KPATKA XAPAKTEPHCTUKA HA INPOAYKTA
| I //jé'f

1. UME HA JIEKAPCTBEHUA IMTPO/AYKT
8 626 96  31-01 1

[lunpopaokcaunu Exodapm 500 mg puamupanu TadnerTku

Ciprofloxacin Ecopharm 500 mg film-coated tablets

2. KAYECTBEH U KOJIHMECTBEH CbCTAB

Besika dunmupana tabnerka cbhabpika umnpodiokcaumy xuapoxiopua (ciprofloxacin hydrochloride),
exkBuBasieHTeH Ha 500 mg uunpoduiokcauut (ciprofloxacin.
3a MbJHUA CMUCHK HA MOMOLLIHMTE BELIECTBA, BHXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

(Duamupanm TabneTku
beau 10 nouTH Oesu, NPOABLATrOBATH, IBOHHO M3MbKHAIM TA0NETKH, ¢ BILOHATO pesiehHO O3HaAUeHHE
,,000” oT enHarTa cTpaHa M rj1laJku OT Apyrara CTpaHa.

4. KJ/IMHHUYHH JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHS

Llnnpodnokcauun Ekopapm 500 mg puamupanu TadneTku ca npeaHa3HAYEHH 3a JIeYeHHUe Ha
cieiHMuTe HHpEKUHH (BK. ToUkH 4.4 1 5.1). [lpeaun 3anousane Ha neyeHneTo TpsOBa 1a ce 0ObpHE
CreLMHaJHO BHHMAaHHE HA HAJIMYHATA HHDOPMALIMS 3a PE3UCTEHTHOCT KbM LMIPOGIIOKCALIMH.

Bvipacmnu

® NUHdekunn Ha 10aHUTE AMXaTeNHU nbTUla ¢ ['pam-oTpuuarestu OakTepum
- OpOHXO-NYJIMOHA/IHW UHPEKUHH NPpH KUCTO3HA PrOpo3a i npu OpoHxHeKTazHa OoslecT
- MHEBMOHHS

® XPOHHYHO CYNYpPaTUBHO Bb3MAJEHHE HA CPEAHOTO YXO

OcTpa ek3auepOatns Ha XPOHHYEH CHHYHUT, OCOOEHO aKko € npuuuHeHa ot [ pam-oTpuuarenHu

OaKTepHH

OcTbp nuenoHeppuT

YCn0KHEHU HH(EKLIMU HA TIMKOYHHUTE MbTHLLA

bakTepuaneH npocrarur

MHpeKkUHHU HA reHUTaIHUS TPaKT

- FOHOKOKOB YPETPHUT U LEPBULIMT, MPUUUHEHH OT YYBCTBUTEIHH KbM LUNPO(IOKCALMH
Neisseria gonorrhoeae

- OPXHENHUIHJAUMHT, BKIKOUUTETHO C/YHaAH, MPUYHUHEHH OT YYBCTBHTEIHU KbM
uunpodaokcaunn Neisseria gonorrhoeae

- Bb3MAJIMTE/IHO 3a00/1IBaHE HA TA30BUTE OPraHH, BKIKOUYHUTENHO C/IY4aH, NPUHUHHEHH OT
4yBCTBHUTE/IHH KbM LMnpodaokcauuH Neisseria gonorrhoeae

UHpeKkurH Ha CTOMALLIHO-YPEBHHUSA TPAKT (T.H. IMAPHUS HA NMbTELIECTBEHHULIMTE) e

MHTpaabioMHMHAIHH HHDEKLIMK

MUHpeKLMK HA KOXkKATa U MEKHUTE TbKAaHH, NPUYUHEHH OT [ paM-oTpULaTE

MajlMrHeH BbHIIEH OTHT

UH(peKUHH Ha KOCTUTE U CTABUTE

[IpodunakTuka Ha MHBA3UBHH HHDEKUHH, NpuunHeHH OT Neisseria men

MUuxanaropeH aHTpakce (npo)HaakTHKA CJ1e/1 €KCIO3HLMA H JIe4YeHHE)




LlunpodrokcaunH Moxce aa 6bae H3NOM3BAH NPH JleYeHHE HA HEYTPONEHHYHH NALIHEHTH C MOBHILEHA
TeMneparypa, Koraro ce npeanosara, 4e NpU4MHara e 0aKkrepuanHa HHpeKUHA.

