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1.  HMME HA JEKAPCTBEHUS [TPOYKT A9 1139 //2

Jlepasioke 5 mg/ml uH(py3uoHeH pasTeop & 7032 0 8 -11- 7L
Levalox 5 mg/ml solution for infusion | |

2. KAYECTBEH U KOJIMYECTBEH CHhCTAB

Bceku ml o1 vH(Yy3UOHHUS pa3TBOp cbabpika S mg neBoiokcauuH (levofloxacin) kato
neBodiokcaunH xemuxuapar(levofloxacin hemihydrate).

100 ml ot uHpy3noHHHUA pazTBop cbabpxkaT S00 mg nesodaokcaumt (levofloxacin) karo
neBodokcalH xemuxuapar(levofloxacin hemihydrate).

[loMOLIIHM BELIECTBA C M3BECTHO JICHCTBHE:
Bcekn ml oT uHPY3uoHHUs pa3TBop cbabpxa 0,15 mmol (3,54 mg) HaTpuii.
100 ml ot uHpy3noHuus pasreop cbabpxkat 15,40 mmol (354,20 mg) HaTpuid.

3a MbJIHUSA CMUCHK HA NMOMOLIHUTE BELIECTBA BUIKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

NUudy3uoneH pas3reop.

BUcTbp 3€1€HUKABO-)KBAT pa3TBOP, 0€3 HAJTUUHUE HA YYIKAH YACTHULIH.

pH: 4,5 - 5,1
Ocmonanuret: 282 mOsmol/kg — 322 mOsmol/kg

4. KJIHUHHUYHU JAHHH

4.1 TepaneBTHYHHM NOKA3AHHUA

JleBaniokc HH(GpY3HOHEH Pa3TBOP € NOKa3aH MpU Bb3PACTHHU 3a JIeYEHUE Ha CleIHUTE HHPEKLMH (BHXK
TOYKH 4.4 u 5.1):

- OcTbp MUENOHEPPHUT U YCI0KHEHH HHDEKLIMU HA YPUHAPHUSA TPaAKT (BXK. TouKa 4.4)

- XpOoHHUYEH DaKTepHaseH NpOCTaTUT

- MuxanaumoHeH aHTpakce: NnpogUiakTHKa el EKCNO3ULUs U JieyeHHue (BK. Touka 4.4).

3a no-aoJycnomeHaTtute HHpekuuu JleBanokc TpsaOBa aa ce uM3noJs3ea camo, Korato ce cuMra 3a
Henoaxoadila yrnorpedbara Ha Apyrv aHTHOAKTEpUATHH CPEACTBA, KOUTO OOUYAHHO Ce NMpenopbYBaT
3a JIeYeHUE Ha Te3H HH(PEKLMH.

- [IpuaoOuTa B 00LLIECTBOTO MHEBMOHUSA

- YcnoxxHeHH HHPEKUHMK Ha KO)KaTa U MEKMTE TbKaHH

TpsbBa na ce uma npeaBua OPULUHAITHOTO PbKOBOACTBO 3a MOAXO0ASLLO U3MOJI3BAHE HA
aHTHOAKTEpHUAIHU CPE/CTBA.

4.2 J103MpOBKA H HAYHH HA NPHJIOKEHHE




KXI1 Ha drunmupannTe TabneTky U ako c€ CMETHE 3a MOAXOALUO 3a KOHKpeTHUsA nauueHT. [lopaau
OMOEeKBHBANECHTHOCTTA HAa NapeHTepaiHaTa ¥ nepopanHara ¢gopma, MOXE 1a Ce npuiiara cbliiata ao3a.

Ho3vposka

MoraTt na 6baaT AaaeHHd ClieJHUTE NPENopbKH 3a A03UpaHe Ha JleBanokKc:

Hoszuposra npu nayuenmu ¢ HopMana 0vopeuna Pynkyus (Kpeamunurnos Kiupvuc > 50 ml/min)
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(cnoped mexcecmma) JiedenueTo’ (cnopeod
| meodcecmma)
[Mpuao6uTa B 061WEcTBOTO MHEBMOHMS | 500 mg BeAHBXK WM 1Ba 7— 14 aHu
MbTH JHEBHO
 OcTbp nHenoHeppuT ' 500 mg BeaAHBK OHEBHO 7—10 gHu |
i ’ T ? T
YcnoxkHeHH uHdekUMHd Ha ypuHapHuust | 500 mg BeAHLK OJHEBHO 7— 14 aHu |
TPakT R .
XpoHuyeH DaKTEepUANIEH NMPOCTATHT 500 mg BeHDBK AHEBHO 28 nHK
YcnoxueHn HHbeKUUH Ha Koxkata i | 500 mg BeOHBXK MK 1B 7— 14 aum
MEKHTE ThKaHH MbTH AHEBHO
HMuxanayoHEH aHTpakc 500 mg BeAHBK AHEBHO 8 CeAMHLIH

tn|:)(:TI,EI'.'I:».I'L'-'-KI*l"l"E:.I'II'H:IC'I"I'Ei Ha JICHCHHCTO BIJTIOHBE HHTPABCHO3IHO TUTKOC NMCPOPATHO JICHCHHE. Bpeme'm 34
NnpcMHHaABaHE OT HHTPABCHO3HO Ha NEpopaHO JICHCHHE 3aBHCH OT KJIHHHYHaATa CHTyallHsl, HO

OOHMKHOBEHO € 2 10 4 OHH.

CrneynanHi nonynalu1u

[Maunentr ¢ HapyuieHa 6b0peyHa pyHKUNUA (KpeaTHHUHOB KIMpBHC < 50 ml/min)

L

Pexxnum Ba nozapaHe

250 mg/24 h

500 mg/24 h

500 mg/12 h

KpeaTHHHHOB KJIHPBHC

[Ibpea no3a: 250 mg

[Tnpaa nosa: 500 mg

IlvpBa ao3a: 500 mg

150 - 20 mU/min Cnen Tosa: 125 mg/2_4 h |Cnea roBa: 250 mg/24 h |Cnen Tosa: 250 mg/12 h
19-10 mi/min Cnea toBa: 125 mg/48 h [Cnen Tosa: 125 mg/24 h |Cnen Tosa: 125 mg/12 h
< 10 ml/min Cnen toBa: 125 mg/48 h [Cnex toea: 125 mg/24 h |Cnen toea: 125 mg/24 h
(BKJIIOUMUTETHO

xemoauanuza u HAIT) ! -

! He ce Hanarat JOMBIHUTENMHHU AO03M CAed XeMOAHATH3a U HCIIpEKbCHATA amﬁynampﬂa

nepuToHeanHa avanu3a (HAIL).

YapeaeHa yepHoapobHa QyHKLHA

He ce Hanara kopekums Ha no3ara, Tbil KaTto nesonokcaunt He ce Metabonu3upa B 3HaUMMAa CTEneH
OT YEPHUA APOO U ce eKCKpeTUpa OCHOBHO upe3 6b0peuTe. '

HRQHEHTH B CTApHCCKA BB3pacT

He ce Hanara KOpCKLUHA Ha J034aTa IIpd NMauuCHTH B CTapyYcCKd BbL3pACT, OCBCH ak

,» Y AbikaBane Ha QT uHteppana").

[leguaTpuuna nonynanus




JleBanokc € NPOTHROMNOKA3aH NPU AL U IOHOLUHK (BXK. TouKa 4.3).

HauuH Ha npunokeHHe

JleBanokc WHY3HOHEH Pa3TBOP € NnpeaHa3HavYeH €AMHCTBEHO 3a HaBHAa HHTPABEHO3HA HH(Y 3K,
npuiara ce BeHbXK WK ABa MbTH AHEeBHO. BpemeTo 3a nH)y3ua Tpsadsa na 6bae noxe 30 MUHYTH 32
250 mg uan 60 MuHyTH 3a 500 mg Jlepanokc HHPY3HMOHEH pa3TBOp (BK. TOUKA 4.4).

38 HECHBMECTUMOCTH BHIKTE TOUKA 6.2 M 3a CbBMECTUMOCT € APYIrH HHQY3HOHHU Pa3TBOPU BUXKTE
TOYKa 6.6.

4.3 IlpoTHBONaKa3anud

JlesodnokcaunH HHY3HOHEH pa3TBop He TpsbBa Aa ce npunara:

- NMpH NaUHEHTH, CBPBXUYBCTBHTEHH KbM JIEBODIOKCAUHH HIH APYTH XHHOJIOHH U KbM HAKOE
OT NOMOLIHHTE BeLleCTBa, H30pOeHH B TOUKa 6.1

- MPH MALUWEHTH C erUNencus

- MPH MaUMEHTH C aHAMHE3A 3a HapYLIEHUS HA CYXOXKHIIUATA, CBbP3aHH C NPHIOXKEHHE Ha
(bAYOPOXHHONOHU

- NpH AeLa WIH IOHOLUIH,

- no BpEMe Ha OpeMEHHOCT,

- {IpH KbPMaiKH.

4.4 ConenHainu npeaynpexieHHd H NPeINAa3HA MEePKH NpHu ynoTpeda

Ynorpebara Ha nesoduiokcailiH Tpabea na ce 3bArea npy NnaUMEHTH, KOUTO Ca HMAJIH CEPHO3HH
HEXENMaHH PeaKLiMM B MUHAJIOTO NMpH ynoTpeda Ha NMPOAYKTH, ChAbLPXKALHA XHHOJOHH HITH
dbnyopoxuHoNnoHH (BXX. Touka 4.8). JleueHneTo Ha Te3u nauMeHTH ¢ 1eBodaoKkcaunH TpsaOBa aa ce
3arnQ4yBa Camo MpH JUIICa Ha aJiTepHATHBHHY BbH3MOMCHOCTH 34 JICUEHHE W CJl1e BHHUMATENHA OLIEHKA Ha
CBHOTHOLLIEHHETO NON3a/PHCK {BXK. CbIO TOUKA 4.3).

MHOTro BEpOSTHO € METHLUWIHH-PE3UCTEHTHH S. aureus Aa UMAT KOPE3HCTEHTHOCT KbM
GAYOPOXHHONIOHH, BKIIOYHATENHO NeBodnokcaudH. [lopagy ToBa neBodokcalH He ce NpenopbYBa
33 JIeYeHHETO Ha W3BECTHH WK Noao3upaHn HHpekunn ¢ MRSA, oceed ako nabopatopHu pe3yaTtaru
NOTBBLPAAT YYBCTBUTENHOCT HA MUKPOOPraHu3Ma CApAMO JeBOgIOKCAUHH (M NPenopbuBaHHTE
0OUKHOBEHO aHTHOAKTEpHaIHU CpeacTBa 3a JieueHHe Ha HHpekuru ¢ MRS A ca cueteHu 3a

HEMOAXOAALLH ).

