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1. HME HA JIJEKAPCTBEHHS IIPOAYKT LT 06 [}7 2{]22 é

Hunpodnoxeaun Axraeuc 500 mg dunMupans TaGneTKH
Ciprofloxacin Actavis 500 mg film-coated tablets
2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Bceska punmupana Tabnerka cpabpka 500 mg uunpodnokcaunH (ciprofloxacin), karo
UHMIpodIOKCALIHOB XHAPOXAOPHL,.

TIOMOUIHO BEIIECTRO € AKTMBHO JCHCTBHE:
Bcesika TabneTka chIbprka 30 mg naKkTo3a MOHOXHAPAT.

3a NBIHHA CIHCHK HA NOMOLIHHTE BEUIECTRA BHKTe TouKa 0.1,

3. JEKAPCTBEHA ®OPMA
dunmMapaHa Tabnerka
Kpbrin, 1BoHHOH3NBKHATH, GUIMUpaHH TabNeTKH C 4epTa OT €AHATA CTPAHA, ChC CBETIO3E/EH [BAT.

Ta6neTkara Moxe Aa 6be pasfieNieHa Ha ABe PABHH HO3H.

4. KJIMHAYHH JAHHHA
41 TepaneBTHYHH IOKAZAHHST

dunmupannte Tabnetky Hunpodnokcaunn AKTaBHC ca NpeHasHAYEHH 32 JICUEHHE Ha CIeAHHTE
HHGekunH (Bxk. Touka 4.4 u 5.1). [Ipean 3anoupane Ha TeueHHETO € HEOOXOIHMO J1a ce oObpHe
ClIeLHaIHO BHUMaHHE Ha HaMMYHATA HHpOPMaLHA 33 Pe3HCTEHTHOCT KM LMIPOGUIOKCAlIMH, KaTo
TpabBa Aa ce HMa MpeJBUA OGHIMATHOTO PEKOROACTRO 33 MOAXOALIO M3N0I3BAHE HA
aHTHOAKTEpHAHY CPeICcTEa.

Brapacmnu
a HH(ekIHH Ha TONHUTE IHXATeJHE MBTHILA, TPHYKHEHH 0T ' paM-oTpULIaTeNHH GakTepHu:
- 0oBocTpaHE Ha XpOHHYHA 0OCTPyKTHBHa Senofpo6Ha Gonect. ITpn oGocTpsaHe Ha XPOHHYHA
obcTpykTHBHA GenoapobHa Gonect Lunpodinokcarl AkTaBuc TpaGea fa ¢e H3NOI3Ba CaAMO
KOTATO C€ CYHTA 33 HEeMoAXoAMa yroTpedara Ha Npyry aHTHOAKTepHAHHA cpelcTRa, KOUTO
06HYaHHO Ce NPeNOPHYBAT 3a JEYESHUE HA TE3H HHOEKIHH.
- GPOHXOMYIMOHATHH HH(EKIN FPH MyKOBHCIMAO3a WITH nipH OpoHXRexTazHa Gonect;

- NHEBMOHHL.

. XpoHWYEH CYNYpaTHEEH OTHT HA CPEAHOTO YXO.

. Exzanepbaiig Ha XpoHHYeH CHHYHT, 0c0OeHO aKo e TIPHUAHEH oT ['paM-oTpuuareiiu
DaKTepHH. . '

e - Hndexnuu Ha MHKOYHHTE THTHINA:

- Heycnoxsen ocTep UHCTHT. [Ipu HeycnoxHer ocTsp unctat Lipmpodinokcaiyn AKT

aHTHOAKTEPHATHH CPEACTBA, KOHTO 06HYaiiHO ce MPENopBYBAT 3a JIeUcHHE
HH(EKTIMH,

- Octbp nuenonedpur.

- VcnoxuneHn MHGEKIN HA NHKOYHHTE MBTHIIE.
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- bakTtepHaneH MpoCTaTHT;

. Hudexn Ha reHUTATHAS TPAKT:
- T'OHOKOKOB ypETPHT ¥ LiepBHMIMT, NPHYHHEHH OT 9yBCTBHTENHA Neissetia gonorrhoeae |

= OpxnenMAMIHMHAT, BKIIOYHTEIHO clydan, IpHunHeHn ot Neisseria gonorrhoeae.
- BmananurenHno 3afondpaHe Ha Ta30BHTE OpTaHH, IPHYMHEHO 0T Neisseria gonorrhoeae.
IIpu no-ropHATe BHGEKLMU HA TEHUTANTHIA TPaKT, IOPH KOTATO ¢ H3BECTHO, Y€ ca
npuarHeHH ot Neisseria gonorrhoeae, € 0co6eno BaxHO Ja ce NPOBEPH HaNudHe Ha
PE3UCTEHTHOCT KbM LIMIPO(IOKCALMHE H Ja C& [IOTBBbPAH 1yECTBHTEIHOCTTA BB3 OCHOBA
Ha naopaTopHO HCNEARAHE.
Hudexunu Ba cTOMAMHO-4peBHUA TPAKT (T.H. Ruapud Ha DBTEMECTBEHAIHTE).
HHTpaabpomuHanuy HHGeKIAA.
HHbexuuyn Ha KoXaTa ¥ MEKHTE THKAHK, MPHIAHEHU OT ['paM-0TpHIATENHH §aKTepuu.

* ManHrHeH BbHUIEH OTHT.
Hndexmnu Ha KOCTHTE H CTaBUTE.
[podunakTrka Ha MHPEKIMK [PH TALHEHTH ¢ HeyTponerns. Lunpodokcalyy Mosxe 1a ce
H3II0NI3Ba TIPH JIRUEHHETO Ha HEYTPOIIeHHMHH NALHEeHTH ¢ TOBHIIEHA TEMIIEPATYPA, KOTATO cé
TIpeanoyara, Ye NpUYMHATA € 6AKTEpHATHA HHEKINA.
IpodunakTika Ha HHBa3MBHH HHMEKIWH, NPAMAHEHE 0T Neisseria meningitidis.
HuxanatopeH anTpake (npoduakTHEA Clie]] EKCIIO3ULUA U IeUeHHe).

Heya u wonowy :

. BponxonynMoHanHu HHGEKUKK, TPHIHHEHR OT Pseudomonas aeruginosa ipH NaLUEHTH C
MYKORHCHHAQ3A.
YcnoxHeHH BHGEKHHUH Ha THKOYHHTE METHILA H OCTHP NHenoHedpHT.
HuxanatopeH agTparc (IpoQuIakTHKa criell eKCIIO3UUHA U IeUeHHe).

Hunpogpnokcaliui Moxe 1a ce H3MoN3Ba 3a JieueHHe Ha T€XKH MHQEKIHY [IpH Jela i FOHOLIH, KOraTo
ce CUHTAa, Ue ToBa € HEOOXO0INMO.

JleuendeTo TpAGBa 2 ce IPOBEKIA CaMO OT JIEKAPH C OMHT B JIEUEHHETO HA MYKOBHCIIM032 M/HMITH
Tk HHPEeKIMH TIPH Aela | 0HOIH (BXK. Touka 4.4 u 5.1).

4.2 To3upoBKa ¥ HA“MA HA NpHIOAKEHHE

O3HPOBKA
Jo3HpoBKaTa ce ONpefeNs OT NOKa3aHueTo, TEKECTTa Ha 3200/ 9BaHeTo, MACTOTO Ha HHAEKIHATA,
BH/Ia HA IPHYHHKATENS, YyBCTBUTEIHOCTTA My KbM HHNpodiiokcanuy, 6s6peunara GyHknua Ha
NALHUEHTA, KAKTO H OT TENECHOTO TEIMIO TIPH JILA ¥ FOHOLOH.

HpO,El’bH}KHTEJIHOC'ITa Ha JISYEHHETO 34BNCH OT TEXKECTTa Ha ZKGOJTHBE!HCTO OT KIMHHYHAaTa KApTHHA H
RAHHHTE OT GaKTepPTOHOI‘H‘-IHOTO H3CNHCABAHE,

HedgenneTo ha MADEKIHNY, IPHYUHEHY OT ONpegneHn GakTepHH (Hanp. Pseudomonas aeruginosa,
Acinefobacter unu Staphylococcus) MoXe a W3HCKBa IPUJTATANE Ha N0-BHCOKH J03K
UNpodIoKCaAlHH H €IHOBPEMEHHO NIpHaraHe ¢ APYFH HOAXOMAAMM aHTHOAKTEPHATTHH CpeACTRA.

Jleuenneto Ha HAKOM uHbeKIHH (Hanp. Bp3NATHTENHO 3a60/ABaHe Ha TA30BHTE OPraHy,
HHTpaabaoMHHATHY NHeKIHH, HH(eKIHY Npy NaLAEHTH ¢ HEYTPONIEHHA W HHGEKIHH Ha KOCTHTE 0
CTABHTE) MOXE [[a H3HCKBA EAHOBPEMCHHO MpHIArade Ha ApyTH no,uxo)lalun aHTUGaKTEpHAItHY
cpeacTBA B 3aBUCHMOCT OT MaTOrEHA.
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Bwapacmuu

ITokazanng

JHeBHa J03a B Mg

O61a IpogbKUTENHOCT Ha
NeUeHHETO ([IOTEHHHAIHO
BKTIOYBAILD HAYATHO
[NAPEHTEPATHO JIeYeHHE ¢

nUIpogRoKcaumH)
HHexuuy Ha OMHATE TUXaTeNHH TETHIZ 500 mg 2 nbTH 7 mo 14 nun
. JHEBHO Ao 750 mg
2 I'bTH BHEBRHO
Hnudekuus Ha Octpo 060ocTpAHE HA 500 mg 2 meTH 7 00 14 nun
TOPHUTE AMXATENHHE | XPOHHYCH CHHYMT AHesHO Ao 750 mg
NbTHILR 2 IETH JHERHO
XpoHUYEH CYMyPATHEEH 500 mg 2 weTH 7 ao 14 aun

OTHT Ha CPSIHOTO YXO

AHeRHO 7o 750 mg
2 OBTH AHEEHO

Manursen BLHIIEH OTHT

750 mg 2 neTH

28 muu no 3 Mecela

JHEBHO
HUndexnun na HeycnoxnaeH octbp unett | 250 mg 2 metu 3 aum
NHKOYHUTE THTHILA JHeBno Ao 500 mg

2 TBETH JHERHO

TIpu >xeHH B IpeMeHOIIay3a MOKE. 1a ¢¢ H3T0MT38a
500 mg enHOKpaTHa AO3a

YCRoKHEH WHCTHT, OCThHp 500 mg 2 weT! 7T AHH

nHeToHePpUT IHEBHO

Venoxaen nuenoHedput 500 mg 2 meTH MHHHEMYM 10 qHH, MOKE Ha
anesuo 1o 750 mg | GbAe NpOaLIIKEHO A0

2 OBTH THERHO

noseye oT 21 AHM B
OfpeJeNeH: CITywan (Hamp.
abcuecn)

BakTepyanes NpocTariHT 500 mg 2 meTH 2-4 ceamuim (ocTER) A0 4-6
JHEBHO A0 750 mg | ceamuuy (XpoHuHER)
2 IBTH THEBHO _
Hndexnny Ha T"OHOKOKOB YPeTpHT H 500 mg xaTo 1 nen (emHOKpaTHa 103a)
TEHHTAIHUS TPAKT | LEPBHLUT, IPHUMHEHH OT | €AHOKPATHA 1032 :

YyBCTBUTENHA Neisseria
onorrhoeae

’

OpxrAenuAnIHEMAT H
BBL3MATHTETHA
3ab0NABaHMA HA TA30BUTE
OpPraHH, BKIKYHTEIHO
cnyvau, PHURHEAR OT
HyBCTBMTENHA Neisseria
gonorrhoeae

500 mg 2 neTH
JHEBHO 10 750 mg
2 I'BTH BHEEHO

Hafi-Manko 14 aan

.

Huadexmuu Ha
CTOMAIUHO-1PCBANA
TpaKT H HATpa-
abogoMHHATHH
unbeKIMH

Jinapus, npuunHeHa ot
Gaktepu, BI. Shigella
Spp., pasnuueu ot Shigella
dysenteriae Tan 1 ¢
EMTIHPUMHO JIGHEHHE HA
AHAPHA HA
IbTEIECTBEHHIHTE

500 mg 2 neTH
JHEBHO

1 nen

Huapus, npuauHeHa o1
Shigella dysenterige Tan 1

500 mg 2 neTH
JHEBHO
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npudHHeHn ot ['paM-oTpunatensy 6akTepHu

JAHeRHO A0 750 mg
2 II'BTH JHEBHO

Juapns, npravHeHa oT 500 mg 2 meTH 3 gunE
Vibrio cholerae JHEBHO
Tudougna Tpecka 500 mg 2 reTH 7 aHM
AHCRHO

HnaTpaabroMHHaTHI 500 mg 2 nbTH 5 #o 14 nHu
MHbEKUHH, TPHYHHERN OT | AHEeBHO A0 750 mg
I'paM-oTpHUIATETHH 2 MBTH JHEBHO
Oaxrepun _ :

HudekIHN Ha KQXXATA H MEKHTE THKAHH, 500 mg 2 neTH 7 mo 14 gun

HupekMK Ha KOCTHTE H CTABUTE

500 mg 2 npTH

MAKCHMANHO 3 Mecera

TEMIEPATYpa, KOTaTo Ce Mpeanoiara, 4e
MpHYHHATA ¢ DaKkTepuamia HHpeKIuA.
Hunpodnokcanun Tpa6ea 1a ce KOMOHHEpa ¢
Jpyry TOAXORAIH AHTHOAKTEPUATTHY CPEICTBA B
CBOTBETCTBHE ¢ OPHLUHANIHOTO PHKOBOJICTRO,

2 IBTH XHEBHO

AHEBHO A0 750 mg

2 IBTH JTHERHO
Jleuenne wnu npodMakTHKA Ha HHOEKIAM TIPA 500 mg 2 mpTH JleuenueTo Tpabra na
NAUEeHTH ¢ TeXKa HEYTPOIIeHHA M ¢ IOBHILICHZ JHeBHO K0 750 mg | OpOOb/DKY Mpes Nenus

OEPHOA HA HEYTPONEHHATA

JieYeHHe Ha NTHIA, KOUTO MOraT Ja ce NCKYBAaT

upe3 IEPOPAIHO NpHNOKEHHE, KOraTo e
KIHHWYHC NoKasado. [Ipunaraneto ya

BbL3MOMKHO TIO-CKOPO €€ TON03IHPAH HIIH
IMOTBEPJAEH KOHTAKT.

