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1. HME HA JEKAPCTBEHMS NPOXYKT

Jlepoxca 500 mg dprrmupann TabneTkn
Levoxa 500 mg film-coated tablets
2. KAYECTBEH H KOJIMYECTBEH ChCTAB

Bcesaka gunMupana TabneTka ChALpXKa aKTHBHO BelllecTRO nesoduiokcaruH (levofloxacin) 500 mg, karo
512,46 mg nesodnoxcanmn xemuxuapar (levofloxacin hemihydrate).

[ToMomIHo BelllecTBO ¢ U3BECTHO JelcTRAe:
Besaxa punmupana Tabnetka cpAbpka 7,68 mg nakToza MOHOXMApAT.

3a MBEIHMS CMUCHEK HA NOMOLIHHTE BEILIECTBA BIDKTE TO4Ka 6.1.

3. JEKAPCTBEHA ®OPMA

@unmupaHa Tabnerxa

Pozosu, ennncoBuaHH, ABOHHOHINbKHAMY TabieTKH, ¢ TeIMTENHA HepTa OT eJJHATA CTPaHa H MAPKHPOBKA
“L” ot mpyrara cTpaHa, ¢ pasMepH 8 x 16 mm.

TabneTkara Mooke na Obae pa3esieHa HA IBe PABHH NO3H.

4. KJIMHHYHA JAHHH

4,1 TepanesTrUHH NOKA3AHEY

Ilpu BR3pacTHY NeBOGIOKCAIHHE € NIpeHa3HaYeH 3a JieYcHHe Ha cleHuTe HHdeKHM (BK. To4ky 4.4
u5.1)

) OCTBp MUETOHEQPPHT H YCAWKHEHH HHPeKUHA HA DHKOYHATE MhTHINA (BXK. ToUka 4.4);
. XpoHudeH faKTepHaneH MPOCTATHT,
. HHXANATOpEeH 8HTPAKC: HPOQHIAKTHRA CAEH SKCAOSHIHA H nedeHne {Bx. Touxa 4.4).

Ilpn n3bpoennTe no-gony noxazanus Jleeokea TpaGea na ce M3MON3BA CAMO KOTATO C€ CUHTA 23
HEenoAXoAdma ynorpefdara Ha JPYTH aHTHOAKTEPHANHH CPeCTBA, KOUTO 00HYalHO ce NPenophYBAT 32
JIeUeHUe Ha Te3H HHGEKIHH.

ocTep BakTepHaneH CHHY3HT;
ocTpa exzauepbauus Ha XpoHH4HA 0O6cTpyKTHBHA GenoapotHa GonecT, BKIMIOYHTENHO OPOHXHT;
NIHEBMOHUA, NpugobHTa B 061IecTBOTO;

yCokHeHH HHQEKIMK HA KOKATa U MEKYMTE TEKAHK/YCIoxHeHH HHGeKnHMH Ha KoKaTa U KOKHUTE
CTPYKTYPH,

. HeyCIKHEH LUCTHT (BXK. Touka 4.4).

Tabnerxure neBodIOKCALIHH MOTAT CBILO J4d ¢€ H3MOA3BAT 3@ 3aBbPIIBAHE HA NeYelHHA
TIALMEHTH, KOMTO €A NMOKa3aaK nofobpeHKe ciell MbpPROHAYANIHA TePAallHi ¢ HHTPABEHO3
JAEBOMAOKCALHH.
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Tpabea na ce B3eMaT npeABHA OPHIHATHITE yKa3aHKA 3a ynorpeba Ha aHTHOaKTepHANHH CpeACTBa.
4.2 [do3ApoBKa H HAMMH HA NPHIOKeHHE

Tabnerkure nepodiokcauyH ce NpHEMaT eAHH HIIH JBA ILTH AHEBHO, JI03aTa 3aBHCH OT BHJA H TEXKECTTa
Ha HHGEKIHATA ¥ YYBCTBHTCIHOCTTA Ha [IPEANONaracMes NMaToreH.

Tabnetxknre neBoGIOKCAUME MOTAT CBINO JA C& H3MOIIBAT 3a 3aBbPLIBAHE Ha JTeYeOHUA KypC NPy
TIALMEHTH, KOMTO ¢4 TI0Ka3alH noao0penye cliell MbpBOHA4ANIHA TEPANHA ¢ HHTPABEHO3HO NPHNOXKEH
NeBoGokcauH; NEPOPANHNTE H napesTepansHt $hopMu ca 61OSKBUBAIEHTHH B MOTAT fia CE PHIAraT B
eIHH ¥ ChIUH JO3H.

EOSHQOBK&

IpenoppyBar ce creaHuTe RO3H 32 NEBODNOKCALMH:

Ho3upoexa npu nayuenmu c Hopmaana Gvbpeyna @yukyua (kpeamununos upsne > 50 ml/min)

Moka3zanne dueBHA 1032 IIpoaAbLIKATETHOCT HA
(B 3aBHCHMOCT OT TEXKECTTA Ha fredenHeTo’
HHpEKIMATA) (B 3aBHCHMOCT OT TEXKecTTa

Ha HHQEKUHATA)

OcTbp OaKkTepHaNeH CHHY3HUT 500 mg eqHOKpaTHO JHEBHO 10-14 ngun

Octpa ex3zauepbalng Ha 500 mg eqHOKPATHO JHEBHO 7 -10 gan

XpOHHUEH OPOHXHT

HeycnoxHeH UHCTHT 250 mg eaHOKPATHO THEBHO 3 aHH

IprgoduTa B 00mecTsoTO 500 mg egHH WK ABa 0bTH OHEBHO | 7 -14 nHH

MHEBMOHNSA

uencuedpdt 500 mg eZHOKPaTHO AHEBHO 7 -10 gau

VYenoxHenn HHEKUHH HA 500 mg ez HOKPATHO JHEBHO 7 -14 pan

OT/IENINTENTHATA CHCTEMA

XpouuveH GakTepHaIeH 500 mg eqHOKPATHO JHEBHO 28 nuu

OPOCTATHT

Venoxnenu sHdeKUHH HA 500 mg eauH KIH ABA TBTH AHEBHG | 7 -14 quu

KOKAT4 i MEKHTE ThKAHH

HHxanaTopeH anTpaxc 500 mg eqHOKpPaTHO AHEBHO 8 cemmunu

TpoxbIKUTENHOCTTA Ha IEYEHHETO BKTIOYBA HHTPABEHO3HO U MEPOPATHO PHIOKEHRE NeUeHHe.
Bpemero, HeoOxoMMO 33 NpeMuUHABAHe OT HHTPABEHO3HO HA MEPOPANHO IeYeHHE 3aBUCH OT KIMHHYHATA
CHUTyalUs, HO OOHKHOBEHO € 2 710 4 IMM.

Creyuarny nonyiayuu

Hayuenmu ¢ napywena tubpeuna Qyuxyus
Ipu nayuenmu c xpeamununos xaupvuc <50 ml/min dosuposxama mpsbea da Gvoe cvolipazena cve
CredHama cxema

PewxuM HA No3Hpane
250 mg na 24 uaca 500 mg na 24 9aca 500 mg Ha 12 uac
KpeaTusnHoB ITepronavanya josa: IIEpBOHAYaNHa 034 Hspaonaﬁﬁ%%§ -
KIHPLHC 250 mg 500 mg 500 m JSEHJP
50-20 mi/min Cnea xoero: Cren Koero: oS B AN
125 mg/24 u. 250 mg/24 4. Al & -
2
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19-10 ml/min Cnen xoeto: Cnen xoero: Caexn xoeto:

125 mg/48 u. 125 mg/24 u. 125 mg/12 u.
< 10 ml/min Cnepx xoero: Cnen xoeto: Cnen xoero:
BKJL. XeMOZTHAJIH34 U 125 mg/48 4. 125 mg/24 . 125 mg/24 .

CAPD*

*He ce Hanara NpUnaraH€e Ha AOMBIHUTE/THH JO3H ClleX XeMOIHANM3A HIH TIPOXBDKHTETHA
am{ynaropHa neputoHearHa guanuia (CAPD)

Yepeoena ueprnoopobra dyuryus

He ce Hanara xopHripase Ha Jo3aTa NpH NalUMeHTH ¢ YBpeAeHa YepHoApoOHa PYHKIHS, Thil KaTo
nesodnokcannH He ce MeTaboNHINpa B 3HAYHTENHA CTENEH B 4epHHA Ipob, a ce eKCKpeTHpa OCHOBHO
ype3 GrGpenuTe.

Ionynayusa ¢ cmapuecka gvapacm
He ce nanara kopekuus Ha 103MpOBKATa, OCBEH B CIydaHTe Ha HapyuieHa 6b6peuna byHKmHA (BXK.
TouKa 4.4 ,,TeHAUAUTH H pyNTYpa Ha CyxoxXunua” # ,,Y xpixasane Ha QT wHTepRana”™).

Heduampuuna nonyrayus
[punoxennero Ha neBodnoKcalMH € NPOTHBONOKA3AHO NPH AELA H IOHOIOH {BX, Tovka 4.3).

HauWn Ha Dpriokenne
Tabnerknre nepodokcaln ce npueMar Leny, O3 1a ce ALBYAT ¢ JOCTATEYHO KOJTHYECTBO TEUHOCT,

TabnetkuTe MoraT aa ce pazfeNaT No AeTHTENHATA YepTa ¢ el afalTHpane Ha JO3MpoBKaTa. [IpremMar ce
MO BpeMe Ha XPaHEHE HIIH MEXKy XpaHeRHATa,

JleBotpnokcauus TabneTkn TpAGEa na 6baat npHeMann Hali-Manko 2 yaca Mpeau WiH ¢iel TIPHeM Ha
TPOAYKTH, ChALPKANIHE XKe/IE3HH ¥ IIHKKOBH CONY, MAarHe3ni WM anyMYHHH ChIbpKaLlK aHTHALMAY HTH
AHAAHO3HH (Cam0 ARAaHO3HHOBH NPOAYKTH, B ChCTaBa HA KOHTO BiM3aT Oybepupaniy cpeicTsa,
CBABPKALIH ATYMHHHH Wiy Marne3ui) U cykpandar, el KaTo T€3H NPOAYKTH MOTAT [ HAMANAT
abcopOumaTta My (Bx. Touka 4.5).

