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KPATKA XAPAKTEPHCTHKA HA ITPOJIYK TA/\.}

Vool S ..9

I.  HUME HA JJEKAPCTBEHHS ITPOYKT e E2O3S 300 NB

[ unpodaokcauny Akrasuc 500 mg puamupanu TabieTKH
Ciprofloxacin Actavis 500 mg film-coated tablets

2, KAYECTBEH H KOJIMMECTBEH CbCTAB

Besika ¢punmupana Tabnetka chabpxka S00 mg uunpodnokcauus (ciprofloxacin), kato
UMAPO(IIOKCALIMHOB XHUAPOXIJIOPHL.

[lomMOIIIHO BEL1ECTBO ¢ AKTUBHO JICHCTBHE:
Beska Tabnerka chabpka 30 mg J1lakTo3a MOHOXH/IpAT.

3a MbJIHHUS CIIMCHK HA MOMOILIHHUTE BEILLIECTBA BUKTE TOUKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

®uamupaHa Tadbnerka

Kpbriu, 1BOHHOM3MBbKHAIU, GUIMHUpPaHU TaOJIETKH C YepTa OT €/lHaTa CTpaHa, ChC CBETJIO3EJIEH LIBAT.

Tabnerkara Mmoxe J1a Obae pa3jie/ieHa Ha JIB€ paBHH J103H.

4. KJUHUYHU JAHHU

4.1 TepaneBTHYHH NOKA3ZAHHS

dunmupanure Tabnetku Llunpodnokcaumn AKTaBuc ca npeHa3Ha4YeHH 3a JIeYeHHe Ha ClIeJIHUTE
uHpekmHU (BK. Touka 4.4 1 5.1). [pen 3anouBaHe Ha J1e4EHHETO € HeOOX0IMMO J1a ce 00bpHE
CreLMaIHO BHUMaHHE Ha HAJIMYHATa MH(pOpPMAaLIKA 3a PE3UCTEHTHOCT KbM LIMITPOGIIOKCALIMH, KATO
TpsOBa 1a ce Ma npeaBH1 OPUIIMATHOTO PBKOBOJICTBO 3a MOAXOAALIO H3IMOJI3BaHE HA
aHTHOAKTEepHaIHHK CPE/ICTBA.

Bw3pacmnu
® MHdeKkny Ha JOJHUTE IUXATeJIHH TbTHLLA, MPUYHHEHH OT [ 'pam-oTpHLIaTe/THU OaKTEPUH:
- obocTpsiHe Ha XpoHHuHa obcTpykTHBHA OenoapobHa 6onect. [Ipu obocTpsiHe Ha XPOHHYHA
obcTpykTBHA 6enoapobHa 6onect Llunpodnokcaumn AkraBuc TpsOBa 1a ce U3noJi3Ba camo
KOraTo ce CYMTa 3a HenoJaxoasuia ynorpedara Ha Apyru aHTHOAKTEPHAJIHH CPE/ICTBA, KOUTO
00HMuaiHO ce NpenopbLYBAaT 3a JIeYeHHE Ha Te3H HH(EKLIMH.
- OpOHXOMYJIMOHATHH WH(EKLIMH NMTPH MYKOBUCLIM03a HJIK NpH OpoHxHeKkTa3Ha OonecT;

- MTHEBMOHHS.
® XpOHHUYEH CYINYPATHBEH OTHT Ha CPEJAHOTO YXO.
s Ex3anepOaums Ha XpOHHYEH CHHYHUT, OCOOEHO aKo € NpUYHHEH OT | paM-OoTpHLIATETHH
OaKTepHH.
e MH}eknyu Ha MHKOYHUTE MbTHLIA: /. e s R

- HeycnoxHeH ocTbp UMCTHUT. [1pH HEYCI0)KHEH OCTBP LIMCTHT I_lunp{}dmoxcaumj//{mam
TpsOBa J1a ce U3M0JI3Ba CaMO KOraTo ce CUMTa 3a HEeMoAXo/As1a ynorpedara Ha/ApSTA #%an, N\ B
aHTHOAKTEPHAJIHHM CPEJICTBA, KOUTO 0OMYAIHO ce MpenopbyBar 3a jieyeHue Hal/frésu - -

: .
| e ' ' d L - L

MH(EKLIHH. =t
- OcTbp nuenoHedpmr. \ S\

- Yca0KHEeHH HH(EKLMK Ha NMUKOYHHUTE ITbTHILA, NEN L S
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- baxrepHalcH NPOCTATHT;
. HMudgexumun Ha reHHTATHHA TPAKT.
- ['0HOKOKOB YPETPHT W LIEPBHLUT, MPHUHHEHH OT UYBCTBHTEIHA Neisseria gonorrhoeae .
- OpxMenHARAUMHT, BKIIOYMTENHO ClydaH, MpAUHHEeHH oT Neisseria gonorrhoeae.
- Bmn3nanurenHo 3abongsaHe Ha TA30BHUTE OPraHH, MpU4YHHEHO oT Neisseria gonorrhoeae.
Tlpu no-ropHHUTe HHPEKUMH Ha TEHHTATHUA TPAKT, JJOPH KOraTo € H3BeCTHO, 4e ca
npuuuHeHH oT Neisseria gonorrhoeae, € 0CO0€HO BaXXKHO Ja ce NMPOBEPH HATHYHE Ha
PE3UCTEHTHOCT KBbM LIHITPOQUIOKCANMH H JIa C€ MOTBBPH TyBCTBHTEIIHOCTTA Bb3 OCHOBA

Ha J1Ja0OpPaTOPHO H3CIICABAHE.

Mudekunn Ha CTOMALIHO-YPEBHUS TPAKT (T.H. AKApHA HA MBTELICCTBCHULIMTE).
HurpaabaoMuHaIHH HHPEKIHA.

Mudekunu Ha KoxKaTa U MEKHTE ThKaHH, NPUYHHEHH OT [ paM-oTpHLATEIHH DaKTEpHH.
ManureeH BbHIUEH OTHT.

NudekiH Ha KOCTUTE U CTaBUTeE.

[TpodrnakTHka Ha MHPEKLIMH NMPH NALMEHTH ¢ HeyTponeHHua. Linnpodnokcaumuy Moxe aa ce
H3NMOJ3Ba NPH JIEHEHHETO Ha HEYTPONEHUYHH NALHEHTH C MOBHINEHA TEMMEPATYpa, KOraTo ce
npeanonara, 4e NpuurMHara € HakrepuanHa HHPEKLHAL.

[TpodpunakTvka Ha HHBA3HBHH HHQEKLMH, IPUMHUHEHH OT Neisseria meningitidis.
HnxanaropeH aHTpakc (NpogHUIakTHKA CJIE/l €KCNO3HLIMA M JIEYEHUE).

Heua u wonowiu

. BpoHxomyaMoHanHl UHGeKLMH, IPHYHHEHH OT Pseudomonas aeruginosa NpH NALHEHTH C
MYKOBHCLHAO034.

. YcnoxHeHH HHPEKUMH Ha MTUKOYHHUTE MNBETHINA H OCTHP nnenunecbpm

. HUuxanatopeH aHTpakc (npodunakTika cnell eKCro3HUUA H JICYEHHE).

[lunpodiokcauB MoXke Aa ce M3II0N3Ba 3a JIeYEHHE Ha TEXKH HHOEKLIHH NPH AeLia U IOHOMIH, KOraTo
ce CYMTA, UY€e TOBA € HeoDXOIHUMO.

Jleuennero TpaOBa Aa ce MPOBEXIA CAMO OT JIEKAPH C OTIMT B JIEYEHHETO HA MYKOBHCUHAO3A W/HIH
TeXKH UHPEKUHMHM NPH Aeua U IoHowd (BxK. Touxka 4.4 H 5.1).

4.2 J/o3MpoBKa A HAYHH HA NPRJIGKEHHE

EGBH POBKa

Jlo3upoBKaTa ce onpeaenis OT MOKa3aHUETOo, TeXECTTa Ha 3a00NABAHETO, MACTOTO HA MH(EKLHUATA,
BH/1a Ha NIPHMUHHTENA, YYBCTBUTETHOCTTAa My KbM uunpogiokcanut, 6nbpeunara QpyHKuMsa Ha
NaLMeHTa, KAaKTO H OT TEJIECHOTO TETNO NPH Jiella U FOHOLIH.

[pooBKUTENTHOCTTA Ha JIEYEHHETO 3aBHCH OT TEXECTTa Ha 3aD0N9BaHETO, OT KIIMHHYHATA Kapmua U
JAHHHTE OT OAKTEPHONOrHYHOTO U3C/IEABAHE.

JledenuveTo Ha HH(PEKLNH, NPHUUHEHH OT onpeaeneHy baxrepuu (Hanp. Pseudomonas aeruginosa,
Acinetobacter unm Staphylococcus) MOxe 1a U3UCKBa NPUITAraHe Ha NO-BHCOKH A03H
LHANPOQJIOKCALIHH K €AHOBPEMEHHO MPUIaraHe ¢ Apyry NoAXoAsLIM aHTHOAKTepUanHK CpeACTRa.

JleueHHeTO Ha HAKOH HHGEKLHH (Hanp. BL3NATUTENHO 3a00/I9BaHE Ha TA30BHTE OPraHM,
WHTpaaOJOMHHANHH HH(PEKLUHH, HHEKLMH NPH NALKEHTH C HEYTPONeHUs U HH(PEKUHH HA KOCTHTE H
CTaBUTE) MOXKE a H3UCKBA €JHOBPEMEHHO NPWIAaraHe Ha APYry NOAXOAALH aHTHOAKTEpHAIHH
Cpe/ACTBa B 3aBHCHMOCT OT MaTOreHa.
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Bv3pacmnu

ITokazaHus

JAHeBHA 103a B mg

O01a npoABLDKHTENHOCT Ha
nevyeHueTo (MOTEHUHAITHO
BKJIIOUBALLO HAYATHO
MapeHTEePATHO JIEUeHHE C

OTHT HA CPEAHOTO YXO

aHeBHO g0 750 mg
2 MbTH NHEBHO

HUNPOPAOKCALIUR)

HHC[)BK:HHH HA JONHUTE OMXATeJIHA ITbTHLIA 500 mg 2 mpTH 7 no 14 aun

AHEBHO A0 750 mg

2 ITbTH JHEBHO
Hudexuun Ha OcTpo obocTpaHE Ha 500 mg 2 npTH 7 no 14 aum
FOPHUTE OUXATENHH | XPOHHYEH CUHYHT AHeBHO 0 750 mg | =
MbTHLI 2 IIBTH JTHEBHO

XPOHHYECH CYNYpaTHBEH 500 mg 2 nbTH 7 no 14 auu

NMAKOYHHUTE NHTHLLA

| Manurnen BhHuieH OTUT 750 mg 2 nbTH | 28 zuum a0 3 Meceua
IOHEBHO
Nudexumu Ha Heycnoxued octhp uMcTHT | 250 mg 2 nbTH 3 nHM

aHeBHO A0 500 mg
2 TbTU AHEBHO

[Tpu xeHHM B npeMEROMNay3a MOXE J1a C€ U3MO0JI3BA
500 mg eaHOKpaTHA 1034

YCNIOXKHEH LUCTHT, OCTBP
nueJaoHePpuT

500 mg 2 meTH
THEBHO

7 IHU

YcnokHeH NReJoOHEPPHT

500 mg 2 nbH
AHEBHO A0 750 mg
2 NBTH JHEBHO

MHUHUMYM 10 oHH, MOXe Ja
6bae NpOALIDKEHO B0
norede or 21 AHU B
onpeneneHH ciayyau (Harp.
abcuecn) |

BB,KTCPHHIIEH MNMpoOCTaTHT

500 mg 2 mbTH
JHEBHO a0 750 mg
2 MbTH AHEBHO

2-4 ceqmHLH (ocTBp) 0 4-6
CEIMHLIH {XPOHHYEH)

3a0019BAHUA HA TA30BUTE
OpraHy, BKJIKOYHTEAHO
CJTyvaH, MPHYHUHEHH OT

Hudexumu Ha ["OHOKOKOB ypeTpuT H 500 mg kato 1 nen (eqHoKpaTHa a03a)
FeHUTATHHSR TPAKT | LEPBUHLIMT, IPUYHHEHH OT eIHOKpaTHa 103a
YYBCTBUTENHA Neisseria
gonorrhoeae _
OpXHenuanAHMHT U 500 mg 2 mbTH .Hali-manko 14 aHn
BB3NAUTEIHH JHEBHO A0 750 mg :

2 MTH JHEBHO

yyBCTBUTENHA Neisseria
I__ggnﬂrrhﬂeae
Hudexunu Ha Huapusa, npHUHHEHa OT 500 mg 2 nbTH | neH
cromalnHo-upeBHuA | 6akrepun, Bkn. Shigella NHEBHO
TPaKT H HHTpa- spp., pa3inyHu ot Shigella
a0 IOMMHAIHH dysenteriae Tn 1 u
UH(EKLIHH eMITMPUYHO JIeUEHHE Ha
AUapHs Ha
ITHTELUCCTBEHULIMTE
| IIuapus, NMpHYHHERA OT 500 mg 2 muTH
Shigella dysenteriae THI | | AHEBHO
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npHYHHEHH oT [ paM-oTpHLIATENHHU DaKTEpHH

AHeBHO Ao 750 mg
2 MTBTH JHEBHO

Junapus, npyyMHEeHa ot 500 mg 2 muTH 3 aun
Vibrio cholerae B JHEBHO
Tudouana Tpecka 500 mg 2 nbTH 7 nHH
AHEBHO
HuTpaabaoMHHaNIHH 500 mg 2 mb1H 5 no 14 qum
HHpEKLMH, TPUYHHEHH OT | AHeBHO &0 750 mg
['paM-OTpHLIATEIHH 2 TBTH JHEBHO
| Gakrepuwn .
Nudekiny Ha KOXKATa B MEKHTE ThKaHH, 500 mg 2 npTH 7 no 14 oHK

MHudekimn Ha KOCTHTE H CTABHTE

500 mg 2 nbTH
aseBHO A0 750 mg
2 NbTH JHEBHO

MaKCHUMAaNHO 3 Mecelia

Jleyenue Wik npodnakTHka Ha HHPEKLIUM MPH 500 mg 2 nvTH
MALHEHTH C TEXKA HEYTPONEHUA U C NOBUILIEHA AHeBHO 80 750 mg

TEMMEepaTypa, KOraro ce Nnpeanosara, ye
npHyKHHaTa € faKkTepHaiHa HHpEKLUs.
Lunpognokcauud TpsdBa aa ce komOuHuMpa ¢

CEOTBETCTBHE ¢ O(PULIMAITHOTO PHbKOBOACTBO.