JNCKAPCTBOTO TpHGBa JAa 3aIoMHe KOIKoTO e

IMpodmnaxTura Ha HHRAIMBHYN WAdeKDMY ¢ 5300 mg xaro 1 Aen (eaHOKPATHA KO3A)
Neisseria meningitidis ' €HOKpaTHa A03a

HuxanatopeH anTpakc — 3a BTOpHIHA 500 mg 2 neTH 60 neHa cnen
npoduIaKEnka ciefl eKCNO3HMMUA, KakTo | 3a, JHEBHO NOTBBPXKJABAHE HA

eKcIIosnimd Ha Bacillus
anthracis

Hedummpuuna nonyrayus

00112 IpoABIKHTETHOCT HA
NeueHUeTo (TIOTEHIMAIIAO

THTHING Y OCTHP NueNnoHehpuT

2 'RTH JHEBHO OD

20 mg/kg TesecHO Terno
2 IBbTH JHERHO JI0
MaxcHMyM 750 mg Ha
Jo3a.

[Toxazanua JHeRHa J03a B mg BKJIFOYBAILO HAYATTHO
HapeHTepaiHO JIeYSHHE C
IHTPOGUIOKCANIIE)
MyKoRHCIH1034 20 mg/kg TeaecHo Terno 10 o 14 nun
2 I'BTH JHEBHO 10
MakcHMyM 750 mg Ha
J103a.
YenoKHeHH HHKITAN HA TTHKOYHUTE 10 mg/kg Tenecro terno | 10 no 21 aam

HMuxanaTopeH aHTpaKc — 38 BTOpHYHA
npodHIaKTHKA Clie]l EKCTIOZHIMA, KAKTO H
3a JIeUEHHE Ha T3, KOMTO MOTAT Jia Ce
JieKyBaT Upe3 NepopanHo NPHIMKEHHE,
KOTaTo € KINHAYHO NOKA3aHo.
HpunaraseTto Ha JekapcTBOTO TpAORa Na

10 mg/kg TenecHo Terno
2 TBTH AHEBHO 10

15 mg/kg TenecHo Terno
2 TBTH AHEBHO JI0
MaxcumMyM 500 mg Ha
J03a.

60 aena caexn

TIOTBBPAEABaH
eKCIIO3HUIL
anthracis
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3ano4HE KOMKOTO € Bb3MOKHO NI0-CKOpo
Clie] NOAO3HPaH HH NOTELPASH KOHTaKT.

Hpyru Texks audexuny 20 mg/kg TenecHo Ternmo | B 3aBRCHMOCT OT Bifa Ha
2 opTH HERHO 0 HH(pEKIANTE
MakcHMyM 750 mg Ha
1034,

Hlanuenmu & cmapueckdg svapacm
Jlo3ara ce onpeaens cnope TeKeCTTa HA HHPEKUUATA 0 KPeaTHHMHOBMA KIHPHHC Ha DalHeHTa.

Bvbpeuro yepescdane
TpermoppanTe/Hd HA4aNHH B TOAABPIKALH JO3K NPy MAHEHTH ¢ HapyieHa Or0peina DyHKIA:

KpeaTunaHoB kaHpBHC Cepymen kpeaTinun  Ilepopanna xoza [mg]

[mimin/1,73 m?) [pmolA]

>60 <124 Bixre obuyalinure nosn

30— 60 124 no 168 250 — 500 mg na Bceku 12 h

<30 > 169 250 — 500 mg na Bceku 24 h

ITanmenTn Ha XeMonMATH2a > 169 250 - 500 mg Ha BCekM 24 h
(cnen puanwvsa)

HauneHTH HA MepUTOHEaTHA > 169 250 — 500 mg wa Bcexu 24 h

JHanHu3a ‘

Heprodpobro vepescoane :
He ce nanara kopurupade Ha fo3aTa IpH NAUMEHTH ¢ YBpEdeHa YepHOIpaCHa PyHKIuS.

HsMa naHHH OT KIHHMYHE Ipoy4YBaHuA 3a HeoOxoauMara A03UpOBKa OpH Jela H NoJpacTBaUIH ¢
yBpeaeHa On0peuna u/unn 4epHonpobHa GyHKLINA.

Hauun Ha SpHNIoKeHHE ‘

TabnerxiTe ce npueMar Ge3 Ja ce IbBYAT ¢ IOBEYE TEYHOCT, HE3aBHCHUMO OT TIPHEMA Ha XpaHa. AKo
ce MpHeMaT Ha IIpa3eH CTOMax, akTHRHOTO BEIECTBO <& pesopdupa mo-Gup3o. TabneTkute
uxnpodgaokcalua He TpAGBa [1a ce NIPHEMAT ¢ MIISTHH NPOAYKTH (HANp. OPACHO MIIAKO, KHCENO
MJISIKO) MK 000raTeHH ¢ MEHEpPAH TIOZOBH COKOBe (HAamp. 00OTaTeH ¢ Kalluil MOPTOKANIOB COK)
(B3xk. Touka 4.5),

Ilpu Texxu cydad HIH B cyvaii, 4 nauUeHTET HE MOXe Ja noribia Ta0NeTKH (Hanp. opu
NanueHTH HA NapeHTEPATHO xpaHeHe) Ce NMpENnopbYBa TepannATa Ja 3arnoyHe ¢ HHTPaBeHO3HO
IPUNOKEHHE Ha qUnpodiIoKCAllHH B KOTATO © Bb3MOXKHO [12 IPOIBIHCH IEPOPAITHO.

Axo Onle NpolycHaTa A0%a, T4 TpA6Ba 1a ObIe NpHeTa N0 BCAKO BpeMe, HO He NI0-KBCHO OT 6 Yaca
npexu ceBalllaTa NaHHpaHa A03a. AKO 0CTaBaT Ho-MaJIKe OT 6 Yaca mpedM cleqsalara Jo3a,
[IPOMyCHATATA 7038 HE TPAOBa Ja ce [pHeMa B NeueHueTo TpadBa a MPOALIKH, KAKTC € [IPeIIUCcaHo,
¢he clle/iBaliaTa nanupaxa ao3a. He tpaGea na ce npueMa ApoifHa f03a, 3a 1a ce KOMIEHcHpa
NpOMycHAaTaTa a03a.

4.3 IlporHBonoKa3aHHA

. CBpBXUYBCTBHTETHOCT KBM 2KTHBHOTO BELIECTBO, KBM APYTH XHHONMOHH MMM KBM HAKOE OT
HOMOLIHATE ReluecTra, H30poeny B Touka 6.1.
- EnHoBpeMeHHO Npuarane Ha qunpodlokcalil U TH3aHWARH (B, Touka 4.5).

4.4 CpenuajHy OpeAynpesIcHAs K NpeaNa3HH MePKH npH ynorpea

“¥Ynorpebara na nunpodrioxcanus Tpsadsa 1a ce W30Area MPH NAlMEHTH, KOHTO ca 1
HeKenaH# Peaxiiii B MHHATIOTO, TIpH ynotpeda Ha NPOIYKTH, CIbPKALIHN XMHOTIO
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dnyopoxuHoioHH (BXK. Touka 4.8). JleueHHETO HA Te3W NMALMEHTH ¢ uunpodnokcauuH Tpaba 1a ce
3al10YBa CaMO IPH JIMIICa Ha ANTepHATHBHY BH3MOXKHOCTH 32 NIeYeHHe H CIIEl BHUMATEIHA OLEHKa Ha
CBOTHOLICHHETO [O/3a/pHCK (BXK. Coilio Touka 4.3).

Teorcxu umbekuuu H CMECEHU quJexuuu ¢ Fpam-nonoocumentu u aHaeDoénu RAMOCENU
MoHoTtepanuarTa ¢ UHApOQIOKCaUHH He e MOOXOAAIIA 32 JledeHHe Ha Texky undeKIny B HHbexnumy,
npUYUHEHH OT ['paM-NMON0KATEHN WK aHaepoOru natoreny. Hpn nopobHn undexmm
nunpodoKcaluy TpatBa Ja ce npuiara eAHOBPEMEHHO ¢ APYTH NOAX0AllH aHTHOaKTepHaIHM
cpencTea, '

Cmpenmoxokogu unhexyuu (exmovumenno cve Streptococcus prewmoniae :
Hunpodirokcaniin He ¢¢ NPeNepPEHBa 3a JIeUeHHE Ha CTPEITOKOKOBH WHQEKIHE NOpagn
HeJlOCTAThYHA e(PHKACHOCT.

Hm;bexuuu HJ cEHUMANHUA MPAKIN

Dy opoxHHONOH-PE3UCTEHTHATA Neisseria gonorrhoeae Moxe J1a TPUYHHU OPXUETTHIHIMMMUT,
FOHOKOKOR YPETHT, LEPBULMAT W BBITMATHTENHO 3a00TARAHE HA TA30BUTE OPTAHH.

ITo Tasu mpuipHa nupodokcanuy TpAbEa Ja ce NMpIlara 3a Ae4eHAe Ha TOHOKOB YPeTPHT MK
LEPBHIMT, CAMO aKO MOJXKE Ja Ce M3KIUTIOYH Pe3HCTeHTHA Ha unnpodrokcanun Neisseria gonorrhoeae.
ITpH opXHENHAUAMMHUT U TA30RA BB3NAIMTENHA DonecT, uunpod)noxcaunﬂ TpaGBa Ja ce npunara
€IHOBPEMEHHO ¢ IPYTO NOAXOAANI0 aHTHDAKTepHANHO cpeacTBo (Hanp. nedanocnopuH), OCBEH ako
MOKe Ja ce M3KJTIOYH HHTpodnokcalnH-pesucTenTHa Neisseria gonorriioeae, AKO HE CE IOCTUTHE
KIMHHNYIHO NoA00peHue el 3-1HeBHO IeUeHHe, TepaniaTa TpadBa 1a ce IpeolicHH.

HHpexyuu Ha nuUKGUHUME HomMuyd

PessictenTHOCTTA KBM (DIYOPOXHMHONOHN HA Fscherichia coli, Hall-uecTUTE NaToredy, pHYNHABAMIN
HHAIEKIHH Ha THKOYHATE NBTHINA, Bapupa B Henus EBponeiicku ¢bio3. [IpenopbunTenHo ¢
NpeAMMCBALTATE IGKapH A& B3EMAT NpeaRHA paslipOCTPaHeHHETO HA JOKANHATA Pe3SHCTEHTHOCT Ha
Escherichia coli xbM (ITyOpPOXHHOIOHH.

Ouakea e eIHOKpATHATA F03a HUIPOQIIOKCAITNH, KOATC MOXKE [1a Ce H3MOI3Ba HPH HeyCIOKHEH
HHCTHT OPH eHH B MEHONAY3a, J]a © CBhP3aHa ¢ 0-HUCKA eKacHoCT, OTKOIKOTO OpH H0-TOIEMa
NPOLBIDKMTENHOCT Ha neyeHHeTo. Tora chino Tpabea Aa ce B3eMe NpeJBH/l, Thil KaTo HMa OTHOLIEHHE
KBbM YBENHY4RAIOTO Ce HUBO Ha pesHCTeHTHOCT Ha Escherichia coli kbM XHHOIIOHU.

Humpaabdomurnantiy ungexuny
JanauTe 3a eduracHOCTTAa HA [UOPOQIOKCALINH NPH IE4EHRETO HA MOCTXHPYPrUUHA
HHTPaab OMHHATHY WHGEKIMH ¢a OrpaHHUEHH.

Huapua no epeme na HLIMVEAHE
[lpy u36opa Ha nunpodaoKcalud Tpabea Aa ce HMa NpeJBuA UHGOPMALHATA 33 PE3UCTEHTHOCTTA
KEM uunpodmoxcaunﬂ Ha CbOTBETHHTE ITAaTOICHI B MOCETCHUTE CTPaHH.

Hudbexyuu Ha kocmume u cmasume
unpociokcauny Tpabea Aa ce U3MON3BA B KOMOMHALMA ¢ IPYTH aHTUMHUKPOGHH CPeACTEa B
3aBUCHMOCT OT PE3YNTATUTE OT MUKPOGHONOrHUHHATE WACIIEXBAHHA.

Huxapamopen anmparc

JlaHHUTE TpH Xopa ¢a orpaHy4eHH. Milon3saneTo NpH Xopa ce OCHOBaBa HA AHHM 34
YYRCTBUTEIIHOCTEA i vitro W EKCIIEPUMEHTATHH JAHHM NpH KUBOTHA. [1pH JleveHieTo ce criazsar
HAUHOHAAHKUTE HW/HAH MEKIYHapOaHH KOHCCHCYCHH JOKYMEHTH 10 OTHOINEHHE Ha JICUEHHETO Ha
AHTpaKC.

