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2. KAYECTBEH U KOJIMYECTBEH CBHCTAB

Bceku ml or uH(Y3HOHHHUS pa3TBOp ChAbPkKA S mg eBodaokcaumH (levofloxacin) karo
nesodaokcauuH xemuxuapart(levofloxacin hemihydrate).

100 ml ot uHdpy3uoHHHUs pa3TBOp cbabpxkaT 500 mg nesoduokcauut (levofloxacin) kato
nesodiokcauunH xemuxuapart(levofloxacin hemihydrate).

[loMOLIHK BELLECTBA ¢ U3BECTHO AEHCTBHE:
Bceku ml ot uHpy3uonHus pasteop cbabpxka 0,15 mmol (3,54 mg) Hatpuii.
100 ml ot uHdy3uOHHUS pazTBOp cbabpkaT 15,40 mmol (354,20 mg) HaTpui.

3a MbJIHUA CMTUCHK HA NMOMOILLHUTE BELLlECTBA BUXKTE TOukKa 6.1.

J. JIEKAPCTBEHA ®OPMA
UHbYy3UOHEH pa3TBOp.

BUCTBp 3€/1€HUKABO-KbJT pa3TBOp, 0€3 HaAJIMUKE HA YYX/H YACTHLIM.

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

4. KIUMHHUYHH JAHHH
4.1 TepaneBTHYHH NOKA3ZAHUA

JleBanokc uH(pY3HOHEH pa3TBOp € MOKa3aH NpH Bb3PaCTHH 3a JIEYEHHE HA CJIEAHUTE HHPEKLIUU (BHXK
Touku 4.4 u s.1):

- OcTbp NUENOHEDPHUT M YCIOKHEHH HH(PEKLIMH HA YPUHAPHUSA TPAKT (BXK. TOUYKa 4.4)

- XpOoHUYEH DaKTEpHAIEH NMPOCTATUT

- HUHxanaumoHeH aHTpake: NpodUIaKTHKA C1e/l €KCIO3ULUSA M JIeHEHHE (BXK. ToYKa 4.4).

3a no-goaycrnoMeHarure HHpekuuu Jlepanoke TpaOBa aa ce U3no/3Ba caMo, KOraro ce cudTa 3a
HenoaxoAfAlla ynorpedara Ha Apyru aHTUOAKTEPHAJIHH CPEACTBA, KOUTO OOMUYAHHO Ce MpernopbUBaT
3a JICYEHUE HA TE3U UH(EKLIHUH,

- [IpuaoOuTa B 001LECTBOTO MHEBMOHHUS

- YcnokHeHU MH(EKLIMK Ha KOYKAaTa U MEKHMTE TbKaHH

Tpsabea na ce uma npeaBua 0GULMATHOTO PbKOBOACTBO 3a MOAXOAALLO M3IMOJ3BaHE HA
aHTHOAKTEepUaJIHU CPe/ICTRA.

4.2 Jlo3MpOBKAa H HAYHH HA NPHJIOKEHHE K o i 'xl,x*lf'f;f
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KXIT Ha puamupanuTe TabJETKH M aKO C€ CMETHE 3a NOAXO0/LIO 3a KOHKpeTHUS nauueHT. [lopaau
OMOEKBUBAJIEHTHOCTTA HA MapeHTepa/iHaTa U nepopajiHara opma, MOXKe [a ce npuiara cblara 103a.

J103upoBKa
Morart na ObaaT Aa€HH CAEAHUTE MPENOpPbKH 3a A03UpaHe Ha JleBasloKc:

Ho3uposxka npu nayuenmu ¢ HOpMAIHa OvOpeuHa Pyukyus (kpeamununoe kiupwvuc > 30 ml/min)

Iokaszanue JIHeBHA 1030Ba cxeMe [poab/KHTEHOCT HA
(cnopeo medxcecmma) Je4eHuneTo' (cnopeo
mexcecmma)
[Ipuaodura B 0OwecTBoTO NHeBMOHUA 500 mg BeAHBK WIIH /1Ba 7 — 14 nHu
[MbTH JHEBHO
OcTbp nuenoHeGpuT 500 mg BeAHBK AHEBHO 7—10 aHu
YcenoxkHeHn HHdekunu Ha ypuHapius 500 mg BeAHDBIK THEBHO 7— 14 nHu
TPaKT
XpOHHYEH OaKTepHaJIEH MPOCTATHUT 500 mg BeAHBXK IHEBHO 28 nHM
YcnoxxHeHH HHPEeKUMH Ha KOXKaTa M 500 mg BE€aAHBK KM ABa 7— 14 nHu
MEKHUTE ThKaHH [MbTH IHEBHO
UHXxanauMOHEH aHTpaKc 500 mg BeAHBK AHEBHO 8 ceaAMHULH

]npDﬂLH}KHTeﬂHOCTTa Ha JICYEHUETO BKJIIOYBA HHTPABEHO3HO UIKOC NEPOpaAHO JieueHHe. BpemeTo 3a
MpEMHHABAHE OT HHTPABEHO3HO HA MEPOPATHO JIEYEHHE 3aBUCH OT KJIMHUYHATA CUTYalMs, HO
OOUKHOBEHO € 2 10 4 NHM.

CneuMasiHy nonvJjaluu

[TaumneHTH ¢ HapylieHa ObOpeyHa PyHKUMA (KpeaTHHHHOB KAMPBHC < 50 ml/min)

Pexxum Ha no3upaHe
250 mg/24 h
[IbpBa no3a: 250 mg

500 mg/24 h
[IbpBa no3a: 500 mg

500 mg/12 h
[IbpBa no3a: 500 mg

KpeaTHHHHOB KJIHPBHC

50 - 20 ml/min Cnen ToBa: 125 mg/24 h |Cnen toBa: 250 mg/24 h (Cnen toa: 250 mg/12 h
19-10 mI/min CnenToBa: 125 mg/48 h |Cnea toBa: 125 mg/24 h |Cnea toBa: 125 mg/12 h
< 10 ml/min Cnen ToBa: 125 mg/48 h |Cnea tosa: 125 mg/24 h |Cnea ToBa: 125 mg/24 h
(BKJIKOUMTEJTHO

xemoauanusa u HAITJ]) |

' He ce Hanarart JOMbJHUTEIHH J103M CJI€/l XEMOIHAIU3a UKW HeNpeKbCcHaTa amOyiaTopHa
neputoHeasHa auanusa (HAIL).

YBpejeHa yepHoapoOHa hyHKLIMS
He ce Hanara kopekuus Ha no03ara, TbH KaTo JIeBO(IOKCALMH HE ce MeTadOoIM3Mpa B 3HaYUMa CTETeH
OT YepHUs Apob U ce EeKCKpeTHpa OCHOBHO upe3 ObOpeuuTe.

| laumeHTH B CTap4yccCKa Bb3pacT

He ce Hanara kopekuus Ha a03aTa NMpy MaLMEeHTH B CTApPYECKa Bb3PaCT, OCBEH aKO

JJAaHHM 3a HapyuleHa O0bOpeuyHa pyHKuuA (BHXK ToYKka 4.4 .. T€HAUHUT U PpYNTYpPH H C(}XO?KHMHTH“ i-t’, \
.Y momxasane na QT untepsara”). (9 380\2)\
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JleBanokc e NpoTHBOINOKA3aH NPH Jeua W KOHOLWH (BxkK. Touka 4.3).

Ha4yuH Ha npunoxeHue

Jlepanoxc UHGY3HOHEH PA3TBOP € NMpeHa3HauYeH eAWHCTBEHO 3a 0aBHA HHTPABEHO3HA MHPY3HA,
MpuUJiara ce BeJAHBLX WK ABa MbTU AHEBHO. BpemeTo 3a nHy3us tpabsa na 6vae node 30 MHHYTH 3a
250 mg unun 60 munyTH 3a 500 mg Jlepanokc WHPY3HOHEH Pa3TBOP (BXK. Touka 4.4).

3a HECLBMECTHMOCTH BHIKTE TOUKA 6.2 W 33 CbBMECTHUMOCT C APYrH HH(PY3IHOHHH Pa3TBOPH BHKTE
ToukKa 6.6.

4.3 IIporHBOonaka3aHud

JlerodnokcalliH HHPY3MOHEH Pa3TROP He TpAOBA Aa ce npuaara:

- MPH NaLUMEHTH, CBPBXUYBCTBUTENHH KbM JIEBODIOKCALIMH UK APYTH XMHOJIOHH U KbM HAKOE
OT NOMOILIIHHUTE BElIECTBA, U30poeHH B TouKa 6.1

- NPH NALUKEHTH C ENMHICNICHS

- NpH NALHEHTH ¢ aHAMHE3a 33 HAPYLUECHUS HA CyXOMKHWIHATA, CBHP3aHH C MPUIOKEHHE Ha
(JYOPOXHHONOHHU

- NpH JeLia WK FOHOLIH,

- no BpeMe Ha OpeMEHHOCT,

- NPy KbPMa4KH.

44 CrneuHalHH ApeIyNPeXKIACHAN H NPeAna3’HH MEPKH npm ynorpeba

Ynotpebara Ha nesogokcauuH TpabBa 1a ce U3dArBa MpH NaLMEHTH, KOWUTO Ca HMaJIH CEPHO3HH
HeXKeJ1aHW peaklMi B MHHAMOTO NPH ynoTpeda Ha NpOLYyKTH, ChABPKALULH XHHONOHH HITH
dayopoxuHooHH (Bk. Touka 4.8). JledeHHeTo Ha TE€3H NALKEHTH ¢ JieBOQUIOKCALMH TpAOBA Aa ce
3aMo4Ba camMo [PH JIMNCA HA ANTEPHATHBHH Bb3MOXKHOCTH 32 IeYEHHE H C1e]l BHUMATENHA OUCHKA Ha
CHOTHOLIEHHETO NON3A/PHCK (BXK. CbLLIO TOYKA 4.3).

MHOro BeposATHO € METHLIMJIMH-PE3UCTEHTHH S. aureus Ja UMaT KOPE3HCTEHTHOCT KbM

¢ 1yOpOXHHONMOHH, BITKOUHTENHO NesoduiokcauuH. [Topaau Toea nesognokcalMH HE Ce NpenopbUBa
3a JIEYEHHETO HA H3BECTHH WIH noao3dpaHu uHdekMu ¢ MRSA, ocBeH ako nabopaTopHH pe3yaTaTu
NOTBBLPAAT YYBCTBUTENHOCT HA MHKPOOPraHu3Ma cripamo AeBOGIOKCaLMH (M NPEenopbUYBAHHTE
0OUKHOBEHO aHTHOAKTEepHaNHH CpeaCTBa 3a NedeHUe Ha HHpekunun ¢ MRSA ca cuerenu 3a
HEMOAXOAALLH).