Pe3ncTeHTHOCTTA CIPAMO PIYOPOXHHONOHHU Ha E. coli - Hal-4yeCcTUA NaToreH, CBbP3aH ¢ HHPEKLIHK
Ha YPHMHApHHA TPAKT - Bapypa B EBponeickua cbio3. [Ipeanucsaiure Tpadpa aa B3eMaT npeaBua
NoKanHO npeodnajasaliaTa pe3MCTEHTHOCT crnipsaMo guryopoxuHonodu nipy E. Coli.

HHxanaudoHeH aHTpaKe: NPHIOKEHHUETO MPH XOpa C€ OCHOBABA Ha JaHHM 33 YYBCTBHTETHOCTTA in
vitro na Bacillus anthracis ¥ Ha ekcnepuMeHTaHH JaHHH MPH XXHBOTHH, 3a€AHO C OrpaHH4Y€HH AAHHH
npu xopa. Jlekypauiure jekapu Tpadsa aa ce pedepupaT KbM HAUMOHATHUTE W/HIH ME KOHCEHCYCHH
NOKYMEHTH OTHOCHO JIEYUEHHETO Ha aHTPaKC.

[IpoabmkuTenHocT Ha HHDY3UATA
[IpenopbuBaHaTa NPOABIKUTENHOCT Ha HHDY3UATA, KOATO TpsadBa aa ce cubnoaasa, e none 30

MHHYTH 32 250 mg nu 60 MuHyTH 32 500 mg nesoduiokcauuH HHy3HOHEH pa3TBOP. 3a ocbnoxcauuu
Ce 3Hae, Ye MO BpeMEe Ha HH(PY3HA, MOXKE [a CE€ Pa3BUE TAXUKAPAHA U BPEMEHHO MOHHXKABA
KPBLBHOTO HanAraHe. B peaku ciyvau KaTo NocieAacTBHE OT PA3KOTO CnajaHe Ha KpbBH
MO2KE [1a HACTBITH LUUpPKyAaTopeH Konanc. [Ipy HacTeNBaHE Ha pA3KO cnajaHe Ha Kpb
no BpeMe Ha HHQy3UsTa Ha nesoduokcautuH (1- H3oMep Ha OQUIOKCALUH ), HHDY3UAT
npekpareHa He3abaBHO.




peakuuu
Cobobiapa ce 3a MHOIO peaKH cilyday Ha NPOAbIKATENHY (NPOABLIKABALLHA MECELH WIH FOAUHH),
HHBAJIMAH3HPALUH Y MOTEHLHANTHO HEOOpAaTUMH CEPHO3HU HEXKENAHH IEKAPCTBEHH PEAKLIHH,
3aCATALIM PA3IMUHHU, MOHAKOra MHOIO CHCTEMH B OpraHu3Ma (MyCKynHO-CKeNeTHa, HepBHA CHCTEMa,
MCHXHKA U CETUBHH OPraHH) Npx NAUMEHTH, NOJYYABALUHA XHHOJOHHU H (N1TYOPOXHHOIOHH,
HE2aBUCHUMO OT TAXHATA BB3PACT H BEYE ChLUECTBYBANTE PUCKOBH akropu. Jlesodnokcaund Tpadea
Aa ce crnpe He3abasHO NpU MbPBUTE NPU3HALM MM CHMNTOMH Ha BCAKA CEPUO3HA HEXENNaHa peaKLus
KaTO NauMeHTHTE TPA0Ba /1a C€ NOCHBETBAT Aa C& CBBPHKAT C TEXHUA JiIeKap, Npeanuca JiekapcTBOTO,
33 ChBET.

TeHauHHUT K Ppa3KbCBaHE HA CYXOXKHUIHE

TeHAWHUT K pa3KbCBAHE HA CYXOXMIIKME (IMO-CNELHMATHO aXHIECOBO CYXOKHAHE, HO Oe3 na ce
orpaHuyaBa caMo A0 HEro), NoHAKOTa ABYCTPAHHO, MOXKE A4 C€ MOJYUH OLIE B paMKKTe Ha 48 yaca oT
3a[10YBAHE HA JIEYEHHETO ¢ XHHOJIOHH U 1YOPOXHHOJIOHH KAaTO UMa ChOOILEHHS 332 TAKHBA, pa3BUIIH
ce 0pH N0 HAKOJIKO MECELIa cnea NpekpaTasaHe Ha fedeHueTo. PUCKBT OT TEHAHHMUT U pa3KbCBaHE Ha
CYXO0XUIHE Ce MOBHIIABA MPH NO-Bb3PACTHH NALMEHTHU, NAUMEHTH ¢ OBOPEYHO yBpexaaHe, MaLHEHTH
C TPAHCIIAHTUPAH CONMWAEH OpPraH, fipy NauueHTH, noay4asawu aHeeHd no3u no 1 000 mg
neso(roKcalMH K TaKWBA, N€KyBAHHU CHITBTCTBALLO ¢ KOPTUKOCTEpOHIH. [1o Tazu npuunHa
cbNbTCTBaUIATAa YNoTpeda Ha KOPTHKOCTEpPOUAH TpaOBa aa ce uz0Area.

Ilpyu nbpBHA NpU3HAK Ha TEHAUHHUT (Hanp. DoNe3HeHO NoAYyBaHe, Bb3NaJIEHHUE) JICYEHHETO C
nesodiokcaluMH TpAOBa 1a ce NpeKkpaTy M Ja ¢e OOMHCITY aNnTepPHATUBHO JieuyeHue. 3acerHaTuar(Te)
kpadHux(uu) Tpadea na 6Gvae(aT) nekyBar(K) no noaxoasll Ha4uuH (Hanp. obe3nBmxkBaHe). He Tpabea
Aa C€ U3MON3BAT KOPTHKOCTEPOHUIH, AKO CE MOABAT NPU3HALA HA TEHAUHONATHA.

MuoKNoHyC

CpobuiapaHH ca cliyuyad Ha MHOKJIOHYC NMPH NaLMEHTH, NnpHeMallH heBodaokcauuH (BxK. Touka 4.8).
PUCKBT OT MHOKIIOHYC C€ NOBHLLIABA TTPH NO-Bb3PACTHH NALUEHTH U NMPH NALUEHTH ¢ ObOpeyHo
YBPEKAAHE, aKO 103aTa Ha NEBOMIOKCALMH HE C€ KOPUTHpa Cnopea KPeaTHHUHOBHA KIIMPBHC.
JlesodnokcaurH TpabBa na ce npekpary He3abaBHO NMpH MbpBaTa NOABA HA MUOKJIOHYC H J1a Ce
3anoYvHe MOAXOAALLO JIEYEHHE.

AHEBpU3MA W AHUCEKALIMA HA a0pTaTa U PErYPruTaUNA/HEAOCTATBYHOCT HA ChPACYHHTE KIaMU
EnnaemuonoruuHyTe NpoyyBaHHs NOKa3ear MOBHIUEH PUCK OT aHEBPH3MA U IMCEKALHMA Ha a0pTara,
0CcODEHO Npy NALMEHTH B CTapYECKa Bb3PACT, KAKTO H OT PErypruTaivs Ha aOpTHaTa U MHTPATHATA
1ana cjiel npueM Ha GayOpPOXHHOJIOHH.
CpoblueHH ca ciyyad Ha aHEeBPH3Ma M AWCEKALMA HA a0pTaTa, NOHAKOra YCJ0KHEHU Nopaiu
pa3KbCBaHe (BKIIIOYUTENHO C NETANIEH H3X0]) H PEryPruTaLMa/HEJ0CTATLYHOCT HA HAKOH OT
CBPACYHHTE KNaIH MPH MaUKEHTH, NTpHeMaLLU GJIyOpPOXHHONOHK (BX. Touka 4.8).
CnenoBarenHo ¢payopoXHHOIOHHTE TPAOBA 1a ce MU3MON3BAT CaMO Clie]l BHUMATENHA OLIEHKA Ha
CbOTHOLUEHHETO MOM3A/PUCK U ciied oOMUCIAHE HA APYTH TEPANEeBTHYHHU BE3MOKHOCTH NPH NaLHEHTH
C MOJMIOXKUTETHA (paMIUITHA aHAMHE3A 32 AHEBPU3MA WK BPOJEHO 3a00Na8aHe Ha CLPACUHHTE KIalH,
WK NPH NaUHEHTH, ZHArHOCTHLIMPAHH € NPEAIHECTBALIA aHEBPU3MA W/ WM AUCECKALIMA Ha a0pTaTa UM
3abonABaHe Ha CbPACYHHWTE KJIAMH, WK NPH HAIMUME HA OPYrd pUCKOBH (aKTOpH HAH 3abonasaHus,
npeapasnonaraiy
® KaKTO 332 aHCBpH3Ma, TaKa ¥ 3a AMCEKaLIMA HA a0OPTaTa M 3a peryprutauus/HeaA0CTATbYHOCT Ha
ChPACUHHTE KIAMNH (Hamnp. HapyLIEHHA HA CHEAMHHUTEHATA THhKAT KaTo CHHApoM Ha Marfan
unH cHHApoM Ha Ehlers-Danlos, cunapom Ha Turner, 6onect na Behcet, xunepToHus,
PEBMATOUNEH APTPHUT) KITH JOMBJAHUTENHO

® [ipH aHEeBpH3Ma H JHCEKaUHA Ha aopTaTa (Harp. CbA0BU HAPYLICHUSA, HAMP. ApTEPUMT Ha
Takayasu, ruraHTOKNETbYEH apTEPUNT, WIH U3BECTHA ATEPOCKIEPO3a HITH CHHIPO
Sjégren), Win AOITLJAHUTEIHO
® [IpH PErypruTalMs/HEAO0CTATbMHOCT HA ChPACYHHUTE Knanu (Hanp. HHdeKuuo3e
CHIOKAPAUT).
PUCKELT OT aHEBpU3Ma M IHCEKALIMA Ha A0PTaTa ¥ TAXHOTO pa3KbCBaHE MOXKE ChILIO Aa
MAUNAEHTH, JIEKYBAHH €AHOBPEMEHHO CbC CUCTEMHH KOPTHKOCTEPOHIH. _
B cayuaii Ha BHe3anHa bonka B KopeMa, rpbAHUA KOLI WK rbpba nauveHTute Tpadea A \ﬁ-'k




NOCHLBETBAHU Na C€ KOHCYNTUPAT He3a0aBHO ¢ ftexap B CMELIHO OTAENCHHUE.
[MaupeHTute TpAOBa Aa ObAAT NOCHBETBAHH 1a MOTHPCAT He3abaBHO MEAHLIMHCKA NOMOLL B C/Ty4aii Ha
OCTpa JAUCMHES, N0ABa Ha chpuebreHe (NaanuTauuu) UiK pa3BUTHE Ha OTOK Ha KOPEMa WM AOJHUTE

KpaHHULH.