4.3 TIIpoTHBOHOKA3AHMSA
JlepognokcanuH TabNeTKy He TpAOBA 1a ce H3NOM3BAT:

. [IPH NAHEHTH, CBPBbXYYBCTBHTE/IHN KEM JIeBOGNOKCAIME HH APYrH XHHOJNOHH WIH KbM HAKOE OT
NOMOLIHATE BEINECTRA, H3OpoeHH B TOuKa 6.1;
[P NALHERTH C eNKICNCHS;
NIpH NalMeHTH ¢ aHAMHEe3d 33 CYXOXUIHA YBpeXaHusd, CBLP3aHA ¢ NPHIArane Ha
¢$NyOpOXHHONOHY;
TIPH AeLa KM IOHOIIH;
10 BpeMe Ha OpEeMeHHOCT;
NpH KBPMaYKH.

44 CroenmajJHu npeAynpesxIcHHs H IPEANA3HA MePKH NPH ynoTpe6a

Vnorpebarta Ha nepodnokcavH TpabBa aa ce H30ATBA IPH MALMEHTH, KOKTO Ca HMAIH CEPHO3ZHH
HeXeNaHH peakUWy B MMHAIOTO NPH YoTpeba Ha MPOAYKTH, ChABPKAIM XHHONOHH MK
¢dayopoxuHonoHH (Bx. Touka 4.8). Jleuennero Ha Te3u naiueHTH © JeBodUIOKCALHH TpaOBa 4 ce 3
CaMoO NpH THICca Ha a1TepHATHBHK BB3MOXKHOCTH 34 JIEUEHHE U Clie]i BHHMATENHA OLIEHKa Ha
CHOTHOHIEHNETO NO3a/PHCK (BX. CBII0 Touka 4.3).

NOQS

.
+

o RS & e
\" ., 20220705



Puck om pesucmenmnoem

losiaMa e BEpOATHOCTTA METHIMITHH-PE3UCTEHTHHTE 5. gureus 1a NPUTEKABAT KO-PE3HCTEHTHOCT CIIPAMO
dnyopoxuHOTOHH, BRIIOYHTENHO NeBodIokcanud. [To Ta3u npHuwHa, NeBOhIOKCALMH HE Ce Ipenopbhusa
3a IeYeHME Ha 0Ka3aHH HIH noao3upany MRSA rudexium, 1okaTo nafopaTopHUTE Pe3YNITATH HE
NOTBEPAAT YyBCTBHTEIHOCTTa HAa MHKPOOPTaHHIMHTE KBM NIeBO(IOKCALMH (H B ciyya#, ye obuvaiinuTe
NPENOpBLYUBAHY aHTHOAKTEPHANHH CPECTBA 3a JiedeHHe Ha Radekunu, npuunHen ot MRSA ca
HETIOEXONALIM ).

JlerodmokcarH Moke 1a C& H3NOJI3BA 32 IEYEHHE HA OCTHP DaKTepHUalleH CHHY3HUT M 0CTpa ex3aieparus
Ha XpPOHHYEH OPOHXUT, aK0 Te3H HH(eKIHH ca NIPABMIEC JRArHOCTHIIMPAHH,

Pe3ncreHTHOCTTA Ha E. coli (Hali-uecTHAT NaToreH, MpHYHHABALL HHQEKIHH HA MHKOYHHTE IYBTHILA) KbM
(myopoxuHONOHH BapHpa B paMKkuTe Ha EBponelickus cuios. [Ipu peanuceane ce npenopnyea aa ce
B3EMAT NpeIBU IOKANTHKTE JaHHHU 33 pa3spoCcTpaHeHHe Ha Pe3UCTEHTHOCT Ha E. coli kM
(IyopoXHHONOHH.,

Huxanamopen anmpaxc

Vnotpebara npu xopa ce 0OCHOBaBa Ha in Vitro JAHHUTE 33 YYBCTBHTENHOCT Ha Bacillus anthracis v Ha
eKCNepHMEHTATHNTE JAHHH PLDXY XKUBOTHH 3ae/JHO C OTPAHHYEHH JaHHH IpH Xopa. TIpu neyeHneTo ce
CNIA3BAT HALHOHANHUTE H/MITH MEXIYHAPOAHH KOHCEHCYCHH JOKYMEHTH MO OTHOLICHHE Ha Ne4eHHEeTO Ha
aHTpaKC.

Ilpoowadicumenny, UHEATUCUSUPAWU U NOMEHYUATHO HEOBPAMUMU CEPUOIHU HENCENARY TEKaPCMBENY
pearxyuu

Cro61iaBa ce 338 MHOTO peJIKH CTYYaH Ha IPOABDKHTENHN (POIbIKABALIH MeCelH MK COLHHH),
HHBATTHAM3IUpALIY A TOTEHIMANHO HeoOpaTHMU CEPUO3HK HeKeNaHH JeKAPCTBEHH PeaKI¥H, 3acATali
PasMHYHH, NOHAKOFA MHOIO CHCTEMH B OpPraHusMa (MyCKYJTHO-CKENETHA, HEpBHA CHCTEMA, NICHXHKA H
CETUBHH OPraHu) MpH MalHEeHTH, TOIyJaBALIM XMHOIOHH H GIYOPOXHHOIOHH, HE3aBUCHMO OT TAXHATA
BB3pPacT M Beue ChINECTRYBALHTE PUCKOBH taxToph. Jlepodnoxcarun Tpadea Aa ce cnpe He3abaBHO nMpu
TBPBHTE NPH3HALM WIH CHMNTOMH Ha BCAKA CEPHO3HA HEMKEJIAHA peakilis KaTo TauHeHTHTe TpAGBa 1a ce
IIOCHBETBAT /I3 C€ CBBPYKAT C TEXHH JieKap, Npelmuca 1eKapcTBOTO, 3a ChReT.

Tendunumu 1 CyxoXCuwIHY PYRmMypu

TeHnMHWUT ¥ pa3KbCBaHe HA CYXOXKHIHE (M0-CNEUHAIHO AXHIECOBO CYX0XKHIIMeE, HO 03 1a Ce OrpaHHdaRa
camo A0 Hero), NOHAKOra ABYCTPaHHO, MOXKe Ja C€ MONYYH OlIe B PAMKHTE Ha 48 yaca OT 3amouBade Ha
JIEHERHETO ¢ XHHONOKH # QIyOPOXMHONOHH KaTO HMa CHOOIIEH A 32 TAKHBA, PA3BHIIM Ce JODH J0
HAKOJIKO Mecela CNef MpeKpaTaBaHe Ha Te4eHHeTo, PHCKEBT OT TEHAHHHT H pa3sKbeBaHe Ha CYXOXKHIME ce
NOBHINABA NPH N0-BB3PACTHM NAlHEHTH, TIPH NALKEHTH, KOHTO IpHeMaT AHEBHH 1034 NeBO$NOKCALMH OT
1000 mg, manuenTy ¢ 6p6GpevHO YBpexaaHe, NANHEHTH ¢ TPAHCIUTAMTHPAH CONHACH OpraH U TAKHBA,
NIeKyBaHH CHITBTCTBAILO C KOPTHKOCTEPOHAH. [1o Tasy NpriHHA ChIBTCTBAILATA YoTpeha Ha
KOPTHKOCTEpouAH Tpa0Ba Aa ce nibarea.

IIpyn OBEPBHA MpHU3IHAK HA TEHAHHHT (Hanp. (oNe3HEHO NOAYBAHE, Fh3NIANCHHE) JICHEHHETO ©
nesodiokcayH TpabBa Ja ce MpeKpaTH 1 Ja ce OOMHCIH anTepHATHRHO NeyeHHe. 3aceTHaTHAT(TE)
kpaiinuk(uM) Tpadea na 6bae{ar) nexysan(u) Mo NOAXOAAM HA4YHH (Hanp. obesaprxeane). He Tpabsa ga
CE H3MON3BaT KOPTHKOCTEPOHAH, KO Ce MOFRAT NPHIHALM Ha TEHAHHOIATHA,

HTayuenmu 8 cmapuecxa sv3pacm
[Tpu naupenTn B CTapuecka BB3PacT JHCBHHTe A03K TpAOBa Ja ObAAT KOPHIHPaHH CHINACHO KITHPBHCA HA
KpeaTHHHHA (BxK. TouKa 4.2). [Ips Te3n nanuenTy ce H3HCKBA BHHMATENHO MOHHTOPHpaHE NPH

Ha3HauyaBaue Ha JeBOQIOKCALHH.
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Clostridium difficile-cevpsano 3abornsane

Hunapns, ocoGeHo ako e Texka, YNOpHTa H/HIM ¢ KbPBAaBH MPHMECH, TIO BpEMe Ha HIIH Clie]] IeUeHAE C
NepodaokcalHH {BKIIOYHTENHO HAKOJIKO CEIMHALM el IEYeHHETO), MOXe Ja Gble CHMIITOM Ha
Clostridium difficile-cebp3ano 3abonasane (CDAD). Texxectra Ha CDAD BapHpa 1o CTEIEH OT JieKa 0
KHBOTO3aCTpalllaBalla, KaTo Hal-Texkkara ¢opma e nceegoMeMOpaHoseH KonuT (Bx. Touka 4.8). ETo
3alM0 € BaXHO Ta3H JHATHO32 4 C€ HMa NpeJBA/ NPH MALIHeHTH ¢ NI0ABa Ha TEXKA THAPUS 10 BpeMe HIH
clien edeHne ¢ neBodiokcaudH, [1pu cbMHenne WIH NOTBBpxJeHHe 3a CDAD enHara Tpadea na ce
npexpaty ynotpebata Ha neeouiokcaiuy H He3abaBHO Aa ce 3amOYHe MoAxoaqma Tepanna. [Ipu Takasa
KIIHHHYHA CHTYAl[HS Ca IPOTHBONOKAa3aHH 3a ynoTpeba MPOyKTH, KOHTO IIOTHCKAT NEPHCTATHKATA.

