1.3.1 Ciprofloxacin
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1. HME HA JEKAPCTBEHHUSA ITPOAVKT
L{unpuxon 250 mg dunmupany Tabnerku
[Tympuson 500 mg dunmupanu TabreTku
{unpunon 750 mg punvupanun Tabnetku

Ciprinol 250 mg film-coated tablets
Ciprinol 500 mg film-coated tablets
Ciprinol 750 mg film-coated tablets

2. KAUYECTBEH 1 KOMMYECTBEH CbhCTAB

[{unpuuon 250 mg punmupanm Tabnerku

Enna duamupana tabnerka cepaspxka 291,0 mg umnpodiokcallMHOR XHAPOXAOPHUI MOHOXHApAT

(ciprofloxacin  hydrochloride monohydrate) expuBanenTeH Ha 250 mg wunpodokcauuH
(ciprofioxacin).

[unpuron 500 mg dunMupann TabneTku

Enna ¢gunmupada tabnerka chaepxka 582,0 mg murpodioKCalMHOB XUAPOXJIOPHA MOHOXMAPAT

(ciprofloxacin hydrochloride monohydrate) exBuBanenTeH Ha 500 mg uunpodIOKcanWH
(ciprofloxacin).

[lrmpuaon 750 mg dunmupann tTabeTku

Enna dnnmupaHa tabnerka chabpka 873,0 mg umnpod@nokcauMHOB XHAPOXJIOPHUA MOHOXHJpar
(ciprofloxacin  hydrochloride monohydrate) expupanieHTed Ha 750 mg uMnpoduroKcaurH
(ciprofloxacin). -

3.  JIEKAPCTBEHA ®OPMA
DOwiMupaHd TabneTkm.

I lunpuson 250 mg' GpuiMupasH TaGaeTKy
Tabnerkure ot 250 mg ca Oenu, Kpbrad, ¢uiMHpand TalleTkH, rmagku OT €4HaTa CTpaHa H ¢
AenuTeNHa yepra oT gpyrara.

Tﬂﬁﬂ_&THTe MOTaT 4da C€ pa3fcjiaT Ha €aHaKBH ITOJIOBHHH.

Lumpunon 500 nig ¢unMupaHu TabneTKH

Tabnetkure ot 500 mg ca Oenu, osanHy, PunMupaHd TabGleTKH, IMIAAKH OT €AHATAa CTpaHa H C
NEJIUTENIHA YepTd OT Apyrara.

Tabnerure Morar fa ce pas3esIaT Ha CAHAKBH NTOTOBHHHU.
unpuxon 750 mg dbwiMupanu tabnerku

Tabnerxure ot 750 mg ca Oenu, oanuy, punMupanu TabeTKH, ¢ ASTHTENHA YepTa OT ABETE CTPaHYL.
Tabnerure MoraT na ce pa3IelaAT Ha €IHAKBH MOJTOBHHH.

4. KJIHHHYHH JAHHUAN

4.1 TepanesTnuHa mNoxKazaHusd
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LMnpuson dunMupann TableTKH ¢a MOKa3aHy 3a JICUeHUE Ha ciaeAHUTe HH(eKIuH (BHXK TOUKA 4.4 K
5.1). CnenuanHo BHHMaHKE CliefiBa Aa ce 00bpHe Ha HATMMHATa MHGOPMaLHA 33 PE3UCTEHTHOCT KBM
LUIpo¢hNOKCaLIMH IPpeId HAYaJIOTO Ka JIEYEHHETO.

JleyenueTo TpabBa Aa ce cpobpasy ¢ OPUUHMANHOTO PHLKOBOACTBO 3a YNoTpeda Ha aHTUOaKTepUaTHH
CpeAcTRa.

Bv3pacmnu
¢ Hudexkuun Ha AOJHHATE QUXATEIHH ITFTHLIA, IPHIMHEHH OT ['paM-oTpruaTeHy OaKkTepuu:
- Ex3auepbaivs Ha XpornyHa obcrpykTHBHA OenoapobHa Gonect
- HNudexunsa Ha Oporxure u Oenus apod npHu KMcTo3HA hubpo3a Wi OpOHXHEKTa3uu
- [THeBMOHUA
* XpOHUYHO CYTIOPATHBHO BB3MAJEHHE HA CPEHOTO YXO.
* Octpa ex3auepOaimsa Ha XpPOHHYEH CHHY3HT, 0COOEHO0 aKo TO#H e npUuHHeH oT I paM-OTpuLIATETHH
baxTepuH
*MIndeKUHH Ha MHKOYHUTE THTHILA
*] OHOKOKOR YPEeTPUT U LICPBHIIUT
¢ OpXuenHANMHT, BKIIOUUTEITHO CIIy4Yau, IPUMHUHEHH OT Neisseria gonorrhoeae

e Beo3nanenus B Mankus Ta3, BKIIIOYUTENHO Cllyday [IpUduHEeHH ot Neisseria gonorrhoeae
B ropecniomeHaTuTe reHUTAIIHH HHGEKLIN, KOraTO ¢¢ MUCIIH WIH CE€ 3Ha¢E, Y€ ¢a MPUIMHEHH OT
Neisseria gonorrhoeae, ot 0cOOE€HO 3HAUCHUE € Ja Ce TTOMYIH HHpOpMAaLMA 3a JIOKAITHOTO
pasnpoCTpaHEeHHE HA PE3HCTEHTHOCTTA KBM LIMIIPOQIIOKCALMH B 1a C€ MOTBBPAN TyBCTBUTEIHOCTTA
OT 1adopaTOpHH TECTOBE.
» Mudekunuy Ha CTOMAILIHO-YPEBHUA TPAKT (HaANp. MBTHUYSCKA AUapHn )
* UntpaabroMunanuu nagekuyu
« UHdeknmu Ha KOXKaTa U MEKUTE ThbKaHU, IpHYMHEHH oT ['paM-oTpULiaTenHy GakTepHu
* 3710KaYECTBEH BBHIIEH OTUT
* Undekunu Ha XOCTHTE U CTABUTE
* JleyeHne Ha HHPEKIHHA NIPH HEYTPONEHUYHH NAUUEHTH
* [Ipodunakrika Ha HHPEKLMHN IPH HEYTPOTICHUYHH NMALMEHTH
* [Ipodunakruka Ha UHBA3UBHHU MHQEKLIUU, NTPpUIHHEHU OT Neisseria meningitidis
» UuxanaropeH anTpakc (MpodHIAKTHKA CI1€]] H3J1araHe U JICUSHHE).

Leya u ronowu
e upH(ekMA Ha OpoHxuTe U Oenus gpob npu kucto3Ha ¢ubposa, npuuKHeHa ot Pseudomonas
aeruginosa
e VCHoXHEHM YpHHAPHU HHPEKIUU U MUeTOHSPpUT
e Bauipane Ha aHTpakc (MPOQHNAKTHKA ClIe]] M31AraHe ¥ JICUCHUE).

LunpoduokcannH Moxe ChIO Aa C€ H3MOJI3BA 33 JICUSHHE U Ha TEXKH HHPEKUMM NpH feua U
IOHOILIM, aKO ¢€ TIPEHEHH 32 HeOOX0UMO,

Jleuennero TpAOBa Aa ce 3ar04He CaMo OT JIEKapH, KOMTO UMaT OIUT B JieueHueTo prudpo3a wunu
TEXKH UHQEKIVH NPy AeLa U IOHOIIH (BXK. TOUkd 4.4 n 5.1).

4.2 Jo3npoBKa H HAYMH HA NPHJIOKEHHE

Hozarta ce onpeaesis OT HHAUKALKATA, TEKECTTA X MACTOTO HA HHPEKLHATA, HYBCTBUTE
UMIpodIOKCAIIAR Ha NPUYKHHATENS (MTE) M OT ChCTOAHKETO Ha ObbOpeunara dyHkLuA
[Ipn Aelia M IOHOIIIA AO3HPOBKATA Ce ONpeesia Ha TeJIECHO Tervio.

[IpoapKMTENHOCTTA HA JIGYEHHETO 3aBHCH OT TEXeCTTa Ha 3a001IBaHeTO, OT KIUHHYK
NpoTHYaHE U DAKTEPHOIOrHYHOTO Pa3sBUTHE,
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JleuenneTo Ha uHGEKYH, IPHIVHEHH OT olpeacacHu Oakrepuu (Hanp. Pseudomonas aeruginosa,
Acinedobacter wiu Staphylococci) MoXKe Aa N3UCKBA NI0-BUCOKH JIO3HM M € JHOBPEMEHHO IIPIIOKEHHE H
Ha JpYTd MOOXOAAIIH aHTHOAKTEPHANTHH CPEICTBa.

JleueHHeTO HA HAKOU MHPEKITUM (Hanp. Bh3MajieHHE B MAIBK Ta3, HHTPaabIOMHHATHH HH(EKLIHH,
HHOEKLHH NPH HEYTPONIEHWYHH NalHEHTH U HH(EKLHH HAa KOCTH U CTaBH) MOKE J1a H3HCKBA

¢ JHOBPEMEHHO TNPWIOKEHHUE Y HA XPYTHU MOAXOAALLHA aHTHOAKTEpHAIHY CPEACTBA B 3aBUCHMOCT OT
4YYBCTBHTEIIHOCTTA Ha MAaTOr¢HHWTE NIPHYMHHTEIH.

Bbzgagmﬂu

Hokazanue

JlHeBHA 1032 B Mg

O0ma npoabLIKHTETHOCT
HA JIEYEHHETO
(BB3MOKHOCT 32
3anoMBaHe HA

NbPBORAYAJIHO
HAPEHTEPATHO JEYCHHE C
INHOPOGIOKCARMH)
Mudexuuy Ha JONHUTE AUXATEHH IIBTHIIE 500 mg nBa METH 710 14 nuu
JAHEeBHO 1o 750 mg
IBa ITH JHEBHO
Hndexuun Ha ropan | OcTpa exzauepbalms 500 mg nBa 1IETH 7 no 14 qun
JUXATECIIHY MBTHILA HA XpOHHYHH JTHEeBHO A0 750 mg
CHHY3HTU IBa TTHU JHEBHO
XPOHHYHO 500 mg nBa mbTH 7 no 14 qun
CYNOpATHBHO IHeBHO 00 750 mg

Bh3NAJICHUE HA
CPEIHOTO YXO.