Heouwampuuna nonyvianyus
YnorpebaTta Ha qUnpodIOKCALHH TIPH Jela H FOHOLIN € ChIIacHO HATHMHOTO OHL
PBKOBOIACTRO. JlenenueTo ¢ mENpodIeKcaliH TpAGEa Ja Ce 3anoUuBa ¢aMo OT JIeKa)
OITHT TIPH NIeYeHne H3 MYKOBHCIIHI03a H/HIA TekkH HHOEKIMN MPH Jela i I0HOIIY.
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‘IOAKPENAT H3ITON3BaHETO Ha HNPOJITOKCALIMH. 3

Vetanopeno e, g UATIPOQIOKCAUHH NpeIHIBHKRA apTPONATHR HA HOCEIMHTE TENECHa MAca CTaBH NPH
’MBOTHH, HEJJOCTHTHAIM NOJIOBA 3penocT. JaHHUTe 3a 6e30nacHoCT OT €IHO PAHAOMH3MPAHO,
ABOHHO-C/IANIO OpoyYBaHE CieA NPMIATAHETO HA LHMpodIoKCcallMH Mpy Aela (Tpyna Ha
uunpoduokcalnH; n = 335, cpeaHa BR3pacT = 6,3 TOAMHH; KOHTPOJTHA rpyna: n = 349, cpesina
Bb3pacT = 6,2 rOIHHE; BE3pacTOB AHANa3soH = | o 17 roguu#) HOKaseaT, ue Ha 42-g JeH YeCTOTATa
Ha apTPOmATHA, CEBP3aHA ¢ MPHIMKEHHETO Ha MUnpodaokcanuH (YcTaHOBEHA Ha 6a3a KIHHMYHH
CAMIITOMH H OIIAKBAHUA, CBBP3aHH CbC CTABHTE) € CHOTBETHO 7,2% H 4,6%. Clie e IHOTONHINHO
OpocnefdBaHe T4 ¢ Olla CROTBETHO 9% H 5,7%. YBENHYUEHHETO Ha HECTOTATA ¢ BPEMeTO He ce
pa3nuaBa CTATHCTMYECKH 3HAUHMO MeXIy rpynute. Jleuenunero Tpabsa aa e NpoReK/Ia camo cieq
BHHMaTeNHa OLICHKA Ha ChbOTHOINEHUETD MOJI3a/PHCK NOPaJH BEPOATHOCTTA OT NOSRA Ha HEXKENaHH
peakiMy, CEBP3AHA CBC CTABKHTE M/HAM OKOJNIHHTE ThKAaHH (Bik. To4uKa 4.8).

Bpouxonyamonany underyuu npu Myxosucyudosa
KnuupaanTe npoyuBaHus 00XBaIaT AeNa | IOHOMMY Ha Bb3pacT Mexkay 5-17 roaunn. OnuTeT npu -
JIEYeHHeTO Ha Jiella Ha BB3PacT MexXAy 1 ¥ 5 roJuHy € OTpaHitcH.

Veroxcnenu qu@egyuu Hd RUKOYHUME ReMUUIA U nuenoue@gum ’

B KnMHM4HUTE MpoyYBAHHA ca BKIIOYSHH AELA U HOLIH Ha BhipacT Mexay 1 u 17 roauun.
Jleuenue ¢ uMnpodnoKcauyH MpH HHPEKIMH HA THKOTHHTE THTHILA Ce TIPHNAra B CIy4aii, ye He
MOMNE Aa Ce NPHIONH APYro NeYeHHE H C€ OCHOBABA Ha Pe3yNTaTHTE 0T MUKPOOHONOrHYHHTE
H3CNeABAHHS. :

Hpyzu enentiiigny meycry undexyiy

JlexapcTBEHHAT NPOIYKT Ce [IPATATa, KOrAaTo HE MOKe [Id C¢ HAI0A384 ApYIo AeYeHHE, CIef HEYCIIeX
Ha KOHBEHLIMOHANHATA TEPanHA, OpH NOTELPJACHA YYBCTBHTENHOCT HA O1ATOTEHA KBEM
IUNPo¢IOKCAHH CRIMTAcHO OPHIMATHOTO PEKOBOACTBO, ClleZ BHHMATENHO OLEHARAHE HA
CHOTHOLICHHETO TON3a/PHCK.

HM3nosaspaneTo Ha MUNpodnokcauuH Npu oNPEAEIeHH TeXKH HHPEKLUH, pazTHIHE OT OTOENA3aHHTE
NO-TOpE, HE € OLEHEHO B KTHHHYHH NPOYIBaHMA ¥ KNUHAYHAAT ONHT ¢ orpanu4ed. [1o Tasy mpuduHa
¢¢ MPenopbYBa NOBHILEHO BHUMaHHE NpH JIeYeHHE HA TAKWBA NAIAEHTH.

Cepuxuygcmaumenrocm :

CBpPEX4YYBCTBUTENHOCT H ANSPrHYHHA PEaKLHH, BRIIOUHTENHO aHa(pUNaKcHa 1 aHAQHIAKTORIHU
peakyMK MOTAT A3 ¢e MOABAT ciejl IHPROHAYANHO NpHIAraHe Ha IHOKpaTHa Jo3a (BK. Touka 4.8)
MOTAT Ia ¢a KHBoTo3acTpaiuapay. [Ipu nosBa Ha TaKHBa peaki(iy TPHIGKEHHETO HA
uMnpodnoKcaliiy TpAOBa Ja ce MPEKPaTH U & HeoOX0IUMO aNIeKBATHO MEJULIMHCKC ICUeHHE,

[Ipodwrocumenny, uneaRUOUIUPAULY U HOMEHUHATHO HEOODAMUMY CEPUOBHU HENCenanY NeKapCMEeH Y
pearyu.

Cpob1aBa ce 33 MHOTO PeJKH CITy4ay Ha MPOABIDKUTENHH (PO TbIKABALLIH MECENH WK FOIMHKE),
HHBATUIH3NPAIH H MOTEHIIHATHO HeoOpaTHMH CEPHO3HH HeXelIaHH NIeKapCTReHH Peakili,
3acATallH PasTHYHA, IIOHAKOra MHOTO CHCTEMH B OpraHu3Ma (MyCKyTHO-CKETIETHA, HEPBHA CHCTEMa,
[ICHX¥KA ¥ CETHBHH OPraHu) [Py MAHEeHTH, TOTYYaBaIlY XHHONOHH H iyOpOXHHONOHH,
HE33aBMCHMO OT TAXHATA BB3PacT ¥ BEYe CHILECTBYBALINTE PHCKORH bakTopy. [lunpodnokcannn

Tpabera na ce clipe He3abaBHO NPH IBPBUTE NPHIHALK VITH CHMITTOMY HA BCAKA CEPHO3HA HEXENAaHA

peakmus, KaTo [IallMEHTHTe TpAOBa a ce NOCHBETRAT [a C€ CBBPIKAT ¢ TeXHHA Jekap, TPeaIHcal
TEKapCTBOTO, 34 CHBET.

Tenounum u pazxeredne Ha CyXoicuIue
Io rpagHno UOpodIOKCalMH He TPAOBa fa o€ Mpwiara NpH NalKeHTH ¢ aHAMHECTUYHH JaHHH 3a

3a00NABAHUA/HAPYILEHHA Ha CYXOXKUIMATA, CEBD3AHM ¢ ICHEHHe ¢ XHHONOKH. BEnpeku ToBa npu

Ha ChOTHOLIEHNETO MO3a/PHCK € Bb3MOXKHO IPSANUCRAHETO Ha IHIPOGIOKCAlMH Ha
TNAIMENTH 32 1ed¢HAE Ha ONPeeNIeHH T&KKH HHGEKUMH, 0CobeHO B CllyuauTe HA HeyRIeR
CTAHJAPTHATA TEPATIMA HIN (aKTEpHaNHa Pe3UCTEHTHOCT, KOraTo MHKpOOHOIOTHYH ¢;§1
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TeHIMHUT M pa3KbCBaHe HA CYXOKHIHE (TIO-CTIENHATHO aXIIECOBO CYXOKIIIHE, Ho 0e3 Ja ce _
OTPaHNYaBa CaMo J0 HEro), NOHAKOra HBYCTPaHHO, MOXe Jia C& NOIY9H OlIe B paMKkHTe Ha 48 Yaca oT
2anovBale Ha JIeUCHAETO ¢ XMHOJOHH H (IIYOPOXHHONOHH KaTe HMa ChOOIIEHMA 3a TAKHEA, PABIIIM
ce ZIOPH 10 HAKOJIKO MeCEra clle]] IPeKpaTABaHe Ha neuyeHHeTo (BXK. Touka 4.8). PHCKBT OT TeHAWHHT
H pa3KbcBaHe Ha CYXOXKHIIME C€ TIOBHINABA NPH MO-BB3PACTHA [TallHEHTH, NALlHeHTH ¢ 6B6peuso
YBpeXKJaHe, NALHEHTH ¢ TRAHCIUTAHTHPAH CONHIEH OPraH W TAKHBa, JeKYBaHH CHITETCTRAIIO C
kopTHKOcTeporAd. ITo Tasu npuinHa CEIBTCTRAMIATA YIIOTpeba Ha KOPTHKOCTEpOUAN TpabBa Ja ce
w36srBa. [Ipy MEPBHS NPU3HAK Ha TEHAMHAT (HaTp. GONE3HEHO IOXyBaHe, Bh3NANCHHE) TeUYEHHETO ¢
munpodnokcaryy TpAGBa Aa ce NpeKpaTH H A2 ce o0MHCIH AJITEpPHATHBHO e4eHue. 3acerHaTHaT(Te)
KpaiHuk(im) TpA6Ba na 6Bae(ar) NekyBan(M) Mo MoAXoAAm Haguy (Hanp. obesaemxsane). He Tpatra
Ja ¢ H3non3ear KOpTHKOCTepOHI[H, aKo Ce TIOABAT NPHU3Hall Ha TSHAXHOATHA,

Hapvwenus na spenuemo
AKO ce HabMOARAT YBpEKAaHe Ha 3PEHUETO WIH HAKAKBH ¢eKTH REPXY OUHTE NANUEHTHTE TpAOBa
" na OBAAT KOHCYNITHpaHH He3zabaBHO OT CHEHHATNCT IO O4HH fonecTu.

Hauuenmu ¢ muacmenun zpasuc
LiampodnokcalliH TpA6Ba Aa ce H3MON3EA C MOBULIEHO BHUMaHHe IIPY NALIMeHTH ¢ MHACTEHHS TPaBHC
(BXk. Touka 4.8).

Anespusma u Qucexayia Ha gopmama y pe2ypeumayus/HedocRambyHOCH HA CoPISUHIme Kant
EnupeMuonormdHUTe NPOy4BaHis IIOKa3BaT MOBHMINEH PHCK OT AHEBPU3MA W NCEKALMS HA A0PTATA,

0cOBEHO MpH MAUKMEHTH B CTAPYECcKa Bb3PacT, KAKTO H OT PEryPruTali Ha a0pTHATA ¥ MUTpaTHaTa

Knana cneq ynorpeta Ha hiyopoXHHOIOHH.

Cpo61enn ca clyYan Ha AHEeBPH3MA H IKCEKALMS HA A0PTATA, OHAKOTa YCIOKHEHH TTopaTH

pa3KbeEaHe (BKIIOUHTENHO ¢ IeTAlleH H3X0A) H PeTYPTrHTANA/HEeN0CTATHUHOCT HA HAKOH OT

ChpACYHUTE KIAMN IIPH NANHEHTH, PHEMALy (GIyOPOXUHONOHH (BX. TouKa 4.8).

Crnenosarenso GpryopoxHHoIoHMTE TPAOBA a ce M3MOM3BAT CaMO CJie/] BHHMATENHA OlICHKA Ha

CBOTHOLUEHHETO MON3a/PHCK H cliell 0OMUCIIAHE Ha IPYTH TEPaneBTHYHH Bh3MOXHOCTH NPH MALMEHTH

€ TIOJICKUTENHA (AMHIHA aHAMHe3a 33 aHEBPH3MA WIH BPOACHO 3a60N1BaHe HA ChpASYHHATE KIAMH,

HITH TIPK TALHEHTH JHarHOCTHUMPAHH ¢ IIPEIInecTBallia AHEBPH3MA WU JMCceKalka Ha a0pTaTa WK

3abonABaHe HA ChPACHHUTE KJIATH, WIIH MPH HATHYHE Ha APYTH PUCKOBH (AKTOPH WU 3a601ABaAHAA

TpeApazIoaray '

- K2KTO 32 AaHEBPUAMA, TAKa U 3a AUCEKALUA Ha a0pTaTa U 3a perypruTalia/HeJocTATEYHOCT Ha
CBPACUHUTE KJIAITH (Halp. HapyIIeHH Ha CheAMHUTEIHATA THKaH, HAIIP. CUHApoM Ha Marfan
nma cupapoM Ha Ehlers-Danlos, cunapoM Ha Turner, GoneCT Ha Behcet, xurepronus,
PEBMATOMAEH APTPUT) HWIH SOMBIHUTEIHO :

- Npy aHeBpU3Ma ¥ AUCEKalls Ha aopTara (Hanp. CLAOBH HAapyLIEHM, HANpP. apTepHHT Ha
Takayasu, rHFRHTOKIETbYEH APTEPHUT, HITH M3BECTHA ATEPOCKIEPO3a HIIH CHHAPOM Ha
Sjbgren), HM JOIBNHATERHO

- TIpH PeTypryuTALMA/HEAOCTATEIHOCT Ha CHPASYHNTE KIATK (Hanp. WHEKIHO3eH eHA0KAPIHT).