[Npun cneanute nokaszaHus Uyunpodaokcauns Exodapm 500 mg drunmupanu Tabnerku Tpabea na ce
U3N0J138a CAMO, KOTATO C€ CHHTA 3a HENOAXOAsLa yrnorpedara Ha ApyrH aHTHDOaKTepHaHKH CPeacTBa,
KOWTO 0OM4aHHO Ce nperopbLYBaT 3a NeveHHe Ha Te3H HHEKLHH:

* Ob6ocTpaHe Ha XpoHH4Ha 0OCTpyKkTHBHA OenoapoOHa bonect
° HeycnoxHeH ocTbp UMCTUT

IeQuampuuna nonyrayus

o bpoHxo-nyamMoHanHu uHpekunu npy KucTo3Ha ¢ubposa, npuunHeHy ot Pseudomonas
aeruginosa

* YcnoxHEHH HHPEKUKH HA MHKOYHHTE MbTHLLA H OCThP NUENOHEPPUT

. MHxanatopeH aHTpake (NpoPuNakTHKA Chen eKCIO3HLIMA H JieHeHHe)

LlunpodnokcaumuH Moxe Ja Ce H3MoA38a 3a TeYeHHE Ha TEXKKH HHPEKUMH NPH Aeua H IOHOWHK, KOraTo
Ce€ CYMTA, 4Ye TOBA € HeoDXOAUMO.

JleuenuneTo TpabBa na ObAE 3aMOYHATO CaMO OT JIEKAPH ¢ ONMUT B JIEUEHHETO Ha KHCTO3HA dubpo3sa
H/WK TEXKH HHPEKLUMK NpH Aela U FOHOLWHK (BXK. TOUKH 4.4 v 5.1).

TpabGea oa ce nma npeaBHa OPULUANHOTO PLKOBOACTBO 3a MOAXOAALIO H3MON3BaHE Ha
aHTHOaKTEpHaNHU CpEACTRA.

4.2 o3HpoBKa H HAYHH HA NPHIOKEHHE

Ho3uposka

Jo3MpoBkara ce onpenesis OT NOKA3aHHATA, TEXECTTa W MACTOTO Ha MHPEKLMATA, YYBCTBUTENHOCTTA
Ha NMPUYHHHKTENS KbM LHnpoduiokcaunH, ObOpeuHaTa GyHKLUMS Ha NMNAaLYEeHTa W TeJIECHOTO TErJIO NpH
Aeua H IOHOLLIH.

[TpoaBLKMTENHOCTTA HA IEYEHHETO 3aBHCH OT TEXKECTTA Ha 3aD0/IABAHETO, OT KITHHHYHOTO
MPOTHYAHE U DAKTEPHOIOTHUHOTO Pa3BUTHE.

JleueHHeTo Ha MHGEKLHH, MPHUUHHEHU OT onpeaesieHH Oaktepuu (Hanp. Pseudomonas aeruginosa,
Acinetobacter unwn Staphylococci), MO¥e 1a W3UCKBA MO-BUCOKM A03H LIMNPOQIOKCALIUH H
€AHOBPEMEHHOTO NPUNOKEHHE HA APYrH NOAXOAALUM aHTHOAKTEpHANIHHA CpeaCTBRa.

JleueHHeTo Ha HAKOH HHEKUHHK (Hanp. Bb3NANUTENHO 3aboaBaHe HAa TA30BHTE OpPraHH,
HHTpaabaoOMHHATHN HHpEKUNH, HHPEKLUHH NPY HEYTPONEHHUHH MALHEHTH U HHPEKLINH HA KOCTHTE H
CTaBHUTE) MOXKE Na UIUCKBA €AHOBPEMEHHO NpUiarase Ha Jpyryd noaxoasiu aHTubaKrepHaiHu
CPEACTBA B 3aBUCHMOCT OT CHOTBETHHUTE MaTOrCHH.

Bwipacmuu
INokazaHus JdHeBHA 1032 B mg Ob6ma npoAL/IKHTEHOCT
HA JedeHne (NOTERIHAIIHO
BK/JIIYBAIN0 HAYAJIHO
napeHTepass -
xanpod gF
UHdekunuy Ha 10AHUTE AUXATETHH NbTHLLA 500 mg aBa NbTH 7 no 14/Au
AHEBHO a0 750 mg '
ABa NbTHU AHEBHO
Uudekunu Ha ropunte | Octpo obocTpaHe Ha 500 mg nBa NbTH 7001
OWXATEe/THH MbTHLLA XPOHHHYEH CHHYHT aHeBHO 10 730 mg