Tayuenmu npedpasnonoscenu KoM 2bpuose

XHHOJICHHTE MOTAT []a IOHHXAT 'EPYOBHA Mpar H TOBa Aa foBeje OO0 NpHNageLy. JleBodnokcaiyH e
[IPOTHBOMOKA3aH NPH MallUeHTH ¢ aHaMHe3a 3a eNHJIeNcHi (BxK. ToYKa 4.3) 1 KaKTo APYrUTe XHHOAOHH,
TpAOBa Ja ce H3I0J13Ba ¢ NOBHINEHO BHUMaHHe NPH NAUMEHTH, NPEIPasnoNoKeHH KbM MEPYOBE HIIH
€IHOBPEMEHHO ¢ AKTHBHY ReNIECTBA, KOHTO MIOHWKABAT THPYOBHS Npar, KaTo TeoHIHH (B, Touka 4.5).
B cnyyaii Ha KOHBYJICHBHH I'bp40Be (BX. TouKa 4.8), nevueHueTo ¢ reBodnokcauut Tpa6sa aa ce
NpPEeyCTaHOBH.

Tlayuenmu c deguyum na emoro3so-6-ghocham dexudpozenasa

IMaumenTHTE € NATEHTHH HIN H3ABSHH Ae)eKTH B AKTHBHOCTTA Ha ITI0K030-6-docthaT AexHaporeHa3arta
MOraT A MpOoABAT CKIOHHOCT KBM XCMOJIHTHYHH PEaKINH IPH JEYECHHE ¢ XHHOJIOHOBH aHTHﬁaKTepHaJ'IHH
cpencrea. [IpH npunarade Ha JieBodIOKCAIIHH MPH TESH MALHEHTH TpAGBA Ja ce H3BLPIIBA BHHMATENHO
MOHHTOpHpaHe, 0CobeHO 33 MOABA Ha XEMOIH3A.

Ilayuenmu ¢ 6vbpeuno yapexcoane
JleBogrokcallH ce eTHMAHHPA NPeIHMHO upe3 OBE0pellTe, MOpaIH KOeTo NpH NaHeHTH ¢ 6b6peyunn
HapyIIeHHA e HeoOX0aUMO 03aTa Aa ¢e Kopurupa (Bx. To4ka 4.2),

Peaxyuu na cepvxyyecmsumennocm

Jlerodnokcannu Moxke Oa MPHYAHH CEPHO3HH, IOTEHLMANHO ¢aTalHi PeaKIHH HA CBPBXYYBCTBUTEMHOCT
(HanpuMep aHTHOEAEM A0 aHAGMIAKTHYEH IMOK), KOATO NMOHAKOra HACTRIBAT C/iell HAYANHATA 038
(Buxre Touka 4.8). ITanuenTnTe TpaOBa He3a0aBHO Ja MIPEKPATAT NEUSHHETO H Ja C& CBhPMKAT C
JIEKYBaIllHA CH JIEKap MIH ¢ Jekap oT Obp3a MOMOII, KOUTO Liie NPHIOKAT CHOTBETHHTE CHOSINHH MEPKH.

Tearcku KOXHCHY HENCERAHY PeaKyuL

TexKH KOKHA Hexenann peakii (SCARS), sxmoypainy TokcH4Ha ennaepmanrsa Hekpomusa (TEN:
M3BECTHa oule Kato cuHapoM Ha Lyell), cuaapom Ha Stevens Johnson (SJS) u nexkapcTBeHa peakuus c
eo3unoduams 1 cuicremuy cuMnTomu {DRESS), xouTo MOje a ¢a )KMBOTO3ACTPALIARALIH HITH C NETANCH
H3X0], ce choOlnaBaT BEB BpB3Ka ¢ ynorpebata Ha neBodtokcanH (Bx. Touxa 4.8). [Ips npeanucaaneTo
Ha JIEKapCTBEHH: MPOAYKT NalMeHTHTe TpsbBa Ja ObjaT HHGOPMAPAHH 3a MIPU3HALMTE M CHMNTOMHTE Ha
TEKKH KOXKHH Peakltii H Ja GbIaT HaOmoaaBaHy ¢ MOBHIIEHO BHEMaHHE. AKOQ C& TIOABAT NPH3HALH H
CHMNITOMH, [IOKa3aTeIHH 3a Te3H peaKkiiH, IPHIoKeHHeTo Ha NeBodiokcauny Tpabpa Hesabasno ja ce
ApPeyCTAHOBH H Ja ¢ 0OOMMCIH anTepHATHBHO NEYeHHe. AKO MALHEHTHT e PAa3BH/ CEPHO3HA PEeaKlns,
kato Hanpumep SIS, TEN nau DRESS npu ynotpebaTa Ha neBodokcalliH, JieyeHHe ¢ IEBO(IOKCALHHA
He TpabBa fa ce 3amo4YBa OTHOBO NPH TO3H ALHEHT.

Hucanuxemun
KaxTo npH BCcHYKM XHHOJOHH, C& ¢hoOlllaBa 3a HApPYIIeHHd B HUBAaTa Ha KphBHATA 3aXap, BKIIOYBALIH,
KAKTO XHIOIJIHKEMHS, TAKa H XUMepriukemMus (BK. Touka 4.8), obukHoBeHo npu AHabeTHLH

HHCYIHH. ChoOIaRaHH ca Ciy9aH Ha XHIONTHKEMHYHA koMa. [Ipenopeusa ce BHHMA
npocieasBane Ha IMTIOKO03aTa B KPLBTA IIPH MalHeHTH ¢ Juaber.
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IIpednazeane om ghomouyecmeumenrocm

I1pn nevyenne ¢ neBodnokcaiyu ¢ Habmoaapana gorouyscreuTentocT (Bx. Touxa 4.8). C men
npennaspade oT GoToceHCHOMNN3ALMS IO BpeMe Ha JledeHHeTo ¢ neBodumokcanyn W 48 vaca cnex
MNPCKPATABAHCTO MY CE TPENOPBUBA MANCHTHTE Ja HC CC H3laraTt HEHYXKHOQ Ha CHJIHA CITbHY¢Ba CBETIITHHA
HIH Ha M3KycTBeHH UV byl (HampUMep yITPaBHONETORA JIAMIIA, COJIAPHYM).

ITayuenmu na nevenue ¢ anmazonucmuy na eumamirn K

INopanu BB3MOXKHO NOBHINABAHE HA NMOKa3areauTe 3a koarynaius (PT/INR) w/umm yobmkapane Ha
KbPBEHETO NIPH NALHEHTH, EKYBaHH C TEBOGUIOKCAIHH B KOMOHHALIMA ¢ AHTArOKHCTH Ha BHTaMHH K
(manpumep BapdapHH), NOKA3aTENHTE 33 KOATYJIAMA TPACRA a ce MPOCNeAsBAT NPH SAHOBPEMEHHO
NMpHIIOKEHHE HA Te3H JIeKapcTea (B, Touka 4.5).

Hcuxomuunu peaxyuu

IMpH nauKenTH, PHeMalllH XHHONOHH, BKJ. JieBoduokcanuH, ca HabmoaaBaHH NCHXOTHYHH peakiliu, B
MHOTO PEAKH CIy4aH Te OPOTrPECcHpPAT A0 CYHUMAHH MHCITH H TOBeIeHAe, IOHAKOTA JOPH Clied MpHJaraHe
Ha €HOKpAaTHA 1032 NeBodokcanyH (Bx. Tovka 4.8). B cnyvail, ye manHeHTHT paseHe NOA0OHH
peaxiuy, NIpHEMET Ha JeBodaokcaIH TpAORa Ja ce IPeyCTaHORH H JIa ce MpeAnpHeMaT MoJXORIu
mepkH. [IpenopryBa ce NoBHIIEHO BHHMaHHE, ak0 JeBOQIIOKCAlHH C€ MPHIIAra MPH IICHXOTHYHK
MallMEHTH HIH TIPpH TIA0HEHTH ¢ aHaMHe3a 32 [ICHXHYHH 3a00/5BaHHA.

Yowvaxcasane na QT unmepeana

BHHMaHHe e H3HCKBA MPH IPHIOKEHHE Ha (PIyOPOXHHOIOHHN, BKJI. IEBOGIOKCALIHH, IPH NALHEHTH ¢

PHCKOBH (akxTopu 3a yabiokaeade Ha QT nuTeppana, KaTo HampuMep:

. BpOAeH cuHapoM Ha yaemkeH QT uatepsan;

. €AHOBPEMEHHO IPHICKEHHE C IEKAPCTRA, 34 KOWTO € H3BECTHO, Ye yaskapar QT HHTepBana
(Hanp. aHTHApHTMHIH Kiac [a 1 III, TPHOUKIHYHN aHTUAETIPECAHTH, MAKPOIHAY, AHTHIICHXOTHLIM).
HEKOPHTHpaH €N1EeKTPOIHTEH aucOananc (Hanp. XUMOoKanueMusi, XHIIOMarHe3HeMns );
CEPACHHO-CBAOBH 3a0074BaHHA (HaNp. ChpleyHa HEAOCTATHYHOCT, MH(ApKT HAa MHOKAp/a,
Opaaukapnus).

IManuenTH B cTapyecka BB3pacT H JKEHH ca N0-1YBCTBUTENHH KEM CPEACTBA, KOMTO yaBmxarat QT

HMETEPBad, IOpajH KOETO Ce HIHCKBA [TOBHIIEHO BHHMAHKe, KOraTo MpH Ta3M NOIyJialus NauueRTH Ce

H3N0/3Ba JeBodaoxcauun (Bx. ToukH 4.2 [Tayuenmu 8 cmapuecka evzpacm, 4.5, 4.8 u 4.9).

