KPATKA XAPAKTEPUCTHKA HA TIPOAYKTA

CIPROFLOXACIN ACTAVIS
[UIPOP®JIOKCALH AKTABHC
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1. UME HA JIEKAPCTBEHUSA ITPOAYKT
Ciprofloxacin Actavis 500 mg film-coated tablets Kipt PY o L\ DO it i
Ciprofloxacin Actavis 500 mg ¢punMupany TabneTKH:

. madprrdivanandukWl A F R A R R sssnsansensafeavssonaennhrnonsdase

2.  KAUECTBEH 4 KOJIMYECTBEH ChCTAB :
AKTHBHO BemlecTBO B emHa ¢uiMupaHa TabmeTka: UHMIPOQIOKCAUHH XHAPOXJIOPHA
/ciprofloxacin hydrochloridel, exs. Ha 500mg munpodroxcanu /ciprofloxacir/.

3a [I6JIHHS CIIUCHK Ha ITOMOIIMHUTE BEIIECTBA, BHIKTC TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA

dunMupasy TaONETKH

Onucanue

Kpsrim, ABoHHO-U3IBKHAMM, QHIMUPAHK TAONETKH C AENHUTEIHA 4epTa OT eiHdTa CTpaHa CbC
CBETJIO3EJICH IBAT. |

4. KJAHNUYHHA TAHHHU

4.1 TepaneBTHYHH NOKAZAHUSA |

DOunvuparnTe Tabnerkn Lunpodnokcanun Axrasuc 500 mg ca npeaHa3HAICHH 3a NCHCHHC
Ha cnenHuTe uHGeKIMH (BX. Toukd 4.4 ¥ 5.1). 1lpeau 3anouBaHe Ha JCHCHUETO Tpsa®Ba Aa ce
ofbLpHE cIEUManHO BHHMaHHe Ha HaIWdHata uHGOpMALIHA 34 PE3UCTEHTHOCT KbM
LA TTPOITOKCALIIH.

Tpsa6Ba Ja ce uUMa NpeABH] O(HIUATHOTO PBKOBOACTBO 3a MOAXOAAO H3M0J3BaHE HAa
AHTHOAKTEPUAITHH CPEICTBA.

Bw3pacmuu | |
o  UWndexnny HA JOTHATE AUXATEIHHA IBTHINA C | paM-OTpHIATETHH OaxTepHrHu:
- obocTpsAHE Ha XpOHHYHA OOCTPYKTHBHA GenoapobHa OonecT;
- 6pOHXO-ITyIMOHAITHY HHQCKITMH NIPH KACTO3HA pubpo3a Ui npe OPOHXMEKTA3HH,
- [THeBMOHHA.
e  XpOHHYHO CYIypaTHBHO BB3IalCHHE Ha CPEIHOTO yXO.
Octpa eksarepbalus Ha XPOHHYEH CHHYHMT, OCOOCHO ako € INpUTHHCHA OT [ pam-
oTpULATEIHY OaKTCPHH.
Wudekuun Ha MHKOYHATE IBTHINA.
[OHOKOKOB YPETPUT H LIEPBULIAT.
OpXHenuAHARMUT, BKIIOYHTENHO CIIy4au, IPHIHHEHN OT Neisseria gonorrhoeae.
BLanaIuTeino 3a60/1aBaKe Ha Ta30BHUTE OpraHy, IPHYHHEHO 0T Neisserida gonorrhoeae.
TIpi mo-ropHUTE HH(EKINH HA TeHUTANHUA TPAKT, IOPH KOTATO C€ 3HAC MMM © M3BECTHO, Y€
ca mpuumHeHw OT Neisseria gonorrhoeae ¢ ocoOEHO BAXKHO Ja ¢€ MHOMy4Yd JIOKaIHA
MHGOPMALNS 33 HAIMYHETO HA PE3UCTCHTHOCT KBM munpodIOKCalliH H Aa ce 5]
JYBCTBHTENHOCTTA Bb3 OCHOBA Ha NabOpaTOPHO H3C/IEABAHC.
e  Uudexuun Ha CTOMAITHO-IPEBHHAA TPAKT (T.H. IHapHd HA IBTCINCCTBEHH
e VutpaaGaoMuHAITHY WHOECKIWH. |
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VHdbexuuy Ha KoXKaTa i MEKMTE ThKaHy, IPHYMHEHH OT I paM-OTpULlaTeNnHu DaKTEPUU.
ManuraeH BBHINCH OTUT.

MHpexauy Ha KOCTUTE ¥ CTaBATE. |

Jledenue Ha UHPEKIMK TIPH NTAHHEHTH ¢ HCY TPOTICHUA.

ITpohHTaKTHKA HA TAKUBA [PH [TALHEHTH ¢ HEYTPOIICHHSL.

[TpodunaKThKa Ha HHBA3HBHE HHQEKIHH, IPAIHHEHH OT Neisseria meningitides.
UaxanaTopeH anTpaxc (IMpoQHITaKTHKA CICA CKCIIO3HIHS 1 JICUCHAE).

[leya u onowu

e  BpoHX0-TyJIMOHATHHA HH(pEKUHH IPA KUCTO3HA (HOPO3a, MPHIMHCHH OT Pseudomonas
aeruginosa. |

o  Ycnoxsenyu MH(GEKIHH HA MHKOYHUTE IBTHINA H IHEIOHSPPHT.

o MHxanaTopeH aHTpake (podunakTHKa caell eKCIO3HIUA I NIe4eHHe).

[unpodaoxcalid MOXe Ja ce H3[0J3Ba 3a JICUCHHEe Ha TeXKH HHOEKIHH [pH Jela U
FOHOLLH, KOTATO c& CUMTA, Ue TOBa € HeOOXOIHUMO.

Jleuenuiero TpabBa Aa GbAe 3an0YHATO CaMoO OT JIeKapy ¢ OIHUT B JICHEHWCTO HA KMCTO3HA
dubposa u/uIK TEXKY MHOEKUHH NPY [elia H IOHOLIH (Bx. ToukH 4.4 1 3.1).

4.2  JIo3MpOBKA H HAYHH HA TIPHJIOKEHHE

Jlo3MpoBKAaTa Ce ONpeReis OT IOKa3aHuATa, TEXeCTTa H MACTOTO Hd HHPEKNHATA,
qyBCTBHTENHOCTTa Ha MPUYMHHTENS XBM munpodroxcanuy, 6b0peuHara QyHKOWA Ha
nanMeHTa ¥ TENECHOTO TErNIo pU Aelida U IOHOLIH.

TTpoIB/IKUTENHOCTTA HA JICICHHETO 3aBHCH OT TEKECTTA Ha 3a060J1BaHETO, OT KAMHAYIHOTO
NpoTUYaHe H OAKTEPHONIOTUYHOTO PA3BUTHE. .
JTeuenweTo Ha WHGMOEKIMH, TPHYMHEHH OT ONpEACTeHH OaKTCPHH (namp. Pseudomonas
aeruginosa, Acinetobacter wunu Staphylococci) MOXE Ja M3UCKBA [O-BUCOKH BO3K
IUTPodIOKCAME W €THOBPEMEHHOTO MPHIIOKEHHE HA APYTH MOAXOAALIM aHTHOaK TepHaTHH
CpencCTBa. |

JleyeHweTo Ha HAKOM WHGEKIMA (Haup. BBE3NATHTENHO 3ab0NsBaHC Ha Ta30BHTC Oprawy,
WHTPaabaOMHUHATHH HHPEKUKH, HHOEKUUH TIPH HEYTPONCHUGHU DIAUMCHTH H nHbEKIULA Ha
KOCTHTE M CTABHTE) MOXe J[a HM3UCKBa €IHOBPEMEHHO MNpHarane Ha IAPYTrH TOAXOMAIA
aHTHOAKTEPHAIHH CPEACTBA B 3aBHCUMOCT OT ChOTBCTHUTE IATOTCHH.

Bw3pacmnuu
IlokazaHns | J{HeBHa A03a B ng Ob6ma
NpPOAbL/LKHTEIHOCT HA
JeUeHue
(nOTEeHLHANHO
BKJAIYBANI0 HAYAINHO
fNapeHTEepPAIHO
NeYeHue ¢
HunpodIoKCANHR)
HMudeknuy Ha JONHUTE AUXATC/IHA 500 mg nBa IETH 7 no 14 nuu
NbTHLLA nuesHo a0 750 mg nBa
IIBTH JHEBHO
Undexrun va | Octpo ofocTpane wa | 500 mg n1Ba WBIH
FOPHUTE XPOHHYEH CUHYHT rHesHo g0 750 mg nBa
NUXATENHH IbTH JHEBHO




NbTHIIA

XPOHUUYHO
CYITYpaTHBHO
BB3MAJICHHAE HA

CPEAHOTO YXO

500 mg nsa ObTH
mHeBHO o 750 mg ABa
ITHTH JHEBHO

7 no 14 nun

Masturaed BpHIICH
OTUT

750 mg 1aBa TBTH

JHEBHO

28 nHu 10 3 Mecena

Nudexunu Ha
THKOUHHTE
MBTHOIA

HeyCnoxHEH ACTUT

250 mg nBa IBTH
nuesdo g0 S00 mg nsa
NBTH JHEBHO

3 nuu

[Tpu XeHH B IpeMeHOomay3a MOXE Ja €€ U3I0/13B4a
500 mg eqHOKpaTHA 1034

nHeBHO Ao 750 mg nBa
IBTH JHEBHO

VY CenoXKHEH UCTHT, 500 mg fBa IbTH 7 OHU
HEYCJIOKHEH AHEBHO
nuenoseQpuT
YenoxHeH THeTOHEPPHT 500 mg ABa NBTH muduMyM 10 IHH,

Moxe ga Onae
IIPOABIIKEHO JI0
floBede OT 21 THH B
OTIpEICIICHH CITy4aH
(mamp. abclecH)

ITpoctaTut

500 mg aBa IBTH
nHeBHO g0 750 mg faBa
IIBTH THEBHO

2 no 4 cenMuIIN
(ocThp) RO 4 10 6
ce MMM (XPOHHYEH)