3abonapaHua, cebp3anu ¢ Clostridium difficile

Hunapus, 0co6eHO aKo € Texka, NPOAbIKUTENHA W/ WKW KbpBaBa, N0 BPEME HA HITH CJIE AEYEHHE C
nesopIoKCaLMH (BIJIIOUYHTEHO HAKOJIKO CEAMHULUM CheA IEYEHHETO), MOXe 1a Obae CHMNTOMATHYHA
3a 3abonasane, cebp3aHo ¢ Clostridium difficile (CDAD). CDAD moxe aa Bapupa no TEXECT OT JIEKO
10 XKHBOTO3ACTPALLABALLO, HAM-TEXKKATA GOPMA HAa KOETO € NCEBAOMEMOPAHO3EH KOMUT (BHX TOUKA
4.8). ETo 321110 € BaXKHO 14 €€ B3eMe NpeABHI Ta3u AHAarHo3a Npy nauMeHTH, KOMTO pa3BUBAT TEKKa
AUApUA N0 BPEME HA WM CJie]l JCUECHHE C NeBOPNOKCALHH. AKO HMa CbMHEHHE HJIH CE€ NMOTBbPAH
CDAD, nesodnokcauuH Tpabsa aa ce cnpe He3abaBHO M BeJHara Aa ce 3anovyHe NoAxXoAsALL0 JeYeHHe.
JlekapCTBEHH NPOAYKTH, MOTHCKALLH NEPUCTANTHKATA Ca NPOTHBOIMOKA3aHH MPH Ta3H KJIHHUYHA

CUTYALMA

[TaumeHTH, Npeapa3noa0KEHH KbM MPUNAAbLLH

XHHONOHHUTE MOTaT Aa CHWXAT Nnpara Ha MpunaabuM U MOrart aa fnpeiM3BHKaT NPpUNaabK.
JleBodoKkcaUMH € NPOTHBOMOKA3aH MPH MALUKEHTU C AHAMHE3a 32 enunencHs (Brx touka 4.3) u,
KaKTO NpH JPYrUTE XHHONOHH, TPAOBa 1a ce npuiara ¢ OBUIIEHO BHHMAHHE NPH NMALIHEHTH,
Nnpeapa3noA0KEHH KbM MPUNIaAbUHN WK Ha CHITBTCTBALLO JieYeHHe C aKTUBHH BELLECTBA, KOUTO
CHHXKABAT LiepeOpanHuA npar Ha NpUnaabuy, Kato TeoUIMH (BHK Touka 4.5). B cnyuai Ha
KOHBYJICUBHH NpUnanbuy (Brk Touka 4.8), neyeHuero ¢ nesogokcalud TpadBa Aa ce NpeKkparH.

[MaumenTH ¢ aedUUNT HA FMOK030-6- docdaT JexuaporeHasa

[MaureHTH C NaTeHTEH UM M3saBeH Ae(PeKT Ha MMIOK030-6-pocdaT aeXUIpOreHa3HaTa AKTHBHOCT,
MOTaT Ja MPOABAT CKJIOHHOCT KbM X€MOJMTHYHH PEaKtHH, KOraTo ca JIEKYBaHH ¢ XHHONOHOBH
aHTHOakTepuanHu cpeactsa. Ilopaau ToBa, ako NeEO(NOKCAUMH CE H3NOA3Ba NPH TAKHBA NAUHEHTH,

mHGBa AJa €€ CJICAH 3a CBCHTyYANHA MNMOABa Ha XEMOJIN3a.

[Mauuenty ¢ ObpeyHH YBpEKIAHHA
Twii kaTo NeBodIOKCaUMH Ce eKCKpEeTHpa OCHOBHO 4pe3 OBOpeurTe, A03aTa Ha neBodnokcauuH TpadBa
na 6bje KOpHrupaHa npy NauHEHTH ¢ 0B0peyHO yBpexKaaHe (BIK Touka 4.2).

PeakLMH HA CBPLXYYBCTBUTEIHOCT

JlepodnokcalMH MOXe aa PUYHHH CEPHO3HH, MOTEHLMATHO daTaNnHK peakuuH Ha
CBPbXYYBCTBHUTETHOCT (T.€. AHTHOEAEM 10 aHAPHUNAKTHUEH LIOK), MOHAKOra fl0c/eABally HayanHara
ao03a (Bux Touka 4.8). [lauueHTuTe TpAOBa A3 NPEKPATAT JICUEHUETO HE3a0aBHO U 1A CE€ CBBPKAT C
TEXHMA JIeKap WM C ieKap OT CNELLHA MOMOLL, KOATO 1a HHHUMHUPA NOAXOJALUM CNEIIHH JeHCTBUA.

TeXKH KOXKHH HEeXENaHH PEaKLIUK
Texku KoxKHHU Hexkenanu peakuru (SCARs), BKIIOUBALLM TOKCHYHA enynaepMmaiHa Hekponusa (TEN:
M3BECTHA OLe KaTo cHHApoM Ha Lyell), cunapom Ha Stevens Johnson (SJS) u nekapcrBeHa peakuus ¢
eo3uHodunua U cucTeMHU cuMnToMu (DRESS), koMTO MOXe 1a ca )KHBOTO3aCcTpaLLABALLH MM C
NIETaNeH U3X0A, ce CboOLLaBaT BBB Bpb3ka ¢ ynorpebara Ha 1eBoduokcalluH (Bx. Touka 4.8). [Ipu
peANnUCBaHETO HA JICKAPCTBEHHUA NPOAYKT naudeHTure TpaOBa aa 6baaT uHGoOpMHpaHH 3a
MPH3HALWTE W CHMITTOMMTE HA TEXKKH KOKHH PEaKLMH W Aa Obaar HabmojaaBaHH ¢ NOBHULLIEHO
BHHMaHHE. AKO Ce NOABAT NPH3HALM Y CUMITTOMU, NIOKA3ATE/IHH 33 TE3U PeaKLHH, MPHIOKEHHETO Ha
nesodnokcaumnd Tpadbea He3abaBHO Ja ce NPEYCTAHOBH U Aa c€ 0OMHCAH aNTEPHATHRHO JICYEHHE. AKO
NALMEHTBT € pa3Buil Cepro3Ha peakuus, kato Hanpumep SJS, TEN unu DRESS npu ynotpe -

EHC['J]H KCMHA

KakTo npn BCHYKUY XHMHO/IOHH, ca CHOOLLIaBaHK HapYLWIEHUS B KPbBHATA 3aXap, BKIIKO
XMNOrJIHKeMHA, TaKa U XHNepriuKeMud, Hab104aBaHM ¢a MO-4eCTO MPH Xopa B CTap
OOHMKHOBEHO NPH NaUKEHTH ¢ AnMadeT, NpUeMally ChITbTCTBALIO JICHEHHUE € NEPOPasH




XHIOTJIMKEMHYHO CPeACTBO (Hanp. rudeHk1aMKua) UK ¢ HHCYAuH. CboblaBaHu ca ciyyau Ha
XUNOTIHKeMHUHa koMa. [1py nauneHTH ¢ AMabeT ce NpenopbU4Ba BHUMATENHO NPOCIEAABAHE Ha
KpbBHaTa 3axap ( BHK TOYKa 4.8).

Jleuenuero ¢ nepodnokcaunH Tpadbsa He3zabasHO Aa ce MPEKPATH, aKO NAUMEHTHT CLOOLLH 32
HapyuI€HWe Ha HMBATa Ha KpbBHA 3axap # Tpa0Ba aa ce oOMHUCIM anTepHaTHBHA aHTHOaKTepuanHa

Tepanus 6e3 (ayOopOXHHONOHU.

[IpepeHUHA HA POTOUYBCTBUTEIHOCT

[Tpu nepodiokcaumH € cboOLaBaHa (POTOUYBCTBUTENHOCT {BXK. Touka 4.8). [lpenopnusa ce
NALHEHTHTE Ja HE CE€ W31araT W3TMLLHO HA CHIHA CITbHYEBA CBETNHHA WM HA U3KYCTBEHH UV nbun
(Hamp. KBapLOBA J1aMIa, CONapHyM) Mo BPEME Ha JICUCHHETO U 48 uaca cnen npexkparaBaHeTo My, ¢
LleN NMpeanasBaHe oT (POTOHYBCTBHUTEHOCT.

[lailMEHTH, JIEKYBAHH ¢ AHTArOHUCTU HA BUTAMUH K

[Topany BB3MOXKHOTO NOBHLIABaHE Ha KoarynaunoHute TecTore (PT/INR) u/mnu kbpeeHe npH
NALKEHTH, JEKYBAHHK ¢ JJIEBO(IOKCAUMH B KOMOMHALMSA C aHTaroHUCTH Ha BuTamMuH K (Hanp.
BapdaprH), € HeoOX0AUMO NPOCEaSBaHE HA KOAryJalUMOHHUTE TECTOBE, KOraTo T€3H JIEKApCTBa ¢a
NpWiaraHu €IHOBPEMEHHO (BUX TOYKa 4.5)

[ICHXOTHYHH pEAaKLIHH

ChoOmaRraHy ca NICUXOTUYHH peaKLUWH NPY NALMEHTH, NPUEMALLH XHHONOHH, BKIIOUMHTEIHO
nepodaokcalMd. B MHOro peaku cityyau ca nporpecupany A0 CYHUUAHH MHCJTH H
camM03acTpallaBallo NopeaeHue, NOHAKOra caMo ciell €AMHMYHA 1033 JIeBOPIOKCAIMH (BHXK TOYKa
4.8). B cayuaii, ue NaLUMEHTHT pa3BUe TE3M peakLiMi, NPUEMDBT Ha eBoduokcaunH TpadBa aa ce
NpeKpaTH BeaHara NpH MbPBUTE NPU3HALM WM CUMIITOMH Ha Te3H peakuuu. [Tlaunenture Tpsbea aa
ObAaT NOCHBETBAHH [a CE CBBPIKAT C TEXHHA NIPEANUCBALL Aekap 3a ChBET. Tpadsa na ce obmucny
anTepHaTHBHA aHTHOaKTepHanHa Tepanus 6e3 GuyOpOXHHONOHH U Aa €€ NPEANPUEMAT NOAXOASA LN
mepiku. [IpenopbuBa ce NMOBHILIEHO BHUMAHHE, aKO N€BO(IOKCALMH CE MPHUIAra NpH NCHXOTHYHH
NaLMEHTH WY NPH NALHEHTU C aHAMHE3a 33 TICHXOTHYHO 3alongBaHe.

