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CIPROFL OXACIN ACTAVIS H.;,]eem.-ra xapakmepucmuxa wa npodyxma - lpunoxerue 1
LHUAIIPOPJTOKCAILIUH AKTABH

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT
Ciprotloxacin Actavis 250 mg film-coated tablets

Ciprofloxacin Actavis 250 mg dbummMupann tabieTkn

2. KAYECTBEH U KOJTHYECTBEH CHbCTAB
AKTUBHO BEINECTBO B eAHa ¢uiMupaHa TabseTka: LUNPOQUIOKCAldH XUAPOXIOPHI
/ciprofloxacin hydrochloride/, exs. na 250 mg munpodaokcau®s /ciprofloxacin/

3a OBJIHHS CIIMCHK HA OMOIIHHTE BELIECTBA, BUXTE TO4YKa 6.1,

3. JEKAPCTBEHA ®OPMA
DuaMupaHu TabeTKu
Onucanue

Kpbrim, IBOHHO-U3IIBKHAY, punMupany TabneTKd ¢ OsJ1 10 TOYTH OsT LIBSAT.

4. KJIHHIYHH JAHHH

4.1 TepanesTrvieN NokazaHus

Ounmupannute Tadnetku [unpodnokcanwn Axtasuc 250 mg ca npegHasHaueHH 3a JIEYEHHE
Ha cieaHuTe uHpexuuu (BX. Touk 4.4 u 5.1). [Ipeau 3amousane na JevdeHueTo TPAOBA Ia Ce
00BpHE CHNECUUAJIHO BHHUMAHHE HA HaTHyHATa HWHQOPMAIMS 32 PE3UCTEHTHOCT KBM
LHUIPO(hIOKCALIMH.

Tpabea ma ce uMa npeasua OQHUUHAIHOTO PBKOBOACTBO 3a MOIXOJAINO H3IIOJA3BAHE HAa
AHTHOAKTEPUAIIHUA CPEACTRA.

Bv3pacmni

e  MHpexnuu Ha JOJTHUTE JUXATE/IHU ITbTHIIA C [ paM-oTpHIIaTeTHH OaKTepHH
- O0OCTpsiHE HA XPOHHYHA OOCTpYKTHBHA OenoapodHa GonecT
- OPOHXO-IIy IMOHAJIHH HHDEKUUH IIPH KHCTO3HA Grdpo3a Wi IIpu OpOHXHEKTA3HH
- [ITHEBMOHMSA

* XPpOHHYHO CYNYPAaTHBHO BB3NAICHUE HA CPEIHOTO YXO

OcTpa ex3auepdaius Ha XpOHHMYEH CHHYHT, 0co0€HO aKo € MpHYWHeHa OT [ paM-
OTPHULIATENIHN DaKTepUH

VMH(peKuH Ha THKOYHUTE MBTHINA
[ OHOKOKOB YPETPHUT U UEPBULINT
OpXuenyauIUMHUT, BKITOUUTEIHO CIIYYal, NpHYRHEHH o1 Neisseria gonorrhoeae
Br3nanuTtenno 3a0o/siBaHe Ha TA30BUTE OpraHu, IIPUYIUHEHO 0T Neisseria gonorrhoeae.
IIpn nmo-ropuuTe HHOEKIINY Ha FEHUTATHUS TPAKT, TOPH KOTATO CE 3HAE WIM € W3BECTHO, Ye
ca NOpHYHHEHH OT Neisseria gonorrhoeae e OCODEHO BaXHO Ja €€ IIOJAYYH JIOKAJIHA
HHQOPMALHA 332 HATMYMETO Ha PE3UCTEHTHOCT KBM IHTPOGIIOKCAUMH W A4 Ce HMOTBBPIAH
YYBCTBHTEIHOCTTA BB3 OCHOBA HA 1a00OpaTOPHO H3CIEOBAHE.

s  MH@exknuu Ha CTOMAITHO-YPEBHUS TPAKT (T.H. AUAPHS HA TBTEIIECTBEHUIIUTE)

o NuTpaabaoMuHaIay HHQEKIIHH

. Mudexun Ha KoXkaTa ¥ MEKHTE ThKaHH, TPHYUHSHH OT | paM-oTpuIaTe
¢  Manuruey BbHOIEH OTHT '




MH}exuyu Ha KOCTUTE U CTaBUTE

Jleyenue Ha HHQEKUMHM TIPH MTAIIHSHTH ¢ HEYTPOIIEHHS

IIpodpunakTvka Ha TAKWBA TIpH TTAIMEHTH C HEYTPOTICHHS

[TpodmnaxkTiika Ha UHBA3UBHH WH()ECKUNH, IPUINHEHH OT Neisseria meningitides
MuxanatopeH arTpakc (MpodHIaKTHKA CJIEH €KCIIO3HUITHA H JICUECHHUE)

Jleya u ronoutu

. BpOoHXO-NYIMOHAIHY HHQCKIIMK IpH KUCTO3HA (PuOpo3a, mpuuMHeHU o Pseudomonas
aeruginosa

. Y CloXHEHH HHPEKINK HA TUIKOYHUTE ITHTHINA ¥ TTHEIOHCHPHT
. Muxanaroped aHTpake (IIpodHIakTHKa ¢lie] eKCIO3ULMA H JeUeHHe)

[lunpodnokcauyH MOXKE Ja ¢€ H3IO0A3Ba 3a JICHEHHE Ha TeXKH HHOeKUHMH NpH Jena M
FOHOIITH, KOTaTo Ce CYMTa, Y€ TOBa € HE0OX0aHUMO,

JleuenueTo TpAGBa Aa OBAE 3aMOYHATO CaMmMO OT JeKapu ¢ OMMT B JICHEHHETO HA KUCTO3HA
pudpo3a u/uiK TeKKY HHOEKIUH IPH Jela H FOHOIIH (BXK, ToukH 4.4 u 3.1).

4.2  /1o3MpoBKA ¥ HAYMHH HA NPWIOKEHUE

JIO3UpOBKAaTa c€ Onpeaess OT IIOKA3aHUATA, TEXECTTa M MACTOTO Ha UHQEKUUATA,
YYBCTBHTEHOCTTA Ha NPHYMHUTENS KbM Iunpogokcanud, OndOpednara (yHKUHAS Ha
flalHEeHTA U TEASCHOTO TErA0 MpPH Jela H IOHOIIH.

[IpOABIDKUTETHOCTTA HA JIEYEHUETO 3aBUCHU OT TEXECTTa Ha 3a00I4BAHETO, 0T KIUHWUYHOTO
IPOTHYAHE B OAKTEPHUONOIHYHOTO Pa3sBUTHE.

JleuenneTo Ha MHOEKIAKE, NPUMHHCHM OT OIpeAcicHM Oaxtepuu (Hanp. Pseudomonas
aeruginosa, Acinetobacter unu Staphylococci) MOXE [a H3UCKBA MO-BUCOKU 034
HUITPodIOKCALHH B €IHOBPEMEHHOTO HMPUIIOXKEHUE Ha APYTH MOAXOMAIIH aHTHOAKTEPHATIHH
cpeacTBa.

JleyenneTo Ha HAKOM HHQCKIMH (HAp. BBIMANMTEIHO 3a00MABaHE Ha TA30BUTE OPraHH,
UHTPaabJOMUHATHH HHQEKUUH, UHOEKIUH NMPUH HEYTPONCHUYHH MAaLMEHTH U UHQEKLUUU Ha
KOCTHTE M CTABHTE) MOXKE [1a W3HCKBA €IHOBPEMEHHO MpHIarane Ha APYTH TOIXOIALH
aHTHOAKTEpUATIHM CPpeACTBA B 3ABUCHMOCT OT CBOTBETHHUTE [IATOICHHU.

Buv3pacmuu
[Toxka3zanus JIneBHa 103a B mg Ob6ma
NPOIB/OKHTEHOCT HA
JICUEHHE
(MMOTEeHIIHAJJHO
BK/IIOYBAINO HAYATIHO
MAPCHTEPATHO
JCHEHHUE ¢
IHIIPO(IOKCAUHH)
Nuapekuun Ha JOMHUTE JUXATEITHA 500 mg ABa DTBTH 7 no 14 nHu
UbTHILA aHeeHo go 750 mg nBa
IbTH THEBHO
Wudexunu Ha | Octpo odoctpsHe Ha | 300 mg OBa OBTH
TOPHHUTE XPOHHUYEH CHHYHUT nHeBHo Ao 750 mg nma
IUXaTeTHH I'LTH JHEBHO
IIETHLIA




XPOHUYHO
CYIIYPATHBHO
BB3MAJICHUE HA
CPEAHOTO YXO

5000 mg naBa 1OBTH
aHeBHO o 750 mg aBa
IBTH JHEBHO

7 no 14 nHu

ManuraeH BBHIIICH
OTHT

750 mg aBa TIBTH

AHCBHO

28 1Y 10 3 Mecena

Hudexunu Ha

HeycnoxxseH IUCTHT

250 mg nBa IIbTH
AHeBHO a0 S00 mg aBa

3 THH

NHKOYHHUTE
IIbTHIIA I'BTH JHCBHO
[IpH keHM B MpeMeHOIIay3a MOXKE Ja C€ H3I10/13Ba
500 mg eAHOXpaTHA 1034
YCIOXHEH IUCTUT, 500 mg nBa IbTH 7 IHU
HEYCJIOXKHEH JTHEBHO
MUCTOHEPPHUT
YCnoKHEH MHETOHEDPUT 500 mg aBa 1bTH MHHUMYM 10 gHH,
aHeBHO A0 750 mg nBa MoOJke Ja Obpae
IBTH JHEBHO MPOABIKEHO 0
nopeue oT 21 AHHU B
ONIPE/CNEHU CIYYan
(Hanp. abcuecu)
IIpocTratut 500 mg nBa bTH 2 10 4 cenMHLH
aHeBHO A0 750 mg aBa (ocTBp) 80 4 10 6
NBTH JHEBHO CEIMHIH (XPOHHUICH)
Undexuun Ha | [ OHOKOKOB YPETPUT U 500 mg karo 1 nen (eqHOKpaTHa
TeHHTAJTHHA UCPBUIAT ¢/THOKPATHA /1033 034a)
TPaxKT OpxHenuanauMIT U 500 mg aBa mbTH Hal-Malko 14 aHu
BL3ATTATEIHA AHeBHO o 750 mg aBa