3aD0NIBAHKAS HA
Ta30BUTE OpraHH

OIbLTH JHCBHO

Mudekunu Ha | ['OHOKOKOB YPETPHT H 500 mg kato 1 nen (exHOKpaTHA
TeHRTATHAS IEPBULAT eIHOKPATHA 1034 703a)
TPAKT OpXHeTTUIUIUMHAT U 500 mg nBa NbBTH Hap-mManko 14 auu
BB3MAUTHTEITHY naesHO 10 750 mg 1Ba

pHbeKIuY, IPHINHCHA
oT I'pamM-OTpHIaTCIIHHA

bakTepHH

aHesHo a0 750 mg aBa
OBTH JHEBHO

Wndexuuu Ha | Juapus, MpUIHHCHA OT 500 mg nBa 1 meH
croMammHo- | GaxTepuH, Bk, Shigella OHTHIHECBHO
YypeBHU Spp. PasiuuHK OT
TpaKT H Shigella dysenteria THIL
HHTpPA- 1 ¥ eMOUPUYHO JICUCHUE
abNOMMHATHA Ha AdapHs Ha
uHpexuUun IbTEHIECTBCHALIMTE
Nuapus, MpUYHHEHA OT 500 mg nBa MbTH 5 gHU
Shigella dysenteriae T IHEBHO
1
JInapud, NpU4YHHEHA OT 500 mg aBa IBTH 3 iHU
Vibrio cholerae ITHEBHO
Tudounna Tpecka 500 mg nsa IbTH 7 DHHA
IHEBHO
HrTpaabroMuHaIRN 500 mg nsa MBTH

Vndexuyn Ha KOXKaTa A MEKHTE ThKaHH

500 mg IBa IBTH
nHeBHO 10 750 mg npa
I'GTH JIHEBHO




WNHbeknau Ha KOCTUTE K CTABUTE 500 mg nBa 0bTH

II:TH JHCBHO

THeBHO 10 750 mg nBa

MAKCUMaIHC 3 Meéecela

Jleuenue na UHQEKIUH WITH 34 500 mg nBa NBETH Jleuenuneto Tp#OBa Aa
npodUITAKTHKA Ha MHQEHINH [IPH mHeBHO Ko 750 mg aBa | TPONBIDKH MPE3 LCTHA
NnajyuedHTy ¢ TeXKa HEYTPOIICHHA. IbTH JHEBHO Nepuoa Ha

HEYTPOIICHHATA

[umpodnokcalme TpsOBa Aa ce
KOoMOHHUpA ¢ APYTrH MOJXO0Is1IH
AHTHOAKTCpUAIHH CPEACTBA B
CHOTBETCTBHE C ODHIIHAIHOTO

_ PHKOBOJICTBO.
[IpocbunakTiuxa Ha HHBA3UBHU 500 mg kato 1 nen (enHOKpaTHa
nHdeximu ¢ Neisseria meningitidis ¢IHOKpaTHa 1033 103a)
MHXanmaTopeH aHTpake — 38 BTOpHUYHA 500 mg aBa MHTH 60 newa cren
npoduIaKTHKa cIel €KCIO3NLHs, KaKTO NHEBHO MOTBbPKIABAHE Ha

M 3a JIeueHHe Ha JINIAa, KOUTO MoTraT Ja
ce JIEKYBaT upe3 NepopaiHo
MIPUIIOKEHHE, KOTATO € KITHHHYHO
nokasano. [IpuaaraHeTo Ha JIEKapCcTBOTO
TpsAOBa J1a 3all0YHE KOJIKOTO € BB3MOKHO
[I0-CKOPO CIED OJ03KpaH HIH
TOTBBPACH KOHTAKT.

eKCITORHIIHSA Ha
Bacillus anthracis

Heya u 1onouiy

MEPOPATHO NMPHITOKCBHE,
KOraTo € KITUHUYHO
nokasaHo. [lpunaraHeTo Ha
JIEKapcTBOTO TpAOBa Ha
3aMI0YHE KOJIKOTO €
BBH3IMOMXKHO NO-CKOPO ClIex
MoI03HpaH WM NMOTBbPACH

IToxazauusd JineBHA n03a B mg O6ma NpoAL/IKHTEIHOCT
HA JedeHHe (MOTEeHIHATHO
BRJIYBAII0 HAYAJITHO
NAapPEHTEPANHO JIeHEHHE C
mUNpPodIOKCALIYH)
Kucroszna pubposa 20 mg/kg TenecKo Terno asa 10 no 14 nuu
NBTH JTHEBHO A0 MaKCHMYM
.- | | 750 mg Ha fo3a.
Venoxnend nadexnnn Ha | 10 mg/kg TesrecHo Terjo nsa 10 mo 21 guu
NUKOYHHUTE IBTHIIA H pTd AHeBHO 10 20 mg/kg
MAETOBEPUAT TENCCHO TErJIO JBa IIBTH
AHEBHO JO MakcuMyM 750
mg Ha 103a.
Wuxanatopen anrpakc —3a | 10 mg/kg Tenecno Terno nsa 60 neHa crnen
BTOPHYHA MPOQUIAKTHKA MBTA AHEBHO 10 15 mg/kg [TOTBBPKAABAHE HA
cliell EKCIIO3UIUS, KaKTO H 32 TEJIECHO TETJIO ABa NbTH excrosuius Ha Bacillus
JleueHue Ha JINa, KOUTO JIHEBHO 10 MakcHMyM 500 anthracis
MOraT Jia ce JIeKyBaT 4ype3 mg Ha 7034.

KOHTAKT.




Hpyru Texxxd aHQeKIuy 20 mg/kg TenecHo TErAO ABa B 3aBHCUMOCT OT BHJA HA
MBTH OJHEBHO IO MAKCHUMYM HH(PEKIHUTE
750 mg Ha 1034,

I'epuampuunu nayuenmu

FepuaTpyuHuTe NDALKMEHTH TpaOBa Aa 1Oay4YaBaT 1034, noadpana cCropel TeXeCcTra Ha
MHOEKITHATA 1 KPSAaTHHHHOBHS KITHPBHC Ha IMAlHCHTA.

Bwvbpeuno u uepHoOpobHO yepedcoare
[lpenopb4YUTENHH HAYATHH M TIOMIBPXKAIM JO03H IIPH IAUUCHTH C HapylleHa opbpeuna
G yHKIUS:

Kpeatununos knupbac | CepyMeH KpeaTHHMH INepopanna no3a
[mL/min/1,73m"] [pmol/Lj [mg}
> 60 <124 BuxTe oOndaiHuTE JO3H
30 - 60 124 pno 168 250 ~ 500 mg Ha Bcexku 12 h
<30 > 169 250 — 500 mg wa Bcekd 24 h
ITanueHTH HA > 169 250 — 500 mg Ha Bcexn 24 h
XeMOUANIA3A (cller auanmu3a)
ITauneHTH Ha > 169 250 — 500 mg Ha Bcexu 24 h
nepUTOHEAHA AUaN3a

He ce Hajiara KOpUrHpaHe Ha J03aTa IpH NTAIHEeHTH ¢ HApYLICHA yepHOApoOHa QyHKIHUS.
Hsva npoydBaHWs 3a DpHIAraHe IpH JeHa ¢ yBPCACHA 6uOpeuHa W/WIH YepHOAPOOHA
¢ yHKLUH.

Hauun na npunoxcenue |
Tabnerkute TpA6Ba Ma ce I'BATAT ¢ TEYHOCT O€3 fa c€ AbBUAT. Morat na ce ImpHeMaT ¢ KN
6e3 xpana. AKO ce IpHEMaT Ha IIpa3eH CTOMax, pe3opOnnaTa Ha aKTHBHOTO BEMISCIBO CTaba
no-66p30. Kammar, chaspxanm ¢€ B HOPMATHHTE XpaHH, HC TIOBMABA 3HATHMO
aGcopbuuaTa. TabneTkure UUNIPODIOKCAMH HE 1psibBa Ja ce MPHEMAT ¢ MJIEYHH MPONYKTH
(Hamp. TMPACHO MIIKO, KHCEIIO MIIAKO) WIH ¢ 000TaTeHH Ha MAHEPAIIY IIOAOBU COKOBE (Harnp.
06oraTeH Ha KaIMil IOPTOKANOB COK)(BX. TOUKa 4.5).

[Tpy TEXKH C/IyHad WM TIPH HEBB3MOXHOCT Ha NANMCHTE 14 norTeina TabreTky (Hamp. TpU
NalWeHTH HA MapeHTEepaIHO XpaHEHe) ¢ MpenophtBa Tepanndra Aa Obae 3amo4yHara ¢
uHTpaBeHo3Ha $opMa Ha uunpodokcauus. Cirel HHTPABEHO3HOTO MPHIOKCHHE, JIEHERICTO
MOK€E 1@ MTPOABIIKYA IIEPOPAIHO.

4.3 I1poTHBONOKA3AHHSA

e  CBPBXUYBCTBHTENHOCT KbM aKTHBHOTO BEINECTBO, KBM APYTH XHHOIOHH MM KBM
HAKOE OT MOMOUIHUTE BEIIecTBa (BXK. ToUKa 6.1).

e  EnHOBpPeMEHHO IpUaraHe Ha HUNPOQIOKCAUMH i TH3AHHIME (BX. TO4Ka 4.5).

4.4  CrneuHa/iHM MpexynpexIeRAs i NpeAltasHH MEPKH (IpH ynotTpeba

Tesicku ungexyuu 1 cMeceny ungexyuu ¢ I pam-norodcumentu u anaepobru na
[unpodI0KCAUMH HE € MOIXOIAI 33 JICICHHC Ha TEHKKI MHGEKIHA ¥ HHOEKI
MODIH 13 c€ ABLIDKAT Ha ['paM-[IONOMHTENHH HIH aHaepOoOHY NaTOreHH.




uHexuuy Ly npodioxcayy TpaOBa na ce mpuiara efHOBPEMEHHO C ApYrd NOAXOIALIM
anTHOaKTepHATHHA CPEACTBA.

Cmpenmokokosu urgexyuu (erxaoyumento CmpenmoKokosd RHEBMOHUS)

LunpodnokcaH He c€ TPEMophYBa 3a JEHYEHHE HA CTPENTOKOKOBH WHPEKUHH, Topaan
HeOCTaThyuHa e(PUKACHOCT,

Unperyuu na 2eHUMaiHua mpaxkm

OpxHemuANIMMAT ¥ BH3NATUTENHO 3a00/4BaHe Ha TA30BUTE OPraHH MOrar Jia C¢ IpHHHHAL
oT hIyopoXuHONOH-pesucTeHTHa Neisseria gonorrhoeae. Tunpodmokcan®H TpsadBa na ce
[pusiara eJHOBPEMEHHO C APYTO MOAXOAAILO aHTHOAKTEPHATHO CPEACTBO OCBEH aK0 MO /14
ce HIKITIOUM HHNpoQNOKCamUH pe3uCTeHTHa Neisseria gonorrhoeae. AKO HE C€ TIOCTHUIHE
KITHHEHYHO MofoGpeHne ciel 3-OHEBHO JIeYeHHe, TeparnusTa Tpsosa ia ce IPEOLCHH.