YavmkasaHe Ha QT nHrepsana
Heobxo0auMo € nopullieHO BHUMAHUE, KOTaTO U1YOPOXHHOIOHH, BKIIOYHTENHO NeBOGUIOKCALIUH, Ce

MpUAAraT npyd NaUMEHTH C U3BECTHHU PUCKOBH (PAKTOPH 3a yabikasaHe Ha QT uHTepBana, karo
Hanpumep,
- CUHAPOM Ha BpoaeH yabmxkeH QT

- €HOBPEMEHHO NMPHUIOXKEHHE Ha IeKapCTBa, 3a KOMTO € U3BECTHO, Ye Yab/pkasar QT uHTepsana
(Hanp. Knac IA u Il anT4apuT™MHLKM, TPULUHKIUYHY aHTHOAENPECAHTH, MAKPOIMAH,
AHTHIICUXOTHLIH)

- HEKOPUIMpPaH €NEKTPONUTEH AucOanaHc (Hanp. XHMOKAIHEMHS, XHITIOMarHe3ueMHs )

- CbpAcYHO 3ab0/gBaHe (Hanp. ChpAevHa HEJOCTATHbHHOCT, HHBAPKT Ha MHOKapaa,
Opanukapaus)

[TalMeHTHTE B CTapuecKa Bb3PacT H XEHUTE MOraT fia ObaaT no-4yyBCTBUTENIHH CNPAMO J1IEKapCTBa,
yawmkasalk QTc. Ilopaau Tora € He06X0AUMO NOBULLIEHO BHUMAHHE, KOraTo NMpH TE3M NONMYaluHuH
ce npunarat GpAyopOXHHONOHH, BKIKUYHTENHO NeBodIoKcalHH. (BXK. ToUkH 4.2 [aigieHTH B cTapuecka
BL3pacT 4.5,4.8 u 4.9).

IlepudepHa HeBpONaTHS
Coo01aBa ce 3a Clyyad Ha CEH30PHA WK CEH30MOTOPHA NMOJMHEBPOTIATHA, BOAELLH 1
XUMOECTEINA, IH3ECTEIUSN WIH cNTabOCT NPH MALHEHTH, MPUEMALLHW XHHONOHHU B QYO
[TaumreHTHTE, KOUTO npueMar jesodnokcauuH, Tpabsa na 6baaT NocvLBETBAHM 1A UH




NOTEHLRANHO HeoOpaTHMo 3abonaBaHe. (BXK. Touka 4.8).

XenartoOHIHApPHU HapyLUEH!s]

CrobuasaHH ca ciyyad Ha yepHoaApoOHa Hekpo3a Ao ¢aranHa yepHOApoOHA HEAOCTATBUHOCT NPH
neBOQUIOKCALIMH, NPEIUMHO NMPH NALMEHTH C TEXKH NoANeKalK 3abosisBaHH, HANP. CENCHC (BXK.
Ttouka 4.8). [TauveHTure Tpabea na 6bvaaT CHBETBAHH Ja CMPAT JIEUEHUETO M Na CE CBBPXKAT C NEKApA
CH, aKO pa3BHAT NPHU3HALKA U CHMNTOMH Ha YepHOAPOOHO 3a009BaHE KATO aHOPEKCHA, KbATECHULA,
ThMHA ypHHa, cbpOex Hnu Hone3HeH KopeM.

0O6ocTpgHEe HA MMACTEHHA TPABUC

DNyopOLIHOIOHHTE, BIUTHOUUTENHO NeBO(IOKCALMH, HMAT HEBPOMYCKYJTHO DJIOKHpawo ACHCTBHE Y
MOraTt Aao0ocTpaT MyCKyJtHaTa ¢1abocT nNpyU nauueHTH ¢ MMacTEHMs rpasuc. IlocTmapkeTHHroBH
CEPHO3HH HEXENIaHH JIEKAPCTBEHH PEAKLHWH, BKIIIOYBALLU CMBLPT H HEOOXOAUMOCT OT NOJAbPXKAaHE Ha
NHLLIAHETO, ca cbOOLABaAHH NMPH (NYOPOXHHOMIOHHU, H3NOA3BAHH MPH MAUHEHTH ¢ MHACTCHHUA MPaBKC.
JlesodiokcalliH He Ce€ NPENOpPBLYBA MPH NALMEHTH C H3BECTHA aHAMHE3a 3a MHAaCTEHHUA MPpaBuC.

3pUTEIHHK HApYLLEeHUA
AKO 3peHHeTO Oblie YBpeaeHO WIIH Bb3HUKHAT HAKAKBU e(eKTH BbpXyY ouuTe, He3abaBHO TpadBa na ce

NpoBeAe KOHCYJITALHA C OYEH CNICIMANKUCT (BXK. TOUkH 4.7 n 4.8).

CynepHHOEKLUS

Ynorpebara Ha neBodiokcauuH, ocobeHO NpOABLIKUTENIHATA, MOXKE [1a I0BE/Ie 10 CBPBbXPACTEXK Ha
He4yYBCTBHUTEJIHH MHKpoopraHu3sMH. TpabBa na ce npeaAnpreMar NoAXOAsALIM MEPKH, KO HaCTbIH
cynepHH$pEKLHA N0 BpEME HA TepaluATa.

[IpomMenu B 1abOpPaTOPHUTE TECTOBRE
[lpr nauveHTH, NEKYBaHH C J€BOQUIOKCAUWH, YCTAHOBABAHETO HA ONMATH B YPHUHATA MOXKE Aa Aane
($aniuMBO MONOKUTENHH pe3yiTaTh. Moxe Ja € HeobXoAMMO J1a ce NOTBBLPAH MONOKHUTENHHA TECT

PE3YJITAT 3a OIMHATH C ﬂﬁ-Cﬂequ)H'-lEH MCTOL.

JlerothnokcaunH MoXke Aa NOTHCHE pacTexxa Ha Mycobacterium tuberculosis n nopaamn ToBa, MOXe J1a
nazne anlHBo OTPULIATENHH pe3y/ITaTH NpH OaKTEPHONOrHUHATA AHArHO3a Ha TYOepKono3a.

Ocmvp nankpeamum

[Tpu naLueHTH, NpUeMally 1eBodaoKcallMH, MOXe Aa ce Habmonaea ocTbp naHkpeatuT. [lauuenture
Tpabea na 6baaT HHGOPMHUpAHH 3a XapaKTEPHUTE CHMITTOMH Ha OCTbp NakpeaTHT. [laumnenrure,
KOHTO MMAT TaJieHe, HEPA3NoJIoKeHHE, KOpeMEH AUCKOMGOPT, OcTpa KopeMHa D0/IKa WIH NOBPbILAHE,
TpaOBa ga ObAaT NOANOXKEHHU Ha He3abaBHA MEAMLIMHCKA OUSHKA. AKO C€ NoJO03Hpa OCThP
naHKpeaTuT, ynotpebara Ha nieBodiokcauMH Tpa0OBa 1a c€ NPEYCTaHOBH; aKO C€ MOTBBLP/IH,
yniorpebara Ha neeodgnokcalMH He TpaOBa [a ce 3ano4YBa OTHOBO. Tpa0Ba Aa ce BHHMAaBa npH
NalMeHTH ¢ aHAMHE3a 3a NaKkpeaTyT (BXK. TOuka 4.8).

HapyiueHWs Ha KpbBTa

KOCTHOMO3Bb4YHA HEAOCTATHUHOCT, BKJIHOUYUTENHO JIEBKONEHHUA, HEYTPONEHHs, MaHLUTONEeHU4,
XeMOMUTHYHA aHEMMS, TPOMOOLMTONEHKS, ANNaCTUYHA aHEMUS WM arpaHyJIOLIMTO3a, MOXe J1a ce
pa3BYe€ M0 BpeME Ha Ne4YeHHUETO ¢ NeBodnokcauuH (Bxk. Touka 4.8). [Ipu ¢bMHeHHE 3a HAKOE OT Te3M
HapylileHHs Ha KpbBTa TpabBa na ce ciieny KpbBHaTa KapTuHa. B ciyyait Ha aBHopMBM pe3ynTaTy,
TpsAOBa Aa ce OOMUCIN NPEKPATABAHE HA JIEUYEHHETO C NEeBOPIIOKCALIUH.

Harpu#i
To3u nekapcTBeH NpoayKT cbabpaa 354,20 mg Harpuit Ha 100 ml oT pa3sTeopa, KOUTO €
exBUBaneHTHH Ha 17,7% ot npenopruutentug ot C30 MakCHUMAaneH OJHEBEH MPHEM OT
BbL3PACTEH.

4.5 B3aumogeiicTBHE C APYrH JeKAPCTBEHH NPOAYKTH H ApYTH GOopMH HA




Edexty Ha ApYyruTe JeKapcTBEHH APOJYKTH BbPXY A€BO(AOKCALIMH

Teogurun, penbyhen wiu nodoGHU HecmepouOHU NPOMUBOELINATUMETHU NeKAPCMEa

He ca vabnopaBaHy papMakOKWHETHYHHU B3aUMOACHCTBUA Ha NeBOGIIOKCALHH € TEODUIHH B
KNUHHAYHO NpOY4YBaHe. Bbnpeku ToBa MOXe Aa HACTBIK U3pa3eHO MOHWKABAHE Ha LepeOpanHus npar
Ha NPHNagbLUHA NPH €THOBPEMEHHO MPHIOKEHUE HA XHHOMOHH C TEO(PHITHH, HECTEPOHAHH
NPOTHBOBB3NATMTENIHH JICKAPCTBA MJIH JPYrH CPEACTBA, KOWTO CHWKABAT fpara Ha NpHNaabLUMTE.
KoHueHTpaumaTa Ha neBodpaokcauus € okono 13% no-BHcoka B NpUCHLCTBUETO Ha PeHOYdeH
OTKOJIKOTO NPH CAMOCTOATENHOTO MY [TPUJIOKEHHE.