PHCKET OT aHERPH3MA U JIHCEKAMHA Ha a0PTaTa ¥ TAXHOTO PAa3sKbCBAHE MOXKE CBILO Ja C& MOBHINH [IPH

NAIMEHTH, JIEKYBaHH €IHOBPEMEHHO ChC CHCTEMHH KOPTHKOCTEPOH/IH.

Ilpu BHezamHa Do7Ka B KOpEeMa, TPBAHKA KOUI WIH repba manHentuTe TpadBa Aa ObAaT moChBETEAHH

Jia ce KOHCYATHpaT He3abaBHO ¢ Jiekap B CNeLfHO OTAeNEHHe.

IaupeHTuTe Tpa6Ba 1a GHIAT TOCHBETBAHM 13 MOTHPCAT He3a6aBHO MEIUIIMHCKA [TOMONI B clydail Ha

OCTpa JHCIHEe, NoABa Ha chplefHeHe (HaNnuTalid) HiAH Pa3BUTHE Ha OTOK HA KOpeMa KW JONTHATE

KpalitHuny,

Domoyyecmeumennocm ‘
[fumpodokcalliy NPHYHHABRA PeaKIMA Ha GOTOUYBCTBHTENHOCT. [aueHTHTE, KOKTO NpHeMaT
unpodiokcaluH, TpA6Ba Aa ObAAT NOCHEBETBAHN [a H30ATEAT JUPEKTHO H3JaraHe Ha CHITHA =

-
CITBHYEBA CBET/HHA H YITPABHONETORO 0GILYBAKE MO BPEME Ha eeHNeTo (BXK. TOUK = f!{?‘
. ‘ .

Ivpuoee :
Lunpogumoxcany, noao6Ho Ha: APYTHTE XHHONOHU, MOKe [Ia NpOBOKKpA NOARA H
TIOHHMXMH Npara 3a MoABa Ha repyoee. HabmopagaHu ca cyuaH Ha CTATYC elHIeN
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- unpogdrokcanun Tpa6Ba Aa ce M3MOI3Ba ¢ NOBHIIEHO BHAMAaHKE P ALHEHTH ¢ HapYIIeHus Ha
LIHC, xonto ca npeapasmonoxeHn KbM rppuose. [TpH Hosea Ha IbpuoBe TEYEHHETO C
uMIpothaokcanud Tpabea na 61a¢ npeycTaHoreHo (Bk. Touka 4.8).

Hlepuchepna nesponamus .

Crobuara ce 3a Clyval Ha CEH3OPHA WM CEH30MOTOPHA MOJMHEBPONATHA, BOAESIIM IO NAPECTE3HH,
XHMOECTE3NA, IMIECTEIUA WM ¢NAGOCT PH NANMEHTH, IIPHEMAITH XMHOIOHHA W (IyOPOXHHOMOHH.
TNanmeHTHTE, KOUTO NPHEMAT LHIIPOMIOKCAlNH, TpaOBa Aa 65aT HoChEETBAHH 13 HA(MOPMHUPAT CBOA
neKap, NpeaH Aa NPOLLIDKAT JIEHEHUETO, aKO Ce [IOABAT CHMITTOMH Ha HeBPOTIATHA, KaTo GoNKa,
ycemiane 3a napeHe, MpaByukane, M3TPBIIBaHE WIH cIabocCT, 32 1a Ce MpeJoTRPaTH PA3BUTHETO HA
NOTeHIHANHC HeoOpaTuMo 3abonaBate (rK. Touka 4.8).

Heuxuunu peaxyuu

Bb3MoXHa € MofARA HA IICHXUYHHE PEaKIMA ClER IPBOTO NPHIOKEHNE Ha LMnpodIoKealid. Muoro
pAnKo NpH 3AIr09RaHe Ha JIEYEHHE ¢ UMNIpoIOKCalllH 32 NPER BT MOraT A2 ce HabillogaeaT
NCHXHYHH peakiuu. B pefxu ciiyvan fenpecuaTa WM ICHX03aTa MOraT Ja IPOrpecHpar Ao
CYRUMAHH HAcALNE H MHCIH, KyIIMAHHPALIY B OTIHT 3a caMoybHACTBO M caMoyOuiicTeo. B Tean
CITyYal JIe4eHHETO C€ NPpeKpaTaBa He3abaBHo.

Cupoeuny Hapyviuenus
Heo6x0IHMO € NOBHILEHO BHUMAHKME NPH MPHIATAHETO HA (MIYOPOXHHONOHH, BKIIOUUTEIHO H

IMITpodI0KCAlMH, IPH NAIHEHTH ¢ H3BECTHH PUCKOBU (hakTopH 3a yabokaBae Ha QT MHTepBana
KaTO!

- BpOAeH cuHApoM Ha yAsmkeH QT untepsan;

- €IHOBPEMEHHO MPHIOKEHME ¢ IEKapCTBA, 34 KOMTO e HIBECTHO, Ye yAbmkaear QT uHTepBana
(#anp. anTHapUTMHLH Knac la ¥ 11, TpHEHKIMYHA aHTHASTPECAHTH, MAKPOIHAH,
AHTHIICHUXOTHIIH).

- HEKOPHIHpaH eneKTpolnMTeH JucOanaHe (Hamp. XUIOKATHEMHS, XHTOMarHe3ueMus J;

- CBPIEYHO-CHAOBY 3a00BAHNA (CEPASTHA HeJOCTATHYHOCT, HHOAPKT Ha MUOKAp/a,
Opanukapaun) '

Tlanuer T B cTapyecKa BB3PACT H XEHH €a M0-4YRCTBHTE/IHH KBbM CPEACTRA, KOHTO VIBIDKABAT

QT unTepBana, nopaju KOETO ¢e HIMCKBA NOBHIIEHO BHUMAHMKE, KOTaTo MPH T3H Oy Naluy

TIALMEHTH C€ U3M0/13Ba LMnpodrokcanut (Bx. ToukH 4.2 ITayuenmu e cmapuecka svipacm, 4.5, 4.8 n
. 4.9).

,g UCITUKEMUA

Kakro MpW BCHYKH XHHOJOHH, C¢ C‘LOSI.HaBa 34 HapyLLIeHHA B HHEATA HAa KpbhBHaTa 3axap, BKNKYBAlIH,
KaKTOo XWIIOTITUKEMHS, Taka ¥ XUNeprinkemua (Bx. Touka 4.8), obHkHOBEHO mpu ARaleTHIH, Ha
KOHTO Ce NpHnara CHIITCTRAINA TEPANH ¢ TIEPOPATHE XMIOTIMKEMHYHH CpeICTRa (Hanp.
CMHGEHKIAMIUA) MIH ¢ MHCYMHH. CHoOlllaBaHy ca cyd¥aH Ha XMNOTIMKeMHYHa koMa. [Ipenopsusa ce
‘BHHMATEHO NpocIeAABaHe HA [MIOK03aTa B XPBRTA NPH MaUWeHTH ¢ AnadeT.

- Cmomawmo-ypesna cucmema
[MosABaTa HA TEXKKA H NEPpCHCTHpaNla RAUAPUA IO BpEeME HITH CNCT NEYCHUCTO -(BKJII-O'-IPITCIIHO Ao
HAKOQIKO CEAMULH CIICO HE'—IEHHCTO) MOXe Ja € 1I0Ka3aTeNl 3a 3KHBOTO3aCTpallaBAll, ¢ Bh3MOXKCH
taTaneH U3xox, KOJHT, NpeIH3BHKAH 0T aHTHOHOTHKA, KOiTo Hamara He3abapHo Tedenne (XK. TOUKA
4.8). Ipu Takuba cAyyaH JICUYEHUETO ¢ UMAPOpIIOKcalHH TpA0Ba He3a6aBHO 1a OBAe NpEeKpaTeHo H Aa
€€ 3anouHe NOoAXoAAlA Tepanis. HpunaraHeTo Ha aHTHINEPHCTAITUYHH MEAHKAMEHTH €
[IPOTHBOINOKA3AHO.

Buvbpeuna u nuxovna cucmema

Ha ce n3barea [IpEKaANCHO ATKATHIUPpaHe Ha YPHHATA.
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Hapywena 6vopeuna diynxuyus

Lunpognoxcalli B rofsiMa CTeNneH ce eKCKPeTHpa HenmpoMeHen 4pes 6u6peuure, [py nanpenTy ¢
HapyreHa 6p0pedna dyHKiA € HeoOXoaHMa KOPEeKLHA Ha J03HPOBKATA, KAKTO € OMMHCaHo B TOYKa
4.2, 3a 1a ce U30€THE NOBHILEHA YeCTOTA HA HEXEJIAHHTE IEKAPCTBEHH PEaKLUHH BCIEACTRHE
KyMyJHpaHe Ha HUnpoquIoKcailyy.

Xenamobunuapna cucmema

Hma cboBrieHHA 3a cIydaH Ha 4epHOAPOOHA HEKPO3a M JKHBOTO3aCTPalIaBAIIA qepﬂonpoﬁna
HEOCTATLYHOCT NIpH JIEYSHHe ¢ nunpodnokcaluy (Bx. Touka 4.8). Jleuenunero tpabsa ga 65ae
[IPeKpaTeHo NpH MMOABa HA KAKBUTO U Ja OHII0 CHMITTOMH Ha YepHoApobHO 3a6omaBaHe (KaTo
aHOPEKCHs, HKTED, TEMHA YPHHA, ChpOex MM 6ONKN B 0611aCTTa HA KOpeMa).

Heduyum na 2nioxo30-6-ghochamoexudpozenasa

[Tpy mauuenTs ¢ AeULMT Ha TMOK030-6-hochaTaexuaporenasa NPy NpuIaraxHe Ha UUIPoQIOKCAUMH
ce cbo0laBa 3a XeMONHTHYHH peakiuu. L{unpodnokcauyn Tpa6ea Ja ce n36aresa npH TE3H NalKEHTH,
OCBEH aKO NoTeHIHAIHATA [10/13a IPEBHIIABA Bb3MOXHHA puck. [loTennmansara nossa Ha
XeMOJIUTHUHA PeaKkLug TpaOBa Aa c& MOHUTOPHPA. ‘

LPezucmenmuocm

o BpeMe uAM cleq Kypca Ha JCUCHHE ¢ NHIpodUIOKCALIHH MOKE A ¢¢ M30TMPAT GaKTepiH, KOUTO
HOK&3BAT Pe3UCTEHTHOCT KbM LHNPOGIOKCANH ChC N Oe3 KIMHHIHO H3ABEHA CyNepHHeKIImA.
PHCK OT pasBHTHE Ha HANPOGIOKCAHMH-PE3HCTEHTHA OAaKTEpHH ChILIECTBYBA IIPH YIb/DKARAHE HA
BPEMETO Ha NeYeHHE ¥ KOTATO C¢ JIEKYBaT HO30KOMUANHH HHOEKINH H/HMITH HHQEKUHH, TPHYHHEHN OT
Staphylococcus u Pseudomonas.

Llumoxpom P450

[Innpoduiokcauny uaxubupa CYP1A2. EnHOBpeMEHHOTO NPHIIOKEHHE HA LHIIPOGBIOKCAIIHH ©
JIEKApCTREHH BEILECTRA, KOMTO ¢& MeTA0ONH3HPAT OT TO3H eH3uM {Hanp. Teo(uInH, KI03anuH,
ONaH3AIWH, POTHHUPO, TU3AHAIHH, Ty TOKCETHH, arOMENATHHE) MOXe 13 IORESNE A0 OBHILABAHE Ha
MIa3MEHNTE HM KOHLEHTPaUuK. ETHORpEMEHHOTO NIpWIArane Ha UHNpodIoKcauuH ¥ THIAHHIKH €
MpPOTHBONIOKa3aHO. [0 Ta3n NPHIHHA NaLHEHTHTE, NPHEMAIIH T2KHBA BEIECTBA €AHOBPEMEHHO ¢
nunpoQIoKcalyy, TpsadRa 1a 6BAAT BHUMATEIHO MOHUTOPHPAHM 3a KTHHHYHE CHMITTOME HA
Mpeno3KpaHe ¥ MOXKE Jja C€ HANOKH OTIpeeIAHE Ha [1Ia3MEHHWTE HM KOHLEHTPauuy (Hamp. Ha
Teodunnn) (B, Touka 4.5).: EAHOBPEMEHHOTO NpUTaraHe Ha NUNpodhIOKCALMH W TH3AHH/IHH €
TIPOTHBOMIOKA3HO.

Memompexcam
He ce npenopsuBa e140BpeMeRHO NIpRTarate Ha DHIPODIOKCAMH 1 METOTPEkeaT (Bx. Touka 4.5).

HHoenuasane na sabopamopru uscied8anus
AKTUBHOCTTA in Vitro Ha THMIpoduIoKcanus cpewy Mycobacterium tuberculosis Moxe 1a foBeje A0

amunpo-oTpULATENHH MHKPOGHONOTHYHY PE3YIITATH Ha IPOGH OT NALHEHTH, KOWTO TIOHACTOAIIEM
NpHeMaT qUIPOQIOKCaLKH.

Homouny seuecmea

Jaxmosa

TlansenTy ¢ peaxy HaCNEACTBEHH NpobieMH Ha HEMOHOCUMOCT KBM raNlakTo3a, TbICH JIaKTaseH
AeGUUUT WK TTIFOKO30-TANAKTO3HA ManabcopOlua He TpAGRA fa IPHEMAT TOBA JIEKAPCTEO.