Pesuctentnoctra cnpamo ¢yopoxHHonoHH Ha E. coli - Haii-uecTua naTtoreH, CBbp3aH C HHPEKLHUK
Ha YpYHAPHHA TPakT - Bapupa B EBponeiickua cbio3. [Ipeanucpawure Tpabsa na B3emar npeasun
nokanHo npeobianaBaiiaTa pesucTeHTHocT cnpamo ¢uryopoxuuononn npu E. Coll.

HHuxanauMoHeH aHTpaKC: NPHIIOKEHHETO NPH XOpa Ce OCHOBABA Ha J@HHM 33 YYBCTBHTEIHOCTTA In
vitro Ha Bacillus anthracis ¥ Ha eKCnepUMEHTANHH JAHHHU NPH XHBOTHH, 32€4HO C OrPaHUYEHH JaHHH
npH xopa. Jlekypawure jekapu TpadBa aa ce peepupar KbM HaLUWOHATHUTE WHIIH ME KOHCEHCYCHH
JOKYMEHTH OTHOCHO JIEUCHUETO Ha aHTpaKC.

IpoABLIKUTENHOCT Ha HHQﬁHﬂTa

[IpenopbyBaHaTa NPOAL/HKHUTETHOCT HA HHY3UATA, KOATO TPAOBa Aa ce cuvbatoaasa, € noxe 30
MUHYTH 3a 250 mg unu 60 MunytH 3a 500 mg nesodnokcauuH MHPY3HOHEH pa3TBOp. 3a odnokcauunH
ce 3Hae, Y€ Mo BpeMe Ha HH(Y3HA, MOXKE 4a C€ pa3BUe TAXHKAPAUSL U BPEMEHHO MMOHWYKABaHE Ha
KPbBHOTO Hansrade. B peiku ciy4au KaTo NocneACTBHE OT PA3KOTO CNAJAaHE HA KPBBHOTO HAaNsAraHe,

no BpeMe Ha HH(pY3uaTa Ha feeodnokcaurH (1- u3omep Ha oIOKCALUH), HHDY3UA
npekpaTeHa He3abasHo.
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peakumy

CbobLuasa ce 3a MHOTO PEAKH CTY4Yad Ha NPOABL/DKMTENHH (NPOAb/DKABAlUK MECELIM WK FOAHHH),
MHBA/IHAKINPALLH H NOTEHUHANHO HEOOPaTUMH CepUO3HH HEXKE/TAaHH JIEKAPCTBEHH PEAKLIMH,
34CArall(d Pa3IHYHU, MOHAKOra MHOrO CUCTEMHU B OpPraHu3Ma (MyCKYJIHO-CKEIETHA, HEPBHA CHCTEMa,
[MCHXHUKa K CETHBHH OPraHK) NpH MaLHEHTH, NONYUYABALLEM XHHOJOHH U PIYOPOXHHONOHH,
He3aBUCHMO OT TAXHATa Bb3pacT U BeU€ CHLUECTBYBALIHTE pUCKOBH dakTopH. JleBoduioxcauuH Tpadea
fa ce cnpe HezabaBHO MpU NMbPBUTE MPUIHALM MW CUMITTOMH Ha BCAKA CEPHO3HA HEXKE/IAHA peaKLHs
KaTo NaLHeHTHTE TpAOBa a Ce NOCHBETBAT Aa CE CBLPIKAT ¢ TEXHHA JIeKap, Npeanycan J1eKapcTBoTo,
3a ChBET.

TeHAUHHUT U PA3KbCBAHC HA CYXOXHUITHC
TeHaHHHUT U Pa3sKbCBAHC HA CYXOXKHJTHC (ﬂO-CﬂeuHﬂJ’IHO AXHNTCCOBO CYXOXKHWIHC, HO Oe3 na ce

OrpaHHYaBa caMo JI0 HEro), MOHAKOra ASYCTPAHHO, MOXE Aa C€ NMOAYUYH OLE B paMKkHTe Ha 48 yaca ot
3aM04BaHE Ha JIEYEHUETO C XHHOAOHH K GTYOPOXHHONOHH KAaTO UMA ChOOLIEHHS 3a TAKUBA, Pa3BUIIH
ce A0PH A0 HEKOJKO MECELIA Clie NPEKPATABAHE HA JIEYEHHETO. PUCKDBT OT TEHIHHHT H Pa3KbLCBAHE Ha
CYXOXKHIHE CE MOBUILABA MPH NO-Bb3PACTHU MALKUEHTH, NalMEHTH ¢ OBOpPEYHO YBpeKIaHE, MAaUHEHTH
C TPAHCILUIAHTHPaH COAUACH OpraH, fpu NauveHTy, nony4asauy aHeBHH 2034 no 1 000 mg
neBo¢OKCAaLMH W TAKUBA, JIEKYBAHH CBITBTCTBALLO C KOPTUKOCTEpOUAH. [10 Tasu npHurHa
CHNBTCTBaALLATA YNIOTpeda Ha KOPTUKOCTEPOH AU TpsabBa aa ce u3darea.

[lpy nbpBHA NpU3HAK HA TEHAMHHUT (Hanp. 0OE3HEHO NOYBaHE, BL3NAICHHE) NEYEHHETO C
nepodnokcaldH TpaOBa Aa ce NpeKpaTH U Ja ce 0OMUCIIH aNITEPHATHUBHO JleueHHre. 3acerHaTHaT(Te)
kpafiHuk(uu) TpaOBa ga 6vae(ar) nekyBaH(u) No NOAXOAALL HauuH (Hanp. obe3aswkBaHe). He Tpabea
1a e M3NON3BaT KOPTHKOCTEPOHIHU, aKO C€ NOABAT NPHU3HALIM HA TEHAHHOMATHA,

MuOKAOHYC

C100L1aBaHH ca C1y4aH Ha MHOKIIOHYC MPpH NaLMEHTH, MpyHeMally JesognokcaunH (Bx. Touka 4.8).
PUCKBT OT MHOKJIOHYC C€ MOBHILABA NPH MO-Bb3PACTHH NAUMEHTH M NPH NaLUEHTH ¢ OBOpeuHo
yBpeXaaHe, aKo J03aTa Ha JIEBOQUIOKCALIMH HE CE KOPHTHPa CNOopel KPeaTHHHHOBHSA KITHPBHC.
JlesodnokcanuH Tpa6GBa aa ce npekpaTH He3abasHO NPU MbpBaTa NMNOABa Ha MHOKJIOHYC H J1a C€
3AMOUYHE NOAXOAALIO JICUECHHE.

AHeBpH3Ma W JHCEKALIMA HAa 30pTaTa M PErypPruTauus/HEAOCTATbYHOCT Ha ChPASYHUTE KNaNK
EnuaemMydonorduHHTe Npoy4YysaHHs NOKa3BaT MOBULLIEH PUCK OT aHEBPH3IMA U UCEKaLMA HA aopTaTa,
0CO0€HO MpH NALMEHTH B CTapyecka Bb3pacT, KAKTO M OT peryprurauns Ha aopTHara U MUTpasiHaTa
i1ana cneq npyeM Ha gayopoXHHONOHH.
CnolLueHH ca cny4yad Ha aHEBPU3IMA M JHCEKALHA HAa a0pTaTa, NOHAKOra YCA0XKHEHH MopaaH
pa3KbCcBaHe ( BKIHOMHMTENHO C JIETAICH W3XO0MA) M peryprurauua/HeJoCTaTbYHOCT HAa HAKOH OT
CHbPACUYHHTE KIalK NpH MalkUEHTH, NpyUeMallii GIyOpOXHHOMOHH (BXK. TOYKa 4.8).
CaenosarenHo ¢nyopoxuHONoHHTE TpAOBa Ja ce W3rOoI3BaT CaMO CNed BHUMATENHA OLECHKA Ha
CBLOTHOLLEHHETO NMOA3a/PUCK U cnea OOMUCIISHE HA APYTH TEPANEBTUYHH Bb3MOXKHOCTH NPH NaUUEHTH
¢ MOAMKHTENHA (PaMUIHA AHAMHE3A 3@ AHEBPU3MA WIH BPOACHO 3a00/19BaHe HA CHPACYHHUTE KarH,
WM NPH NAUHEHTH, NHArHOCTHLMPAHHU C NPEALIECTBALIA AaHEBPU3Ma W/ HIIH JUCEKALMA HA aopTaTa Uiy
3a0oNnaBaHe Ha ChPAESHHUTE KNanH, WK NPU HATKYHE Ha APYTH PUCKOBH GaKTopH WiH 3abonasanusd,
npeapasnonarallu
® KA4KTO 33 aHEBPHU3M4, TaKa M 3a JHCEKALHA HA a0pTaTa H 3a perypruTauua/HeAOCTATBYHOCT Ha
ChPACYHUTE KIanH (Hanp. HApyLUeHUs Ha CheJUHUTENHATA ThKaT KaTo CHHApoM Ha Marfan
wnd cuuapom Ha Ehlers-Danlos, cunapom Ha Turner, 6onect Ha Behcet, xunepronus,
PEBMATOHAEH apPTPHT) WA ROMBIHUTENHO
¢ MpH aHEeBPHU3MA M AMCEKALMA Ha aopTaTa (Hanp. ChbAOBH HAPYIUEHHA, HANp. ApTEPHHUT Ha
Takayasu, THFAaHTOKNETHYEH APTEPHMUT, WK WIBECTHA ATEPOCKIEPO3a MK CHHAPOM HA
Sjégren), LK AOMBAHUTETHO
® [IPH peryprutrauusa/HeAO0CTaTbYHOCT HA ChpPACHHUTE Knanu (Hanp. HPEKUMO
€HAOKAPIMT).
PHCKBT OT aHeBpH3Ma W AMCEKALMSA HA a0pTaTa M TAXHOTO Pa3KbCBAHE MOXKE CHLUO
NaUHEHTH, JIEKYBAHH €AHOBPEMEHHO ChC CHCTEMHH KOPTUKOCTEPOMIH.




MOChBETBAHM JIa CE€ KOHCYJITUPAT He3a0aBHO ¢ IEKap B CMELHO OTAE/IEHHE.
[MaumeHTuTe TpsOBa Na OBAAT NOCHLBETBAHH Ja NOTHPCAT HE3a0ABHO MEIMLIMHCKA MOMOLL B cayyai Ha
OCTpa AHCNHEA, MOABA HA ChpleOreHe (NannyTaurMH) WiH pa3BUTHE HA OTOK Ha KOpEMa WAH AOJHHTE

KpanHHLH.