2 MBTH AHEBHO

APYTH NOAXOAALIM AaHTHOAKTEPHAITHH CPEICTBA B

JleueHuero TpsaOBa na
NPOABJLKH Mpe3 UETHA
NEPpUOa HA HEYTPOMEHHATa |

[NpodunakTika HA HHBA3WBHH HHQEKLIUHM C
Neisseria meningitidis
HHxanaTopen aHTpakc — 38 BTOPHYHA
npo¢HNaKTHKA CJIe eKCTIO3HLHSA, KaKTO H 3a
JICYCHHE Ha JIHLA, KOHTO MOTaT Ja Ce NIEKYBaT
ype3 NEepopaHO MPHIOKEHUE, KOraTo €
KAHHUYHO nokasaHo. IIpunaranero Ha
nekapcTBOTO TpAbBa J1a 3anovHe KOJKOTO €
BBL3MOXKHO MO-CKOPO Cliel NOA03UpPaH HIIH
| MOTBBpPAEH KOHTAKT. _

500 mg kaTo
¢QHOKpaTHa J103a

500 mg 2 nbTH
AHEBHO

| neH (enHOKpaTHA 103a)

60 nena cnen
MOTBbPXKAaBaHE Ha
eKCcrio3uius Ha Bacillus
anthracis

[leduampuuna nonyrayus

O6uwa npoAbIHKHATENTHOCT Ha
NeYEeHHETO (HOTEHIHAIHO

MbTHUIA U OCTBP NUENOHEDPHUT

[Tokazanng JlHeBHaA 03a B mg BKJIIOYBALIO HAYATHO
MapEeHTEPATHO JICUCHUE C
LIHTITPOGIIOKCALIHH )
MykoBucLMAO3a 20 mg/kg renecno rerno | 10 go 14 gun
2 MbTH AHEBHO 10
MakcUMyM 750 mg Ha
J1034.
YcnoxHeHH HHpEKLIMH Ha NTUKOYHHTE 10 mg/kg renecuo rerno | 10 mo 21 auu

2 NbTH AHEBHO 10

20 mg/kg TenecHo Terno
2 ITbTH AHEBHO 10
makcuMyM 750 mg Ha
103a.

HuxanatopeH aHTpaxc — 3a BTOPMYHa
npoHUAaKTHKA CNIEA €KCMO3HLIUA, KaKTO H
3a JieueHHe Ha TULA, KOHUTO MOTaT Ja ce
AEKYyBaT 4pe3 NEPOPATHO NPHINOKEHHE,
KOTATO € KITHHHYHO NOKA3aHo.
[IpunaraxeTo Ha JekapcTBOTO TpsbBa na

10 mg/kg TenecHo Terno
2 MbTH AHEBHO N0

15 mg/kg TenecHo Terno
2 MBTH JAHEBHO A0
mMakcuMym 500 mg Ha
n03a.
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3alMO4YHC KOJNKOTO € Bb3MOMNHO NO-CKOPO
cnen rnogo3npaH HiH NHOTBBPACH KOHTAKT.

Hpyru TexKku BHOEKUHH 20 mg/kg TenecHo Terio B 3aBMCHMMOCT OT BHIA HA
2 NBTH JHEBHO A0 HH}EeKUHUTE |
MakcHMyM 750 mg Ha
J034. .

Hayuenmu 8 cmapiecxa eb3pacm
Jlo3aTa ce onpenens Cnopes TEXXKeCTTa HA HHPEKLUMATA ¥ KPEaTUHHHHOBHA KIHMPBHC Ha MMAlHEHTA.

bvopeuno yepesicoane

IMpenopbuHTENHY HA4YaIHH H NOAABPXKALIH A03U NPHU MALMEHTH C HapylleHa OnOpeuHa pyHKLMS:
KpeaTHHHHOB KIHPLHC Cepymen kpeatnsun  Ilepopanua no3za [mg]
{ml/min/1,73 m?| [pmol/1]
> 60 <124 Brxre obuuaiiHuTe no3u
30-60 124 no 168 250 — 500 mg Ha Bceku 12 h
<30 > 169 250 — 500 mg Ha Bcekn 24 h
[TauneHTH Ha XeMORHATH3A > 169 250 — 500 mg na Bcekun 24 h

(cnea auManu3a)

[NaneHTH Ha MEPUTOHEANHA > 169 250 — 500 mg Ha Bcekn 24 h
AUaIn3a

HYeproopobro yepescoane

He ce Hanara KOpHrupaHse Ha J103aTa NpH NAaLUUEHTH ¢ YBpedeHa YepHoApoOHa QYHKLMA.

Hsama naHHy ot KIIMHHYHH NPOYYBAaHHUA 3a HeoOX0IMMATA NO3MPOBKA NPH IeUA W NOAPACTBALLH C
yBpeaeHa 6b6peuna u/wiu uepHoapobHa PyHKLMA.

HauuH Ha OpuagKeHUue
TabneTkuTe ce npueMaT 0€3 Aa ce ALBYAT ¢ MOBEYE TEYHOCT, HE3aBUCUMO OT MpHeMa Ha XpaHa. AKO

ce MpHEeMAT Ha MPa3€H CTOMAaxX, aKTHBHOTO BELIECTBO ce pesopdupa no-6up3o. Tabnerkure
uMnpodgnoKcallMH MOXeE Jia ce NMPUEMAT [0 BpEME Ha XPAHCHHKA, ChAbPXKALIW MJIEYHH NMPOAYKTH WIH
oforaTeHH ¢ MHHEpaIH HanUTKH. Bunpeku Topa TabaeTkure uMnpodaokcaldH He TpadBa aa ce
MPHJIAraT e JHOBPEMEHHO ¢ MJICYHH NMPOAYKTH (HAMp. NPACHO MITAKO, KHCEIO MJSKO) WiH oborateHH
Ha MHHEpPaH HANMTKH (Hamnp. oforaTeH ¢ Kanuuii NOPTOKalOB COK), KOraTo TE3H NPOAYKTH U
HaNWTKH C€ NMPUEMAaT CAMOCTOATENHO OTAEIHO OT XpaHenusTa. Crnenosate/iHO TadAETKUTE
uunpodaokcauMn Tpadbea Aa ce npunarar 1-2 yaca npeaH, WIH Han-Manko 4 yaca ciiel MAE€4HH
NPOXYKTH Wi 000raTeHH Ha MUHEPAJIH HAIMMTKH, KOraTo T€3U MNPOAYKTH H HANUTKH C€ NpHEMAT
CaMOCTOATENIHO OTAENHO OT XPaHEHURATA, KaTo CE MPENOPDbYBA 32 JIEKAPCTBA, ChbAbPXKALUH KaNLui (BXK.
Touka 4.5, naparpad XpaHa ¥ MJIEYHH NIPOAYKTH).

[IpH TeXKM ciyuau WK B CITyuaii, 4ye MaUMEeHThT HE MOXKE Aa nornblua TabneTku (Hanp. npu
NaLWEHTH Ha MapeHTEPANHO XPaHEHE) Ce MPEnopb4Ba TEPanuMaTa Aa 3ano4yHe ¢ HHTPaBEHO3HO
IPUAOKEHHUE Ha LUMPOJUIOKCALMH M KOTaToO € Bb3MOXKHO A2 NPOABIDKH NMEPOPANTHO.

TabnerknTe uunpodnokcany He TpaOBa Ja ce CMa4uKBAT M CICQOBATENHE HE Ca NOAXOAALLH 32
JICUEHHUE Ha BB3PACTHH M JeLa, KOUTO He MOrarT Aa norjibiuar tabnaetku. [Ipu Te3n naupeHTH Moxe aa

ce W3MN0J13Ba Apyra jiekapcTeeHa popma (nepopanHa CycrieH3Hs).

Ako 6bae npornycHata ao3a, T4 TpsaOsa na Oba€ npueTa no BCAKO BPEME, HO HE NO-KbC
npeau cleapalliata IUIaHKUpada 103a. AKO 0CTaBaT No-Majko OT 6 yaca npeau cneae
nponycHarara A03a He TpaOBa aa ce npuema M JieueHHero TpadBa na npoab/bKK, Ka
CBbC ClieaBallaTa IiaHydpaHa no3a. He tpabsa na ce npuema aBoiiHa 1032, 3a aa ce
npollycHaTaTa 1o3a.
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4.3 IIpoTHBONOKA3AHHSA

. CBpbXYYBCTBUTEIIHOCT KbM AKTUBHOTO BELIECTBO, KbM APYTM XHHOJIOHH WM KBM HSAKOE OT
MOMOLLHHTE BellecTBa, H30pOEHH B TOouka 6.1.
. EnHoBpeMeHHO NpuiaraHe Ha UMNpodnokcalulH 1 TH3aHKAMH (BXK. To4Ka 4.5).

4.4 CrnelHAJIHE NpeAYNpeXieHHS H NpeANa3HH MEePKH NpH ynorpeda

Ynorpebara Ha uunpoduiokcalliH TpabBa Aa ce N304Arsa nNpy NalMEHTH, KOUTO Ca HMAJIH CEPHO3HH
HEXXEITaHH peaKlidy B MUHAJIOTO, NPH ynoTpeda Ha NPOAYKTH, ThAbPXKALIK XHHONOHH WIH ,
dnyopoxuHoa0HH (BXK. Touka 4.8). JleueHHneTo Ha TE3N NAaUMEHTH ¢ LMNpodUIOKcauMH TpsOBa a ce
3a1104YBa CaMo MPH JIMINCA HA AITEPHATHBHH Bbh3MOXKHOCTH 32 JICYCHHE H CNeAl BHUMAaTe IHa OLEHKa Ha

CBHOTHOLIEHHETO NMOJ3a/pHCK (BXK. ChILO TOUKA 4.3).

Texcku ungexyuu u cmecenu ungexyuu ¢ Ipam-noroxcumennu u auaepobru namozenu
MoxoTepannaTa ¢ UHNpodIOKCallMH He € MOAXOAAINA 32 JIEYEHHE Ha TEXKH HHPEKLMH H HHQEKLMH,
MPHYHUHEHH OT I'PaM-NMoNOKUTENHH Wik aHaepoOHH naToreHH. [1pn nonobHn HHdexumuu
unpodokcausH Tpa6ea Aa ce npwiara €AHOBPEMEHHO € APYTH NOAXOMALLH aHTHOaKTepUanHu

CpeacTBa.

Cmpenmoxoxosu ungexyuy (srmoyumenno cve Streptococcus pneumoniae)

LiunpogokcalliH He ce MPENopb4Ba 3a JIEYEHHE Ha CTPENTOKOKOBH HHOEKLIHH NopaH
HeNoCTaTh4Ha e(PUKACHOCT.

Hudexyuu na cenumannus mpaxm

DyOpOXHHONOH-Pe3NCTEHTHATa Neisseria gonorrhoeae MoOXe 1a NMPUYHHH OPXHEMHANANMMT,
rOHOKOKOB YPETHT, LIePBHLIMT H BB3MAJIMTETHO 3a00/19BaHE HA TA30BHTE OPraHH.

[To Ta3n npuunHa uMnpogokcauHH TpadBa Aa ce NPUIAra 3a JICHCHHE Ha TOHOKOB YPETPHT WIH
LIEPBHLIMT, CAMO aKO MOXE 1a C€ W3KIIOUH Pe3UCTEHTHa Ha unnpoduiokcaun Neisseria gonorrhoeae.
[Ipy opXxHenUAMIUMHT M Ta30Ba Bb3naauTenHa 6onect, uunpodnokcauuH TpaOBa a ce npunara
eIHOBPEMEHHO ¢ APYro MOAXOAALLO AHTHOAKTEPHAJIHO CpeACTBO (Hanp. UehanoCnOpHH), OCBEH aKo
MOXKE Aa Ce U3KIIOUH UMNpogoKkcalMH-pe3uCTeHTHA Neisseria gonorrhoeae. AKO HE €€ TIOCTUIHE
KIMHHYHO TIOAOOpeHHe ciiel 3-JHEBHO JieueHHe, TepanuaTa TpAOBa Ja ce NPEoLiCHH.

Hugpexyuu na nuxournume nomuya
PesvcTeHTHOCTTA KbM (PTYOPOXHHOIOHU Ha Escherichia coli, naii-uecTUTE NaTOreHH, MPHYHHABALIH

HMHdEKIHMH Ha MTHKOYHHTE MbTHILA, BapHpa B LUenusa EBponeicku cbios. IlpenopbyuTenHo €
NPEATMWCBALIIUTE JICKAPH A4 B3€MAT NPEABAA pa3NpPOCTPAHCHHETO Ha JTIOKAIITHATA PE3UCTEHTHOCT Ha
Escherichia coli kbM OIyOpOXHHONOHH.

Ovakpa ce eJHOKpATHATa 1038 LIMITPOGUIOKCALMH, KOSTO MOXKE Ja CE€ H3MOI3Ba NMPH HEYCIOXKHEH
LIMCTUT TIPH XXEHH B MEHOMAY3a, 14 € CBbp3aHa ¢ NO-HACKa €PUKACHOCT, OTKOIIKOTO IPH MO-TroJISMa
NPOABDKATENHOCT Ha JIe4eHHETO. T0Ba ChIo TpAOBa Aa ce B3EME NPEABUI, Thil KATO HMA OTHOIICHHE
KbM YBEJIHYABALIOTO C€ HUBO Ha PE3UCTEHTHOCT Ha Escherichia coli kbM XHHOIOHH.

Humpaaboomunainu un@exyuu
JlaHHUTE 32 ePHKACHOCTTA Ha LMNPOGIIOKCALHH NPH JICYEHHETO HA NOCTXHPYPrHUHH
HHTPaabJOMHHATHY HHOEKLHMH ca OTPaHUUEHH.