ABa ITETH JHCBHO

3IIOKaYeCTREH
BBHIIEH OTUT

750 mg apa NbTH
JTHERHO

28 1HU o 3 Mecewla

YpHHAapHH HHPEKLNH

HeycnoxkHeH HUCTHT

250 mg npa IeETH
areeHo Ao 500 mg
NBa TbTH JHEBHO

3 oHU

[Ipu xeHH B MpeMeHOoIay3a MOXe Ja ¢€ H3N0J/13Ba
elHOKpaTHa jfo3a oT 500 mg

Y Cl10KHEHH 500 mg aBa muTH 7 oHH

LUCTUTH, JAHERBHO

HEYCJIOMHEHH

nUenoHePpuTH

Y cnoxKHEeHH 500 mg aBa NbpTH [Tone 10 aum, MOXe da

NUeJIOHEPPUTH aHeBHO 00 750 mg | mpOOBIBKH M NO-ABro ot 21
ABA ITETU JHEBHO JHU NP HAKOHU CNEHPUYHU

obcToaTencTna (KaTo Harnp.
aliecn)
[IPOCTATHT 500 mg qBa IbTH 2 10 4 ceamuiM (ocThp) U 4

AHEBHO 10 750 mg
JBa THTH JHEBHO

no 6 ceaMUIIA (/xpn

Hudeknun Ha ]'OHOKOKOB ypeTpHT 500 mg karto
YpOreHHATAJIHHA H LICPBHIINT ¢IHOKpaTHa 1032
TPaKT OpxuenuaeMuT H 500 mg nBa IbTH
BL3NAJICHUE HA AHEBHO A0 750 mg
MAaJIKHs Ta3 JBa ITbTH JTHEBHO
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["acTpo- Juapus npuyrMHeHa 500 mg aBa mpTH ] nen
MHTECTHHAIIHYA H oT OaxTepHaiHK ITHEBHO
UHTpaaOOMHHANHK | areHTH BKI. Shigella
HHPEKIMH Spp. pa3U4HH OT
Shigella dysenteriae
THI | U EMITHPHYIHO
JIe4E€HHE Ha TeXKKa
MBETHUYECKA IHAPHS
Huapus npuyuHeHa 500 mg oBa meTH 5 nHU
ot Shigella dysteriae JHEBHO
TUI |
HAuapys npUayHeHa 500 mg nBa mpTH 3 nHH
ot Vibrio cholerae JHEBHO
Tudounna tpecka 500 mg aBa meTH 7 nHU
IOHEBHO
HuTpaabaoMuHaIHHA 500 mg aBa mbpTH 5 no 14 nuu
HHPpEeKIUN aHeBHO 40 750 mg
NpuuMHEHM ot ['paM- IBa ITbTH JHEBHO
OTpUMLIATENTHH
OakrepHH
HMHubpexuyy Ha KOXKATa U MEKWTE ThKaHH 500 mg ABa meTH 7 0o 14 nHu

aHeeHo Ao 750 mg
ABa METH AHEBHO

HNHpexiHl Ha KOCTHTE U CTAaBUTE

500 mg nBa meTU
IHeBHO A0 750 mg
JBa THTH JHEBHO

MakcumManHo oo 3 mecela

JleyeHue Ha HHPEKLUK U TPOPHUITIAKTHKA HA
MHQEKLMH TPH HEYTPONEHHYHH MALUEHTH —
1Hnpodnokcalud TpgaOBa na ce npunara
€JHOBPEMEHHO ¢ MOAXOaA1(H)
aHTHOAKTepHaJIHU CpeACTBa CbITIACHO
O(ULIMATHATE IIPENOPBKH.

500 mg ABa NBTH
aHeBHO A0 750 mg
JBa IMbTH JHEBHO

Jleuennero TpaORa a
IIPOABIIKH Mpe3 Le/Iud
NEPUO Ha HEYTPOINCHHUATA

[IpodunaxTrka Ha UHBA3UBHU HHQEKIHH,

500 mg karto

| neH (enHOKpaTHA [1034)

CKCITO3ULIHUATA.

KOHMTO MOTAT Aa OBbJaT Ha nepopaiHo
NeYeHue, Korato € ymectHo. [IpyeManero Ha
JIEKapcTBOTO TpAOBA [ja 3alouHe KOJIKOTO
MOXE MO-CKOPO Clie/] MOTBBPXIABAHE Ha

NPHYHHEHH OT Neisseria meningiridfs €JHOKpaTHa J03a
HHxanaropeH anTpakc, npogriakTUKa CJIe 500 mg nBa meTU 60 nHY OT MOTBBPAKACHHETO
EKCIIO3UIIMA M MOCIIeBAIO JICUEHHE 3a X0pa, JHEBHO 3a eKcno3uLma ¢ Bacillus

anthracis

Heya u onouiu

Ioxazanus JHeBHA 7032 B Ing O0ma HpoabIKHTETHOCT HA
JIeueHHETO (Bb3MOKHOCT 34
3alI0YBaHE HA ITLPBONAY:
napeHTepaj
I M1 POS
Kucrosna ¢pubdposa 20 mg/kg nea nbTH AHeBHO | 10 no 14 ﬁ.-
KaTO MAKCUMAaJTHATA o e 3
eQHOKpaTHa fo3a € 750 mg _ u{; E N
YcnoxneHy ypuHapHu vagexkmn 1| 10 mg/kg nsa mete Anesno | 10 go 21 nnﬁ@;«w
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nuenoHeQpuT no 20 mg/kg npa meTH
OTHEeBHO KaTO MaKCHMaJHaTa
e/lHOKpaTHa io3a e 750 mg

MuxanaTopeH aHTpakc, 10 mg/kg nea meTH AHeBHO | 60 OHM OT NOTBBPXKJABaHE HA
npodwiakTUKa ciel ekcnosuuua M1 | go 15 mg/kg nea npTH exkcriozuuuaTa ¢ Bacillus
[IOCTICABAILIO ACUYEHHUE 3a XOpa, IIHEBHO KaTO MaKCUMAJIHaTa | anthracis.

KOUTO MOrart Ja 6b1aT Ha eqIHOKpaTHa 1032 ¢ 500 mg

MEePOPAITHO JIEYCHHE KOraTo €
KIHHHYHO yMecTHO. [Ipuemanero Ha
JIEKapCTBOTO TPAOBa J1a 3aMo4He
KOJIKOTO MOXK€E II0-CKOpO ClIex
MOTBLPKIABAHE HA EKCIIO3ULIUATA.

Hpyru Texku HHEKIHH 20 mg/kg nBa nbTH aHeBHO | Cnopen BMja Ha MHGEKIHMATA
KaTO MakCHMAalTHaTa
eHOKpaTHa Ao3a ¢ 750 mg

Hayuenmu 6 cmapyecka 8b3pacm
ITanMenTyTe B CTapuecka Bp3pacT TpAOBa Aa MoyvasaT n03a, chofpazeHa ¢ TexxecTTa Ha MHpEKIMATA

H KPEAaTHHWHOBUA KJIMPBHC Ha MALMECHTA.

bvbpeuno u uepnodpobuo yepesicoare
[TpenopbunTeIHY Ha4ATHH M MOANBPIKAIHA J03H 33 NAIMEHTH ¢ YBpeacHa Op0peuHa QyHKIHUS:

KpeaTHHHHOB KIHPBHC Cepymen IlepoponHa no3a
[ml/min/1,73m"| KpeaTHHHH {mg]
[pmol/]

> 60 <124 Buxx obnuaiinata K03HpoOBKa.
30 -60 124 — 168 250-500 mg Ha 12 yaca

<30 >169 250-500 mg na 24 vaca
[TaiiMeHTH Ha XeMoAHaNTK3a >169 250-500 mg ua 24 4yaca (cnel

JHATIU34TA)

ITarmeHTH Ha NepHTOHEAJIHA >169 250-500 mg Ha 24 vaca
OHANK3A

[Ipu nanueHTH ¢ HapylueHa 4yepHOApoOHa QyHKIMA HE Ce Hanara KOpurdpase Ha A03ara.
Ho3upaHeTo npH Jena ¢ HapynieHa On0peuHa /M yeproapoOHa G yHKIUs He € OHIIO TPOYHBaHO.

Hauun na npunooicenue

TaGnerxkure Tpabpa Aa ce normsilaT 6e3 fa ce AHBYAT, C TeUHOCT. Te Morat Ja ce mpHemar
HE3aBHCHMO OT XpaHEHETO, AKO C€ NPUeMaT Ha IJIaJIcH CTOMaX, AKTUBHOTO BELIECTBO ce abcopOupa
no-6bp30. TabneTkure nunpodnoKcalyH He TpAOBa Aa ce MpUEMAaT ¢ MIIEYHH MPOAYKTH (Harp.
NPACHO U KKCEJIO MIIMKO) WIH C AOITBLIHUTENIHO 000raTeH! ¢ MUHEpAH TUIOA0BY COKOBE (Harp.
NOPTOKAIOB COK ¢ npHbaBeH Kanmii) (BX. TOuKa 4.5).

[IpH TexxkH CTyyal WM TpH TAaLMEeHTH, KOUTO He MOraT ja npHeMar TabieTku (Hamp. nalHeHTH Ha
EHTEPAIHO XpaHeHe), Ce MPEnopPbYRa JICUECHHETO 1A 3alI0YHE C MHTPABeHO3EH LUMNPO(IOKCaluH 4 fa
ce IPEMHHE Ha NepopaiHO JiedeHHE MPH IbpBa BE3MOXKHOCT.

4.3 IIporaBonoOKa3anns
e CBpBXYYBCTBUTENHOCT KBM aKTHBHOTO BEIIECTBO, KBM JPYTH XHHOJIOHH WK
NOMOILHUTE BellecTra (BX. To4ka 6.1). 3
¢ EnHoBpeMeHHO NPWIOXKEHHE Ha LMIIPoQdIOKCaAlMH U TH3aHUAMH (BaK. TOYKa §_§
e

44 ChoemHalHH NpeaynpexAeHHAN H NPEeANA3HA MEPKHA NPH ynoTpeda

SmPCPIL003769/2 | 14.01.2009 — Updated: 20.01.2009




1.3.1 Ciprofloxacin

SPC, Labeling and Package Leaflet BG

Texcku unhexyuu u cmeceny unpexyuu ¢ Ipam-noaodcumennu u auaepobHu namo2eny
[unpodnokcaliy MOHOTEPANHA HE € MOAXOAANN 3a JeUECHHE Ha TEXKH HHMEKIMHM B HHPEKIMH, KOUTO
ca MPUYWHEHH OT I paM-noJIoKUTEIHA WiTH aHaepoOHH natoreHH. [Ipu Takusa MHEKIHM
LMIpoQIIOKcalH TPAOBa Aa ce npunara B KOMOMHALIMA ¢ APYTH MOAXOANIH aHTHOAKTEepHAITHH
ar€HTH.