Humpa-a600MuHannyu uHpexyuu
VMiMa orpaH¥veHH NaHHH 33 e(HKaCHOCTTa HA UMIPOQIOKCAUMH NpY JICICHHETO HA
OCTXHUPYPTAYHA HHTPA-abIOMUHAIHE WH(EKIHH.

Huapua na nemeuiecmeesuyume
[lpn wibopa wa mumpodsokcannH TpsOBa na ce MMa TIPEABHL nedopManmaTa 3a
PE3UCTEHTHOCTTA KbM LUIPOQIOKCALH Ha CHOTBETHUTE [IATOTCHM B NOCCTEHUTE CTPary.

Hupexyuu na xocmume u cmagume
[{unpoduiokcalyH TpsOBa fa ce U3non3sa B KOMOHHAUMA C ApYTH AaHTUMUKpOOHU CpeAcTBa B
3ABHCHMOCT OT PE3YJITATHTE 0T MUKPOOHOIOTHIHUTE H3CICABAHUSL.

Huxanamopern aumpaxc

WsmnonsBaHeTo TIPH XOpa ce€ OCHOBaBa Ha JaHHUTE 33 YYBCTBHTCIHOCTTA in-vitro W
eKCIEPUMEHTANHH JAHKH IpH KUBOTHY 3a€/IHO C OTPAHKYEHU JaHHH NP Xopa. Jlekypailnte
nexapy Tpabsa jga ce C¢bOOpassdT C HANMOHATHATE WUIE MEKIYHApOAHM KOHCCHCYCHH
NOKYMEHTH [0 OTHOILLEHHE HA JICUEHHETO Ha aHTPAKC.

Ileya u rorouiu

[Tpu ynotpebara Ha LunpodoKcaluy Opd ela ¥ IOHOMH TpaOBa na cra3Ba HaJlK4YHOTO
oHUHANHO PHKOBOACTBO. JIEUCHHETO C nunpodaokcauyH TpAdBa Aa ce 3amoysa camo OT
lexapy, KOMTO HMaT ONMT IpH JIEUEHHE Ha KMCTO3HA bubpo3a WAUTH TEXKH HHOPEKIUR IIpH
fena | FOHOIIH, |

V CTaHOBEHO €, Y€ LHANPO(IOKCAIMH IPSIU3BAKBA apTPONaTHA KA HOCELMUTE TE/ICCHATA Macd
CTaBU MPH HE3PENH XUBOTHH. JlaHHHTE 32 OE30IMACHOCT OT paHNOMH3HMPAHO, IBOIHO-CIIATIO
IpOyYBAHE 3a IPHNAraHeTo Ha UMIPOQIOKCALMH NIPY feHa (rpyna Ha NENpOdIOKCAIUH: N =
335, cpenna BB3pacT = 6.3 TroaWHH; KOHTPOJHA Tpyna: n = 349, cpeaHa BB3pAcT = 6.2
FOAMHM, Bb3pacTOB Auanason = 1 go 17 roadHH) MOKA3BaT 4eCTOTA Ha BEPOATHO CBBp3aHa €
IeKapCcTBOTO apTpolnaTtus (YCTaHOBEHA Ha faza KIUHHYHH CHMITOMHM H ONJIAKBaHMHA,
CBBP3aHM ChC CTABHTE) [0 A€H +42 OT 7.2% un 4.6%. CpoTBETHO YeCTOTaTa Ha CBhp3anarTa ¢
NEKapCTBOTO ApTPOIaTHA CJIeA €EHOTONUIIHO TPOCICIABAHE © Guma 9.0% u 5.7%.
VpeqyeHHeTO HA YECTOTATa Ha BEPOSATHO CBbP3aHATA C JIEKAPCTBOTO APTPONATHA HEC CC ©
pa3iiuaBa CTATHCTHYECKH 3HAYUMO MEXIY I'PYIATE. Neuenneto TpaAOBa Za ce 3amo4YBa caMo
clien BHUMATelHAa OIEHKA Ha CBHOTHOMICHHETO IIOJ3a/PHCK MOpAand BCpOATHOCTTA OT
HeXe/TaHH PEaKIMH, CBBEP3aHy CBC CTABUTE H/YITH OKOJHHUTE THKAHH.

EpornxonyimMoHaniu uH@exyuy npu KUCmo3na gubposa
B kIMHAYHHTE Opoy4BaHMs ca Ouynd o0XBaHATH ACHA W IOHOIIH Ha BB3DP
roaudy. ChblecTBYBA I10-OIpaHUYEH OMMT NpH JICYCHUCTO Ha ACLA Ha Bb
rONNHU.
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VenoxcHenu uHpekyun Ha RUKOYHUME nomuwa U nueione@pum

Jlevenue ¢ runpodoxcanud Ipy¥ HHQEKIHH Ha MTHKOYHUTE IBTHINA TpaA0Ba Ja ce OOMHCIH,
KOTaTo He MOKe 1a ce IPHIIOKH APYro jeueHue W Tpabpa ja ce Oasupa Ha pe3yNnTaTdute OT
MHKPOOHOIOTUHHHTE U3CTICABAHHUA.

B KIuHHYHETE OPOYYBAHUS Ca BKIIOUBAHH JeLia U YOHOHM Ha Bb3PacT MEKIY 5 n 17 ronudH.

Ilpyeu cneyuuiny mexcKy uH@exyuu

Tpyri Texiku UHPEKUAH ChrAacHo OULHaNHOTO PBKOBOACTBO HJIH CAEH BHEMATC/HO
OlICHABAHE Ha CHOTHOIIEHHUETO IMOT3a/pHCK, KOTATO HE MOXKE 1a C€ M3IIOJNI3Ba IpYro JICICHHC
WiaM clen Heyclex Ha KOHBEHIMOHAlHATa Tepamus M KOTaTo pe3ylTarnic Ot
MHKpPOOHOJIOrHIHUTE H3CIICABAHAS TOAKPETAT H3ION3BAHETO Ha ITAITPO QIIOKCALIHH.
M30013BaHETO HA LMNPO(IOKCAIMH IIPH ONpPeleleHH TEXKH HHOCKUMH, PasiuiHH OT
oTOeIsg3aH|Te TO-TOpE HE € OLEHEHO B KIMHHYHH NPOYYBaHMA W KIHHHYHHMAT ONHT €
orpasuyer. [10 Ta3u OpyUdWHA Ce IPEnOPHUBA MOBHIIEHO BHAMAHHC IIPH JICICHUE HA TaKH1Bd
MAIMEeHTH.

Cepoxyyacmeumeniocn

CBPBXUYBCTBATETHOCT W QNEPrUYHHM  PEaKkuUH,  BRIOTUTCIIHO apadunakcus H
aHa(GUIaKTOUARY peaKLMd MOrar fa ce IOSBAT C/AeA e[HOKpPATHA no3a (BX. Touka 4.8) u
MOTAaT JIa ca XKUBoTO3acTpamasalli. | Ipy nosBa Ha TaKkaBa pCaKIHA uunpodIOKCanyH TpAOBa
@ ce IPEeKpaTH, KaTo € HeoOXOIMMO IPOBEKAAHETO HA aACKBATHO JICUCHAE.

Myckyiano-ckeremnama cucmema

[lo npaBuio LMIPOQIOKCAMH He TpabBa Aa ce Mpuiara INpd NalukeHTH ¢ aHAMHCCTHHHH
NaHAH 32 3a00/MBAHVM/HApYIIEHHA HA CYXOXW/IXATA, CBBP3AHU C JICUCHHC C XHHOJOHHM.
Bbopeku TOBA [IpM MHOTO peaKu CIydan CJek MUMKpOOHOJIOTHYHO JOKa3paHe Ha
eTHOJIOTHYHHAS TIPHYMHUTEI M TIpEleHKa Ha CHOTHOINCHHUETO TON3a/PUCK € BB3MOMKHO
MpeAIMCBAHETO HA IMNPOGIIOKCAItHH Ha TAKKBA NIAIMCHTH 38 JICICHAC Ha OTIPCACIICHH TEXKU
uHbeKuuH, 0coGEHO B ClTyYaWTe HA HEYCNeX Ha CTAHAApTHATA TCPANAA Ui DakTepHaiHa
DE3UCTEHTHOCT, KOraTo MMKPOOHOJOrHYHHTE JAHHM IMOAKPENAT H3NON3BAHCLO Ha
HUAITPOQIOKCALIHH,

TeHAMHAT WIM Pa3KbcBaHe Ha Cyxoxuame (0coOCHO AXHIIECOBOTO CYXOXUIYE), TTOHAKOTa
IBYCTPaHHO MOXE Ja CC pasBye NpH MPHJIAraHe Ha nunpodIIOKCAIHH, OLIE CNEX TBPBUTE 48
yaca Ha fedeHue. PHCKBT 3a DATOSIOMHMYHO 3acCAraHe Ha CYXOXHIMATZ MOXE Aa € I10-BHCOK
Mpy MALMEeHTH B CTapyecka BB3pacT WIH MPH [ANHCHTH, EAHOBPEMCHEO JICKYBaHHU ¢
KOPTHKOCTEPOMIM (BXK. TOUKa 4.8). |

Jleuenwero ¢ mumpodokcanu TpsOea Aa ObAC NMPEYCTAHOBEHO MPH BCCKH CHMITOM HA
TeHAuHAT (Hanp. 6oNe3HeH OTOK, BB3MAICHHE). Tpabpa ma ce ocuUrypd NOKOH Ha 3aCErHATHS
KpaHHHK.

Llunpodnoxcanus TpA6Ba Ja c€ HM3MON3Ba C TNOBHIICHO BHHMAHWE DNPH HalHCHIN C
MUACTEHHUS TPaBUC (BX. ToUKa 4.8).

domouyscmeumennocm | |

VCTAHOBEHO €, Y€ IHIpOMIOKCAliH IYIPHYUHABA PpEaAKOMY Ha GOTOYYBCTBUTEITHOCT.
[lauyeHTHTE, KOUTO mpHeMar nunpodrokcauut Tpsabsa 1a ObIaT OOCHLBETBAHK J1a U30ArBat
MUPEKTHO H3/IaTaHe Ha CHJTHA CTbHYEBA CBETIIMHA, KaKTO ¥ Ha yITPABHOICTOBO OoONTBEYB&HE
o BpeMe Ha JeYeHHeTo (BX. Touka 4.8).