Huapus no epeme na nbmyeaane
[1pn n3bopa Ha uunpodokcauud TpsOBa na ce uma npenﬂn,u HHPOPMALIHATA 32 PE3UCTEHTHOCTTA
KbM LHMOpOQUIOKCaLMH HA CbOTBETHUTE MATOTEHH B MOCETEHHTE CTPaHH.

Hughexyuu na kocmume u cmagume
[lunpodsiokcauun TpabBa aa ce n3non3ea B KOMOWHAUMA ¢ APYTrH aHTUMHKPOOHH tt(
3aBHCHMOCT OT PE3YJITATHTE OT MUKPOOHONIOTHUHHUTE H3CIIEABAHHA.
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Huxanamopen anmpaxc

JlaHHKMTE NPH XOpa ca orpaHHueHH. Manon3saHeTo npw Xopa ¢e€ OCHOBaBa Ha JIaHHH 32
YYBCTBUTENHOCTTA in Vilro 1 €KCrepUMeHTaNHU JaHHH NPH XKUBOTHU. I1pu tedeHmneTo ce cnaspar
HALIMOHAJTHHUTE W/WIH MEXTYHAPOAHH KOHCEHCYCHH OKYMEHTH NO OTHOLIIEHHE Ha JICUCHHETO Ha

aHTpakc.

IlTeouampuuna nonyaayus

Ynorpe6ara Ha UMNPOdIOKCALMH NP Jiella H IOHOWLH € CBIIAaCHO HATMYHOTO OPHUHATHO
pbKOBOACTBO. JleueHHeTo ¢ uunpoduIokcaliiy TpAOBA Aa ce 3amo4yBa caMo OT eKapH, KOWTO HMaT
OTMT IpH JIeUeHHEe Ha MYKOBHCLIMI03a /WK TEXKH HHPEKUNH NPH Aela W FOHOLIH.

YeTaHOBEHO €, Ye LMNpodIIoKcallMH NPeAU3BHKBA apTPONaTHA Ha HOCELLIMTE TEJIECHA Maca CTaBH IpH
*WHBOTHH, HEAOCTHIHANH NOJIOBA 3penoct. JlaHHUTE 3a De30NacHOCT OT €1HO paHIOMU3HPaHO,
ABOMHO-CIIANO MPOYYBaHE ClieA MPWIATaHETO Ha LHNpodIOKCalMH NpH Jela (rpyna Ha
uxnpoduiokcauHHt: n = 335, cpeana Bb3pacT = 6,3 rOJAWHH; KOHTPOJIHA rpyna: n = 349, cpeaHa
BB3pacT = 6,2 FOAMHH; Bb3PAcTOB AWana3oH = 1 1o 17 roakdM) noxassar, 4e Ha 42-M ieH 4ecToTara
Ha apTPOMNATH, CBbP3aHa ¢ NPHUIOXKEHHETO Ha UMNpodoKkcalrH (yCTaHOBeHa Ha 0a3a KITHHHYHH
CHMITOMH H OIUIaKBaHMs, CBBEP3aHU ChC CTaBuTe) € ChOTBETHO 7,2% U 4,6%. Cnea enHOroAnIIHO
npocnenasaqe 4 € 6wia cboTBeTHO 9% U 5,7%. YBENHUEHHETO HA YECTOTATa C BPEMETO HE CE
pa3TM4aBa CTATHCTHYECKH 3HAYUMO MEXAy rpynure. JleueHueTo Tpadsa na ce MpoBeKaa camo Cliell
BHHMATE/THA OLIEHKA HA CHLOTHOLIEHHETO MOJI3a/PHCK NOPAH BEPOATHOCTTA OT HOSBA HA HEXENaHH
peakLiyiH, CBbpP3aHH ChC CTABUTE /WM OKONHUTE ThKaHH (BXK. TouKa 4.8).

Bpouxonyimonannu ungexyuu npu MyKosucyuoo3a
KnuHHuHKMTe NpoyuBaHKs oGXBallaT Aelia H KOHOW M Ha BB3PacT MexKAy 3-17 roauHH. ONKUTLT Npy

NeYeHHETO Ha JeLa Ha Bb3pacT MeXKIy | U 5 roAKHH € OrpaHU4€eH.

Venoxcuenu unghexyuu na nuxoynume nvm u nueaoHepum

B xNMHHUYHKTE NPOYYBaHKSA €3 BKIIOUYEHH A€la H IOHOLIH Ha Bb3pacT MexXAy 1 1 7 roauHH.
Jleyenue ¢ uunpodokcaurH npy HHGEKLMH Ha MHKOYHHUTE MBTHLIGE C€ TIPW/Iara B Cly4ai, 4e He
MOe J1a ce MPUIOKH APYTO JeHeHHE H C€ OCHOBABA Ha PE3yATaTHTE OT MUKPOOHONOTHYHUTE
M3CNEeABAHMS.

Jpyzu cneyuguunu medicku ungexyuu

JlekapcTBEHHAT NPOLYKT C& NpHJIara, KOraTo He MoXke Jia Ce H3IoJI3Ba Apyro JieYeHHe, ClEl HEYCEX
HAa KOHBEHLMOHAJIHATA TEpAlui, NPH NOTBbPACHA UYBCTBUTEIHOCT Ha NAaTOr¢Ha KbM
nunpodnoKcauKH CbrnacHo 0GHUUMATHOTO PBKOBOACTBO, C/I€l BHUMATENHO OLEHABAaHE Ha
ChOTHOLIEHHETO NOJI3a/PUCK.

U3non3eaHeTo Ha LMNPOQPIOKCALIMH fIPH ONPeeNeHH TEXKHY HHPEKLMH, Pa3IHYHHA OT OTOEIA3aHHTe
[O-FOPE, HE € OLIEHEHO B KIIMHUYHM NPOYyYBaHHA U KIIMHHUYHHMAT ONIMT € orpaHuyed. Ilo Ta3u npuyinHa
ce NpenopbLYBa NOBUIIEHO BHUMAHUE TIPH JICYEHHE Ha TAKHBA NALIHEHTH.

Cepvxuyscmeumennocm .

CBpbXYYBCTBMTETHOCT H AJIEPrHYHH peakUHH, BKIIOYHTEIHO aHa(QUNakCHa H aHa(WIaKTOMAHH
peakLM¥ MOTAT Aa ce NOSBAT Clie MbPBOHAYaNHO NpHIaraHe Ha €IHOKpaTHa f03a (BXK. Touka 4.8) U
MOTaT [a ca }KMBoTo3acTpawaBaiu. [Ipy nossa Ha TaKMBA peakLUMH NPUIOXKEHHETO Ha
HUIpodIOKCcaLHH TpAOBa Aa ce NMPEKPaTH H € HEOOXO0AKMO aAEKBATHO MEAHLIMHCKO JIEUCHUE.

[Ipodvadicumennu, UHEARUOUUPAWY U NOMEHYUATHO HEOOPAMUMU CEPUOIHU HEXNCENAHU IeKAPCMBEHU
peaxyuu.

Cpobl11aBa ce 3a MHOrO PEAKH ¢JIyHan Ha NPOIL/DKUTENHH (NPOTb/KABAIHHY MeCed HIH T /gmm), .
MHBATHAW3HPALIH U MTOTEHLHATHO HeoOpaTHMH CEPHO3HH HEXKENAHH NIEKAPCTBEHH PEGKHUI, AT /1 .,
3aCATallH Pa3THYHH, NOHAKOra MHOTO CHCTEMH B OpPraHu3Ma (MyCKYJIHO-CKEJIETHa, B_gﬁafcuéfem ‘\
MCHUXUKA U CETHBHH OPraHu) NMpH NauHeHTH, NOTy4aBalll XHHOJIOHH H dmyopoxﬂﬂ A
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peakLus, KaTo NaLuMeHTHTe TpAdBa 1a ce NOCHBETBAT [1a Ce CBbPIKAT C TEXHHA NeKap, npeanucan
JIEKapCTBOTO, 3a CHBET,

Tenounum u pazKeC8aHe HA CYXONCUIUE
[lo npaBuno LMNpodAOKCALHH HE TpAdBa Ja ce nNpHiara Npu NauvMeHTH ¢ aHaMHECTHUYHH AaHHH 3a

3a001BaHUA/HAPY IEHHS Ha CYXOXHIIMATA, CBbP3aHH C JIeUeHHE C XUHOJIOHH. Brnpeku ToBa npu
MHOTO PEIKH CJTy4aH cliel MUKpoOHONOrHUHO JOKa3BAHE HA €THOMIOrHYHHA NPHYHHHUTEN W NPELECHKA
Ha CBHOTHOIUEHUETO NOJI3a/PUCK € Bb3MOKHO NPEANUCBAHETO HA LMIPOGUIOKCALIHH Ha TaKHBa
MALUKEHTH 3a JIEYEHKE Ha ONpee/eHH TEXKH HH(EKLINH, 0CODEHO B CITyuauTe Ha Heycnex Ha
CTaHJapTHaTa Tepanus K GakrepyaiHa pe3UCTEHTHOCT, KOraTo MUKpOOHONOTHYHHTE AaHHH
NOJAKPENAT HIMON3BAHETO Ha LUNIPOGIIOKCALIHH.

TeHOWHHUT M pa3KbCBaHE Ha CyXOoKuUe (MO-CNeUMaAIHO AXHIECOBO CYXOXKHITHE, HO €3 na ce
OorpaHW4aBa caMo A0 HETo), MOHAKOra ABYCTPaHHO, MOXe /12 Ce NOJyuH ollle B paMkuTe Ha 48 yaca ot
3aMOYBaHE Ha JEYEHHETO C XMHOOHHU U (DIYOPOXHMHONOHHN KaTo ¥Ma CbOOIIEHHA 32 TAKHBA, pa3BHIIH
ce JOpH A0 HAKOJIKO MeceLa clie/l MPeKpaTABaHE Ha JeueHHeTo (BK. TouKa 4.8). PUCKBT OT TCHAHHMT
W pa3sKbCBaHE HAa CyXOXHNKME Ce MOBHLIARA IPH MO-Bb3PACTHH NMALMEHTH, NALHEHTH ¢ OBOpeuHo
YBpPEX/IaHe, MalHEHTH C TPAHCIUIAHTHPAH COJHAEH OPraH H TaKHBA, ICKYBaHH ChITbTCTBALLO ¢
KopTHKocTepouau. [1o Ta3u NnpHYHHa CHITLTCTBALIATA YIOTPEOa Ha KOPTHKOCTEPOHIY TPAOBa Na ce
u3barea. Ilpy nbpaus NpU3HAK HA TEHOAWHHT (Hanp. O0Ne3HEHO MOAYBaHE, Bb3MANCHHE) JICUEHHETO ¢
uunpoduiokcaliiH TpaOBa na ce npekpaTH ¥ Ja ce OOMHCIIM aNTePHATHBHO JEYCHHUE. 3aCETHATHAT(TE)
kpaliHUK(1M) TpaOBa aa Obae(ar) nexyBaH(M) N0 MOAXOAALL Ha4YMH (Hanp. obe3apHkBaHe). He Tpsabra
Ia CE€ U3NON3BAT KOPTHKOCTEPOUIM, AKO CE MOABAT NPH3HALM HA TEHAHHONATHS.

Hapywenus na 3penuemo
AKo ce Hab/MoJaBaT yBpeXKAaHe Ha 3PEHHETO WK HAKAKBHU €(PEeKTH BbPXY OYHTE NalHEHTUTE TPAOBA

na 6bAaT KOHCYJITHPaHH He3abaBHO OT CNELMAIUCT M0 OYHH DOoNeCTH.

[layuenmu ¢ Muacmenus 2paguc
LiunpognokcaunH TpaOBa 1a ce W3Noa3Ba ¢ MOBHIIEHO BHUMaHHE NMPH NAUHEHTH ¢ MHACTEHMS MPABHC

(BX. TOuKa 4.8).

Anespusma u Oucexayus Ha aopmMama u pPecypumayil/Hecocmamvyiocm Ha Copoeynume Kianu
EnuaeMHONOrHUHHTE NPOYYBAHUA MOKA3BAT NMOBUIUEH PUCK OT AHEBPU3MA W JIMCEKALIMA Ha aopTara,
ocobeHO NpH MAaLUMEeHTH B CTapyecKka Bb3pacT, KAKTO H OT perypruTauisa Ha aOpTHATA U MUTPAJiHATA
Knana caeq ynorpeta Ha GuryOpOXHHOIOHH.
CboOlleHH ca C1y4an Ha aHEBPU3MA U AHCEKALIUA Ha aOPTaTa, NMOHAKOra YCNOoXKHEHH nopaay
pa3KbCBaHE (BKJIIOMUTEINHO C JIETANIEH H3XO0A) M Perypruraunys/He10CTaTbYHOCT Ha HAKOM OT
ChpACUHHTE KJIANHK NPy NALMEHTH, MpHeMaILH (IyOpOXHHOMOHH (BXK. To4kKa 4.8).
CnenosaresiHo GpayopOXUHONOHUTE TPAOBA [1a €€ U3MNOJI3BAT CaMo ClIEA BHHMATE/IHA OLIEHKa Ha
CHOTHOLLIEHHETO NOJN38/PUCK U cliel OOMUCIAHE Ha OPYTd TepaneBTHYHHU Bb3MOXKHOCTH MPH NMaLHEHTH
C MOJIOXKHTENHA (haMWIHA aHAMHE3a 32 AHEBPU3Ma WIH BPOACHO 3a0019BaHe Ha ChpACYHHUTE KA,
WIH NPH NaLMEHTH JUArHOCTHLMPaHHK ¢ NPeAllIecTBallla aHEBPHU3Ma W/WIIH JMCEKallHA Ha aopTraTa HiH-
3a60n9BaHe Ha ChPAECYHHTE KanH, WK NMpy HATUYKE Ha JpYry pUcKkoBK (akTopH Wi 3abonsBaHus
- Mpeapaznoaraiu
- KAaKTO 33 AHEBPH3MA, TaKa H 3a AMCEKAIIMA Ha aOPTaTa U 3a Peryprutauua/HeA0CTaThYHOCT Ha
ChbpJAEHHUTE KNany (Hanp. HapylIEHHs Ha CbeAHHUTETHATA ThKaH, Hanp. CHHApPoM Ha Marfan
win cuaapoM Ha Ehlers-Danlos, cunapom Ha Turner, 6onect na Behcet, xuneprouus,
peBMaTOMACH apTPHT) WIH ACTTBIIHHTEIHO
- NpH aHEBPH3MA H AMCEKALMA Ha aopTaTa (Hanp. CbAOBH HapYIIEHHs, Hanp. apTEPHHT Ha
Takayasu, rdraHTOKJIETBYEH APTEPHHUT, WK W3BECTHA aTEPOCKIEPO3a WIH CHHIPOM Ha
Sjogren), WIH AOMBIHUTETHO
- NpH perypruTauua/HeAOCTaThbYHOCT HA ChPAEYHUTE Kaanu (Hamp. Hntbeﬂuuozeuc’l{,uouamm) \
PUCKBLT OT aHEBpH3Ma H ANCEKaL{M] Ha a0pTaTa U TAXHOTO pa3kbCBaHE MOXKE CbILO "_(;_g.'qm'mpim:{w
MaLHEHTH, JIEKYBAHH €HOBPEMEHHO ChC CHCTEMHH KOPTHKOCTEPOMIM. A TSN
[pu BHe3anHa OoJika B KOpema, IPbAHMsA Kol WK repba nauueHTHTe Tpsadea aa 6 ,[IET ’I‘lﬂC’BBeTBaHH \ Y
14 ce KOHCYJITUpAT He3abaBHO ¢ nieKap B CNEUIHO OTAENEHHE. S )
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[TauuenTuTe TpaOBa Aa 6bJAT HOCHBETBAHM Ja NOTHPCAT He3a6aBHO MEAWLIMHCKA NMOMOLI B ClTy4al Ha
ocTpa AUCITHEd, NOABa Ha chplebueHe (NaNNMHTalMH) WIH Pa3BHTHE HA OTOK HA KOPEMA HJIH AOJTHHTE

KPaHHHLH.