Hampui
Lunpognokcan¥s AKTaBHC CBABPAKA [0-Malko oT 1 mmol HaTpuid (23 mg) Ha Tabnerka, T.e. MOXe
74 ¢e KaoKe, 4e IPAKTHYECK He ChIbPXKa HATPpHi,
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4.5 BiauMoaeiicTEHe ¢ JPYI'H NeKAPCTEEHH NPOAYKTH H APYrd ¢OPMH Ha B3aHMOJelicTRHE
Bruanue va dpyeu nekapcmed b UNPOPROKCAYUH.

JHexapcmeenu npoawcmu vowxcasawu QT unmepeaia .

IunpodnokcauyH, mogobHo Ha OpYruTe GryopoXHHONOHH, Tp;lGBa Jd ce U3NO0J3BA ¢ NOBUIIEHO
BHHM3HHE [IpH NTAIIHEHTH, NpyeManiy IEKapCcTBa, 3a KOUTO € H3BECTHO, Ye yARDKaaT QT untepsana
(vanpumep kiac la v I1] aHTHAPATMHALY, TPHUHKAHYHHE aHTHACTIPECAHTH, MAKPOTHIM,
AHTHIICHXOTHIHM) (BX. Touka 4.4).

Obpaszyeane Ha XEAAMHU KOMAREKCH
MHOroBaneHTHUTE KATHOH-ChIbpKALIH TekapcTBa ¥ MUHEPanHHTe no6aBku (Hanp. Kaluui,

MarHesui, alyMHHHH, xkeng30), ochar-CBEPIRAMNTE NOMMMEPH (Hanp. ceBeaMep MK NAHTAHOB
kapOoHar), cykpandar WM aHTHAUMAHH CPeICTBA, CHITHO OybepupanuTe NeKapcTBa (Hamp. TabaeTku
JUAAHO3HH), KOHTO ChIBPKAT MarHes3Mi, AyMAHHII WIH Kaliuil HaManseat pe3opOuuaTa Ha
IHMIPodIOKCALMH ITPH eHOBPEMEHHO NEPOpaHO npunoxkeHse. Ilo Tasn npyiuHa MNpodnokcany
TpaOBa fia ce npunara unu 1-2 yaca npead MAK MoHe 4 yaca cliell Te3n NPOAYKTH.

ToBa orpaHH4eHHe He ce OTHAcA 34 aHTHALMAHH CPeACTRA OT Tpymara Ha Hy-petientopanTe Gliokepi.

Xpana 4 MReYRY APeJVEmY

Kanmuart, cpabpskatll ce B XpaHHTe, He DOBINABa 3Ha9UMo pesopbuuata. HeobxoquMo e fa ce
H30ATRA AHOBPEMEHHUAT MPUEM CAMO HA MJIEHHH TPOAYKTH MK oboraTeH ¢ MHHEPANH HANTKH
(Hamp. NPACHO MIIAKO, KACEN0 MIAKO, 00oraTeH ¢ Kl IOPTOKAJIOR COK) 3ae]HO C
LUIpo(AOKCaU#H, 3alI0TO TE MOraT Ja HaMATAT pe30pOLKMATa Ha ITHIPO(IOKCALMH.

Ipobeneyud
ITpoGeneunn nopnuAsa 6K0peUHaTa Cekpenua Ha IHMpodokcanny. EAHOBpeMEHHOTO IPUNTArate Ha

npoﬁeHeuu,u H lJ,HﬂpO(i)ﬂOKC&III/IH BOOH [0 TIORHLIIARBAHE HA IMTAZMEHHTE KOHLCHTPALIUY H&
LMIPO¢IOKCALHH.

Memoxronpanud .
MeToKI10IpaMu YCKopsBa abcopduysaTa Ha ugnpodokcalie (NepopaiHo) KOETO CEKpallasa
BPEMETO 3a IOCTMIaHEe Ha MaKCHMAITHA [Ta3MeHa KoHLeHTpaiuA. He ce Habmofasa edekTt BEpXY
GHOHATHYHOCTTA Ha BUIpOdIoKcalliH.

Omenpazon _
EnHOBpeMEHHOTO MPHNeKeHNE HAa MUNPOQIOKCALIMH K OMENpPa3oi CHILPXKALIM TPOIYKTH ¢1ab0
MNOHMXABa CTOHHOCTHTE HA Crmax 1 AUC Ha uunpodokcanmm.

Egexmu na yunpodaokcayun evpxy Opyeu 1eKapehiseny RPOOVKmMy.

Tuzanuoun

Tuzaunnue ue TpaOBa Ja ce NpUiara efHOBpeMeHHo ¢ unpodrokcanyut (Bx. Touka 4.3). B
KIMHWYHO NpOYYRaHe BLPXY 3/ApaBH J0OPOBOIIM € YCTAHOBEHO MOBMINABAHE HA IUIA3MeHaTa
KOHIIEHTpaLuA Ha TH3aHUIMH (oBHilaBaHe HA Cumay: 7 THTH, HHTepRANL: 4 10 21 TETH; YRENMYaBaHe
Ha AUC: 10 osTH, nHTepBan 6 A0 24 mMbTH) OpH eJHOBPEMCHHO NpUJaraye ¢ MNIpedIoKCaHH.
TTorHmIeHATA MTA3MEHA KOHUICHTPALMSA Ha TU3aHUAUH € CBBP3AHA CBC 3ACHIICH XHIIOTEH3UBEH U
celaTHBeH edeKT.

Memompexcam
Bb6peuHuaT TyOyJIeH TPAHCIIOPT HA METOTPEKCAT MOXKe A 6BbJie MOTHCHAT [PH eJHOBPEMEHH
[puiaradHe Ha UHIPOGIOKCAlHH, KOSTO MOTEHIMANHO BOM [0 TIOBHUIIEHH TLTa3MEHH K
Ha METOTPEKCAT W MORHIIEH PHCK OT TOKCHYHH PEaKUMH, CB’bpSaHH C METOTpeKcaT.
M3MON2BaHE HE CE MPENOpPBYBa (BXK. TouKa 4.4).
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Teounu

EI.[HOBPCMCHHOTO npmlaraﬂe Ha nUnpodIoKcalkH | TeodUIHH MOXe Ja JoBee A0 HeXeNaHo
TIOBHIIABAHE HA [U1a3MEHATA KOHUEHTPAUMA Ha TeOIWIHE H JO [IOSBA HA HEXENAHH PeakIMH,
CEBP3aHH ¢ TEO(PUIHH, KATO B PEAKH CITy4Yal & BbIMOKHO Te3U HeKeIaHH PeakI(iy /a ca.
KHBOTO3acTpamaBary unn daranuu. [lo Bpeme Ha eIHOBpEMEHHATa yIoTpe6a IIa3MEHHTe
KOHIEHTPAKH Ha TeoGIHH TpAGBa Ja e NPOBEPABAT H AKO € HeOGX0AMMO [103aTa [ Ce PEAyLHpa
(Bx. Touka 4.4).

Hpyzu kcaumuHosu Rpou3eooHY

TIpu eNHOBPEMEHHO NPHIAraHe Ha HANPO(roxcauuH 1 KoGeuH WM NeHTOKCU(HIHH
(oKcHMEHTHGHNIHE) MMa CHOGIIEHNA 33 TOBUIIEHH [UIa3MEeHH KOHIEHTPALMHU HA Te3H KCRHTHHOBH
HPOU3BOHH. :

Denumoun

EnnoppeMeHHOTO mipunarade Ha UUMpoQrokcas i Cl)CHHTDPlH MOKe Jd OBEE 10 MOBHIIEHH MK
MOHHXKCHH TINA3MeHH KCHLICHTPAHHK Ha Cl)GHHTDHH, InepangH KoeTo e NpenepbiBa MOHUTODHPAHE Ha
TECKAPCTBCHHTE KOHICHTPAUHH.

ﬂumocnogu&

Hpu egHOBpeMEHHO NpHeMaHe Ha LUNPOQOKCALNH ¢ WHKIOCTIOPHH ChIBPXKAINY NPOIYKTH ce
Hab/moaaBa NpexoaHo NOBUIIABAHE HA KOHLEHTPALMITE HA KPEATHHHH B cepyMa. TTpH Te3u marMenT
€ HeoDXOMMMO CEPYMHHTE KOHLUEHTPAIHH HA KPEaTHHHH Ja C€ MPOCNeAaBaT 4ecTo (ABa MbTH
CeIMHYHO).

Armazouucmu na ewmonin K ‘

EnHOBpeMEHHOTO Npunarane Ha IUIPoIoKCcalHH ¢ AHTATOHNACTH Ha BuTamMuH K Moke fa nosene 1o
MOBHIIABAHE HA AHTHKOATYJIAHTHHTE My eheKTH. PHCKET MOXE A3 Bapupa B 3aBHCHMOCT OT
OCHOBHOTO 3a00/1BaHe, BB3PACTTa U 00lilus CTATYC Ha NAUUCHTA, TaKa Y€ IPHHOCHT Ha
¢ayopoxuHONOHHTe 3a yBenHuaBaHe Ha INR (MexayHapo/ieH poTpoMGHHOB HHAEKE) € TPYHO [a ce
ouens. [Ipenopsusa ce uecto MoHHTOpHpane Ha INR 1o BpeMe H 3a KPaTKO HENOCPEACTEEHO ¢Jie]
¢IHOBPEMEHHOTO NpHIaraHe Ha IMIpodNOKCaIHH ¢ AHTATOHHCTH Ha BATamMuH K (ganp. BapgapuH,
alleHOKyMapoy, GeHnpOoKYMOH UITH GIYyUMHIHOH).

Taubenxnaviuod
B otaennu cny4yay eIHOBPEMCHHOTO NPWIOKeHNe Ha HHIIPOGIIOKCALIHH M MIHOEHKXIAMHI-
ChAbPKALIH POAYKTH MOXKe Ja TOTEHIMpa AeiicTBUeTo Ha rHOeHKIIAMILI ¥ a IOBEAE 10
XHIIOTTTHKEMHS.

Hynoxcemun

B knuHHYHH IpOy4YEaHHA € JOKa3aHo, 4ye SAHOBPEMEHHOTO NIPHJIaraHe Ha AYJ0KCETHH C MOITHH
nHxubuTopH Ha CYP450 1A2 H30eH31Ma, KaTo (UIYBOKCAMHH MOXe 14 A0BeAe 0 NOBHINABAHE Ha
AUC 1 Cinax Ha bnyBoxcamus. BrIpeky, ye HAMA HATHYHH JAHHH 34 FB3MOXKHO B3aUMONIGHCTRHE ©
nunpogrokcaiidy nonoGHN edyekTH MOTaT /1a ¢e OUAKBAT MPH €AHOEPEMEHHOTO UM TIPHIONKEHHE (BXK.
TOuka 4.4).

Ponunupon
JaHHHTE OT KIHHHYHO NPOYYBAHE IOKA3RAT, 4€ €NHOBPEMEHHOTO MMPUJIAraHe Ha PONIHHAPOI U

mMnpodIoKcaliy, yMepeH HHXH6UTOp Ha n3oensuma CYP450 1A2 sou 2o moBHINaBaHe HA Cpax W
AUC Ha ponHHUDPOI CHOTBETHO ¢ 60% 1 84%. [IpenophuBa ce MOHHTOPHPAHE Ha HeKelaHHuTe
peaKuiH, CEbP3aHH ¢ POTIHHHPON H KOPHIMPAaHe Ha J03aTa O BPEME H HEMOCPEACTBEHO cnen
€HOBPEMEHHOTO MpHIaraHe ¢ Hunpoduokcanys (Bx. Touka 4.4).

JTudoxaun
TIpu 3apaey AoGPOBOINIH € YCTAHOBEHO, Y€ SAHOBPEMEHHOTO IIPUIIOKEHHE HA JIHI0K
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Ho0pe, HO Bh3MOKHO B3aHMOZICHCTBHE ¢ LMNPOdIIOKCALIHH, CRBP3AHO C NIOABA Ha HEXXENaHN
JleKapCTREHM PEaKIMH MOXe Ja ¢e Halmoapa pH ¢THORPEMEHHOTO HM MPHIIOKEHHE.

Knozanun

Cnen eqHoBpeMeHHO NpHAaraHe Ha 250 mg munpodiokcaly ¢ KIO3AIHH B IPOALIDKEHHE Ha 7 IHH,
MIIa3sMEHUTE KOHIEHTPAIHH Ha KIO3aITAH H N-1e3MeTHIIKIIO3aNKH ¢¢ NOBUIIARAT CHOTBETHO ¢ 29% 1
31%. [IpenophuBa ce KIMHAYHO IPOCNEABaHe B CHOTBETHO KOPHTHpaHe HA A03aTa HA KIO3AIIMH 110
BpeMeE H HEMOCPEACTBENHO ClIe/] eAHOBPEMEHHOTO TIpUIaraie ¢ uunpoduiokcanuy (BXK. Togka.4.4).

Cundenagun

[Tpu 3ppaBu a0GpoBoNIM crefl NepopaTHO IPHAraHe Ha 103a oT 50 mg cunieHadun eAHOBPEMEHHO
¢ 500 mg uunpognokcaunt Cumx 1 AUC Ha cunpenadun ce noBUIIIABAT NPHGIM3HTEIHO ABYKPATHO.
ManucBaHeTo Ha cuaieHadu 3aeIHO ¢ WHIPOMIOKCALME H3HCKEA BHUMAHHE 1 TpeneHka Ha
CHOTHOLIEHHETO NOI3a/pHcK.

