaaAN NHATICATA HA JAHHU NPU Xopa M MIOPaJH TOBA, Y€ EKCMIEPUMEHTAIIHUTE JaHHH
IIPEANONaraT PUCK OT YBpEXIaHE Ha HOCCIINTE TEXKECTTa XPYLAIH HA PACTALINA OPraHH3bLM OT

¢y opoXHROJIOHHTE, JIeBodIOKcallH He TpAOBa Aa ce npuiara Mpu OpeMeHHH (BX. Todka 4.3 U 5.3).

Kepmene
Jlednokc € MpOTHBONOKA3aH MPH XEHH, KOUTO KbPMAT. HAMa AoCTaTbuHO HHOpPMAlLKA 32

EKCKPELHATA Ha JeBOQIOKCALIMH B KbpMaTa, BBIIPEKM Y€ OCTAHAIUTE PITyOPOXHHOJIOHH Ce
eKCKpeTHpaT B kbpMata. ITopanu nuncaTa Ha JaHHH MpH XOpa H NMOPaJH TOBA, Ue eKCNePUMEHTANTHITE
AAHHH MPEANoJaraT pUCK OT YBpeKIaHe Ha HOCELIMTE TeXECTTa XPYLUAH Ha PACTAIIMA OPraHH3bBM
oT HIYyOPOXHHOIOHHUTE, TeBOGIOKCAllMH He Tpabea na ce mpunara npy 6pemMerHn (Bx. Touka 4.3 H

5.3).

DepTUIHTET
JTleronokcaltMH He NpeaH3BHKBA YBPEKIaHe Ha (PEPTUNNTETA UMK PENPOTYKTHBHUTE CIOCOOHOCTH
PH IUTbXOBE.

4.7. EdexTn BLpxY cnocofHocTTa 33 modupane H pabora ¢ ManIHHH

Hsxon HexenaHM peakuy ( Hanp. 3aMaiBaHe/BEPTHIO, ChHJIMBOCT, 3PHTENHHA CMYLICHHSA) MOraT Ja
HapylIaT cnocobHOCTTA Ha MAllHEHTHUTE Ja C¢ KOHIEHTPHPAT U pearHpar, opajii KOETO € Bh3IMOXHO
A3 Bb3HHKHE OMAaCHOCT B CHTYALIMH, NP KOUTO Te3u cnocoOHOCTH ca oT ocobeHa saxkHOCT (Hamp. npH
wohHpaHe Wik paboTa ¢ MaLIHHK).

4.8. Hexenann nekapcTBeHH pPeakKnHB

[Ipencrarenarta no-a0ay MHGOpMaLKA ce OCHOBaBa HAa JaHHH OT KIMHWYHH NPOYUBAHUA NPHU NOBEYE
ot 8300 nauueHTH, KAKTO H NMPOABIKHTEIEH [IOCTMAPKETHHIOB OIIHT.,

YecroTuTe B Tabnuuara ca AepHHHPaHH ChOOPA3HO CIEAHATA KOHBEHLMA: MHOTO 9¢cTH (=21/10),
yect (>1/100 mo <1/10), veuectu (=1/1000 go <1/100), peaxn (>1/10000 no <1/1000), Muoro peakn
(<1/10000), c Hen3BecTHa YecTOoTa (OT HAIMYHHTE AaHHH HE MOXE Aa ObAC HANPAaBeHA OLEHKA).

B paMKHTE Ha BCAKO IPyNHMpaHeE M0 YECTOTa, HEXENMAHUTE peakiiMM ca MPEACTABEHH B HU3IXOASI pel
o OTHOLICHHE HA TAXHATA CEPHO3HOCT.