IIpobeneyuo u yumemuoun
[MpobeHeuua ¥ UMMETMAWH UMAT CTATHCTHUECKH 3HAYUM €(EKT BLPXY TUMHHUPAHETO HA

nesodaokcauH. bLOpeUHHAT KNHPBHC HA NEBOMIOKCALMH CE€ HAMANABA OT UHUMETHAMH (24%) K
npobeHeuyn (34%). Toea ce cnyuBa, Thid KATO ABETE JICKAPCTBA Ca B CbCTOAHUE Aa O1oKHUpaT
O0bOpeuHaTa TyOynHa cekpeuus Ha aeBoduiokcauuH. Brnpeku ToBa nPpH H3NUTBAHUTE A03H B
[MPOYYBAHETO, MAJIKO BEPOATHO € CTATHCTHYECKH 3SHAUUMHTE KHHETHHHH Pa3/IMKH Ja ca OT KJIMHWYHA

JHAYHUMOCT.

HeobxoanuMo e NoBHIIEHO BHUMAHHE NPH €IHOBPEMEHHO MPUIOKEHHE HA NEBOMIIOKCALHH C
NEKapcTBa, 3acaraium 6bpeuHara TyOynHa cekpenyds kato npobeHeuma ¥ UMMETHANH, 0COOeHO npH

nauueHTH ¢ 6L6peyHH yBpeKaaHuUs.

Hpyea cvwgecmeena ungpopmayus
Kannnuuy hapMakoIOrHUHY NPOy4uBaHUA NOKa3BaT, ye papMaKOKHHETHKATA Ha 1eBO(IOKCALIKH HE €

3dcerunaTa B KJIMHHHYHO 3HaA4YHMaA CTCINECH, KOTrato ﬂeBO(bJTOKCHLlHH CC npuiara CAHOBpPEMCHHO CbC
CINEIJHHUTC aKTUBHH BCLICCTBA. KAJIILIUCB KﬂpﬁOHaT, AHUTOKCHH, I"JTHSEHI{IIHMHI[, PAHUTHAHH.

ECIJCKTH Ha IIEEOC]!J'[OKC&QHH BbPXY APYIH JNCKADPCTEBCHH NIPOAVKTH

Lluxrocnopurn
[Tony»KMBOTBT Ha LIUKJIOCAOPHH ce nosuLuasa ¢ 33%, KoraTo ce npuiara eJHOBPEMEHHO C

nepogoKcalHH,

Bumawvun K anmazonucmu
CrobuiaBaHu ca noBUUIEHU CTORHOCTH NpH KoarylauHoHHH TecTore (PT/INR) w/unu kbpBeHe, KoeTo

MOXe J1a Obae TexKKOo, NMPH NAUMEHTH JIEKYBAHH C IEBODIOKCALHH B KOMOKWHauMa ¢ BuTaMuH K
aHTaroHUCT (Hanp. Bapdaput). [lopaau ToBa koarynauMoHHUTe TecToBe TpAdBa na Ovaar
[IPOC/IeAABAHH MPHU NALHEHTH, JIEKYBaHHU C BUTAMHH K aHTAarOHUCTH (BXK. Touka 4.4).

Jexapcmea, 3a xoumo e uzgecmro, 4e yovaxcaeam QT unmepeana

JlepodnoKCaLIMH, KAKTO APYTHTe XHHONMOHH, TpaOBa aa 6bae npwiarad ¢ NOBULLEHO BHUMAHHE TPH
NaUMEHTH, TPUEMALLH NIEKAPCTBA, 33 KOUTO € M3BECTHO, ye yasmkaeaT QT uurepsana (vanp. knac A
H Il aHTHapUTMULY, TPULMKIHYHY AHTUASNIPECAHTH, MAKPOIHIH, AHTHIICUXOTHLH) (BHXK TOYKA 4.4

Yavkasane Ha QT uxTepBana).

Apyea cviyecmeena ungpopmayus

B npoyuBaHe 3a ¢papMakOKHMHETHYHH B3aUMOAEHCTBUA, JIEBOQIIOKCALIMH HE 3aCATa
¢dhapMakoKHHeTHKaTa Ha TeodunuH (koiiTo e TecTos cyberpart 3a CYP1A2), koeTo nokasea ye
nesodnokcaunH He € CYPIA2 unxuburop.

4.6 DepruanTeT, OpEeMEHHOCT H KhpMeHe

bpeMeHHOoCT
MMa orpadnueHy gaHHy ot ynorpebara Ha aeBodnoxcauuH npH OpeMeHHH xeHHu. [1p

>XUBOTHHU HE MOKA3BaT AMPEKTHH WIH UHAHPEKTHU YBpEKIALUM €(PEKTHU € OrIe] Ha pe
TOKCHUHOCT {BHXK TOYKa 5.3).




Bhnpeky ToBa NOpaJ M JIANCATa HA JaHHU TPU XOPa W NOpaju TOBA, Y€ EKCNEPHMEHTATHUTE JaHHU
NpeAnoRaraT pUcK OT YBPEXKIAHE HA HOCELIMTE TEKECTTA XPYILUSAIA HA pACTALUNAS OPraHH3IbM OT
dyopoxHHoNIOHUTE, NeBodnokcaumnH He TpaOBa na ce npunara npu OpeMeHHH XeHH (BxK. Touka 4.3 1

5.3).

KbpMene
JlerohnokcalliH € MPOTUBONMOKA3aH NPU XKEHHU, KOUTO KbpMAT. HaMa aocTaTbuHo HHGpoMauus 3a

eKCKpeLMATa Ha NeBoIOKCAUMH B KbpMara, BbIIPEKH He OcTaHanuTe Gr1yOpOXHUHONIOHH ce
eKCKpeTHpaT B KbpMarta. [lopaan nuncara Ha AaHHHW NPH XOpa H NMOpaH TOBa, Y€ EKCIIEPUMEHTATHUTE
NaHHKW NpeAnofaraT PUCK OT YBPEKJAHE HA HOCELLUTE TEXECTTA XPYLUAIH HAa pacTAUIHA OpraHu3bM
oT GAYOPOXHHONOHNUTE, eBO(IOKCaUKH He TpaOBa Aa ce npuaara npyd KbpMaukH (Bx. ToUkHu 4.3 ¢

5.3).

DepTHAUTET
JlesodiOKCALIMH HE NPeaH3BUKBA YBpEXKIaHe Ha PEPTUINTETA UITH PENPOLYKTHBHHTE CNOCOOHOCTH

NpH NIBXOBE.

4.7 EdexkTH BupXYy cnocofHocTTa 32 ModHpaHe H padOTa ¢ MALUHHHA

JleBopnokcallMH MOBNUABA B MAJIKA IO YMEPEHA CTEMNEH CnocobHOCTTa 3a wodHpaHe U padoTa ¢
MAIIHHH.

Hsakou HexxenaHH IEKAPCTBEHH peakuUUH (Hanp. 3amafisaHe/BEPTUIO, ChHINWBOCT, 3PHTE/IHH
CMYLUEHHs) MOTaT Ja HapylaT ¢cnocoOHOCTTa Ha MALUMEHTHTE Aa C€ KOHLIEHTPHPAT H Aa pearupar,
nopaaH KOETO € Bb3MOXCHO Ja Bb3HHKHE OMacHOCT B CHTYallHH, NMPH KOUTO TE3H CMTOCOOHOCTH ca OT
ocobeHa BaxHocT (Hanp. wodrpaHe Wik paboTta ¢ MaLLHHA).

4.8 HexelaHH 1eKAPCTBEHH PeaKklHH

[IpeacraBeHaTta no-g0ay HHGOpPMaLHA € OCHOBRaBa HA JAHHH OT KJIIMHUYHHU NPOY4YBAHHUA NPH NMOBEYE
ot § 300 naLueHTH, KaKTO H MPOABLJKUTENEH NMOCTMAPKETHHIOB OIHUT.

- Mmuoro uectu (= 1/10)

- Yectu (>1/100 po <10)

- Heuectu (= 1/1 000 oo <1/100)

- Peaxu (>1/10 000 oo <1/1 000)

- Muoro peaku (<1/10 000)
- C Hen3BECTHA YECTOTA (OT HATUUHUTE JaHHU HE MOXe Aa Obae HanpaBeHa OLEHKA).

B paMKuTE Ha BCAKO rpynUpaHe MO 4YECTOTA, HEXKEMAHUTE PEaKLHUU Ca MPEeACTABEHH B HU3XOAALW pen
MO OTHOLIEHHE Ha TAXHATA CEPUO3HOCT.

Yecrn HeuecTu Penxu C Hen3BecTHa
4eCTOTa

Hudekuum u ["bOHYHH
napa3suTo3H UHDEKLIHY,

BKJIKOUMTENHO

MHDEKUMH C

KaHI1aa

[laToreHHa

pPE3UCTEH-

THOCT
Hapywienus Ha JNeBkoneHus TpombouutoneHus
KpbBTa U Eosuvodunua | Heytponenns
nuM¢Hara