Aeomeramun

B KIMHHYHM IPOYYBAHHA € YCTaHOBEHO, Ye (IyBOKCAMIH, KaTO CHNEH HHXHGHTOP HA N30eH3HMa
CYP450 1A2, noasepTano HHXuOHpa MeTaboNM3Ma Ha aroMenaTiH, KOeTo BOAM A0 60-KpaTHO
MOBWINARAHE HA EKCHO3HLMATA Ha aroMenaTHH. Bripexy, de HAMa HAIMYHHE KITHHHYHE JAHAY 32
BB3MOKHO B3aHMOzelCTBIE ¢ HUIpOgIoKCaluH, KOiTo € yMepeH uHXU6uTOp Ha CYP450 1A2,
noJo0HH ediekTH MOTAT Ja Ce OUAKBAT TIPH eHOBPEMEHHO [IPHIOKEHHE (B, “Il;moxpoM P450" 8
Touka CrelHATHE NpedyNpeXAeHAA H Npeanasiu Mepku pH yooTpeba).

Sonnudem
EfHOBpeMEHHOTO NPIIOKEHHE ¢ UHIPOPIOKCALUH MOXKE 18 IOBHLIHA KOHUSHTPALUMUTE Ha 30IIHAEM
B KPBRTA H €AHOBpEMEHHATa YIoTpela He ce TpenopLyBa.

4.6 @epTHIHTET, GPEMCHHOCT H KEPMEHE

BpemenHOCT
Hanu4HHTe NaHHH 32 IpHAaraeTo Ha UHIpodaoKcallAH ApH OPEMEHHH XKeHY HE MOKA3BaT

MajipopMalMH KM (PeTO/HEOHATANHA TOKCHYHOCT Ha Iunpodnokcanyy. IIpoyyBaHHIATA TPH KHBOTHH
H¢ MOKA3BAT JUPEKTHH MIH HHAKPEKTHH YBPex/AaIny edekTH M0 OTHOLIEHUE HA PEAPOAYKTHBHATA
TOKCHYHOCT. IIpu npuiiaraHeTo Ha XIHHOJOHH HpH XHBOTHH 10 BpeMe Ha TIPeHATANHOTO UM pa3BHTHE
H B IOBEHHJIHA BBL3PacT ca HabMogapand eeKTH BEPXY He3penus XpyLam, Topagy KOETO He MOXE 12
¢e H3KII04H Bb3MOXKHOCTTA JIEKAPCTROTO Aa PHYHHE YBPEX/JaHUA HA CTABHUSA XPYLUAT Ha-
nnoja/getyca npH xopa (BX. Touxa 5.3).

Karo nmpeanasHa mApka € 3a OpeAMOYHTaHE J1a ¢& W30ATBa H3NoI3BaHeTo Ha NUNPOgUIOKCALHH TI0
BpeMe Ha OpeMEHHOCT.

KnpMene

IlunpodrokcauuH ce eKCKpeTHpa B KEpMaTa. [Topagu MoTeHUMATHAAT PUCK OT YBpEXKIaHe Ha
CTABHHA XPYILI HUIPOGIOKCAMH He TpA6Ba la ce M3MOII3Ba MO BpeMe Ha KEPMEHE.

4.7 EdekTH PBHpXY cnocolnoctTa 3a modupane B pafora ¢ MAITHHA

Flopany HeBponoruuHuTe cH eexTn numpodokcallH MOXe [1a IOBIMAE BpeMeTo 3a peakund. [lo
Ta3H NPHIHHA CnoceOHOCTTA 3a WwohHpane H paboTa ¢ MALIEHA MOXE Aa € HapyLIeHa.

4.8 HexeJaHn JeKAPCTBeHH peaKIH

Haii-yecTo cpofmapanuTe Heskenany nekapereenu peakuun (HJIP) ca ranene u Auapus. ,

Io-pony ca npencrasenu AaHuwrre 33 HJIP Ha yunpodnokcaums oT KTHHAYHKTE P
HOCTMAPKETHHIOBOTO HabmoAeHye (Nepopaina, HHTPABEHO3HA M CEKBEHHUANHA Te
noJipefieHH 110 4ecTOTa. AHAIM3BT Ha YECTOTATA BKIHOYBA RAHHMTE 33 TEPOPAITHO
HNPMIOKEeHHE Ha UANPOdIOKCALlH,
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YecToTaTa Ha HEKETAHHTE PEaknvH € knacupuuupasa KakTo cliefiea: MAOTO yect (> 1/10), wectn (&
1/100 mo <1/10), Hewectn (= 1/1 000 mo <1/100), peakn (=1/10 000 go <1/1000), muoro peaxku (<1/10 -
000), ¢ Hens3BecTHA YecTOTA (OT HANHMHHATE AAHHM He MOXe Ja Ob/e HaNpaBeHa OLEHKa).

.

Cucremo- YecTn Hevectn Penxu MHuoro peaku C HeH3BECTHA
OPraHHH KJI3C0Be MECTOTA
Huadexunn u MuxoTHYIHH :
HH{reCTAUMH CYNEPHHBEKIMH
HapymeHHns Ha EozuHodunua JleexomneHua XemMonuTHYHA
KPBETA H AHemus AHEMHA
numipHaTA Heytponenusa ATpaHyIcLIMTO3a
CHCTEMA JlepkouuTO3a IMaunuroneHus
‘ TpomBounTonesns | (xusoTozacTpala-
TpomBounTeMus Ballla)
TloTickane Ha
KOCTHHA MOIBK
(HBOTO3ACTpALIA-
BAIG)
Hapymenuns Ha Aneprirxa Anadunaxrmuda
HMMYHHATA peaxiys peakiys
CHCTEMA AnepruveH oToK AnadunakTHieH
/aHrHoegeMm HIOK
(’KHBOTO-
3acTpainasant) (Bx.
TOuKa 4.4)
Peakuun,
Hanoa00ABaLH
CepyMHa Gonect
Hapymenns Ha ‘ CuHIpOM Ha
eHAOKHAATA ' HealeKBATHA
CHCTEMA CEKpeLHs Ha
AHTHAHY-
peTHYEH
XOPMOH
(SIADH}
Hapymenusa Ha AHOpeKcHA XuneprivkeMHua Xunornvke-
mMeTadonniMa M XHAnormHKeMHs MHYHA KOMa
XpaHeHeTo (Bx. TouKa 4 .4) (BXK. TOUKa
4.4)
Ienxuann IcuxomoTOpHA O0bpKaHeCT H IMeuxoTHaH Mapnus,
napymenps™ XHIEPAKTHEHOCT | A¢30pHEHTALHA peaKiyH (BX. TOUKA | XHIOMaHHA
/erabyna Peaknus Ha 4.4) (rp3MOKHO €
GeanokoicTeo J1a KYIMHHHPA B
ITaTonoru4ym CYHLHIIHH
CBHHIIA HOeH/noBeNeH e
Henpecus WIH CYHIHAHY
(BB3MOKHO & ga OTMHTH H
KyJIMHHMpa B H3BBPLIBAHE HA
CYHLHIHH caMoyOHIEcTBO)
HICH/TIORE e HHE (px. Touka 4.4)
M CYHLIH]IHH
OTIMTH H
H3BLPLIBaHE Ha
camoybuiicTBO)
(mx. TouKa 4.4)
KamonHHaguH
14 .
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Cuctemo- YecTn HexecTn Pemien MHoroe peakH C HemapecTHA
OpPraHHH KJacoBe qecTOTa
Hapymennn Ha I'napobonue - INapa-u Auzecrezus | Murpena Tlepndiepua
HEPBHATA 3amanHoCT Xumoecresus Hapynurena HEBPONATHA
cacrema’¥ Hapymenns na Tpemop KOOPAHHALIS (B3K. TOTKa
ChHA I'spucse (B, Hapymena noxonka | 4.4)
Hapymenus Ha CTaTyC Hapyineno
BKyca enwientukyc) (k. | oboHsumue
Touxa 4.4) Harpakpannamia
Bepruro XHOCPTOHKA K
" pseudotumor
cerebri
Hapymennsa Ha Hapyuwesus Ha Hapymenus Ha
oynTe¥ 3peHHeTO (Hamp. OBETOYCEHAHETO
JHNIOMHA)
Hapymenus Ha TunutyCc
yXoTO H 3aryba Ha clyxa /
nabGupunra* YRpeKIaHe Ha
cayxa
Crpaeasn Taxukapauns KamepHa
HApYIIeHHAY* 4pPHTMHA H
torsades de
pointes
(cpobmapa-HA
TpeJUMHO
TIPH TIALHEHTH
€ PHCKOBH
takropu 3a
YABDKABAHE
Ha QT
HHTCpEAna),
yasmken QT
sa ECG (Bx.
TOuKH 4.4 1
4.9)
CuaoBu Basomunaranms Backynur
HapYIHeHuA** XunotoHus
CHukon
Pecrmparophn, JucrnHes (Br.
TPRAHH H ACTMATHYHH
MeTHACTHHAJHH CHCTOAHMA)
HAPYIICHEA .
CromamHo- Tl'amene | Ilopprmiane Crrp3an ¢ TankpeaTHt
YpPeEHH Huapua | CromauHo- aHTHOGHOTHK KOJHT,
Hapymenus 9peBHa U BKJI.
KopeMHa Hoiika ncergoMeMbpano-
Hucnencus 3€¢H KOJIHT (MHOTO
TazoBe pAIKo ¢
BB3MOKEH (haraneH
H3X0M) (BK. TOUKS
4.4)
XenmaToOrnHapHu INoeuinenn YepHoapobHo YepHonpoGHa
HApYHWIeHus TpaHCAMHHAZH YBpexJaHe HeKpo3a
Tlogwmen XonecTaTHyeH {MHOTO panKo
SunupyOuH HKTep NporpecHpaila oo :
Xenarur xmnommcr;%
Balla 4epHOP ‘ci\ g
Henomnf;gbg el P ™,
{BK. TOuKa 4.4) i 5
Hapymenus Ha O6pus Peakuuu Ha Ierexuu ;! Oerpa. o
KOWATA M Crpbex toToayscTBHTEN- Epurema 5"1‘ “Tene z_xnii'sﬁpa / J
TIOAKOKHATA Ypruxapnus HOCT mynta(opMe Pagn i
=
' s N e
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CHeremo- Yecrn Hexecrn Peaxn Mmuoro penkn C HemapecTHa
OPraHHH KNacoBe YeeToTa
TbKaH (8x. Touka 4.4) Epurema Honosym €K3aHTEMATO~
CrHapoM Ha 3HA ITYCTY/03a
Stevens- Jolmson . | (AGEP),
(moTeHUHANHO JleKkapcTReHa
KHBOTO3ACTpaMIa- | PEaKUHd ¢
Bar) €03HHODHITHA
TokcHuna U CHCTEMHM
enHAepMaITHA CHMITTOMH
HEKPOIIH3a (DRESS)
(moTeHIMATHO
KMBOTO-
3acTpallaBan)
Hapymeuus na MyckynHo- Muanrus Myckynna
MYCKYAHO- cKeJleTHa Gonka ApTpur cnaboct
CKe/eTHaTA (Hanp. Gonka B IMopumen Tenauaut
CHCTEMA H KpaifHHLHTE, MycKyneH ToHy¢ B | Pasknceane Ha
Che HHATEAHA Gonka B repha, KpaMnu CYXOXKHIHA
Ta TeKARY Gonka B THPANHTE) (mpeauMHO Ha
Aptpanrus Axunecosoto
CYXOXKHIIHE)
{BX. To'Ka 4.4)
Oboctpane Ha
CHMIITOMHTE Ha
MHACTEHHA rPaBUC
(Bak. Touka 4.4)
HapymeHnns Ha Vepexaane Ha Bubpeuna
Onbpeuure n OBOpenuTe HEJOCTATHHHOCT
THKOTHHTE : Xematypus
NBTHIEA Kpucramypus (zk.
ToukKa 4.4}
Ty6ynounTepcru-
Luancy HepuT
O6mn Acrenud Ortoxk
HapyUIeHUst H [Mopmuena Hznotasare
edeKTH Ha TeMnepaTypa {xMnepxuzpoza)
MACTOTO H3
npuaoxenue”®
Hzcnensauua IMopHwena ITopuena aMunasa IMoswmenu
AlKATHA CTOHHOCTH Ha
thoctaraza B MexIyHapoa-
KPBBTa HOTO
HOpMAaIU3H-
PaHO
CHOTHOMIEHHE
(INR) (ips
HalHeHTH Ha
TEepanusa ¢
AHTArOHHCTH
HA BUTAMMH
K)
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*Crolmasa ce 3a MHOTO pe/iKi CIIydad Ha IPOABIKHTEIHH (10 MecellH MM FrOJUHHE),
HMHBATHAAIHPAIA H OTCHIMAIHO HeoOpaTHMI CEpPHO3HH NEKAPCTBEHH PEAaKLHY, 3aCATrald HAKOKO,
TIOHAKOTA MHOTO CHCTEMO-OPraHHHA KIIACOBE B CETHRE (BKIIOTHTE/IHO peakllii KaTo TeHAHHHMT,
pazKEBCBale Ha CYXOXKUNHE, apTPAlTad, 00JKa B KpailHHIMTE, HAPYIIEHHE HA TTOXOAKATa, HEBPONIATHH,
CBBp3aHH C IIAPECTE3HA, JeNpecHs, YMOpa, HapylleHHe Ha IAMETTa, HAPYLIEHUA HA CHHA M
YBpeXJaHe Ha cIyXa, 3peHHETO, BKyca H 0OOHIHHETO) BLB BpL3Ka ¢ YIoTpefara Ha XUHOJIOHH H
(TyOpOXHHONOHH, B HAKOH CNyYaH, HE3aBHCHMO OT Beve CHINECTBYBAIIUTE PHCKOBH (PaKTOPH (BXK.:
Touka 4.4).