—

nabuMpHHTa

Cucremo- YecT HegecTn Peaxkn (1/10000 10 | C BeR3BECTHA 9€CTOTA
opramnen xaac | (1/100 po (=1/1000 po <1/1000) (0T HANHYHATE ZAHHH
<1/10) <1/100) He MOXe Ja buae
L HANpPABEHA OLIEHKA)
Hudexunu 1 M'u6uaHu
napasHTo3H HH ek,
BKTFOYMTENTHO
AH(eKUH ¢
KaHnanga
[Tarorenna
_ PE3HCTEHTHOCT | N _
HapymeHns Ha | Jleskonenns TpombouuToneuus [TanuproneHus
KpPBBTA H Eosunodunng HeyrponeHus ArpaHynoumuTosa
nuMdHara XeMOnUTHYHA aHeMMA
CHCTEMA _ _
HapymeHus Ha AHruoacm T AHapHIaKTHYeH mok*
HMYHHATa CepbXUyBCTBUTENHO | AHAPWIAKTOWOECH MIOK
CHCTEMA cT (Bx. Touka 4.4) ® (Bk. TOUKa 4.4)
Hapyimenus Ha AHOpEKCcHS XHUnornukeMus, XuneprimkeMus
MeTabonn3Ma H ocobeHo npH XanornukeMuIHa KoMa
XPaHEHETO NalHeHTH ¢ aHader (BX. TOUKa 4.4)
| {(Bx.TOYKa 4.4)
[lcHxudHH beichHAE TpeBoXHOCT [TeuxoTHHHHA [TeuxoTHIHK
HapYLICHHA CocrogHue Ha peakiuu (Hanp. HAPYLLICHHA CHC
oOBpKAHOCT XABOLMHALHH, CaM03acTpallaBaLIo
HepeHoct NnapaHon) noBeieHuE,
Jenpecus BKJTFOUBAIM CYHLIMAHA
Br3byna HOCaLHA WM ONHT 3a
Spxy cpHAINA CaMOyOUICTBO (BXK.
KommapH To4Ka 4.4)
Hapymenus Ha | I'maBobonue | CHbHAMBOCT KouByncus (Bx. IlepudepHa ceHz0pHa
HepBHATA 3aMasHoOCT Tpemop TOYKH 4.3 u 4.4) HEBpOIATHA (BX. TOUKA
CHCTEMA Jlncreysus [lapectesus 4.4) [lepudepna
CEH30pHA MOTOPHA
HeBponaTHa (BX.TOYKa
4.4)
Ilapocmusi,
BXTFOYMTENHO AHOCMHS
JIuckuHe3 U
ExcrpanupaMuaHn
HapylUEeHHA
Arey3ud
CuHkon
benurnena
HHTpaKpaHHAIIHA
_ XHUNEPTOHMSA
Hapywmenus Ha 3putenuu cvymeHus | IlpexonHa 3aryba Ha
OUYHTE KaTo 3aMBIJICHO 3peHue (Bxk. Touka 4.4),
3peHHe (BXK. TOUKa YBEHUT
4.4)
Hapyuienus Ha CeeToBpBpTEX TunuTyc 3ary06a Ha cimyxa
YXOTO H HapywmeH cimyx




CacremMo-
OPraHen Kiac

Yecrn
(1/100 no
<1/10)

Hegecth
1/1600 oo
<1/100)

<1/1003)

Peaxr (>1/10000 ao

C HeH3BECTHA 9ECTOTA
(OT HANTMIHKHTE AAHHHA
He MOxXke aAa Onpe
HalpABEHA OLl€HKA)

CopaecuHn
HapyLIeHUs

. Taxukapaus
[Nannuraums

BeHTpHKynapHa
TaXUKAPAKSA, KOATO

MOX€e aa JoBeac N0
CBpICYEH apecT,
BeHTHKyNnapHa
apuT™Mua U torsade de
pointes (CboOLABAHK
IPEAUMHO TPH
MAUHEHTH C PUCKOBH
¢axTOopH 32
yabJoKaBaHe Ha QT),
yabkeH QT B
eJIEKTpOKapaAHOrpaMa
| (BX. TOUKa 4411 49)

Craosn
HapYIOCHH

] :
Camo 3a iv

giopma:

(bnebur

| XHNOTOHHA

PecrimpaTopHH,
TPBAHH H
MeAHaCTHHANH
H HapYIIEHHs

JlucnHes

bponxocna3zsm
AfeprudeH NMHEBMOHUT

CToMAaILIHO-
YypeBHU
HapyLIeHUA

q

Huapus
IloBpBiane
l"aneHe

ADITOMHHATHA
bonxa
Jiucnencus
PnaTyneHUHA
KoHcTunauns

XeMopardyHa AHapu,
KOATO B MHOI'O PelKH
CITydyau Moxke j1a Opae
MOKA3ATENHA 33
€HTEPOKOJIHT,
BIJIIOMHUTENHO
nceBaoMeMOpaHo3cH
KONAT (BX. TOYKa 4.4),
IlankpeaTut

Xernarto-
OwnapHH
HapyLOICHHA

IloBuiteHH
YepHOAPOOH
H €H3UMH
(ALT/AST,
allKajHa
¢docdarasa,
GGT)

[ToBHIIEH
OnIMpyOHH B

KPBBTa

JBATEHHIIA U TEXKO
YepHOAPOOHO
YBpEXKIaHe,
BIUIIOYUTEIIHO CTy4aH
Ha (paTaaHa oCTpa
yepHOApoOHa
HENOCTAaThYHOCT,