3200 IIBAHHA HA
Ta30BUTE OPTaHH

IIETH AHEBHO

nHPEKUHY, TPHUYNHECHH
oT [ paM-OTpHIIATEITHH
OakTepUH

nHeBHO 10 750 mg nBa
ITBTH THEBHO

Undeknun Ha | Quapus, npuYuHEHa OT 500 mg aBa 1 nen
cToMamHo- | Gaktepuu, BKI. Shigella TETUAHEBHO
UpPEeBHUS SPP. Pa3IuYHH OT
TPaKT Shigella dysenteria ThII
UHTpa- 1 1 eMIUPUYHO JICUYCHHE
abIOMUHAITHH Ha AUapus Ha
UH(EKIHH NBTCLISCTBECHULIUTE
J{uapws, TpUYHHEHA OT 500 mg aBa neTH 5 THH
Shigella dysenieriae Tun JHEBHO
]
JHapys, IpUUYUHEHA OT 500 mg nBa BTH 3 nHU
Vibrio cholerae IHEBHO
TudounnHa Tpecka 500 mg nBa nbTH 7 IHH
ITHEBHO
HUHaTpaadaoMuHamHy 500 mg aBa usTH 5 1o 14 gHwm

Hpexunn Ha KoKaTa 1 MEKHTE ThKaHH

500 mg aBa NBTH
nHeBHO o 750 mg nBa

II'pTH JHCBHO




HMHpeKInm Ha KOCTUTE U CTABUTE 500 mg ABa IbTH MaKCHMAaJIHO 3 Mecela
aHEeBHO N0 750 mg aBa
IBTH JHEBHO

JleueHne Ha HHQEKIUH WK 3a 500 mg nBa 0bTH Jleuenuero TpsaOBa Aa
npodIaKTAKa Ha HHPECHIUA TIPH aHeBHO 70 750 mg 1Ba | TPOIBIIKH IIPe3 LENHs]
NALKMEHTH C TEKKA HEYTPONCHUA. NBTH JHEBHO [epuoj Ha

HunpodmoxcapH TpsadBa ga ce HEYTPOICHHATA

KOMOUHHpA ¢ APYTU MOAXO AN
aHTUOAKTECPUATTHU CPECTBA B
CHOTBETCTBHE ¢ OPULHATHOTO

PBHKOBOJACTBO.
[TpodunakTHKa Ha HHBA3YBHU 500 mg kato | JeH (eqgHOKpaTHA
nHdexunu ¢ Neisseria meningitidis €/THOKpAaTHa J103a 1034)
M HEXxanaTopeH aHTPaKke — 38 BTOPHYHA 500 mg 1Ba IBTH 60 ncHa cien
npoduIakTHKa Cled eKCIIO3HIKs, KaKTO IIHEBHO MOTBbPIKAABAHE HA
H 32 JIeueHHe Ha JINLa, KOUTO MOrart J1a EKCIIO3HIINA Ha
ce JeKyBaT Ype3 NEpOopaiHo Bacillus anthracis

MPUIIOKEHNE, KOTAaTO € KIIMHUYIHO
noxkazado. IlpunaraHeTo Ha I€KaApCTBOTO
TpAOBA Ja 3aIl04MHEe KOJIKOTO € Bh3MOKHO

10-CKOPO CJIeX MOJAO3UPaH HITH
MOTBBPACH KOHTAKT,

Leya u ronouu

TToxazaHHuu

JIHeBHA 1032 B g

O0ma npoabIKHTETHOCT
Ha JeueHHe (MOTEeHUHAJIHO
BKJIIOYBAIO HAMAJIHO
NAPEHTECPATHO JEeYEHHE ¢

HHIPo¢IOKCAIHH)
Kucto3na gudposa 20 mg/kg TemecHo Teryo aBa 10 no 14 guu
IFTH JHEBHO A0 MAKCHMYM
750 mg Ha 1034,
Venoxuenn uHeknun Ha | 10 mg/kg TenrecRo Terino aBa 10 10 21 gun

MUKOYHHUTE IBTHLIZ U
MTHEJIOHEQPHT

nbTH JHEeBHO 10 20 mg/kg
TEJISCHO TETJIO ABA [TBTH
NHEBHO J0 MakcuMyM 750
mg Ha 1034.

MuxanatopeH aHTpake — 3a
BTOPHYHA MPOPHIAKTHKA
ciesl eKCIO3U1iKs, KaKTO U 33
JIeUCHUE Ha JIKLA, KOUTO
MOrart Ja Ce JIEKyBaT 4upe3
MEPOPATTHO TPUIIOKEHHE,
KOraTo € KIMHUYHO
nokazaHo. [ [punaraneTo Ha
IIeKapcTBOTO TpAOBA Aa
3aM0YHE KOJKOTO €
BBE3MOIKHO HO-CKOpPO clie]
MOJIO3UPAH WM IIOTBBPIACH
KOHTAaxT.

10 mg/kg TenecHo TEIr10 ABa
neTH AHEBHO 10 15 mg/kg
TEJIECHO TEIJ0 AB8a IIBTH
IHEBHO J0 MakcuMyM S00
mg Ha Z03a.

60 nena cien
MOTBBPKAABAHE HA
eKeno3uLus Ha Bacillus
anthracis




Hpyru Texkud HHQEKIUU 20 mg/kg T€neCHO TErIo ABa B 3aBHCHMOCT OT BHJA HA
TBTH JHEBHO [0 MAKCUMYM HH(PEKIHNUTE
750 mg Ha po3a.

Fepuampuunu nayuenmu
[epuaTpHyIHUTE TANHEHTH TpAOBa Ja NOJIy4yaBaT A034, MOAOpaHa CIOPeNl TeXECTTa Ha
YH(PEKLUNATa 4 KPEaTHHHHOBUSA KIHPBHC Ha MallUCHTA.

Bvbpeuno u uepnoopobHo yepescoane
[TpernopbuNTETHY HAYAIHH W HOAABPXAIOM JO3M TIPH IAUMeHTH ¢ HapylureHa ObOpedHa
QYHKLIUS:

KpearnaunoB KIHpbHC | CepymeH KpeaTHHHMH [lepopanna go3a
[mL/min/1,73m"| [pmol/L] [mg]
> 60 <124 Buxre obmyaiiHuTEe 103U
30 - 60 124 no 168 250 ~ 500 mg Ha Bceku 12 h
<30 > 169 250 —- 500 mg wa Bceku 24 h
[TarmenTH HA > 169 250 — 500 mg Ha Bcekn 24 h
XEeMOaHaIn3a (Caen Auain3a)
[TammenTH HA > 169 250 — 500 mg va Bcexu 24 h
NEePUTOHEAIHA TUATH3A

He ce Hajara KOpHrupade Ha 103aTa NpU MAlKEHTH ¢ HapyLIeHa 4€PHOAPOOHA (BYHKIIU.
HsaMa mpoyupaHHd 3a NpHJarakHe IpH jAella ¢ yBpeneHa GbOpedna w/wiH 4epHOApoOHA
QYHKUUM.

Hauun na npunosicerue

Tabnetkute TpsaOBa Aa ce IBITAT ¢ TeuHOCT Oe3 fa ce apBuYaT. Morar ga ¢¢ IpueMar ¢ Wi
Oe3 xpaHa. AKO ¢e IMpueMaT Ha Npa3eH CTOMAax, pe3opOuusaTa Ha aKTUBHOTO BELNECTBO CTaBa
nmo-6ep3o. Kamuust, cbAppXawl ¢€ B HOPMAJIHHTE XpaHH, HE MOBJIHABA 3HAYAMO
abcopbuusara. TabneTkute uunpoduiokcallie He TpAOBa Ja ce MpUeMaT ¢ MIEYHH NPOLYKTH
(Hanp. MPSCHO MJIAKO, KACEJIO MIIAKO) HITH ¢ 000TaTeHH Ha MUHEPAJH TIIOJIOBH COKOBE (Hamp.
oboraTed Ha Kailuil MopTOKanIoB COK)}(BXK. Touka 4.5).

[Tpu TeXKN CIyYad WM TIPH HEBB3MOXHOCT Ha MALMEHTa Ja NOrIbIa TabIeTKu (Harmp. TpH
NAIMEHTH HA NapeHTepalHO XpaHeHe) ce MpenophyuBa TepanuaTa Aa OBpAe 3anoyHaTa ¢
HHTPABEHO3Ha ¢opMa Ha HHIpodIokcauuH. Cleq HHTPABCHO3ZHOTO IIPHITOKEHHE, JICHCHHETO
MOXKE Aa NPOABIIKU OIEPOPATHO.

4.3 IIporuBonmokazaHus

¢  CBDPBLXYYBCTBHTCIIHOCT KBM AaKTHBHOTO BEIIECTBO, KBM JPYTH XHWHONOHH HWIH KBM
HAKOE OT [IOMOIIHUTE BELeCTBA (BX. TouKa 6.1).

° EaHOBpPEMEHHO MpuJlaraHe Ha IUIpoQIoKcaluH ¥ TH3AHHAKH (BX. TOUKA 4.5).

4.4 CneumaaHu NpexyNpPexNeHns ¥ NpeANa3Hu MEPKH IIPpH YHoTpeda

Tesncxu ungpexyuu u cmecenu ungexyuu ¢ I pam-nonodcumennu u anaepoOHu namozeHu
L{umpodioKcaluH He € TOAXOMAAIL 3a JIeYeHHe HA TEXKH WH(PEKIHH U HH(PEKIIH, KOH
MOIJIH Ja ce OBDKAT Ha [ paM-noioXuTeNmHH Wiau aHaepoOHM natorend. Ilp
HHPEKIUY M Tpo¢IoKCcallMH TpaOBa 1a ce Ipuilara €IHOBPEMEHHO ¢ ﬂpym/
aHTUOAKTEPHANHN CPEACTBA.

Cmpenmoroxosu unghexyuu (8xniovumenno CmpenmoxoKosa NHeEMOHUS) \




[lunpodOKCaLHH He ¢ IperopbuBa 3a JCYEHHE Ha CTPENTOKOKOBH HHQEKUMH, MOpanu
HeJOoCTaThuHa ¢PUKACHOCT.

Hupexyuu Ha ceHumannus mpakm

OpxXHEeIHIUAUMHT ¥ BB3NAIMTENHO 3a0oidBaHe Ha Ta30BHUTE OPTaHH MoOrar Ja C¢ IPUYHHAT
oT $IIyOpPOXHHONOH-PE3UCTEHTHA Neisseria gonorrhoeae. Llunpodnokcanun TpsOea na ce
MpuJIara € AHOBPEMEHHO ¢ APYTo TOAXOAINO aHTHOAKTEPHATHO CPEACTBO OCBEH aK0 MOKE Ja
ce U3KIIOUM LUIpo(IOKCallMH pe3HCTeHTHa Neisseria gonorrhoeae. AKO He Ce MOCTHIHE
KIIMHUYHO MT0A00peHHe ciiell 3-IHEBHO JIEUCHHE, TEpalMATa TPAOBa 1a C€ TIPEOLIEHH.