Cmpenmoxokosu ungexyuy (grrnoyumenro Streptococcus pneumoniae)
[{unpodnokcanmu He ce nipenopsYBa 3a JICUCHHE Ha CTENTOKOKOBH HHMEKUNH [TopaaH JIMICa Ha
e(pUKacCHOCT.

Hugpexyuu na ypozenumansus mpaxm

OpXxuenuaeMHT ¥ Ta30Ba Bh3naiuTenHa 6omect, Mmoratr ga OsaaT NpuydHHEHU OT (GIIYyOPXHHOJIOH~
pesucteHTHuTe Neisseria gonorrhoeae. Lunpodnokcayx TpsaOBa fa ce mpuiara B KOMOMHALWA C
APYro MOAXOAALIO aHTHOAKTEpHATHO CPEACTBO, OCBEH aKo MMpodokcalMH-yYcToMuuBaTa Neisseria
gonorrhoeae MOXe J11a 6blic H3KIIOYEHA. AKO KIMHUYHOTO NoAoOpeHHe He € NMOCTUrHATO Clel 3 JHH
OT JIEYEHHETO, TepanuiaTa TpAOBa Ja ce npepasriiea.

Humpaaboomunannu ungexyuu
ChIecTBYBAT OFpaHHYECHH JAHHH 3a €(PMKACHOCTTA Ha LUMPO(MIOKCAIIMH MPH JICYeHHE Ha NOCT-
XUpPYPruYyHu UHTpaadIOMHHATHU HH(EKLIUM.

IIvmuuyecka ouapus
Hpy u360pbT HA LHIPOGIOKCALIMH CJie[Ba Aa C¢ B3eMe MO BHUMaHHEe HHGOPMALUATA 3a

PEINCTCHTHOCT KbM HHHPOCPHOHCEII],HH Ha INMaTOI'€HHTC B CTPAHUTC, KOUTO CC TTOCCIIaBarT.

Hudbexyuu na xocmume u cmagume
[[unpodnoxcauux Tpadea ga ce H3NOI3Ba B KOMOMHALMA ¢ APYTH aHTUMHKPOOHH areHTH, B
3aBUCHMOCT OT PEe3YJITATUTE OT MHKPOOHOIOTHYHUTE TECTOBE.

Huxanamopen anmpaxc

Ynorpebara npH xopa, ce OCHOBaBa Ha in-vitro JaHHUTE 32 MYBCTBHTETHOCT M HA €KCIIEPHMEHTATHHUTE
JAAHHM NPH JKMBOTHH, a CBHILO TaKa U HAa OrpaHUveHd JaHHH, TIOJIYYEHHM TIpH XopaTta. JlexyBamure
neKapu TpaOBa fia c€ OTHACAT A0 HALIMOHAJIHUA WK MEXAyHapoaeH KOHCEHCYC 3a ICYEHHETO Ha
aHTpaKca.

Heya u onowiu

Hianon3saneTo Ha uunpodioKCalliH Mpy aela M I0HOWHM, TpabBa fa cineapa HaNHYHHATE OPUIIMATIHH
npenopsku. JleueHuero ¢ uunpodnokcanuy TpaOBa a ce 3an049HE CaMoO OT JIEKapH, KOUTO WMAT OMMT
B JICUEHUETO HA KUCTO3HATA (pUdpo3a U/ MM TeXXKH WHPEKUHH TPH Aella U IOHONIH.

Lunpodokcanyt € rnoxkasal, 4¢ IpHIMHABA APTPONATHA HA HOCEINTE CTABH IIPH HEJOHOCEHH
UBOTHH. JlaHHWTE 3a 6€30NaCHOCT OT paHAOMH3HPAHO ABOHHO-CIIAMIO NIPOYYBAHE 3a [PHIIOKEHUETO
Ha yunpodokcalmH npy aeua (uunpodnokcauus: n=3335, cpensa Bb3pacT = 6,3 rOAMHH, 32
cpasHeHue: n=349, cpeaHa Bu3pacT = 6,2 roAWHM; Bb3pacToBa rpandia = 1 a0 17 rogusn) nokaspar
4€CTOTa Ha BEPOATHO CBHP3aHA C JIEKApCTBOTO apTponaris (3abenexkx My KITHHUYHY MPHU3HALM K
CUMITOMH OT CTPaHa Ha CTABHUTE) ;{9 Hen +42 o1 7,2% n 4,6%. PecnektusHo, cirydauTe HA Lol
apTponaTus, CBbp3aHa ¢ JICKapcTBOTO 1 roavHa cnel npuema My ¢a 9,0% u 5,7%. [loprinapanero Ha
NOJO3UPAHHTE CIYYaUl HA apTPONATUA Cliel ONpeeieHO BpeMe OT IpHuemMa Ha JIeKapCTBOTO HE €
CTATUCTHYECKH 3HAYUMO MEKAY JBeTre rpynu. JleueHneTo TpabBa Aa 3anovse clie BHUMATEHA... —— .

CTABUTE W/ WU MpUICKAIIHTE TbKAHH.

bponxo-benoopobuu unghexyuu npu xucmozna gubposa
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B xnMHUYHHTE U3MUTBAHHS ca BKTKOYEHH JEIa M IOHOIIH Ha BB3pacT or 5-17 roausu. I[lo-
OTpaHHYeHH NaHHH HMa IpH JISYCHHETO Ha Ac1a Ha BB3pacT MexkIy 1 M 5 roguiuHa Bb3pacr.

Ycnoscnenu ungexyuu na nuxounume nvmuwa u pueroHedpum

Jleuenvie Ha MHQEKLMHU Ha MMKOYHUTE MBTHINA ¢ LMIpOodIoKcaliH TpsAOBa fAa Ce NpHiara, KOraTo
ApPYro JICYCHHE HEe MOXKE 1A C€ H3IOJI3Ba H CJIE/] KATO TO € 0GOCHOBAHO OT pe3YITATHTE OT
MUKpPOOHOJIOTHIHHTE TECTOBE,

B KIMHMYHUTE UNUTBAHUA Ca BKJIIOYEHH €Ll U IOHOIUM Ha BB3pacT OT 1-17 roaHHm.

Lpyeu cneyughuunu mexcku ungexyuu

I1py teyeHne Ha Opyry TeXK4 HHQEKIHH, B CbOTBETCTBHE ¢ OdULIMATHUTE NTPENOPHLKA HIIH ClIEN
BHUMATE/THA OLICHKA IMOI3a/pPHCK, KOTaTo APYro JICYCHHE He MOXKE [a C€ MPMWIOKH WK Clle]] Heycrex
HA KOHBCHIIMOHA/IHATA TePaNus K KOTaTO MHKpOOMOIOrMYHUTE TECTOBE OMNPAaBAaBaT ynoTpedara Ha
LM po¢IOKCALIMH.

H3nonssaneTo Ha UMNPOQUIOKCALMH MPH CHEHU(PHYHM TeKKH HHPEKLIMH, Pa3THYHH OT TE3M,
CITIOMEHATH [10-Tope, He € OWI0 OLIeHIBAaHO MO BPEME HA KIIMHUYHU M3NUTBAHHA W KITMHHYHHA OTIHT €
orpaHvyeH. C/IeA0BaTENMHO ce NIpenopbyBa Npeanas3uBOCT MPH JieUeHHE Ha MALMEHTHTE C TaK{Ba
UHPEKLHH,

Capvxuyecmeumennocm

CBPBXYIYBCTBHTEIHOCT M AJIEPTUYHH PeaKuH, BIIOUYHTETHO aHaQHIaKCHd U aHahUNaKTOMHH
peaKLiMi, MOraT Ja HACTBIAT BCIIEACTBUE Ha €AHHKWYHA A03a (BX. To4Ka 4.8) M Morar z1a Onjar
KHBOTO-3aCTpalllaBaiii. AKO TaKapa peakuua C¢ NOABH, NPHEMAHETO Ha UMNPOoQUIOKCALMH clie/iBa 1A
ce CIIpe ¥ e 3aTb/DKUTENHO 13 CE€ NPOBEJIE aieKBAaTHO JIEYEHHE.

Mycxyano-cxenemuu cucmema

[To mpyuHuMn unpognokcanyry He TpaOBa Aa ce U3MOJI3RA MPH MALIMEHTH C aHAMHe3a 3a 3a00NABaHe
Ha CYXOXXWIHETO/HapyLIeHUs, CBbp3aHH € IeUeHUe ¢ XMHOJIOHH. Brnpeku ToBa, B MHOTO PeAKH
Cly4au, cjie MUKpOOUOJIOrMYHO JOKa3BaHe Ha NMPUMHMHHTENA B OLieHKAa HA ChOTHOIICHHETO
pPHCK/TION3a, UUIIPOQIIOKCAIIMH MOKE 1A Ce MPpEANMCBa HA Te3H MALMEeHTH 34 JISYCHHE Ha HAKOH TEXKKH
MH(EKIIMH, 0COOEHO B CITydai Ha HeycleX Ha CTaHAapTHATa Tepaius Wik OaKTepHaliHa
PE3UCTEHTHOCT M KOraro MUKpOOHOJIOTMYHHTE IAHHHA MOTAT Ja ONPAaBJasT H3NOJ3BAHETO Ha
LHAPOPIOKCALIMH,

TeHaUMHUT K pa3KhcBaHE Ha CYXOXHWIHETO (0CODEeHO AXHMITeCOBO CYXOXKMIIHE), IOHSKOTa ABYCTPaHHO,
MO>Ke J1a HACTBITH olle Ipe3 NbPBUTE 48 Yaca OT NeYEeHHUETO ¢ UMNPOQIOKCcalMH. PUCKBT OT
TEHAMHONATHA CE yYBeIHYaBa NPHU NAMEHTH B CTApYeCKa RB3PACT HIIK IPH MTALHEHTH, JIEeKYBaHH
€AHOBPEMEHHO ¢ KOPTUKOCTEPOUAN (BK. TOUKA 4.8).

ITpu nosBaTa Ha NpU3HALM Ha TEHAMHHUT (Hamp. O0Ne3HEHO NOAYBaHe, Bh3NaJeH!e ), TeYEHHETO C
iunpodaokcavt Tpabea na ce npekpard. Tpabsa na ce OCUrypH NOKO#H Ha 3acerHaThs KpaiHUK.

[{unpodokcaumt Tpabsa ga ce U3MOA3Ba NPEANANIHRO [IPH TTALIMEHTH € MHACTEHUA I'paBUC (BXK. TOYKA
4.8).