NpeaANMHO NPH
MALMEHTH C TEXKH

NOMIexAlINH
3abonaBaHKA (BXK.
Touka 4.4)
Xenarur

Hapyiuenus Ha
KOXaTa H
[IOJAKOMXHATA
ThKaH °

Ob6pus
Copbex
YpTukapus
Xunepxuaposa

TOKCHYHA

enuaAepMaiiHa
HEKPOJIN3a

CuuapoM Ha Stevens-
Johnson

Epurema mynrudopme
Peakuym Ha




e T . kel

JleBKOLHTOKIACTEH

BACKYJIMT
_ _ _ | CromMatut
Hapyinenus Ha Aprtpanrns CyXoXXunan Pa6aoMuonusa
MYCKYJTHO- Muanrus HapYLICHHA (BX. PynTypa Ha cyXxoxaumie
CKelleTHaTa TOYKH 4.3 1 4.4) (Hamp. Ha aXWIECOBOTO
CUCTEMA H BKTHOUYUTENTHO cyxoxunue) (Bix.
CHLEAUHMTETHAT TEHAHHHT (Hanmp. Ha | To9kKM 4.3 u 4.4)
a TBKaH aXHUNEeCOBOTO PynTypa Ha nUraMesT
CYXO0XWIHE) MyckynHa pynrypa

Myckyana cnaboct, | ApTpHT
KOATO MOXKe J1a e OT
ocoDeHO 3Ha9CHHE
NpH NallKEeHTH ¢
MHACTEHHA IPaBHC
(BX. TOUKA 4.4)

Hapymenns Ha [Toeuinen OcTtpa 6B6peuna

O0nOpeunTe H KpeaTUHHH B HEAOCTATHYHOCT

NUKOYHHTE KpBBTA (uamp. nopanu

TTHILIA HHTEPCTHIIHATICH

N | HepHT) | )

I O6umu Canmo 3a iv AcTeHns [Inpexchs bonka (BKIIOYHTENHO B

HapyiwieHna 0 | ghopma: rphAHMA Ko, repba u
| epexTH Ha Peaxuuu Ha KpaiHHLMTE)

MACTOTO Ha MACTOTO Ha

MPWIOKCHHAS AHPY3IUA

(6onka

[ 3ayepBaBaHe)

. A_ﬂacbnnalmﬂﬂn H aHA(pHIAKTOMAHH PEAKHHMH MOHAKOra MOTAT Aa Bb3HHKHAT AOPH Clef MbpBaTa

a03a.
b KoXHO-THraBHIHHA PECAKIIHNH IMOHAKOra MOTaT Aa Bb3HHKHAT AOPH CIIE] IThPBATA O0343.

Hpyru HexeNaHH peakuMH, CBBP3aHH ¢ NPHIOKEHUETO Ha QITYOPOXHHOMOHH BKMOYRAT NPHCTHIM HA
nopdpupra NpH NALMEHTH ¢ nopdHHpus.

Crobluapase Ha NOAO3IHPAHH HEXEITAHH PeaKLIWK
CrofwaBaHeTo Ha NOAO3IHPaHH HEXKENIAHH PEAKLUMHN CNejl pazpeiuaBaHe 3a ynoTpeda Ha 1eKapCTBEHHNA

MPOAYKT € BaXkHo. ToRa NMo3BOJISBA A2 NMPOABIDKH HabMoAEHHETO Ha CHOTHOUWIEHNETO NOJ3a/PHCK 3a
NeKapcTBEHHA NpoAyKT. OT MeXHIIMHCKHUTE CTICLHANTUCTH Ce H3HWCKRa Ja choO1IaBAT BCAKa

MoAO3IHpaAHa HEXKCTaRa pCaKIIHA 4YpE3.

Usnenrurenda areHnya no nekapcersara (MAJ):
yn. ,.,JamaH I'pyes* Ne 8

rp. Copna 1303,

Ten, +359 2 8903417

en. nowa: bda{@bda.bg

yebcaliT: www.bda.bg

4.9. Hpenozupane

Cnopea TOKCHKONTOTHYHHUTE MTPOYYBaHHS ITPH KMBOTHH WIH KIMHWYHO-(QapMaKkoOrHIHHUTE
MPOYYBAHHA, MPOBEIECHH CHC CYTIPATEPANCBTUYHH 103H, HAW-BAXHHTC NPH3IHALM, KOHTO TpAOBa Aa ce
OMAKBAT CJIEA OCTPO NpenosupaHe Ha Jledpnokc MHPYIHOHEH Pa3TBOP &8 CHMITTOMH OT CTpaHa Ha
LEHTPANHaTa HEPBHa CUCTEMA, KAaTO 00BbPKAHOCT, 3AMATHOCT, HAPYLICHO Ch3HAHNE H KOHB
npunagbly, yawpkapane Ha QT uHTepBana.