Humpa-aboomunanru unghexyuu

MMa orpaHMyeHH JaHHM 3a e(HKacHOCTTa Ha IMIPOQIOKCALHH [IPH JIEYEHHETO Ha
TOCTXMPYPrHYHM HHTPa-a0JOMUHATHH WHQEKITHH.

Huapusa Ha nemewiecmeenuyume
[lpu wu3bopa Ha uumpodrokcalmH TpAOBa Ja Ce HMMa IPEABHI HHpOpMaNMATa 3a
PE3UCTEHTHOCTTa KbM IMMPOQIOKCAllMH Ha ChOTBETHHTE MATOICHHU B TOCCTCHATE CTPAHH.

Hughexyuu na kocmume u cmagume
[ {unpodnokcanuy TpsOBa Aa ce H3IM0138a B KOMOMHALMS ¢ APYTH aHTUMHKPOOHH CPE/ICTRA B
3ABUCHMOCT OT Pe3yATaTHTE 0T MUKPOOHOMOTHUHHTE U3CIEABAHHUS.

Huxanamopern aumpaxc

M3non3BaHeTo NpH Xopa ¢€ OCHOBaBa Ha JAaHHUTE 34 YYBCTBUTETHOCTTA in-vilro H
eKCIIEPUMEHTANHH JaHHK NPH XHBOTHH 3a€IHO C OTPAHHYEHH JaHHH 1pH Xopa. JlekypammuTe
nekapy TpaOBa Ha ce cbhoOpa3iaT ¢ HAUMOHAIHUTE W/HIM MEXAYHAPOAHH KOHCEHCYCHH
TOKYMEHTH 110 OTHOIIEHUE Ha JICYCHHETO Ha aHTPaKC.

Heya u ronouiu

[Tpr ymoTpebaTa Ha IUIPOGIIOKCAIMH NpH JIENa M OHOMM TpsOBa Ja Crassa HAMYHOTO
ouunanso peKoBOACTBO. JledeHueTo ¢ nHOpodIoKcanid TpadBa Aa ce 3amno4ba camo OT
fleKapy, KOWTO UMaT OTIHT IIpH JIeUeHHe Ha KHCTO3HA Qubpo3a W/WiIH TeXKH HHOEKINH IpH
aela v FOHOLLH.

V¢TaHOBEHO €, Ue MUIPOMIOKCAIINH IPEAN3BHKBA apTPONATHA Ha HOCCIIUTE TCTICCHATA Maca
CTaBM NpPY HE3pelu XMBOTHH. JlaHHUTe 3a 6e30MacHOCT OT PAHJOMHU3HPaHO, ABOHHO-CIIAIO
MpoydBaHe 3a NMPHIAraHeTo Ha MHIPOQIIOKCAIMHE NpH fena (rpyla Ha HATPOQJIOKCALUH: N =
335, cpeaHa BB3pacT = 6,3 TOAMHH; KOHTpOJIHA rpyna: n = 349, cpefHa BB3PacT = 6,2
TOAMHHU; BH3pacToB AuamazoH = 1 10 17 roauHy) moka3ear 9ECTOTa Ha BEPOATHO CBBP3aHa C
NEeKapcTBOTO apTpomaTHs (yCTaHOBEHa Ha 0a3a KIMHWYHM CUMITOMH d  OIlIaKBaHUA,
CBBP3aHH ChC cTaBuTe) A0 neH +42 ot 7,2 % u 4,6 %. C'bOTBETHO HECTOTATa Ha CBbP3aHATa C
eKapCcTBOTO ApTPONATHA CjIed €IHOTOAMIIHO npocieassane e Ouma 9,0 % m 5,7 %.
VBeTHUCHUETO HA YECTOTAaTa Ha BEPOATHO CBBLP3aHaTa ¢ JICKapCTBOTO apTPOINATHA HE CC ¢
pa3/iMuaBa CTATHCTHYECKH 3HAYMMO MeXAy rpynute. Jleuennero TpsadBa na ce 3anoysa caMo
cjlel BHHMATETHA OICHKAa HAa CHOTHOIIEHHETO IIOI3a/pHCK TMopaay BEPOATHOCTTA OT
HEXe/aHH PEeaKlHH, CBhpP3aHH ChC CTABUTE W/MJIM OKOJIHUTE ThKaHU.

EpoHXONYIMOHQIHY UHQeKYUU RPU KUCTHO3HA (hubpo3a

B KIMHHYHHTE [POYYBAHMA ca OWiM O0XBaHATH Jela W IOHOIIM HA Bb3pacT Mexay >-17
ronuey. CHUICCTBYBA 110-OTPAHHMYEH ONUT TIPH JICUCHHETO Ha Jela Ha BB3PacT MeXAy | M 5
FOAMHH.

Vea0MCHEH Y UHPEKYUY HO RUKOYHUME HoMULa Y NUENOHEPPUM {
Jleyenue ¢ qUnpPodIOKCAlHH NPy MHGEKLMH Ha THKOUHKUTE IBTHIA TPAGHE 42 e 0
KOTATO He MOKe [a ce [IPUJIOKH APYro JieueHne ¥ Tpabpa na ce Gasupa/figs @E
MUKPOOHOIOTHYHUTE M3C/IEIBAHUS. ST
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B KIMHUYHUTE IIPOYYBAHHS ¢a BKIIOYBAHH Jela U FOHOIIY Ha BB3pacT MEXAY 5 U 17 roauHu.

Jpyeu cneyugpudHyu medscKku uHgpexyuu

Ipyrd TeXKd “H(EeKIMH CHINIACHO OQHIUATHOTO PBKOBOACTBO MM CJ€A BHHUMATEIHO
OLiCHABAHE HA CHOTHOIIEHHETO TTOJ3a/PHUCK, KOTaTo HE MOXKE Ja C¢ H3II0JI3Ba APYTO JICUCHHE
WAd cleJ HeyclmeX Ha KOHBEHLMOHATHATa Tepanus M KOraTro pe3yatraTure  of
MUKPOOUOIOTHYHUTE H3CIEABAHAA TOJKPENAT M3NON3BAHETO HA IUITPOMIOKCAIIH,
M3non3paHeTo Ha LUNpodIOKCAUMH HpH ONpeleseHH TeXKH HMHOEKUHH, pasjin4Hu OT
oT6ens3aHuTe I0-TOPE HE € OIEHCHO B KIMHHYHH [POYYBAaHHS W KIHHUIHHAT OIHT €

orpaHuueH. [1o Ta3u MpUYHHA ce NMpPEeNophyBa MOBUIIEHO BHUMAHHE NIPH JICUCHUE HA TAKHBA
MAIHCHTH.

CepuxuyscmeumeIocm

CBPBXYYBCTBATETHOCT M QICPrHYHU  PEAKIMH,  BKIHOYMTEITHO aHadumakcus W
aHahHTaKTOMAHN PEAKIMH MOraT Ja ce MOABAT Cllell eAHOKpaTHa A03a (BX. TOYKA 4.8) u
MOTaT JIa ca KMBOTO3acTpalIasaImy. [Ipy nosBa Ha Takapa peakIns MHIPo(IOKCcalnH TpAOBa
na ce IPeKpaTH, KaTo € HeoOX0AMMO NMPOBEKIAHETO Ha aIEKBATHO JICUCHHUE.

Myckyiano-cxenemuama cucmema

[To npasuno umnpoduiokcanMH He TpAOBa Ja ce Ipuiara NpH MAOMEHTH ¢ aHAMHCCTHMHH
NaHHA 3a 3a00NABaHHA/HAPYIICHUS Ha CYXOXWIHATA, CBBP3aHH ¢ JICUCHAC ¢ XHHOJIOHM.
BbOpekd TOBA @IOPH MHOTO DEOKH ClydaH Cleid MUKPOOHMONOrMHHO JOKa3BaHEe Ha
eTHOJIOTHYHVS IIPHUMANTE] W TpeleHKa Ha CHOTHOIUEHHETO IOJ3a/PHCK € BB3MONKHO
MpeANUCBAHETO Ha NUIPOdIOKCcAlHH Ha TAKKMBA NAHCHTH 3a JICICHUE Ha ONPEAL/ICHH TCKKH
uHGexnuK, 0co0CHO B CIyYauTe HA HCYCIEX Ha CTaHJapTHaTa TCpanmyd HiH GakTepuaiiHa
PE3UCTEHTHOCT, KOrato MHKPOOHONOTHYHUTE JAHHH MOAKPEHAT H3HOI3BAHETO HA
ITUITPOQIIOKCAITHH.

TeHIMHUT WIH pa3KbCBAHE HAa CYXOKWIHE (0COOCHO AXHIECOBOTO CYXOXKHIIME), TOHAKOra
BYCTPaHHO MOXe Ja Ce pa3BHe NPH TPHJIAraHe Ha MHTPOPIOKCALNH, OIC CNE THPBHUTE 48
yaca Ha Jeyedue. PHUCKBT 3a [ATONOTHYHO 34CsAraHe Ha CyXOXHIIMATA MOXE Aa € I1O-BUCOK
MPH TNALHEHTd B CTapyecka Bb3pacT WIM NPH NANHEHTH, €IHOBPEMECHHO JICKYBAHM C
KOPTHKOCTEPOUAH (BX. TOUKA 4.8).

Jleueuunero ¢ numpodIokcanuH TpaOBa na OBAC TPEYCTAHOBCHO NMPH BCCKH CHMIITOM Ha
TEeH/AUHHUT (Hamp. Oole3HeH OTOK, Bh3naneHue). TpsadBa na ce OCUIYpH NnokoH Ha 3acerHaTus
KpaHHUK.

Llunpodaokcanun TpaOBa Ja C€ M3M0J3Ba C IOBUUIEHO BHMUMAHUC IIpH [AIUCHTH €
MHACTECHHSA I'PaBUC (BK. To4uka 4.8).

DomovyecmeumesHocm

VCTAHOBEHO €, ue IUIMpoduIoKcanwH TPUUHHSBA DPEAKIHW Ha (QOTOTYBCTBHTEIHOCT.
[TauueHTHTe, KOMTO NpHEMAT HUIpodIokcauud TpaOea ga ObJaT NOCHBCTBaHK 1A n30Arsat
INPEKTHO W3/1araHe Ha CHIIHA CJbHYEBA CBETIHHA, KAKTO M HA YITPaBHOICTOBO 00JIBYBAHE
10 BpeMe Ha JIeUueHneTo (BX. Touyka 4.8).