Llenmpauna HepeHa cucmema

UzBsecTHO €, Ue XWHOJIOHHTE IIPOBOKUPAT I'BPUOBE WM IIOHMKaBaT Iipara
repaoBe. Lunpoduiokcaiyd TpAGBa 1a ce H3MOI3Ba ¢ [IOBHICHO BHAMARUC TP
napyluenys Ha ITHC, KOMTO €BEHTYalIHO Ca IPEAPA3floNONCHH KbM rbpuoBe/
maTpodIOKcaHH Tpabea na Oble MpEYCTaHOBEHO M HE3a0aBHO TpAGBa 1§




KOHCYNTalisg ¢ JIEKap NpH N0sBa Ha CbPUOBE (BXK. TOHKA 4.8). Bn3moxHa € MOSABATA Ha
CHXHYHM DEaKIHH CJiel IHPBOTO HPWIAraHe Ha HUIPOQIOKCAIMH. B peaxn cimydau €
BLIMOIKHO JENPECHATA WK IICHX03aTa Ja IPOrpecHpaT A0 CaM03acTpaliasario HOBEACHHE. B
T€3H CITydad JICHERNETO ¢ NHMPpOodIIOKCAlHH TPAOBa Aa €& MPEKPATH.

Cayuayd Ha MONHHEBPONATHA (BH3 OCHOBA HA HEBPOJOTUYHH CHMITOMH Kato Golika, napeHe,
CETHBHH HapyIEHHs HIH MYCKy/JHa cladocT, CaMOCTOATENHO WJIH B koMOHHaIlNg) Ca
JOKNaJBaHu IIpH  [AlMeHTH, IOJy4aBaliy - punpodaokcaumu.  IlpmiaraneTo  Ha
nunpodIoKcake TpsOBa a c€¢ NMPEKPAaTH NP MalMeHTH CbC CHMITOMH Ha HEBPONATHA,
BKITIOUBAIlA 60K, NapeHe, NapecTe3uH, H3TPbIIBaHe W/ cnaboCT 3a Aa e NpeloTBpaTH
pa3BHUTHE Ha HEOGPATHMO CHCTOSHHE(BXK. TOUKa 4.8).

Cvpoeyru HapyuteHus

Toit kaTo uMIpodIIOKCANH € CBBP3aH ChC CIydad Ha YyABDKaBaHE Ha QT wuHTepBaIa (BX.
Touka 4.8), Tpa6Ba Aa ce [puUnara BHMMATEIHO TIPH JeYCHHE Ha NAlUCHTH ¢ PUCK OT apHIMUA
T torsades de pointes.

lacmpo-unmecmunaing cucmema

[TosiBaTa Ha TEKKAa W NEpPCHCTHpaINa KHAPHs 10 BpEeME WM C/IC] JICICHUETO (BKITFOYHTENTHO
[0 HSKOJIKO CEAMHIIM CIIeJ IEYEHUETO) MOXE Ja TOKa3Ba KOIHT, CBbP3aH € AHTHOHOTUYHOTO
puiokeHne (KUBOTO3aCTPAMIaBAMO CHCTOSHAE C BB3MONKCH dataneH U3X0M), KOCTO Hajlara
HezabaBHO neueHume (Bx. Touka 4.8). llpym TakuBa ciy4ad JCHCHHETO C nunpodIoxkcanuy
Tpsi6pa He3abaBHO Na 6BIC MPEKPATEHO U JIa €€ 3aI10YHE MOAXOAIIA TCPAITHS. [TpunaraseTo
HQ AHTUIIEPUCTAITHYHH JEKApPCTBa € IPOTHBOMOKA3AHO B TAKHBA CIIydal.

bvbpeuna u nuxouna cucmema

VMma choBIIeHHs 3a KPUCTalYypus, CBhp3aHa ¢ H3M0/I3BAHETO Ha nunpodaokcanut (BXx. TOHKa
4.8). TlauneHTHTe, MOMyYaBay UANPOQIIOKCalnH, TpAOBa 1a ObxaT modpe XUIpaTHpaHH U
TpabBa na ce U30sArBa NpeKajeHo ankaau3upane Ha ypuHaTa. |

Xenamo-buiruapra cucmema

iMa cpoblIeHus 3a ciaydad Ha uepHoApoOHa HEKpOo3a ¥ XKHBOTO3acTpaliaBalla yepHOApPOOHA
HEeJOCTATHYHOCT MPH JIEYCHHE ¢ IHUIPOQPIOKCAIAH (Bx. Touxa 4.8). Jleuenuero TpsadBa na
- 6bae NpeKpaTeHo OpH IOosiBa HA KAKBUTO U Ja 610 Oesesd ¥ CUMIITOMH Ha 4epHOAPOOHO
3300JIBaHe (KaTo aHOPEKCHs, HKTEP, TEMHA YpHHATA, chbpbesx Uiad GONIE3HEHOCT Ha KOpeMa).

Heuyum na 2110x030-6-pocgpam dexuopozerasa

CpoBOIaBaHyl ¢a XEMOTHTHYHH PpEaknWH TpH [IPHIAraHneTo Ha IATPOQIIOKCAIIHH  TIPH
MaiMeHT! ¢ AeUIMT Ha TIoK030-6-(pocdaT nexuaporenasa. L{unpodnoxcaius TpsbBa a ce
{364rBa TIPH TE3¥ NANHEHTH, OCBEH aKO MOTCHIHANHATA 10132 TPEBHIIaBa BH3IMOXKHAA PHCK.
B To3u ciyyaii MOTEHIHANHATA [I0ABa Ha XCMOJATHIHA PEakitii TpabBa ja ce MOHHTOPHPA.

Pezucmenmuocm

[To BpeMe HAU Cliel Kypca Ha JISHEHHE C HEIPpOdIOKCALIMH MOXE JIa & U30IMupaT OaKTCPUH,
KOUTO TIOKa3BaT DPE3UCTEHTHOCT KBM HHMPOGIOKCANMH CBC HIH 0e3 KIMHWYHO W3SIBCHA
cynepunoekims. Mosxke fa umMa 0cOO€H PUCK OT pasBUTHE Ha nUIpodIoKCauuH-pPe3UCTCHTHH
GaKkTepHH TIpM yIBDKaBaHE Ha BPEMETO Ha JIEUCHHE K KOTaTo CE JICKyBar HO30KOMUATHH
uHdEKLHY WU MHPEKIHH, IPYUHHEHH OT Staphylococcus u Pseudomonas.

Llumoxpom P450
Hunpodokcanud uaxubupa CYP1A2 1 mo T034 Ha4UH MOXeE Jia I0BEC 10 NOBULEABAHE Ha
CepyMHHTE KOHUEHTpAUWM Ha eIHOBDEMEHHO TMpHIAraHy BEMIECTBA, K ”

METAGUIM3UpaT OT TO3M €H3UM (Hamp. TEOQMIUH, KIO3aNHH, POITHHHP,
EIHOBPEMEHHOTO TpHIIAraHe Ha UATPOQIIOKCAIMH H TH3AHHIWMH € Ip
Ta3y NpUYHHA DAIHEHTHTe, NPUEMallll TaKuBa BELISCTBA CIHOBPEMCHHO




tps6Ba Aa ObJAT BHUMATEIHO MOHHMTODHDPEHH 33 KIMHHYHY CHMITOME Ha IIPEAO3MPAHE H

MO3KE N ce HAJIOXKH OIpeesIsHe Ha CEPYMHHTE M KOHLEHTPAITHH (Halp. Ha TEOHIHH) (BXK.
TOukKa 4.5).

Memompexcam

He ce npenopruBa €IHOBPEMEHHOTO NIpHJarase Ha LUIPODIOKCALHH W METOTPEKCAT (BXK,
Touka 4.3).

[Tosrussane 11a 1G60pAMOPHYU UCAEOBAHUA

AKXTHBHOCTTA iR Vitr0 Ha IHMNPOQJIOKCALUH CPEIly Mycobacterium tuberculosis Moxe na
noBede 0o GanllyBo OTPHUATENHH MHUKPOOMOAOTHYHM PE3yNTAaTH Ha npoOy OT NauMeHTH,
KOMTO [TOHACTOAINEM NIpHEMAT LHANPOGIIOKCaIlNH. |

4.5 BianMoZelicTBHe ¢ APYFH JIEKADCTBeHH WPONYKTH W IApYrH dopmn Ha
B3aUMoOAcHCTBHE

Brusinue Ha Opyau N1exapcmea 6vpxy yunpo@droKCayun.

O6pazysarie Ha xerAMHU KOMNLEKCU

EIHOBPEMEHHOTO NIPHJIArane Ha IATpodriokcanvy (EpoparHo) B MHOTOBATICHTHH KaTHOH-
CBABPKALLY fEKaApCTBA U MUHEpANIHH noGapku (Hanp. Kannui, MarHe3n#, alyMHHUH,
KeNA30), hochar -CBbp3BAIIM TIOMMMepH (Halp. ceBelaMmep), cykpandaT MIH aHTHAUHIHH
cpefcTBa, cHIHO GydepupaHH nekapcTsa (Hamp. TabIeTKA AAAAHO3MH), KOHTO CBhIbpXKaT
MarHe3di, ATyMUHHH WM KaTIHH, Hamanasar abcopOnnsara Ha nunpoduiokcanuH. [lo Tasm
npruKHa nuapodrokcalun TpAOBa Ja ce npuiara Wiy 1-2 yaca npefH KM IOHe 4 Jaca ciefl
T€3H IPOAYKTH. ToBa OrpaHHYECHHE HE Ce OTHACA 334 aHTHALMAHA CPCICTBA OT rpymnara Ha H2-
peLieTITOPHUTE OJIOKEPH.

Xpana u maeuny npooyKmu

KanuusT, ChabpXKall ce B XpaHHTE, HE TIOBJIMABA 3HAYMMO abcopGuusara. Tpsadsa obaue na ce
w36sarea CAHOBPEMEHHUAT IYPHEM Ha MIIEYHH IPOJAYKTH WIH oborareH¥ Ha MHHEPAIH
HANKTKK (HAIP. MPACHO MJLAKO, KHCENO MIAKO, 0DOraTeH Ha KallliH [OpTOKAIOB COK) 3aeJIHO
¢ UUNPOQIOKCAHH 3aOTO T MOTaT 12 HAMaJAT abcopbuaTa Ha UHUITPOQIIOKCALIHH. |

Ipobernuyuo

[TpoGenntna mnoBausBa ObOpedHaTa CEKpPEUHA Ha pumnpodokcanus. EXHOBPEMEHHOTO
mpunaraHe Ha MNpOOEHHIMA M LUOPOQJIOKCANMH BOAW A0 IOBHIIABAHE HA cepyMHara
KOHIEHTPAIlHA Ha IUITPODIIOKCALIHH.