Domouyscmeumennocm

LunpodiokcalliH NpUUMHABA PEAKLIMK HA (POTOUYBCTBHTEIHOCT. IlaliHEHTHTE, KOUTO NpUeMaT
uunpodnokcaluH, Tpadea aa 6bAAT NOCHBETBAHHU Aa B30ArBaT AMPEKTHO HW3NaraHe Ha CHJIHA
CIbHYEBA CBET/IMHA M YATPABUONETOBO O0IbUBaHE MO BPEME Ha JICHEHHETO (BXK. TOUKa 4.8).

I'spuose

LlunpodnokcalmH, nogoOHo Ha ApyrUTe XHHOJIOHH, MOXE 1a NPOBOKHpa NMOABA HA ILPUOBE WM Ja
MOHIKH Mpara 3a noasa Ha repuose. HabnionasaHu ca cinyual Ha CTaTycC €MWIETITHKYC.

Lunpoduokcalivd TpabBa a ce U3no/3Ba ¢ MOBHLICHO BHHMAHHE NPH NALMEHTH C HAPYLICHUS Ha

[{HC, kouTO ca npeapa3nonokKeHH KbM rbpuyose. IIpH mossa Ha rbp4oBe JCUCHHETO C

nunpodiokcauMH Tpabea aa 6bae npeycraHoBeHO (BX. Touka 4.8).

llepugpepna neeponamus
Cpob1aBa ce 3a CJIy4yan Ha CEH30PHA WIH CEH30MOTOpPHA MOJIHHEBPONATHA, BOAECLIH A0 NapeCTE3HH,

XMNOECTe3UA, AN3ECTE3HS- WIH ¢/1a00CT NPH NALMEHTH, MPUEMALIH XHHOIOHH H (UTYOPOXHHOJIOHH.
[TaumueHTHTE, KOUTO NpHeMaT LunpodaokcaluH, TpadBa aa 6bAaT NOCHLBETBAHK J1a HHPOPMHPAT CROS
neKap, npejid 4a NPOAWDKAT JEYEHHETO, aKO CE MOABAT CHMITTOMH Ha HEBpoNnaTHs, KaTo OonkKa,
yCelllaHe 3a MapeHe, MpaByyKaHe, H3TPBIIBaHE WM €labocCT, 3a Aa Ce NPeAoTBPATH Pa3BUTHETO Ha
noTreHLHanHo HeobpaTHMo 3abonsasaHe (8. Touka 4.8).

[lcuxuunu peaxyuu

Bb3moxkHa € nog8a Ha MCHXHYHH PeakilHMH ¢iell TbPBOTO MPUIOKEHHE Ha uMnpoduiokcaudH. MHoro
PAAKO MpPH 3aMOYBaHe Ha NedeHHe ¢ UMNpodUIoKcallvH 3a NPLE NBT MOraT Aa ce Habnoaaear
NCHXHYHK peakluud. B peaku cnydau AenpecHaTa WiIH NCHX03aTa MOraT [a MporpecHpar Ao
CYMLMIHH HAealMH 1 MHCITH, KyJIMUHHPALIH B ONUT 3a CaMOyOMHCTBO WK camoyOuiicTBO. B Tesu
C/y4aH JIEYEHHETO ce NpeKpaTaBa He3abaBHo.

Copoeunu napyuienus

Heo6xoauMo € MoBHINEHO BHHMAHKE NPH MPHJIaraHeTo Ha QIyOPOXHHOJIOHH, BKIIOYHTETHO H
LUNpodUIOKCALIMH, MTPH MALMEHTH C H3BECTHH PHCKOBH QaKTropH 3a yab/pkasaHe Ha QT uHTepBana
KaTo:

- BpojieH CHHAPOM Ha yabsmkeH QT uHrepsa,

- eJHOBPEMEHHO NMPHIOKEHHE C JIEKAPCTBA, 32 KOUTO € HIBECTHO, Y€ yawpkasaTt QT nHteppana
(Hanp. aHTHapuTMHULM knac Ia u 111, TpHUHKINYHY aHTHAETIPECAHTH, MAKPOIHKAH,
AHTHIICHXOTHLIH ). |

- HEKOpHUIrupaH enexTpoiuTeH aqucbanaHc (Hanp. XMNOKaAHeMHs, XUIIOMarHe3neMHus );

- cbpAeUYHO-CBAOBH 3abonaBanusa (ChbpaevHa HEOOCTATBYHOCT, HHGAPKT Ha MHOKapaa,
Opanukapaus)

[lanyHeHTH B CTapuyecKa Bb3PacT H )KCHH C€a NO-YYBCTBUTE/IHH KbM CPEACTBA, KOUTO YAb/IXKaBaT
QTc unTepBana, Nopaay KOETO C€ U3UCKBA NMOBHIICHO BHUMaHHE, KOTATO MPH TE€3H MOy IaLiHy

MALHEHTH ce M3MnoJi3Ba uunpognokcauun (Bx. Touku 4.2 Hayuenmu 6 cmapuecka 6v3pacm, 4.5, 4.8 1
4.9).

QHC&’IHH&MHE

KakTo npy BCHUYKH XHHOJMIOHH, C€ ChOOLaBa 32 HapYUWEHHA B HUBATa Ha KPpbBHATA 3aXap, BKAIOYBAUIH,
KAKTO XHIIOIIHKEMHA, TaKa H XMNepra1keMus (BX. Touka 4.8), 0OMKHOBEHO NpU AnadeTHIIH, Ha

KOWTO Ce MpWiara ChNbTCTBALLA TEPAnus ¢ NEPOPATHH XHITOMIHKEMUYHH CPEACTBA (HFaPp _h--;-:.r
rH6eHKNaMHA) WK ¢ HHCYIuH. ChoblaBany ca Clly4aH Ha XMTIOTIHKEMHMUHa koMa. Hiffenopbiisa
i M, e .

BHHMATEJIHO MPOCJICASBAHE HA INI0KO3aTa B KPbBTa NPU MallKEHTH ¢ JHA0eT. /,f SIS T

. foMG ’-uﬁ-l'a L
Cmiomauino-4pesHa cucmema
[TosBaTa Ha TeXKKa K NEPCHCTHPALLLA AHAPHSA MO BPEME HITH CJIER JICHCHHETO (Bx.mo-n\ \;lo .110 S
HAKOJIKO CEIMHULIM CJIE/ JICYEHHETO) MOXKE /1a € MOKA3aTe 1 33 XKHBOTO3aCTpalHaBaLll 3‘53Mﬂ;>l(eu e
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daTaneH U3Xo, KOMHT, NPeau3BUKaH OT aHTHOHOTHKA, KOHTO Haslara He3abaBHO neyeHue (BXK.

touka4.8). [Tpy TakuBa cnyyau e4eHUHETO ¢ UMNpodaokcaunH Tpsbea HelabasHo aa Obae
NpexpaTeHo U Ja ce 3anoyHe noaxoasiua repanud. IlpunaraHeTo Ha aHTHNEPUCTAITHYHH

MEIHKAMCHTH € IMpOTHBOIIOKA3aHO.

bvbpeuna u nukovyHa cucmema

HMa cnoOLieHHs 33 KPUCTANYpHs, CBBP3aHa ¢ U3MOA3BAHETO Ha uunpoduiokcalMH (BXK. Touka 4.8).
[MauueHTHTE, NONyyasaiy uunpodaokcauut, Tpadea aa 6vaar nobpe xuaparupann. Heobxoanmo ¢
na ce n3GArsa NpeKaiCHoO aTKanu3KpaHe Ha ypHHara.

Hapywena 6vbpeyna pyuxyusn
LunpohnokcaulH B rojisiMa CTENEH ce eKCKpeTHpa HenpoMeneH upes 6x6peuure. IpH nauueHTH ¢
HapylieHa 6b0peuHa ¢pyHKUMA € HeOOX0IHMa KOPEKLIWA Ha TO3HPOBKATA, KAKTO € ONHCAHO B TOMKA

4.2, 3a fa ce u30erHe NOBUILEHA YECTOTA HA HEXKENAHHTE JNEKAPCTBEHH PeaKLUH BCEACTBHE
KyMYJIMPaHE Ha LMNPOPIOKCALUH. |

Xenamobuauapra cucmema

MUma cpoblleHHs 3a CTyyan Ha YepHoApoOHa HeKpo3a M )KMBOTO3acTpalliaBalla 4epHOApoOHa
HEJIOCTATHYHOCT MpH JiedeHHe ¢ uunpodnokcaluH (BxK. Touka 4.8). Jleuenuero Tpsabea na oObae
NpeKpaTeHo MpK NoABa Ha KaKBUTO W Aa OMI0 CHMITTOMH Ha YepHOApOOHO 3abonasaHe (KaTo
aHOPEKCHA, HKTEP, ThMHA YpHHa, cbpbex Win 6oskH B 0611aCTTa HAa KOpeMa).

Hedpuyum na 2nrioxo30- 6-pochamoexudpozenasa

[TpH mauHeHTH ¢ AePUUKT Ha MMIOK030-6-pochaTaexHIporeHa3a Npy NpuiaraHe Ha UNpodIOKCaLHH
ce ¢cbob11apa 3a XeMOJIUTHYHH peakUuu. Liunpodnokcaunt tpsbsa ga ce n3dArsa Npu Te3n NaLHEHTH,
OCBEH aKO MOTeHLHa/HATA NON3a NpeBUllIaBa Bb3MOKHHUA pyck, IloTeHLIManHaTa nosABa HA
XEMOJIUTH4YHA peakUHs TpsOBa Aa ce MOHUTOpHpA.

Pezucmenmuocm
[To BpeMe WK cNleA Kypca Ha JIEYEHHE ¢ LHNPOo¢UIOKCALMH MOXE Ja C¢ H3OJIHpaT OakTepuH, KOHTO

IOKA3BAT PE3HCTEHTHOCT KbM LIMMPO(IOKCALHH ChC HIH 6€3 KIHHHYHO H3SBEHA CYNEPHHPEKINY.
Puck ot pazsuTHe Ha UMNPOdAOKCALMH-PEIUCTEHTHH DAKTEPHH CBLISCTBYBA NPU YAB/DKaBaHE Ha
BPEMETO Ha JIEYEHHE H KOraTo C€ JIEKYBAT HO30KOMHANHH HHPEKUNH W/ HAN HHPEKLHH, NPUYHHERH OT
Staphylococcus v Pseudomonas.

Lumoxpom P450
LunpodnokcaunH uuxubupa CYP1 A2, EqHoBpeMeHHOTO NPHIOKEHHE Ha LIMIIPOPAOKCALHH C

feKapCTBEHH BEWECTBA, KOUTO ce MeTabon3npaT OT TO3H €H3HM (Hanp. TEOQHIHH, KI03aNHH,
ONAH3aNKH, PONTHHUPOJ, TH3aHUAHH, AYJIOKCETHH, arOMENIaTHH) MOXKE J1a [oBeAE A0 NMOBHILIABAHE HA
N1a3sMEHUTE HM KOHLEHTpalMH. EAHOBpEMEHHOTO fIpUiaraie Ha LMIPOQIOKCALMH H TH3AHHHH €
npoTuBonoka3ano. [lo Tazu npuurHa NauMEeHTUTE, NPHEMALIIN TAKHBA BEWIECTBA €AHOBPEMEHHO ¢
uunpodaokcaluyH, Tpsadea na 6bJaT BHUMATEITHO MOHUTOPHPAHH 32 KTHHHYHH CHMITTOMH Ha

' npeao3upaHe H MOXE a CE HANOXKHK ONpeleNiHe Ha IUIA3MEHUTE UM KOHLIEHTpaLHH (Hamnp. Ha
teouinn) (BX. Touka 4.5). EnHOBpeMeHHOTO NpHiaraHe Ha UHNpOPpIOKCaALHH U TH3AHHINH €
[IPOTHBOMNOKA3HO.

Memompexcam |
He ce npenopbyBa eAHOBpeMeHHO TIPHJIaraHe Ha LMNPOQUIOKCALIKH H METOTPEKCAT (BXK. TOUYKa 4.5).

lHoenuasane na 1abopamopHu U3CAe08AHUA
AKTHBHOCTTA in vitro Ha uunpodnoxkcaunt cpewry Mycobacterium tuberculosis moxxe na AOBeAS.1Q.