Llenmpanrna Hepsra cucmema
M3BeCcTHO €, Y€ XHHOJOHUTE IPOBOKUpAT bPYOBE WM [IOHHXKABAT 1para 3a IoABa Ha
repuoBe. Hpnpodnokcanyq TpadBa Aa ¢¢ M3MOI3BA ¢ NOBUIICHO BHUMAHHE IPY MAIKCHTH ¢
napylueHus Ha [{HC, KOMTO €BEHTYaNHO ca NPeapas’nooKEHU KbM I'bDHOBE. JleyeHuero ¢
nurpodIokcaud Tpabsa ga Oble TPEYCTAaHOBEHO M He3adaBHO TpsiOBa Ja ¢€ NOTBPCH
KOHCYNTAlUA ¢ JeKap fpd mosgsa Ha rbpdyoBe (BX. Touka 4.8). Bp3mMOKHZ hgﬁﬁ:‘ Ha
[MCHXWYHA DPEAKUUM CNef ITHPBOTO NMpPHIAraHe Ha HHIPOQIOKCcanyH. B gﬁﬁéeﬁﬂfm\%
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Crnyyad Ha IOJIMHEBponaTHA (Bb3 OCHOBA HA HEBPOJOIUYHU CUMITOMH KaTo OONKa, MapeHe,
CETHBHM HapyIIeHHs WIH MYCKy/JIHA cialocT, caMOCTOSATENIHO WM B KOMOHHAIINA) <&
JOKJIANBAHM TpH IAUMEHTH, I[odyvaBalid rmunpoduiokcanud. llpunaranero  Ha
nuIpodUIoKcanud TpAdBa Na ¢¢ MPEeKpaTH ApH MAIUCHTH CbC CHUMIITOMH Ha HEBPOIIATHA,
BXJIIOUBALIA O0JIKa, apeHe, MapecTe3nd, U3TPBIBAHE W/WIH ¢1aloCT 3a Aa ce NpeJOTBPATH
PAa3BHTHE Ha HeOOPaTHMO CHCTOTHIE(BXK. TOYKa 4.8).

Copoeyunu napyuienus

Toit kKaTo THIPOMIOKCAUMH € CBBP3aH ChC CNIydad Ha yab/kaBaHe Ha QT uHTepBanta (BiK.
Ttouka 4.8), Tpa6pa Ja ce nmpuiara BHUMATEIHO NPH JICUCHUE HA NAIMCHTH € PHCK OT apUTMHs
Tin torsades de pointes.

[acmpo-unmecmunaina cucmema

[TosiBaTa Ha TEXKa M TEPCHCTHPAIIA JAMAPHUA [0 BPEME MIIH ClIe] ICUYCHUETO (BKTFOYUTETHO
10 HAKOJIKO CeAMULH Clel JeUeHHETO) MOXeE Ja N0Ka3Ba KOJAMUT, ¢Bbp3aH ¢ aHTHOMOTHYHOTO
[IPUIOKEHHE (KHBOTO3aCTPalIaBaIlo ChCTOSHHE C BH3MOXEH (paTaeH H3X0J), KOETO Haara
He3a0aBHO jeueHue (Bx. Touka 4.8). IIpu TakuBa Ciiyyad JNEYEHHETO ¢ LHUIPOQIOKCAUNH
Tpa6Ba He3abaBHO Ja OB MPEKPATeHO U Aa ce 3allOuHe MoAXoAdIma Tepanus. |lprnaranero
HA AHTUIIEPUCTAITHYHYM JEKAPCTBA € IPOTUBONOKA3aHO B TAKHBA CTy4aH.

bvbpeuna u nuxoyna cucmema

MMa ¢boBIIeHHS 3a KPUCTAlypUsl, CBbp3aHa ¢ H3M0A3BaHeTO Ha HUMPODIOKCALMH (BXK. TOUKA
4.8). INanuenTHTe, HOIyUaBaIny UIpodIIoKcanun, Tpadsa na Opaat pobpe XHApaTUPaHu W
TpsaOBa Ja ce u30srBa MPEeKaICHO anKaIu3UupaHe Ha ypUHATA.

Xenamo-bunuapna cucmemd

VMMa chOBIIEHHS 3a CTydau Ha YepHOApoOHa HEKpo3a i KHBOTO3acTpalllaBalia YepHOAPOOHa
HeOCTATHYHOCT MPH JICUeHHe ¢ Humpodiokcalme (Bx. Touka 4.8). Jleuennero Tpsabpa 1a
6bIe MPEKPaTeHO NPH NO0ABA HA KAKBHTO H Ja Ouo Oene3d H CHMIITOMH Ha YEPHONPOOHO
3aGosiABane (KaTo aHOPEKCHUsl, UKTEp, ThbMHa YpUHAaTa, ChPOeX mitk O0Ie3HEHOCT Ha KopeMa).

Heduyum na 2nwoko3o-6-gocgam dexudpozenasa

ChoOIIABAHN €A XEMOJHTHYHH peakUHH TpW [PUIaraHeTo Ha UHIPO(IOKCAUHH IIpH
MALMeHTH ¢ AeQULIUT Ha II0K030-6-hocdaT aexuaporenasa. Lunpodokcaly TpsabBa Ja ce
136ATBa NIPU TE3U TMAIMECHTH, OCBEH aKO MOTCHIIHATHATA TIOJI3a TPEBUILABA BB3MOXHHUA PUCK.
B To3u cly4aii MOTEHLIHATHATA TOsBA HA XeMOJIMTHUHA peakuus TpAOBa fa €€ MOHHTOpUpA.

Pezucmenmnocm

[To Bpeme Ui Cael Kypca Ha JEHeHHe ¢ LIUNPOQIOKCAIMH MOXE a C¢ H301Apar OaKTepHH,
KOMTO IOKA3BaT PE3UCTEHTHOCT KbM IHIPOMIOKCAUNH ChC WKW 0Oe3 KIMHAYHO W3ABEHA
cyneputdekiya. Moxe 1a uMa 0coOeH PHCK OT Pa3BHTHE Ha LHUIPOQIOKCAIHH-PEIUCTEHTHH
fakTepuy MpH YILKABAHE HA BPEMETO HA JICUCHHE M KOTaTO C€ JIEKYBaT HO30KOMHAIHH
uHGEKUHE H/U1H HHPEKIMH, IPUYUHEHH oT Staphylococcus u Pseudomonas.

L{umoxpom P450

[Tunpodnokcanun uaxudupa CYP1A2 1 no To3u Ha9uH MOXKE Aa JOBEAC A0 NMOBHINABAHE HA
CepyMHHTE KOHIIEHTpalMH Ha €IHOBPEMEHHO IIpHJIaraHy BEWIECTBA, KOWTO CBIIO C¢
MeTaGHIM3UPAT OT TO3M EH3UM (Hamp. Teo(HIMH, KIO3alHH, POINMHMPHON, TH3aHWUIUH).
EAHOBPEMEHHOTO MpHJarade Ha LUMPO(GIOKCAIMH M TH3aHWAMH € NpOTHBomokasaHo. Ilo
Ta3y PUYUHA MALHEHTHTE, IPHEMAIIH TAKHBA BellecTBa €AHOBPEMEHHO ¢ LUMPODIOKCAlUH,

1ps6Ba ga GbJaT BHUMATEHO MOHHTOPHPAHH 3a KIMHHYHH CHMIITOMH Ha TIPE S
MOYKe 714 C€ HAJIOXH ONpeIeIsHe HA CEPYMHHTE HM KOHLEHTPAIHH (HaIp. Ha TP %?ﬁ% N
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He ce npenopbuBa €IHOBPEMEHHOTO MpUsaraHe Ha IHUIPOQJIOKCALMH W METOTpPeKcaT (BXK.
Touka 4.3).

Hosrussane nHa 1abopamopru U3C1e06aHUA

AKTHBHOCTTA in vitre Ha munpoduokcarun cpewmy Mycobacterium tuberculosis MOXe Ia

ROBede [0 (allIMBO OTPHLATEIHH MAKPOOHOIOTHYHHU PE3yNTaTH Ha IpoOHU OT MAlUCHTH,
KOUTO NOHACTOAIEM ITPHEMAT IMUMPODTOKCAIIMH,

4.5 BiaumogeiicTBHe ¢ APYrd JIEKAPCTBEHH NPOAYKTH H JpyrH (opMM Ha
B3aUMOJeHCTBHE

Bausinue Ha Opy2u 1eKapcmea 8bpxy YUnpO@ROKCayun.;

Qbpazyeane Ha XelAMHU KOMIIEKCH

EAHOBpeMEHHOTO TpHJATaHe Ha IATIPOGIIOKCAIMH (IIEPOpaIHo) ¥ MHOTOBAJICHTHH KATHOH-
CHABPKAIIM JIEKApCTBA M MHHEPATHH J00aBku (Hamp. KajalMd, MAarHe3HH, aNyMHUHUH,
Kes30), hochat -CBLP3BAIIM TOMHMEPH (HAIp. ceBeaMep), CyKpanar MM aHTHAIUIHY
CpefcTBa, CUIHO OydepupaHu NekapcTBa (Hanp. TalJeTKH OUJAHO3MH), KOUTO CbAbpPKAT
MarHes3ni, aTyMHHHH WM Kaiuit, Hamangsar abcopOuuaTa Ha LATPOQIOKCALINH. ITo Tazu
npy4HHa nupodoxcanuH TpAOBa Aa ce mpuiiara Win 1-2 gaca npean Wiy MoHe 4 qyaca cnen
Te3W MpoAyKTH. ToBa OrpaHUUCHKE HE CE OTHACSA 3a aHTHAIM/IHK CPEICTBA OT Tpynara Ha H2-
pelenTOPHUTE OIOKEPH.

XpaHna u Mae4ru npooykmu

Kaiuuar, ¢habpiKalll ce B XpaHWuTe, He ITOB/UABA 3HAYHMO abcopOuusra. Tpabsa obaue pa ce
n36ArBa €IHOBPEMEHHWAT IIPHEM Ha MIICUHW TPOAYKTH WIH OOOraTeHH Ha MHHEpAIH
HaUTKY (HATp. MPSICHO MIIAKO, KHCENo MIIKO, 000raTeH Ha KallKH MopTOKaloB COK) 3aeIHO
¢ IUpo(TOKCAIIMH 3aI0TO T¢ MOTAT Ja HamManaT abcopOuuATa Ha PO dITOKCAIINH,

[Ipobenuyuo

[TpoGeHuuna ToBTMABa GBOPEYHATA CEKpeLMs HA [HIPOQIOKCAIVH. EQHOBPEMEHHOTO
Opuiarage Ha MpoOeHuLu] M OunpodIOKcaluH BOAM A0 NOBUIIABAHE HA CEPYMHATA
KOHIIEHTpAI[HA Ha TUIIPOJUIOKCAIIHH.