ABa InbTH JHEBHO

XPpOHHYHO 500 mg asa nbTH 7 no 14 auu
CYNnypaTHBHO aHesHo 10 750 mg

Bb3NAJICHHE Ha ABa MNbTH AHEBHO

CPEAHOTO YXO

ManurHeH puHLUEH
OTHT

750 mg npa NbTH
JHEBHO

28 OHH 0o 3 Meceuna

HMudekuny Ha
MAKOYHHTE MbTHULLA
(BX. TouKa 4.4)

H CYCNOKHEH OCThLP
LHCTHT

250 mg nBa nbTH
aHesHO 10 S00 mg
ABA NBbTH JHEBHO

3 OHH

[1pH xeHK B npeMeHonays3a MOXe 1a ¢ H3MNoJI3Ba
500 mg enHOKpaTHa A03a

YcnoxkueHn nHbeKLHH
Ha NHKOYHWTE NbTHILA

500 mg nga nuTH
AHEBHO

7 1HH

Y CNnoxHEH
nuenoHeppuT

500 mg nBa nbTH
AHEBHO 40 750 mg
[BAa MbTH IHEBHO

MHHUMYM 10 aHU, MOXe na
Obae npoABKEHO 10 noseye

OoT 21 AHU B onpeaesieHH
ciyuyad (Hanp. abecuech)

bakTepuaneH
MPOCTATHT

500 mg nBa nuTH
AHEBHO 10 750 mg
ABa MbTH AHEBHO

2 0o 4 ceamuu (ocTHP)

4 no 6 ceaMUUM (XpOHHUUEH)

UHdekunu Ha
FEHHTANHHUA TPaKT

["lOHOKOKOB ypeTpHT H
LepBULIMT

500 mg karto
€HOKpaTHa 1032

| aen (eqHokpaTHa n03a)

OpXHENHAHAHMHT H
BL3NAIUTENHHU
3a00/IABAHHA HA
TA30BHTE OpraHM

500 mg nBa nbTH
AHeBHO f0 750 mg
ABa MbTH AHEBHO

HaH-Manko |14 nuu

Hudexkuuu Ha Jnapus, npudrseHa ot | 500 mg nBa nuTH ] neH
CTOMALIHO-YPEBHHUS Gakrepun, Bkn. Shigella | aHeBHO
TPaKT M Spp. paxIMuHU OT
UHTpaab1oMHHATHH Shigella dysenteriae
HHpEKUHH THN | K eMNIHPHYHO
NeyeHHe Ha TexXKa
AMapus Ha
MbTELECTBEHULIUTE
HAunapus, npuurHena ot | 500 mg aBa nbTH 5 AHH
Shigella dysenteriae AHEBHO
TUn |
Hunapus, npuunnena ot | 500 mg nBa nuTH 3 AHM
Vibrio cholerae JHEBHO
Turdgounara Tpecka 500 mg aBa nbTH 7T auu
JAHECBHO
HuTpaabnoMrHanHu 500 mg aBa nbTH 5 no 14 guu
WH(EKLMH, TPHYHHEHH | OHEBHO A0 750 mg
oT [ 'paM-oTpHLIATEAHH | ABAa NBTH AHEBHO
bakTepuu
Undexuru Ha KOXKATa U MEKHTE THKAHH 500 mg nBa nbTH 7 no 14 ouwm
aHeBHO a0 750 mg
ABa N'bTH AHEBHO
HHudekunn Ha KOCTUTE U CTABUTE 500 mg nea nbTH MaKCHManHoO

axesHo A0 750 mg
ABa NbTH AHEBHO

HeyTponeHHYHH NALHEHTH ¢ MOBULLEHA
TeMneparypa, KoraTo ce npeanonara, 4e
npuyuHaTa ¢ DakTepuanHa HHpeKLHUS.
LlnnpodnokcaunH Tpsabera ga ce KOMOUHHpaA ¢

500 mg nBa nbTH
AHeBHO Ao 750 mg
ABa NbTHA AHEBHO

N




ApYyru noaxojauH amnﬁamepuanﬂu cCpclcTBa B
CBOTBETCTBHE C OEI)H LHHATHOTO PbKCBOACTBO,

[lpodunaxTrka Ha HHBA3UBHH HHPEKUMH C

Neisseria meningitidis

500 mg karo
€AHOKPATHa A03a

| aeH (eaHokpaTHa no3a)

MHxanaTopeH aHTpakc — 3a BTOPHYHA
NpodUIAKTHKA CJIe]l eKCMO3ZHUMS, KAKTO H 32
NeYeHHe Ha NKLA, KOHUTO MOrart Aa ce NIeKyBaT upe3
nepopanHo npunoxeHue. [punaranero Ha
NeKapcTBOTO TPAOBa 1a 3aN0YHE KOJKOTO €
Bb3MOXKHO NO-CKOPO CNea NOAO3IHPAH UK

NOTBbLPAEH KOHTAKT.