**[1py NaUMEHTHTE, IPHEMAILH GHIYOPOXHHONCHH, ca ChOGIICHH ¢NyYal Ha aHEBPH3MA W IMCEKaliuA
HA 20PTAaTa, IOHAKOTA YCI0XKHEHH NTOPAAH Pa3KbCBaHe (BITIOYHTETHO ¢ ETANeH H3XOM) U
PETYPrUTALMA/HEAOCTATEYHOCT HA HAKOH OT ChPAEYHHTE KiamH (B, To4ka 4.4).

Tleduampuuna nonynayus
{TpeacrapeHaTa No-rope 4ecTOTa Ha, apTPONATHA (APTPANrus, apTPHUT) ¢€ OTHACH 32 RAHHMTE MO
npoyyBaHus Npy Be3pacTHy. [Ipu nena apTponmatiaTa ce cpella uyecTo (BHx Touka 4.4),

CrofulapaHe HA MOAO3HPAHH HesKENIaHH PeakiHi

CrobmaraneTo Ha MOO3HPAHH HEXKENAHM PeakIMy e/ pa3pellapale 3a ynoTpeba Ha IeKapCcTBeHHA
HOPOAYKT € BaykHo. ToBa Mo3BOMIABA Ja NPOIBIKH HaOMIOASHUETO HA CHOTHOMEHHETO MOM3a/PHCK 34
NeKapcTBEHHA NPOAYKT. OT MeTMIIMHCKHTE CNELHAMHCTH Ce H3HCKBA Ja ChOoDIIABAT BCAKA
HNOAO3MpaHa HeXeNana peaklis upes M3nblHuTeNHa areHIEA Mo NeKapCTBara, yi. ,,Jaman I'pyes”
Ne 8, 1303 Codusa, Ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 Ilpeao3upane

Hma croblinennd 3a eRHHUYHH ¢Tydan Ha npefozupade. Crex npWilarade Ha iosa ot 12 gca
CBHODIIEHH JIEKH CUMNTOMH Ha HHTOKCHKauMA. OcTpo npenosnpane ¢ 16 g HARPOQIOKCALIHH € JOBENO
1o ocTpa ObOpedHa HEMOCTATEUHOCT, ‘

CuMNTOMHNTE Ha IPe03UpaHe BKITIOMEAT: 3aMafHOCT, TPeMOp, raBobonie, yMopa, TPHIATBIIH,
XaMoUHHAINH, 00LpKBaHe, a0j0MHHATICH JmcmM(bopT, 6nOpeuHO M HepHOAPOOHO YRpEXKJIaHe, KAKTO
H KPHCTATYPHA M XEMaTypHAL.

HMa crolimeHuns 3a odparuma 6L0pedna TOKCHYHOCT.

OceeH pYTHHHUTE MEpPKH, KaTo Npen3BHKBAHE Ha MOBPEILARE, IOC/IENBAHO OT TIPUEM Ha
MeJMIMHCKE BEITIEH C& TIPENophYRA MOHHTOpHpaHe Ha Op0peuHaTa QVHKINA, BKITIOYRAITO
onpenenane Ha pH Ha ypuHata u ako ce Hajara, nogKucIABaHe 3a Npo(HIakTHKA HA KPHCTANypPHAL.
IManuentute TpabBa aa ca nobpe xuapaTHpann. Kannuii 1 Maruesnii cbIbpKaIHTe AHTHALIHIH
TEOPETHUHO MOTAT Aa penyuupar abcopbuuara Ha BUIpodNoKCalHH NPH IIPEJO3HpaHe.

Camo MaIKO KONHYECTBO unnpodmoxcaunﬂ (<10%) ce ennMAHKpa YPe3 XSMOIHATH3A UITH
MEPHUTOHEATHA TUATA3A. ,

B cmyuait Ha mpeiosupaHe ce NpoBeXaa CUMIITOMATHYHO NedeHHe. 3a0b/DKHTENHO ce MOHP[TOpP[pa
EKI", nopajn BE3MOXHOCTTA 32 yAbDKaBate Ha QT uurepeana.

5. @®APMAKOJOTHYHH CBOWCTBA

5.1 @apmaxoAMHAMHYIHH CBOHCTRA

®apmakoTepaneBTHUHA rpyna — Gnyopoxunononn, ATC kon: JOIMAO2 -
Mexanusum Ha deticmeane:

LiunpogokcalnH KaTo (uyopoXHHONIOHORO AHTHOAKTEPHAIHO CPEICTBO OCBIICCTBARA
GakTepHIMAHO JeiicTBHE Ype3 KHXMOHpaHe Ha IBaTa THMA TonoHomepasa II (IHK-r

TonowzoMepasa IV, HeoOxoauMy 3a perHKaNNUATA, TPAHCKPUILHATA, PenapHpaH
pexomﬁnﬂauﬂma Ha bakTepuannata JTHK.
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Croomuoutenue QGQMGKOKHHGMMKQ/ QGQMGKOBMHQMHKQ.'

EukacHOCTTa 38BHCH OCHOBHO OT ChOTHOIIEHHETO MEXK/Y MAaKCHMANHATA [NA3MEHA KOHLIEHTpAIHI
(Cuax) ¥ MMHMManHaTa HHXAOHpama kounenTpamua (MHUK) ra uanpoduokcaiuy 3a 6akTepranHus
NATOTeH H ChOTHOIUIEHHETO MEXCRY MUIONTA Noj KpHUBaTa NIaiMeHa KonneHTpala/Bpeme (AUC) u
MHK. : ‘

Mexanuzoi Ha PEIUCIRENINHOCTHING.

In vitro pe3HCTEHTHOCT KBM LANMpodIoKcalnH Moxke Aa OhJe NPUACOHTA [I0ETAIHG YPE3 TAPIeTHH
noxantau Myranuy Ha JHK-rupasa v ronousoMepasa I'V. CreneHTa Ha kpbCTOCAHA PE3UCTEHTHOCT
MeXy UHNpodIIoKcalH B APYTH QUIyOpOXHHONOHH B PE3YNTAT HA ToBa ¢ Bapuabunua. EquauynuTe
MYT&LHH MOTAT Ja He IOBEAAT [0 KIHHMYHA PE3HCTEHTHOCT, HO MHOXKECTBEHHTE MY TALMH
0OMKHOREHO BOJIAT A0 KIMHUYHA PE3UCTEHTHOCT KBM MHOMC MIIM BCHUKK aKTHBHH BELIECTBA OT TO3H
Knac. '

HenpomycknuBocT Ha KieTh4HATe MeMOpan W/ HapyIleHa eduyKcHa TOMIIA HA aKTHRHATA
CBCTABKA Ca MEXAHW3IMH Ha Pe3SHCTEHTHOCT, KOKTO OKa3BaT BapHabuiAn ebekTH BBpXY
YYBCTBUTEIHOCTTA KBM (IYOPOXHHONOHN, 3aBHCEINH OT GH3HKOXHMHIHHTE CBOHCTBA H2 PAINIHYHHTE
AKTHMBHH CBCTABKH B TO3W KIAC H aHHHTET HA TPAHCNOPTHUTE CHCTEMH KBM OTAEIHHTE AKTHEHH
¢bCTaBKH. BCHYUKH in vifro MeXaHM3MH HA PE3HCTEHTHOCT OOHMKHOBEHO ¢ Ha0IoNaBaT B KIMHHIHHTE
u30naTH. MeXaHH3MH Ha PE3NCTEHTHOCT, KOMTO HHAXTHBHPAT APYTH aHTHOMOTHLIM, KaTO HapyLIeHA
OPOIYyCKIMBOCT Ha MeMOpaHuTe (H€cTo [Ipn Pseudomonas deruginosa) v MeXanr3Mi Ha ediyke,
MOTAT Ja IPOMEHAT HyBCTBHTENHOCTTA KEM LMIIPOQIOKCALIHH. Hma cwﬁmeﬂm 34 IAsMH -
MEHHPAHA PESHCTEHTHOCT, KOQMPAaHa IPe3 qnr-TeHH.

Crexmbp na anmubaKmepuania aKmusHocm.
CregauTe rpaHAYHH CTOHHOCTH PAa3IenaT YyBCTBHTETHATE H.[aMOBG OF INAMOBETE ¢ HHTEPMERHEPHA
YYBCTRUTETHOCT H ITOCTSIHHTE OT PE3HCTEHTHHTE IAMOBE:

Hpenopwru na KUCAST

MuKpoOprauusemM YyBCTBHTEJIEH . Pezncrenten
Enterobacteriaceae S £0,25 mg/l R > 0,5 mg/
Salmonella spp. ‘ S <0,06 mg/l R > 0,06 mg/]
Pseudomonas spp. S <0,5 mg/l R > 0,5 mg/l

1 Acinetobacter spp. S =1 mgfl R > 1 mg/l
Staphylococcus spp.! S <1 mg/l R >1 mg/l
Haemaphilus influenzae 8 £0,06 mg/ R > 0,06 mg/}
Moraxella catarrhalis 80,125 mg/l R > 0,125 mg/l
Neisseria gonorrhoeae 520,03 mg/l R > 0,06 mg/l
Neisseria meningitidis S £0,03 mg/l : R > 0,03 mg/l
I'paHdyHy CTOHHOCTH, KOHTO He | 8 <0,25 mg/l R > 0,5 mg/
€a CRBP32HH € oupeeIeH BHA® -

IStaphylococcus spp.-rpaHUYHE CTORHOCTH 32 IIUMPOGIOKCALHH Ca CREP3IAHH C TEPanus BbB BHCOKH
Jo3H. ’

* I'paHHYHATE CTOHHOCTH, KOHTO HE Ca CRBP3aHH ¢ ONPEAENEH BHA, Ca ONpedelieHd OCHOBHO Ha Gasa
mauHwuTe 32 hapMaKOKHHEeTHKA/GapMakoMHAMMKA | cA He3aBHCHUMIE OT pasipeneneHneto Ha MUK 3a
OTAEIHUTE Mamose. Te ce H3MON3BaT caMo 3a IAMOBE, 33 KOUTO HAMA ONpeJe/ieHa MHIHBHIyaTHA
rpaHAYHA CTOMHOCT, HO HE H 3a AMOBE, IIPH KOUTO HE C€ IPernophyBa H3cneABaHe Ha
YyBCTBHTETHOCTTA.

PasnpocTpanenueTo Ha mpuAoOHTaTa PEIUCTEHTHOCT MOXKeE JIa BapHpa CIIope]l reorp
Pa3nonokeHUe H BbB BPEMETO 33 ONPEICNeHH BALOBE MUKPOOPTaHU3MH | € JKeJIaTen
H3MOJI3BAT JIOKATIHUTE AHHH 32 Pe3HCTEHTHOCTTA, 0CO0EHO KOTaTo C& IEKYBAT TEXKK
¢ HeoOX0/MO, TpA6Ba J1a Ce IOTHPCH EKCTIEPTHO CTAHOBUINE B CTYYaHTE, KOraro p



TIPH HAKOH BHIOBE HHOCKINY.

I'pynupaHe Ha pelleBAHTHHTE BH/ORE MHKPOOPraHU3MH B 3aBHCHMOCT OT UYBCTBHTEITHOCTTA UM KBM
nMOpodnokcauut: (3a Streptococcus spp. BX. Touka 4.4). :

CTAHJAPTHO YYBCTBHTEJJHH MAKPOOPTAHU3IMH

Aepobun ["paM-NOAOKHTETHH MUKPOOPTaHH3IMH
Bacillus anthracis (1)

Aepobuy ['pamM-0TpHITaTEIHY MHKPOOPTaHHIMH
Aeromonas spp.

Brucella spp.

Citrobacter koseri

Francisella tularensis

Haemophilus ducreyi

Haemophilius influenzae*

Legionelia spp.

Moraxella catarrhalis*

Neisseria meningitidis

Pasteurella spp.

Salmonella spp.*

Shigella spp.*

Vibrio spp.

Yersinia pestis

Aunaepobyn MUKPOOPTaHHIME
Mobiluncus

Jpyry MEKPOOPraHH3MH
Chlamydia trachomatis ($)

Chlamydia preumoniae($)
Mycoplasma hominis(§)
Mycoplasma pneumoniae($)
MHKPOOPIAHH3IMH, TIPH KOUTO IIPUIOBHUTATA PESHCTEHTHOCT MOXKE
HA E MPOBAEM

Aepobuu ['paM-NONTOKUTETHH MAKPOOPTAHUIME

Enterococcus faecalis (3)

Staphylacoccus spp. *(2)

Aepobnru ['paM-OTpHUATEIHH MEKPOOPraHHIMA

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™

AHaepoGHH MUKPOOPraHU3IMU

Peprostreptococcus spp.