DomonyscmeumeiHocm

LHunpodgnokcanun NpUYXHABA PEaKIIMA Ha POTOUYBCTBUTENHOCT. ITaliMenTITE, NpHEMaLIK
LMIpogIOKCalMH TPAOBA na 6'baT CHBETBAHH A2 H30ATBAT MPAKOTO H3JiaraHe Ha CHITHO CIIBHIIE WIH
UV obmbusaHe 1o BpeMe Ha JISYCHHETO (BK. TOYKa 4.8).

Heumpanna nepena cucmema
H3pecTHO €, ye XMHONOHKTE MOTaT Jia NPeIM3BUKAT MbPUYOBE HIIM 10 MOHMXKAT bPUOBMA TIpar
LunpodnokcauyH TpabBa 1a ce M3NOA3Ba NpEANa3IiBO NPH MalHEHTH ¢ HAPYIICHHS Ha
MOTaT Ja 6pJaT NpeApassnoN0KEHUA KbM I'EPUOBE. AKO C€ MOABAT I'BPUOBE, MPUEMAHETO H
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[ICUXO3H MOTAT Jla MPOTrPECHPAT 10 MOBEAECHHE, CBBP3aHO ChC CAMOHapaHaBaHe. B Te3u cnyyaw,
[pHEMa Ha LUNPOQIIOKCALIMH clieABa na Oble npekparex.

Cnydau Ha r10JIMHEBpONatus (Bb3 OCHOBA HAa HEBPOJIOTHYHH CHMIITOMH KaTo 60/Ka, mapene, CEH3OpHH
HapYUICHUs MITH MYCKYIHa ¢1abocT, CaMOCTOATENTHO WIH B KOMOHHAIIHA) ca CHOOLICHH npH
NMalHeHTH, TpHeMally nunpodgnokcauH. [Ipuema Ha uMnpodnokcanys TpAaOBa 12 ce NpeyCTAHOBH
TpH MALMEHTH CHC CUMITTOMH Ha HEBPOMATHA, BKIIOYMTENHO 00/Ka, MapeHe, M3TPBIIBAHE, CKOBAHOCT
u/ui cnabocT, 3a Aa ce NIpeAOTBPATH Pa3BUTHETO Ha HEOOPAaTUMH CHCTOSHHA (BXK. TOUKA 4.8).
Copoeunu Hapyuenus

Tvi KaTo nMNpoQIOKCaIMH Ce CRBP3Ba ChC CIyvyau Ha yAwKkaBaHe Ha QT MHTeprana (BHK TOUKA
4.8}, TpsaOBa Aa ce noaxoxaa BHUMATEHO [IPHU JICYEHHETO HA NMALIMEHTH C PUCK 3a apHTMUH , torsades
de pointes™.

Lacmpounmecmunainyu HapyuwieHus

[TosiBaTa Ha TE€XKKa ¥ [IEPCUCTHPALLA fHapHA 110 BpeMe UITH ClIeA JieueHHE (BIUIFOMUTETHO HAKOJIKO
CEAMMIM CJIe]l IEYCHHETO) MOXKE J1a 03Ha4YaBa KOJINT, CBbP3aH ¢ NpHeMa Ha aHTHOMOTHK (3KMBOTO-
3acTpalaBallo ChCTOSHHME C BB3MOXKEH (paTalieH U3X0A) U H3NCKBa He3a0aBHO JieueHHUe (BXK. TOUKa
4.8). B TaknBa cny4an, npueMa Ha HHIPOJUIOKCAIMH clieaBa He3a0aBHO Ja ce IpeKpaTH H [a 3al0YHe
noaxonsula Tepanus. JiekapcTpa, HaMaNABALIU MEPUCTAIITHKATA €A MPOTHBOIIOKA3aHH B Ta3U

CHUTYyaLHH.

Hapywenun na 6v0peyume u nuxounama cucmema

Mma crobimenus 3a KpucTanypus, CBbp3asa ¢ ynorpebara Ha nunpodokcanys (Bk. Touka 4.8).
[lauueHTHTe, NOMyYaBaly uunpodiokcalud Tpsadea 1a ObaaT A0Ope XUAPATUPAHHU U TpaOBa 1a ce
H30ATBA TIPEKOMEPHO AJIKATM3UpAHE HAa YPUHATA.

XenamobunuapHu HapYyuiesus

Cny4dan Ha 4epHOApOOHA HeKpO3a ¥ JKHBOTO-3aCTPaLlABAIA YepHOApoOHAa HEIOCTATHYHOCT Ca
NOKJIAZIBAHU NPH JIeYeHHe ¢ HHUNpodaoKkcauuH (BXK. To4Ka 4.8). B ciryuail Ha npu3HaLM H CUMITTOMH
Ha YepHOoApoOHO 3a6ongBaHe (KaTO HANPUMEP AHOPEKCHUS, XCBATECHHLIA, TEMHA YPHHA, ChpOek WiH
Oone3Hen KopeM), TeHeHHeTO TPAOBA Ja ce MPEKpaTH.

I'moko3zo-6-pocham dexudpozenasen deguyum

XeMONUTHYHH peaKkLuM ca Ouny JOKIaABaHY NpU JiedeHHe ¢ LUIPOGIIOKCAIIMH MPH TIALMEHTH C
rmoK030-6-pocar aexuaporeHaseH aepuunt. [unpodiokcauvt Tpabea ga ce u3diarsa npH Te3u
MALMEHTH, OCBEH aKo INOTCHIMAIHATA I10)13a HaJIBHILABa BE3MOKHHA pUCK. B 103U ciyyaii, Tpabea aa
ce CISAM 3a MMOTeHUMANHA MOsBa HA XeMOJIH34.

Pesucmenmuocm

[To BpeMe MM crieq Kype Ha JieueHHe ¢ Hunpodiokcalt, 6akTepHUH, KOUTO Ca Pe3UCTEHTHH KbM
uunpoduIokcalMH, MOraT Aa ObaaT H30NMpaHH, ¢ Wik 0€3 KITMHUYHO NPOsABEHA CYTICPHH(EKIIHS.
BB3MOXKHO € Ja UMa OonpeAeneH PUCK oT “3bopa npy HaMUHNE Ha LUIPOPIOKCAUUH-PE3HCTEHTHU
GakTepHM Mo BpeMe Ha TIPOABIDKUTENHO JIEYCHHE U NIPU JieueHHE Ha BhTPEOONHUYHN HHOEKLMH WHIH
HHpEKUMH, MPUIHHEHH OT Staphylococcus u Pseudomonas eudoae.

Lumoxpom P450
[unpodnoxcauun uuxubupa CYPLA?2 u 1o 1031 HauuH MOxke Ja nmpeAU3BUKa MTOBUILIABAHE HA

KOMTO NpHeMaT Te3d BeHIeCTBA €IHOBPEMEHHO ¢ HMMpodIoKcallH clieABa Aa Obaar n
BHHMATEJTHO 33 KJIHHUYHH TIPH3HALIH Ha NpeI0o3upaHe, KAKTO H MOXKE J1a C€ HaJIOXH O
CEPpYMHHTE WM KOHLIeHTpaLMH (Karp. Ha TeowinH) (BK. Touka 4.3).
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Memompexcam
EnnoBpeMeHHa yniorpeba Ha HunpoquIOKCalMH ¢ METOTPEKCAT HE ¢¢ MpellopbuBa (BxX. TOUKA 4.5).

Hzcneosarus

[Ipn onipedendHe in-vifro Ha aKTMBHOCTTA HAa Wunpodaokcaumt cpeunry Mycobacterium tuberculosis
MOJKE J1a ce NoJy4aT (anIMBH OTPHLIATENHH DAKTEPHONOTHYHH PE3YJITATH B MPOOH OT MAaLUEHTH,
KOMTO B MOMEHTA IIPHEMAT LUMPOPIOKCALIHH.

4.5 BianMoaeHcTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aHMOACHCTBHE
Edexmu na opyzume nexapcmea 8bpxy yunpo@ IoOKCayun.

Dopmupane Ha Xeaamuu KOMRIEKCY

EIHOBpEMEHHOTO NPWIOKEHHE HA HHNpodIOKCaLMH (MepopaieH) H MOTUBAIEHTHA KATHOH-
ChABPKAIIH JIEKAPCTBA U MHUHEPATHU Ao0aBKH (HAIIpUMEp KalUMi, MarHe3uH, afyMUHHH, XKensi3o0),
¢ochaTHH NOJTUMEPHH CBHP3BALIH BelllecTBa (HanpuMep ceBelaMep), CYKpan(part WIK aHTHALUIH K
cunHo Oydepupanu cpeacrsa (Hanp. JHAAHO3KH TabaeTKH), ChAbpPKALIK MAarHe3ui, aTlyMUHUH WIH
KanMil HaMaIABaT YCBOABAHETO Ha UumnpognokcatnH. CrnefoBaTeHo, LUNpoduioKcalidH cliesa Ja
Obae rpueMaH wid 1-2 vaca npeay Wik Hai-MaJko 4 qaca ciiell Te3u npenapati. OrpaHHYEeHHETO HE
ce OTHACA IO aHTHALIMAM, NMPHHAAJICKAIM J0 kiaca Ha H2 peuenropHu O/ioKepH.

Xpauna u Maeynu npooyxmu

JTosuTe Kaluumid, KaTo YacT OT €IHO XpaHEHe He BIUAAT 3HAUMTENHO Ha abcopObuuara. Brlipekn ToBa,
eJHOBPEMEHHOTO NPWIOKEHHE Ha MJICYHH MPOAYKTH WIM MHHEPAIHO- OOOraTeHH HaMHTKY (Hanp.
[PACHO U KHUCENIO MIIAKO, MOPTOKAJIOB COK 000raTeH ¢ Kallliiii) ¢ LUIPOQIOKCALMH ClIe/(Ba Aa Ce
H30area, Thit karo abcopOimsaTa Ha LUNPOdIOKCALHMH, MOXKE J1a Ce HaMaJTH.

IIpobenuyuo
[TpoOennuun nosnusea 6s6pevHarTa cexpenya Ha LHnpogokcauuH. EMHOBPEMEHHOTO IPHITOXKEHHE
Ha IPOCEHHLM ¥ LHNPOQIOKCALIMH YBEIMIaBa CEPYMHUTE KOHLIEHTPALMU Ha HUMPOGIIOKCALIMH.

Edexmu na yunpoghioxcayun_8vpxy Opyau Aexapcmeenu npooykmu.