500 mg nBa NbTH
AHEBHO

60 aHH caen NOTBbpIKAAaBaAHE
Ha eKCNO3uUKA Ha Bacillus
anthracis

[leouampuyna nonyaayus

[Moxka3zanns

JHeBHA 103a B mg

O6wma MNPpOABLUAKHTC/IHOCT HA
JeYEeHHe (HDT&HHHMHD
BIJTHOYBAIIC HAYATHO
NAPCHTECPAJTHO JICUCHHC €

NHOPOGIOKCANHH)
Kuctosna ¢pubposa 20 mg/kg TenecHo terno asa nvTy | 10 o 14 anHm
AHEBHO A0 MAkCMMYM 750 mg Ha
1034a.
YcnoxneHn uHdexunu Ha 10 mg/kg TenecHo terno asa netH | 10 go 21 aHM

NUKOYHHUTE MTBTULLA H OCTHP
NHENOHePPUT

aHeBHO 1o 20 mg/kg TenecHo
Terno Asa NbTH JHEBHO A0
Makcumym 750 mg Ha go3a

HuxanatopeH aHTpakc — 3a
BTOpH4HA NpodHNaKTHKA clien
€KCMO3HLUHA, KAKTO U 33
NeYeHHUe Ha JMLa, KOWTO MOTaT
Ja ce IeKyBaT 4pe3 NepopaiHo
NPUIOKEHHE, KOTaTO €
KJTMHH4HO NOKa3aHo.
[lpunaraHero Ha 1eKapcTBOTO
TpabBa 1a 3aMovHe KONKOTO €
Bb3MOXHO MO-CKOPO cnel
NOAO3HPaAH WK NMOTBLP/ICH
KOHTAKT

10 mg/kg TenecHo Ternao Asa NbTH
aHeBHo A0 15 mg/kg TenecHo
TErNO 1Ba MbTH AHEBHO C
MakcumyM 500 mg Ha go3a

60 gHM cliea NOTBLP)KAABAHE Ha
ekcrno3uuns Ha Baciflus anthracis

Hpyru TexKku HHpeKUunH

20 mg/kg TenecHo Terno ABa MbLTH
AHEBHO 20 MakcHMyM 750 mg Ha
a03a.

B 3aBUCHMOCT OT BUJA HA
HHPEeKUHHTE

flayuenmu 6 cmapuecka év3ipacm

[layeHTHTE B CTap4HeECKa Bb3pacT TpﬂﬁB& 04 nojgyyaeart no3a, no,ﬂﬁpana CopCaA TOXKCCTTA Ha
HHCIJCI{I.IHFITH H KPEATHHHHOBHA KITHPDBHC Ha MalHCHTA.

[layuenmu c 6vOpeuro u wepHoOpobHo yepedcoarne

[IpenopbyYMTENHN HAYANTHH W NOAIBLPKALUM A03M NPH NALUMEHTH C HapylleHa 6b6peyuna PyHKUMA:

KpeaTHHHHOB KJIHPBHC Cepymen KpeaTHHHH [lepopanna xo3a

[ml/min/1,73 m?] [pmolA] |mg]
>60 <124 Buxcre obnuaiHUTES- 26"
30 — 60 124 no 168 250 — 500 mg yefies
<30 >169 250 — 500 mg/AQ¥
[MaumneHTH HA XeMOoAHATH3A >169 250 — 500 mg s £

avanuza) || =

[TauneHTH Ha NEepHUTOHEAIHA MaNU3a >169 250 - 500 mg




He ce Hanara kopurupaHe Ha no3aTta Npu NaUMEHTH C HapyLlleHa YepHOApoOHa (yHKLUMUS.

Hsama npoyusaHus 3a npuaaraHe nNpu aeua ¢ yspeaeHa 6bvopeuna w/nam yepHoapobHa pyHkums.