¢anuMBo-0TPHLUATEITHY MUKPOOHOTOrMUHH PE3y/ITaTH HA MPODH OT NALHEHTH, KonTﬂﬁ'éﬁaW#meM\
'lq.ni "_'__...
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Homownu sewgecmea

Jlaxmo3a
[laLiMeHTH ¢ peAKH HacneaACTBEHH NpoOeMH HA HEMOHOCHMOCT KbM rajlakTo3a, IThJICH JIaKTa3eH

neGULNT WK TII0K030-TanakTo3Ha Manabcopbuns He Tpa6Ba Ja NpHEMAaT TOBA JIEKAPCTRO.

Hampuu
Liunpodnokcauun AKTaBuc chbabpka no-manko ot | mmol narpuii (23 mg) Ha TabneTka, T.€. MOXe
1a ce KaXke, Ue NPaKTHYECKH HE ChAbprKa HATPHH.

4.5 B3aumogelicTBHE ¢ APYFH JEeKAPCTBCHH NPOAYKTH H APYrd GOopMH HA B3aHMOAECHCTBHE

BausHue HA JPYrH JEKAPCTBA BHPXY UMIPOGIOKCALMH:

Jlexapcmeenu npodyxmu, yovaxcasawu QT uwmepsana

L{unpodnokcaunH, noaoOHo Ha ApyruTe (GIyOpOXHHOIOHH, TpaOBa na ce U3Mo/13Ba ¢ MOBHULLICHO
BHMMAaHUE NPH NALMEHTH, NMPHEMAILH JIEKapCTBa, 38 KOUTO € M3BECTHO, He yaAbDKapaT QT nHrepsana
(nanpumep kiac [a v 11 aHTHAPUTMHUH, TPHLMKIHYHH aHTHAENPECAHTH, MAKPOJIMIH, |
AHTHUNCUXOTHLH) (BK. TOUKA 4.4).

Obpazyeane Ha XeAamHuu KOMNAEeKCcU

MHoOropaleHTHHTE KATHOH-CBABPKALLM JIEKAPCTBA ¥ MUHEpaNHUTE N00aBKky (Hanp. Kajiuuh,
MarHe3Hi, amyMHHHi, xkena30), pocar-CBLP3IBALUNTE NOJIUMEPH (HAMp. CeBeJIaMEp WIH JIAHTAHOB
kapGoHaT), cyKpandar WM aHTHAUKWAHRK CpeCTBa, CHIIHO OydepHpannTe nekapcTsa (Hanp. TabneTku
AWAAHO3HH), KOUTO ChABPKAT MarHe3ui, anyMHHHIt WIH Kanuuit HamansBat pe3opOLMUATa Ha
LUIIpodITOKCALIMH NPH €AHOBPEMEHHO NepopanHo npwiokeHHe. Io Tazu npudunHa uMnpodIoKcaLMH
TpabBa na ce npunara Wik 1-2 yaca npead WM NMOHE 4 Yaca Cea T€3H NPOAYKTH.

Tosa orpaHHYeHHE HE C€ OTHACA 3a aHTHALMAHM CPEJICTBA OT rpynara Ha Hx-peuentopuure OnokepH.

Xpaua u MAeYHU RPOOYKMU

Kanuusr, chxbpiKaill ce B XpaHHTe, He NOBIMABA 3HAYMMO pe3opOuusaTa Ha LMNpogUIOKCALHH
(nepopanHo).

CrnenoBare/IHO TaONeTKUTE LUNpodIoKcaLWH MOTaT Ja Ce MPHEMAT [0 BpeMe Ha XpaHeHMHA,
CHABPKALIN MIEYHH APOIYKTH WK oboraTeHH Ha MHHEpaM HaNHTKY. BLnpekn Toa TabneTknre
LUNPO¢IIOKCaLMH, PHIaraHd ¢AHOBPEMEHHO ¢ MJIEYHH NPOXYKTH WiIH 00oraTeHH Ha MHHEPaH
HAMUTKH (Hanp. NPACHO MJIAKO, KHCEJIO MAAKOo, oboraTeH Ha Kanuuii NOPTOKAJIOB COK), KOraro Te3u
' MPOMYKTH WM HAIUTKH C€ NpHeMaT CAMOCTOATENIHO OTAENHO OT XpPaHEHHATA, MOraT Aa HAMANAT
abcopbumsata Ha LHNPOPNOKCALIHH.

[Mopanwu Topa TpaOBa Aa ce 3bArBa €AHOBPEMEHHHUAT NPHEM Ha MJIEUHH NMPOAYKTH HAH 0DOraTeHH Ha
MWHEPAJIH HAIMTKH, IPUEMAHH CaMOCTOATETHO OTACIHO OT XPAHEHHATA, C TAOIETKHTE
uunpotiokcaluH ¥ Tabnerkure uunpodaokcauuH Tpsabea Ja ce npunarat Wi 1-2 yaca npeau, Wi
Hal-ManaKko 4 Yaca ciea MACYHH NPOAYKTH WiK 000OraTeHH Ha MHHEPATH HANHTKH, KOFaTo TE3H
NPOAYKTH K HANUTKH CE NMPHUEMAT CaAMOCTOATENHO OTAENHO OT XPAHEHHATA, KAaKTO C€ NMPENopbYBa 3a
IeKapcTBa, ChAbPXALUK KalUHit (BX. Touka 4.2).

Buxte cbio naparpada no-rope ObpasysaHe Ha XeNaTHH KOMIUIEKCH.

{Ipobeneyuo .
IMpobeneumn nosnauasa 6xOpeuHaTa cekpelrs Ha uMnpodaokcali. ENHOBpEMEHHOTO NpUIaraHe Ha

npoGeHenura 4 UHNPOo¢IOKCaAUHH BOAH A0 NOBUILABAHE HA IJIa3MEHHMTE KOHLEHTPALKH HAa
LIMNIpOdIOKCALIMH.

BPEMETO 3a JOCTHTaHe Ha MaKCMMAalHa Ma3MeHa KoHUEeHTpauus. He ce Habniona
OMOHANMUHOCTTA Ha UMNPOQIIOKCALIMH.
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Omenpa3zon
ENHOBPEMEHHOTO NPHIIOKEHHE HA LMMPOQIOKCALMH M OMENPa30f ChABbPKALUH MPOAYKTH ¢1ado
noHWxaea CTORHOCTHTE Ha Crax M AUC Ha uunpodokcauyH.

Edbexmu na yunpodhroxcayun ebpxy opy2u 1exapemeenu npooyKmu.

Tuzarnuoun

Tu3aHKauH KHe TpaOBa Aa ce npuiiara eJHOBPEeMEHHO ¢ UMNpodnoKcauMH (BxX. Touka 4.3). B
KITMHHYHO NPOYYBaHE BBPXY 3ApaBH A0OPOBOILM € YCTAHOBEHO NOBHLUIABAHE Ha IJIa3MeHaTa
KOHLICHTPALHA Ha TH3aHUAUH (noHiIuaBaHe Ha Cuax: 7 [TBTH, HHTEPBAN: 4 10 2] NBTH; yBEIHYABaHE
na AUC: 10 neTH, vHTepBan 6 no 24 nNbTH) NPH €JHOBPEMEHHO NPWIAraHe ¢ LUIMPODIOKCALIHH.
[loBuieHATa MJ1a3MeHAa KOHLEHTPALMA Ha TH3aHHUIMH € CBbP3aHa ChC 3aCHICH XHMOTEH3IUBEH H

ceZaTUBEH eeKT.

Memomperxcam

BuOpeuHHAT TyOyneH TpaHCOPT Ha METOTpeKcaT MOKe J1a Ob/J€ NOTUCHAT NPH €AHOBPEMEHHO
NpHjara’e Ha UMNpOQUIOKCALMH, KOETO NOTEHLHAITHO BOAH A0 NOBHINEHH ITa3MEHH KOHLIEHTPALIWH
HA METOTPEKCAT H MOBHILEH PUCK OT TOKCHYHH peakLMH, CBbpP3aHH ¢ MeTOTpeKcaT. EqHOBpEMEHHOTO
M3MI0JI3BaHE HE Ce MpenopbyBa (BxXK. Touka 4.4).

Teopunrun

EnxHoBpeMeHHOTO NpiiaraHe Ha LMNpogaoKkcaurdH U TEOPUIHH MOXKE Ja A0BEIE A0 HEXKEIAHO
MOBHILIABAHE HA IU1A3MEHATAa KOHLUEHTpaLUa HAa TEOPHUNHH K 10 NOABA HA HEeXelaHU PEaKLUH,
CBBP3aHH ¢ TeOQHIHH, KaTO B PEAKH CITY4aH € Bb3MOXHO TE€3H HEXEJIaHH PEaKLIMKY ia ca
’KMBOTO3acTpalaBally WM ¢arandu. [lo BpeMe Ha efHOBpeMeHHaTa ynorpeda niamMeHHTe
KOHLEHTpALMH Ha TeopWIHH TPAOBa J1a ce NMpoBePsBAT H ako € HEOOX0AMMO J03aTa [1a C€ peayLHpa
(k. Touka 4.4). '

Hpyau xcanmuHosu nPoU3EOOHU

I[Ipn eaHoOBpeMEHHO NpWIaraHe Ha UMNPOQNOKCaALHH K KOPEHH HIH NEHTOKCHPHAKH
(OKCHNEHTU(PWINH) UMa CHOOLIEHHS 32 NOBUILEHH TUIa3MEHH KOHLIEHTPalHH HA T€3H KCAHTHHOBH

NPOX3BOAHHM.

Denumoun
EAHOBpeMEHHOTO NMpUnaraHe Ha LHITpodNOKCaLHH H GEHHTOUH MOXKE Ja AOBEAE A0 NOBHIUCHH HITH |

NOHWKEHHU IU1a3MEHH KOHLIEHTPALMH Ha PEHUTOWH, NOPaaAH KOETO Ce NPENopbhuBa MOHHTOPHPAHE Ha
JEKapCTBEHUTE KOHLEHTPALIUH.

Luxnocnopun

ITpr eAHOBPEMEHHO NMpUEMaHE Ha UNPOGIOKCAUHH ¢ LIMKIOCTIOPHH ChABPXKALH MPOAYKTH Ce
Ha0J/1I0AaBa NPEeX0AHO NOBHILIABaHE HA KOHLECHTPALIMMTE Ha KpeaTHHHH B cepyMa. [1pH Te3n nauueHTH
e HeOOXO0HMO CEpYMHHTE KOHLIEHTPaLIHMH Ha KPCaTHHHH Ja ce NpOocNensBar 4ecTo (1Ba ITbTH

CEAMHYHO).

Anmazonucmu na eumamun K |
EnHoBpeMEHHOTO NpHaaraHe Ha uMNpognoKkcaurH ¢ aHTaroHUCTH Ha BUTaMHH K Moxe Aa noseae 1o
NOBUIIABAHE HA AHTHKOAryJaHTHUTE MY eekTd. PUCKBT MOXE a BapHpa B 3aBUCHMOCT OT
OCHOBHOTO 3a60/sBaHe, BBL3pacTTa U OOLHA CTATYC HA NALKEHTA, TaKa Ye MPHHOCHT Ha
dayopoxHHoNoOHUTe 3a yBennuapaHe Ha INR (mexayHapoaeH npoTpoMOHHOB HHAEKC) € TPYAHO A4 Ce
oueHu. [Ipenopbusa ce yecto MowuTOpHpaHe Ha INR no BpeMe H 3a KpaTKO HENOCPEACTBEHO Clie],
¢IHOBPEMEHHOTO MpWIaraHe Ha UMNpoduoKcaldH C AHTATOHHCTH Ha BUTaMuH K (Hanp;,aapq)a;pﬂ
aleHOKYMapoJi, GEHNPOKYMOH HIH QIYHHIHOH). G
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[ nubenxnamuo-
B oTACAHM CTy4YaH eIHOBPEMEHHOTO NPHIOKEHHE HA LUNPOdUIOKCAUUH K rUbeHKIaMuI-

CBHABPKALIH NPOAYKTH MOXE Ja MOTeHLMPa AeHCTBHETO Ha rMHOEHKIaMHI H Aa JoBeae 10
XUMOTTTHKEMHS.

Hyroxcemun
B KIHHHYHH NPOYYBAHUS € JOKA3aHO, 4€ eJHOBPEMEHHOTO NPHIaraHe Ha JYJOKCETHH C MOLIHH

nuxnouTopu Ha CYP450 1A2 n3oensnma, kato GIyBOKCAaMHH MOXE Aa AOBEAE A0 NOBHINABaHE Ha
AUC u Cpax Ha GyBoKcaMHH. Bbnpeky, ye HAMA HANTKYHU JAHHH 33 Bb3MOXKHO B3aHMOAEHCTBHE ¢
LMnpodoKcauMH noA00HH ePeKTH MOoraT Ja ce OYaKBaT NMPH €IHOBPEMEHHOTO UM MPHIOXKEHHE (BiK.

Touka 4.4).

Ponunupon |

HaHHWTE OT KITHHHYHO NPOYYBaHE MOKa3BaT, Y€ ¢AHOBPEMEHHOTO NPWIAraHe Ha pOTIHHUPON H
LunpodIokcaluH, yMepeH HHXxubutop Ha u3oeHauma CYP450 1A2 soau 10 nosuinasane Ha Cuax Y
AUC na ponvuupon cbotBetHO ¢ 60% u 84%. [1penopruBa ce MOHUTOPUpPAHE Ha HEXENIaHUTE
peaklyM, CBbP3aHK C POTIMHUPOI M KOPUIMpaHe Ha 003aTa 110 BPEME M HEMOCPEACTBEHO Cliea

eJHOBPEMEHHOTO NMPUIAraHe ¢ LHNpoPIOKCaLMH (BXK. TOUKa 4.4).