Tuzanudun

TuzauuauH He TpaOBa Aa ce NprIara saeaHo ¢ UUnpodaokcalyH (Bx. Touka 4.3). B exHO KITHHHYHO
H3MHTBAHE CBHC 3APaByU AOOPOBOILM Ca OTYETEHH MTOBULLIABAHE HA CEPYMHATA KOHLICHTPAUM Ha
Tu3aHuANH (Cmax yBenuyeHue: 7-KpaTtHo, o0xeat: 4 110 21 metH; AUC yeennuenve: 10 mery,
o6xBart: OT 6 o 24-KpaTHO), KOraTo ¢e Npwiara €JHOBPEMEHHO ¢ LunpoduokcauwnH. [losnuasaneTo
Ha CEpyMHUTE KOHLICHTPALMHY Ha TH3aHHAMH € CBBP3aHO ChC 3aCHIICH XHIIOTEH3MBEH H CeAATHBEH
eeKT.

Memompexcam

PeHanHUAT TyOy/IeH TPaHCIOPT HAa METOTPeKcaT Moxe Ja Obie MOTHCHAT NPH €AHOBPEMEHHO
IPHIIOYKEHHE ¢ LINPOGIOKCAMH U TOTEHLIHAIHO BOM 0 NMOBHINABAHE HA MIA3MEHMTE HYBA HA
METOTPEKCAT M MOBHIIEH PHCK OT METOTPEKCAT-CBBP3aHH TOKCHYHM peakuuH. EqHOBpeMeHHa
yroTpeba He ce mpenopbyBa (BXK. Touka 4.4).

Teogunun
EAHOBPEMEHHOTO NPWIOKEHHE Ha HUIIPO(IOKCALMH K TEOPWIHH MOXe Jia IOBEAE [0 HE
[IOBUILIABAHE HA CEPYMHATA KOHLCHTpalua Ha TeopuwmH. ToBa Moxke Aa AOBEae 10 Te
HHAYLMPaHH HeXeJIaHW peakLiui, KOUTO )«o;a)'r‘;mm Morar 2a 6baaT KUBOTO3aCTP
¢aranun. [IpH eqHOBpEMEHHO NPUIOIKEHHE, CEPYMHHTE KOHLIEHTPALMH HA TCOQHIH
OBJaT NPOBepABaHH M Ja ¢e peAyLHpa 103aTa HA TEO(PHIHUH NPU HEOOXOAUMOCT (BXK
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Hpyeu kcanmunogu npou3IsooHU
[Ipn enHOBpeMEHHO NPHIOKEHKHE Ha LMNpodIOKCALMH ¥ KOQEHH WK NEHTOKCHPHIHH

(okcneHTHWIMH) KMa ChOOLLEHHS 3a NIOBHIIABAHE HA CEPYMHHUTE KOHLEHTPALIUY HA TE3H
KCaHTHHOBH MPOH3BOHH.

Denumoun

EanoBpeMEHHO NpUNoKEHUE HA LUMINIpOguIoKCaliiH U (peHHTOMH MOXe Ja IOBEAC JI0 YBEIMYABAHE KU
HaMaJIIBaHE Ha CEPYMHHTE HYBa Ha (CHUTOUH, TaKa Y€ ce MpeNopEYBa IPOCCAABAHE HA
JIEKapCTBEHUTE HUBA.

IHepopannu aumurkoazyaanmu

EasoBpeMeHHO NpUIOKEeHKe Ha LUIPOQUIOKCALMH ¢ BapdapHH MOXe 1a 3aCHJIH HETOBHTE
AHTHKOAryJIaHTHH edeKTH. MMa MHOTO cHOOIIEHHS 3a MOBUILABAHE HA MEPOpaTHATa
AHTUKOAry/1IAHTHAa AKTUBHOCT MPY NALIMEHTH, NpYeMaliyd aHTHOAKTepUaJIHU AreHTH, BKITIOUHTETHO
bAyOpXHHONOHH. PHCKBT MOXKE Aa C€ pa3iHYaBa B 3aBHCHMOCT OT BHJIAa Ha MHOEKIHMATA, BH3PacTTa U
00ImOTO CHCTOSHHE HA MALHEHTA, TaKa 4e pojiaTa Ha (IyopXHHOJNIOHHUTE 3a oBUmaBaHe Ha INR
(MEKIYHApPOAHO HOPMAJIK3MPAHO ChOTHOLLEHHE) € TPYAHO Ja ¢e npeneHu. Ilpenoppuurento e INR
na ce HabmrogaBa 4eCTO MO BpeMe Ha H MAJIKO CJIe/l SAHOBPEMEHHOTO MPWIOKEHUE HA
LMIPOdNOKCALMH C NMEpOPaTHH AHTUKOATYJIaHTH.

Ponunupon

Joka3aHO € B KIIMHUYHO NPOYYBaHE, Y€ ¢AHOBPEMEHHOTO NIPUIIOKEHHE HA POITHHHMPOJT H
uunpodokcaliut, ymepeH HHXuourop Ha CYP450 1A2 u3oen3um, Boau N0 nopumasaHe Ha Cmax u
AUC na pomanupo:n ot 60% u 84%, crorBeTHO. IIpenoprusa ce MOHUTOPHHT HAa pOIHHUPOJI-
CBBP3aHUTE HEXKeJIaHH JIEKAPCTBEHH peakliuH H KOPEKLMA Ha A03aTa B 3aBUCUMOCT OT CJIydas 1o
BpPEMe Ha M MAJIKO CJIE] EAHOBPEMEHHOTO NMPUIIAraHe ¢ LMMPOQIOoKcauuH (BX. Touyka 4.4).

Knozanun

Cnen eqHOBpeMEeHHO NpPHUAOKeHHE HA 250 mg HUnpo(pIOKCaHH ¢ KJIO3anHH B IPOABIDKEHHE HA 7
IIHH, CEPYMHUTE KOHIICHTPaHH Ha KJ103amiH B N-Ie3MeTHITKIIO3aNnKH ce yBenuyasar ¢ 29% u 31%,
cboTBeTHO. [IpenopbuBa ce KIMHUYHO HAOIIOAEHHE H MOAXOAAII0 KOPUIHpaHe Ha Ko3aTa Ha
KJIO3AIIHH N0 BpEME H CKOPO ClIe] €THOBPEMEHHOTO NPUWIOKEHHE ¢ nMNpodiokcanyH (Bx. Touka 4.4).

4.6 bpeMeHBOCT H KEpMeHe

bpemennocm

HanuuuuTe JaHHY" 32 NPAIKEHHETO HA LUNPO(IIOKCALHH TPH OPEMEHKM JKEHH, HE 110Ka3BaT
pa3BUTHE Ha MandopMaLiMK Wik Ha (eTo/HEOHATAIHA TOKCHYHOCT Ha LUIPOQUIOKCALIMH.
[Ipoy4BaH¥A npH >KHBOTHH HE MOKA3BAT JUPCKTHH WM HHIUPEKTHY YBPEXAALIMY €(PEKTH MO
OTHOLIEHHE Ha peripOAYKTHBHATA TOKCHYHOCT. [IpH MitagH ¥ HEXOHOCEHH XXKHBOTHH,
TPETHPAHH C XMHOJIOHH, € Ha0MoaBaHo yBPE:KIaHE Ha XPYIIA/ia, KaTo N0 TO3H HA4HH, He
MOJXeE J1a C€ M3KJIIOYH, Y€ JIEKApCTBOTO MOXKE Aa IIPUYKMHM YBPEXKAAHE HA CTABHHA XpYILSI B
4OBELIKHAA OPraHu3bM IIPH HEAOHOCEHH Jeua/ oA (BK. TOUKa 5.3).

Karto npeanasHa Mapka, 3a npeJAnOvYATaHe € Aa ce H30Area H3M03BaHeTO Ha
LUIPOoQIOKCaIIHH 110 BpeMe Ha OpEMEHHOCTTA.

Kvpmene
I {unpodnokcamy ce eKCKpeTupa B KXbpMaTa. Jlopanu noTeHHaIHUA pUCK OT CTaBHH YBPEXK/laHNA,
UpodIIOKCaLMH He TPAOBa Aa ce M3M0JI3Ba N0 BpeMe Ha KbPMEHETO.

4.7 Edextn BBpXYy cnocobmocrTa 3a modupane u padbora ¢ MAIIHHH
[Topasiu CBOUTE HEBPOJIOTHMHH €deKTH, HUNPOoGUIOKCALIMH MOXKE 113 OKAXKE BIHSHUEC
3a peakuud. ITo To3u HauuH, cnocobHOCTTa 32 miodupane UK pabora ¢ MalIHHU M

HapyILCHA.
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4.8 Hexenanu peaknun
Haii-4ecto choblaBaHuTe HExenaHu JiekapcTBeHH peakuud (HJIP) ca ranene u avapus.

HJIP, nony4enu OT KIMHHYHH MpOyYBaHUd W OT HabmozeHue, ciel IyCKaHe Ha na3apa Ha
nunpognokcalyH (nepopaiia, HHTPABEHO3HA H CEKBEHUMANHA TEpanusl) IPYIMHAPAHH 1O KATErOpyy Ha
YECTOTA, ca U3DPOCHH NO-A0y. AHAAMIET HA YeCTOTATa B3€Ma [10J BHUMaHME JaHHMTE OT ABAaTa

HauMHa Ha NPHIOKEHHUE, MEPOPAIHO U HHTPABEHO3ZHO, HA LIUMPOQIOKCAIIHH.