Hepugepra nesponamun

CrobimaBa ce 3a ciy4aH Ha CEH30pHA HWIHM CEH30MOTOPHA MOJMHHEBPONIATHS, BOASIUH [0 TAPECTE3HH,
XHINOSCTE3MsA, JHICCTE3HA WIH c1aboCcT NPH NANHEHTH, MPHEMAIIH XHHOMOHH H (IIyOpOXHHONOHH.
IMauuenTuTe, KouTO NpHEMaT NeBodaokcal#H, TpAGBEa 1a OHAAT NOCHBETRAHH Ja HHGOPMHpAT CBOS
JeKap, Ipefid Aa NPOALIIKAT NeMeHHETO, KO Ce IOABAT CHMIITOMH HA HEBPONATHd, KaTo 60nkKa, ycemane
3a napese, MpaByuKaHe, H3TpbNBaHe HIH cafocT, 3a Aa ce PeJOTBPATH Pa3BHTHETO Ha MOTEHIIAATHO
HeoOpaTuMo 3abonapase (BX, Touka 4.8).

XenamoGunuapnu napyuenus

Cry4an Ha 9epHoApoOHA Hekposa Ao diatanHa 4epHoApobHA HEROCTATEYHOCT Ca JOK/IAIBAHH C
neBoIOKCaLMH, IpeJUMHO IPH [ALMEHTH C TeXKH ChIBTCTBALTH 3a00/I9BaHUSA, HAp. CETICHC (BK.
To4ka 4.8). [lanmenTrTe TpA6Ea 1a 6BAAT MOCEBETBAHM Ja TIPEYCTAHOBAT JICUECHHETO H Aa C& CBBDPKAT ChC
CBO# JIEKAp, aKO ce MOABAT NPH3HAIM M CHMIITOMH HA YepHOAPOOHO 3ab0onsaBane, KaToO aHOPEKCH, HKTED,
TEMHA YpHHA, Ceplex WK DONEe3HEeH KOpeM.

OBocmpane Ha MUQCMEHUA 2PABUC
DITyOopOXHHONOHHTE, BIITFOYHTENHO JeBodNOKCALHH, IPHTEXABAT HEPBHO-MYCKYIHH 611
AeHicTBHE U MOTaT Ja 00OCTPAT MyCKYJIHATa C1aboCT NPy NAaUHEHTH C MHACTEHHUS TPaB
NOCTMAPKETHHIOBH MEPHO NPH NALMEHTH ¢ MHACTEHHA TPARHC el ynoTpeba Ha ¢
HabnonaBaHu cepHO3HH HEXENaHN PEaKIiH, CRBP3aHN C NPHIMKEHHETO HM, BRITIOUH
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cIy4aH H HeoOXoaUMOCT 0T MoAmoMAaraHe Ha AHINaHeTo. JleBodIOKCalMH He Ce Mpenophusa 38 ynoTpeba
NpH NMANMeHTH ¢ aHAMHe3a 32 MHACTEHHA FPaBuC,

3pumennu Hapyulenus
AKO ce HabMOAABAT YBpEKIAHE HA 3PSHAUETO WIIH HAKAKEM e(eKTH BEPXY OUMTE, AIMERTHTE Tpadna Aa
Ob1aT KOHCYNTHpaHH He3a0aBHO OT CIEIHATHCT N0 04HH GonecTH (BX, Touku 4.7 1 4.8),

Cynepunhexyus

VYnotpebara Ha neBogIokcally, oco0eHO aKo e MpOIB/KHTENHA, MOKE 14 AOBELE A0 CBPHXPACTEXK Ha
HEYYBCTBHTEJIHH OPTaHH3MH. AKO 110 BpeMe Ha JIeYCHHeTo Bb3HUKHE cynepHHpeKuns, Tpalea na ce
B3eMAT NOAXOAALIH MEPKH.

Bausnue evpxy nabopamoprume uzcredeanus

IlpH nanuenTH, NeKyBaHH ¢ JICBOGIIOKCAI[HH, ONpelesHETO Ha ONHATH B YPHHATA MOXKE Ja NOKaxe
bannIABO-TIONOXATENHH PE3YITATH H Ja ce HAJIOXW NOTBLPAKAABAHETO HA MONYYEHHTE MO3HTHBHH
pesyNTaTH OpH TecTa ¢ To-CHelnd<HA MeTOIH.

JleBodokcaruH Moxe Aa HHXHOUpa pactexa Ha Mycobacterium tuberculosis u cneloBaTenHo Moke 1a
Aane GanuHBO OTPHIATETHH Pe3yATaTH NIpH baKTepHONOrHYHA AMArHOCTHKA Ha Ty0epKynosa,

Anespusma u Qucexayus Ha QOPMama u pezypPumalus/HedoCmante e HoCm HA CopOeYHUMe Kianu
EnuaeMHONOTHYHHTE Npoy9BaHHA MOKA3BAT MOBHIICH PHCK OT AHEBPU3MA M TUCEKAlUA Ha a0pTaTa,
oc00€HO NpPH MAlMEHTH B cTApYeCcKa BB3pacT, KAKTO H OT peTyprUTallis HA A0PTHATA M MUTPANTHATA Kiana
cnen ynotpeba Ha duyopoxuuononHd. CroblIeHn ca cnyyad Ha aHeBpU3Ma H JHCEeKANMS Ha 40pTara,
TIOHAKOra YCNOKHEHH NOpaidl pasKbcBane {BIIOUHTENNO ¢ NeTaNeH HIXoR)
perypruTauia/HefoCTaTbYHOCT Ha HAKOH OT ChPAEYMHHTE KNANH NpH TAlHEeHTH, IpHEMaLlH
¢dayopoxuHonony (Bx. Touka 4.8).
Creposatenno dnyopoxunononuTe TpabBa Aa ce W3NONIBAT CaMO ¢Te]] BHUMATENHA OlEeHKa Ha
CHOTHOLIEHHETO TOM3a/PHCK U Ciiej 0OMHACIIAHE Ha APYTH TEPaneBTHYHA Bb3MOXHOCTH IIPH NAUHEHTH C
MOMNOXKATENHA (haMHITHa AHAMHE3a 3a AHEBPU3MA HITH BROAEHO 3a00/IABaHE HA CHPISYHHTE KIAMH, HIH
TIpA NALHeHTH, JHATHOCTHUHMPAHH C NPeAIIecTBalla AHEBPH3Ma H/H/IH THCEKAIIHA Ha aopTaTa HiTH
3afoNsgBaHe HA CEPAEYHATE KNAMH, HITH PH HANMYKE HA OPYTH PHCKOBH GakTOpPH HIIH 3a00/9BaHHA
Tpepa3nonaramm
- KaKTO 3a aHeBPH3IMa, TaKa M 34 AHCEKalMs Ha a0pTaTa U 32 PerypruTaiuds/HeJoCTaTEYHOCT Ha
ChpZAeYHHTe KNANH (Hanp. HapyLmeHuA Ha CheJHHUTE/THATA ThKaH, Hanp. CHHApoM Ha Marfan win
cunpoM Ha Ehlers-Danlos, cusapom Ha Turner, 6onect Ha Behcet, xunepronus, peeMaToueH
apTpHT, HIH JOTMBIHHTETHO
- OPH aHEBPHU3MA H IHCEKAlHd HA aopTaTa (Hanp. ChIOBH HapylIeHHA, Hanp. apTepuut Ha Takayasu,
THraHTOKJIETHUEH apTEPHUT, KAH H3BECTHA ATEPOCKIePO3a Wi CHHApoM Ha Sjogren), une
JTOMBIHATENHO
- IPH perypruTalHg/Hea0CTATEYHOCT HA ChpAEUHHTE Kianu {Harp. HHpeKuuo3eH eHA0KapaNT).
PHCKBT OT aHeRpH3IMA N IHCEKALHS HA A0PTATA U THXHOTO PA3KLCBAHE MOKE ChUIO Ad CC NOBHINHY TPy
MAalHEHTH, JIEKyBaHH C¢IHOBPEMEHHO ChC CHCTEMHH KOPTUKOCTEPOHAM.
ITpH BHezanHa Gonka B KopeMa, TPBAHAA KOII HAH repla nalHeHTuTe Tpa0Ra Ja ObaaT DoCEBETBAHH Aa
ce KOHCYATHPAT He3alaBHo © AeKap B CTICIHO OTAENeHHE.
ITauyenture TpA6Ba N2 OLAAT NOCHBETBAaHH [a NOTEPCAT He3a0aBHO MeHIMHCKA NOMOLL B Cydali Ha
0CTpa JHCITHes, N0ABa Ha chpllebHeHe (aTTHTALNK) HITH PA3BUTHE Ha OTOK HA KOPEMA HITH OJIHHTE
KpaliHALH.

TloMomuy BelecTBa

Jlaxmosa
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TlaupeHTH ¢ peikH HAaCIEACTBEHH NpobleMu Ha HEMOHOCHMOCT KBM T&laKTO3a, MbJIeH JIAKTa3eH JeHLHT
HJTH NIOKO3HO-TalakTo3Ha Manabcopbuus He TpA0Ba Ja IpHEMAT TOBA JIEKAPCTBO.

Hamputi
Topa nexapcTBo chABpP:Ka No-Manko oT 1 mmol gaTpuii (23 mg) Ha duiMupana TabreTka, T.e. MOKE Aa ce
Kaxe, Je MPaKTHYSCKH He ChABPKa HATPHH.

4.5 BzammopeiicTBAe ¢ APYrH NeKADCTBeHH NPOXYKTH H APYrH GOPMH Ha BIaEMoJelicTEBHe

Buuguue Ha Apyry axTHRHY BellecTBa BbPXY Aegodaoxcanuu

Teopunun, enbyen uru nodobuu HCIIBC

ITpu kiHHHYHO NpoyuBaHe He ca HabnonapaHH PapMAKOKMHETHYHH B3aHMONEHCTBHI MEXKAY
NeBodutokcanH H TeoUIHH. Bee nak € BB3MOXKHO J1a HACTHITH H3PAa3eH0 CHIKABAHE HA ThPYOBHA npar
IIPH €NHOBPEMEHHO NPHIOKEHHE HA XHHONOHH H TEOQHITHH, HECTEPOHHE [TPOTHBOBLINATHTEIHE
JIeKapcTBa HIH JPYTH CPEACTBA, KOUTO NOHIKABAT MPYOBHA IIpar.