Jludoxaun

[Ipu 3ppaBu A0OPOBOILH € YCTAHOBEHO, Y€ €HOBPEMEHHOTO MPHIOKEHHE HA THAOKaHH-ChIbpPKaLIH
NMPOAYKTH ¢ UMnpodioKcaluH, yMepeH HHXUOHUTOP Ha u3oeH3uMa CYP450 1 A2 Boau 1o noHmwkaBaHe
Ha KJIMPBHCA H2 UHTPABEHO3HO NMPHIOXEHUA TUAOKAUH € 22%. JleueHHETO C NTHAOKAHH € MOHECEHO
no6pe, HO BB3MOXHO B3aUMOAEHCTBHE ¢ LMNMPOQIOKCALUMH, CBBP3aHO C NOABA HAa HEXE/TaHH
NeKapCTBEHW peakUHd MOXE Aa ce Habnoaasa Npy € AHOBPEMEHHOTO HM NPHIIOXKEHHE.

Knozanun

Cien eqHOBpEMEHHO rnpunarade Ha 250 mg uMnpo@noKcauMH ¢ Ki03arnuH B NPOABLHKECHUE Ha 7 JHH,
MNAa3MEHHUTE KOHLIEHTPaLUXH Ha KIo3anyH ¥ N-1e3MeTWIKIO3aIIHH ¢e MOBHILIABAT ChOTBETHO € 29% H
31%. IIpenopbuBa c€ KIHHHYHO NPOCIIEIABAHE H CHbOTBETHO KOPUIUpaHe Ha 103aTa HA KNO3aMuH No
BpeMe H HEMOCPEACTBEHO Cle] €AHOBPEMEHHOTO MPUIaraHe ¢ LMNpo@dIOKCALHH (BXK. TOUKa 4.4).

Cundenaghun |

[Tpy 3apaBu DOGPOBOUM Clle/ NEPOPATHO NpWiIaraHe Ha 1103a ot 50 mg cunaeHadun eNHOBPEMEHHO
¢ 500 mg uunpognokcauMH Cmax 1 AUC Ha cunaeHadus ce noBHIUIABAT NPHOIH3UTENHO IBYKPATHO.
HsnucpaHeTo Ha cunaeHadun 3aeaHo ¢ uHnpoduoKcaluMH H3UCKBa BHUMAHHE H NPELIeHKa Ha
ChOTHOILIEHUETO NMON3a/PUCK.

Azomenamun
B K1HHHYHH NPOYYBAHHMSA € YCTAHOBEHO, Y€ GIIYBOKCAMMH, KaTO CHIEeH HHXHOKTOp HA H30€H3HMa

CYP450 1A2, nogueprano HHXUOMpa MeTabonraMa Ha aroMeaThH, KoeTo BOAH A0 60-KpaTHO
NOBHLIABAHE HA €KCTO3HLMATA Ha aroMenaTH. Bbnpeku, ue HAMa HATUYHH KITHHUYBHA JaHHU 3a
Bb3MOXKHO B3aHMOAEHCTBHE ¢ UMNpogaoKcauuH, KoiTo € ymepeH nHxubutop Ha CYP450 1A2,
nonoOHU edexTy MOraT Aa Ce OYAKBAT MPH €THOBPEMEHHO NpHIoxkeHHE (BX. "LiuToxpom P450" B
Toyka Cneuraniiy npeaynpexacHua ¥ npeanaziHi MepKu npH ynorpeda). |

Jonnuoem
EnnoBpeMEHHOTO NPUAOKEHHE C LHNPOGIOKCAUHH MOXE a8 NOBHLIH KOHLEHTPALMHATE Ha 30JIMHAEM
B KPBBTA M €IHOBpPEMEHHATa ynoTpeba He ce Mpenopb4Ba.

4.6 DepTHARTET, OpeMeHHOCT B KbpMEHe
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M B YOBEHWIHA BBIPACT ca HabmoaBaHH edeKTH BbpPXy HE3pesinsa XpyLlsi, Nopaan KOeTo He MOXe 1a
Ce W3KIOYMH BE3MOXKHOCTTA JIEKAPCTBOTO 13 APHYMHH YBPEXKAAHHA Ha CTABHMUA XpYUIA Ha

noaa/eryca npu xopa (BXK. Touka 3.3).
Kato npeanaska Mapka e 3a NpeAnoYHTaHe Aa ce H30ATBa H3N0A3BAHETO Ha LMNTPO(IOKCALMH MO

BpeMe Ha OpeMEHHOCT.

Knpmene

[{unpodaoxcaunH ce ekckpeTHpa B kbpmara. [lopany MOTEHIHATTHMAT PUCK OT YBpEXJaHE Ha
CTaBHHUA XpyLUian aunpodnokcauut He TpabBa 1a ce U3MOA3Ba MO BpeMe Ha KbpMEHe,

4.7 EdexTu BBpXY cnoco6HOCTTA 32 moPHPaHe H padora ¢ MALIHHH

Mopaax HEBPONOrHUHUTE CH ePeKTH LMNPOPAOKCALMH MOXKE 13 NOBJIHAE BpeMETO 3a peakuus. [1o
Ta3W NpUYHHa cnocoOHocTTa 3a wodupaHe U paboTa ¢ MAILWHWA MOXE JIa € HapylleHa.

4.8 Hexenann JekaApcTBeHH PeaKIHH

Haii-uecto cboblliaBaHUTE HEXKENAHHU NekapcTBeHH peakuuu (HJIIP) ca raneHe u auapus.

o-pony ca npeacraBeHd AanHuTe 3a HJIP Ha uMnpognokcaumM 0T KIMHHYHHTE NPOYYBaHHUA U

MOCTMapKEeTHHIoBOTO HabnoaeHue (nepopajiia, HHTPABEHO3HA H CEKBEHLIMANHA TEpanus),
nojApeAeHH MO Y€CTOTa. AHANU3BT Ha YECTOTaTa BKIIOYBA JaHHUTE 33 NEPOPATHO H HHTPAaBEHO3HO

NMPHAOKEHHE Ha LIUNPOYIOKCALIUH,

YecToTaTa Ha HEXKENAHKUTE Peakiiny € KlacHHUMpaHa KakTo ciaeasa: MHOro 4ecTH (= 1/10), yect (>
1/100 no <1/10), Heuectu (> 1/1 000 no <1/100), peaku (=1/10 000 no <1/1000), mnoro peaxu (<1/10
000), ¢ Heu3BecTHA YeCTOTa (OT HATMYHUTE AAHHW He MOXKE 1a Obe HanpaBeHa OLIEHKaA).
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Cucremo- YecT Hevecrn Peakn MmHoro peaku C HeusBecTHA
_OpraHHH KJjacoBe YyecTOTA
Hudekumny MHKOTHYHH
HHpecTaUHH CyepHH(E KUK
HapyiwmeHna Ha EozuHoduing JleBKOMNEHNA XeMOJIMTUUHA
KPbLBTS H AHEMHA aHEMHA
numbHaTa HeyTponenns ArpaHyJouuTo3a
CHCTEMA JIeBKOLIMTO32 [laHUHTONECHUA
TpomOouutoneHua | (KHBOTO3acTpalla-
TpomOouHUTEMHA Balla)
[ToTHCKaHe Ha
KOCTHHA MO3BK
{>xMBOTO3aCTpalLla-
BaLLO)
HapymeHna Ha AnepruyHa AHapunakTuyHa
MMYHHATA peaKLHs peaKLHA
CHCTEMA AJIepruveH OToK AHadunakTHyeH
/aHruoeAeM LLIOK
(;kHBOTO-
3acTpalllaBail) (Bx.
Touka 4.4)
Peakuun,
HanoaoOsBallH
cepymHa donecTt
Hapywenns Ha ] CuHapoM . Ha,
eHIOKPHHHATA e HQWHE&TI—KIB:Q}
CHCTEMA ‘,«;'-*'F:?_:f GeKpe LHSTHA |,
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Cucremo- HecTH Hewect Peaxu MHoro peaks C neM3BecTHA
OPraHHH KJIaCOBE YeCcTOTA
HapyineHns Ha AHOpeKCHA XHnepriamKkeMus XHNOTr THKe-
MeTalo1HIMA H XHNOrMTHKEMHUSA MHYHA KOMA
XpPAHEHETO (B. TOukKa 4.4) (BX. TOUKa
4.4)
IMeuxnunu [lcuxomotopHa O6bpKaHOCT H [McuxoTHUHM Manns,
HapyweHua® XHNEPAKTHBHOCT | A€30pHEeHTaLMS peakuuy (BX. TOUKA | XHMOMaHus
/Bb30yna Peakuus Ha 4.4) (Bb3IMOKHO €
He3nokolcTBO [a Ky AMHHHDA B
[laTonoruukm CYHUMIHH
CBHMUIA HUICH/NTORECICHHE |
Henpecus WIH CYHLUHIHH
(FB3MOXKHO € Ja OMNHTH K
KYJIMHHHpA B M3BbLPILBAHE HA
CYHLIHIHU caMoyOouiicTBO)
HIew/noseAcHHe (BX. TOuKa 4.4)
WIH CYHLIMAHH
OTHTH U
H3BBPIIBAHE HA
caMOyOuHiCTRO)
(B>. TOYKa 4.4)
XallOUHHaLUHH
HapyuwieHns Ha [ naBobonHe [lapa-u au3ecresus | MurpeHa [Tepugepna
HepBHATA 3aMasHOCT XHnoecTeind Hapymena HEBpONAaTHs
cuctema* HapyweHnus Ha TpemMop KOOpAWHALHMA (B3XK. TOUKA
CbHA [MepuoBe (BKI. HapyweHa noxoaka | 4.4)
HapymeHusa Ha CTaTYC HapyweHo
BKyCa eNUAENTHKYC) (BX. | 0DOHAHHUE
ToUuka 4.4) HutpakpaHnanHa
BeptHro XHMIEpTOHHA U
pseudotumor
cerebrn
HapymeHus Ha HapymenHus Ha HapyweHus Ha
ounTe¥ 3peHUETOo (Hamp. LUBETOYCEILAHETO
JMILIONUSA)
HapyuieHHA HA TunuTyC
YXOTO H 3ary6a na cimyxa /
nabupunra*® yBpeXJaHe Ha
cyxa
Copaeynn Taxukapaus Kamepna
HapyumieHus** APUTMHA U
torsades de
pointes
(crob1aBa-HH
MpEeAUMHO
MPH NaLUEHTH
C PUCKOBH
(dakTopM 32
Y IbIKABaHE
Ha QT
HHTepBana),
yabikeH QT
Ha ECG (BX.
TOUKY 4.4 U
149)
CrLI0BH Bazoaunataums Backynur 7 Ly, ':f"‘:‘\
HApYLIeHHA** XHNOTOHUA / ,-E*"}:" "--n:ef‘;;k
Cunkon M e N N
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Cuctemo- YecTH HevecTH Peaxn Muoro peaks C HeH3BECTHA
OpPraHHH K/1aCOBe | 4eCTOTa
MeIHACTHHANHR
HapyLieHus
CromaiuHo- ["apene | IloepbluaHe Cpbp3aH ¢ [TankpeaTHt
YpeBHH Huapua | CroMaitHo- aHTHOMOTHK KOJIHT,
HApYILIEHHA YpEeBHA W BKJI.
KopeMHa Donka ncesaoMeMOpaHo-
Jlucnencus 3¢H KOAUT {(MHOIo
['azose PAAKO ¢
Bb3MOXEH daTtaneH
n3xona) (Bx. TOUKA
4.4)
XenaTo6unuapHu [MosHILEHH YepHoapobHo YepHoapobOHa
HAPYIUEHHN TpaHCaMHHA3M YBpEKAaHE HEKpo3a
[loBHIIEH XonecTatuueH (MHOTIO paAKo
OunupyouH HKTEp porpecHpaiua ao
Xenarur XHBOTO3aCTpalla-
Ballla YepHOIpoOHA
HEAOCTATBYHOCT)
_ . (BX. Touka 4.4)
Hapywenund Ha O6pus Peakuuu Ha [leTexun Octpa
KOXKATA H Copbex doTOUYBCTBHTEN- Epurema reHepaiIn3upa
NOAKOKHATA Y pTHKapus HOCT Myntugopme Ha
TbKaH (Bx. TOuKa 4.4) EpureMa HOAO3YM | eK3aHTEMATO-
CuHapoM Ha 3Ha NyCTYJIo3a
Stevens- Johnson (AGEP),
(noTeHUHaNHO JIEKapCTBEHA
’KABOTO3ACTpALUA- peakums ¢
BAlLl) e03HHOPHINA
ToxcuyHa H CHCTEMHH
enuaAepMAalHa CHUMITOMH
HEKPOAH3a (DRESS)
(NMOTEHUHATHO
KUBOTO-
3acTpaiaBalia)
Hapymenns na MyckynHo- Muanrus MycKynHa
MYCKYJIHO- CkeneTHa foJika ApTpUT cnabocT
CKeeTHATA (nHamnp. Oonka B [TosuweH TeHAuHHT
cHCTEMa H KpalHHHLIKTE, MYCKYN€H TOHYC H | Pa3skbCcBaHe Ha
Ch¢AHHHTEIHA OoJika B repba, KpaMIiH CYXQOKUIHA
T2 Thican™ 60Jika B rbpanTE) (mpeAMMHO Ha
ApTpanrus AXHNECOBOTO
CYXOmKHIUE)
(k. TOuKa 4.4)
Ob6ocTpsaHe Ha

CUMIITOMHTE Ha
MHACTEHHA IPaBHC
(BX. Touka 4.4)

NOO8

HapyuieHus Ha YBpexnaHe Ha bnbpeuna
6L6peunTe M ObOpeuuTe HEAOCTATBYHOCT
NHKOYHHTE XeMarypus
MbTHIIA Kpuctamypus (Bx.
TOo4Ka 4.4)
TybynounrepcTu-
LManeH HeppHT
O6mH ACTeHHA OToK
HAPYLICHHA H [loeHiLEeHA HinoTaBaHe
eeKTH Ha TeMnepaTypa (xunepxugpos3a)
MACTOTO HA
- npunokenne*
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Cucremo- YeetH HeuecTH Peakn Muoro peaku C HensBecTHa

OpraHHH Kj1acoBe YecToOTA
HicaeasaHuua [ToruIilIeHA [ToBHILIEHA aMKHNa3a [ToBHILLIEHHA
aJiIKanHa CTOHHOCTH Ha

¢ocdartasza B MEX 1Y HapO -
KPBbBTA HOTO
HOPMAJTH3H-
paHo
CLOTHOLHEHHE
(INR) (npu
MaLKEHTH HA
TEpAarus ¢
AHTAarOHUCTH
Ha BUTAaMUH
K)

*CrobLuasa ce 3a MHOrO PeKH CTy4an Ha NPOAWDKUTENHH (10 MECELIM WIH FOAHHH),
MHBAJIWIW3MPALIH H NOTCHLIMATTHO HeoOpaTHMH CEPHO3HH JICKAPCTBEHH PEAKLIHK, 3aCATALLH HAKOJIKO,
NMOHAKOra MHOr0 CHCTEMO-OPraHHH KJIACOBE U CETHBA ( BKITIOUMTENHO PEaKHH KaTo TeHAHHUT,
pa3KbCBaHE Ha CYXOKWIHE, apTpanrus, 001Ka B KpailHMLKTE, HapyLIEHHE Ha NOXOAKATa, HEBPONATHH,
CBBP3aHHU C MAPECTE3UH M HEBPAITHA, YMOPA, ICHXHATPUYHH CHMIITOMH (BKJIIOUHTENHO HAPYLLEHHS
Ha CHHS, TPEBOXKHOCT, NPUCTHIN HA NMAHUKA, NENPECHK U MHCITH 3a CaMOYOMHCTBO), HApYLIEHHE HAa
MaMeTTa U KOHLEHTPALMATA W YBPEXKAAHE Ha CllyXa, 3pEHUETO, BKyca H OOOHAHHETO) BBB BPb3Ka ¢
ynorpebara Ha XHHONOHHN H QITyOPOXHHOJIOHH, B HAKOH CITy4YaH, HE3aBUCUMO OT Beue
CHILECTBYBALIHTE PUCKOBH dakTopH (BXK. Touka 4.4).