Kaacupunupane no qecTH HeYyeCcTH pPeaKH Msoro peaku ¢ HeH3BeCTHA
OPraHHHW CHCTEMH > 1/100 > 1/1 000 o > 1/10 000 no <1/10 000 9€cTOTA
mo<1/10 [ <1/100 < 1/1 000 (ne Moxke na Opne
OnpeacseHa oT
HATUMHHTE
JaHHH).
Nudekunu u ['nbuyHU Komur, ¢cBBp3aH ¢
NaApa3uTO3N cynepuHQEKIUKH | IPHEMA Ha
aHTHOMOTHK
(MHOrO psaziKO €
BB3MOXKEH (paTajicH
H3X0J) (BXK. TOUKa
4.4)
Hapymenus na Eozunodunus JleBKOTIEHHA XeMOoAUTUYHA
KpbBTa H AHeMus aHEMUA
JTUM{pHATa CHCTEMA HeytponeHus ArpaHynouurosa
JleBKOLIMTO3a [TaHIUTONIEHUA
TpomboumTorieHus | (3KUBOTO-
TpomboupreMus 3acTpallaBalia)
[loTckaHe Ha
KOCTHHSA MO3BK
(>KHBOTO-
3aCTpallaBaila)
Hapymienns Ha ANeprudHu AHaduUnaKTHYHH
MMYHHATA CHCTEMA peaKLuU peaKIyH
AneprudeH oTok/ | ARaQUIAKTHYEH LIOK
aHr'moe1eM (>kuBOTO-
3acTpalllaBall)
(BXK. TOouka 4.4)
Peakiuy noaodbHH Ha
cepyMHa borect
Hapymenun Ha AHOpeKcus XHIepriavukeMus
MeTaboam3Ma H
XpaHEHETO
Icuxuunn [IcuxomoTopHa | OObpkBaHe U ITcuxugHu peakunm
HAPYIIEHHS XUMEPAKTHBHOCT | A€30pHEHTALMA (BK. Touka 4.4)
/BB30YHa peakiiy Ha
0e3MOKONCTRO
[laTonoruunu
CHHMIIA
Henpecus
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XamouyHauuu
Hapymenust Ha rnaBodonye nap- u MurpeHa [lepudepna
HEPBHATA CHCTEMA 3amaiiBaHe IIU3ECTE3Us Hapymiera HEeBpPOIIaTHA
Hapymenus Ha | Xxunoecre3us KOOpAUHALIMATA (BXK. TOUKa 4.4)
ChHSA Tpemop HapyuieHa noxoJika
BkycoBH npUnagbUM (BX. Hapymienus Ha
HapyleHUs pasnen 4.4) OOOHATENHHUA HEPR
BEPTHIO HuTpakpanuannra
XUIIEPTOHUS
3puTeaHH 3pUTCITHH 3puTenHa
HApPYHICHHHA HapylleHHA nedopMaius Ha
L[BETOBETE
Hapymenus na THHHUTYC
YXOTO H JJaOHPpHHTA 3ary0ba Ha cityxa /
YBpEeX/iaHe Ha
clIyXxa
Copneunn Taxuxkapous Kamepna
HAPYIICHAA apuUTMHUA,
QT
yIbJDKaBaHe,
torsades de
pointes*
CbaoBH HApPYIICHHAS Ba3oAMIATALUSA BACKYJIMT
XHIIOTOHHUSA
CHHKOMN
PecnupaTtopnu, JAUCIIHEA
I'PHAHHA H (BKJIIOYHTETHO
MEeAHACTHHAIHH aCTMATHUYHO
HAPYUICHUSA CHCTOAHHE)
I'acTpoHHTECTHHAN | rajicHe NOBPBLIAHE MAaHKPEAaTHUT
HH HApYIICHHS nuapuvs racTPOMHTECTHH
aJTHU M KOPpEeMHH
OonkH
OUCTICTICHS
METEOPH3IBM
XenaToOuauapHu IToBHinagaHe YepuoapobHo YepHoapobua
HAPYIIECHHHA Ha YBpeKJIaHE HEKpO3a
TpaHcaMHMHa3uT | XonecTaTuyHa (MHOTO PAAKO Ce
€ KBITEHULIA pa3BHBa JI0
[ToBuniaBaHe XEMnaTuT ’KMBOTO3acTpalllaBa
Ha OWnMpyOMH ma yepHoApoOHa
HEeOCTATHLYHOCT)
| (BXK. Touka 4.4)
Hapymenus na obpuB Peakuyu Ha Ilerexun —
KOXATA H NPYPHUTYC ¢oTouyBCTBUTENHOCT | EpUTeMa _
NOAKOKHHATE ypTHKApUA (BK. Touka 4.4) MynTudopme ey
ThKAHH Eputema HOIOFYMY /)% S
CHHIpoM Ha ( ;E ' i P
Stevens-Johns¢n | ks
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(MOTEHLIHAJIHO
JKHBOTO-
3aCTpallaBail)
TokcH4yHa
enUAepMaTHa
HEKPOJIH3a
(MOTEHLIMAIHO
JKHROTO-
3aCTpamaBalia)

Hapymenun Ha Myckynnocke- | Muanrusa MyckynHa

MYCKYJ/1HO- JeTHa Gosika ApTpyr cnadocT

CKeJIeTHATA (nanp.6onka B | [loBuiieH Myckynen | TeHpoBaruHWT

CHCTEMA, KOCTHTE H KparHHHLMTE, TOHYC U KpaMIlH Pynitypa Ha

CheANHHTETHATA Oonka B rephHa, CYXOXKHIIMETO

THKAH Oonka B (npeauMHO

IbpMTE AXHNEeCcOoBO
ApTtpanrus CYXOXHINE) (BK.

Touka 4.4)

ObocTpsaHe Ha
CHMIITOMH Ha

MHACTEHHSA
rpaBHc (BX.
To4Ka 4.4)
Hapymenusi Ha Yepexnane Ha | brbpeuna
OnOpennre n OBOpeuuTe HEAOCTAThYHOCT
NMUKOYHHATE NbTHIIA XEMaTypHs
KpHUcTanypus (BX.
To4Ka 4.4)
TybGynouHTepcTHLIMA
JICH He(PpHUT
O6umu napymenus AcTeHus OTok
H edexTH HA TpecKa H3notasaHe
MACTOTO HA (xunepxuaposa)
NPUJIOKEHHE
H3caexBaHun [losumaBane B | AOHopMeHH
KpBBRTA Ha CTOMHOCTH Ha
aJIKa/lHaTa IIpOTPOMOUH
docdarasa [loBHieHa aMunasa

* Teau ceOMTHA Ca CHOOIIEHH N0 BpeMe HA MOCTMAPKETHHTOBHS IIEPHOA U ce HAOIoaaBaT npeJUMHO
Cpel NalMeHTH ¢ JOIMBIHUTEIHN pUcKOBH daxToph 3a QT yasibkaBane
(B:k. TO4UKA 4.4).

leduampuunu nayuermu
YecToTaTra Ha aprponarusi, peACTaBeHA Mo-rope, ce OTHACH AO JaHHH, ChbOMpaHHu B po
Bn3pacTHH. [IpH nena, 3a apTponartha ce crhobinaea yecTo (Bx. Toyka 4.4).

4.9 Ilpepo3upane
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Vima crobliiieHue 3a npefio3upane ¢ 12 g, KoeTo e J0BeENo 10 AeKM CHMITTOMH Ha TOKCHYHOCT. [1pu
OCTPO npeao3upate ¢ 16 g e crobLeHo, ve € JoBemNo A0 ocTpa 6B0peuHa HeJOCTATLYHOCT.
CUMITTOMHTE NpH [IPEAO3UPaAHE ca BHEHE Ha CBAT, TPEMOP, IMIaBoOonMe, OTHaAHAIIOCT, FEPUYOBE,
XamouuHaiuy, obbpkBane, abjioMuHaner aquckoMpopt, 6p6pevHa U YepHOAPOOHA HEOCTATHHHOCT,
KaKTO U KpHCTATYpHs U XeMaTypud. MmMa crolbmenua 3a o6paTima 60peyHa TOKCHYHOCT.

OcBeH pyTHHHHTE MEPKH IIPH CMELLHH ClTy4al, € IpenopbyBa Aa ce cnelu Ondpeunara GyHKOM,
BKIIOYUTENHO M pH U kMcenMHHOCTTA HA ypHHATa, MPU HeOOXOQUMOCT, 3a /1a € NPeJIOTBPATH
kpuctarypud. [laupentre TpaOra Aa ca 10Ope XHMApPaTHpaHY.

CaMO0 MaJIKO KOIHYeCTBO OT uMnpodokcalmt (<10%) ce enumupHUpa upes XxeMoaUaIn3a WK
NEpUTOHEATHA JUAJIHN3A.

5, @OAPMAKOJOI'MYHMU CBONCTBA

5.1 @apmakoaAMHAMHYHH CBOHCTBA
GapMakoTepaneBTUUHAa rpyna: guiyopoxuHonoHHd, ATC xon: JO1IMAD2

Mexanuzvm na oeticmaue.

Karo duryopoxuHonoHOR aHTHOakTepUasieH aredT, DaKTEPUATHOTO ASHUCTBUE HA UUNPOdIOKCALMH €
pe3yiaTar oT MHxubHpaHe Ha aBata Tvna Il rononsomepasa (JAHK-rupasza) u Toriouzomepasa IV,
HeoOxonuMu 3a Oakrepuannata JJHK-perumkanus, TpaHCKPHIIIKA, Bh3CTAHOBABAHE U
peKOoMOHHALHA.

PK / PD e3aumoomuouierue:

E¢HKacHOCTTa 3aBHCH IVIAaBHO OT CHOTHOIIEHHETO MEXAY MaKCHMA/THaTa KOHLICHTpalHA B CepyMa
(Cmax) u MuduManHaTa uHXMOuTOopHa koHueHTpauusa (MIC) Ha uunpodiokcalivl 3a HakTepHaTHU
NaTOreHH Y BpB3KaTa MexXAy Iuiowra noa kpuparta (AUC) u MIC.

Mexanuzom na pezucmeumuocm:

In-vitro pe3suCTEHTHOCT KBbM LIHNPOMIOKCALMH MOKe Ja ObAe npuaoOuTa 4Ype3 MoeTanex npolec Ha
1es1eBo pasnonoxkenu Mytauul B JIHK rupasa u Tonousomepasa [V. CreneHra Ha KpbecTOocaHa
PE3UCTEHTHOCT MEXAY UUNPO(DIOKCAUHH U APYTH (UIyOPOXUHOIOHHK KaTO pe3yJ/iTaT € MPOMEHINBA.
EnyHuuHa MyTauuu, He MOXKe [1a KOBeAE A0 KIMHHWYHA Pe3UCTeHTHOCT, HO MHOrOOpOHHN MyTalluy
0OMKHOBEHO BOAAT A0 KIIHHHYHA PESHCTEHTHOCT KBM MHOIO WJIH BCHYKHM AKTHBHM BEILIECTBRA, B
paMKHTEe Ha KJjaca.

MexaHU3MuUTE 3a pe3UCTEHTHOCT, Ype3 HEMPOMYCKIHBOCT WIH 3aciaraimy edIyKcHaTa rnomMmna 3a
AKTHBHOTO BEILECTBO MOJKE 1a HMAT NPOMEHIIUB €deKT BbPXY YyBCTBHTEHOCTTA KBM
(IYOPXUHONOHHATE, KOATO 3aBHCH OT (PU3HMKOXUMHYHHUTE CBOMCTBA Ha OTAE/IHATE aKTHBHU BEIIECTBA B
pPaMKHTE Ha KJaca U aQUHHUTETa Ha TPAaHCIIOPTHUTE CHCTEMH 3a BCAKO aKTHBHO BEIIECTBO. BCHUKH B
in-vitro MEXaHU3MH Ha pe3UCTEHTHOCT ¢a HaOMIOaBaHM YeCTO NPH KIMHUYHHU U30/1aTU. Mexanuamure
Ha PE3UCTEHTHOCT, KOUTO Ae3aKTUBHPpAT APYTUTE aHTHOHOTHIM KATO HHPUITPALIMOHHK Obapuepu
(duecto npH Pseudomonas acruginosa) v eQIyKc MeXaHM3MHTE MOTAT Ja NIOBJIMAAT BbPXY
4YBCTBUTEIHOCTTA KbM LIMIIPOGIIOKCALIUH.