CHCTCMA




AHCMHA

HapyiweHnus Ha AHruoeaem AHadunakTH4EH
HMYHHaTa Cepbx- Lwok®
cucTeMa YYBCTBHUTEJHOCT (BX. | AHADMIAKTOMAEH
To4ka 4.4) LIOK *(B2K. Touka 4.4)
EHnOKpHHHH CHHAPOM Ha
HAPYlUCHHUS HealeKBaTHA
CEKpelura Ha
AHTHAHYPETHUEH
xopMoH (SIADH)
HapyuweHnus Ha AHopekcus XHUNOTMHUKEMHS, XUNeprivkeMus (Bix.
meTabonuima u OCODEHO MpH TouKa 4.4)
XPaHEHETO NauHEeHTHU ¢ Anader,
XUNOTIUKEMHYHA
KOMa (BXK. Touka 4.4)
IlcuxuuHM beacbHuUE TpesoxHOCT [lcuxoTH4HM [IcuxoTHYHH
HapyLueHus * CbCTOAIHME HA | peaKuuM HapyLLIEHUS CbC
00ObpKaHOCT (Hanp. ¢ caMo3acTpallasalllo
HeperocT XATKOLUHHALHH, [MoBeJeHHe,
NnapaHos ) BKJTHOUYBALLH
Jlenpecus CYMUHMIHA HIcalUA
Bb3byna HJIH OMUT 3a
Apku cbHHULLA caMOyOHICTBO (BXK.
Kowmapwu Touka 4.4)
Henupuym Manns
Hapyuwienus va | I'naBobonue, | CvHauBocT Kousyncus (BiK. [lepudepHa
HEpBHAaTa 3aMasHOCT Tpemop TO4KH 4.3 1 4.4) CEeH30pHa
cuctema* Hucreysus [lapecTe3ns HEeBpOMNaT!s (BiK.
HapyliueHue Ha TOUuka 4.4)
naMeTTa [Tepucpepna
CEH30pHa MOTOpHA
HEBpONaTus (BX.
TOuKa 4.4)
[TapocMHus,
BKIFOUUTESHO
aHOCMMA
JIuCcKUHE3nA
EkcTpanupaMuaHuy
HapylleHus
Areysus
Cunkon
HobpokauecTBeHa
BbTpeYEpPENHa
XHUNEPTOHUA
MuoxknoHyc
Hapyuienus Ha 3putenHu cMyweHda | [lpexoana zaryba na
ouure* KaTO 3aMbIJIEHO 3peHUe (BXK. TOUKA
3peHHre (BXK. TOUKA 4.4), yBEUT
4.4)
Hapywenus Ha CeetoBbpTreX | THHHTYC 3aryfa Ha c;
YXOTO M Hapywe
nabupunra*
Copaeunu Taxukapaus BenTpMpnaps
HapyLIEeHHA** [Tannurauuu Taxu
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BenTpukynapHa
apuTMHA H torsade de
pointes (cboOLIaBaHK
NPEAUMHO NPH
MALMEHTH C PUCKOBH
dakTopH 3a
yabkasaske Ha QT),
Yaenxken QT Ha
eNeKTpoOKapauorpama
(BK. TOUKH 4.4 U 4.9)

OTtHac4 ce XHUMOTOHUS

CaMo 10 1V
hopmu:

CbaoBH
HapyweHus**

Onebur

bpoHxocnasbm
ANlepruye
MTHEBMOHMUT

PecninpaTtopHm, JucnHes
PbAHH H
MEHACTEHATHH

HapYLUEHHS

Jnapus-
XEMOparm4Ha, KoaTo
B MHOIO peiKH
C/ly4yad Moxe Ja
ObAae nokasarenua 3a
EHTEPOKOIIMT,
BKJIKOUHTE/THO
rceaoMemOpaHo3eH
KOJIMT {BXK. TOUKa
4.4)

[TankpeaTvT (BXK.
TOUKa 4.4)

AGaoMuHanHa
Donka
ucnencusa
DnaTyleHuHA
KoHcTHnauus

CTOMALLHO-
YPEBHH
HapylleHHA

Huapus, .
[Tospbluane
["agene

KbATeHHLA H TEXKKO
YepHOAPOOHO
YBpE)XKIaHe,
BISTHOUHTEIHO
cliyuau Ha daTanHa
oCTpa YepHOAPOOHA
HE10CTATBUYHOCT,
NpeauMHO NPH
NAUUEHTH ¢ TEXKH
noajexKaliu
3a009BaHHUA (BXK.
Touka 4.4)

Xenarur

IloBuwueH
OUnUpyOHH B
KpbBTa

[Hosumenwu
4ePHOApOoOHH
eH3UMH
(ALT/AST,
anKanHa
(ocdarasa,
GGT)

Xenaro-
OunuapHH
HApYLLIEHUA

HapyiieHus Ha
KO»Xara U
MOAKOXHATA

O6pus
Copbex
YpTukapus

JlekapcTBeHa
peakuusa C
€03HHOPHAUS U

ToKcUUHA
enuaepmManHa
HEKpONuK3a

CuHapom Ha
Stevens-Johnson
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CUCTEMHM CHMITTOMHU
(DRESS) (Bxk. TOUKa
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CroMaTur
XHIEPNUrMEeHTALIUA
Ha KOXkaTa
HapyweHus Ha ApTtpanrus Hapyuwenua Ha Pabaomuonnia
MYCKYJIHO- Muanrus CYXOXKHIUATA (BXK. PynTypa Ha
CKeJIeTHAaTa ToukH 4.3 u 4.4), CYXOXKHIUE
CHCTEMA U BKJIFOYHUTEHO (Hamp.Ha
ChbeAUHUTENHATA TCHAWHMT (Hanp. HA | AXHJIECOBOTO
TbKaH* aXMHJ1IeCOBOTO CYXOXWIHe) (BXK.
CYXOMHUITHE) TOUKH 4.3 1 4.4)
Myckynna cnabocr, | Pyntypa Ha
KOATO MOKE 114 € OT | JIMraMeHT
ocobeHo 3HaYeHue MyckynHa pynTypa
NP MaUUEHTH C ApTpuT
MUACTEHHUS FPaBHUC
(BX. TOuKa 4.4 )
HapyuwieHuua Ha [TosuiueH Octpa 61.0peuHa
ObOpeumTe U KPEATUHHWH B HEJ0CTATbYHOCT
NUKOYHHUTE KpPbBTA (Hanp. nopaau
NbTULLA UHTEPCTHLHAJIEH
HepHT)
OrHacs ce ACTeHHA [Tupekcus bonka (BKIIOUYHTENHO
Ofwn caMo 10 i.v. Gonka B repoa,
HapyLUEeHHS U popma: rPbAHHSA KOl H
edexTH Ha KpaitHuuuTe)
MACTOTO Ha Peakuuu Ha
MpUaoMeHHe™* MACTOTO Ha
HHY3HA
(6onka,
3a4cpBABaHE)

2 AHa(HNAKTHYHH K aHAQUNAKTOMAHH peaKlMH NOHAKOra MOraT Ja Bb3HHKHAT AOPH c/iel NbpBaTta
103a.

bKOXKHO-NTUraBH4YHH pP€aKiIMH NOHAKOra Morar Ja BE3HHKHAT OOPH CNEO IMbpBAaTa 4034.

Jpyru HeXelaHU peakLiH, CBbP3aHH C MPUIOKEHHETO Ha PIYPOXHHOIOHH BKIKOUBAT:
- [TpucTbnu Ha MopdUpus NpH NaLUEHTH ¢ nopupus

* CrobluaBa ce 3a MHOrO peAKH Ciiy4ad Ha NPOAL/HKHUTENHH (10 MECEUU WK FOAHHM),
HHBAIUIH3IHPpAULH M TOTEHLUHANHO HEOOPATUMH CEPHO3HRH IEKAPCTBEHU peakLHy, 3acAralti HAKOJKO,
MOHAKOra MHOI'O CHCTEMO-OPraHHH KJIaCORE W CETHURA (BKIIOUUTETHO PEAKLIMU KAaTO TCHAUHMT,
PAa3KbCBAHE Ha CYXO0XKHIIHE, apTpairus, 60/ka B KpaHHULIMTE, HAPYLUEHHE HA NOXOAKATA, HEBPOMATHH,
CEBP3aHY € NnapecTe3ni, Renpecus, yMopa, HapyLICHUE Ha NaMETTa, HapYLLEHHUS Ha CbHA H
yBpexJaHe Ha CyXa, 3peHHeTo, BKyca W 00OHAHUETO) BbB Bpb3Ka ¢ yrnorpebara Ha XHHOMNOHH H
(GNYOPOXHUHONMOHH, B HAKOH CITy4aH, HE3aBHCHMO OT BEYE ChLECTBYBALLUTE PHCKOBH (PaKTOPH (BK.
Touka 4.4).

** I1pu nauueHTHTE, NpHEMaLIK QAYOPOXHHONOHH, ca CHOOLUECHH C/Iy4Yayd HA AaHEBPH3MA H IMCEKALUA
HA a0pTaTa, NOHAKOra YCA0XKHEHHU Nopaay pa3kbeBaHe (BKIIOYHTENHO C NETANEH H3XO0A) U
perypruTauua/Hea0CTaTbYHOCT Ha HAKOM OT ChpPACYHUTE Knanu (BX. Touka 4.4).

C1obliaBane Ha MOA03UPAHH HEXKENAHH peakUUK
CrobuiapaHeTo Ha NMOAO3MPAHN HEXKENAHH PEAKLIMU Cie] pa3peuiaBaHe 3a ynorpelds
NPOAYKT € BaxKHO. T0Ba Mo3BOJIABA Aa NPOABLIKH HAOMIOAEHHETO HA CHOTHOLICHUE
NeKapcTBeHUd nNpoaykT. OT MEAHUMHCKUTE CIELUMAIUCTH C€ U3KWCKBA Aa ¢bodliapa
NoJ03UpaHa HEXEIaHa peakuus Ypes




M3nbnHWTENHA areHUdsa No NeKapcTeara
ya. ,.,Jlaman ['pyes” Ne 8,
1303 Codna,

Ten.: +359 2 890 3417,
yebcaiiT: wwvv.bda.bg.

4.9 Ilpexo3npaHe

CUMITOMM
Cnopea TOKCHKOMOTMYHHUTE NPOYUBAaHHA MPH )KMBOTHH HIIH KIIMHUYHO-(PAPMAKONOrMYHHTE

IpOYUYBAHHA, NIPOBEACHH CbC CyOTEpaneBTHYHU 103M, Hal-BAOXHHATE NPU3HALIH, KOKTO Tpsabsa na ce
O4aKBaT Cliell OCTPO Npeao3upaHe Ha NeBodIOKCAUHH TAONETKH Ca CHMITTOMH OT CTpaHa Ha
LIEHTpaIHATa HEPBHA CUCTEMA, KATO O0OBPKAHOCT, 3aMagHOCT, HAPYLUEHO Chb3HAHHUE U KOHBYJICUBHH
npunaablu, yabmxkasane Ha QT wHTepsana.

Edextn Bupxy LHC, BratoyBaluy cbCTOAHHE HA 00BLPKAHOCT, KOHBYJICHH, MHOKJIOHYC, XallOLHMHALIMM
U TpeMOop ca HabNioJaBaHH MPU NOCTMAPKETHHIOBUS OMHUT.