Egpexmu na yunpogroxcayut eopxy Opyau 1eKapcmeeHu npooyKmu;

Tuzanuoun

Tusanuany He TPAOBa Ja ce MpHiIara eJHOBPEMEHHO ¢ HHMPO(IOKCAHH (Bx. Touka 4.3).
[Tpu €AHO KIMHHYHO NMPOYHBAHE BBPXY 3APABM HHIMBHUAH € YCTAHOBCHO IOBHINABAHE HA
cepyMHATa KOHIEHTpalus Ha TH3aHUAMH (mopriiaBaHe Ha Cmax: 7 ITbTH, B HHTCpBAI: 4 1o
21 nbrH; yBenuuapade Ha AUC: 10 nwTy, B vHTEpBaN 6 A0 24 IBTH) IPH €JHOBPEMEHHO
mpunarage ¢ nunpodroxcanuH, IlopumicHaTa cepymMHa KOHICHTpalUKs Ha TH3AHWUAMH €
CBBP3aHa ChC 3aCHJIEH XUIOTEH3UBEH H CEAAaTUBEH €(EKT.

Memomperxcam

BuOpeunnar TyOyleH TpaHCIOOPT Ha METOTpeKcarT MOXe Ja ObAe MDOTHCHAT IIpHU
¢IHOBPEMEHHO TIpWIAraHe Ha IUMIIPOQIIOKCANHH, KOSTO MOTEHUHATHO BOAH A0 IMOBHIICHH
[UIa3MeHM HMBAZ HA METOTPEKcaT M IIOBHIIEH PHCK OT TOKCUYHHM pEaKklHH, CBBP3aHHu C
MeToTpexcat. EJHOBPEMEHHOTO H3MOM3BAHE HE ¢ IPEnophyBa (BXK. TOUKA 4.4),

Teopuaun T
EMHOBPEMEHHOTO MpHiaraHe Ha UWMPOQIIOKCAUMH H TCOQHIMH MOKE 1 QRERIAQ, .
PO LS IAN
HEXeJ1aHO MOBHIIABAHE HA CEPYMHATA KOHLIEHTpalusa Ha TeopuIuH. ToBa MOXE e 7,
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eNHOBpeMeHHaTa ynorpeba cepyMHHTE KOHIEHTpauuu Ha TteoduauHa TpsbOBa Aa ce
[IPOBEPABAT M aKO € HeOOXO0AUMO J03aTta Ja Ce peayuupa (BX. To4UKa 4.4).

Hpyeu kcanmunoeu npou3eooHy

[Ipy enHOBpeMEHHOTO TMpHJAraHe Ha UMMPOJUIOKCAUUH U KOPEeUH WIH MEeHTOKCU(QHIIUH

(okcuneHTHdUINH) HMa CbOOIUEHMA 3& IMOBHIUCHH CEPYMHHU KOHUECHTpaUUM Ha Te3H
KCAHTHHOBH TTPOH3BOIHH,

Denumoun

ExnospeMeHtoTO npHjaraHe Ha OUIpodIIOKCallMH W (PEHHUTOMH MOXe Ja AOBEAE 110
NOBUINEHY MM [OHIDKEHH CepyMHH HHUBA Ha (PEHHTOHH, MOpaId KOETO ¢€ Mpernopbysa
MOHHTOPHPAHE Ha JICKAPCTBEHUTE HUBA.

Hepopannu anmuxoazyranmu

EIHOBpEMEHHOTO IIpHIaraie Ha LUIIPOQIOKCALMH C BapapHH MOXE Ha JAOBele [0
[IOBHLIABaHE HAa AHTHKOAryJlaHTHHTe My edextH. KlMa choOmeHus 3a MHOrO ciay4yay Ha
[MOBHIIEHA AaHTHKOAryJIAHTHA AKTHBHOCT TIpH IIAIMECHTH, NpPUEMAIUX AaHTHOWOTHIIH,
BKJIOUHTEAHO (PIYyOPOXHHONIOHM. PHUCKBT MOXE Oa Bapupa B 3aBHCHUMOCT OT OCHOBHOTO
3a0oIgBaHe, BbL3pacTra W OOIMUA CcTaryc Ha [AaUMeHTa, Taka 4Ye T[PHHOCHT Ha
bayopoxuHOJOHUTE 3a yBeauwasaHe Ha INR  (MexayHapoaHO  HOpMamH3HpaHO
CHOTHOLIEHHE) € TPYAHO Oa c¢€ olleHHu. [IpenopsuBa ce yecTo MoHUTOpHpaHe Ha INR mo
BpEME M HEMOCPEIOCTBEHO C¢JeA €JHOBPEMEHHOTO IpuilaraHe Ha LMIPOQIOKCAUUH ¢
IEPOPaATHO AHTHKOATYIGHTHO CpeACTRO.,

Ponunupon

[lpy exHO KNWHUYHO IIPOYYBAHE € YCTAHOBEHO, Y€ €IHOBPEMEHHOTO TMpHJIaraHe Ha
POMTUHUPON M LUnpodIoKcaluy, yMepeH uaxubutop Ha uszoensuma CYP450 1A2, Boau a0
rmopumasaHe Ha Cmax u AUC 3a pommHHpon csoTBeTHO ¢ 60% 1 84%. IlpenopeuBa ce
MOHUTOPUpaHe Ha HEXeTaHHTe peaKUHH, CBLpP3aHH C PONHHUPON] H CbOTBETHO KOPUTHpAHE
Ha Jo3aTa TII0 BpPEME M HEINOCPEIACTBEHO cCjled €IHOBPEMEHHOTO TpHIaraHe ¢
uunpodaokcalut. (BX. Touka 4.4).

Kurozanun

Cnen eZHOBpPeMEHHO OpHiarade Ha 250 mg nunpodaoKcalkH ¢ KJI03aNuH B IPOIbIKEHHE Ha
7 OHY, CEPYMHHTE KOHIIGHTpAaMM Ha KJI03amMH W N-AC3MCTHJIKIO3ANMMH ¢a MOBHIICHU
CBOTBETHO ¢ 29% u 31%. IIpenopsuBa ce KIMHUYHO [IPOCIEAABAHE H CHOTBETHO KOPUTHPAHE
Ha 703aTa Ha KJIO3allMH IO BpeMe M HEMOCPEACTBEHO CJIed €IHOBPEMEHHOTO MpHIaraHe C
nunpodiokcanu (Bx. Touka 4.4),

4.6 DBpeMEeHHOCT H KhpMEHeE

bpemenrnocm
Hanyuuute NaHHH 3a OPHIAraHeTo Ha LUOpOo(dIOKCAllHH IpH OpPEMEHHH JKEHH HE ITOKa3BaT
MaspopMalnn uid GeTo/HeoHATAIHA TOKCHIHOCT Ha HUIpodIIoKcaluH. | [poyyBaHuaTa MpH
)KUBOTHU He OKA3BaT AUPEKTHH WIH MHAUPEKTHU YBpEXAamu €(peKTH IO OTHOLUSHHE Ha
pEIPOAYKTHBHATA TOKCHYHOCT. [lpy MmaaM M NpH HEPOAEHH XHBOTHH C EKCIIO3HIHUA Ha
XUHOJIOHY ca HadmonaaBaHu €(DeKTH BbPXY HE3pelusd XpyIusi, HOpajs TOBa He MOXE Ja ce
V3KIIOUM BBE3MOMKHOCTTA JIEKApCTBOTO Ja TIPUYWHU YBPEXKIAHWS Ha CTaBHUS XPYIOAl NpH
HE3aBbPLINI Pa3BUTHETO CH YOBEUIKH OPraHU3IbM/QETYyC (BXK. TOYKA 5.3.).

Karo nmnpenmazHa wmsApka € 3a NPEANOYHTAHE Jia Ce€ u30ArBa  H3M0
LuIpodIoKCauuH o BpeMe Ha OPEMEHHOCT.
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Humpodokcaluy ce ekckpeTHpa B KbpMaTa. Ilopagyu NOTeHIMaTIEH PUCK OT YBpeXJaHe Ha
CTAaBHHA XPYLIAI, OMIPOGIOKCALHH He TPAOBA a ce H3M0II3Ba 110 BPEME Ha KbPMEHe.

4.7

EdexTn BHpXy cnioco6HocTTa 332 modupane H padoTa ¢ MAIIUHA

[lopanu HeBponoru4HuTe cH eheKTH, HUIPOBIOKCALHMH MOXKE 13 NOBIUSE BbPXY BpeMeTo 3a
pearrpane. [lo Tasn mpuyyHa crmocobHOCTTa 32 WohHpaHe ¥ paboTa ¢ MALIHHA MOXKE [a €

HapylieHa. 1oBa BaXXu 0co6eHO Npy KOMOHHUPAHE ¢ ATTKOXOJL.

4.8

Hexenanu nekapcTBeHH peakuHu

Hati-1ecto chobinaBannte Hexenanu nekapersend peakuus (HJIP) ca ranene u amapws.

Ilo-pomy ca npencrasennm panHute 3a HJIP npu ynorpebata Ha ununpodiokcauuH B
KIIHHHYHH TPOYYBAHUS W TMOCT-MapKCTHHIOBH HAONIO[eHUS (NIEpOpaliHa, HHTPABCHO3HA U
CEKBCHIHANIHA Te€paNus), NOAPEIECHH MO YECTOTa. AHAIU3BT HA YECTOTATA BKIIOYBA JAHHHTE
38 MIEPOPATTHO H HHTPABEHO3HO NIPUIIOKEHHE Ha HHITPOGIOKCALIUH.