MMa chobnieHMs 3a miasMua-MeJUMpaHaTa pe3MCTEHTHOCT, KOAUpaHa upes (nr-reHu.

Cnexmbp Ha aHmMuUbAKMEePUARRA AKMUBKOCIN.
I'panyvHM CTOHHOCTH, KOUTO OTAC/IAT YYBCTBHTEIIHUTE HIAMOBE OT IIAMOBETE C YMEPEHA

YYBCTBHTCIIHOCT H NNOCIICAHHUTE OT PEIUCTCHTHHUTE IIAMOBC,

FEUCAST [Ipenopwxu
| Mukpoopranu3mMu 9YBCTBHTE/HA
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Enterobacteria S 0.5 mg/l R>1 mg/
Pseudomonas S <0.5 mg/l R>1 mg/l
Acinetobacter S £1 mg/l R>1mg/l
Staphylococcus spp.1 S < 1 mg/l R>1 mg/l
Haemophilus influenzae w S <0.5 mg/l R > 0,5 mg/l
Moraxella catarrhalis

Neisseria gonorrhoeae S <0.03 mg/] R > 0,06 mg/l
Neisseria meningitidis S <0.03 mg/l R > 0,06 mg/]
['paHHYHH CTORHOCTH, KOHTO HE S <0.5 mg/l R>1 mg/l
ca CBhP3aHM C OnpefesicH B

1 Staphylococcus spp. — rpaHM4HHMTE CTOWHOCTH 32 LMMIpPOQIOKCALUMH ca CBBp3aHH C Tepanus ¢
BUCOKM JO3H.

*['paHu4HHUTE CTOMHOCTH, KOMTO He ca CBBLP3aHM C ONpe/ieNieH BHJL ¢a ONpeeieHH IIaBHO Ha Ga3a
dapMakokHHeTHYHY/ papMaKOAMHAMHWYHH JaHHH U C4 HE3aBHUCHMH OT Pa3MpeaciIeHHUATA Ha
MUHHMaIHaTa UHXUOHUTOpHA KoHUeHTpauusa (MIC) Ha koHKpeTHHS B, Te ce H3NOJI3BAT €NMHCTBEHO
3a BUIOBE, 3@ KOUTO HE € ofpefie/ieHa rpaHH4YHA CTOMHOCT 3a KOHKPETEH BH/ M HE Ca 3a T€3W BHJIOBE,
MIPU KOMTO HE Ce MperopsuBa HANKMTBAHE 34 YyBCTBHTEIHOCT

PasnpocTpaHendeTo Ha NpuRoOHUTa PE3UCTEHTHOCT MOXKE J1a Baphpa reorpa¢)cKi ¥ BbB BPEMETO 3a
ONpelIeNICHH BHAOBE H € XKeNATENHO 1a HMa MEeCTHA MH(pOpPMaLIHA 332 PE3UCTEHTHOCTTA, 0CO0eHo
KOTATO Ce JIEKYBAT TEXKKU HHPEKLHH. AKO € HeobXxoaumo, TpAOBa 1a ce ThPCH EKCIEPTEeH ChBET,
KOFaTo MECTHOTO Pa3NpOCTPAHEHUE HA PEe3HCTEHTHOCTTA € TAKOBA, Y€ I10J13aTa OT areHTa Py NMoHe
HAKOM BHAOBE WH(PEKLUHUH € NoJ BLIpocC.

I pynupaHe Ha CHOTBETHHTE BUAOBE CIIOPE] TYBCTBHTEIHOCTTA KbM LIMITpOdI0KCaldH (3a
Streptococcus species BX. To4Ka 4.4)

OBHYAHWHO YYBCTBHTEJHHY BHAOBE

Aepobnu I'paM-noNoKUTETHH MEHKPOOPraHH3IMH
Bacillus anthracis (1)

Aepobnu I'pam-oTpunaTeTHn MEKPOOPraHA3MHA
Aeromonas spp.

Brucella spp.

Citrobacter koseri

Francisella tularensis
Haemophilus ducreyi
Haemophilus influenzae*
Legionella spp.

Moraxella catarrhalis*
Neisseria meningitidis
Pasteurella spp.

Salmonella spp.*

Shigella spp.*

Vibrio spp.

Yersinia pestis

AHnaepoOHH MHKPOOPTraHH3IMH
Mobiluncus

| JIpyra MHKpPOOpPraHu3MH|
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Chlamydia trachomatis ($)

Chlamydia pneumoniae (3)

Mycoplasma hominis (§)

Mycoplasma pneumoniae ($)

BHAOBE, 3A KOUTO IPHAOBHATATA PESUCTEHTHOCT MOXE JIA BHAE
NPOBJIEM

AepoOHH I'paM-no/10kATEIHE MEKPOOPraHU3MH

Enterococcus faecalis ($)

Staphylococcus spp.* (2)

Aepodnu I'pam-oTpHIIaTETHE MEKPOOPraHH3IMH

Acinetobacter baumannii+

Burkholderia cepaciat*

Campylobacter spp.+*

Citrobacter freundii*

Enterobacter aerogenes

Enterobacter cloacae*

Escherichia coli*

Klebsiella oxytoca

Klebsiella pneumoniae*

Morganella morganii*

Neisseria gonorrhoeae*

Proteus mirabilis*

Proteus vulgaris™*

Providencia spp.

Pseudomonas aeruginosa*

Pseudomonas fluorescens

Serratia marcescens™

AHaepoOHB MHKPOOPTraHH3IMH

Peptostreptococcus spp.

Propionibacterium acnes

MNPACHOIO PEIUCTEHTHHA OPTAHU3IMH

Aepobun I'paM-noNoKHTETHH MEKPOOPTraHA3MH

Actinomyces

Enteroccus faecium

Listeria monocytogenes

Aepobun I'paM-0TpHNUATEIHA MAKPOOPraHH3IMH

Stenotrophomonas maltophilia

AHaepobHn MUKPOOPraHH3IMHA

C usxniouenue Ha Hanucanume no-zope

JApyra MEKpOOpPraHH3IMH

Mycoplasma genitalium

Ureaplasma urealitycum

* KnuandHata epMKacHOCT € JIOKa3aHa 3a YYBCTBHTEHH H30JATH TIPK 0700 peHHTe KITHHHYHH
NoKa3aHUA

+ PeaucteHTHOCT YecToTa 2> 50% B eiHa MK NMoBede AbpKapu-4icHKH Ha EC

($): EcrecTBeno yMepeHa 4yBCTBHTETHOCT IIPH JIHIICA HA MPKAOOKUTH MEXaHH3MH HA PE3HCTEHTHOCT .,
(1): Ilpoy4yBaHHATA ca MPOBERACHH BLPXY EKCIIEPHMEHTANIHH ;KHBOTHH IpH MH(EKLMH B pe3y
HHXaJIAHKW Ha CTIOPH Ha Bacillus anthracis, Te3u Npoy4uBaHHUA MOKA3BAaT, Y€ aKo AaHTHONOTH
JIEYCHHUE 3aM0YHE BEAHATra CNICA €KCIO3UIMATA ¢ H30ArBa pa3BUTHETO Ha O0JeCTTa, KaTo
ce ChCTOM B HAMa/IABaHe Ha Opos Ha CIIOPUTE B opraHH3Ma rnoj 3apassure no3u. Ilpenop
ynotpeda npH Xopa, c¢ OCHOBaBa rNaBHO Ha in-vitro 4yBCTRHTEIHOCT H €KCIEPHMEHTAITH
YXHBOTHH, 3a€HO ¢ O'paHMYEHH JaHHHU NpH XopaTa. JIByMeceuHaTa NpoIhKMTETHOCT Ha ‘ﬁeue@
MpH BB3PACTHH C TepopaneH MNPOGIOKCalHH, mpHeMaH B 1o3a 5300 mg nBa mbTH JHEBHO HCEEUN

e, T LY
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32 €(PEKTHBHO 3a NIPEAOTBPATABAHE Ha AHTPAKCHa MHGEKIMs IIPH YOBEKA. JIeKyBallUTe NeKapu
TpAOBa [a HAMpAaBAT CNpaBKa ¢ HALMOHAIHMTE W/ WK MEXIYHAPOAHHUTE KOHCEHCYCHH JOKYMEHTH IO
OTHOILIEHHE Ha TEYECHHETO HA aHTPAaKC.

(2): MeTHLWIHHE PEe3HCTEHTHH S. aureus MHOI'O 4eCTO MOKA3BaT KPBCTOCAHA PE3MCTEHTHOCT KEM
¢hnyOopXHHONOHHUTE.

CreneHTa Ha pe3UCTEHTHOCT KbM METHLIMIKH € okono 20 no 50% npu Bcuuku BUAOBE CTahUITIOKOKH
1 OOMKHOBEHO € MO-BHCOKA NPH BHTPEOOTHUYHY H30JIaTH.

5.2 DapmakoxHHEeTHYHH CBOHCTBa

Abcopbyus |
Chen nepopaiHo NpWIOKEHHUE Ha €AUHHYHH 03K oT 250 mg, 500 mg u 750 mg uunpodnokcauux

Tabnetky, LunpodnokcapH ce abcopbupa Obp30 ¥ EKCTEH3UBHO, OCHOBHO OT THHKUTE Y€PBa, KaTO
JOCTHUIra MakcUMajilHa CepyMHa KOHLieHTpanyd 1-2 yaca no-KbCHO.

EnvaudHM 1034 oT 100-750 mg BOAAT 10 A030~3aBUCHMH MaKCHMANHU CEPYMHH KOHLICHTPALIMH
(Cmax) mexay 0,56 v 3,7 mg / 1. CepyMHUTE KOHUECHTPALUH C€ IIOBHILIABAT MPOMOPLIMOHAIIHO C
yBennuaBaHeTo Ha A03u A0 1000 mg.

AGcomoTHara 6MoHaau4HOCT e okono 70-80%.

500 mg nepopasina go3a, JaBaHa Ha BceKH 12 yaca BOAM A0 €KBHBAJICHTHA IUIOL NIO]] KPUBATA
cepyMHarta koHileHTpauusa-peMe (AUC) Ha Tazu, oMy4yeHa upe3 HHTpaBeHo3Ha HHDyzHA oT 400 mg
punpodIokcaiH AaAcHHU 3a 60 MUHYTH Ha Bcekd 12 gaca.