KoHneHnTpauunTe Ha ieBodokcalsH ¢a ¢ okono 13% no-BucokH npu HanudHe HA GenbydeH, oTKOIKOTO
TIPH CaMOCTOATENTHO TIPHIIOKEHHE,

Ilpobeneyud u yumemuoun

IMpobenenns 1 UAMETHINH HMAT CTATHCTHYECKH 3HAYHM edieKT BbPXY eTMMHHHPAHETO HA
neBodiokcaly. BrOpeuHHAT KIHpEHC Ha IeBOIOKCALMH ce TOAMXKaBa oT UHMeTHauH (24%) n
npobenenun (34%). ToBa e Taka, 3al0TO H JBETe NeKapcTBa MoraT Ja Gnokapar 6s0peunara Ty6ynHa
cekpenus Ha neroduokcanuH. Benpexn Topa e ¢abo BEposTHO CTATHCTHYECKH 3HAMHMHTE KHHETHYHH
Pa3NHKY NP H3CTEABAHUTE B MPOYYBAHETO AO3M Ja HMAT KINHHYHO 3HAYEHHE.

HeobxoauMo € MOBHIIEHO BHUMAHHAE, KOTaTo IeBo(hIOKCAIIHH Ce MpHiiara ¢JHOBPEMEHHO ¢ IEKapCTBa,
KOHTO HMAT edekT BrpXy Tybynnara 660pedna cekpenus, kaTo npoGeHenua H WHMETHAHH, ocoGeHo npH
nanpeHTH ¢ Ob0pedHo YBpeKaaHe.

Kene3nu cony, YuHKOBU COML, MAZHEIUN WU AIYMUNUE CoOBLPXNCAUU aHmuayuoy, Oudano3un

Y cBosBaHETO Ha JeBOJIIOKCALIHH ce HAMAAB2 3HAYNTEHO NPH ENHOBPEMEHHOTO IPUIIOKEHHE HA
neBodoKkcaluH TabneTKH ¢ KeNe3HH COMH, AHTHALHIMN, ChABPIKAIIH AMYMHHEH WK MarHe3nii nim
OHAAaHO3KH (caMo NpoAYKTH Ha AMAAHO3HH C 6y(epHH areHTH, ChIBPXAIM aNyMUHUN HITH MaTHE3uit).
ITpu eaHoBpeMEHHOTO NMPHIOKEHHE HA GIYOPOXHHONOHH € MyJTHBHTAMHHH, ChIBPXKALIH LHHK €
BB3MOXKHO NepopanHaTa UM abcopbuna na ce HaManu. [Ipenopkysa ce MPOAYKTH, CHIBPKALUIM ABY- HIH
TPHBANEHTHH KaTHOHH KAaTO JKENe3HH CONH, IMHKOBH COJH, aHTHAUNIH, Ch/bPXKAIIH MarHe3sHil nnu
aNTyMHHHHA HIM JHIAHO3HH (caMo NpOAYKTH Ha THAaHO3MH ¢ Oy(epHH areHTH, ChbABPXKAIIA ATyMHHHI
Uiy Marre3uii) fa He ce MPHEMAT 2 4aca IpeIyu Win cliel TIpueMa Ha nesodnokcallny Tabnerku (BK.
To4ka 4.2). Kanmmepure conmu HMaT MUHEMajeH etdekT BpXy abcopOuus Ha TeBOGIOKCALHH ClIel
MEPOPAIHO MPHIOXKEHHUE.

Cyxpangpam

BuoHanH4HOCTTa Ha TabNeTkATe TepodIOKCAHH € 3HAYUTEIHO HaMalleHa, KOTaTo ce mpHJIarar
eJHOBpPEMEHHO Che cykpaldar. Ako NalHEeHTRT PHeMa cykpandar i nesodiokcanud e Half-nobpe
cykpan(aT Aa ce npHeMa 2 4aca ¢lel| npreMa Ha NeBodraokcanid Tabnetkn (Bx. Touka 4.2).

Apvea snavuma undopmayus
Knunu4ey papMaxonorniss npoyyBaHHs MOKa3BarT, 4¢ (apMaKOKMHETHKATA Ha NeBOQOKCALHH HE ce
IIOBNIHAEA B KTHHHYHO 3HAYHMA CTCIICH PH €AHOBPEMEHHO ITPHIIOAKCHHE HA J'leBOCI)JIOKC&]J.PIH CBC

cleJHUTE NeKapCTBa: KaluueB kapOOHAT, AUTOKCHH, MTHOSHKIAMAA, PAHATHAMH.
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Bauanue pa nepoduiokcallid BBpPX JEKAPCTBEHH I

Huxnocnopun
Bpemero Ha MONYXHBOT Ha LIMKJIOCIIOPHH C€ YABJIKaBA ¢ 33%, IPH eTHOBPEMEHHO IPHIOKEHHE C
JeBO(IOKCALMH.

Anmazonucmu Ha Bumamun K

IMoBnmrenn noxazarenu 3a koarynanua (PT/INR) w/unu yoeixeHo KbpBeHe, KOHTO MOrar aa 0naar
TexKH ce HabIoAaBaT NpH NALNHEHTH, JeKyBaHH ¢ IEBOQIOKCAIMH B KOMOHHALMA C AHTATOHHCTH Ha
ButamuH K (HanpuMep Bapdapun). [To Tasw npHYMHa, NpH NalHEHTH, JEKYBAHH ¢ AHTATOHHUCTH HA
BHTaMHH K TecToBeTe 3a koarynanus TpadBa ja ce mpocieassart (BK. Touka 4.4).

Hexapecmea, 3a xoumo e uzsecmnuo, ye yowaxcaeam QT unmepaana

Jlepognokcauny, nonobHo Ha APYTH QIyOpOXHHONOHH, TPIORA Ja Ce NpHIara ¢ NOBHIIEHO BHHMaHHE
TIPH [TALKEeHTH, NPHeMaly JEKapCTBa, 33 KOHTO & H3BecTHO Ye yawpkaeat QT mHTEpRaNa (HanpuMep
anTHapHTMHIH Kiac la u [1I, TPHUMKIHYHE AHTHISNPECAHTH, MAKPOJIHH, AHTHICHXOTHIIN )} (BXK.
Touka 4.4).

pyza penesanmua ungopmayus

B npoyqrane 3a papMakoKHHETHHHO B3aHMOACHCTBHE Ce YCTaHOBABA, Ye IeBO(IOKCAINH He OKa3Ba
BIMAHHE BBPXY (papMakokHHETHKATa Ha TeopuaHH (Kofito e cyGerpar 3a CYP1A2), koeto moka3sa, ue
aesogokcalMd He ¢ CYP1A2 naxuburop.

Hpyre popMH Ha B3aumozneficTBHE

Xpana
Hsama x1MHAYHO 3HAYMMH B3aHMOIEHCTRBHS ¢ xpaHa. TabneTkuTe NeBOGUIOKCALMH MOTAT J1a Ce NpUIarar
He3aBUCHMO OT IIPHEMA Ha XPaHa.

4.6 @epTUANTET, OpeMEHHOCT H KbPMeHe

BpemerHOCT

JaunuTe 32 ynorpeba Ha Nepodokcansn npH OpeMeHHH XeHl ca orpaHHYeHn. [IpH Npoy4BaHus BEPXY
HCHBOTHH 34 PEIPONYKTHBHA TOKCHYHOCT He ce HalimonaBa npax KM HeNpakK yBpexaaln edrext (sx.
TO4Ka 5.3).

Binpeku TOBa, Nopaan MUncaTa Ha RAHHA NpH X0Opa H NOPajJH eKCIEPHUMEHTAIHO YCTAHOBEH PHCK OT
YBpeKIaHHA Ha HOCEMIMTE XPYUIAIH NPH pacTAlIMs OPraHuIsM clie] MpHaaraHe Ha GuyopoXuHOIOHH
nesoduokcaluy He TpaOBa A4 Ce U3M0N3Ba IpH OpeMenHH xeHH (BXK. Touku 4.3 u 5.3).

Kzpmene

JleBonokcalus e NpOTHBOMOKA3aH 3a YrioTpeda NpH KbpMelIH xeHH. HaMa nocTaTbuHo HHGOpMalus 3a
EKCKPEIHATA HA ReBOQIOKCALIHH B MAliMHHOTO MIIAKO, HO OpYri GNyopoXMHONOHK Ce eKCKPEeTHpAT B
MaifyuHOTO MKo. [Topaau nuncara Ha JaHHH NPH X0pa ¥ IIOPany EKCHEPHMEHTAIHO YCTAHOBEH PHUCK OT
YBpeXAaHHd Ha HOCENIHTE XPYLUAIH ITPH PacTALINS OPraHH3BM Clie]] MPHIAraHe Ha G1yopoXvMHONOHH
nesodIoKcallHH He TpAOBa Ja ce H3IoN3Ba NpH JKeHH, KOUTO KEpMAT (BX. Touku 4.3 1 5.3).

DepTHInTET
JleBodnoxcaliH He NPeIH3BAKBA YBpeXKIaHe HA DEePTHIHTETA HIH PENPOLYKTHBHOCTTA [IPH ILTHXOBE.

4.7 EiekrTn p1pxy cnocolHocTTa 3a moHpane B padoTa ¢ MAIIHEH

Hsxou HexeaHH peakuuH (Hamp. 3aMasHoCcT/BHEHE Ha CBAT, CHHIHBOCT, 3PHTE/THH HAp,
Hapymar croco0HOCTTa Ha NAINEHTA 32 KOHICHTPALHA Ha BHHMAHHETO H PEAKLIUHTE,
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PHCK B CHTYAIIHH, KBIETO Te3M cNOoCOOHOCTH €A OT CHUIECTBEHO 3HAYCHEE (Hanp. wodHpane u padota ¢

MAIHHHA).

4.8 Hexenann NeKapCTBEHH PeaKNAR

O6obmenye #a npoduna Ha GesonacHocT
HudopmanuaTa mo-101y ¢¢ OCHOBaBa Ha A8HAH OT KIHHHYHY NPOY4BAHHA IIPH NOBEYE OT
8 300 nanueHTH ¥ OT €KCTEH3HBEH MIOCTMAPKETHHIOB ONHT.