**TIpH NalWEHTHTE, MPHEMALLH QITyOPOXHHONOHH, Ca ChODILEHH CyYaH Ha aHEBPH3MA K IMCEKALIMA
Ha a0OPTATA, MOHAKOTa YCIIOKHEHH MOpanl pa3kbCBaHe (BKJIIOYNTEIHO C NIETANIEH H3XOA) H
perypruTalna/HeA0CTaTbYHOCT HAa HAKOH OT ChpPICYHHTE KianH (BXK. Touka 4.4).

[leduampuvna nonyaayun
[IpeacraBenarta No-rope YeCTOTa Ha apTPONATHA (apTpanrus, apTpUT) Ce OTHACH 33 AaHHHUTE NO
NpOy4YBaHMA MPH BE3PACTHU. [IpH AeLa apTponaTHATa C€ Cpeia YecTo (BHK TouKa 4.4).

Cro0laBaHe Ha NOJ03UPAHH HEXKENaHH PEaKIMH
CrobL1aBaHeTo Ha NMOJ03HPAHHN HEXKETAHH PeakLiMy Clie]l pa3pellaBaHe 3a ynotpeba Ha JieKapCTBEHUS

NPOAYKT e BaxxHo. ToBa Mo3Bo/iaBa a NPOAL/LKH HabNI0AEHHETO Ha ChOTHOLIEHHETO MON3a/PHUCK 34
NeKapcTBEHMs NMPOaYKT. OT MEAULIMHCKHTE CIIELIHATTUCTH CE H3MCKBA Aa ChOOLIABAT BCAKA
[10J03HpaHa HeXeNaHa peakuus upes M3mwiHkTeNHa areHuMs no nekapceTeara, yn. ,,Jlaman ['pyes”
Ne 8, 1303 Codus, Ten.: 02 8903417, yebeaitt: www.bda.bg.

4.9 Ilpeao3zupane

Mma cprolineHun 3a eqHHHYHYU CyyaH Ha npeao3upade. Cnen npunaraHe Ha ao3a ot 12 g ca
chOOLIEHH JIeKH CHMITOMH Ha MHTOKcHKalMa. Octpo apeao3upase ¢ 16 g uMnpognokcauns € 10BENO
110 ocTpa OpOpeyHa HeAOCTATHYHOCT.

CHUMIOTOMHMTE Ha NPEAO3UpaHe BKJIIOYBAT: 3aMasHOCT, TPEMOP, rnaBoboside, yMopa, MPHNaabLH,
XanioLUuHausy, ob6bpKeane, abnomunaneH auckompopt, 6x6peuHo H yepHOAPOOHO yBpeKAaHe, KaKTo
H KPHUCTAITYpPHS M XeMaTypus.

Hma croblexns 3a obpatima 6bOpedyHa TOKCHYHOCT.

OcBeR pYTHHHHTE MEPKH, KaTO NPEAU3BHKBAHE Ha MOBPBILAHE, MOCASABAHO OT NIPUEM Ha

MeJAMLIMHCKH BBIVIEH C€ MPenopbuBa MOHKTOpHpaHe Ha Ob0peynaTa QpyHKLHS, BKIIOYBALIO

onpeaensaHe Ha pH Ha ypuHaTa M aKo ce Hajlara, NOAKHCIIABAHE 32 NPOPHNAKTHKA HA KpHeTA ?Hn
INauuenTute TpaOBa Aa ca 1o0pe xuapatuparH. Kanii U Marne3ui ChabpxKatiuTe ﬁrmu}iﬁh o _"‘“-\\
TEOpeTHYHO MOTAT Aa peayuupat abcopbumaTa Ha UHNPOGIOKCALIMH MPH NPEIO3H ﬁe - “
Camo manko Konnuectso Linnpodnokcauut (<10%) ce enKMHHHpaA 4Ype3 XeMOAH Htfa HJIH .
NEPUTOHEANIHA ANWAJTH3A. ' \ .5 i S LA
B ciyuaii Ha nipeao3npane ce NpoBeXAa CHMITTOMAaTHYHO JieYeHHe. 3aABLDKHTENH ca, MOHmpupa o

EKT', nopaau BE3MOXHOCTTa 3a yab/KaBaHe Ha QT dHTepBana. a;}._ JEN LA
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5. ®APMAKOJIOIMYHU CBOMCTBA

5.1 @apmMaxkoJHHAMHYHH CBOHCTBA

dapMmakoTepanesTHyHa rpyna — ®ayopoxunononu, ATC kox: JOIMAQ2

Mexanuzem na ceucmeue:

[IunpodnokcanyH, KaTo GpayopoOXHHOJIOHOBO aHTHOAKTEPHAITHO CPEACTBO, OChLIECTBABA
GaKkTepHLHAHO AeiicTBUE Upe3 HHXHOUpaHe Ha ABaTa TMNa Toronsomepasa Il (JJHK-rupaza) v
TononsoMepasa IV, HeoOXxonuMHK 3a peryiHKallHATa, TPAHCKPHNLKMATA, peNapHpPaHETOo H
pekoMOuHaumaTa Ha OakrepuanHara JIHK.

Cvomnouterue papmMaxoKunemuxka/QapmaxoouHamMuKad.

EdukacHocTTa 3aBHCH OCHOBHO OT ChOTHOLIEHHETO MEXKIY MAKCHMAJTHATa TU1a3MEHa KOHLICHTPALIUS
(Cmax) ¥ MHHMMaNHaTa HHXHOHWpaula koHueHTpauus (MHUK) Ha nunpodnokcauus 3a baxrepHanyus
MAaTOreH ¥ ChOTHOLLIEHHETO MEXTY IUIOLLTA NOA KpHBaTa rta3MeHa koHueHTpauus/BpeMe (AUC)
MHK. | |

MexanuszwvMm Ha pesucmenmuocmma.

In vitro pe3uCTEHTHOCT KbM LIMITPOdIoKCaLMH MOXe 1a Obae NpuaodHTa NOETANHO Ype3s TAPreTHH
noxaniu Mytauud Ha JIHK-rupaza u rononsomepasa [V. Crenexra Ha KpbCTOCAHa pE3HCTEHTHOCT
MEXIY LMNpodIoKcalnH ¥ ApyrH GpJIyOpOXHHONOHH B pe3yNTaT Ha TOBa € BapHabunHa. EnHHUYHHTE
MYTaLlKH MOraT Aa He¢ AOBEAAT AO KIIMHHYHA PE3UCTEHTHOCT, HO MHOXKECTBEHHTE MYTALIHH
OOUKHOBEHO BOAAT A0 KIMHHYHA PE3HCTEHTHOCT KbM MHOTO WM BCHYKH aKTHBHH BELIECTBA OT TO3M
KJIac.

Henponyck/JMBOCT Ha KJIETHYHUTE MeMOpaHH W/MAK HapylI€Ha ednyKCHa OMIA Ha AKTHBHATA
CBHCTABKa Ca MEXAHH3MH HAa PE3HCTEHTHOCT, KOUTO OKa3BaT BapUabUIIHM eEKTH BhpPXY
YYBCTBHTEIHOCTTA KM (UTYOPOXHHOIOHH, 3aBHCELH OT (PU3UKOXMMHYHHKTE CBOHCTBA Ha Pa3IHYHUTE
AKTHBHHK CHCTaBKH B TO3H KJ1ac H aQHHHTET HA TPAHCIIOPTHUTE CUCTEMH KbM OTAE/IHHTE aKTHBHH
CHCTABKH. BCHUKH in vitro MexaHU3MH Ha PE3HCTEHTHOCT OOMKHOBEHO ce HaGMIOAaBaT B KIIMHUYHHTE
H3onaTH. MexaHH3MH Ha Pe3UCTEHTHOCT, KOUTO HHAKTHBHPAT APYrH aHTHOHOTHLIM, KATO HapyllieHa
IPONYCKIMBOCT Ha MeMOpanuTe (vecto npw Pseudomonas aeruginosa) n MEXaHH3MH Ha eykKc,
MOTAT J1a MPOMEHAT YyBCTBHUTEIHOCTTA KbM LMnpoduiokcaluut. Mima cboblieHna 3a nnasmMuji-
MEIHHPaHa PE3UCTEHTHOCT, KOAMPaHa upe3 qnr-reHH .

[‘paHH4YHH CTOMHOCTH 34 H3NKTBAHE 38 YYBCTBHTENHOCT

TwIKyBaTeHHTE KpHTEpUH 3a MIC (MuHEManHa HHXHOHpaLIA KOHLEHTpPALKA) 38 H3NHUTBaHE Ha
YyBCTBUTEJIHOCTTA Ca YCTAHOBEHH OT EBponeickHa KOMHTET 3a H3cne/iBaHe Ha aHTHMHKpOOHaTa
yyecTBUTENHOCT (EUCAST) 32 nesoduiokcalMi u ca H3DPOCHH TyK:
https://www.ema.europa.eu/documents/other/minimum-inhibitory-concentration-mic-

breakpoints_en.xlsx

PasnpocTpaHeHHeTO Ha NpyaoOHMTaTa pE3HCTEHTHOCT MOXKE Ja BapUMpa cnopel reorpadgckoro
pa3no/IoKEHHE W BbB BPEMETO 3a OTipeaeSIcHH BUIOBE MHKPOOPraHH3IMH H € JKeNlaTellHo Ja ce
M3TION3BAT JOKANIHIATE JAHHH 32 PE3UCTEHTHOCTTA, 0COOECHO KOrarTo ce JEKyBaT TeXKH HHPEKUHH. AKO
e HeoOX0aHUMO, TpAOBA /13 Ce NOTbPCH EKCMIEPTHO CTAHOBHLIE B CAYYAHTE, KOraTO pasnpocTpaHEHHETO
Ha NOKa/NHaTa Pe3UCTEHTHOCT € TaKaBa, Y€ CE MOCTaBd M0/ BLIPOC MPUIOKHMOCTTA Ha CPEACTBOTO
npy HAKOH BHAOBE HHPEKLMH.

"pynupane Ha peJ€eBaHTHUTE BUAOBE MUKPOOPraHH3MH B 3aBHCHMOCT OT l{yBCTBHjJ’BhHOCJTaﬂM KW“\
uunpodaokcauuH: (3a Streptﬂcoccus Spp. BXK. Touka 4.4). /} ,—‘ S
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CTAHJIAPTHO YYBCTBHUTEJIHH MUKPOOPT AHH3MH

Aepobuu ['pam-nonoxUTeNHH MHKPOOPraHH3IMH
Bacillus anthracis (1)

Aepobnu ['paM-OTpHUATETHH MHKPOOPTaHHU3MH

Aeromonas spp.
Brucella spp.
Citrobacter koseri
Francisella tularensis
Haemophilus ducreyi
Haemophilius influenzae™*
Legionella spp.
Moraxella catarrhalis™®
Neisseria meningitidis
Pasteurella spp.
Salmonella spp.*
Shigella spp.*

Vibrio spp.