Edextu sbpxy LHHC, smouBaiy csCcTOAHHE Ha 00BPKAHOCT, KOHBYJ/ICHH, XaOUMHALIHY K TPEMOp ¢a
Ha0moJaBaHM NIPH NOCT-MAPKETHHTOBHA OINHT.

B cnyuaif Ha npeao3upane, TpaOBa Ja ce MPUJIOXKK CUMITOMATHYHO NedeHue. Tpabea na ce
npeanpueMe EKI” MoHUTOpHpaHe, OpagH BR3IMOKHOCTTA 33 yAb/ukaBaHe Ha QT uHreprana.
XemoaHanu3a, BUTIOYHTETHO nepuToHeanHa auanusa n HAITJ He ca epeKTHBHM 38 OTCTpaHABaHE Ha
nesodNoKcalllH OT oprauusMa. He crinectsypa cneundyyen aHTHAOT.

5. ®APMAKOJIOT'MYHH CBOUCTBA
5.1. @OapMaKOIHHAMHYHH CBOHCTEBA

dapMakoTepaneBTHYHA rpyna: aHTHOAKTEPHATTHH XMHOIOHH, (PIyOpPOXHHONOHM

ATC xon: JOIMAI2

JiesodioxcalMH € CHHTETHYHO aHTHOAXTEPHAIHO CPEACTRO OT Kiac GayopoXHHOIOHA H e S (-)
EHAHTHOMEPDHT Ha PALIEMHYHOTO aKTHRHO BEIIECTBO OQUIOKCALIMH.

Mexaun3sM Ha aeficTBuE
Kato dnyopoxnHosoHOBO aHTHOAKTEPHATHO CPEACTRO, JIEBO(MIOKCALIMH ACHCTBA BBPXY KOMILIEKCA

JHK - THK rupa3sa u Tonouzomepasa IV.

MexaHH3BM Ha pe3UCTEHTHOCT
Pe3nCTEeHTHOCT KbM JICBOGUIOKCALIMH ce NpHA0OHUBa Ypes NoeTaneH Mpolec Ha MYTallHH B TApreTHUTE

MecTa U Ha apere Tonowsomepasu tun [, IHK rupasza u ronousomepasa I[V. [{pyru MexaHu3MH Ha
PE3UCTEHTHOCT KaTo OapHepH Ha NMpOMycKIHBOCTTA (decTo IpH Pseudomonas aeruginosa) U
MEXAHH3MH 33 ePAYKC, MOTAT CHHIO JIa TOBITHAAT HA TYBCTBHTENHOCTTA CIIPAMO JIEBO(IOKCAIHH.

HaGmonaea ce KpbCTOCaHa PE3UCTEHTHOCT MEXTY NIEBOMIOKCALNH M APYTH (hITy OpOXHHOJIOHH.
[Topagn mexaHu3Ma Ha AeACTBHE, KAaTO LANO HIMA KPBCTOCAHA PEIUCTEHTHOCT MEXIY

NeBONOKCAMH U APYTUTE KNACOBE aHTHOAKTEPHATTHU CPEACTBA.

I'paHHYHH CTOHHOCTH

[Ipenopekute Ha EUCAST 3a rpanuunute crofinocty Ha MIC 3a neBodoxcauny, pasaenqiun
YYBCTBHTEIHHUTE OT HHTEPMEOMEPHO YYBCTBHTEIHITE MUKPOOPraHA3MH U MHTEPMEHEPHO
YYBCTBHTENIHUTE OT PE3UCTEHTHUTE MUKPOOPraHH3MH, Ca NPEACTABEHH No-1oy B Tabnnuara 3a
Tecrsane Ha MIC (mg/]).

Knuunuru MIC rpannunn croitnocty Ha EUCAST 3a nerodnokcauun (Bepcusn 2.0, 2012-01-01):

IlaToren ‘ YYBCTBHTE/ICH | Pe3ncrenTen
Enterobacteriacae < 1 mg/l > 2 mg/l
Pseudomonas spp. < 1 mg/l > 2 mg/l

| Acinetobacter spp. <1 mg/ > 2 mg/l
Staphylococcus spp. <1 mg/l > 2 mg/l

| S.pneumoniae’ <2 mg/l | >2 mg/l
Streptococcus A.B,C.G <1 mg/l > 2 mg/l
H.influenzae ** <1 mg/l > 1 mg/l
M catarrhalis’ | <1 mgi > 1 mg/l
Bu0B0 HECBBp3aHH I'PaHUIHH <1 mg/l >2 mg/l
croiHocTH* 1 _

' I'pasnuHMATE CTORHOCTH 32 NeBOGNOKCALMH ¢& OTHACAT JO Tepailud ¢ BUCOKA 03a.