Echexmu na yunpoprokcayus 6bpxy opyau JleKapcmsenu npooyKmu.

Tuzanuoun

Tu3zanuaus He TpsAOBa Ja ce mpujara €XHOBPEMEHHO C mumpodIokcany (BXK. Touka 4.3).
[Ipy egHO KIHHUYHO IIPOy4BaHe BBPXY 3[PaBH HHAMBHIHA € yCTAHOBEHO IIOBULIABAHE HA
CepyMHATa KOHIICHTpalid Ha TH3aHU[MH (TIOBHIIABaHE HA Cmax: 7 IsTH, B AHTEpBAN: 4 10
21 nvty; yBeauuasase Ha AUC: 10 mbTi, B HHTCPBAT 6 10 24 UbLTH) OpU EXHOBPEMEHHO
npunarade ¢ uunpodroxcanuH, IloBHmeHaTa CE€pyMHa KOHUCHTpauMd Ha TH3AHHIWH €
CBBbP3aHa ChC 3ACHIIECH XHUIIOTCH3HBEH H CCIATUBEH e(peKT.

Memompexcam
Br6peunuar TyOyleH TPaHCIOPT Ha METOTPEKCAaT MOXe Ja Obme DI

¢IHOBPEMEHHO MpWiaraHe Ha [HIPOQIIOKCAIMH, KOETO NOTCHIUHAIHO BOX o 04 RIS
[UIa3MEHM HHBA HAa METOTPEKCAT W MOBULICH PHCK OT TOKCHYHH PCAKL % o
MeTOTpeKcaT. EXIHOBPEMEHHOTO H3MOJI3BAHE HE CC nperioppysa (BXK. Touxa 4.




Teogunun

EQHOBpEMEHHOTO WpHIaraHe Ha OHIpoQUIOKCAHH W TEOPHIHH MOXE Ja JOBEIe [o
HE)XEJIAHO TIOBHIIIABAHE HAa CEpYMHATa KOHIEHTpalluA Ha TeoPUIUH. ToBa MOXe 1a AOBEIE A0
HEXKEJTAHH PEaKUHM, CBBP3aHH ¢ TEO(QWIIMH, KOMTO B PEAKH CJIy4Yad € BB3IMOXHO TE3M
HEXENaHu PpEAKIMH fa Cca JKHMBOTO3acTpallaBalld Mnd ¢aranHd. Ilo Bpeme Ha
eIHOBpeMeHHata ymorpeba cepyMHHTE KOHIEHTpauuyd Ha TeoQunIuEa Tpsadea ga ce
IpOBEPABAT U aKO € HeOOXOIMMO 103aTa ia ce peaylupa (BxK. Touka 4.4).

JIpyeu KCanmuHogu npou3800HU
[Ipy eIHOBPEMEHHOTO MpWIaraHe Ha UHOPOQIOKCAUMH H KOGEHH HIHM IEHTOKCH(PUINH

(OKCUMTEHTHGUIIMH) ¥Ma CBOOLIECHHUA 3a TOBHUICHH CEPYMHM KOHLCHTPAIMM HA TE3H
KCaHTUHOBH IPOU3BORHH.

DeHumoun

EAHOBPEMEHHOTO MpHiaraHe Ha LunpoduokcaudH U (QEeHHTOMH MOXe Aa [A0BeAe A0
MOBHINEHW WX MOHIKEHH CepyMHH HHBAa Ha (PEHHTOMH, IIOpagH KOeTO C€¢ MNpenophyBa
MOHHUTOPHpAHE Ha JIEKApCTBEHUTE HUBA,

llepopannu anmuxoazynrarnmu

ENHOBpPEMEHHOTO TpHUiarase Ha UMIPOPIOKcauvH ¢ BapapuH MOXe nHa J0Bege A0
MOBHIIABAHE HA AHTHKOATYJNaHTHHTE My edekthn. Mma choOmMEeHMs 3a MHOro Clay4daw Ha
MOBYLIEHA AHTUKOArYJ4HTHA AKTHMBHOCT IpPH [ALMEHTH, MpHeMallyd AHTHOHOTHIH,
BKJTIOYATENIHO (IYOPOXHHONOHH. PUCKBET MOXe I1a BapHpa B 3aBHCUMOCT OT OCHOBHOTO
3a0o/isiBaHe, BBb3pacTTa M OoOmMA CcTraTyc Ha DallMeHTa, Taka Y€ IIPUHOCET Ha
GTyOpOXMHONOHHTE 3a yBenwyaBaHe Ha [INR  (MexayHapomHO  HOPMalW3HMPaHO
CLOTHOLIEHUE) € TPYAHO zAa ce oueHH. [IpenopbuBa ce uecto mMoHdTOpHpade Ha INR no
BpeMe M HEMOCPENCTBEHO Cjlell €NHOBPEMEHHOTO IIpWIarane Ha MHIPOQIOKCAUNH C
TepoparHO aHTHKOAryiaHTHO CPEACTRO.

Ponunupon

[Ipy enAHO KIMHHYHO MpPOY4YBAHE € YCTAaHOBCHO, Y€ CAHOBPEMCHHOTO IpUNATaHe Ha
PONTHHUPON ¥ UHIPOQIIOKCAlNH, yMepeH HEXuOHTOp Ha m3oeHsuma CYP450 1A2, Bomm 1o
nosuiasade Ha Cmax u AUC 3a ponunxupon cborBetHo ¢ 60% u 84%. Ilpenopbuba ce
MOHHNTOPHpaHe Ha HEXEeNaHHTE peaKLUH, CBBP3aHH ¢ POTTHHUPOT M CHOTBETHO KOPHIHPAHE
Ha Jo3aTa 10 BpeMe H HENOCPEACTBEHO Cjej €IHOBPEMEHHOTO Ipuiarase
nunpodroxcanuH. (Bx. Touka 4.4).

Knozanun | |

Creq] eAHOBPEMEHHO npuiarase Ha 250 mg munpodaoKcaluH ¢ KJI03allMH B MPOABIKEHAC HA
7 IHH, CEepyMHMTe KOHUEHTpallMd HA KIo3amuH H N-IE3METHIKIO3aNHH ca IOBHIICHH
CBOTBETHO € 29% ¥ 31%. [IpenopbuBa ce KIMHHYHO MPOCIEaIBaHE B CbOTBETHO KOPUTHPaHe
Ha [034Ta Ha KJI03alMH II0 BpeMe M HEIOCPEACTBEHO CliE[ €AHOBPEMEHHOTO HpHIlaraHe ¢
nunpodIokcanuH (BX. To4ka 4.4).

4.6 bBpeMeHHOCT B KbpMeHe

bpemennocm |
HanuynuTe DAHHEW 3a NIPWIATAHETO HA HMIPO(IOKCanyH Mpr OpEeMEHHH JKEHHM HE TOKa3BaT
ManhopMalHy WK PeTo/HeOHATANTHA TOKCHYHOCT Ha Lunpoduokcanys. [Ipoyys —
XUBOTHH HE TIOKA3BAT JUPEKTHH WIM HHAMPEKTHH YBpEXAall¥ €PEKTH To O
penpoAyKTUBHATA TOKCHYHOCT. [lpu Mnagu M IpH HEPOICHA JKMBOTHU C € e
XHHOJNOHH ca HaGTIONaBali eGeKTH BBPXY HE3PENHs XPYIILL, TIOpaIy TOBa HeMOHKERE T
M3KITIOYHM BBH3MOXKHOCTTA JIEKAPCTBOTO LA IPHUMHH YBPEXIAHHSA HA CTaBHU Pelit rip s
HE3ABBPLIWI PA3BUTHETO CH FOBELITKN OpraHu3bsM/eTyc (BXK. ToUKa 3.3.).
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Karo npeamasHa Mspka € 3a IIpeAloduTa#He Ja e u30Area H3MONM3BAHETO HA
HUITpodIOKCANMH 110 BpeMe Ha OPEeMEHHOCT.

Kvpmene

[{unpodnokcanus ce ekcKpeTupa B Kbpmarta. Ilopany NOTEHUHANCH PUCK OT yBPEHIAHC HA
CTABHHUSA XpYyLILI, MHNPOoQIIOKCalnH He TPAOBA a ce H3I10/I3Ba 110 BpeMe Ha KbPMCHE.

4.7  EdexTd BLpXY crioco6HOCTTa 32 Modupane H padoTa ¢ MAMTHHA

TTopaau HEBPOMOrMUHKTE CH €PEKTH, HUTPOPIOKCALUH MOXE N8 NOBIUAC BHPXY BPEMETO 3d
pearnpane. ITo Tas#t PHYMHA CHOCOGHOCTTA 32 IMOPHpPAHE H paboTa ¢ MaIOHHH MOXE J1a €
napymena. ToBa Baxu oco6eHo pi KOMOHHHPAHE € ATTKOXOJ.

4.8 HeXelaHH JeKAPCTBCHH peaKiny

Haii-yecTo choOIIABAHNUTE HEXENaHH nexapcTBeHn peakuny (HJIP) ca ranene # naapus.
[lo-qony ca npencraBeHd Jannure 3a HIJIP npw ynoTpebara Ha HUNPOPIOKCAUHMH B
KMHWYHA TPOYYBAHHSA M NOCT-MapKeTHHTOBH HaOMIOACHHA (TiEpoparnHa, HHTPABCHO3HA M
CeKBEHIMANHA Tepanus), IOAPEJeHH N0 YeCToTa. AHANU3BT Ha 4ECTOTaTa BKIIOTIBA NaHHUTC
3a IEPOPATHO N HHTPABCHO3HO TIPHIIOKCHHE HA U PO(IIOKCALIHH,