3aboasBaHus, cBbp3aHu ¢ Clostridium diffictle

Huapusa, 0cobeHO aKo € TEXKKA, NPOABLIDKUTENHA W/HAKY KbpBaBa, N0 BPEME HA WK ClEA JIeYEHHE C
neBohNOKCAUUH (BKIIOYHTETHO HAKOIKO CEAMHLM ClIEM IEYEHHETO), MOXE 13 ObAe CHMITOMATHYHA
3a 3a6onasane, cabp3aHo ¢ Clostridium difficile (CDAD). CDAD moxe na BapHpa no TeKeCT OT JIeKo
N0 KUBOTO3aCTPALIABALIO, HAH-TeKKaTa (POpMaA HA KOETO € [ICEBJAOMEMOPAHO3EH KOMHUT (BHXK TOUKA
4.8). ETo 3al10 € BaXHO [a ¢e B3eMe NpeaBu] Ta3d AHarHosa rnpuv nauHeHTH, KOUTO pa3BHBAT TEXKKA
AUApHS NO BPEME HA WM CJIE] JE€YEHUE ¢ NEBOPNOKCAUHH. AKO HMa ChMHEHHE HIH C€ NOTBBbPAH
CDAD, nesojniokcauun Tpa68a aa ce cnpe He3a0aBHO U BeAHAra Aa ce 3arno4yHe NoAXOoAALIO IEYEHHE.
JlekapcTBeHH NPOAYKTH, NOTHCKALH NEPHUCTANTHKATA Ca MPOTHBOINOKA3aHHU NPH Ta3H KIHHHUYHA

CUTYyaUus

[TauxeHnTH, NPeAPa3NONOKEHH KbM MPUMAIbLH

XYHOJIOHWTE MOraT [la CHYDKAT fipara Ha nNpyunaJbuy ¥ MOraT fia Npeau3BUKaT NpUNaaLK.
Jlesodnokcauus € NPOTHBOIIOKA3aH MPH NALMEHTU C aHAMHE3a 3a enwiencus (BK Touka 4.3) y,
KAKTO NPH JAPYrHTe XHHOIOHH, TPAOBa Aa ce npunara ¢ MOBHIIEHO BHUMaHKE MPH NALIMEHTH,
npeApa3snoJIoKEHH KbM NMPUNAIbUXH U HA CHIBTCTRALLUO JIEYEHHE C aKTHBHH BELIECTBA, KOHTO
CHHXKABaT UepeOpatHUA Npar Ha NpUnanabuUM, kaTto TeopuiuH (Biok Touka 4.5). B cnyuait Ha
KOHBYJICHBHM TIpUnaabuM {BUXK Touka 4.8), neueHuero ¢ nesogaokcauut TpadBa ga ce npexparm.

[MauueHTH ¢ AedUUHT HA MIOKO30-6- docdaT aexHaporeHasa

[TauneHTH ¢ NaTEHTEH MU H3ABeH AedeKT HA roKo30-6-Pocdar AeXUaporeHasHaTa akTUHBHOCT,
MOraT Ja MPOSBAT CKJIOHHOCT KbM XEMOJTUTHYHHA PEAKUHH, KOraTo ¢a JICKYBaHH C XHHOJIOHOBH
aHTubaKkTepHanHu cpeacTsa. [lopaau ToBa, ako NEBOMIOKCALHH CE H3MOI3BA NPH TAKHBA NALHEHTH,
TpaOBa fa ce cneau 3a €BEHTyallHa MOARA HA XEMOIH3A.

[TaupeHTH ¢ ObpPEYHH YBPEKIAHUS
Toi kaTo NerodIOKCALIMH CE EKCKpPETHPa OCHOBHO 4pe3 O1OpeuuTe, 103aTa Ha tieBodioKcaLuH Tpadsa

na Obe KopvrupaHa npy nauMeHTH ¢ 0bOpeuHo yBpexaaHe (BHkK To4ka 4.2).

PeakLlMH Ha CBPBEXYYBCTBUTENHOCT

JleBodbNioKCaLHH MOXKE 1@ MPUUMHK CEPHO3HH, MOTEHLHATHO (PaTanHHu peakuuH Ha
CBPBbXYYBCTBUTENHOCT (T.€. aHFHOEAEM 10 aHaPHNAKTHYEH LUIOK), [TOHAKOra NocAeABailly HavanHara
no3a (B Touka 4.8). INaunenrure TpaOBa Aa NPEeKPATAT IEYCHHETO HE3a0ABHO U 1a CE CBBPKAT C

TEXHHA NCKApP HAH C JICKap OT CNCIHA NOMOL, KOWUTO Ja UHH UHHpa NOAXO0AAUH COCUIHH OECUCTBHA.

TeKH KOKHU HEKETAHU PEaKLIUM
Texkn KOKHH HEXKeNaHHU peakLMH (severe cutaneous adverse reactions, SCARS), Bki1oupaiiy

TOKCHYHA eNuaepMaiHa Hekponu3a (toxic epidermal necrolysis, TEN: n3BecTHa OLle KaTO CHHAPOM
Ha Lyell), cunapom uHa Stevens Johnson (Stevens Johnson syndrome, SJS), nekapcTeena peakums ¢
eosuHodunua u cucteMan cumroMu (Drug Reaction with Eosinophilia and Systemic Symptoms,
DRESS), v ocTpa reHepanu3ipaHa ek3aHTEMAaTO3HA NyCcTy103a (acute generalised exanthematous
pustulosis, AGEP), kouTo MOXe Ja ca )KMBOTO3aCTpallABALUM WIH C JICTAIEH H3X0], Ce ChoOLIaBaT
BbB BPb3Ka ¢ yrnoTpedara Ha neBodiokcaumH (Bxk. Touka 4.8). [1pn npeanucsanero Ha IeKapCTBEHUA
NPOAYKT MALUHCHTUTE TPAOBa na ObaaT HHPOPMUPaAHU 32 NPU3HALUTE U CHMITTOMMTE HA TEXKKH KOXHH
peakuuH U Aa ObaaT HabMKAABAHH C NOBUILIEHO BHUMAHHE. AKO CE NOABAT MPHU3HAUH H CHMIITO

MPEeYCTAHOBU M J1a ¢ce OOMUCITH aNTepHATHBHO NEYEHHE. AKO NALMEHTHT € pasBuUi cepu
kato HanpuMep SIS, TEN, DRESS uau AGEP npu ynorpebarta Ha 1eROQIIOKCALIMH, 1
nesodnokcaurH He TpadBa Aa ce 3ano4Ba OTHOBO MPH TO3H NMaUHEHT.

JMCcrnuKeMus



Kakro rpH BCHUKH XWHOMOHHU, ¢a chOOLAaBaHH HapYLIEHHs B KPbBHATA 3aXap, BISTFOUBALLUH KaKTO
XHUIOrIMKEMHUA, TaKa ¥ XHNEePriIuKkeMus, HabmoaaBaHH ca NO-4E€CTO NPHU XOpa B CTapHeCKa Bbh3pacT,
OOMKHOBEHO MPHU NALMEHTH ¢ AUabeT, NpUeMaLy ChIBTCTBALLO JICUEHHE C MEPOPANHO
XHIOFJIHKEMHYHO CpeacTBo (Hanp. rnubeHKIaMHua) win ¢ HHCyAuH. CbhobuaBaHy ca cayyad Ha
XxunoriiHkeMrHuHa koma. [lpu naunexTu ¢ auader ce Npenopb4Ba BHUMATENHO MPOC/IEASBaHE Ha
KpbBHATA 3axap (Buxk Touka 4.8).

JleyeHueTo ¢ nesodnokcalMH TpadBa He3abaBHO Aa C& NPEKPATH, aKo MALMEHTHT CHOOUIH 34
HapyLUEHWE HA HABATA HAa KPbBHA 3axap u Tpabsa na ce oOMHUCAHK anTepHATHBHA AHTHOAKTEpHA/THA

Tepanus 6e3 GJyOpOXHHOMIOHH.

[IpereHLMA HA POTOUYBCTBUTEIHOCT

[pu nesodnokcauuH € cwobiuasana ¢goTouyBCTBUTENHOCT (BxK. To4ka 4.8). [1penopbusa ce
MALMEHTHUTE Aa HE CE M3TAraT H3MHIIHO Ha CHJIHA C/IbHYERA CBETJIHHA WK HA H3KYCTBeHH UV nbuu

(Hanp. KBapLOBA laMMNa, CONapuyM) No BpeMe Ha neueHUeTo U 48 yaca cnel NpekpaTABaHETO MY, C
Lien npeana3BaHe oT (POTOHYBCTBUTEHOCT.

[TlauneHTH, IEKYBAHH C AHTArOHUCTH Ha BUTaMHH K
[Mopanu BL3MOXKHOTO NoBULIaBaHe Ha koarynauuoHuTte TectoBe (PT/INR) w/win kbpeeHe npu

MauMeHTH, JEKYBaHH ¢ NeBOMNOKCALUMH B KOMOMHALUA ¢ 2aHTArOHUCTH Ha BUTamMuH K (Hanp.
papdapuH), € HeoBxoAUMO NpocaeaABaHe Ha KOary1allMOHHUTE TECTOBE, KOraTo TE3M JIEKapCTBa ¢a
MpUaaraHy €eHOBPEMEHHO (BHXK TOUKa 4.3)

[ICHXOTHYHU peakLHH

Cro0iaBaHu ca NCHXOTUYHH PEAKUHH NPH MALUEHTH, TPHEMaLi XMHOIOHH, BIJIIOYHTEIHO
nesodnokcaurH. B MHOrO peakH cny4dau ca NporpecHpaiy A0 CYHLIHAHH MHCIIH H
CaMO3acTPaIlaBallO MOBEACHHE, MOHIKOra CaMo cliell EAHHUYHA A03a NeBOQUIOKCaLUH (BHXK TOUKA
4.8). B ciyuaii, ye naLUMEHTHT pa3BHE TE3HU peakLHH, MPUEMBT Ha eBoPnokcauuH Tpadea aa ce
NpexpaTH BeaHara Npu MbLPBUTE NPHIHALUM WIH CUMNITOMH Ha Te3HM peakuuH. [laumeHTuTe TpsdBa na
ObJaT MOCHLBETBAHH Aa CE€ CBBLPXKAT ¢ TEXHWA NPEANKCBalL NeKap 3a ¢cbBeT. Tpabsa na ce oOMucau
anTepHaTHBHA aHTUOakTepuanna repanus 6e3 (yoOpOXYHOIOHH H Aa cE npeanprHeMar NOAXOAA1lUH
MepkH. [IpenopbuBa ce NOBHLWIEHO BHUMAHHUE, AKO NeBOPAOKCALIMH CE NpUIara NpH NCHXOTHYHH
MaUWEHTH WIH NPH NALMEHTH C aHAMHE3a 3a NICHXOTHYHO 3a0onsBaHe.