? Pe3aMCTEHTHOCT NPH HUCKH HYBa Ha duryopoxmHonouu {(umnpodnoxkcaius MIC 0,12-0,5 mg/1) Mmoxe
I3 HACTBITH, HO HAMA [IOKA3aTEJICTRO, Y€ Ta3H PE3UCTEHTHOCT € OT KNTHHHYHO 3HAYEHHE NPH
nHpEKLHHY Ha pecnupaTopHua TpakT ¢ H.influenzae.




31amose ¢ MIC cTOHHOCTH HaJ TPAaHHYHHTE CTOHHOCTH 38 YYBCTBUTENTHOCT Ca MHOTO PEIKH MITH He
ca ¢cpoOIIaBaly Bee ome. TecToBeTe 3a HACHTHYHOCT U aHTUMHKPOOHA YYBCTBHTENIHOCT Ha TAKHB
H30NnaT TPAORA J1a ce MOBTOPAT H aKO pe3yNTaThT c€ NOTBBLPAM, H30/MaTa TPAOBa na ce H3MpaTH Ao
pedepenTHa naboparopus. Jokato HAMa AOKA3aTENICTBO OTHOCHO KIIHHHYHHA OTIOBOP 33 NOTBBPACHH
n3onati ¢ MIC Haa HacTOALIMTE rpaHUMHKR CTORHOCTH 32 PE3HCTEHTHOCT, T¢ TpROBa J1a ce crodianaT
KaTo PE3UCTEHTHH.

‘TpanmaHKTe CTOMHOCTH ca MMPUIOKUMH 32 NepopatHa ao3a o1 500 mg x1 20 500 mg x2 u
MHTpaBeHo3Ha 032 o1 500 mg x1 a0 500 mg x2.

[IpeobnanapalaTta pe3UCTEHTHOCT MOXKE A BapHpa reorpa)cki W BbB BPEMETO 3a OTIPEASIICHH
BHICBE, NOPANH KOETO € XeNaTeIHO Aa c¢ ThPCH HHPOPMAIHA 32 JIOKATHATA PE3HCTEHTHOCT, 0COBeHO
NpH JiedeHHe Ha TexKKH HHpeKkuuH. [Ipa nHeobxoauMmocT, TpabBa Aa ce ThPCH EKCIIEPTHA KOHCYIITALUS,
KOT3aTO MEeCTHaTa Nnpeobnazasaina pe3NcTEHTHOCT € TaKaBa, 4e IIPHIOKEHHETO Ha CPECTBOTO, MOHE
NpPH HAKOH BHAOBE MHQEKIHH, € NTOA BBIPOC.

AepobHu I paM-TIONOXKHTEIHN OaKTepHH

O6muaiino 9YBCTRATE/IHH BAAOBE

Bacillus anthracis

Staphylococcus aureus memuyurun yyscmeumenu
Staphylococcus saprophyticus

Streptococcus pneumoniae

Streptococcus pyogenes

Streptococcus agalactiae

Streptococci, group Cu G

Aepobuu Mpam-oTpHilaTeniyn HakTepun
Eikenella corrodens

Haemophilus influenzae

Haemophilus para-influenzae
Klebsiela oxytoca

Moraxella catarrhalis

Pasteurella multocida

Proteus vulgaris

Providencia retigeri

AHaepoOHu bakrepun
Peptostreptococcus

pyru
Chlamydophila pneumoniae
Chlamydophila psittaci

Chlamydia trachomatis
Legionella pneumophila
Mycoplasma pneumoniae

Mycoplasma hominis
Ureaplazma urealyticum

Brgogpe, npa KOHTO NpuoOHTaATa PE3UCTEHTHOCT MOXeE 13 ce OKaxe npohjieM

Aepobuu I paM-nonoxurenHu HaKTepHu
Enterocccus faecalis
Staphylococcus aureus METHLIWIHH Pe3HCTEHTHH®




Koarynasa HeraTuBeH Staphylococcus spp

Aepobnu [ paM-oTpHIlaTeNnHH DaKTEpHH
Acinetobacter baumannii

Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Klebsiella pneumoniae
Morganella morganii
Proteus mirabilis
Providencia stuartii
Pseudomonas aeruginosa
Serratia marcescens

AHaepoOHu bakTepHH
Bacteroides fragilis

HHCJIEECTBEHG PEIHCTEHTHA IMAMOBE

't Aepobuu I pam-nonoxurentu dakrepuu
Enterococcus faecium

*MHOro € BepoSTHO METHIMNKH-PE3UCTEHTHH S. gureus 4a UMaT KOPE3NCTEHTHOCT KBM
GITYOPOXMHONOHH, BKITHOYHTENTHO JIEBOQIOKCAIHH.