Cnuchk Ha HekellaHHTE JICKAPCTBEHH PeaKHH
IIpu TAXHATa OLEHKA € H3NOJI3BAHA CIeAHATa YeCTOTa: MAOro YecTd (= 1/10), yectn (= 1/100 10 < 1/10),

HevecTH (> 1/1 000 o < 1/100), penkn (= 1/10 000 xo < 1/1 000), MHoro penku (< 1/10 000), ¢

HEH3BECTHA YecToTa (0T HAJIMYHATE JaHHU He MoXe Jia Oh/le HalpaBeHa OLIEHKA).

Ilpu rpynupane 10 MeCTOTA HEXEJTAHHTE NEKAPCTBEHH peakluH ce H30poAsaT B HU3XOASIY pel mo

OTHOUIEHHE HA TAXHATA CCPHO3HOCT.

CucreMo- YecTn HevecTn Peaxn C HeH3BECTHA
OpraHHEH YeCTOTa
KJIacoBe
Hudexuun u MukoTHIHE
undecTanEn HHpeKHY, BKI1.
Candida
HHEKIHA
INosra Ha
PE3HCTEHTHH
MHAKpOOPTaHH3MH
Hapyunienus Ha JleBkoneHHA TpomGouuTOneHH IMapnATONEHH:A
KpBBTA H Eosurodunns Heyrponenus ArpaEynoluToza
nmaMpHaTa XeMOMHTHYHA
cHCTEMA aHeMust
Hapymerus Ha AHTHOCTEM AHapHIaKTHIEH
HMYHHATA CBpBX4yBCTBHTENHOCT | MIOK®
CHCTeMa {ex. Touka 4.4) AHabunakrouzey
mox®) (Bx. TouKa 4.4)
Hapymenus Ha CunppoM HA
€HAOKpHHHATA HeaJeKBaTHa CeKpelns
CHCTEMA Ha aHTHHypeTHYeH
xopMoH {SIADH)
Hapymenns Ha AnopexcHA XUnornukeMus, XHnepruukeMus
MeTabonu3Ma u NPaKTHYECKH NPH XHnornuKkeMHuIHa
XpaHeHeTo AuabeTHOHM (BX. TOYKa | KoMa (BK. Touka 4.4)
4.4)
FICHXHYHK HHcoMHMA BesmoxolicTBO Icuxotnans peakinn | [lcHXOTHYHH
HapylieHus* CBCTOAHNE HA {mamp. c peaxlHy cbe
00BpkaHOCT XATIOUIHALINH, CKJIOHHOCT 33
Heperoct napaHod) caMOHapaHABAHe,
Henpecns BKJIIOHHTETHO
Bp30yna CYHIIHIHH MHCIH HIIU
HeobuuaiitHH CbHHIIA
HomHy kolimMaps
10 den e, )i
NOQ9 7 N\, 20 2070_54 Q@”/

é‘o\(

> .______//l W




Hapymienns Ha
HEepBHATa
cucTeMa*

I'maBoGouHe
CReTORBPTEK

CoMHOJIEHTHOCT
Tpemop
Ancreysua

KoHByncuu (Bx.
Touky 4.3 m 4.4)
IMapecteann

IlepudepHa censopHa
HEBpONATHA (BXK.
TOUKa 4.4)
CeHsoMOTOpHA
nepudepua
HeBpOnaTHA (BXK.
Touka 4.4) INapocmu,
BKJI. AHOCMHASA
JuckuHe3ns
ExcTpanupamuaHu
HapyLIeHHs

Areysus

CHHKOI

BeHurHeHa
HHTpaKpaHHanHa
XHIICPTOHHA

Hapymienns Ha
ounre*

3puTenHN HapyIIEHUH,
KaTo 3aMBIJIEHO
3peHne (BXK. Tovka 4.4)

TipexoaHa saryba na
3peHHe (BX. TOUKa
4.4

Veenr

Hapymenna Ha
YXOTO H
na0upHATa*

Bepruro

TunETYC

3aryba Ha ciyxa
Hapymenus Ha ciyxa

Crpaeann
HapymeHus**

Taxukxapans
INannuTanuu

Kamepua
TaxXMKapAus, KOATO
MOXKe Ja AOBEIE N0
ChbpleyeH apecT
Kamepna apaTmus v
torsades de pointes
{cnobmapanu
NpPEeHMHO TIPH
DAUHEHTH ¢ PHCKOBH
takTopH 3a
yIob/kaBaHe Ha QT
HHTEpBRANA)
Ymenxkapade Ha QT
nHTepBana na EKI'
(Bx. Touku 4.4. n 4.9)

Craosn
HapylleHus**

Xunotouns

Pecniupatophu,
IPbIHH H
MCIHACTHHAIIHH
HapYIUESHUA

CITHEA

BpoHxocnazeM
AnepruyeH
MHEBMOHHUT

Cromauino-
YpeBHH
HApYIIEHHAS

Juapus,
IToBpsinane
lagene

Bonxu B
obnacTTa Ha
Kopema
Mucnencus
dratyneHuns
KoHcTnnanma

KbpBaBa Anapus,

KOATO B MHOTO pPelKH
cly4dan Moxe aa Obae
TIOKA3aTeN 38
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XenaroOunnap- | [loBumeHu IMosuinenn KeaTenuua H TeXKH
HW HapylieHus | croliHocTH cToiiHOCTH Ha Yepuoapobun
HA 6unupybuna B YBpeXKAaHNA,
yepHoApo0- | KPBBTA BEAROYHTENRO CIYYaH
HHMTE CH3HMH Ha (paTanHa ocTpa
(ALT/AST, yepHOAPOOHA
aJIKamHA HEAOCTaTh4HOCT,
tocdaraza, NpeaHMHO NpH
GGT) HAHHEHTH C TEHKKH
CBITBTCTBALIM
3abonaBaHus (BK.
TO4Ka 4.4)
XenatuT.
Hapymenns na Obpup JlexkapcTreHa peaknus | TokcuuHa
KOXara u [pyputyc ¢ €O3HHOPHIAA H eNHACPMATHA
NOJKOXHATA Vprakapus CHCTEMHH CHMIITOMH | HEKPOJIM3a
ThKaH® Xunepxunposa | (DRESS) (ex. Cungpom Ha Stevens-
Touka 4.4) Johnson
(DukcHpaHa Epurema
JIEKapCTBESHA EpyRUMA | MyATHGOpME
Peakunn Ha
$OTOYYBCTBHTETHOCT
{Bx. TOUKa 4.4)
JleBkOUMTOKIACTHYEH
BACKYAMT
Cromatur
Hapymenus na ApTpanras CyX0XWIHHA PatmoMuonmsa
MYCKYNHO- Muanrua YBpeKIaHud (BK. Pynrtypa Ha
CKeNeTHAaTa TOYKH 4.3 " 4.4), BKII, | CyXOxXuus (HaOp. Ha
CHCTEMA H TeHAHUHHUTH (Hanp. AXHIIECOBOTO
ChSAMHHMTENHATA TeHIHHHUT Ha CYXO0XKIIHe) (BK.
TbKaH* AXHITecoBOTO TOUKK 4.3 1 4.4)
CYXO0XKHIIHE) Pyntypa Ha JTHraMesT
MyckynHa enabocr, Pyntypa Ha MycKyn
KOATC MOXKE Ja € OT ApTpHT
CNENHANHO 3HAYeHHE
NPH NANHEHTH ©
MHACTEeHHs rpaBHC
(B, TouKa 4.4).
Hapymieuns Ha TognieHN Octpa 6u6peuna
OnOpenuTe u cTOHHOCTH Ha HEAOCTATBYHOCT
MHKOYHHTE CepyMHMS (nanp. BcaeacTBHE
MBTHIIA KpeaTHHKH HHTEPCTALHANEH
Hedput)
O6mu Acrenns Tupexcus Bonka (eki. Gonka B
HapyLeHNd H obnactra Ha repba,
edexTs Ha CBPAMTE K
MACTOTO Ha KpaiHIIHTE)
npanoxeHue™*

* AsadunakTHYHY ¥ aHAPANAKTOMAHH Peaknyu NOHAKOra MOTAT Ja ce Habmoaasar crex

IBPBATa 4034,

§ KoHO-NMraBUYHH peakuuH TIOHAKOTa MOTAT 1a ce HabmonaBar clei NpHeM Ha ITbpB

NOO9
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* Cpobmasa ce 3a MHOIO pe/IkH Clydal Ha MPOXBL/UKHTENHHE (J0 MECel UMM FOAMHH), HHBATH AH3APALLH
H NOTEHI[HAIHC HeoOpaTHMH CEpHO3HM JIEKAPCTBEHH PEAKLMH, 3acATally HIKOJIKO, OHAKOra MHOTO
CHCTEMO-OPraHHM KJIACOBE H CeTHBA (BIJIIOUHTENHO PeaKiHy KaTo TEHAHHHAT, pa3KbCEAHE HA
CYX0)KHIIME, apTpanrus, Gonka B kpaliHHIMTe, HAapylleHWe Ha NMOXO0/KaTa, HEBPONATHH, CRBP3AHH ¢
TapecTesuy, AeApecHd, YMopa, HapyIIeHHe Ha NaMETTa, HapYIICHHS Ha ChHA M YBpesaaHe Ha Clyxa,
3PEHHETO, BKYCa U 0OCHAHHETO) BEB BPb3Ka ¢ YIOTpedaTa Ha XHHONOHA K QIyopOXMHONOHH, B HIKOH
Cnyyan, HE3AaBHCHMO OT Beye ChIIeCTBYBALINTE pPHCKOBH ¢akToph (BX. Touka 4.4).

** [1pu nauneHTHTE, MpHeMalny (IYOPOXHHOIOHH, ca CHODIIEHH CJIYyuaH Ha aHEBPH3MA M JUCEKALMA Ha
a0pTaTa, NOHAKOTa YCIIOXKHEeHH [10paiy pa3KeCBaHe {BKIIOYHTENHC C IETANEH H3X0H) H
perypruTanus/HeJoCTATEYHOCT HA HAKOH OT ChpASYHMTE KIANH {BX. Touka 4.4).