YabnxapaHe Ha QT MHTEpBANa
Heo6xoauMo e NOBHWIEHO BHUMAHUE, KOraTo (TyOPOXHHOJIOHH, BKIKOYHUTENHO AEBOQIIOKCALIHH, C&

npwilaraT rpH NaLUMEHTH C H3BECTHH PUCKOBH (hakTopH 3a yAtmkasadHe Ha QT uHrepBana, kato
HarpHuMep;
- CHHAPOM Ha BpoJeH yabjbkeH QT

- eAHOBPEMEHHO MPHIOXKEHHE HA JIEKAPCTBA, 32 KOMTO € H3BECTHO, ue yab/kasat QT nHTepeana
(nanp. Knac [A ¢ [l anTHapHTMULUK, TPHUUKITHYHHA aHTHAENPECAHTH, MAKPOJIHAH,
AHTHNCUXOTHLIH)

- HEKOPUTHpaH eNeKTPONUTeH AucbanaHc (Hanp. XHNOKATHEMHSA, XUITOMArHe3MeMHs )

- ChLpAEUHO 3a0019BaHe (Hanp. CbpAEYHA HEAOCTATBLYHOCT, UHGAPKT HA MHOKapAa,
Opanuvkapaus)

[TaLMeHTHUTE B CTapYeCKa BB3PACT M XEHUTE MOraT a O0baat Nno-4yBCTBUTENHH CNPSMO 1EKAPCTBa,
yasmkasawu QTc. [Topaau Tosa € He0oOXOAUMO MOBULIEHO BHHMAHHE, KOTaTO MNMPH Te3H NOMYJALIUH
ce npunarat GpayopoXHHONOHH, BKIIOUMTENHO NeBoduiokcaluH. (BX. Touku 4.2 [laupe

su3pacT 4.5,4.8 u 4.9).

[epudepHa HeBponaTHA
Cno0l11aBa ce 3a Cyuau Ha CEH30pHA UNAU CEH30MOTOPHA MOJIMHEBPONATHA, BOJE

XHNOECTE3UA, JU3CCTEINA HIHN caboct npy NauU€HTH, NMpUHEMALLIH XHHOJOHH H d].l'l




[MaumenTHTe, KOUTO NpUeMaT nesodIokcaUnH, TpIOBa 1a ObIAT NOCHBETBAHU A2 HHPOPMHPAT CBOS
neKap, npeau a NpoAL/IKAT JIEHEHHETO, aKO CE MOSBAT CUMMTOMH Ha HEBPONATHs, KaTo 00NKa,
ycellaHe 3a napeHe, Mpasy4KaHe, U3TPbIBAHE MK C1aDOCT, 3a a ce NPEeAOTBpPaTH Pa3BUTHETO Ha
noreHUHaTHo Heobparumo 3abosiaBaHe. (BXK. Touka 4.8).

XenaroOuavapHy HapyLlIeHHs

CHolluaBaHH ca Cny4aH Ha YepHoApoOHA HEKpo3a A0 (aTasHa YEPHOAPOOHa HEAOCTATBYHOCT NPH
neBONOKCALIMH, NPeAMMHO NMPU MALKWEHTH C TEXKHY NOAJEKALIH 3a001ABaHHA, HAMP. CENCUC (BX.
Touka 4.8). [launenrure TpAOBa Aa ObAAT CHBETBAHM Aa CMNPAT JICYEHHETO H J1a C€ CBLPXKAT C IEKaps
CH, aKO PA3BHUAT MMPU3HALM U CUMITTOMHU Ha YepHOAPoOHO 3a0011BaHe KaTO AHOPEKCHS, XBIATEHHLIA,
TbMHa YpHHA, ¢Chpbex unu 6one3HeH KopeM.

O6ocTpAHE Ha MUACTEHHS MPABUC

(OnyopoIIHOAOHUTE, BKIIIOUKTENHO N€BOGIOKCALKH, HMAT HEBPOMYCKYJIHO ONOKHPALLO ACHCTBUE H
MOTaT Ja060CTPAT MYCKYAHaTa ¢abocT Mpy NauueHTyH ¢ MHacTeHus rpasuc. [IoCTMapKEeTHHIOBH
CEPHO3HU HEXKEIAHY JIEKAPCTBEHHU peaKLMH, BICTIOHBALLH CMBPT U HEOOXOAUMOCT OT MNOAAbPXKAHE Ha
AMILIAHETO, ca CboO1aBaHH NpH (GAyOPOXHHONIOHH, H3MON3BAHH MPH MALMEHTH C MUACTEHHUS IPaBuC.
JleBohiokcaldH He ce NPernopbysa NPy NaLMEHTH C U3BECTHA AHAMHE3A 32 MHACTEHHA IPaBUC.

3pUTENHH HApYLIEHHS
AKO 3peHHeTo Ob/ie YBpEASHO WK BB3HUKHAT HAKAKBU €(EKTH BbPXY OUUTE, He3abaBsHO TpadBa aa ce
MpOBEdE KOHCYATALIMA € OYEH crieuranucT (BxkK. Touku 4.7 1 4.8).

CynepHudekus

Vnotpebara Ha neBodokcauuH, ocobeHo NPOABDKUTENHATA, MOXKE 12 JOBEAE A0 CBPBXPACTEXK Ha
HEUyBCTBHTEHU MUKPOOpranniMu. Tpabdea fa ce mpeanpyHeMaT NOAXOIALLM MEPKH, KO HACTBITH
cynepuHdeKins Mo BpeMe Ha Tepanuara.

[Tlpomenn B 1aGOPATOPHUTE TECTOBE

[IpH naumeHTH, NEKyBaHH ¢ NeBodnoKCalWH, YCTAaHOBIBAHETO HAa ONHMATH B YpWUHATA MOXKE Ja naje
danuMBO NMONOKHUTENHH pe3ysiTaTi, Moxe a e HeoOXOAHMO Aa CE MOTBbPAH MOJOXKHTEIHHS TECT
pe3yJITaT 3a OMMATH C No-crneurpuyed MeTo.

JlesodhnokcalH MOXKe 1a NOTHCHE pacTexka Ha Mycobacterium tuberculosis u rnopaay ToBa, MOXe /a
nane ¢anliiBo OTPULIATEHH PE3YATATH NpH OaKTepUONOrHuHaTa AMarHo3a Ha TyoepKososa.

Ocmuvp nankpeamum

{[Ipu naumeHTH, nprHemainy nesodokcaluH, MOXe Ja ce Habnloaasa ocTbp naHkpeaTHT. IlalMeHTuTe
TpsaOBa na 6bAaT HHPOPMHPAHU 32 XapPaKTEPHUTE CUMITTOMH Ha OCTBpP nakpeatHT. [lauunenTuTe,
KOMTO UMAT rajicHe, HEPa3NOAOXKEHHE, KOPEMEH IHCKOMMOPT, OCTpa KopeMHa 0oJjika WIH NOBPbILAHE,
TpadBa na ObAAT NOAOKEHU HA He3abaBHa MEeJUUMHCKA OUEHKA. AKO C€ Noao3Hpa oCThp
NaHKpeaTHT, yroTpedara Ha neBogokcanuH TpaOBa Aa ce IPEYCTaHOBH; aKO CE MOTBbLPAM,
ynotpebara Ha 1eBOQIOKCAUHH He TpAOBa Aa ce 3ano4yBa OTHOBO. 1psAdBa Aa c€ BHHMaBa NpH
NaUMEHTH C aHAMHE3Aa 3a MaKpeaTHT (BX. Touka 4.8).

Hapyutenus Ha KpbBTa
KocTHOMO3BbUHA HEAOCTATHUHOCT, BKJIIOUHTENHO JEBKONEHNHA, HEYTPONEHUSA, MaHLUTOIECHHA,
XE€MO/IHTHYHA aHEMUS, TPOMOOUMUTONEHHA, annacTHYHA aHEMHA MW arpaHyJioLIMTO3a, MOXE Aa ce
pa3BHe 10 BpEME Ha JIEHEHHETO € JleBoduokcauuH (Bx. Touka 4.8). [Ipu cbMHeHHe 32 HAKOE OT Te3H
HapyllEHKA Ha KPbBTa TPAOBa Aa ce cneAH KpbBHATa KapThHA. B cnyuait Ha abHOpMHH
Tpa6Ba 1a ce 0OMUCIH NPEKPATABAHE HA JICHEHHETO C N1EBO(MNOKCALIHH.

Harpuii

To3u nekapcreeH NpoayKT cbabpxa 354,20 mg Hatpuii Ha 100 ml ot pa3zTBOpa,
eKBHBANIEHTHH Ha 17,7% oT npenopburTeHua 0T C30 MakcUManeH JHEBEH MpH
Bb3pPACTEH.




4.5 BiaumoaeiicTBHE C APYI'H JEKAPCTBEHH NPOAYKTH # APYrd pOPMH HA

EdekTy Ha ApyryuTe NeKapcTBEHU MPOAYKTH BbPXY JeBodroKCalUH

Teocpunun, penbyen unu nooobru HecmepoUOHU NPOMUBOGLINAWIUMENNYU NeKAPCMEA

He ca Habnmonasanu ¢hapMakoOKHHETHYHH B3aUMOIEHCTBUA HA 1IEBODAOKCAUHH ¢ TEO(HIHH B
KAHHU4HO Mpoy4BaHe. Bbnpeky ToBa MOXE 1a HACTBLIH KU3pa3eHO NOHWKaBaHe Ha LepebpatHus npar
Ha NPHNAAbUH NPH €JHOBPEMEHHO MPHIIOKEHHE HA XHHOJIOHH C TEOPHNHH, HECTEPOHHH
MPOTUBOBBH3NMANUTEIHHA NEKaPCTBA UK APYrH CPeACTBa, KOUTO CHHXKABAT npara Ha NPpUNaabLMTE.
KonueHTpauuaTa Ha iesodnokcatuH € oxono 13% no-sucoka B NPUCHCTBHETO Ha henbyden
OTKOJIKOTO MPH CAMOCTORTEITHOTO MY NPHIIOKEHHE.