Cucremo- Yecru HeuectH Peaxu Muoro peaxu | C HeH3BeCTHA
OpraHHA >1/100 >1/1000 >1/10000 <1/10000 4ecTOTA
kaacudukamaa | o <1/10 | o <1/100 no <1/1000 (0T HATMUHHTE
JAHHH HE MOXKE
na 6bae
HAIPABEHA
OLIEHKA)
Andexuun n Muxkotnunn | CBbpp3aH ¢
uHudecTanHH cynepundek | aHTHOHOTHK
11507 KOAUT (MHOTO
PAAKO C
BBH3MOXKEH
dataneH U3Xol)
(Bx. Touka 4.4)
Hapyuienus Ha Eo3uHo- JleskoneHUs XeMOJIUTAYHA
KPLBTA H dbrmus AneMus aHeMuA
aumbHAaTa HeyrporneHus ArpaHynoIUTO348
cHCTEMA JleBKOLIUTO3A [TarnuTonert
TpoMbOLHTO- (;KMBOTO3aCTpa-
NneHus Iapauia)
TpomGoumtemua | IloTHckane Ha
KOCTHHA MO3BK
{(3KHBOTO3aCTpa-
taBalno)
Hapywenus Ha AnepruuHa AHadunaxTUIHA
MMYHHATA peaKkuus peaxius
CHCTEMA AnepruyeH oTox / | AHa(puIaKTH4eH
aHTHOSAEMA MoK (JKUBOTO-
3aCTpallaBaLil)
(B3. TOuKa 4.4) TR
Peaxipy, N ’m
HanopofsBa TN AN
, cepymHa 6or Z R\ T
HapyuieHHas HA AHopekcust | XHTEpPrIIHKeMHS s '
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MeTadoA3Ma H
XpAHEHETO
IlcuxuuHu [Ieuxo- Ob6bpxBane U [TcmxoTHyHK
HApYIICHKHS MOTOHA JAe30pHeHTalHA peaKLHH (BX.
Xunepaxrue- | Peaxiyig Ha Touka 4.4)
HOCT/BB30Yaa | He3nOKoNCTRO
Hpky crHHUINA
Henpecus
X aJTIOLHHATINH
Hapymeuns Ha I'naBobonue | ITapecrezma u Murpena [Tepugepna
HepBHATA 3aMagHOCT IM3eCTe3HH Hapyioexa HEBPOIIATHA
CHCTEMA Hapymenus | Xunoecresus KOOPAVHALIUS (BXK. TOUKA
Ha CHHA Tpemop Hapytienus Ha 4.4)
Hapymenns | [Ipunmagenm (BxX. | [IOXOAKaTa
Ha BKyca To4yka 4.4) Hapyuienus Ha
CBETOBLPTENK OOOHAHHKETO
Xunepecre3us
HMutpakpaHianta
XHIIEPTOHHA
HapymeHus Ha HapyLieHus Ha Hapymennsa Ha
OuHTE 3PEHHETO [IBETOYCEIIAHCTO
Hapymenun Ha TuHUTYC
yX0TO H 3ary6a Ha cityxa /
nabnprHTA Hapymienue Ha
CclIyXa
Copaeans Taxukapaus KamepHa
HAPYIIEHHS apHUTMHUA,
y I'bJIZKABAHE
Ha QT
HHTEPBATA,
torsades de
pointes*
CrnaoBn Bazonunatauusd Backynut
HAPYUICHAS XHTIOTOHHUA
f CHHKON ,
PecnuparopHH, Tvcmmen (BKN,
Li:iﬁ:;:l HAJIHH ACTMatiry
CBCTONHHSA)
HApYUCHHS
CroMawHo- I'apene | IloBpobiaHe [TanxpeaTur
HpEBHHA Iuapua | CToMallHoO-
HAPYIEeHHA YpeBHA
KOpPEMHa
bosika
Hucnencus
["a30Be
Xenaro- [Tosuimenu | YepHoapobHO Yepsonpobua
OnnHapHHA TpaHCaMH- YBpEKIAHE Hekpo3a (MHOTO
HApYLICHHHA HAa3H XOonecTaTH4eH PAIKO
TopuILEH HUKTED | nporpecHpaina jo .
GUnHpyGHH XenaTuT >KUBOTO3aCTpaLIA- {ﬁgﬁrﬁ 1
Baia g ¥ @
uePHOAPOOHA // &M, B, N\ \\
HEOCTATBYHYCES St O\ T
o U R el
W oo\ e
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(B3, TOUKA 4.4)

HapymeHHsA HA Ob6pus Peakuu Ha [TeTexuu
KOXKATA M Crpbex ¢GhOTOYYBCTBU- EputemMa
NOAKOKHATA YpTvKapus | TETHOCT MYJITUQOpME
THKaH (pc.TOUKA 4.4) Epurema
HOJIO3YM
CuHapoM Ha
Stevens-Johnson
(MOTEHLHMANHO
MWHUBOTO3ACTPAILIA-
pary) TOKCHYHA
enMUACpMAaIHa
HEKpOJIH3a
(MOTEHIMAIHO
KMBOTO3aCTpallla-
BALIA)
Hapyutenud Ha Myckynno- | Muanrus MyckynHa
MYCKYJIHO- CKENETHA. ApTpuT cnabocT
CKeJIETHATA 6onka (Hanp. | [loBHiueH TeHAUHUT
CHCTEMA H Gonka B MYCKyJleH TOHYC | Pa3kbCBaHe Ha
CbeJHBUTEJIHATA KpafiHULMTE, | K KpaMIy CYXOXKHITHS
ThKaH OonkKa B (npexMMHO Ha
repba, 6ok AXWIECOBOTO
B I'bPAHTE) CYXOMUTHE) (B
ApTpanrus TouKa 4.4)
ObocTpsHe Ha
CHMITTOMUTE Ha
MHACTEHH
[PABUC {BX.
TouKa 4.4)
HapyiuenHs Ha Vapexnane | buOpeuna
6b0penuTe H Ha HEAOCTATBYHOCT
NUKOYHHTE OEOpeumTe XemaTypud
INLTHINA Kpucranypus
(BK. TouKa 4.4)
TybynouHrep-
CTHLHANICH
HePUT
O61n ACTeHHS OTOK
HAPYUIEeHUA Tpecxka Hsnorssane
edexTH HA (XHIIEpXUapo3a)
MACTOTO HA
NPHJI0KCHHE
HicnenBaHHuA [ToBuiueHa ABGHOpMHY
aJIKaJTHa NMpOTPpOMOMHOBH
docaraza B | HHBA
KpHBTA [TopuiieHa
AMIITA3A

* Tesn peakuwud ca ChoOUIaBaHH 10
HaOMIONABaHH NpEeJMMHO Cpel IMalUeHTHTe ¢ JONBIHUTCIHM DHCKOB

BpEME Ha IIOCTMApPKCTHHTOBHA 1IC

yrbkapane Ha QT wHTEpBaNa (BX. TOMKA 4.4).

HeduampuuHu nayuenmu
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IIpeAcTapeHATA [O-TOPE YECTOTa Ha apTPONATHs CE OTHACA 33 AAHHUTE OT NPOY YBAHUs NpH
pp3pacTHH. Cro0IIaBa ce, Ue pH Jela apTPoNaTuATa ¢ Cpemma 1eCTo (BXK. TOUKa 4.4).

4.9 TIpeno3npane

UMa chobLleHue 3a eIHHNHYEH clyyall Ha Ipemosupane oT 12 g, KOeTo € A0BENO A0 JCKH
CHMIITOMM Ha MHTOKCHKAIMS. FMa choOlleHne 3a eOMHMYCH Clydal Ha OCTpo NPERO3HPaRt
oT 16 g, KoeTo € JOBeNo A0 0cTpa OBOpeUHA HEAOCTATHYHOCT.

CHMIOTOMHTE HA TPEJO3WpaHe BKIIOUBAT: 3aMasHOCT, TPEMOD, rnasobonue, yMopa,
npunanbiy, XaliolMHaluK, O0OBPKBAHE, abnoMuHanged auckompopr, ObOpeyHO H
yepHOAp0oOHO YBpeXkIaHe, KaKkTo H KpHCTATYypHs H XeMaTypui. MmMa crobierHns 3a 00paTuMa
6nOpeuna TOKCHYHOCT. |

OCBeH PYTHHHHTE CIICIIHH MEPKH CE MPEIopbYBa MOHMTOPHUPAHT Ha 6nOpearaTa QyHKIHS,
BKIOYBALIO ompeAeisHe Ha pH Ha ypuHATa W ako Ce Hanara MNOJKMCEIABAHC 34
mpodMIakTHKa Ha KpHCTanypud. llamueHTATe TpaOBa Ja ca N0Ope XHUAPATHPAHH. Camo
MaiKo KONM4YecTBO ummpodnoxcarms (<10 %) ce enuMuHHpa Upe3 XeMOIualu3a HIH
repuTOHeaTHa JHa3a.

5. OAPMAKOJOTMUYHHA CBONCTBA
5.1 dapmakoIHHaAMHYHH CBOHCTBA

dapMakoTepaneBTHIHA IPyTa: OITyOpOXHHOJIOHOBY aHTHOAKTEPUATHH CPEACTRA.
ATC xom: JOIMAO2Z

Mexanuzom_Ha oeucmeaue.

BaxTepylMJHOTO  A€HCTBHE  Ha nunopoIOKCAlMH,  KaTo  (IyOpOXHHONOHOBO
aHTUOAKTEPHATHO CPeICTBO, C€ OCHINECTBABA  HPC3 HHXMOKpaHe Ha J1BaTa THIIA
tommousomepaza 1l (JHK-rupasa) u TOMoOU3OMepasa [V, xomto ca HeoOXOODUMH 32
PETUTHKALHATE, TDAHCKPHIIIHATA, PENapupancTo U pexoMOHHAIHATa HA OaKTepranHara JHK.

Cromnouenue PK/PD.

EduKacHOCTTa 32BHCH OCHOBHO OT CBOTHOIICHHCTO MEXIY MaKCUMATHATA KOHIECHTPAINs B
cepyma (Cmax) H MEHAMAaNHATA unxubupama kongentpauus (MUK) na uunpodaoKcalyt 32
GaKkTepHaNHUA TaTOTEH H CHOTHOMEHHETO MEXKILY TLIOMITA IO xpusata (AUC) u MUK,