[lopeaeHue NpyH Npeao3HpaHe

B cnyuait Ha npeao3upane, TpaOBa na ce NPUIOKHM CHMNTOMATHHHO JeyueHue. Tpabsa aa ce
npeanpueMe EKI” MoHHTOpHpaHe, ropaay Bb3MOXKHOCTTA 3a yabkaBaHe Ha QT uHTepBana.
XeMoaHanu3a, BKAKOUYKMTENHO nepuToHeanHa avanusa v HAT1/ He ca epekTHBHH 3a OTCTpaHsABaHe Ha
nesoduiokcaluuH ot oprannsMa. He cuinecTByBa cnuuduyeH aHTHROT.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 @apmMakoAHHAMHYHH CBOKCTBa
PapmakoTepaneBTrHyHa rpyna: aHTubakTepuanHiu XUHONOHH, dnyopoxHHoioud ATCkon: JOIMAI2

JleBoIOKCALIHH € CHHTETHYHO aHTHOAKTEpHATHO CPEACTBO OT KNac PayOpOXHHONIOHU U TOH €
S (-) eHaHTHOMEP HA PALIEMHYHOTO AKTHBHO BELLECTBO O(PIIOKCALMH.

MexaHH3bM Ha JEHCTBHE
Kato ¢ayopoxXHHONOHOBO aHTHOAKTEPUANHO CPEACTBO, EBOPNOKCAUHH ACHCTBA BRBLPXY KOMIUIEKCA

HAHK-IHK-rupa3za 1 Tonousomepasa [V.

Bpb3ka dapmakokuHeTHKA/PapMakoAUHAMHUKA
CreneHTa Ha DakTepHalHa aKTUBHOCT Ha EBO(IOKCALIMH 3aBHCH OT CbOTHOLUEHHETO MEXNY

MaKCHMaJ/IHaTa KOHUeHTpauus B cepyMa {C max) nnu mnowra noa kpueara (AUC) v MuHuManHara
UHXUOMpaia koHueHTpauus (MIC).

MexaHH3bM HA PE3UCTEHTHOCT

Pe3ucTeHTHOCT KbM NeBOdNOKCAUHH ce NpUaoOUBa Ypes NoeTaneH npouec Ha MyTalUH B TAPreTHUTE
MecTa M Ha asete Tornousomepasu Tyun U, JJHK rupasza 1 Tonouszomepaza 1V. Hpyru mexauniamu Ha
PE3UCTEHTHOCT KaTto Oapuepu Ha nponmycKiurocTTa (decTo npy Pseudomonas aeruginosa) u
MEXAHM3MH 3a eUIYKC, MOIaT ChLO 1A NOBAUSAAT HA YYBCTBHTEIHOCTTA CNPAMO JNeBOMIOKCALIHH,

Habmonaga ce KpbcTOCcaHa pe3ucTEHTHOCT MEXAY NeBoQNOKCAUMH U APYTH (PAYOPOXHHOIN
[lopagn Mexanu3Ma Ha ACHCTBHE, KaTO HANO HAMA KPBCTOCAHA PE3UCTEHTHOCT MEXAY
neBO(IOKCALHH U APYrHTE KIacoBe aHTUOAKTEPHATHHM CPEICTBa.

[ paHWUYHH CTOWHOCTH
[Tpenopbkure Ha EUCAST 3a rpaHuuHuTe cToiiHocTH Ha MIC 3a nepodnokcaukH,
pazaensauld HyBCTBUTENHUTE OT YYBCTBHUTEIHHTE KbM [MOBHILEHA €KCMTO3HLIUS




MUKPOOPraHH3MH H YyBCTBHUTEJHHUTE KbM MOBHLIEHA €KCMOZHUMA OT PE3UCTEHTHHUTE
MHKpPOOPFraHW3MH, ca NpeAcTaBeHH No-Aoay B Tabnuuara 3a tectsaHe Ha MIC (mg/1).
MIC rpaHnunu croiiHocTH Ha EUCAST 3a nesodgmnoxcaumn (sepeus 10.0, 2020-01-01):
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IIaToren ;IyBCTBHTBﬂHGCT i Pe3HCTEHTROCT
FEntemba_c-tt;;ales __________________ o : <0,5 }ng/l ::1 mg/l F
:Psez_r;!omanas spp. - I mﬁﬂ0,00l mg]____ >1 mg/l A
Acinetobacter spp. #56,_5 rr;g/I '::>1 mg/I )
ISIaphyIacoccus aureus. ’;FSO,O(}] mg/l >1 mg/l |
. Koarynasa-orpuuarennu Staphylococci
?Enteracaccus spp. ' ;Eﬂ mg/| >4 mg/ml E
!Srrepmcoccus pneumoniae ?50,001 mg/l >2 mg/l
TStreptococcus groups A,.B,.C,G iS0,00I mg/I >2 mg/l
Haemophilus influenzae  1<0,06 mg/! >0,06 mg/|
Moraxella catarrhalis <0,125 mg/| >0,125 mg/|
Helicobacter pylori <1 mg/i >1 mg/l

Aerococcus sanguinicola and urinae’ <2 mg/l >2 mg/l

Aeromonas spp. <0,5 mg/I >1 mg/l

PK-PD (BuaoBo HecBBp3aHK) rPAHHMYHH <0,5 mg/l >1 mg/l

CTOHHOCTH

1. Camo HeyCOXKHEHH WH(DEKUUH Ha MTHKOYHHTE MMbTHLLA.

2. UyBCTBHMTETHOCTTA MOXE [Ia CE 3AK/IIOMH OT YYBCTBUTEIHOCTTa KbM LIHNPOJI0KCALHH

[1peobaanaraliiaTa pe3MCTEHTHOCT MOXKE Aa Bapypa reorpacky ¥ BbB BPEMETO 3a ONpPEAETICHH
BHIOBE, MOPaAY KOETO € XKeNaTe/IHO 4a C€ ThPCH MHPOPMALIMA 33 JIOKAHATa PE3UCTEHTHOCT, 0COOEHO
npy JeYeHHe Ha TeXKH HHPeKUUH. [Tpu HeobxoaumocT, TpaOBa Aa ce ThpCH EKCNEPTHA KOHCYJITALUA,
KOraTo MecTHaTa npeobnanasatiia pe3MCTEHTHOCT € TaKaBa, Ye NMPUNIOKEHHETO HA CPECTBOTO [TOHE
NpH HAKOH BHAOBE HHPEKLHM, € N0 BLIPOC.

| O0nrualiHO 9YBCTBHTE/IHH BHAOBE
Aepobnuu I pam-nonoxcumennu bakmepui

[

 Bacillus anthracis

Staphylococcus aureus memuyunun vyecmeumeinu
Staphylococcus saprophyticus

Streptococci, group C and G

 Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

|
- Aepobnu I pam-ompuyamennu baxmepuu

' Eikenella corrodens

' Haemophilus influenzae
Haemophilus para-influenzae
Klebsiella oxytoca
Moraxella catarrhalis
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Pasteurella multocida
Proteus vulgaris
Providencia rettgeri

Anaepoonu oakmepuu
Peptostreptococcus

Apyeu

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

BujoBe, NpH KOHTO NPHA00OHTATA PE3HCTEHTHOCT MOKe /1A ce OKaKe npod.iem
Aepoonu I pam-nonoxycumernu Dakmepuu

Enterococcus faecalis

Staphylococcus aureus METHUMIUH-PE3UCTEHTHH ~

Koarynasa orpuuarennu Staphylococcus spp

Aepoonu I pam-ompuuamennu dakmepuu

Acinetobacter baumannii

Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli

Klebsiella pneumoniae

Morganella morganii

Proteus mirabilis

Providencia stuartii |
Pseudomonas aeruginosa |
Serratia marcescens
Anaepoouu bakmepuu

Bacteroides fragilis

HacJieacTBeHO pe3HCTEHTHH 1LIIAMOBe
Aepoonu I’ pam-noroxncumennu bakmepuu

Enterococcus faecium

* MHOro BEpOSTHO € METHULIMJIHH-PE3UCTEHTHH S. aureus 1a UMAT KOPE3UCTEHTHOCT KbM
byOpOXHHOIOHH, BKJIKOUHTEIHO JIEBO(IIOKCALIHH.

5.2 ®dapMaKOKHHETHYHH CBOHCTBA

Abcopbuus

[TepopanHo npuaoxkeHus JeBodaokcauuH ce abcopOupa Obp30 U MOYTH HAMBJIHO M AOCTHIa MUKOBA
rnJ1asMeHa KoHueHTpauus a0 1-2 yaca. AdcontorHata OMoHanuyHocT € 99 - 100%.

XpaHarta uma ciab edekt Bbpxy abcopOuusTa Ha IeBOIOKCALIMH.

YcnoBus Ha CTalMOHAPHO CbCTOAHUE ce aocTuraT a0 48 yaca ciiea cxema Ha npuaarade 500 mg

BCAHBHXK HJIH [ABA IMbTH JHEBHO.

Pa3snpeaeneHue
[[pubausurenno 30 - 40% ot neBodioKCaUMH C€ CBBP3BAT CHC CEPYMHHUTE MPOTEHHH.

CpeanuaT o0em Ha pa3npeaeieHye Ha JeBodiokcauuH € npubausurtenHo 100 L cnen e
MHOIOKpaTHHU 1034 oT 500 mg U noka3sa LIMPOKO pa3npeac/ieHHe B TEJIECHUTE ThKaH

[[pOHMKBAHE B TBKAHWUTE U TEJIECHUTE TEYHOCTH
JlesoiokcauuH NpoHUKBa B OpOHXHaJIHATA JIMraByLla, €MUTEIHATa MOKPUBHA TEYH
anBeosapHuTe Makpodaru, 0en101poOHaTa ThKaH, KOkKaTta (TEYHOCTTa B MEXYPHTE),




npocrarata H ypyHHara. 06{:1‘{3, ﬂﬁBDd)ﬂOKCﬂL[HH HMd HC3HAYHTCIIHA NCHATPALKA B I"p'bﬁHD-MUTb'—IHﬂT&
TEYHOCT.

buotpanchopmaus
JlesothnokcauuH ce Metadonusupa B MHOro Majika CTENEH KaTO METabONUTHTE ca AC3IMETHII-

nesodnokcaurH 4 nesodaokcaunH N-okcua. Tesun metabonuru npeacrasassar <5% oT Ao3ara 4 ce
€KCKpeTHUpaT B YpHHaTa. JIeBOGIOKCALMH € CTEPEOXUMHUYHO CTAOMNICH H HE NPETLPNABA XHPATHA
HHBEPCHUA.,

EnuMMuHHUpaHe
CJea nepopaiHo U MHTPABEHO3HO MPWIOKEHUE HA NeBO(NOKCALMH, TOH Ce ETUMMHHHAPA OTHOCHTENTHO

OaeHo ot nnasmara (t. 6 - 8 h). Exckpeumsara e npeanmMHo upes 0ubpeunte (>85% o1 npunoxeHara
no3a).