Pasnpedenenue

Cerp3padeTo Ha uunpoduiokcauusd ¢ nporedHy € HUCKO (20-30%). [unpodnokcaunH NpucecTBa B
IJ1a3MaTa 0 rojisMa cTerneH B HeHOHW3upaHa GopMa U HMa rojism obeM Ha pasnpeaencHue 2/3 L./ kg.
LunpodnokcaliMi JOCTHTa BUCOKH KOHLEHTPALMK B Pa3IMYHU TbKaHU, KaTO HanpuMep Oenus apobd
(emuUTeNHATA TEYHOCT, aNBEOJJapHUTE Makpodary, OHONCHYHA THKaH), CUHYCHUTE, BBL3MAJICHU JIE3UH
(KaHTapuaHa MEXYPHA TEYHOCT),

KAKTO H YPOTSHHUTAIIHUA TPAKT (YpUHa, MPOCTATa, eHAOMETPUYM) KBJAETO 00IIATa KOHLIEHTpaLHs,
NpeBMIliaBa Ta3H, JOCTHUIHATA B [I1a3MarTa.

Memaboauzbom

Huckn koHUeHTpaluM Ha YeTHpH MeTabonuTa ca 61M cboOIIeHH U ca OUnu uaeHTUGUUMpPAHU KaTo!
nezeruicHenunpodrokcaumn (M 1), cyndouunpodnokcaumd (M 2), okcouunpodmokcaumd (M 3) u
dopmunuunpodaokcaind (M 4). Metabonuture nokaspar in-vifro aHTHMUKpPOOHa AKTHBHOCT, HO B
NO~HHCKA CTerieH, OTKOJIKOTC Ta3d Ha U3XOAHOTO CheANHEHHE.

3Hae ce, 4e uunpodnokcai € ymepeH uHxuburop Ha CYP 450 1A2 usoensumu.

Erumunupane
IlunpodnokcanuH J0 rojiiMa CTENEH ce eKCKPEeTHPAT B HeMPOMEHEH BUI upe3 ObbpeuuTe, KakTo U B

Io-Masika creneH 4pes deueca. CepyMHHAT eIMMHUHAIMOHEH NOYKUBOT NPY WHAMBKAH ¢ HOpMAalHa
ObOpeuHa ¢dyHKInA e npubnuzurento 4-7 vaca.

Exckpenss na nunpodpaoxkcaunn (% ot no3ara)

Ilepopaino IPHIOKEHHAE
Ypuua denec
snpodroxcanus 44,7 25,0
Metabonury (M;-M,) 11,3 7.5

bropeunusar knupeHe e mexxay 180-300 mL/kg/h, a obmuaT kIMpBEHE € Mexay
480-600 mL/kg/h. LlunpodnokcaliuH ce nmogiara Ha rnmoMepynHa GpuiTpauus 4 TyOyn
Texxo HapyineHaTa 666peuHa GYHKLUMA BOJH A0 YABLKEH NMOTYKUBOT Ha LUTIPOQIIO
yaca.
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N3peHOBOpeHHA KIUPBHC Ha IUMNPO(IOKCALIVH Ce Kh/DKH OCHOBHO Ha aKTHBHATA TPaHC-
MHTCCTHHATHA CeKpella U MeTabOMHUIBM.

1% ot mo3ara ce ekcKpeTrpa upes xrpukata. Hunpodurokcaut ce HaMupa B XkKITHUKATa BEB BUCOKA
KOHLIEHTpaLA.

[Teduampuuny nayuenmu

DapMaKOKWHETHYHHTE JaHHYU NPH NEJUATPUYHM NAIUEHTH, €A OrpaHUYCHH.

B exHo npoyusane npu Acua Cmax U AUC He 3aBUcAT OT Bp3pacTTa (Hag €aHa roauiHa pe3pacT). He
¢ HabmoAaBaHO 3Ha4MTeNHO mopumasaHe Ha Cmax u AUC cnea maorokpaTtHo aosupane (10 mg/kg
TP IBTH AHEBHO ).

IIpn 10 aena ¢ Texek cencuc Cmax € 6mna 6,1 mg/l (auanazona 4,6-8,3 mg/l) cnex 1-4acopa BeHO3HA
nHOy3ms Ha 10 mg/kg npu fetia Ha BL3pacT no-Manku oT 1 roguxa B cpaBHeHue ¢ 7,2 mg/] (ot 4,7 -
11,8 mg/l) 3a nena Ha BB3pacT MexXOy | u 5 roauinHa Bb3pacT. AUC croiiHocTHTe ca 6unu 17,4
mg*h/L (quanazon 11,8-32,0 mg*h/1) u 16,5 mg*h/l (amanaszon 11,0-23,8 mg*h/]1) B choTBeTHUTE
Bb3PACTOBH I'PYIIH.

Te3u cTOMHOCTU ca B IPaHULIUTE, OTYETEHH IIPH BL3PAcTHH B TCPaneBTUYHHM 103K, Bb3 OCHOBA Ha
NOMyJIalHOHHKMA hapMakOKHHETHYEH aHAJIM3 Ha TICAHATPHYHH NALMEHTH ¢ pasIMYHH HHDEKLMH,
npeanoyiaragMuAT CpeAeH NMOMY>KHUBOT NpH AelaTa ¢ npubnu3nTenHo 4-5 yaca 1 GMOHAIMYHOCTTA HA
nepopajiHaTa cycneH3us Bapupa oT 50 xo 80%.

5.3 IlpeaxamHAYHA JaHHH 32 0€300aCHOCT

HexmmHu4YHMTE JAHHHA HE TIOKa3BaT 0CODEHH PHCKOBE 3a XOpaTa Ha 0a3a Ha KOHBEHLIMOHAJTHHTE
NPOYYBAHUA 3a TOKCHYHOCT, ITPH €AHOKPATHO NpHUJIaraHe, TOKCHYHOCT Mp¥ MHOIOKPaTHO
NPUIOKEHUE, KAHLIEPOT¢HEH MOTEHLHAN, JIH pPeNpoAYKTHBHA TOKCHYHOCT.

[Tono6HO Ha penMLIa APYTrH XMHOJIOHH, IIMOPOPNOKCAIUH € GOTOTOKCHYEH ITPH )KMBOTHHU NpPH
KIIMHUYHO 3HaYMMH HMBA Ha eKcrosuiud. JJanHuTe 3a poroMyTareHHOCT / GOTOKApLUMHOM€HHOCT
oka3sat ciabu GoToMyTareHHM WiH (POTOTYMOPOreHHH e(pekTH Ha HUnpodUIOKCallMH B ONUTHTE i7-
Vitro ¥ IpH XXUBOTHUTE. T034 edeKT e O1N CpaBHHMM C TO3HM HA APYIUTE rHPa3HU UHXHOHUTOPH.

Cmagna nouocumocni.

Kakro ce cho0maBa 3a Apyrure rupa3Hi HHXHOUTOPH, MNPOQIOKCALMH NIPHYMHABA YBPEKIAHE HA
rOJIEMUTE HOCELIH CTABU NMPH HEJOHOCEHH XKHBOTHH. CTeleHTA HAa YBpPEKAaHe Ha Xpyllaia Bapupa B
3aBUCUMOCT OT BB3pacTra, BUJa U J03aTa; YPEKAAHETO MOXE Jla C€ HaMaJIH, Ype3 NpeMaxpaHe Ha
HATOBAPBAHETO Ha CTaBUTe. [IpoyuBaHMATa CEC 3pesiH KMBOTHM (ITBXOBE, KydeTa) He JaBaT
NOKA3aTel/ICTRA 32 YBpekJaHe Ha Xpymana. B eaHo npoy4ysase npu Miaaau Ky4era roH4eTa,
UNPOQIOKCALMH NPUYUHABA TEXKKHA CTABHU NIPOMEHH B TEPAIEBTHYHH A03H, C/IE/ ABE CEAMHLIM Ha
JIe9eHHETO, KaTo Te BCE ollle ce HaOmomasaT U cien 5 Mecena.

6. PAPMAIEBTHYHHA JAHHH

6.1 ChoHcbK HA NOMOIHHTE BelllecTBA
CoplieBUHa Ha TabneTKara:

HarpueBa xpockapMenosa

Cunuiger JUOKCHI, KOIouaeH O0e3BoeH,
MuxpokpUcTanHa HETYII03a,

HviecteH HaTtpdes rimMkonar (Tun A),
[Toeugon K-25

Marsesuer creapart

(DUTMOBO TIOKPUTHE:
XUnpomenosa
[IponWiieH rimvKon
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Tank
Turanos anoxcua (E 171).

6.2 HecnhBMECTHMOCTH
Hsama npunokeHH.

6.3 Cpok Ha roXHOCT
5 TOAMHM.

6.4 Crnenuajiiy yoj10B¥MS HA ChbXpPAHCHHE
Ha ce cpxpanssa noj 30°C.

6.5 JaBHH 32 ONAKOBKATA
Al1/PVC-PVDC 6nucrepu.

[{unpuaon 250 mg punMupaHu TabJIeTKH
Kytus ¢ 10 punmupanu tabaetku (1 6nvctep ¢ 10 punmupanu tabnerkw).

vnpunosn 500 mg punmupanu TabneTku
Kyrus ¢ 10 ¢punmupany tabnetkn (1 6nucrep ¢ 10 bunmmupanu tabnerku).

[{unpuHon 750 mg dbunMupaHu TabieTku
Kytua ¢ 10 wim 20 punmupann tTabnetku (1unu 2 6muctepa ¢ 10 dunmupany tadbnerku).

He BCcHuYKM OMAKOBKH MOXKE 1A €a Ha nazapa.

6.6 CrHenunajam NpeAnazHU MEPKH 33 Ynotrpeda HIH YHHIIOKABAHE

Hama crnenpaiHyu U3ucKBaHH4.

7. IHIPATEXATEJI HA PAJPEINIEHHETO 3A YHOTPEDBA

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

8. HOMEP(A) HA PAZPEINIEHHETO 3A YIIOTPEBA
20000504 3a Tabnerkure or 250 mg
20000505 3a Tabnerkute ot 500 mg
20050184 3a Tabnerkure ot 750 mg

9. JNATA HA IIEPBO PA3PEIIABAHE/MOJHOBABAHE HA PASPEIEHUETO 3A

YIIOTPEBA
25.08.2000 3a Tabnerkure or 250 mg n 500 mg

30.03.2005 3a Tabnerkure ot 750 mg

10. JJATA HA AKTYAJIM3HUPAHE HA TEKCTA
21 anyapu 2009
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