Yersinia pestis

AHaepoOHH MHKDOOPTaHH3MH
Mobiluncus

dpyru MUKpOOpradH3MH
Chlamydia trachomatis ($)

Chlamydia pneumoniae(3)
Mycoplasma hominis($)
Mycoplasma pneumoniae($)

MHAKPOOPTAHH3MH, TP KOUTO NPUAOBHATATA PE3UCTEHTHOCT MOXKE
JIA E IIPOBJIEM -

AepoOnu ['paM-noNoKHTENHH MUKPOOPTraHU3MH
Enterococcus faecalis (8)

Staphylococcus spp. *(2)

Aepobnu I'pam-oTpHLIaTENHH MUKPOOPTaHH3MH
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®

AHaepoOGHH MHKPOOPraHH3IMH

Peptostreptococcus spp. 7 » _.
Propionibacterium acnes Foss -r—-"*—-: ™,
NOKA3AHRO-PE3HCTEHTHA MEKPOOPT AHU3MH ((/ SRR
ST B
Aepo6uu [paM-noioKHUTETHH MHKPOOPTaHH3MH WL
Actinomyces AREEIRN,
I
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Enteroccus faecium
Listeria monocytogenes

AepoGhu ['paM-oTpHLIATETHH MHKPOOPraHHW3MH
Stenotrophomonas maltophilia

AnaepoOHH MHUKPOOPraHU3IMH
C uzxnrovenue Ha nanucasume no-cope

Ipyri MUKpPOOpPraHH3MH
Mycoplasma genitalium -
Ureaplasma urealitycum
« KnuHuunara ePUKaCHOCT € JOKa3aHa 3a YyBCTBUTEHHTE H30J1aTH NPH 0R0OpeHnTe
KJIMHUYHHU NOKa3aHHA

+ YecToTa Ha pe3ucTeHTHOCT > 50% B eHa WK NoBeYe CTpaHU-4IeHKH Ha EC

($): EcTecTBEHa HHTEPMEHEPHA YYBCTBHTENHOCT MPH OTCHLCTBUE HA NPHACOMTH MEXaHH3MH Ha
PE3UCTEHTHOCT |

(1): MpoyuBaHusTa Ca MPOBEAEHU TIPH EKCMEPUMEHTAIIHO MPEAN3BUKAHN HHPEKLMM NPU
’KUBOTHH Upe3 HHXaMpaHe Ha cnopu Ha Bacillus anthracis, Te3n Npoy4BaHns MoKa3par, 4ye
3aM04YBAHETO HA AHTHOMOTHYHOTO JIEYEHHE CKOPO CAEA EKCHO3ULHATA NTPEANa3Ba OT NoABaTa Ha
3a60/19BaHETO, AKO JIEUEHHETO € OWI0 HACOYEHO KbM HaMansaBaHe Opos Ha CIIOPHTE B
opraHusMa noa HHgekurosHara ao3a. [IpenoprusanoTO HINON3BaHE NMPU XOpa C€ OCHOBAaBa
MPEeAHMHO Ha in Vitro 4yBCTBUTEJIHOCTTA H HA €KCTIEPUMEHTA/IHUTE JaHHH NPH JXUBOTHY,
3ae1HO ¢ OrpaHHUYEHUTE AaHHH NMpH Xopa. [IpueMa ce, ue npH BL3pacTHH JIBYyMECEYHHUAT KypC Ha
fevyeHue ¢ nepopaneH unnpodokcauyH B A03a 500 mg 2 mLTH Ha NAeH € eduKaceH 3a
NpeAnasBaHe OT aHTpakCHa WH(EKLKA Npy Xopa. Jlexypaluure iekapH TpsaOBa 4a HanpaeaT
CIIpaBKa ¢ HALMOHATHUTE WWITH MEXAYHAPOHUTE KOHCEHCYCHH NOKYMEHTH 1O OTHOUIECHHE
JIEYEHHUETO Ha aHTpaKC.

(2): MeTHLUWIHH-PE3UCTEHTHHAT S, aureus MHOTO YECTO EKCNIpecHpa €1HOBPEMEHHA
Pe3UCTEHTHOCT KbM PyOpPOXHHOMOHH. HecToTaTa HAa PE3UCTEHTHOCT KbM METHLIMIIMH € OKONO
20 1o 50% cpen BCUUYKH BUAOBE CTAQUIIOKOKH K € OOMKHOBEHO MO-BHCOKA NpH
HO30KOMMAJTHHTE U3071aTH.

5.2 (PapMAKOKHHETHYHH CBOHCTBA

Abcopbyus

Cnen nepopaiHo NMPUAGIKEHHE HA eTHOKPaTHH A03H oT 250 mg, 500 mg u 750 mg Tabnerk,
nunpodiokcauuH ce pe3opbupa 6LpP30 M EKCTEH3MBHO B o1siMa CTENEH H OCHOBHO B THHKOTO YEpBO,
KaTO QOCTHAI'a MAKCHMAJIHK IJ1a3MEeHH KOHLEHTpauKH cnen |-2 vaca.

EnnoxpathuTte no3u B uHTepBaaa 100-750 mg poasT A0 3aBHCHMH OT 103aTa MAKCUMAaJIHH TUTa3MEHH
koHUEHTPaLHH (Cmsx) Mexay 0,56 n 3,7 mg/l. Ilnasmennure KonueHTpaLH HapacTBaT
ponopuUHoHaiHO ¢ Ao3uTte Ao 1000 mg.

A6comoTrHaTa OHoHanyyHocT € okono 70 - 80%.

YcTaHOBEHO €, ue ao3a ot 500 mg, npueMaHa nepopanHo Ha BCekH |2 vyaca, BOAW 10 IO NOA
KpMBara ruiazMeHa koHteHTpauus/speme (AUC), ekeuBaleHTHA Ha Ta3H, NOAyUeHa Clel
HHTpaBeHO3Ha HHy3us Ha 400 mg unnpodnokcaumt 3a 60 MUHYTH Ha BCekM 12 vaca.

Pasnpeodeaerue

CBbp3BaHETO Ha LMIIPOGIIOKCALIUH ¢ IUIa3MEeHHTE NPOTeHHH € HUCKO (20-30%). LinnpodnokcaunH ce
HaMKpa B IIA3MaTa OCHOBHO B HeiOHW3MpaHa (opMa W UMa roJiaM CTaiHoHapeH obem Ha
pasnpenencHue ot 2-3 I/kg TenecHo Terno. LiunpodnoxcaunH A0CTHIa BACOKH KOHLCHTPALIWU B
pa3/Ii4H{ ThKaHH, KaTO TbKaHTa Ha 6enHa Apob (Hanp. B OPOHXHANHHKA CEKPeT, aANBEONIAPHHTE
makpogdaru, GHONCHOHHHTE ThKAHH), B CHHYCHTE, Bb3MAJIUTE/IHATE OrHHLUA (BE3HKY/IapHa TERHOCT OT
KaHTApWJIKUC) U YPOr€HHTATHHA TPAKT (YpHHA, MpocCTaTa, eHAOMETPUYM ), KBIAETO Ce ngfmmrbﬁum TN

T A
KOHUEHTPALIMH, HAJBHIIABALIH TE3W B M1a3MATa. e 1%
/ RS ;"".:.'?" ER R H\ S
. oy o A S’ 1|
Buompancgopmayus I
Y CTaHOBEHH ¢a HUCKH KOHLIEHTPALIMY Ha YETHPHU MeTa0O0JIMTa, KOUTO €A HACHTH uupauﬂ K&TG" Ty

aesetuaennunpoduiokcanus (M1), cynpoumnpodnokcauus (M2), oxcﬂuunpocbncmcaunﬂ (M3) 1
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dopmunuunpodnokcauut (M4). Metabonuture npuTekaBaT aHTHMHKpPOOHA aKTHBHOCT in-vitro, no-

cnaba ot HenpomeHeHua uunpodaokcauuH. Linnpognokcaunt € yMepeH HHXHOHTOp Ha
CYP 450 1A2 u3oeH3HMHTE.

Eaumunupane
LunpodnokcaluH ¢e eKCKpeTHpa AC rojama cTeneH HEMPOMEHEH npe3 ObOpeLHTe ¥ B NO-Manka

cTeneH - upes dekanuute. Bpemero Ha noy>KMBOT NpH HUA ¢ HOpManHa 6b0peyHa QpyHKuMs ¢
npubausuTento 4-7 yaca.

Exckpenns Ha unnpodaoxcanun (% or a03ata)

Ilepopanso NpRICKEHAE
' Ypuna Pexaun
[ {unpodnokcauut 44,7 25,0
Meraboautu (M1-M4) 11,3 | 7,9

B1.6peurnaT knupbHe e Mexay 180-300 ml/kg/h, a oOLmaT TeneceH KTHPBHC € Mexay
480-600 ml/kg/h. Llunpodnokcaumt ce nmoanara KakTo Ha rJ1IOMepyJIHa QriITpaLlia, Taka ¥ Ha
TyOysiHa cekpeuus. TexkuTe HapyiueHHa Ha Ob0peuHaTa GyHKUHA yAB/DKABAT BPEMETO Ha

noJy>KHBOT Ha uunpoduokcauuy ao 12 yaca.
N381HO0BL0peUHHAT KIWPBHC HAa UMNPOIOKCALMH €€ OCHLUECTBABA OCHOBHO YPe3 aKTHBHA CEKPELIMA B
yepsara ¥ Merabonusupane. Okono 1% ot no3arta ce eKCKpeTHpa 4pe3 *#rbdkaTa. B srsuxaTa

UUNpodIOKCaLMH € BbB BUCOKH KOHLICHTpALUH.

IHeguampuynu nayuenmu
JlaHHHTE OTHOCHO (PAPMAKOKMHETHKATA NPH NEAHATPHUYHH NMALIMEHTH Ca OrpaHHUYEHH.

B npoyuBaHe NpH Acua Hal €JHOrOAMMIHA Bb3PACT C€ YCTAHOBABA, Y€ Cnax H AUC He 3aBHCAT OT
BB3pacTTa. He ce Habmioaasa 3HaunMo nosuwasaHe Ha Cpax B AUC cniea MHOTOKpaTHO NMpuiiaraHe
(10 mg/kg 3 1bTH Ha OEH).

Cnen eaHOYacoBa MHTPaBeHO3Ha HH(QY3ua Ha no3a oT 10 mg/kg npu 10 neua ¢ Texbk cencuc Cpax €
6,1 mg/l (uurepsan 4,6 - 8,3 mg/l) npu acua Ha pb3pact noa 1 ronuna v 7,2 mg/l (unrepsan 4,7 -
11,8 mg/l) npu neua Ha Re3pacT Mexay 1 u 5 roaunu. Croithocture Ha AUC 3a ChbOTBETHHTE
Bb3PAacTOBH Ipynu ca csoteeTHo 17,4 mg/h/l (uurepran 11,8 — 32,0 mg/h/1) u 16,5 mg/h/l (vaTepran
11,0 - 23,8 mg/h/l). -

Te3n cTOMHOCTH ¢a B IPaHHLMTE Ha CbhoOLIaBaHUTE NMPH BBL3PACTHH NPH NMPHIaraHe Ha TepaneBTHYHH
no3u. [NomynauMoHHHAT apMaKkOKHHETHYEH aHAIM3 NIPH NEAHATPHYHH MALUHEHTH ¢ PA3/IMUHH
HH(EKLKH, NPOTHO3MPa CPEAHO BpEME Ha MOMYIKHBOT OKONO 4-5 yaca H OHOHANHYHOCT Ha
nepopanHara cycneHsus B rpanuuute Ha 50 no 80%.

5.3 IlpeakaHHH4HEM ZaHHH 32 Ge3onmacHOCT

HeknMHHYHHTE 1aHHKW HE NMOKa3BaT OCOOEH PHCK 3a XopaTa Ha 0a3a Ha KOHBEHLIHOHATHHTE
M3NUTBAHHUS 38 TOKCHYHOCT C/1E/L €IHOKPATHO H MHOTOKPATHO NPHIIArake, KaHLEPOreHEH NoTeHLHal
HJIH pENPOAYKTHBHA TOKCHYHOCT.

[Tono6HO HA MHOTO BPYTH XHHOJIOHH, LUMNIPO(IOKcalMH € GOTOTOKCHYEH NPH )KUBOTHH NPH
KIKHHYHO PEIEBAHTHH HHBA Ha ekcno3uuui. JIaHHHTE 3a GOTOMYTareHHOCT/POTOKaHLEPOr€HHOCT OT
eKCIepUMEHTH TNPH )KHBOTHHU MoKa3eart cjiab ¢poroMyTareHeH u GpoToTyMOpOoreHeH eekT Ha
uunpodaokcaumH in vitro. EGeKkTbT € ChoCTaBHM € TO3H Ha NPYrH Mpa3HH HHXHOKTOPH.

[ToHOCHMOCT MO OTHOLIEHHE Ha CTABUTE:
KakTo e ¢p0011eHO 3a APYrH rapa3Hid HHXHOUTOPH, UMNPOGIOKCALIMH NPUHUHIBA YB
rOJIEMHYTE HOCEILH CTABH MPH XKUBOTHHU, HEJOCTUTHANM NOJIOBA 3pemc*r CreneHra H

MOKAa3BaT AAHHH 3a yspem.uaﬂe Ha xpywaanre. [1pu MIIaH Ky4eTa OoT nopoaa OHHrea L

LMIPOGIIOKCALIMH € 0BEN A0 TEXKH NIPOMEHH B CTABHTE NPH NMpWiaraHe Ha TEPanesTH %Q e
tﬁfﬁ'f&.‘.u‘* L I;‘.
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NPOABIKEHHE HAa 2 CEIMHLIM, KOUTO BCe OllE ce HabnioaaBaT ¥ criefl 5 Mecena.

6. OAPMAINEBTHYHHU JAHHH
6.1 ChnHcbk HA NOMOIHHUTE BeLIECTRA
JlakT03a MOHOXHPAT

HarpueB HUILIECTEH IITUKONAT

ManuTon

MHUKpOKpHCTAIIHA LEJTYNI03a

KonoungeH, 6e3BojieH CHINLIMEB JHOKCH]

Tank

Marse3ues cTeapar
dunmoso nokputHe (Onanpaii Il 85F 18422, 6an; xunonuu xent E104, natent cud E131)

6.2 HecbBMEeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHoOCT

3 roxvHuU

6.4 CneuBa/iHH YCJIOBHS Ha CHXPAHCHHE

Ila ce cpxpanssa nog 25°C.
Ha ce cpxpanssa Ha MACTO, HEAOCTHIHO 32 AeLa.

6.5 BHa A CBLALPKAHHE HA ONAKOBKATA

ITo 10 6pos ¢uamupanu Tabnetkn B 6arcrep oT npo3payuHo opamwxeso PVC/Al donno.
1o 1 6nucTep B KAPTOHEHA KYTHUA 3a€AHO € JTHUCTOBKA.

6.6 CurnensaJiHH NPpeINAZHA MEPKH NPH HIXBHLpASHE B pabora

HsaMa cnetMaliHi H3UCKBAHHUA.,

7. HNPHATEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA
Tera dapma EAJ]

ya. ,,Jlio0a Bennuxkosa® Ne 9, 1407 Codus
briarapus

8. HOMEP HA PAZPEIHIEHHETO 3A YIIOTPEBA

Per. Ne 20000294

9. JATA HA ITBPBO PAZPEILIABAHEMTIOAHOBABAHE HA PA3PEILIE

YIIOTPEBA ( o A N

Jlata Ha nbpBO pa3pewtaBane: 08.06.2000 r. R
Jlata Ha nocaeaHo noaHoBssanxe: 22.12.2010 . W e
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10.

NQ08

JTATA HA AKTYAJIW3HPAHE HA TEKCTA
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