Mexanu3zbM Ha pe3ucmerRmuocmma. ,,

In Vitro PE3HCTEHTHOCT KBbM LHMIPOQIOKCAUMH MOXE Ja 6pae npunoduTa Upe3 MOCTaAleH
nporec Ha TAPreTHH JOKalHH MyTallMy Ha NTHK rupasa 1 TonousoMepasa [I. Crenenra Ha
KPBCTOCAHA PE3HCTCHTHOCT MEKIY AmpOdITOKCALMHE U APYTH QIyOPOXUHOJIOHH B PE3yIITaT
wa Topa e Bapmabunua. EIMHUYHMTE MYTalWMy MOraT Ja He J0BeAaT A0 KJIMHHYHA
PE3NCTEHTHOCT, HO MHOXECTBEHHTE MYyTalHH 0OMKHOBEHO BOJAT [HO KIHHHYHA
PE3UCTEHTHOCT KbM MHOrO MM BCHIKM AKTHUBHM BEIICCTBA OT To3y Knac. MexanyusMuTe Ha
PE3HCTEHTHOCT, Ype3 HEMPOIYCKIHBOCT W/YTH 3acAramy eIyKcHaTa TIoMIIa 32 eQIyKe Ha
AKTHBHATA CHCTABKA, MOraT fAa MMaT pa3iuueH e(pexT BbpXy YyBCTBUTEIHOCITA KbM
(ITyOpOXHHOJIOHH, KOSTO 3aBUCH OT GUIMKOXUMHUIHATE CBOMCTBA Ha PasiHYHATE aKTHBHYU
CLCTABKM B TO3H Kiac ¥ abHHUTET Ha TPAHCIOPTHUTE CUCTEMM KbM BCAKA OTACIIHA aKTHBHA
CHLCTABKA. B Kiaca. BCHYKYM in Vvilro MEXaHM3MH Ha DPE3ACTEHTHOCT OOMKHOBEHO C€
HAGIHONABAT B KIMHUYHATA IPAKTUKA, MeXaHU3MH HA PESUCTEHTHOCT, KOMTO HHAKTUBUPAT
OpyTH aHTHOWMOTHIM, Karo TIPONYCKIMBOCT Ha Gapuepute (uecTo TUpH Pseudomonas
geruginosa) ¥ MEXaHM3MM Ha eQuyKC MoraT Ja MpOMCHAT qyBCTBUTE/IHOSTFR- KbM
munpodrokcarH. Mma cho0UIeHns 3a Ma3sMHI-MCnrpana PE3NCTEHTHOCT m@ﬁﬁa@
(NI-resH. AN
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Crnexkmbubp Ha aHmubaxmepuania aKMusHOCH:

ClieTHATE TPaHATHA CTOMHOCTH pa3felaT JyBCTBHTE/IHHTE IIaMOBE OT IaMOBETC ¢ yMCPeHd

YYBCTBHTEJIHOCT H MOCIEOTHHUTE OT PE3NCTEHTHHTC maMOBC.

Hpenopvku na EUCAST

MuKpoOpraHu3IbM HyBCTBHTEJIEH PesucTenTeH
Enterobacteria S <0,5 mg/L R>1mg/L
Pseudomonas S <0,5 mg/L R>1mg/L
Acinetobacter S <1 mg/L R > 1 mg/L
Staphylococcus spp.. S <1mg/L R > 1 mg/L
Haemophilus influenzae u S <0,5 mg/L. R>0,5mg/L
Moraxella catarrhalis
Neisseria gonorrhoeae S <0,03 mg/L R > 0,06 mg/L
Neisseria meningitides 80,03 mg/L R > 0,06 mg/L
['panuusay CTOHHOCTH, S <0,5 mg/L R>1mg/L
HECBBP3aHU C OTIPEIENCH
Bup *

l Staphylococcus spp. — TPaHAIHUTES CTOMHOCTH 32 nUIpohIOKCAMH Ca CBBP3aHH C

Tepanusa ¢ BUCOKU AO3H.

¥ ['paHrYHUTE CTOMHOCTH, KOMTO HE Ca CBLp3aHh C onpeieNicH BHX, Ca ONPENCNICHH
ocHOBHO Ha 6aza namnuTe 3a PK/PD m ca He3aBUCHMH OT pasnpeneiesdero Ha MUK 3a
ornenanTe mamose. CleABa fa ce M3MO3BAT CaMO 3a IIAMOBE, 32 KOUTO HAMA OTNPEHCIICHA
WHAMBHAYATHA PAHUYHA CTOHHOCT, HO HE H 3a [aMOBE, IIPH KOATO HE ce IpenophuBa
H3cieIBaHe Ha YyBCTBHTEIHOCTTA.

PasmpocTpaHeHHETO Ha MPHAOOUTATA PESHCTCHTHOCT MOXE lid BapHpa CLOpe/ reorpad)ckoTo
pa3oNOKEHHE H BEB BPEMETO 32 ONPE/ICNCHA BHIOBE MUKPOOPTAaHU3MH H € JKEJAaTeIHO Jia Ce
H3OOM3BAT MECTHH [AHHHM 33 PE3UCTEHTHOCTTa, OCODEHO, KOraTo ce NeKXyBal TEKKHU
uHOEKIMH. AKO € HEOOXOIHMO, Tpsi6Ba @ C& MOTBPCH EKCIEPTHO CTAHOBHINE B CIIy4yaute,
KOTraTo DAa3NPOCTPAHEHHETO Ha JIOKAHATa PE3UCTCHTHOCT € TaKdba, gye ce [10CTaBg MO
BBIIPOC MIPHIOKKMOCTTa Ha CPEACTBOTO 38 MOHE HAKOH THIOBC UH(EKITHY.

T'pynupase Ha PeneBaHTHUTE BHAOBE MUKPOOPraHM3Mi b 3aBUCHMOCT OT 4YBCTBUTCJIHOCTA
AM KBM Iunpodokcanus (3a Sirepfococcus Spp. BK. TOUKA 4.4)

CTAHIAPTHO YYBCTBUTEJHA MUKPOOPTAHUIMH

AepobHH rpaM-NoJOKUTEIHY MHKPOOPraHu3MH
Bacillus anthracis (1)

AepoGHu [ paM-OTpHIIATETHE MAKPOOPTaHH3MH
Aeromonas sSpp.

Brucella spp.

Citrobacter koseri

Francisella tularensis

Haemophilus ducreyi

Haemophilius influenzae™

Legionella spp.

Moraxella catarrhalis™

Neisseria meningitidis

Pasteurella spp.

Salmonella spp.*
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Shigella spp.*
Vibrio spp.
Yersinia pestis

AnaepoOHU MUKPOOPraHM3MU
Mobiluncus

Jpyru MUKpOOPTraHH3MHU
Chlamydia trachomatis (3)
Chlamydia pneumoniae ($)
Mycoplasma hominis ($)
Mycoplasma pneumoniae ($)

MHUKPOOPTAHNU3IMHA, TPH KOHUTO IIPHIOBHTATA PE3SUCTEHTHOCT
MOXE JA E IIPOBJIEM

Aepobrn [paM-TI0J0XHTEIHH MHKPOOPTaHH3MH
Enterococcus faecalis (3)
Staphylococcus spp. (2)

Aepobun ['pamM-0TpHLIATEHE MEKPOOPTaHU3MH
| Acinetobacter baumannii+
Burkholderia cepacia+*
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™

AnaepoOHU MUKPOOPraHU3MH
Peptostreptococcus spp.
Propionibacterium acnes

TOKA3AHO PESUCTEHTHHU MUKPOOPTAHN3MH

Aepobru I'pam-nonoXuTeTHE MEKPOOPranu3Mu
Actinomyces

Enteroccus faecium

Listeria monocytogenes

AepoOuu ['paM-OTPHIIATSIHY MHEKPOOPTaHH3IMH
Stenotrophomonas maltophilia

AHaepoOHH MHKPOOPraHU3MH
C usrrioyeHue Ha Hanucanume no 20pe

Tpyr# MUKpOOPraHAu3MH
Mycoplasma
Ureaplasma urealitycum

* Knuuuuhata edHKACHOCT € JoKa3zaHa 3a YyBCTBUTEIHHTIC H30741H rpu|
KAWHUYHHE TTIOKA3aHUS

. "
-

o “ d
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+ YecToTa HA Pe3sHCTEHTHOCT > 50 % B €iHA MM [IOBEHC cTpauu-4ieHKH Ha EC

($): EcrecTBeHa MEXAHHHA TYBCTBHTEIIHOCT IIPH OTCHCTBHE Ha IpUIOOHTH MEXaHu3MH Ha
PE3UCTEHTHOCT

(1): TIpoyuBaumuaTa ca MPOBEACHH IPH EKCIICPHMCHTAIHO [IpeNU3BUKAHN UHQEKUNY TTPH
KMBOTHH 4Upe3 HHXAIHpaHe Ha CIIOPH Ha Bacillus anthracis; Te3u npoy4BaHUs OKa3Bar, 4e
2 ATIOYBAHETO HA AHRTHOMOTHUIHOTO JIYeHHE CKOPO ClIE eKCIO3HINATA IPEAa3sa OT nossata
na 3a00/4BAHETO, aKO JEYEHHETO € OWI0 HACOYEHO KBbM HaMaliABaHE 6pos Ha CIIOPUTE B
opraHu3Ma mox wHdexmmosHata 103a. lpemoprIBaHOTO HINOM3BAHE HPH X0Opa c€ OCHOBABA
IpeqUMHO Ha in Vifro YyBCTBUTEIHOCTTA M HA CKCNCPHMCHTATHHUTC JAHHU HpH XUBOTHH
3aeHO ¢ OTPaHHYeHHTe NaHHU NpH Xopa. lipreMa ce, 1e 1pH BR3PacTHA IBYMECEeHHHUAT KypcC
Ha JIeueHHEe C NepopaneH HUIpodiokcayH B 1034 500 mg ABa NBTH Ha JEH € e(PUKACEH 32
Npe/a3BaHe OT aHTPaKCHA HHQEKIMS TPH Xopa. Jlexysamute Jlekapu TpsOBa 1a HAMPABAT
CTIPABKA ¢ HAKOHATHUTE H/MIN MEXAYHAPORHHTE KOHCCHCYCHH AOKYMEH I 10 OTHOILEHHUE
NeYeHNEeTO Ha aHTPaKC. |

(2): MeTHIUIMH-PE3UCTEHTHAAT OS. Qureus MHOro HeCTo eKCcrpecupa €JHOBPEMEHHA
PE3UCTCHTHOCT KBM (MTYOPOXHHONIOHH. UecToTaTa Ha PE3MCTEHTHOCT KBM MCTHIHIHH €
okono 20 nmo 50 % cpen BCUMKH BHAOBE CTAQUIOKOKA H € OOMKHOBEHO [O-BHCOKa IMPH
HO30KOMHATHHTE H30JIaTH.

5.2 (GapMaKOKHHETHYHM CBOHCTBA

Abcopbyus
Cren mepopalHO MPHIOKEHWE HAa €AHOKpaTHH I03d O1 250 mg, 500 mg un 750 mg

MUIPOQIOKCAIH TabNeTKH, WMIPOPIOKCALHH CE aGcopbupa OBp30 U €KCTCH3HBHO B rOJIAMa
cTeleH OCHOBHO B THHKOTO HEPBO, KATO JOCTHIA MAKCHUMATHY CePYyMHU KOHUCHTPALMH cien
1-2 gaca.

FEnHoxpaTHHUTE 03H B HHTCPBAJA 100-750 mg BOAAT IO 3aBHCHMM OT A03aTa MAKCHMAaJIHH
cepyMHH KoHUeHTpaiu (Cmax) MexXny 0.56 u 3.7 mg/l.. CepyMHHTE KOHUICHTPAUUU
HapacTBaT NPOIIOPIIMOHANHO ¢ AO3UTE HO 1000 mg. AGcomoTHaTa OMOHANUYIHOCT € OKOJIO
70—80%.