JIpyTH HexeNaHu TeKapCTBEHH PeakiliH, CREP3aHH ¢ yNoTpebara Ha XHHOIOHH:
. TIPHCTBIH Ha NOppHpPHS TIPH TTALHEHTH ¢ MOpHHPHA

Cro0imapane Ha NOKO3HPAHH HeXeNaHH Peakiny

CrolimapaHeT0o Ha NOAO3HPAaHK HeXXeNaHH PeaklHH clie]] pa3pellaBaHe 3a ynoTpeba Ha NeKapcTBEHHs
NPOAYKT € BaxxHO. ToBa no3poJisiea Ga NpoIb/DKE HaOII0IeHHETO Ha CHOTHOLISHHETO MOI3a/PHCK 32
JIeKapCTBEHHA NPoAYKT. OT MeJHLMHCKHTE CNEHAIMCTH ce H3HCKBA Ja ChobIaBaT BCAKA NOA03NpaHa
HEeXefaHa peakums dpes ManbaHuTeNHa areHIHA No nekaperbarta, ya. Jaman [pyes” Ne 8. 1303 Codma,
Ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 IIpepo3zupane

TOKCHKOTOTHYHITE H KIHHHKO-(apMaKOIOTHYHHTE U3C/IEIBAHAS TIPH XHBOTHH, IPOBEACHH B
CympaTepaneBTHYHH NO3H, TOKA3BAT, Y¢ Hali-BaXKHHTE NPU3HALH, KOHTO MOTAT J1a C& OYAKBAT Cliefl 0CTPO
npefo3HpaHe ¢ NeBodIIOKCAMH ca CHMITOMH OT CTPAHA Ha LEHTPATHATA HEPBHA CHCTEMA, KaTo
ofbpKaHoCT, 3aMaiiBaHe, HAPYIIEHHA B Cb3HAHHETO H KOHBYJICHBHH I'bPUOBe, YABJDKapaHe Ha QT
HHTEPBANa, KAKTO H CHMITOMH OT CTpaHa Ha CTOMAIIHO-UPEBHHUA TPAKT, KaTo ralneHe U eposHd Ha
CTOMAINHATA JIHTABHIIA,

B noctMapkeTHHroBus nepuo ca HabmoaaeaHH peakuud ot crpaHa Ha L{HC: cecToanne Ha oOwpkanocr,
KOHBYJICHH, XAJIOIHHAIIHH H TPEMOD.

IIpu mpenosHpane, TpabBa Ia ce MpoBeje CHMITOMATHYHO JedeHKe. [fopaas BE3MOKHOCT OT
yabmxkasane Ha QT anteprana tpalea aa ovae preeneH EKI MonuTopuAr. Morat na 65aaT NpHAOKeHH
AHTHALHIH C LIeN IPOTeKUHA Ha CTOMaIHAaTa MyKo3a. XeMOAHaNy3aTa, BKJl. HEPHTOHeAIHATa JHAIM3A H
CAPD He ca edexTHBHHE 32 OTCTPaHABAHE HA NeBOGIOKCALNH OT OpraHHu3Ma.

He cpmecTByBa cenuMyen aHTHIOT.

5. ®APMAKOJIOTHYHHU CBOHCTBA

5.1 <PDapMaKoIHHAMHYHHA CBOHCTRA

DapMakoTepalleBTHYHA rpyna: XHHONOHOBH aHTHOakTepuanuy, OnyopoxuHononn, ATC kox: JOIMAI12

JlepogokcallMH € CHHTETHYHO aHTHOaKTepHANHO CPERCTBO OT KiIaca Ha QUIYOPOXHHONOHHTE U € S (-)
€HAHTHOMED Ha paLeMHYHO aKTHBHOTO JIEKAPCTBEHO BeleCTBO OQUIOKCALIHH.

Mexann3sM Ha JelicTBHE
Kato dnyopoxuHonoHoBo aHTHOAKTEPUANIHO CPEACTBO, NeBodIOKCAlHH NelicTBa BEpPXY

JHK-rapasa u ronouzomepaza IV.
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Bpbika PapMakokuHernka/PapMakoAHHAMMKE
C'renen'ra Ha Gmepnumna'ra AKTHBHOCT HA nenodmoxcaunn 3ABHCH OT MaKCHMAJIHATA IJIa3MeHA

KOHUEHTPALHA (Cmax) HIH OT CROTHOIIEHHETO Ha mitomTa mod kpusata {AUC) u MHEMManHaTA
AHxubupania kounentpanud (MIC).

Mexanusvm na pesucmenmuocm

Pe3ncTeBTHOCTTA KBM JIEBOUIOKCAlHH € TpHAo6GHTa MmoeTamHo ype3 MyTauyH B Asere THH 11
Tonon3oMepasy, JIHK rupasa n romonsomepaza IV, Jpyrd MexaHH3MH Ha PE3HCTEHTHOCT, KATO
HapyLIeHa MPONYCKNUEBOCT Ha KNeThYHHTE MeMOpaHH (4ecto npu Pseudomonas aeruginosa) u eduykc-
MEXaHH3MH MOTAT CBHIIO Ja OKKAT BAHAHHE BLPXY 1YBCTBHTETHOCTTA KbM JE€BOQIOKCALMH.

Ha6nronaba ce KppCTOCAHA PE3UCTEHTHOCT MEXAY AeBOGIOKCANH M APYTH (IYOPOXHHOMOHH.
lopaan MexaHH3Ma Ha JeficTBHE, KATO U0 HAMA KPBCTOCAHA PE3HCTEHTHOCT MEKIY eBodnoKCcalMH 1
JpYry Kinacose aHTUGAKTEpHAIHH CPEACTBa.

TI'panuyu na yyscmeumeniocm

Ipenopsyannte oT EUCAST rpaswunn croiinocty Ha MIC 3a nesodinokcanuy, KOHTO pasrpaHHugBaT
YyBCTBHTEIHH MHKPOOPTaHH3MH 0T MHKPOOPraHH3MH ¢ HHTEPMEIHEPHA YYBCTBUTENHOCT, H
MHKPOOPTaHH3MH ¢ HHTEPMEJHEPHA YyBCTBUTE/NHOCT OT PE3NCTEHTHHTE MHKPOOPTaHH3MH, ¢a
NpeACTaBeHH B TabMuaTa no-a01y npu onpenensae Ha MIC (mg/L):

EUCAST xnunuvwnu cpanusnu cmotinocmu wa MIC 3a nesoghnoxcayun (sepcun 12,0, 2022-01-01):

[Tamozen Hyscmeumenen \Pesucmenmen
Enterobacterales <0, 5mg/l > 1 mg/l
Pseudomonas spp. <0,001 mg/l >2 mg/l
dcinetobacter spp. <0,5 mgyl > 1 mg/l
Staphylococcus auretis
Koazyaazo-rezamusry cmaguioxoxu <0,001 mg/l > 1 mg/l
Enterococcus spp.! <4 mg/l >4 mg/]
Streptococcus epynu A, B, Cu G <0,001 mg/l >2 mg/l
Streptococcus pneumoniae <0,001 mg/l >2 mg/l
|Haemophilus influenzae <0,06 mg/! >0,06 mg/l
Moraxella catarrhalis <0,125 mg/l >0,125 mg/l
elicobacter pylori <! mg/l > 1 mg/l
derococcus sanguinicola and urinae ' <2 mg/l >2 mg/l
deromonas spp. <0,5 mg/l >1 mg/l
Vibrio spp. <0,25 mg/l >0,25 mg/l
@K/ED,Z[ (necavpsanu ¢ audd) zpanunnu <0,5 mg/l > 1 mg/l
cmoinocmuy

! camo 3a neycrodcHenu unpexyuu Ha NUKOYHUME NEMUQ

? yyscmeumennocmma mooice 0a ce nPedsuUdY oM YYBCMEUMERHOCIING KoM YUNPOGIOKCAYUH

PasnpocTpaHeHHeTo Ha NPHACOHTATA PE3SHCTEHTHOCT MOMKE J1a BAPHPa CTIOpel reorpadekoro
Pa3fNoNOXKEeHHE H BbB BPEMETO 33 ONPEAeNeHH RHAOBE MUKPOOPTaHH3MH H € JKEJIATEIHO Ja CE H3NON3BaT
TOKATHUTE JaHHH 32 PE3SHCTEHTHOCTTA, 0COOEHO KOTaTo ¢e JIeKYBaT TexKk HHpeKIHH. AKo e
HeoOxoanMo, TpAOBA 1a ce MOTHPCH eKCIEePTHO CTAHOBMINE B Cy4anTe, KOTATO PAa3npoCTp

HAKOM BHAOBE HHEKIIHM,
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O0nualine 9YECTERTEABHA BHIOBE

Aepobpa I'paM-moa0KATEIAR 0aKTEpAR
Bacillus anthracis

Staphylococcus aureus methicillin-susceptible
Staphylococcus saprophyticus

Streptococci, group C and G

Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

Aepobun I'paM-oTpHDaTeNHH GaKTePHE
Eikenella corrodens

Haemaophilus influenzae
Haemophilus para-influenzae
Klebsiella oxytoca

Moraxella catarrhalis
Pasteurella multocida
Proteus vulgaris

Providencia rettgeri

Anaepo0nn 6axTepHB
Peptostreptococcus

dpyru

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

ngone, IOpH RONTO npggoﬁm‘a’ra PEIACTEHTHOCT MOJKE 14 €€ OKAaXKe npoﬁ.lleM

Aepoban I'pam-noaoknTeIHH GAKTEPHA
Enterococcus faecalis

Staphylococcus aureus methicillin-resistant”
Coagulase negative Staphylococcus spp

AepoGan I'pam-oTpEUaTe Al GaKTeDHA
Acinetobacter baumannii

Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Klebsiella pneymoniae
Morganella morganii
Proteus mirabilis
Providencia stuartii
Pseudomonas aeruginosa
Serratia marcescens
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Anaepobun 6axTepan
Bacteroides fragilis

HSCJIBECTBEHO PE3HCTEATHH IIAMOBe

Aepobun I'pam-nonoxeaTenon GakTepun
Enterococcus faecium

# MeTAIHINH-PE3HCTEHTRH HIAMOBE Ha S. gureus € MHOTO BEPOATHO J1a IIPHTEXABAT KO-PE3HCTEHTHOCT
KBM (PIYOpOXIMHONOHH, BKIIOYHTENTHO NERODIOKCAIMH.