52. PapMaKOKHHETHYHH CBONCTBA

Abcopbuus
[TepopanHo NMpuIOKEHUA NeBODIOKCALUH ce abcopbupa OBP30 U NOYTH HAMBIHO M JOCTUTa MUK HA

[U1a3MeHaTa KOHIeHTpauua aoe 1-2 waca. AbcomoTHara buonanuytoct € 99 - 100%.
XpanaTta nMa cnab edekr BppXy abcopbuuaTa Ha NeBOPIOKCALIHH.

YcoBMATA Ha CTALMOHAPHO CBCTORHME ce aocTHrar a0 48 waca cnea cxema Ha mprnaraHe 500 mg
BEOHBX HIH IBa ThbTH JHEBHO.

Pasnpenencuue
[Ipubnuzurenno 30 - 40% ot nepodnokcalliH ce CBBP3BAT ChC CEPYMHHTE NPOTEHHH.

Cpeauunsar o0eMbT Ha pa3npenesieHHe Ha neBognoxcauuH € npubnusurenno 100 1 cnen enHokpaTHa H
MHOrOKpaTHH 4034 OT 500 mg, ¥ noka3pa WHPOKOTO PA3NIPOCTPAHEHUE B TENECHUTE THKAHM,

[IpoHHKBaHE B TBKAHWTE H TENECHUTE TETHOCTH

JlepodiokcalliH MPOHHKBA B OpOHXHANIHATA JINTABHIIA, €NIHTE/IHATA MOKPHBHA TEYHOCT,
anBeoJIapHuTe Makpodarn, 6enoapobHaTa ThKaH, KOXara (TeYHOCTTa B MEXYPHTE), TbKAHTa Ha
npocrarara 4 ypusata. O6aue, neBod10KCalLMH MMA HE3HAYHTENIHO MPOHHKBAHE B rpbOHa4HO-
MO3BTHATA TCYHOCT.

buotpaucdopm
Jlerodnokcauus ce MeTaboIM3Npa B MHOIO MaNKa CTeNEH KaTo META0ONKTHTE ca Ae3METHII-
neso(noxcaliMH U jJepodaokcauuH N-okcua. Tezn MeTabonuTH mpeacrarinaBaT <5 % OT mo3aTa H ce
€KCKpETHpaT B YpHHaTA. JIeBoquiokcaluMH € CTepeoXUMHYHO CTabHIIEH B He MPeTHPIIABA XHPaTHa
MHBEPCHI.




EnHMHHHpaHE
Cnen nepopanHo ¥ HHTPABEHO3HO MPUNOKEHHE HA NEBOPUIOKCALMH, TOH Ce eTHMHUHHPA OTHOCHTEJIHO

H6aBHO oT rnasmarta (ti; : 6-8 h). Exckpeunsara e npeaumno gpes 6sbpeunte (> 85% or npunoxenara
003a).

CpeaHHnaT NpHBHAECH 001 TesleceH KIMPBHC Ha NeBOJUIOKCALMH cel eAMHMIHA no3a o1 500 mg e
175 +/-29,2 ml/MuH.

HsaMa roneMs pa3nuki BbB (papMakOKHHETHKATa Ha NeBOQIIOKCALMH Cliei MHTPAaBEHO3HO M
NEpOPIHO NPIWIOKEHHE, KOETO NMPEAIonara B3aHMO3aMeHAEMOCT Ha NEPOPANHHA H HHTPABEHO3ZHHA
ITBT.

JluneHOCT
JleBodiokcauMH NMpUTekaBa NuHetliHa papMakokuHeTHKa B adanasoH ot 500 zo 1000 mg,

Bpnika dapmakokuHeTHKa/ PapMakoAUHAMHKA

CreneHTta Ha HaKTepHATHATa aKTHBHOCT Ha eBOQJIOKCALMH 3aBHCH OT CHOTHOIIEHHETO MEXKTY
MaKCHMaHaTa cepyMHa KoHUueHTpauns (Cmax) unu miomra noa kpusata (AUC) 1 MUHHManHata
WHxubupaila koHueHTpauua (MIC).