VY eTaROBEHO €, Y€ J03a oT 500 mg, npueMaHa NEPOparHo Ha BCCKH 12 yaca, BOIH JIO TUIOII
noj Xpupara cepymHa xornenTpauusy/speme (AUC), eKBUBAICHTHA HA TA3H, IOIyHCHA CICA
naTpaseHo3Hd HHQy3us Ha 400 mg nunpodroxcanud 3a 60 MUHYTH Ha BCCKH 12 gaca.

Paznpegenerue

Cpbp3BaHeTO Ha LUNPOQIOKCAUHH ¢ TIAMCHHIC NPOTEWHH € HHCKO (20-30%).
Llunpodokcay ce HaMHupa B niasMaTa OCHOBHO B HeffoHu3upaHa ¢opma M UMaA IOJLIM
cTaroHapeH ofeM Ha PpasnpeleieHuC OT 2-3 L/kg TenmecHo Tersio. [IHNMpoQIOKCAlHH
NOCTHra BUCOKM KOHLEHTpaldK B PasIUYHU TBKAHK Kalo denus Apod (enuTeiHa TCHHOCT,
aTBeONIapHM  Makpodard, OHOTICHTHA THhKaH), CHHYCHTE, BB3NAINTEIHHTC OrHHIIA
(Be3UKYyJNapHa TEYHOCT OT KaHTapUAKuC) M YpOTeHMTaIHuA TPAKT (ypuHa, IIPOCTATA,
SHIOMETPHUYM), KBAETO C€ JIOCTHTAT OOIIH KOHICHTPAIA, HaIBHIIIABAIIY TE3H B IjIa3Mara.

Memaboausvm

VeTAaHOBEHH ¢a HUCKH KOHIUEHTpAaNUU Ha YCTHPH MeTaboNdTa, KOUTO ¢a HMICHTUQUINPAHH

xato:  gesetunennmnpodiokcars (M 1), cyndouunpodross ane ad;fmxh 2),

oxconunpodiokcauuH (M 3) ¢ bopmunuunpopnoxcamud (M 4). / A abg -

aHTHUMUKpOOHA aKTHBHOCT in-Vifro, HO no-cnada B CpaBHEHHUE ¢ U3XOAL ojoxﬁ HECTRO.

i e, a6 mHTpOoKCAIK € yWeper mKuGTOp Ha CYP 450 1420 BaRNTE]
o Lttt TN
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[unpodoKcald ¢¢ eKCKpeTHpa J0 rojisma CrereH HEepOMCHEH Ipe3 6LOpeunTe U B NO-

MaJika cTeneH ¢ dexamante. CepyMHUAT ENMMHAHAIMOHEH TONTY>KHBOT MIPH JIANA ¢ HOpMaiHa
6n0peusa GpyHKIH € NPUONH3HTEIHO 4-7 Yaca.

Exckpeunsi Ha uHnpodaokcanns (% oT 103aTAa)

Ilepopajino NPUJIOKEHHE
YpuHa Deuec
[lunpodroxcanun 44.7 25.0
MeTtatomatu (M1-M4) 11.3 7.5

BuopeunnaT kmupbHe e Mexxay 180-300 mL/kg/h, a oOmmAT TeneceH KIHPBHC © MEKIY 480-
600 mL/kg/h. Llumpoduiokcatvl ce¢ Ioalara KakTo Ha IOMEpyIHa dunTpanys, TaKa ¥ Ha
TyGymapea cexpenus. Texkure HapylleHus Ha OpOpedHata GYHKOHST BOAAT N0 YIOBIIKCH
NONYXHBOT Ha uunpodnoxcanun no 12 yaca.

W3pbH6B0PEedHUST KIHPBHC Ha LHNPOQIOKCAUHMH Ce OCBHINECTBABA OCHOBHO Hpe3 dKTHBHA
ceKkpelys B 4epsaTa i MeTabonusupate. 1 % oT 103aTa €& €KCKPETHDA IPE3 HIIBAHMA LBT. B
YKThUKATa LIUIPO(IOKCALIMH € BhB BUCOKM KOHIICHTPAHH.

[leduampuunu nayuesmu

JlaHEHTE OTHOCHO (JApMaKOKMHETHKATA PH [IeUATPHIHN NAHCHTH €4 OTPAaHNHCHH.

[Ipu opoyusane npu feua Cmax u AUC He ca 3aBHCelI OT Bb3pacTTa (Haj CRHOTOAMIIHA
pp3pacT). He e HaOmonapaHO 3HAYMMO MOBHINABAHEC Ha Cmax u AUC cieq MHOTOKPATHO
npunarase (10 mg/kg Tpy OBTH Ha JCH).

[lprr 10 mema ¢ Texnbk cermcue Cmax ¢ Omia 6.1 mg/L. (unrepsan 4.,6-8.3 mg/L) cnen
enHOYacoBa HHTpaBeHo3Ha uHy3us Ha jo3a 10 mg/kg npu Ael@ Ha BR3PACT IO/ 1 ronuHa B
cpasHenue ¢ 7.2 mg/L (unTepsan 4.7-11.8 mg/L) TIpH felia Ha BB3pacT MEXAy 1| ¥ 5 TOIMHH.
Crotimoctute Ha AUC 32 CHOTBETHHTE BBL3PACTOBM IPYNH ¢a OHIH CHOTBETHO 17.4 mg*h/L
(unrepsant 11.8-32.0 mg*W/L) m 16.5 mg*h/L (urTepsan 11.0-23.8 mg*h/L).

Tean CTONMHOCTH ca4 B IPAHHIMTE HA CHOOLIABAHUTE IIPH BBIPACTHH IpU NpUIAraHe
TeparieBTHYHH f03H. Ha 0a3a Ha MOMyNaUNMOHHNA (hapMaKOKHHETHUCH aHANN3 TIpH
neAuaTpPUYHY NALMEHTH ¢ Pa3THYHNA HHQEKIHH, IIPOTHOZHUAT CPEACH [ONY>XKBBOT TIPY ACLia €
oKkoJo 4-3 yaca, a GHOHAIMYHOCTTA Ha NepopajiHaTa CyCIICH3N Bapkpa OT 50 mo 80%.

3.3 MpenximHUYHE JAHHH 32 6€30NaCHOCT

Hex TMHEHYHATE DAHHA HE MOKa3BaT ocoGeH pHcK 3a xopaTa Ha 0a3a Ha KOHBEHIUMOHAHUTC
MAHTBAHAS 33 TOKCHYHOCT NPH €OHOKPATHO IpUmaraHe, TOKCHIHOCT TIPH MHOTOKpatHO
ApUNTAraHe, KAHIEPOreHeH NOTEeHIHAN WK PENPOAYKTHBHA TOKCHIHOCT. |

[MomoGHO Ha MHOTO APYI# XHHOJIOHH, UHTIPODIOKCAUMH ¢ GOTOTOKCHYCH MPH XHUBOTHH IIDH
KIHHAYHO peeBAHTHH HUBA Ha CKCIIO3ULIHS. JHaguute 34
hOTOMYTAreHHOCT/(POTOKAHIEPOTEHHOCT 0T CKCICPHMCHTH IIpH ’KUBOTHH MoOKa3BaT cnad
doTomyTareHern uny¥ QGOTOTYMOPOreHEH edeKT Ha LUIpodrIOKCAUUH in-vilro. To3u edext €
CBITOCTAZBUM ¢ TO3M HA JPYTH TMPa3HKU HHXHOHTOPH.

TTOROCUMOCT O OMHOWEHUE HA casUme.

KakTo € cbOGIIEHO W 3a OPYTH THPAsHH HHXMOUTODH, UHIPOQIOKCAUMH TpHHHHABA
yBpeXaHe HA TONEMUTE HOCELI¥ CTABH NPH XXHBOTHH C HE3aBLPUICH pacTex. CTelenTa Ha
yBpekKJaHe Ha Xpyllsia Bapupa CIOped BB3pACTTA, 'KUBOTHHCKHA BHI W J103aTa;
yBPEXKIAHETO MOXKE /18 C€ HAMAaITH, 8KO CTABUTE HE CC HATOBApBaT. [TpoyuBappsTa TDHIRCIN
KUBOTHH (ITBXOBE, Ky4eTa) He [TOKa3BaT JaHHU 33 YBPEXKIAHC Ha XPYyH ”.H C
npoy4saHe Ip¥ MJaAH Kydera OT [Opoja OMAIBIL nunpodIoKCanuH//e 3t Q. Te 2
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MPOMEHH B CTABHTE IIpH NPUJIaraHe Ha TEPANEBTUYHH [NO3U B NPOALIDKCHUE HA 2 CeOMUIIA,
KOHTO BCe oMIe ce HabmonaBar | Clen 5 Mecena,

6. OAPMAIEBTUYHHU JTAHHU
6.1 Coucbx Ha IOMOIIHHTE BEIIEeCTBA
JlaxT03a MOHOXHIPAT

HaTtpueB HUUIECTEH IMIOKONaT

MaHuTON

[{enyno3a, MUKpOKpHCTATIHA

CHIHIMEB THOKCHI, KOJIOHIeH, 0€3BOICH
Tank

Maruesues cTeapar

dunmopo noxputue /Opadry E104, E131/

6.2 HecbBMECTHMOCTH
He ¢a u3BeCTHH.

6.3 Cpox Ha rogHoOCT
3 roAMHH OT Jarara Ha NPOH3BOACTRBO.

6.4 Crneumajgsu ycJ10oBHS HA CbXPaHECHHE
[Tpu Temmepatypa nog 25°C.
Jla ce chXpaHsaBa Ha MACTO, HEAOCTHIIHO 32 Jelal

6.5 Jlanuy 3a oNaKOBKAaTAa
ITo 10 6pos puaMupany TabJeTKH B OJIHCTEP.
[lo 1 6nucTep B KapTOHEHA KYTHA 38€JHO C THCTOBKA.

6.6 CrneuuajHd MEPKH NpH yriorpeda
Hsama crieniiaiay H3HCKBaHUA.

7. MPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA
"Axtasuc" EAJ],

yi1. “Atafac Jykos” Ne 29

1407, Cogus, benrapus

Ten. ++359 2 9321762; ++359 2 9321771

8. HOMEP(A) HA PASPEHIEHHAETO 3A YIIOTPEBA

9.  JIATA HA ITbPBO PA3PEIIABAHE/MIOJHOBSIBAHE HA
PAIPEHIEHHETO 3A YIIOTPEBA

08.06.2000

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
Texemppu 2008
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