Cucremo- YecTn HeuecTn Peaku Muoro peakn | C HeusBecTHa
OpraHHa >1/100 >1/1600 >1/10000 <1/10000 YecroTa
KJacupukanua | 1o <1/10 | ngo <1/100 no <1/1000 (OT HASTUYHUTE
OAHHU HE MOXeE
na Owne
HalpaBeHa
OLIEHKA)
Hudexunn u Mukoruunn | Cebp3aH ¢
HHpecTALIHH cynepHH{peKk | aHTHOHOTHK
LIUH KOJIUT (MHOI'O
PAOKO ¢
BB3MOXKEH
(haTaneH uzxon)
(BK, TOuka 4.4)
Hapymenus Ha Eo3nHo- Jleskonenus XeMOUTHYHA
KPbBTA H Qs AHeMHHA AHEMHS
JAaM$pHATA HeyTtponeHnus ArpaHyJOLUTO3a
CHCTEMA JleBko1uMTO32 [TaruMTOIIEHHUA
TpomGouuto- (>KHBOTO3aCTpA-
MEeHHA [IABALIIA)
Tpombouuremus | IloTHckaHe Ha
KOCTHHSI MO3BK
(>KHBOTO3ACTpA-
[aBato)
Hapywennsa Ha AneprudHa AHadgunakTH4yHa
HMYHHATA peaxKuus peaKLus
CHCTEMA AnepruueH oTtok / | AHaduUIaKTHUYEH
AHTHOEeeMAa HIOK (2KHBOTO-
3acTpallapaill)
(B:K. TOUKa 4.4)
Peaxiimu,
HanoAo0ABalLH
cepyMHa Hostect
Hapymennas HA AHOpEKCHs XUNEPriauKkeMus
MeTaboan3ma u e~
XpaHEeHeTo //@jﬁ?ﬁ;\\
e B st
IlcuxHyum Heuxo- OOBpKBaHe H IleuxoTunm ﬁ;{‘ oy o
HADYIUCHHSA MOTOHA JI€30pHEHTALIUSA
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XMIIEpakTuB- | Peakiys Ha TOoYKa 4.4)
HOCT/BB30yaa | 0e3moKoMCTBO
JIpkH ¢BHHILA
Henpecus
XaTOUMHALIAH
Hapymenus na [1aBoGonue | [lapectesus u Murpena [leputbepra
HEPBHATA 3aMassHOCT NU3CCTE3NU Hapyuiena HEBpOonaTHs
cHcTeMa Hapymenusa | Xunoecresus KOOpAWHALUS (BXK. TO4HKa
Ha ChHA Tpemop Hapyienus Ha 4.4)
Hapywmenns | [lpunmageum (Bxx. | noxonmkarta
Ha BKyca TOYKa 4.4) Hapyiienus ua
CBETORBPTEXK 00OHAHHETO
XUMNEPECTE3 U
Hutpakpannanqa
XHIEPTOHUS
Hapymenans na Hapywenus Ha Hapyienns Ha
OYHTE 3PEHHETO LIBETOYCELIAHETO
Hapymeuuns na TuHuTyc
YXOTO H 3aryba Ha cimyxa /
JaOHpHHTA Hapywenue Ha
clIyxa
Coupaeunu Taxukapaus KamepHa
HAPYHIEHHS APUTMHUS,
Y IBJIXKABAHE
Ha QT
UHTEpBANA,
torsades de
pointes*®
ConaoBu Bazoaunarais Backynur
HAPYIIEHHUS XUIIOTOHUA
CHHKOI
f;i;::ga:ﬂp o Hucnaesd (BrIL.
MEeAHACTHHAIHH ACTMATHHHH
T — CBhCTOSHUA )
Cromaumno- I'anene | [loBpbinaHe Ilankpeartur
YPEeBHH Huapus | CToMaluHo-
HAPYILEeHUSA YpEeBHA
KOpeMHa
bonka
Jucnencus
['a3oBe
Xenaro- lfoBumenn | YepHoapodHo YepHoapoOHa
OnnnapHU TpaHCaAMH- YBpeXIaHe HeKpo3a (MHOTO
HAPYIIEeHHA HA3H XOJIeCTaTUUEH PAIKO
TToBULLIER UKTEP Mporpecupalla ao
GUTHPYOUH XenaTuT KHUBOTO3aCTpALIA-
BAILA |
qepHoaApoOHa
HEIOCTATBYHOCT) —
(B2. TOUKa 4.4) A ALEx 3,
Hapyuwenus na OGpus Peakuuu Ha TTeTexuu e N
KOKATA H Cppbex (poTOUYBCTBH- Epurema ﬁ "*‘}/%ﬂi‘*ﬂﬁ N "3{1 W
NOAKOXKHATA YpTuKapus | TeaHOCT MYJITHHOPME / / 5 L.L""**\ e \
NN
12 N7 TS N/
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TBhKaH (B¥k.TOUKa 4.4) Epurema
HOAO3YM
CUHOpOM Ha
Stevens-Johnson
(TTOTEeHLIHAaTHO
YKHBOTO3aCTpaLlIa-
Balll) ToxkcHYHa
ernuaepMaiHa
HEKPOIH34

( IOTEHLIMAIHO
’KHBOTO3acTpaa-

BALLA)

HapymeHns Ha - | Myckyano- | Muanrus MyckynHa
MYCKYJIHO- CKEIETHA ApTpHT cnabocr
CKEJICTHATA Gosaka (Hanp. | [TopureH Teraunut
CHCTEMA H Oonka B MYCKYJIEH TOHYyC | PaskbcBaHe Ha
ChEeIHHHTEJIHATA KpaUHHUIINTE, | U KpaMIy CYXOWKHITHA
TbKaH Oonka B (MpeaUMHO Ha
repba, 6onka AXHITECOBOTO

B ['bPAMTE) CYXOXKHIIHE )} (BiK.
ApTpanrus TOYKa 4.4)
Ob6ocTpsHe Ha
CUMNTOMHTE Ha

MHACTCHHS
rpaBuc {BXK.
Touka 4.4)
Hapymienus na Yepexnane | bnOpeuna
0bOpenuTe U Ha HEAOCTATBYHOCT
MHKOYHHTE OBOpeluTe XeMmaTtypus
NbETHIOA Kpucramypus
(BK. TOuka 4.4)
TyOynounrep-
CTULIHAJICH
HeQpUT
O6mH ACTeHHS OTox
HAPYIIEHHA U Tpecka HsnoTsaBaHe
eeKTH Ha (Xunepxuaposa)
MACTOTO HA
NIPHAOKEHHE
HicneaBanus IToBHllIeHA AOHOpMHH
asTKajiHa IPpOTPOMOUHOBH
tocchaTaza B | HHBa
KpBbBTa [ToBuieHna
aMHiasa

* Tesw peakiuu ca cpoOIlaBaHM MO BpEME Ha MMOCTMAPKETHHTOBHS TEPHOX W Ca
HAO/IOJABaHH [PEJUMHO Cpel MalUueHTUTE ¢ JONBIHUTEIHH pPHCKOBM (QAKTOpU 3a
yvabhKkaBaHe Ha QT wHTepBana (Bx. Touka 4.4).

Heowampuunu nayuernmu
ITpeacraBeHaTa 1mo-rope Y€CTOTa Ha apTPONATHA ce OTHACH 3a AAHHUTE OT MPOYYBAHHS TIPH
BB3pacTHU. ChoOINaABa e, Y€ IPU [ella apTPOIaTHATA CE ¢pellla YecTo (BX. Touka 4.4).
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4.9  Ilpexo3upane

Mima cboOmenvie 3a equuMYen ciyyall Ha mpeno3upaHe oT 12 g, KOETO e JOBENO 40 JICKH
CHMITOMH HA WHTOKCHMKauui. ViMa choOLIeHHE 33 €IHMHHYEH CIIyuail Ha OCTpO Mpeao3HpaHe
oT 16 g, KoeTo € 1oBeIo 110 ocTpa 6BOpeUHa HeNOCTAThYHOCT.

CHMIOTOMHTE HA NpeNo3UpaHe BKIIOYBAT: 3aMAsHOCT, TPEMODP, [IABOGOIHE, yMopa,
MpUIagbUH, XamoOUMHAUUH, oObpkBane, abnoMuHanen auckoMdopr, OBOpeuro u
HePHOAPOOHO YBPEXKAaHEe, KaKTO U KPUCTANYpHs ¥ XeMaTypHd. MMa chobuienus 3a obpatuma
OBOpeyHa TOKCHYIHOCT.

OcBeH PYTHHHHTE CICIIHM MEPKH c€ NPENopbyYBa MOHUTOPHpaHe Ha ObOpeuHaTa dyHKIHS,
BKJIIOYBAILIO OnpedensHe Ha pH Ha ypuHara W ako ce Hajgara IOOKHCeNgBaHe 3a
NpOQUIaKTHKa Ha KpucTamypusa. [laumentute Tpabea na ca mobpe xumpartupanu. Camo
MATKO KOMHYECTBO wmunpoduokcaiud (<10 %) ce emuMUHHpa Ype3s XeMOAMaau3a W
EPUTOHEATHA JHAIH3A.

5. ®APMAKOJOI'HYHHUA CBOHUCTBA

5.1 @®apMakoIHHAMHYHM CBOHCTBA

QapMmakoTepaneBTHYHA Ipyna: GiayopoXHHONOHOBH aHTHOAKTEPHAIHU CPEACTRA.
ATC xom: JOIMAQ2

Mexanuszw;m Ha Oelicmeaue.

bakTepUUHMIHOTO  JEWCTBHE  Ha  OUIIPOQUIOKCAIlHH,  KaTo  (QIyOPOXMHOIOHOBO
AHTHOAKTEPHAIIHO CPEACTBO, €€ OCBIIECTBABA upe3 HHXuOMpaHe Ha JBaTa THMA
Toonzomepaza Il (JIHK-rupaza) w Tomomszomepasza IV, kKouTo c¢a HeoOXOaUMH 3a
PEeIIHKALUATA, TPAHCKPHIILHATA, PENAapHUpaHeTo H pekoMOuHauusTa Ha Gaktepuanuaara JJTHK.

Cvomuouernue PK/PD;

EduxacHOCTTa 3aBHCH OCHOBHO OT CHOTHOLIEHUETO MEXIY MAKCUMAIHATa KOHLEHTPALUA B
cepyma (Cmax) 1 MUHHMaJIHAaTa HHxHOKpama koHueHTparus (MUK) na uunpodrokcanny 3a
OaKTepHAIIHHUA MATOT€H M ChbOTHOIUEHUETO Mexay roinTta no kpusara (AUC) u MUK,

Mexanuzvm Ha pe3ucmesmHoOCHma:

In vitro pe3UCTEHTHOCT KBbM LUNpodIOKcallMH MOXe ja Oble mpuaobuTa ypes roeTancH
Nponec Ha TapreTHH JoKalHH MyTanuH Ha JIHK rupasa u tomomsomepasa II. Crenenrta Ha
KPBCTOCAHA PE3UCTEHTHOCT MEXKAY HUIPOQIOKCANNH U APYTH (PIYOPOXHHOJOHH B PE3YATAT
Ha TOBa € BapuabwiHa. EIWHHYHWTE MyTanuy MOraT Ja He [0BeXar A0 KJIMHWJIHA
PE3UCTEHTHOCT, HO MHOXECTBEHHTE MyTauud OOMKHOBEHO BOAAT A0 KIUHUYHA
PE3UCTCHTHOCT KbM MHOT'0 MJIM BCHYKH aKTHBHH BEIIECTBA OT TO3H Kjac. MexaHw3sMuTe Ha
PE3UCTEHTHOCT, Ype3 HENPOMYCKINBOCT H/MIH 3acsaraimy e yKcHaTa nomma 3a ediayke Ha
aKTUBHATa CHCTAaBKa, MOTAT Ja HMMAaT pasiHuueH e(eKT BbPXY UYYBCTBHTETHOCTTA KBM
(bIyOPOXMHONOHH, KOETO 3aBHCH OT (HM3UKOXHMHUHHTE CBOMCTBA Ha PA3IMYHUTE aKTHBHU
CBCTABKH B TO3H KJac ¥ aQMHUTET Ha TPAHCIIOPTHUTE CHCTEMH KBM BCSKA OTAEIHA aKTHBHA
CbCTaBKa. B Khaca. BecHYkM imn Vvifro MeXaHU3MH Ha pPE3HCTEHTHOCT OOHKHOBEHO Ce
HaOMI0JaBaT B KINHHMYHATA [TPAKTHKA. MeXaHH3MH Ha PEe3HCTEHTHOCT, KOHTO WHAKTHBHPAT
OpYrH aHTHOHOTHIM, KaTo IPOMYCKIMBOCT Ha OapuepuTe (decTo npu  Pseudomonas
aerugingsg) W MCXaHM3MH Ha e(iykc Morar Jaa TPOMEHAT YYBCTBHTEIHOCTTA KBM
uunpogokcauut. Mma cpoOLieHUs 3a MIa3MUA-MEIHUPaHa PE3UCTEHTHOCT, KOIUPAHA Ype3
qnr-reHy,

Crexmubp Ha GHMUOAKMEPUATHA AKIMUBHOCIN. e ——
CJreIHUTE TPAHHYHH CTOMHOCTH pasfieiaT YYBCTBHTEIHHUTE IIAMOBE OT IIaM {ﬁhﬂkb@#ﬁﬁﬁl@
YYBCTBHTEIHOCT U MOCIEAHUTE OT PE3UCTEHTHUTE LIAMOBE! T T Ny
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Mukpoopraiusmm HyBcTBHTE/ICH Pe3zucreHTeH
Enterobacteria S <0,5 mg/L R>1mg/L
Pseudomonas S <0,5 mg/L R >1 mg/L
Acinetobacter S <1mg/L R>1mg/L
Staphylococcus spp.’ S <1 mg/L R > 1 mg/L
Haemophilus influenzae u S <0,5 mg/L R > 0,5 mg/L
Moraxella catarrhalis
Neisseria gonorrhoeae S <0,03 mg/L R > 0,06 mg/L
Neisseria meningitides $ <0,03 mg/L R > 0,06 mg/L
['paHn4HY CTOMHOCTH, S <0,5 mg/L R>1 mg/L
HECBBP3AHH C OMPEICSIEH
B *

1 Staphylococcus spp. — rpaHUYHUTE CTOWHOCTH 32 LUIPOQUIOKCALMH Ca CBBP3aHU ¢

Tepanus ¢ BUCOKH JIO3H.

* ['paHHYHUTE CTOHHOCTH, KOMTO HE Ca CBBLP3aHU C ONpPEAC/ICH BUI, Ca ONPEAC/IEHH
OCHOBHO Ha 6as3a mauHmuTe 3a PK/PD m ca He3aBHCHMH oT pasmnpeneienuero Ha MUK 3a
OTJS/MHUTE mamoBe. CenBa Ja ¢e H3IOJ3BaT CaMo 3a IIaMOBE, 3a KOUTO HAMA ONpeaciieHa
WHANBHAAYAJIHA TpaHHYHA CTOMHOCT, HO HEC M 3a IMaMOBe, TIPM KOHMTO HE C€ IIPErnophuBa
¥3cieABaHe HA YYBCTBUTEIHOCTTA.

PasznpocTpaHeHHeTo Ha Mpuao0UTaTa PE3UCTEHTHOCT MOKE JIa BapHpPa CIOPE] reorpaCeKoro
Pa3IoNIOKEHHE U BbB BPEMETO 34 ONPEACIICHH BUIOBE MUKPOOPIraHU3MHU H € JXKeNaTesIHO Ja ¢e
M3M0JI3BAT MECTHH MHAHHH 3a PE3UCTEHTHOCTTA, OCOOEHO, KOraro c¢¢ JIeKYBaT TEXKH
HHpEeKIHH. AKO € HeoOX0nAuMOo, TpaOBa 1a ce IOTHPCH €KCIIEPTHO CTAHOBHINE B CITyHaMTe,
KOTaTO pa3snpoOCTPAHCHHETO HAa JIOKAIHATA PE3UCTEHTHOCT € TaKaBa, Ye C¢ MOCTABA 10X
BBIPOC IIPHJIOKHUMOCTTA Ha CPEJICTBOTO 33 MOHE HAKOU TUIIOBE HHMEKIHH,

['pymupaHe Ha pPelICBaHTHUTE BUAOBE MUKPOOPraHW3MU B 3aBHCHMOCT OT YyBCTBHTCIHOCTA
MM KBbM LHIpoQuIOKCalvH (3a Strepfococcus Spp. BiK. To4Ka 4.4)

CTAHIAPTHO YYBCTBHUTEJHU MUKPOOPI'AHHU3IMH

AepoOHY TPpaM-TIOJIOKHUTEIIHE MUKPOOPTaHH3MH
Bacillus anthracis (1)

AepobuH | paM-0TpULIATEITHH MHUKPOOPraHH3MH
Aeromonas spp.

Brucella spp.

Citrobacter koseri
Francisella tularensis
Haemophilus ducreyi
Haemophilius influenzae™
Legionella spp.

Moraxella catarrhalis ™
Neisseria meningitidis
Pasteurella spp.
Salmonella spp.*

Shigella spp.*

Vibrio spp.

Yersinia pestis

AHaepoOHU MUKPOOPTaHHU3MH
Mobiluncus
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JIpyru MUKpOOpPraHu3Mu
Chlamydia trachomatis (%)
Chlamydia pneumoniae ($)
Mycoplasma hominis ($)
Mycoplasma pneumoniae ($)

MHKPOOPTAHU3MHU, IMPH KOUTO MNPUJOBUTATA PE3UCTEHTHOCT
MOKE JIA E TIPOBJEM

Aepobuu ['paM-1o10XKHATETHHN MUKPOOPTaHU3IMHU
Enterococcus faecalis ($)
Staphylococcus spp. (2)

Aepobuu [ paM-0TpHIIaTeTHH MHUKPOOPTaHH3MH
Acinetobacter baumannii-+
Burkholderia cepacia+™*
Campylobacter spp. +*
Citrobacter freundii*
Enterobacter aerogenes
Enterobacter cloacae™
FEscherichia coli*
Klebsiella oxyroca
Klebsiella pneumoniae™
Morganella morganii™
Neisseria gonorrhoeae®
Proteus mirabilis™

Proteus vulgaris*
Providencia spp.
Pseudomonas aeruginosa™
Pseudomonas fluorescens
Serratia marcescens™

AHaepoOHH MUKPOOPTraHU3MHU
Peptostreptococcus Spp.
Propionibacterium acnes

JOKA3ZAHO PE3UCTEHTHH MUKPOOPI'AHU3IMH

AepoOHU 1 paM-TI0TTOXHATENTHU MEKPOOPTaHN3MHA
Actinomyces

Eniteroccus faecium

Listeria monocytogenes

AepoOHHu | pamM-0TpULIATE/THH MEKPOOPTraHU3MHI
Stenotrophomonas maltophilia

AHaepoOHH MUKPOOPTaHU3IMHU
(' uzrnoyenue na HanUCanume no 2ope

I pyru MUKpOOpraHu3Mu
Mycoplasma
Ureaplasma urealitycum

* KnuHu9Hata e€PUKAacHOCT € AO0Ka3aHa 3a YYBCTBHUTEIHUTE H30IATH TIPH YCTaHOBEHH
KJIMHUYHY OKa3aHUA

+ YecToTa Ha pe3ucTeHTHOCT = 50 % B €HA UK ITOBEYE CTPAHU-WICHKH HA
($): EcTecTBeHa MeXKAHHHA YYBCTBUTENHOCT [IPH OTCHCTBUE HA NPUIOOUT
PEIUCTEHTHOCT

(1): IlpoyuBanuaTa ca INPOBEACHU MNPU EKCOSPHUMEHTATHO NPEeAU3BUK
)KHBOTHH Upe3 KHxannpane Ha cnopH Ha Bacillus anthracis; Te3u mpoywy

16



3a[I0YBAHETO HA AaHTHOMOTHYHOTO JICYEHHE CKOPO CIE €KCIO3HUINATA NPEeAna3Ba OT MOABaTa
Ha 3a001ABaHETO, aKO JEUYCHHETO € OUI0 HACOYEeHO KBbM HaMaIdBaHe OpoA Ha CMNOPHTE B
OpraHyu3Ma noa “HPeKnro3Hara 034, [[penopryBaHOTO H3MOI3BAHE MPH X0p4d ¢€ OCHOBABA
NMPEAUMHO HA /M Vilr0 YYBCTBHTCJTHOCTTA M HA €KCICPHMCHTAIHUTE OHAHHH TPH KUBOTHH
3a€HO C OrpaHH4YE€HHUTE JAHHHU MpHU Xopa. IIpuema ce, 4e npu Bb3PacTHU IBYMECEHYHHUSAT Kype
Ha JIeUYCHHE C MepopalieH MUMpodiokcauuH B 103a S00 mg aBa IIbTH HA ACH € €(PHUKACceH 3a
MPEANa3BaHe OT aHTpaKCHa MH(QEKIUA npu Xopa. JIekyBamute nekapu TpaOBa [a HalpaBsaT
CITpaBKa ¢ HAITMOHATHUTE U/HJIM MEKIYHAPOIHUTS KOHCCHCYCHH JIOKYMCHTH I10 OTHOIICHUE
JIeYeHHeTO Ha aHTPaKc.

(2): MeTHIUINH-PE3UCTEHTHUAT S. qureus MHOIO YeCTO EKCIOpecHpa €IHOBPEMEHHA
PE3UCTCHTHOCT KbM (IYyOpOXUHONOHH. YecToTaTa Ha PE3UCTEHTHOCT KbM METHLMIMH €
okono 20 no 50 % cpel BCHUKH BHIOBE CTa(MIOKOKK U € ODMKHOBEHO I0-BHCOKA IIPH
HO30KOMMaJIHHUTE U30JIaTH.