Propionibacterium acnes
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HAOKAIAHO-PEIUCTEHTHA MUKPOOPT AHH3IMH

Aepobun l“pam—noaoxm*rennn MHEKpPOOPTaHH3ME
Actinomyces

Enteroccus faecium
Listeria monocytogenes

Aepobtup ['paM-0TpuLlaTeTHE MHKPOOPTaHUIMH

Stenotrophomonas maltophilia

AHaepoGHE MUKPOOPraHK3Mu
C uzxniovenue Ha HARUCARUME NO-20pe

E PYT'H MAKPOOPraHH3MH

Mycoplasma genitalium
Ureaplasma urealitycurm
* KiiuHHuHaTa epuKacHOCT € I0Ka3aHa 3a YyBCTBHTENHHTE U30NATH IPH ofoBpeHHTE
KIIMHUYHY NTOKa3aHHs

+ YecToTa Ha pe3UCTEHTHOCT > 50% B €1HA WiIM NOBeYe CTPaHM-WIeHKH Ha EC

($): EcTecTReHA HATEpMEHEPHA UYBCTBHTEIHOCT IPH OTCHCTRHE Ha npn,uoﬁnm MEXaHU3IMH Ha
PEe3HCTEHTHOCT

(1): TlpoyuBanusTa ¢ca IposeSEHH NPU EKCHEPHMEHTAIHO NIPeAW3BHKAHN HHPEKIMH APU
KHBOTHM UPEe3 HHXaupane Ha cnopu Ha Bacillus anthracis; Teau IpoyqBaHus MOKA3BAT, ye
3alI04YBAHETO HA AHTHOHOTHIHOTO JIeUeHHE CKOpO Clef eKCIO3NIIATA IPeANaspa oT NOABATa Ha
3a00/1ABaHETO, AKO NEYEHHETO € GHITO HACOTEHO KbM HaMalApaHe 6pos Ha CHOpHTE B
OpraHu3mMa nojl HHdekixo3HaTa K02a. IpenoppYBaHOTO U3ONI3BaHE IPH X0pa C& OCHOBABA
OpeIUMHO Ha in Vitre YYBCTBUTENHOCTT H HA eKCNePHMEHTANHUTE JaHHH TIPH SKUBOTHH,
3a8/IHO ¢ OTPAHUYEHHUTE KaHHH ApH Xopa. [IpHema ce, ue IPH BB3PACTHH ABYMECEYHHAT KyPC HA
Jieuenne ¢ nepopaieH HUnpodaokcaldH B go3a 500 mg 2 myTH Ha JeH e eduKaceH 3a
npeAna3Bane 0T aHTpakcHa Huexuns npx Xopa. Jlekypamure nexapy Tpabpa Ja HanpaBaT
CIPaBKa ¢ HALMOHATHHATE W/HJIH MC)K}:D(H&pOI[HHTC KOHCEHCYCHH ZOKYMEHTHU [0 OTHOILIEHHE
TEUEHHETO HA aHTHAKC,

(2): MeTHLMIHH-PE3NCTEHTHRAT S. qurens MHOTO 4ECTO excnpecupa ezlﬂoapemeHHa
PE3UCTEHTHOCT KbM hTyOpOXHHOMOHH, YecToTaTa Ha Pe3HCTEHTHOCT KEM METHLIHINH € OKOIO
2( po 50% cpen BCHYKH BU/I0BE CTA(HIOKOKH i € 0OMKHOBEHO MO-BHCOKA [IPH
HO3OKOMHATHHTE H30IATH.

52 @apMaKoKHHETHYHH CBOICTEA

Abcopiyus
Crnell nepopanno NpUnokeHHE Ha €THOKPATHH xo3u ot 250 mg, 500 mg u 750 mg TabneTkn,

uHIpodokealliH ce pesopbupa 6bp30 M EKCTEH3UBHO B FOMAMA CTeNleH H OCHOBHO B THHKOTO HEPBO,
KaTO JOCTHIa MAKCHMAITHH NNA3MeHH KOHUEHTpauuy cieq 1-2 uaca.

EnrokpaTHHTE 4034 B UHTEpBaia 100-750 mg BOAAT [0 3aBUCHMM OT J033Ta MAKCHMANHU MIASMEHY
KOHUEHTPAUHH (Crax) MekY 0,56 1 3,7 mg/l. [TnazMeHHTe KOHLEHTPALIMH HAPACTBAT
IPONOpIHOHaNHO ¢ no3ute 1o 1000 mg.

AbcoaroTHaTa GHOHATHYHOCT € okono 70 - 80%.

YcTaHOBEHO €, 1€ [03a oT 500 mg, npreMaHa nepopanHo Ha Beekd 12 9aca, BOAM A0 TIOLI IO
KpHBaTa N1a3MEHa koHUeHTpauua/Bpeme {AUC), exBHBANEHTHA HA TA3H, NONYYEHS CIS) |
MHTpareHo3Ha MHGY3Ha Ha 400 mg nunpoduiokcauns 3a 60 MUHYTH Ha Beeky 12 Yaca.

Pasnpedenenue
CrBp3paneTo Ha UUNPOGIOKCALMH ¢ IIA3MEHHTE TIPOTEHHH € Hucko (20-30%). LunpodnokcauuH ce
HaMKpa 8 NJIa3MaTa OCHOBHO B HelionuznpaHa dopMa M Ma ronamM cralHosapes ofeM Ha

pasnpezienenne ot 2-3 I/kg Tenecno terno. LIMmpodnoKcaliH JOCTHTa BHCOKH KOHIEH

Makpopary, GHOTICHOHHKTE THKAHHN), B CHHYCHUTE, BH3MAIHTEIHKTE OrHHLIA (Be3
KaHTapHANC) B YPOreHHTAIHHS TPaKT (YPHHA, POCTATA, EHAOMETPHYM), KBIETO
KOHI[EHTpAailMH, HaABAIIABALIY TE3H B FJIA3MATA. ‘
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Buomuctbomtay_

YCTaHOBEHH ca HHCKK KOHIEHTPALHY Ha YeTHPY MeTabomuTa, KOHTO ca uneumdmunpaﬂn KaTo:
AezeTHNeHIUNpoduiokcanid (M1), cyndounnpodnoxcamun (M2), okcounnpoduokcanus (M3) 1
gopMumuunpogprokcanut (M4). MetabonuTHTe nNpHTEKaBaT aHTAMHKPOOHA aKTHBHOCT in-vitro, To-
cnaba OT HENpOMeHEHHA LMNPO(IOKCATIHH, HnnpO(l)noxcauuH € YMepen HHXHOHTOD Ha

CYP 450 1 A2 wroeHzvmMuTe.

Eunnunupane

Hunpognokcaris ce eKCKPETHPA JI0 FojAMa CTETICH HeNpoMeHeH npe3 61.6peume H B [10-MalKa
creneH - upes dekanuuTe. BpeMeTo Ha MOJNYXKHBOT ITPH TIHIIA ¢ HopManHa On6peuna dyHKIINA €
npubaH3MTENnHo 4-7 yaca.

Exckpennd Ha nunpoguoxcamus (% oT 103aTa)

Ilepopanno APHAOKEHHAE

¥YpuHa Dexaann
Lnnpodrokcamy 44,7 25,0
Mertabonutu (M1-M4) 11,3 7,5

BEOpewnNAT KiupbHe e Mexay 180-300 mi/kg/h, a oBuaT TeneceH KIMPBLHC € MEXRIY

480-600 ml/’kg/h. UunpoduokcantiH ce nogara KakTo Ha roMepyiHa ¢uaTpaius, Taka i Ha
TyGyJiHa cexperyd. TexKHTe HapylueHHA Ha OR0peyHaTa PyHKIHA YABIKARAT BPpeMETO HA -
MOJIY>KHBOT Ha uunipoduokcanuy ao 12 yaca.

W3bHELOPEHUAT KIHPBHC HA LHIPOIOKCAIHH CE OCBUIECTBABA OCHOBHO Ype3 aKTHUBHA CEKPELHA B
yepBaTa H MeTabonuznpane. Okono 1% oT 103aTa ce eKCKpeTHpa Ypes JMUrbukaTa. B aoThukara
IUIpOQIIOKCALHH € BB BHCOKH KOHLEHTPALIHH.

Heduampuunu nayuenmuy
JaHuuTe 0THOCHO hapMaKOKHHETHKATA MPH NEIUATPHYHHE TalHEHTH ¢A OTPAHHYCHH.

B mpoyuBaHe npH Aela HAJ €AHOTOUIIHA Bb3PACT €& YCTaHOBABA, 4 Crax 1 AUC He 3aBUCAT OT
BB3pacTTa. He ce mabmoasa 3Ha9MMo nosumaBate Ha Cax M AUC crien MHOrOKpaTHO nprnarade
(10 mg/kg 3 meTH Ha AcH).

Cnen enHouacoBa HHTpaBEHO3HA HH(Y3HA HA Jo3a oT 10 mg/kg npy 10 Aeua ¢ TeXBK CENCHC Cony €
6,1 mg/l (untepran 4,6 - 8,3 mg/1) npu xena Ha pw3pact nox | roguna u 7,2 mg/l (aurepsan 4,7 -
11,8 mg/l) npu aeua Ha Bb3pacT MexaAy 1 1 5 roanHu. CroiiHocTaTe Ha AUC 3a ChOTBETHHTE
Bb3pacTOBH IPYIH ca chOTBeTHO 17,4 mg/h/l (mHTepBan 11,8 — 32,0 mg/h/1) u 16,5 mg/h/l (uuaTepBan
11,0 - 23,8 mg/h/).

Tesu ¢TORHOCTH Ca B FpadyiiMTe Ha ChOOIABAHNTE NIPH BB3PACTHU APH MPHNAraHe Ha TePaneBTHYHA
Jozn. [MonynarHonnnat PapMakokWHETHYEH AHANU3 IIPH NeJUaTPHYHH MALHEHTH C PA3IHYHK
HHE$EKINH, IPOTHO3HPA CPEAHO BpeMe Ha MOTYXKUBOT OKOIO 4-3 daca M OHOHAIMMHOCT Ha
NepopAnHATA CYCIICH3UA B rpaHuiuTe Ha 50 ao §0%.

5.3 IIpeAKMHHHYHH JAHHH 33 6e30MACHOCT

HexknMHHYHNTE JaHHA HEe NOKA3BAT ocobeH PHCK 3a Xopara Ha 0a3a Ha KOHBEHIIMOHAIHATE
HINMHATBAHHA 3a TOKCHYHOCT ClI€A €MHOKPATHO H MHOTOKPATHO ApriIarane, KAHUEPOr€HEH NOTEHIHAN
HITH peNPOAYKTHBHA TOKCHYHOCT.

[TogoGHO Ha MHOTO IPYTd XHHONOHH, IMNPoGhIoKcalMH & GOTOTOKCHUYEH TIPH XMBOTHH [IpH
KJIMHHYHO peICBaHTHH HMBa Ha excrno3nuna. JlaHauTe 3a GoTOMyTareHHOCT/(POTOKAHUEPOTEHHOCT OT
eKCNEePUMEHTH NIPH XKHUBOTHH MOKa3RaT ciab GoToMyTareHeH i GOTOTYMOpOreHeH edexT

HoHocHMOCT N0 OTHOLIIEHAE Ha CTABHTE:

KaxkTo € ¢bob1eHO 32 OpyTH MHPa3HH HHXHOUTOPH, LMIPOHIOKCAIMH MPHYMHIE

TOJIEMHTE HOCEILH CTABM (IPH KUBOTHH, HEJOCTUIHATIM [IONIOBA 3PEIOCT. CTeneH'm I,-}a ynpexc,aaHe Ba

XpyLiia BapHpa CIope] Bb3pacTTa, XXHEOTHHCKHA BHA M 003aTa; YRPEKAAHETO mmfe .Ha. ;e.»}lﬁMBJ'm
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aKo CTaBUTE He c¢ HaTOBapRaT. [IpoyuBaHuATA OpH MONOBO CH3PENTH KHBOTHH (IUTHXOBE, KydeTa) He
MoKA3BAT JAHHY 34 yBpexkaade Ha xpyiuanere. [Ipy mnazm xydera ot mopoaa Ouitrea
LMITPOGIOKCALMH € JOBEN A0 TEKKH TIPOMEHH B CTABUTE NPU NPUIATaHe HA TEPANeBRTHIHH JIO3H B
poIBKEHHE Ha 2 CEAMMUIIH, KOHTO BCE OLIE ce HAbMIOmaBar U cle 5 Mecela.

6. - ®APMAIIEBTHYHH TAHHU

6.1 CnaMCEK HA NOMOIIHHTE BeleCTEA

JlaxkTo3a MOHOXUAPAT

HaTpuer HHINECTEH MHKONAT

Manuron

MHuKpokpHCTATHA LETYI03a

 Kononges, 6e3B0I¢H CHIIHIHEE AHOKCHT

Tank

Marne3ues cTeapat

®unmoso nokputue (Onanpaii IT 85F 18422, 6an; xuuonus xwrr E104, natent cun E131)

6.2 HecbBBMECTHMOCTH

Henpunokumo

6.3 Cpox Ha rogHoCT

3 rogusan

6.4 Cnemla.lm;n YCIIOBHSA H2 CLXPAHeHHE

Ja ce cexpaHnspa nog 25°C.
Jla ce cpxpaHsBa Ha MACTO, HEAOCTHIIHO 3a JElA.

6.5 Baa ¥ CLALPKAHKE HA ONIAKOBKATA

ITo 10 6pos drnMupans TabneTky B GIMCTEp OT MPo3payHo oparkeeo PVC/AL oo,
TTo 1 GnucTep B KapTOHEHA KYTHA 3a€AHO ¢ JINCTOBKA.

6.6 CnenHa/JHH Opedna3HH MEPKH NP M3XBhpanHe B padoTa

Hsama cnenpaiHi H3NCKBAHKUA.

7. MPHATEXATEJ HA PA3PEIIEHHETO 3A YIIOTPEEA
Tesa ®apma EAJ]

yi. ., Jioba Bemmarora“ Ne 9, 1407 Codus

Bearapus

8, HOMEPF HA PASPEINIEHHUETO 3A YIIOTPEBA

Per. Ne 20000294
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9. OATA HA IIBPBO PA3PEIHABAHEﬂIOlIHOBHBAHE_HA PA3SPEILIEHHETO 3A
YIOOTPEBA

Hara Ha IBpRO paspemasane: 08.06.2000 r.

Jlata Ha moC/eHO NoaHoBaBaKe: 22.12.2010 r.

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA
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