IIpobeneyuo u yumemuoun

[TpobeHeuna ¥ IMMETUOHH UMAT CTATUCTHYECKHU 3HAUYUM €EKT BbpXY eIUMUHUPAHETO Ha
nesodaokcaurH, BbOPEeHHUAT KIHPBHC Ha NEBOPNOKCALMH CE HAMANABA OT UMMETHAHKH (24%) u
npobeHeinn (34%). Tosa ce cnyusa, Tl KATO ABETE IEKAPCTBA Ca B CHCTOAHMUE Aa OnoKMpaT
ObOpeuHaTa TyOynHa cekpeuns Ha neBoguioKcalUlH. BbrpekH ToBa NpH HIMATBAHUTE AO3H B
MPOYUYBAHETO, MANIKO BEPOSTHO € CTATUCTHUYECKH 3HAUHMHTE KHHETHYHH Pa3/IMKH Aa €a OT KIHHHYHA
3HAYUMOCT.

Heob6x0AnUMO € NoBHILIEHO BHUMAHHE PU €IHOBPEMEHHO NPUIIOKEHHUE HA JIEBODIOKCALIMH €
nekapcTea, 3acArawd ObpeyHara TyOyHa cekpelma KaTo NpodeHeuMa U UHMETHINH, OCOOEHO NipH
nauueHTu ¢ 6uOpeuHn yBpexaasus.

Hpyea cvwecmaena ungopmayun

KnunuuHu GapMakonorMiHy NpoyyYBaHus nokasear, 4e papMakoKMHETHKATa Ha NEBOQIOKCALIMH HE €
3aCErHaTa B KIIHHMUYHO 3HAYHMa CTeNEH, KOraTo jeBodAoKCaLHH ce NpHaara eJHOBPEMEHHO ChbC
CNEeAHUTE aKTHBHH BELLECTBA: KanuueB KapOOHAT, IMrOKCHH, rMOeHKIaMu, paHUTHIWH.

EdekTy Ha n¢BODIOKCAUNMH BHPXY APYTH NEKAPCTBEHH NMPOIYKTH
Lluxnocnopun
[Tony>KMBOTBHT HAa UHMIIOCNOPYUH Ce MOBHLIABA ¢ 33%, KOraTo ce npuiara €IHOBpPEMEHHO ¢

neBodIOKCaLHH.

Bumamun K anmazonucmu
Cpo0lasaHy ¢a NOBULIECHH CTORHOCTH NMpH KoarynaudoHHH TectoBe (PT/INR) w/unu kbpseHe, koeTo

MOXKe Ja Obe TeXKO, NPH NALKWEHTH JIEKYBAaHH ¢ N1€BOQIOKCAUMH B KOMOHMHALIMA ¢ BUTAMHH K
aHTaroHWcT (Hanp. BapdapHH). [Topaay ToBa KoarynausioHHUTE TecToBe TpaOBa Aa ObaaT
NpocneABaHK NPH MALMEHTH, JIeKyBaHH ¢ BUTaMuH K aHTaroHUcTH (BK. ToUKa 4.4).

Jexapcmea, 3a xoumo e uzgecmno, we yowaxcaeam QT unmepeara

JlerodiOKCaAUMH, KAKTO APYTHTE XMHONOHH, TpaOBa Aa Obae rnpunaraH ¢ MNOBHUEHO BHUMAHUE NPH
NauneHTH, MPpHEMALLH JIEKAPCTBA, 32 KOWTO € M3BECTHO, He yawDKasaT QT uHTepsana (Hanp. knac IA
d [l aHTHAPHUTMHLK, TPULUMKIIHYHYA aHTUAECNPECAHTH, MAKPOJIHIH, AHTUNCUXOTHLIH) (BHXK TOUKa 4.4
¥ awkasade Ha QT uHrepBana).

Hpyea cvurecmeaena unopmayus
B npoyusaHe 3a PapMakOKMHETHYHH B3aUMOACHCTBHA, TIEBOGNOKCALIMH HE 3aCAra

dapmakokuHeTHKaTa Ha TeoQUIUH (Koi#iTo € TecToB cybcTpar 3a CYP1A2), koeto nok
nesognokcauuH He € CYP1A2 nuxuburop.

4.6 DepraanreT, OpeMEeHHOCT H KbPMEHe

bpemMeHHOCT




HMa orpaHuueHn naHHuW oT ynotpebara Ha 1eBogIOKCaLHH 1IpH OpeMeHHH xeHH. [1poyuBaHuaTa npH
)KHBOTHH HE MOKA3BAT AUPEKTHHU WM MHAHPEKTHH YBpeXAally eQeKTH C OrNied Ha penpoayKTHBHATa
TOKCHYHOCT (BHIXK TOUKa 5.3).

Btnpeku TOBa nopaay IKMNCaTa Ha JaHHW NpX XOpa H Mopaau TOBA, Y€ €KCMEPHMEHTATHUTE AaHHH
MPeANoNaraT pUCK OT YBPEAKAAHE HA HOCELNTE TEKECTTA XPYLIAIH Ha pacTALIMA OPTaHU3BM OT
dnyopoxuHONOHHKTE, NeBOdIOKCalMH He TpAOBa Aa ce NpHara npy OpeMEHHH XKeHH (BXK. Touka 4.3
5.3).

KbpMeHe

JlesodnokcauuH e MPOTHBONOKA3aH NPH KEHH, KOUTO KbpMAT. HaMa nocTaTbuHo HHpoMaums 3a
eKCKpeLMATa Ha NeBOUIOKCALIMH B KbPMATA, BBITPEKH HE OCTAHANUTE (PIYOPOXHHOOHH Ce
eKCKpeTHpaT B KbpMarta. [lopaau nuncara Ha AaHHW NPH XOpa W NopaaH TOBA, Y€ EKCIICPUMEHTANTHHUTE
NaHHH NPeAnonaraT PHCK OT YBPEXAAHE Ha HOCELINTE TEXKECTTA XPYLUAJIH HA PACTALIIHA OPraHU3bBM
oT PAyopOXHHOJOHHTE, NeBOdNOKcaLIMH He TpAOBa Aa ce MpHaara Nnpy KbpMaukH (Bx. ToukH 4.3 H
5.3).

DEpTHAKTET
JlesodaiokcaldH HE NPEAUZBUKBA YBPEKAAHE HA PEPTHIHTETA WIH PENPOLAYKTHBHHTE CNOCOOHOCTH

MpH MJTbXOBE.
4.7 EdexTH BBpXY cHOCOGHOCTTA 32 iodnpane H padora ¢ MAMAHA

JleBo(pIOKCALIMH MOBIHABA B MaKa 0 YMEpeHa cTeneH cnocobHocTTa 3a wodupane 4 pabora ¢
MAaLLIMHH.

Hskou HexkeNnaHH IeKapcTBEHH peakLUH (Hamp. 3aMaiBaHe/BEPTHIO, CbHIHBOCT, 3PHTENHH
CMYUICHHA )} MOTAT Aa HapyLLaT CNOCOOHOCTTA HA MAaLHEHTHTE Aa ¢€ KOHLIEHTPHPAT H 1a pearupar,
nopajH KOETO € Bb3MOXKHO Ja Bb3HHKHE ONAaCHOCT B CHTYaLMy, MPHU KOUTO Te3H CNocoBHOCTH ¢a oT
ocobeHa BasKHOCT (Hanp. wWodHpaHe Wik padoTa ¢ MaLlIuHH).

4.8 HexelaHH TeKApPCTBeHH PeaKIlHH

[IpeactaBexara no-aony HHGOpMALKMA C€ OCHOBABA HA JAHHH OT KJIMHHYHH NPOYYBaHHUA TIpH NOBEYe
oT 8 300 nauMeHTH, KAKTO H MPOABLIDKHTENEH NOCTMAPKETHHIOB OIHT,

- Muoro uectu (= 1/10)

- Yectu (>1/100 po <10)

- Heuectu (= 1/1 000 no <1/100)

- Peakn (>1/10 000 ao <1/1 000)

- Muoro peaku (<1/10 000)

- C Hew3BecTH2 4ecToTa (OT HANWYHUTE JaHHHU He MOXe Aa Oble HanpaseHa OLICHKA).

B paMkuTe Ha BCAKO rpynUpaHe No 4YECTOTA, HEXKENAHUTE peakLiMy ca NPEACTABEHH B HU3XOAAL pej
10 OTHOLLIEHUE HA TAXHATA CEPHO3HOCT.

YecTH HeuecTt Peaku C HeMn3BecTHA
yecToTa

HHudexumu n ["5OMYHH
napa3uTo3u HHPEKLHH,
BKJTKOUHTENHO
MHQEKLHUH C
KaHAuaa
[TaTorenHa
PE3UCTEH-
THOCT
HapyweHus Ha JleBkoneHus TpomOourTONEHUA
KpbBTa U EosanHodunua | HeyrponeHus
NUMQHATA
CHCTEMA




[laHunuTONEHUR

ArpaHynouuTosa
XeMOIUTHYHA
aHeMUA
HapyuieHus Ha AHruoenem AHadHNaKTHYEH
HMYHHATa Cepbx- Lok?
CUCTEMa YYBCTBUTEIHOCT (BX. | AHapUIaKTOMACH
TouKka 4.4) wok*(BxK. Touka 4.4)
EHAOKPHHHU CHHAPOM Ha
HApYLUCHHA HeaacKBaTHa
CEKpEeLHs Ha
aHTHAHYPETHYEH
xopMoH (SIADH)
Hapyuienus Ha AHOpeEKCHUs XHNOrHKEMHS, Xunepravkemus (Bx.
mMeTabonusma u ocobeHo npu TovKa 4.4)
XPaHEHETO NauMeHTH ¢ auader,
XHIMOrTMKEMUYHA
KOMa (BX. TOUKa 4.4)
[TcuxuuHH bescbHuUe TperokHOCT [lcuxoTruuM [ICHXOTHYHH
HapyweHus* CbCcTOAHHE HA | peaKuuH HapyLWeHHA CbC
00BpKAHOCT (Hamp. ¢ CaMO03acTpaLLaBalo
HepBHocT XaMOLUHUHALMH, NoBeeHHUE,
napaHos) BKJIKOYBALIH
Henpecus CYMLIHAHA HaCaLIKA
B136yna HJIH OfIUT 3a
ApPKMU cbHHULLIA caMOyOUHCTBO (BXK.
KowmMapu Touka 4.4)
Jennpuym Manwus
Hapyuienus na [nasobonue, | CoHAHBOCT KouByncus (Bix. [TlepudepHa
HEPBHATA 3aMasaHOCT Tpemop TOYKH 4.3 u 4.4) CeH30pHa
cucrema* Jucreyaus [lapecTe3us HeBponaTHA (BXK.
HapyweHue Ha TO4KA 4.4)
naMeTTa [MepudepHa
CEH30pHa MOTOpHA
HEBpPONATHA {BX.
TouKka 4.4)
[Tapocmus,
BKJTIOYHUTENHO
aHOCMHA
IlUCKHHE3HA
EkcTpanupaMHIHH
HapylueHus
Arey3ug
CuHkon
HoOpokauecTBeHa
BbTpEUEpEnHa
XHUNEePTOHHUS
MHuoKI0HYC
Hapywenus Ha 3putenuu cMmytiiedusa | IlpexoaHa 3aryba Ha
oyute™ KaTO 3aMBIJIEHO
3pEHUE (BXK. TOUKA
4.4)
HapyweHus Ha CeeropbpTek | THHHUTYC