CnelyanHy nonyaauuy

Hayuenmu ¢ bvbpeuna nedocmamvyHocm

dapMaKOKHHETHKATA Ha JICBOGITOKCALMH ce 3acara npu 6s06peuHo yepexaaHe. [Ipu Hamanasane Ha
ObbpeunaTa pyHKIA, GBOPETIHOTO ENUMUHHPAHE U KTHPBHC HAMANABAT, €TUMUHALIMOHHUAT
MOJYKHBOT C€ YABJDKAaBA, KAKTO € MoKa3aHo B Tabnmnuara no-gony:

PapMakoKHHETHKa TpU OBOpeYHa HeAOCTAaTHYHOCT Clied eAUHHYHA TIepopanHa go3a oT Y30 mg

Cl., [mV/min] 20 [2049 50-80
Clg [ml/min] 13 [26 57
tiz [h] 35 27 ’ 9

ITayuenmu & cmapuecxa gv3pacm
Hsama 3HadnTeIHY Pa3niuKK BbB (papMaKOKHHETHKATA Ha JIeBOGNOKCAIME TIPH MIAAM U NIALHEHTH B
CTapYecKa BBb3PACT, OCBEH TE€3H CBBP3aHH C PA3NINKU B KPEAaTUHHHOBUA KIMPBHC.

[lTonoeu paznuxu

OTAeNnHH aHAJIM3M NPH MBXKE H XKEHH NOKA3BAT MATIKH A0 IPAHHYHH MOJIOBM PA3JINKH BbB
apMaKOKMHETHKATA Ha NeBodiokcauuH. HaMa JaHHU Te3U NOJIOBH Pa3liuKK Aa ca OT KIKHHYHO
3HAYEHHE.

5.3. [lpeaxnAHEH9YHAA ARHHA 33 He3onacROCT

HexnnaudgHUTE JaHHH He 11oka3BaT 0co0eH prcK 3a Xopa Ha 0a3aTa Ha KOHBEHLIHOHATIHHTE

$apMaKOJIOTMMHH NPOYYBAHHS 33 TOKCHIHOCT Ha ¢AMHHYHA /10332 ¥ TPH MHOIOKPaTHO MpHiaraHe,
KapUHHOTEHEH NOTEHUHAN, PeNpONYKTHBHA TOKCHYHOCT H TOKCUYHOCT 3a Pa3BUTHETO.

JlepodnokcaiH He MPEeAU3BHKBA HAPYLICHHE Ha PePTIITHTETA WITH penpoXyKTHBHATA CIIOCOBHOCT
MpH TUTbXOBE H HETOBUAT €AHHCTBEH €QEKT BLpXY M1oja € 3abdapeHo Ch3psBaHe BCJICACTBHE Ha
TOKCHYHOCT MPY Mankara.

JlepodokcalliH He MHAYLIMpA FeHHH MYTallMH B DaKTepHANTHH KIETKH WIH KIETKH Ha 003alHHKIM, HO
HHOYLHpa XpOMO3OMHH abepanuH B 0en10apo0HH KJIETKM OT KHTalCKH XaMceTep in vitro. Te3u edekTn

MOXe Aa c€ Ih/DKAT Ha HHXHOMpaHeTo Ha TonmsoMepasa I1. In vivo Tectopere (MU DOYRIEAR
2r 28N

pasMAHa HAa CECTPHHCKH XPOMATHH, HenpeasuaeH cuurtes Ha JJHK, noMHWHaHTHY }
HE TOKA3BAT HHKAKBB MeHOTOKCHUEH NMOTEHLIHAN. '§7‘




[TpoyusanuATa PH MUIUKH IOKA3BAT, 4€¢ JIEBO(IIOKCALIMH HMa HOTOTOKCHYHA aKTUBHOCT CaMo IpH
MHOT'0O BHCOKH A03H. JlerodioKcallHH He NOKAa38a HHKABB ’¢HOTOKCHYEH MOTEHLIHAM MPH TECT 3a
$OTOMYTare HHOCT 1 HAMAIIBA TYMOPHOTO pa3BHTHE [IPH NPOYYBAHE 38 GOTOKAHLIEPOreHHOCT,

Kakto npu apyrute ¢iryopoxHHOJIOHH, eBO(IIOKCALIHH [10Ka3Ba e(pEKTH BEPXY XpYULLUIHTE

(oTnensaHe n 00pa3yBaHe Ha KYXHHH) ITPH TUTBX0BE H KydeTa. Te3u HaXokH ca Mo-U3paseHu Npu
MJTaIH XKHUBOTHH,

6. ©OAPMAIEBTHYHH JAHHH

6.1. CoEc¢hK HAa NOMOIMHHETE BEeIIECTBA

HarpueB xnopua

HaTtpueB xuapokcHna (3a kopekimus Ha pH)
XnoposoaopoaHa KucesnHa (3a kopekuus Ha pH)
Bona 3a HHKEKUHH

6.2. HecbBMECTRMOCTH
To3u nekapcTBeH NMPOAYKT He TpAOBa 1a ObAe CMECBaH ¢ XeMapuH WIH ANKA/IHM Pa3TBOpH (Hanp.
HaTpueB OukapOOHarT).