CpenHusaT npUBUACH O0LL TEJIECEH KIUPBHC Ha AeBOoduUIOKCaLMH cnea eAuHHYHa ao3a oT 500 mg e
175+/29,2 ml/muH.

Hama ronemu pazivku BbB (papMaKOKHHETHKATA Ha JIEBOQIOKCALMH Ciied UHTPaBEHO3HO H
NepopaiHO NPUIOKEHHUE, KOETO Npeano/ara B3aMMo3aMeHIeMOCT HA NEPOPATTHHA H HHTPABEHO3HHUSA
MbT.

JIMHEAHOCT
JleponokcalH NnpUTeXKaBa JiHeiHa ¢papmakokMHeTUka B avana3oH ot 50 no 1 000 mg.

CrneluyanHyd nonynauuu
ITayuenmu ¢ 6vbpeuna HedocmamuvyHocm

(bapmakokuHeTHKATa Ha JieBOgIOKCAUMH ce 3acara npy ObbpeuHo yspexxaane. Ilpy HamansBaHe Ha
ObOpeunaTa PpyHkLuA, 6bOPEHHOTO EIMMHUHHPAHE W KIIMPBHC HAMANABAT M CIMMHHALIMOHHUAT
NMOJYXKHMBOT C€ yAbJDKABA, KAKTO € noKaszaHo B Tabiyuara no-aoay:

dapmaxkokuHeTUKa Npy ObOpeUHa HenOCTaTLYHOCT e EAMHWYHA nepopanHa no3a ot S00 mg.

 Clee [ml/min] <20 20 - 49 50 - 80
| Clr [ml/min] 13 26 57
ituz [h] 35 27 9

Iayuenmu 6 cmapyecka v3pacm
HsaMa 3HauYHTETHM pa3iMKK BLB (PAPMAKOKWHETHKATA HA JIeBOQIOKCALMHE MPU MAAOH U MALUCHTH B
CTap4ecKa Bb3pacT, OCBEH TE3H CBBP3AaHH C PA3lIUKH B KPEaTUHHHOBHSA KJIHPBHC.

llonosu paznuxu
OTaenHM aHATU3H MPH MBKE K XKEHH MOKA3BAT MAJIKM 0 IPAHHYHM MONIOBH PAVIHKH BbB
¢apMaKkoKHHETHKaTa Ha NeBodiokcalMH. HaMa JaHHH TE3W NONOBU Pa3jiKK Aa €a OT KIWHHYHO

3HAYEHHUE.
53 IlIpeaxnHBHYHH AAHHH 38 6€30MACHOCT

HeknuHUYHUTE JaHHU He NOKAa3BaT ocodeH PHCK 34 XOpa Ha 0a3zara Ha KOHBEHLUMOHAIHYU Hpoy4paHHA
34 TOKCHYHOCT Ha CAMHHUYHA 4034 H NNPpH MHOMOKpPaTHO A03HPAHC, KApPUHHOT'CHCH ITOTCHLIHKAJ,
pPENpoaAYKTHBHA TOKCHYHOCT H TOKCHYHOCT 34 PA3BHTHUCTO.

JlesodnokcaliuH He NpeaIU3BHKRA HAPYLIEHHE HA QEPTUIHTETA UIIU PENPORYKTHBHOC
[PH IUTbXOBE H HEFOBHAT €AHHCTBEH €PEeKT BbpXY 1012 € 3a0aBEHO Ch3pABAHE BCNE
TOKCUYHOCT MPH MaKKarTa.

JlesodokcalMH He HHAYUUPA TEHHU MYTalUUH B OaKTEPUATHY KIETKH WKW KNETKH Ha



HHIYLHPA XpOMO30MHHY abepauny B 6en0ApOOHH KIETKH OT KUTAHCKH XaMmcTep 1n vitro. Te3u edektu
MOJXKE J1a C€ JbJKAT Ha HHXHOMpPaHeTO Ha Tonou3omepasa ll. In vivo TecToBe (MUKpOHYKNEapHH,
pa3MsaHa Ha CECTPHHCKH XpOMaTHAN, HenpearuaeH cuHTes Ha JIHK, noMMHaHTHH eTanHKn TeCTOBE)
HEe MOKa3BaT HUKAKbB FCHOTOKCHYEH MOTEHLHAN

[TpoyuBanus npyu MULIKK MOKa3Bar, ye JEBOPIOKCALMH HMa (OTOTOKCHYHA AKTHBHOCT Camo MNpH

MHOI'O BHCOKH N03H. HGBDCI]HOKC&LIHH HC MOKa3iBa HUHKAKDbB NCHOTOKCHUYCH MNMOTCHLUHAJ T1pU TECTa 3a
ElJOTOM}’TaI"EHHOCT H HAMAJIABA TYMOPHOTO pa3BUTHE [1PH TNTIPOYUYBAHC 34 cbomxauueporenuoc*r.

KakTo npu apyrure ¢i1yopoXxHHONOHH, NeBOPAOKCALIMH NOKA3Ba €PEKTH BbPXY XPYLIAIHTE
(oTnenBaHe H 0Opa3yBaHe HA KYXHHH) MMPH MTbXOBE U KyueTa. Te3n HaxoakHu ca no-HipaseHH npu

MJiaAH KHBOTHH,

6. ODAPMAHEBTHUYHHA JAHHH

6.1 CnHcbK HA NOMOIIHHETE BEUIECTBA

Hatpues xnopua

ConHa KHucenrMHa, KOHUEHTpUpaHa (3a perynupase Ha pH)
Bona 3a KHXXEKLUH

6.2 HechLBMECTAMOCTH

To3n nekapcTBeH NPOAYKT He TpabBa Aa ObAe cMeCBaH C XernaprHH WIH aNKaJlHH pa3TBOPH
(Hanp. HaTpueB OukapboHar).

To3m nekapcTBEH NPOAYKT He TpsidBa Aa O6bae cMeCBaH ¢ ApYry JIeKapCTBEHH NPOAYKTH OCBEH C Te3H,
oTOeN43aHU B Touka 6.6.

6.3 Cpox Ha roanocr

3 roanHu

Cpox na 200Hocm caed nepghopayust Ha cymenama 3anyuiaixa- Heszabasta ynorpeda (Buwk 6.6)
OT MHKpOOHONOrHUHa rjiegHa TOUKa, HHPY3HOHHHUAT pa3TBop Tpabea Ja Obae u3non3eaH He3abdaBHo.

AKO He ce u3Moa3Ba He3abaBHO, NEPHOABT HA U3MON3BAHE HA YCIOBHATA HA ChXpPaHaHUE NPeaH
ynorpeba ca OTrOBOPHOCT Ha NOTpeOHTEN .

6.4 ChoenHaann yc/10BHS HA ChXPAHEHHE

I[a C€ CbXpaHsABa B OPHI'MHA/THATA OMNAKOBKA, 34 J1a cE NpcAanain OT CBCTI/IHHA.
Tosu JNEKAPCTBEH NPOAYKT HE U3HCKBA CINICUHATHH TEMIICPATYPHHU YCITIOBHA HA CbXPaHCHHE.

6.5 BuaH cbABPKAHHAE HA OMAKOBKATA
100 ml, Tun I opo3paueH CTBKIEH (PNakoH, zanedataH ¢ OpoMOOYTHNIOBA rymMeHa 3amyluaika M
anymuHueBa kanadka. Bceku ¢pnakon coabvpxa 100 ml wHdy3nonen pastsop. HanudHu ca onakoskwu
ot |, 5 wnn 10 dnakoHa B KapTOHEHA Ky THA.

He BCHUKM BYJOBE OMAKOBKH MOrar Ja 51:,[[3.'[' [YCHATH B nponamﬁa.

6.6 CnennanHu npeInas’HH MepKH NpH padoTa H H3XBLPJIAHE




JleBanokc uH(y3MOHEH pa3TBOp TpsAOBa 1a Obae U3noa3BaH He3adaBHO (B paMKHUTE Ha 3 yaca) ciiell
nepdopauMs Ha rymeHara 3anyuajaka ¢ ues npeanaspate or OakrepuaaHo 3ambpcesiaHe. He e
HeoOX0/IMMO fpeara3BaHe OT CBET/IMHA M0 BpeMe Ha HH(DY3HUS.

To3u lekapcTBEH NPOYKT € camo 3a €/IHOKpaTHa ynorpeda.

Pa3TrBopbT TpsiOBa aa Objie BU3YaIHO NPOBEPEH Npeu npuaoxkenue. TpadBa aa ce U3noa3sa camo ako
Pa3TBOPBLT € OUCTBP, 3€/IEHHKABO-XKbJIT pa3TBOP, NMPAKTHYECKH 0€3 HaJIHYME HA YACTHLIM.

KakTo npv BCHYKHM JIEKApCTBA, HEM3MOA3BAHHUAT JIEKAPCTBEH NPOAYKT TPAOBa /1a CE U3XBbPJIS B
CHOTBETCTBHE C MECTHUTE HU3UCKBAHUS 3a OMNa3BaHe HA OKOJIHATa cpeja.

CwmecBaHe ¢ Apyru HHQY3UOHHU PAa3TBOPM:
JleBanokc HHGY3HOHEH Pa3TBOP € CbBMECTUM CbC CACAHUTE UH(PY3HOHHHU Pa3TBOPH:

- 0,9% pa3TBOp Ha HATPHUEB XJIOPH /I

- 5% riarKo3a 3a HHKEKLIMH

- 2,5% pa3TBop Ha riawko3a B Punrep

- KomMOMHMpaHK pa3TBOPH 3a napeHTepaiHO XpaHeHEe (AMUHOKHUCEIMHHU, INIOKO34a, €JIEKTPOJIUTH).

Bk. Touka 6.2 3a HECBBMECTUMOCTH.

T [MPUTEXATEJI HA PABPEIIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CrioBeHus

8. HOMEPA HA PAZPEHIEHUETO 3A YIIOTPEBA

Per.Ne: 20150117

9. JATA HA ITBbPBO PA3PEIIABAHE 3A YIIOTPEBA/IIOJHOBSIBAHE HA
PASPEHIEHHUETO 3A YIIOTPEBA

JlaTa Ha nbpBO pa3pewieHue Ha ynorpeda: 09.04.2015
JlaTa Ha nocneaHo noaHoBsaBaHe: 10.10.2019

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

|7 OkTomBpu 2024