YXOTO H

nabupuura*




CopaeuHu
HapylieHHs**

Taxukapaus
[lannuTauyu

BeHTpHKynapHa
TaxUKapaus, KOATO
MOJKE 2 10B€/€e N0
ChpaeUeH apecT.
BeHTpHKynapHa
apuT™Mug H torsade de
pointes (cwo0LIaBaHU
npeAUMHO NpH
MaLHEHTH C PUCKOBH
(aKTOpH 33
yab/karaHe Ha QT),
Y awvnxen QT Ha
eNeKTpoKapaAHnOrpama
(BX. Toukn 4.4 u 4.9)

Cbaosu
HapylueHua**

OTHacs ce
caMo 10 1V

dopmu:

Onedut

XHNOTOHHUA

PecnupatopHH,
IPbAHH U
MEAUACTEHATHH
HapYLIEHHS

JlucnHen

bBpoHxocnaznm
AnepruyieH
MHEBMOHHUT

CToMallHo-
YpEBHH
HapyLUEHUS

Jnapua, .
[ToBpbinane
['apneHe

AOJdOMHHaANHA
fonka
Jlhucnercus

D naryneHuu
KoHcrunauus

Huapus-
XeMoparmM4iHa, KOaTo
B MHOTO p€AKH
ciay4dyad Moke aa
Obae Moka3aTesiHa 3a
EHTEPOKOJTHT,
BKTHOUUTEITHO
nceaoMemMOpaHo3eH
KOJIUT (BX. TOYKA
4.4)

[lankpearurt (Bx.
TouKa 4.4)

Xenaro-
OunuapHu
HapyLICHMUA

[TosuiLeHU
4epHOAPOOHH
€H3HMHU
(ALT/AST,
aJIKaHa
docdarasa,
GGT)

[MoruiIEH
OunHpyOuH 8
KpbBTa

KBATEHHUA U TEXKKO
4yepHOAPOOHO
YBpEKAaHE,
BKJTIOUHTEJTHO
cnyyau Ha ¢daTanHa
oCcTpa yepHoapodHa
HE10CTaTbYHOCT,
NpPeaUMHO NpH
NAUUEHTH C TEXKKH
MOA/ICKALLH
3abo0n19BaHUs (BXK.
TOouKa 4.4)

Xenarur

HapyuieHus Ha
KOXKaTa W
MOAKOXHATA
TbKaH"

O6pus
Copbex

Y pTukapus
Xunepxuaposa

JlekapcTBeHa
peakuus C
€03UHOPUITHA U
CHCTEMHU CUMINITOMH
(DRESS) (8. TOUKA
4.4)

QukcHpaHa

TokcuuHa
enuaepman




NeKapcTBeHa (POTOUYBCTBHTEIHOCT
epyrnLus (BX. TOouka 4.4)
JleBKOUMTOKNACTEH
BACKYJIUT
CTOMaTUT
XunepnurMeHTauus
Ha KoxXara
OcTtpa reHepa-
AU3UpaHa
€K3aHTEMATO3HA
nycTtynosa (AGEP)
(BXk. TOUKa 4.4)
Hapywenus Ha ApTpanrus Hapywexus na PabaoMuonusa
MYCKYJTHO- Muanrus CYXOXKHNUATA (BXK. Pyntypa Ha
CKeneTHara TOYKHK 4.3 U 4.4), CYXOMWITUE
CUCTEMA U BIJTIIOUHUTENHO (Hanp.Ha
ChCAMHHUTENHATA TEHAMHHT (Hanp. HAa | aXHNeCOBOTO
TbKaH* axXHIeCOBOTO CYXOXKHIHE) (BXK.
CYXOXKH/IHUE) Toukyd 4.3  4.4)
Myckynna ciaboct, | PynTypa Ha
KOATO MOXE A4 € OT | JIUraMeHT
0COOEHO 3HaYEHHUE MyckynHa pynTypa
NpH NALUKHEHTH C ApTpUT
MHACTEHHUS IPaBHC
(Bx. TOMKa 4.4 )
Hapywenus Ha [TosuinueH Octpa 6u6peuHa
6b0peuuTe U KPEaTHHHH B HEAOCTATbYHOCT
NMHKOYHHTE KpbBTa (Hanp. nopaau
MbTUILA UHTEPCTHLHANIEH
HepUT)
OrtHacs ce AcTeHus [Tupexcus bonka (BKIKOUYUTENHO
O6uu camo A0 1.v. 6onka B repba,
HapyLI€HUA H cbopma: rPBLAHHA KO H
eeKTH Ha KpaHHMULIMTE)
MACTOTO Ha Peakiuiuu Ha
npuioKeHue™ MACTOTO Ha
HHY3ud
(Oonka,
3auepBsBaHe)

; AH&CIJHJ'I&KTH‘-IHH H anacbunamonnnu P€AKLUHUH NOHAKOTa MOraT 1a BR3HHUKHAT AOPH CNCA MbPBATA
A034.

bKOXHO-NTHraBHYHH peaKLUHWy NOHAKOra MOraT aa Bb3HUKHAT JOPH CJI€] MbpBaTa 403a.

JIpyru HexenaHu peaKUHH, CBbP3aHH C MPHIOKEHUETO HA (ITYPOXHHONIOHH BKITIOYBAT:
- [TpucTbnu Ha nop¢HpHA APH NALMEHTH C NOPQUPHA

* CpobluaBa ce 3a MHOTO PEAKH CNy4aH Ha NPOABLIKUTE/IHH (10 MECELH WK FOAHHH),
HHBANTMAH3UPALIH W MOTEHUHATHO HEOOPaTUMH CEPUO3HH JIEKAPCTBEHH PEAKLHH, 3aCArallH HAKONKO,
MOHAKOra MHOI0 CUCTEMO-OpraHHH KJIaCOBE U CETHBA (BKITFOUUTENHO peakLiMH KaTo TeH

CBbP3aHU C MAPECTE3IUH U HEBPAIIHs, YMOPA, IICHXHATPHYHH CUMITTOMH (BKJIFOUUTE
Ha CbHA, TPEBOXKHOCT, MPHUCTbLOK HA MAHHUKA, AEMPECUA U MUCITH 3a CaMOyOMIiCTBO),
NaMeTTa ¥ KOHLUEHTPALUATA U YBPEXKIAHE HA CyXa, 3pEHHETO, BKYCa H OOOHAHHETO
ynorpebara Ha XMHOJOHH U IYOPOXHUHOMOHH, B HAKOH CJlyUaH, HE3aBUCHMO OT BEY
CbLUECTBYBAUINTE PHCKOBH akTOpu (BXK. TOUKa 4.4).




** [Ipu nauueHTHUTE, NpHUeMailii GayOpOXHHONIOHH, ca ChOOLUEHH ClyvaH Ha aHEBPH3Ma U IHCEKaLus
Ha aOpTaTa, MOHAKOra yC/I0KHEHY NMOPaAH pa3KbCBaHe (BKIIOUYUTETHO C N1ETANEH H3XO0M) K
perypruTauusa/HeJOCTATHHHOCT HA HAKOU OT ChbpAEUYHHUTE KIamnu (BXK. Touka 4.4).

Coolillapate Ha NOA03MPAHK HEXENAHU PEaKLIHH

CoobiasaHeTo Ha NOAO3HPAHH HEXKENAHH PEAKUMH ClIe] pa3pellaBaHe 3a ynorpeda Ha IeKapcTBEHUA
MPOLYKT € BaxHO. TOBa NO3BOJIABA Aa NPOABLIIAKY HAONOAECHHETO Ha CbOTHOLLUEHHETO MOJI3a/PUCK 3
nekapcTBeHHd npoaykT. OT MeARLMHCKUTE CMELMAIHCTH C€ H3UCKBA A4 ChOOLLaBaT BCAKa
MOJ03HpaHa HeXeNaHa peaKkuus 4pes

H3nbaHUTEIHA areHUUd NO ieKapcTBaTa

yi. ,,JdamaH ['pyes™ Ne 8,

1303 Codus,

Ten.: +359 2 890 3417,

yebcaiiT: wwvv.bda.bg.

4.9 Ilpeaozupane

CUMNTOMHM

Cnopen TOKCHKOJIOFHYHHMTE MPOYYBAHUSA NPH KUBOTHH UIH KIMHUYHO-PAPMAKONOTHYHHTE
MpOY4BaHHs, MPOBEREHH CbC CYOTepaneBTUMHH JO3H, HAH-BAXKHHUTE MPU3HALIM, KOUTO TpaOBa Aa ce
O4aKBaT /el OCTPO Nnpeao3upaHe Ha N1eBodIOKCcaLMH TabNETKU €4 CHMIITOMH OT CTPAaHA Ha
LIEHTPANHATA HEPBHA CUCTEMA, KATO O0BPKAHOCT, 3aMaaHOCT, HAPYLEHO Ch3HAHUE Y KOHBYJICUBHH
npynagbLy, yasmnkapaHe Ha QT HHTepBana.

Edextu supxy LHHC, BkniouBailin CbCTOAHHE Ha OOBPKAHOCT, KOHBYJCHH, MUOKIIOHYC, XaTlOLUHHAUWHU
H TpeMOp ¢a HabMoJaBaHU MPH TTOCTMAPKETHHIOBHA OMHUT.