5.2 ®apMakoKHHETHIHM CBOHCTBA

Abcopbuus

Ipunoxed nepopanHo nesodroxcanns 6bP30 H IOYTH HATBIHO ce pe3opbupa, KATO MAKCHMAITHH
Ia3MeHN KOHIIEHTpALHH ¢& JOCTUTAT B paMKHTe Ha 1-2 qaca. AGcomoTHaTa GuoHaTHIHOCT e 99-100%.
IIpueMbT Ha XpaHa OKa3Ba He3HAYHTENEH eeKT BEPXY CTENEHTa Ha pe3opiuusa Ha NeBOGIOKCALHH.
Steady-state ce nocTura 10 48 yaca cnep npunarade sa 500 mg eNHOKPaTHO WK ABYKPATHO.

Pasnpenenenne
Jlepogiokcanu ce cBLP3Ba ¢ NIA3MEHHTE NpoTeHHN NpubnnznTeHo B 30-40%. Cren efsoKpaTHO 1

MHOTOKpAaTHO Jo3HpaHe Ha 500 mg cpeanuaT obeM Ha pasnpeacnerue e 100 1, koeTo nokassa LIHPOKO
pasnpeAeneHue B TCACCHHTE TEKAHH.

IlpoHuKBaHe B TEKaHW H TENECHHTE TEYHOCTH:

JleognokcauyH neReTpHpa B OPOHXHATHATA IHTABMLA H OPOHXHATHMA CEKpET, B AJIBEOIAPHUTE
Makpodary, 6enoapobHaTa ThKaH, KOXKATA (TETHOCTTA HAa KOKHUTE MEXYpH ), MPOCTATHATA ThKAH U
ypuHarta. [IpoHHKRa B He3HaUHTENHa CTeNeH B IepebpocnuHANHATA TEUHOCT.

Bbuorpancdopmanus

JleronokcauyH ce MeTabonA3Npa B HE3HAYUTEITHA CTENEH 0 AS3METHI-NERO(IOKCALMH H
neBognokcaunH N-oxcun. KonuuecTBOTO Ha METaGONHTHTE e mO-MAIKO OT 5% oT fo3aTa, KOATO ce
eKCKpeTHpa ¢ ypuHaTa. JlerodokcauuH € cTepeoXUMHUYHO CTabHICH A He NPETHPINEA XHPATHA
HHBEPCHA.

Enumnnupane

Cren nepopasHo U MHTPABEHO3HO NPHIIOKEHHE, T¢BOGIOKCAIIHE C& SNHMHHHPA OTHOCHTENHO GaBHO OT
nnazmara (ti2 = 6-8 qaca). ITosede ot 85% or npHncKeHaTA 10328 C¢ EKCKPETHPA NPEAHMHO Hpe3
6v6peunTe,

CpennuaT of11 TeneceH KIMPBHC HA NeBOGIOKCALMH clel eTHOKpATHA A03a oT S00 mge 175+

29,2 mi/min.

HsMma chllecTBEHH pa3nuKky BbB PapMakOKUHETHYHHTE CBOMCTBA Ha IEBO(IOKCALMH Clie]l HHTPABEHO3HO
H/H TEPOpPaNHO NPHIOKEHHE, KOSTO TIOKA3R4, e HAYMHWUTE HA BEBEXIIaHE C4 B3aMMO3aMeHsIeMH.

JIvHelinocT/HENNHEHHOCT
DapMakOKHHETHKATA € THHeliHa B 1030BHA quanason 50 — 1 000 mg.

Creuyanny monyianuy
Hayuenmu ¢ 6v6peyna nedocmamvunocm

DapMaKOKMHETHYHOTO NOBeACHHE Ha NeBO(ROKCALHH ce NOBIUABA OT HApyIeHaTa ¢
6n6perue. [1oHmkenata 6b0pevHaTa dyHKuMA BONH A0 NOHHXKaBaHe HA GBOPETHOT
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666peHnA KTHPBHC; eNHMHHALHOHHHAT NONYXXHBOT C& YIBIKABA, KAKTO & OCOYeHo B TabBuaTa no-
JOIy:

Cler (ml/min.) <20 20-49 50-80
Clr (ml/min.) 13 26 57
tiz (h) 35 27 9

Iayuenmu 6 cmapuecka gv3pacm
HsaMa cTaTHCTHUSCKH 3HAYMMA Pa3iIHKa BbB (PapMakoKHHETHIHOTO NOBEAEHHE Ha NeBOdIOKCALME MEXIY
MJIaJH B NAUHEHTH B CTAPYSCKA BB3PACT, OCBEH TE3H, CBBP3AHH ¢ Pa3IHYAATA B KPEATHHAHOBHS KIMPBHC.

Pasnuuus mexcoy nonoeeme

HHaueMnyanny ananisy 3a NaHeHTH OT MBKKH H JKEHCKH 110 NOKa3BaT MANKH JI0 MapruHANHA Pa3nHKK
Ha $papMaKOKHHETHYHOTO MOBEACHME Ha eBodnoKcalmH Mexay nonorete. Hama J0Ka3aTecTBO, Y€ TesH
Pa3IMKH MEXIY MOT0BETE €A KIMHHYHO PEICBAHTHH.

5.3 TlpepknauAM4YHY JAHHH 34 GesonacHocT

HexnmnuynyTe AAHHH He IOKA3BAT ocobeH pHck 3a XopaTa Ha 6a3a Ha KOHBEHIHOHANHUTE MPOYYBAHHS
33 0CTpa TOKCHMHOCT, XPOHHYHA TOKCHYHOCT, K&PUHHOTEHEH NOTEHIHAN H TOKCHYHOCT 33
penpoJyKuuaTa H pa3BHTHETO.

JleropnokcaliH He NPeAH3BHKBA YBpPeX/iaHe HA HEePTWIATETa HIH PeNpPOAYKTHBHOCTTA NPH MIEX0BE H
€IMHCTBEHHAT MY edeKT BrPXY I10Ja ¢ 3a0aBeHO Ch3pABaHe BCISACTBHE TOKCUYHOCT NPH MajikaTa.

Jlerodnokcauus He NpeAH3BHKBa FTeHHU MYTaUHH B GaKTEpHATHHTE KISTKH HIIM KIETKHTE Ha Go3afikuu,
HO Ipelu3BHKBA in vitro XpoMo3oMHH abeparnn B 6enoapobHATE KeTky Ha KuTajicky XaMmcrep. Teau
edexTu Morar aa ce Ibyokar Ha HHxHOUpaHe Ha Tonomsomepaza I1, fn vivo TecToBE (MHKPOHYKIEYC,
o0MeH Ha CECTPHHCKH XpoMaTH/IH, HenpeagnaeH cuuTtes Ha [THK, ZoMHHAHTHE TeTalHU TeCTOBE) HE
MOKa3BaT FeHOTOKCHYEH MOTeHIIHAIL.

H3crenpanyaTa BepXy MHIIKH IOKA3BaT, Ye JeRoduiokcaliul uma GOTOTOKCHYHO AelicTsHe CaMo NpH
MHoro Brcoku J03H. [Ipn H3cnensane 3a GoToMyTareHHOCT NeBOdIOKCALMH He TTIOKA3Ba FeHOTOKCHYEH
noreduunan. [lpu npoyueane 3a GoToKaHIEPOTEHHOCT ce Hali0AaBa peayHpaHe Ha TYMOPHOTO
pasBHTHE.

Karo apyru ¢hniyopoxXuHonOHH, NeBOGIOKCAH MOKA3Ra eeKTH BLPXY XpYIUiuTe (IIYIAH H KyXHHH)
IIPH ILUTBXOBE M Ky4eTa. Te3d HaX0AKH ca NO-H3paseHyd IpU MIAAHTE RHUBOTHH.

6. ®APMAIEBTHYHH AAHHH

6.1 CoHchK HAa TOMOLHHTE BEIECTBA

TaGneTHo agpo:
Harpuer creapradymapar

Kpocnosnaou

Konounen, 6e3B0AeH CHIMLHEE JHOKCH]
KonoengoH

MuKpokpHCTaIHa, CHIHKOHH3HPaHa tenyno3a (2% MHKPOKPHCTATHA Henynoza u 98%
CHIMLHEB NHOKCHT)
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TabneTHo moKpHTHE:

Onagapait 11 Po3o (axkro3a MOHOXUAPAT, Xunpomenosa 15 c¢P, THTaHOB JHOKCH, TPHALIETHH, YE€PBEH
xkeneseH okcua (E172)), wenar xenesed okcug (E172)).

6.2 HecnemecTEMOCTH

Henpunoxumo

6.3 Cpok ua rogHocT

3 roayau

6.4 CoeunainH YCIOBAH HA CHXpAHEHHE

Hama cnennaiHn ycioBHA Ha ChXpaHEHUe

6.5 BHI B cLABPKAHEE HA DIAKOBKATA

Bnuctep ot PVC/Al donno
Mo 5, 7, 10, 20 ¢punmupann TaGNETKH B KyTHA.

Onaxoska 2a ta6netkn /HDPE/ ¢ xanauxa /LDPE/
Tlo 10, 50, 100 punMupaun TabaeTKH B OTIAKOBKA 33 TabNeTKH.

6.6 CpoeunaiBn npeJna3HH MEPKH NPH H3XBLPASHE H padoTa

HeusmonssaHHAT NEKAPCTBEH MPOAYKT HIH OTHAXbHHHATE MATEPHATH OT HETO TPA6BA 12 C& H3XBLPIIAT B

ChOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. TNPHTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEEA

Tesa Papma EA]]

yn. Jioba Benuarora™ Ne &

1407 Codns,

Buarapua

8. HOMEP(A) HA PAZPEIIEHUETO 3A YIIOTPEBA

Per. Ne 20100248

9. JATA HA IIBPBO PA3PEINABAHE/TIOJHOBABAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

Jlarta ua mepBo paspewmasane: 19.04.2010 r.

Hara ua nocnexno noaHossaeane: 20.02.2015 .

10. [JATA HA AKTYAJAH3UPAHE HA TEKCTA
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