5.2 @dapMaKoKUHETHYHH CBOHCTBA

Abcopbyus

Crea mepopaylHO MPWIOKEHHE Ha eIHoKpatHu ao3u or 250 mg. 500 mg w 750 mg
nunmpodaoKkcalny TabneTkH, UHIpodokecauus ce adbcopdupa Obp30 U €KCTEH3NBHO B roJsIMa
CTEIMeH OCHOBHO B THHKOTO HEPBO, KaTO AOCTUTa MAKCUMATHH CEPYMHH KOHUCHTPALMH Clel
1-2 yaca.,

ExnokpatHuTe go3u B uHTepBaia 100-750 mg BOAAT A0 3aBHCHMH OT J03aTa MaKCHMAalHH
cepyMHM KonneHTpanud (Cmax) mexzay 0.56 u 3.7 mg/l. CepyMHHTEe KOHUEHTpalUH
HapacTBaT mpornopuyuoHanHo ¢ aoszute 10 1000 mg. AGComOTHATE OHOHATHIHOCT € OKOJNO
70-80%.

YcTaHoseHo €, ve Jo3a or 500 mg, mpremaHa nepopaaHo Ha BCEKHM 12 vaca, BOAH JO IIOLI
101 KpHuBaTa cepyMHa KoHueHTpauus/BpeMe (AUC), eKBUBAJICHTHA Ha Ta3H, MOJYUCHA CJIC]
HHTpaBeHO3HA UHOY3Hg Ha 400 mg nunpodaokcaurH 3a 60 MUHYTH Ha BcekHd 12 4aca.

Paznpegerenue

CpbLp3BaHeT0 Ha UUOpodOKCAalMH ¢ IUIa3MEeHHTE I[poTedMHH ¢ HucKo (20-30%).
[{unpoduiokcauuH ¢ HaMHpa B IIJla3MaTa OCHOBHO B HEHOHH3UpaHa (QopMa M MMa TOJAM
cTanoHapeH ob0eM Ha pazmpeaeneHue oT 2-3 L/kg tenecHo termo. LunpoduoxcaluH
AOCTUTAa BUCOKH KOHLICHTPAIIHH B pa3MUYHM THKAHU KaTo Ocnus Apol (emHTEenHa TEYHOCT,
anBeoJapHH Maxkpodaryn, OHONCHYHA TBHKAH), CUHYCHUTE, BB3HMANUTENHUTES OTrHHILA
(Be3WKYyJNapHa TEYHOCT OT KaHTAPHUIWC) W YPOIEHUTAIHUA TpakT (ypHHa, IIPOCTaTa,
CHAOMETPUYM ), KBAETO €€ JOCTUraT OOLIM KOHUEHTPANHNH, HAIBHIIABAIIY TE3H B TIa3Mara.

Memaboizovm

VeTaHOBEHH €a4 HUCKH KOHILEHTPAIMH Ha YE€THPY MeTaboIuTa, KOUTO ¢a MACHTU(QUIUPAHH
kato:  gesetuneHmunpodaokcamms (M 1),  cyadommnpodnokcarun (M 2),
okcouunpodnokcauud (M 3) u fopmummunpopaokcauus (M 4). Merabonuture umart
AaHTHMHUKPOOHA aKTHBHOCT in-vifro, HO 110-citada B CpaBHEHHE ¢ H3XO0IZHOTO BEIICCTRO.

3Hae ce, ue nunpodaokcaut ¢ yMmepeH paxudutop Ha CYP 450 1 A2 u30-eH3UMHUTE.

Enumunupane
Hunpodnokcallii ce eKCKpeTupa A0 rojiaMa CTEIEH HEINPOMEHEH Hpes3 Gbﬁpeume U B I0-

MasKka creneH ¢ ¢exanuure. CepyMHHAT €TUMHHAIMOHEH TIOTYXKWBOT MPH JTHIA €1 f "“%‘,J}ﬁ‘a&_
AB T ERHE S T
ObOpeuna GpyHKUHA € npudadsuTenatHo 4-7 qaca. & et iy N




YpuHa Denec
Hunpodunokcanux 44.7 25.0
Merabomnatu (M1-M4) 11.3 7.5

bsopeunnat kmmpuHe € Mexay 180-300 mL/kg/h, a ofmusit Tenecen KIupeHE € MexTy 480-
600 mL/kg/h. Hunpodaokcaun ce moara Kakro Ha TIOMepylHa (GpuaTpanus, Taka 1 Ha
TyOynapHa cekpeliud. Texkure HapyineHus Ha OvpOpednara QpyHKUHMS BOIAT OO0 YIBJIKEH
MOJYXUBOT Ha LUIpodIoKcalH o 12 yaca.

M3BBHOBOPEUHNAT KIHPHHC HA HHMNPOQUIOKCAIINH C€ OCBUIIECTBABA OCHOBHO 4Ype3 aKTHBHA
CEKpPELHs B uepBaTa U Metabonusupane. 1 % oT go3ara ce eKCKpeTHpa npes *Ib4YHUS ILT. B
JKIIbYKaTa MUNPO(IOKCALINH € BEB BUCOKH KOHIICHTPAITHH.

[leduampuuru nayuenmu

JJaHHHTEe OTHOCHO (DapMAKOKHHETHKATA IIPH NEAUATPHUYHH [TIALIHEHTH & OTPARHYEHH.

[Ipu nmpoyusane npu aena Cmax u AUC He ca 3aBUCENIH OT BB3pacTTa (Haj e€IHOTOJULIHA
Bh3pacT). He ¢ mabmionasano 3mavuMo nosHmasane Ha Cmax w0 AUC ¢irel MHOTOKPaTHO
npunarade (10 mg/kg Tpu 0bTH Ha ACH).

[Ipu 10 pema ¢ Texbk cencuc Cmax e O6miaa 6.1 mg/L. (unrtepBan 4.,6-8.3 mg/L) crexn
€[HOYACc0Ba UHTPAaBeHO3Ha HH(DY3ud Ha f03a 10 mg/kg npu aeua Ha BB3pacT noa 1 roJuHa B
cpaBHenMe ¢ 7.2 mg/LL (uHTepBan 4.7-11.8 mg/L.) npu aena Ha BB3pacT Mexay 1 u 5 roawHu.
CrofnocTuTe Ha AUC 3a CHOTBETHHUTE BB3pacTOBU Ipyru ca Ounu ¢boTBeTHO 17.4 mg*h/L
(uarepsan 11.8-32.0 mg*h/L) u 16.5 mg*h/L (mateppan 11.0-23.8 mg*h/L).

Te3n CTOMHOCTH ca B CpaHUUUTE HA CHOOIIABAHUTE NPU BB3IPACTHU IIPH NpHAara€e Ha
TepanmeBTHUHH fAo3u. Ha ©Oasza Ha nonynanMoHHHS (apMAKOKHHETHYEH aHaTH3 TIPH
[I€UATPUYHY IAUUEHTY C pa3IMYHU HHOEKIUHUH, IPOTHOZHUAT CPeeH I0JIYKUBOT NPH Jelia e
oKkoIo 4-5 yaca, a OUOHANMUYHOCTTA Ha IIepopaiHara cycnen3us sapupa oT 50 o 80%.

5.3 llpeakIHMHHYIHH JAHHH 34 0€30MACHOCT

HexnuHuyHUTEe JAHHU HE MOKA3BAT OCOOECH PHCK 3a XopaTa Ha 0a3a Ha KOHBEHLIHOHAJIHMTE
M3MATBAHUS 334 TOKCHYHOCT NPH €AHOKPAaTHO MpHaraHe, TOKCHYHOCT MpH MHOTOKPATHO
IpUIaraHe, KAHUEpPOreHEH MOTEHIIHa KN PenpOayKTUBHA TOKCHYHOCT.

[Tono6GHO Ha MHOTO IPYTHU XHHOJIOHH, IUITPOGIOKCAIIHH ¢ GOTOTOKCHYECH ITPH KUBOTHU MPH
KJIMHHUYHO peICBaHTHH H{BA Ha EKCNO3UILUA. JlaHHnTE 3a
(POTOMYTAreHHOCT/(POTOKAHUEPOreHHOCT OT CKCIIEPHMEHTH IIPH >KMBOTHH TIOKa3BaT ¢lab
GoroMyTrareHes uUnu (pOTOTYMOpOreHeH eeKT Ha uunpodackcauus in-vifro. Tosn edekrt e
CBIIOCTABHM C TO3H Ha JAPYId FHpa3sHU UHXUOUTODH,

[lonocumocm no omuowenue Ha cmasume:

Kakto € cnobmeHo u 3a Jpyru THpasHd HHXHOUTOPH, HHIPOghIOKCAIlMH TPHYNHABA
YBpeXJlaHe Ha rojieMuTe HOCEllM CTaBU MpU XXUBOTHU ¢ He3aBbpLIeH pactex. (TeneHTa Ha
YBpEeXKIaHEe Ha Xpyumsia BapHpa CHOped BB3PacTTa, XUBOTHHCKHA BWI H J03aTa;
YBpEXKIaHETO MOXKE Ja C€ HaMAJIU, aKo CTaBUTE He ce HaToBapBaT. lIpoy4uBanudTa opu 3penu
’KUBOTHH (IUIBXOBE, Ky4e€Ta) HE MOKa3BaT JaHHU 3a YBPEKAAHE Ha Xpymsanurte, llpu emno
Npoy4BaHe NpH MIaAH KydeTa OT nopola OUHrea UUnpogIoKCalMH € JOBed [0 TEXKH
NPOMEHH B CTABHTE [IPH NPHJIaraHe Ha TEPAIEBTUYHU HO3M B UPOABIDKEHHUE H
KOUTO BCe OIlie ¢e HAOMKOAaBaT U CIEA 5 MECelA. ”"‘1@% ATER g fft;u
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KapMenosa garpuii

Ounamoso noxputhe /Opadry 6sm Y-1-7000/

6.2 HecnBMecTHMOCTH

He ca u3BecTHHU.

6.3 (Cpok Ha rogHocrt
3 TOJIMHY OT JaTaTta Ha IPOU3BOCTBO.

0.4 CnennajJHH YCIOBHS HA ChbXpPAHEHHE

[Tpu Temnepatypa nox 25°C.
Ha ce cexpansgBa Ha MACTO, HEAOCTHITHO 3a Jaena!

6.5 laHHM 33 ONMAKOBKATA
[Io 10 6pos dunmupanu TabneTKH B OIHCTED.
[lo 2 bnucTepa B KapTOHEHA KYTHS 3a€AHO C INCTOBKA,

6.6 CnenuajHu MepKH IIpH ynorpeda
HamMa crienmmanHu H3KCKBAaHKA.

7. [NIPUTEKATEJI HA PAPEINEHUETO 3A YIIOTPEBA

"AxTtaBuc" EAJI,

yi. “Atanac Jlykos” Ne 29
1407, Codus, benrapus
Ten. ++359 29321762, ++359 2 9321771

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

1-12813/11.04.2006

9. JATA HA IThPBO PA3ZPEITABAHE/TIOAMHOBABAHE HA

PABPEHIEHHUETO 3A YIIOTPEBA

12.12.2000

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

JlexemBpu 2008
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