[loBeaeHME NpH Npeso3npaHe

B cayuait Ha npeao3upaHe, TpaOBa Aa € NPHUIOKHA CUMIITOMATUHHO neyeHune. Tpadsa na ce
npeanpueme EKI" MOHUTOpHpaHe, NopaaHd B3MOKHOCTTA 3a yab/KaeaHe Ha QT uHrepeana.
XeMoauaiu3a, BKTIOUHTENHO nepuToHeanHa aAany3a H HAILJL He ca eeKTHBHH 3a OTCTpaHSBAHE HA
nesodnokcaLuH oT opraHusma. He colitecTyBa cnud@HyeH aHTHIOT.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 PapMakoIJHHAMHYHHE CBOHCTBA
(dapmakoTepaneBTHYHA rpyna: aHTUOaKTEpPUAIHH XUHONOHH, (ayopoxruHonioHd ATCkoa: JOIMA12

JleBO(JIOKCALIMH € CHHTETHYHO AaHTUOAKTEPUATTHO CPEACTBO OT KNac PIyOPOXHHONOHH H TOM €
S (-) eHaHTHOMEP HA PALEMHYHOTO AKTUBHO BELIECTBO O(JIOKCALHH.

MexaHu3bM_Ha JEHCTBHE
Kato ¢nyopoXxHHONOHOBO aHTHOAKTEPHANHO CPEACTBO, JICBOMIOKCAUMH ACHCTBA BBLPXY KOMILICKCA

JTHK-JIHK-rupasa u Tonounszomepasa V.

Bpnika dapmakokuHeTHka/papMaKoIUHAMUKA
Crenenrta Ha OakTepyanHa akTUBHOCT Ha JIEBOQJIOKCALIMH 3aBHCH OT ChOTHOLICHHETO ME ——

MAaKCUMaTHATa KOHLUEHTpaLus B cepyMa (C max) uau miora noa kpusarta (AUC) u W,

uHxHOupawma koHueHtpauua (MIC). N

MexaHU3bM Ha PEIUCTEHTHOCT R j
“'v-,

Pe3rcTeHTHOCT KbM JIeBOQUIOKCALMH ce NpuAcOHBa upe3 MoeTaneH Npouec Ha MyTa Iuﬂ B Tapre'rﬂl}rre
MecTa WU Ha ABete TonousoMmepasu tun I, JIHK rupasa u tonouszomMepasza IV, Hpyru exaHmMH Ha
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PE3MCTEHTHOCT KaTo Gapuepu Ha nponyckaMBocTTa (Yecto npu Pseudomonas aeruginosa) 1
MEXaHH3MH 3a eIyKC, MOraTt CbhilO Aa MOBAHAAT HAa YYBCTBUTEIHOCTTA CINPAMO JIEBO(IIOKCALIMH.

HaGto1aBa ce KpbcTOCaHA PE3UCTEHTHOCT MEXKY JIEBOPIOKCALMH U APYTH (1yOPOXHHOJIOHH.

[Topaau MexaHHU3Ma Ha AEHCTBHE, KAaTO LSJIO HAMA KPbCTOCAHA PE3UCTEHTHOCT MEXKIY
neBO(IOKCALMH U APYTUTE KJI1ACOBE aHTUOAKTEPHAIHU CPEICTBA.

[‘paHHUYHH CTOHHOCTH

[IpenopbkuTe Ha EUCAST 3a rpanuunute ctoiHocTn Ha MIC 3a nieBogaiokcaum,

pa3aciaiauld 4yBCTBUTEJIIHHTE OT YYBCTBHTC/IHUTC KbM MNOBHIICHA CKCITO3HLIHUA

MUKPOOPraHM3MH U YYBCTBUTEIHUTE KbM MMOBHULIEHA EKCMO3ULIMA OT PE3UCTEHTHHUTE
MHKPOOPIraHU3MH, ca MpeACTaBeHH no-10.1y B Tadimuara 3a rectsanHe Ha MIC (mg/l).
MIC rpanuunu croitHocTu Ha EUCAST 3a nesoduiokcauun (Bepeus 10.0, 2020-01-01):

IlaToren
Enterobacterales
Ps'eucfonionats spp.
Acinetobacter spp.

Staphylococcus aureus.

Koarynaza-orpuuarennu Staphylococci

Enterococcus spp.’

SIFEPIGL‘HC'CHS pneunon iae

Streptococcus groups A,B,C,G

Haemophilus influenzae
Moraxella catarrhalis

Helicobacter pylori

. . . ;)
Aerococcus sanguinicola and urinae”

Aeromonas spp.

PK-PD (BuaoBo HecBbp3aHH) rpaHUYHU

CTOUHOCTH

HyBCTBHTEJHOCT
<0,5 mg/I

<0,001 mg/I

<0,5 mg/l

<0,001 mg/I

<4 mg/I
<0.001 mg/!
<0,001 mg/I
<0,06 mg/I
“_-‘10..125. mg/I
<l mg/l

<2 mg/I
<0,5 mg/I
<0.,5 mg/l

. Camo Heyco)KHeHH HHPEKLMH HAa MUKOYHUTE MbTHLLA.
2. UYyBCTBHUTEIHOCTTA MOJKE /1a CE€ 3aKJIKOUYH OT YYBCTBUTEIIHOCTTA KbM LIMITPOMDIOKCALIMH

[IpeobnanaBaliaTta pe3MCTEHTHOCT MOXKE /1a Bapupa reorpacku U BbB BPEMETO 3a OlPEAE/IEHH

Pe3ucreHTHOCT
>] mg/l
>] mg/l
>| mg/l

>] mg/l

>4 mg/ml
>2 mg/I
>2 mg/I

>0,06 mg/|

>0,125 mg/I

>] mg/I
>2 mg/l

>| mg/l

>1 mg/I

BH/10BE, MOPa/AH KOETO € KEeJATEHO [a C€ TbPCH HH(OpPMaLIMSA 3a JJOKATHATA PE3UCTEHTHOCT, OCOOEHO
[pH JieyeHUe Ha TeKKU uHpekuun. [1pu HeoOxoaumocT, TpsOBa aa ce TbPCH €KCINEePTHA KOHCYJITaLuA,
KOraTo MecTHarta npeod/iajaBalia pe3MCTEHTHOCT € TaKaBa, Y€ NMPUI0KEHHETO HA CPECTBOTO MOHE

[PpU HAKOW BH0BE UH(PEKLMH, € MO BBITPOC.

OOHYaHHO YYBCTBHTEJIHH BH/10BE

Aepoonu I pam-nonoxcumennu baKkmepuu

Bacillus anthracis

Staphylococcus aureus memuyuiun yyecmeumeinu
Staphylococcus saprophyticus
Streptococci, group C and G
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Streptococcus agalactiae
Streptococcus pneumoniae
Streptococcus pyogenes

Aepoonu I pam-ompuuameinu Dakmepuu
Eikenella corrodens

Haemophilus influenzae
Haemophilus para-influenzae
Klebsiella oxytoca

Moraxella catarrhalis
Pasteurella multocida
Proteus vulgaris

Providencia rettgeri

Anaepobonu bakmepuu
Peptostreptococcus

pyzu

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

BuaoBe, NpH KOHTO NPHIOOHTATA PE3HCTEHTHOCT MOJe /1a ce OKaxe npood.iem
Aepoonu I pam-nonoxcumenu Dakmepuu

Enterococcus faecalis

Staphylococcus aureus METHUWIMH-PE3UCTEHTHH
Koarynasa orpuuarenuu Staphylococcus spp
Aepoonu I pam-ompunamenu dakmepuu
Acinetobacter baumannii

Citrobacter freundii

Enterobacter aerogenes

Enterobacter cloacae

Escherichia coli

Klebsiella pneumoniae

Morganella morganii

Proteus mirabilis

Providencia stuartii

Pseudomonas aeruginosa

Serratia marcescens

Anaepobnu bakmepuu

Bacteroides fragilis

Hacj1e1CTBEHO Pe3HCTEHTHH LIaMOBe
Aepoonu I pam-noaoxncumennu bakmepuu
Enterococcus faecium

* MHOro BEpOSTHO € METHLIMJIMH-PE3UCTEHTHH S. aureus na UMaT KOPE3UCTEHTHOCT KbM
(h/1yOPOXHHOIOHH, BKJIKOUHMTETHO JI€BO(IIOKCALIMH.

S.2 @apMaKOKHHETHYHH CBOHCTBA

A6copOLus 7 senli; S
[TepopaniHo npuaoxkeHus neBodaokcauuH ce abcopbupa 6bp30 U NOYTH HAMBIHO ;]"futic’mra nHKGBa
1a3MeHa KOHUEeHTpauus 10 1-2 yaca. AGcontoTHaTta OMoHanu4HocT e 99 - IUO"/f/ / |
XpaHara uma ciab edekt BbpXy abcopOumsTa Ha N1€BODIOKCALIMH. r" -,
YcnoBus Ha CTaUMOHAPHO CHCTOAHUE ce AocTUraT a0 48 yaca ciel cxema Ha nphﬂarane 500 mg
\ sy
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BC/AHDBXK H/IH /1B4 I[TbTH JHCBHO.

Pa3znpeaeieHue

[TpuGauzutenno 30 - 40% oT 1€BOPIOKCALIMH CE€ CBbP3BAT CbC CEPYMHUTE NMPOTEHHH.

CpeanuaT o0em Ha paznpeaeneHue Ha aeBoduiokcaumH € npuoausurenHo 100 L ciea eaHokpartHa u
MHOrokpaTHH a03M 0T 500 mg M noka3sa LWHPOKO pa3rpe/ie/ieHHe B TENECHHTE ThKaHH.

[[pOHMKBaHE B TbKAHUTE W TEJECHUTE TEYHOCTH

JleBodnokcalMH NpOHUKBA B OpOHXHA/IHATA JIMFaBMLA, €UTEIHATA MOKPUBHA TEYHOCT,
asiBeosiapHUTe Makpodaru, 6esoapobHaTa TbKaH, KOKaTa (TEYHOCTTAa B MEXYPHTE), ThKaHTa Ha
npocrararta v ypuHara. O6aue, 1eBodI10KCALMH UMA HE3HAYMTEIHA NEHATPaLHs B rPbOHO-MO3bYHATA

TCYHOCT.

buorpanchopmauus

JleBodiokcaunH ce MeTaboau3Mpa B MHOIO Majlka CTENeH KaTo MeTabOIMTHTE ca N€3METHII-
neBodiokcaurH U neodaokcauuH N-okcua. Te3u metaboanTu npeacrasissar <5% OT /103aTa U Ce
eKCKpeTupaT B ypuHata. JleBoiokcauuH € CTEpEOXUMHYHO CTAOMIIEH W HE MPEeTbpNsiBa XUpaiHa

HUHBEPCHA.