To3u nekapcTBEeH NMPOOYKT He TpsaOBa Aa 6bae CMecBaH ¢ APYTH JIEKapCTBEHH MPOAYKTH OCBEH C TE3H,
oTOenu3aHH B TOUKa 6.6.

6.3. Cpox Ha roasocr
2 TOOUHH
Cpok na 2o0Hocm caed nephopayud Ha zymesama sanywanxa: HezabasHa ynorpeba (BX. Touka 6.6).

Ot MuKpOOHOIOTHYHA IMegHa ToUka, HHPYIHOHHHAT pa3TBop TpAORa Aa Obe H3NOMBBaH He3abaBHO.
AKO He ce H3no/13Ba He3abaBHO, NEPHOABT HA H3N0A3BaHE H YCIOBHUATA HA ChXpaHEeHHe npeau
ynoTpeba ca OTTOBOPHOCT Ha NOTpeOuTeNs.

6.4. ChnenuanHH YCIOBHS HA CHXPaHEHHE

Ha ce cpxpansasa noa 25°C.

byTunkarta TpsabBa Aa ce CpXpaHsABa B KAPTOHEHATA ONAKOBKa, 3a fla ¢e Mpe/na3y oT CBETIHHa.
[Ipenu ynorpebda nmposepete BH3yanHo. CaMo OHCTpH pasTBopH Oe3 yacTHIM, MoraTt aa opaar
H3MOJ3BAHH,

6.5. Buan cLaALpXKaHPe HA ONAKOBKATA

bytinka ceaepxkaiiia 100 ml uugy3vonex pasrsop, OT CTBKIO THN I, ¢ anymuHuesa obKaTka,
3aMylUasika OT XJOpOOYTHIORA FYMA H OTKECBALLO ce MTOJIMMPOINHICHOBO Karaye.

OnaxkoBka oT 1 6yTHnka/KyTHS.

6.6. ChnennanHH DpeANA3HE MEPKH OpH H3XBLPJAdHE H paboTa

Jlepnoxc HHOY3MOHEH pa3TBOp TpAdBa Aa 6bAe H3NoN3BaH He3abaBHO (B paMKHUTE Ha 3 yaca) cnel

nepdopalns Ha ryMeHaTa 3anmyianka ¢ e npeanassate ot 6akrepuanHo saMbpesiBaHe. He e
HeoOX0OMMO NpeAna3BaHe OT CBET/IHHA 10 BpeMe Ha HHQY3HA.

To3m mpoaykT € 3a eAHOKpaTHa ynoTpeda.




PazTeOpbT TpAOBa Ja Obae BI3YAIHO NPOBEPEH NMPEeAH NIpuioxeHue. TpadBa oa ce H3MON3Ba CaMO aKo
pa3TBOpa € OMCTLD, XBAT pa3TBOP, NpaKTHIECKH 6e3 Hanuuue Ha YaCTHLM.

KakTo npy BCHUKH JIEKapCTBA, HEU3ION3BAHUAT JIEKAPCTBEH NPOAYKT Tps0Ba Aa ce H3XBbp/iA B
CHOTBETCTBHE C MECTHHTE H3INCKBAHUA 32 ONa3BaHe HAa OKOJIHATA Cpela.

Cmecsane ¢ Opyzu UHpy3uUOHHYU PA3meopu.

JNlednoxc HHY3IHOHEH Pa3TBOP € CBBMECTHM ChC ClIeAHHTE HH(Y3HOHHH Pa3TROPH:
0,9% pasTBOpP Ha HAaTPHEB XJIOPH]
5% pa3TBOp Ha rmMOKO3a
2,5% pasteBop Ha rmoKo3a B Punrep
KoMmOuHMpaHH pa3TBOPH 3a NapeHTepaTHO XpaHeHe (AMHHOKHMCETNHH, ITOK033, €JIEKTPOJTHTH).

Bux Touka 6.2 33 HeChbBMECTHMOCTH.

7. TIPHTEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA

HOBEJ ®APMA EOOA
Oyan. ,.brarapua” Ne 109
Co¢un 1404, Brarapus

8. HOMEP HA PAZPELHIEHHETO 3A YIIOTPEBA

Per.Ne 20220300

9. JATA HA IThPBO PAZPENHIABAHE

JlaTa Ha nbpRo paspeinasande: 09.11.2022 r.

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

01.2025r.