EaumMuHupaHe
Ciieq nepopaiHO U HHTPABEHO3HO MPUJIOKEHHUE HA JIEBO(PIOKCALIUH, TOH C€ €JIMMUHUPA OTHOCUTEJIHO

OaBHO OT ruiazmara (t. 6 - 8 h). Ekckpeuusra e npeaumuo ypes 6b0peumte (>85% ot npunoxkeHara
103a).

CpeaHuaT NpuBUAEH 001 TeJleCeH KJIMPbHC Ha J1€BO(IOKCALMH ciel eAnHHYHa no3a ot 500 mg e
175+/29.2 ml/muH.

Hsma rojseMu paziMku BbB (hapMaKOKMHETHKATA Ha JIeBO(DIOKCALMH Clle/l MHTPaBEHO3HO U
[epopaTHO NPUIOKEHHE, KOETO NMpEearno/ara B3auMo3aMeHsIeMOCT Ha NMEPOPAHUA H HHTPABEHO3HMUS

[TbT.

JIMHEHHOCT
JleBod10KCaLIMH NpUTEXkKaBa JMHeHHA ¢papMakoKKMHeTHKa B A4ana3oH ot 50 a0 1 000 mg.

CneuyanHuy nomnyJjaauuvu

[Tayuenmu ¢ 6vOpeuna HeooCcmamvyHoCm

dbapmakokHMHETHKaTa Ha J1eBO(IOKCaLIMH ce 3acara npu 0bOpeuHo yBpexaaHe. [Ipu HamansgBaHe Ha
ObOpeuHaTa pyHKUHSA, ObOPEUHOTO ETMMUHHPAHE U KIIMPBHC HAMAJISBAT U €JIMMHUHALIMOHHUSAT

MOJIYKHUBOT CE€ YAbJ/IXKaBa, KAKTO € MNOKa3aHoO B TabauLaTa Nno-a0J1y:

(dapmakokMHeTHKa Nnpu ObOpeyHa HEAOCTATBYHOCT CJIe] €AMHUYHA nepopasiHa ao3a ot 500 mg.

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

llayuenmu 6 cmapuecka ev3pacm
Hsma 3HaYMTENHU pa3/iIMKU BbB (PapMAKOKMHETUKATAa Ha JE€BOQUIOKCALMH MPU MJIAAH U MALIMEHTH B
CTap4yecKa Bb3pacT, OCBEH T€3U CBbp3aHH C pa3/IMKH B KPEATUHHHOBHSA KIHPBHC.

[Tonosu paznuxu b0 NN
OTAEAHHU aHATU3H MPH MBKE U HKEHHM MOKA3BAT MAJIKH /10 FPAHHYHH NOJIOBH PA3/IMKH ¥ A\
(bapmakokMHeTHKaTa Ha neBoduiokcauuH. HiMa JaHHHM Te3u MoJI0BH pas3/iMKK J1a ca o ﬁmuﬁuqum %\1\
3HAYEHHE. Il 5 | ||
\;;n s ; X
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HexnuHuuHKTE JaHHH HE NOKA3BaT 0COOEH PHCK 332 Xopa Ha 0a3aTa Ha KOHBEHUHOHAMTHHU NPOYUBaHHA
332 TOKCUMYHOCT HA €AMHHYHA 032 U NPH MHOrOKPaTHO A03HPAHE, KAPLUHOINEHEH NOTEHUHAN,
PENPOAYKTUBHA TOKCUYHOCT H TOKCHUYHOCT 34 Pa3sBATHETO.

JleBodnokcaluH He NPeAU3BHMKBA HApyLLIEHUE HA PePTUIMTETA HITH PENPOAYKTUBHOCTTA
MPH ITHbXOBE U HETOBHAT eAMHCTBEH eeKT BLPXY M10aa € 3adaBeHo Ch3paBaHe BCICACTBHE Na
TOKCHYHOCT [MPY MaHKaTa.

JlesodNOKCALMH HE MHAYLMPA reHHU MyTaLHH B 6aKTepHanHH KIEeTKU WU KIETKH Ha DO3aifHUUM, HO
HHIYLHpPa XpOMO3OMHH abepaunu B 6enoapobHu KIEeTKH OT KHTaHCKH XaMcTep in vitro. Te3u edextu
MOJKE Ja ce ABJIKAT Ha uHXHOupaHeTo Ha Tonou3omepasa L. In vivo TecTose (MUKpOHYKI€apHH,
pa3MAHa Ha CECTPHHCKH XpOMaTHAH, HenpeasuaeH cuHTes Ha JIHK, noMHHaAHTHM N€TATHH TECTOBE)
He NOKa3BaT HUKAKbB FEHOTOKCHUYEH NMOTEHUHAI

[MpoyuBaHus Nnpu MULIKHK NOKa3BaT, 4e neeodaokcalvH UMa HOTOTOKCHUHA AKTHBHOCT CaMo MpH
MHOTO BHUCOKH 103H. JIeBogIOKCaLIMH HE MOKAa3Ba HUKAKbLB FEHOTOKCHUYEH MOTEHUHAT NPH TECTA 32
GOTOMYTAreHHOCT W HaMalliBa TYMOPHOTO pa3BUTHE MpPH NpoyuBaHe 3a (POTOKAHLIEPOreHHOCT.
Kakto npu apyrure ¢p1yopoXuHONOHH, NeBOdIOKCAUMH 110Ka3Ba ePeKTH BbPXY XPYLUSIHTE
(oTneneane v oOpa3zyBaHe Ha KyXHHH) [pH MIbXOBE W Ky4eTa. Te3n HAXOAKH €a Mo-H3pa3eHH npw
MJ1aAH JKMBOTHH,

6. PAPMAIIEBTUYHH TAHHH

6.1 CroHCBLK HA IOMOIHHHTE BEe1eCTBA

Harpues xnopua
ConHa KHCeHHa, KOHUEHTpUpaHa (3a peryaupade Ha pH)
Boaa 3a MHXXEKLIHH

6.2 HecnBMEeCTHMOCTH

To3u nexapcTeeH NpoAYKT He TpaOBa Ja ObAe CMECBAH C XeNapyH WU aJIKATHH Pa3TBOPH
(Hanp. HaTpueB 6uxapdbonar).

To3u nexapcTeeH NPOAYKT He TpAORa Aa ObAEC CMECBAH € APYrH JIEKAPCTBEHH MPOAYKTH OCBEH C TE3H,
oTbeng3anu B Touka 6.6.

6.3 Cpox Ha roguocTt

3 roauHu

Cpox na 200n0cm ciae0 nepopayus Ha 2ymenama 3anymaika- HezabasHa ynorpeda (Buxk 6.6)

Ot MUKpoOOHONOrH4Ha riegHa Touka, MHQY3IMOHHHAT pa3TBop TpabBa na 6bvae unon3saH He3abaBHo.
AKO He Ce U3MoJ3Ba He3a0aBHO, NMEPUOALT HA U3NMON3BAHE HA YC/IOBUATA HA CbXpaHaHUE NPEaH
ynioTpeba ca OTroBOPHOCT Ha NOTpeOUTENS.
6.4 CnenHajHH yCJI0BHY HA ChXPAHEHHE

Ha ce chxpansaBa B OpUrHHANHATA ONIAKOBKA, 3a Aa CE€ NpeAnasy OT CBET/IHHA.

6.5 Bna K chALPXKABHE HA ONAKOBKATA




100 ml. Tun | npo3pauen cTbKIeH (rakoH, 3aneyataH ¢ OpoMOOYTHIIOBA I'ymMeHa 3amyluajika M
anymMuHueBa kanavka. Beeku ¢rakon cbabpika 100 ml undysuonen pasreop. Haanmunu ca onakoBkH
ot 1. 5 vau 10 ¢prakoHa B KapTOHEHA KYTHS.

He BcvukHM BUIOBE ONMAKOBKM MOraT Aa ObaaT mycHaTH B npoaaxoa.

6.6 ChHneuHAJIHH NpeANa3HH MEPKH NpPH padoTa H H3XBBPJIsAHE

JleBasiokc MH(pY3HOHEH pa3TBOp TpAOBaA 1a Obae M3Mo/3BaH He3adaBHO (B paMKHUTE Ha 3 4aca) ciiell
nepdopalids Ha rymMeHaTa 3amnyluajka ¢ uea npeanaspaHe ot bakrepHaaHo 3ambpcsBaHe. He e
HEOOXO0MMO Mpe/ana3BaHe OT CBET/IMHA M0 BpEME Ha HH(Y3HS.

To3u nekapcTBeH NMPOAYKT € caMo 3a €1HOKpaTHa ynorpeoa.

PasrBopbT TpsOBa 1a Ob/jie BU3yaIHO MPOBEPEH Npeau npuioxkeHue. TpsadBa aa ce H3noa3Ba caMo ako
pa3TBOPBLT € OUCTDHP, 3€/IEHHKABO-XKb/T Pa3TBOP, NPAKTHYECKH 0€3 HAJTMYME HA YAaCTHLIM.

KakTo npu BCHUKH JIEKapCTBa, HEM3MOI3BAHUAT JIEKAPCTBEH MPOAYKT TPsAOBa J1a ce U3XBbPJIs B
CbOTBETCTBHE C MECTHUTE M3UCKBAHUA 3a OMAa3BaHE HA OKOJIHATA cpeJa.

CmecBaHe ¢ Apyru HHGY3HOHHHU Pa3TBOPM:
JleBaniokc HH(Y3HOHEH Pa3TBOP € CbBMECTUM ChC CJCAHUTE HHPY3HOHHH Pa3TBOPH:

- 0,9% pa3TBOp HA HATPHUEB XJIOPH/
- 5% rJ1H0KO03a 3a HHKEKLUH

- 2,5% pa3TBOp Ha rioKko3a B PUHrep
- KoMOMHHpaHU pa3TBOPH 3a NapeHTepalIHO XpaHEeHEe (AMHHOKHCE/IMHH, TJTH0KO3a, €JIEKTPOJIUTH).

Bxk. Touka 6.2 3a HECbBMECTUMOCTH.

1 MNPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

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

8. HOMEPA HA PABPEILIEHHUETO 3A YIIOTPEBA

Per.Ne: 20150117

9. JATA HA ITbPBO PA3PEIIABAHE 3A YIIOTPEBA/INIOAHOBSBAHE HA
PABPEIIEHHUETO 3A YIIOTPEBA

JlaTa Ha nbpBO pazpewieHue Ha ynorpeda: 09.04.2015
JlaTa Ha nocaeaHo noaHossade: 10.10.2019

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
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