HauuH Ha npuaoxeHHe

Tabnerkute Tpabea aa ce FBLATAT € TeHHOCT 0€3 f1a ce AbBYAT. Morart na ce npuemar ¢ wnd 6e3 xpana.
AKO ce npMeMar Ha npa3zeH CToMax, pe30opOLMATa HA aKTHBHOTO BELIECTBO ¢TaBa No-0bup3o0.
TabnerkuTe UMNPOdIOKCALUMH MOXE Aa Ce NPUEMAT MO BPEME HA XPAHEHWSA, CbABLPKALUH MIIEYHH
NPOAYKTH WK 00OraTeHH Ha MUHEPaNK HanuTKH. KanuusaT, cbabpkaill ce B HOPMATHUTE XPaHH, He
MOBJIKABA 3HAYHMO abcopOunaTa.

TabneTkure uvnpodaokcauus He TpadBa Ja ce NpHEMAT eAHOBPEMEHHO ¢ MJIEYHH NPOAYKTH (Hamp.
NPACHO MAAKO, KUCENO MIIAKO) HIM 000raTeHH Ha MHHEPAIH ILIOAOBH COKOBe (Hanp. oborareH Ha
KanUMH NOPTOKAIOB COK), KOraTo T€3W MPOAYKTH WK HANKTKH C€ NPUEMAT CAMOCTOSTENHO, OTAENHO
OT XpaHEHHATA.

Cnenoeatenuo tabnerkure yunpodnokcaumt Tpadbea ga ce npunarat uau |-2 yaca npeau, UM Haii-
Mallko 4 yaca cieq MIEYHH NPOAYKTH UK 000TaTeHH HA MUHEPATH HANKWTKH, KOraTo Te3U NPOAYKTH
M HANMTKH CE€ NPHEMAT CAMOCTOATENHO, OTAEAHO OT XPAHEHHUATA, KAKTO €€ NPENnopbYBa 3a 1eKapCTBa,
ChAbPXKALUM KaNLMi {BkK. TOUKa 4.5, naparpad XpaHa U MIEYHHU NPOOYKTH).

[Ipy TexKH cyvan WiH NPH HEBB3MOKHOCT Ha MauMeHTa Aa norabuia TabneTku (Hanpumep npu
NalLKEeHTH Ha EHTEPATHO XPaHEHe) Ce NpernopbYBa TepanuaTa aa Obae 3anovHaTa ¢ MHTPaABeHO3Ha
¢opma Ha uunpodnokcaurt. Cnea MHTPABEHO3ZHOTO MPHITOKEHHE JIEYEHHETO MOXE a8 NMPOIBIIKH
NnepopaHo.

TabneTkure uMnpodaokcaunH He TpaOBa Aa ce CMavKBaT M CJIEOBATENHO HE ca MOAXOAALIH 3a
JeyeHHe Ha BH3PACTHH H Jeua, KOUTO He Morat aa nornbiat Tabnetku. flpu Te3n nauneHTH Moxe na
Ce M3MoJI3Ba Apyra aekapcTBeHa ¢opmMa (Hanp. nepopanHa cycneHsns ).

Axo 6bae nponycHara 103a, T4 TpaOBa na Obae npyeTa Mo BCAKO BpeMe, HO He Mo-KbCHO oT 6 yaca
npeayd cneasallara njaHMpaHa no3a. AKo ocTaBart no-Majko ot 6 yaca npeau cneapailara 1o3a,
nponycHaraTa A03a He TpsabBa Aa ce npHema. JleyenueTo TpaOBa aa NpoOaALIKH, KAKTO € MpeanHCcaHo,
ChC CNeABallaTa niaHyMpaHa ao3a. He tpabea na ce npyema aAgoitHa 103a, 3a 1a Ce KOMNEHCHpa
nponycHaTara Ao3a.

4.3 IIporuBonoka’aHus

- CBpPbX4YBCTBHTENHOCT KbM LIMNPO(IOKCAUHH WM APYTH XHHOJOHOBH MPOAYKTH, KAKTO M KbM
HAKOE OT MOMOLLHHTE BeLecTBa, H3OpoeHH B Touka 6.1.
o EanoBpeMeHHO npuiaraHe Ha uMnpodaoKcaluH B TH3aHWINH (BXK. TOuka 4.5).

4.4 ChnenHajHH NpeaynpeXICHHA H IpeaANa3HH MEPKR NpPH ynotpeda

Ynorpebara Ha uunpoduiokcauuH TpabBa aa ce H30Area Npy NaLMEHTH, KOMTO Ca HMAJH CEPHO3HH
HeXeJaHH peakLUy B MHHAN0TO NpH ynoTpeba Ha NPOAYKTH, CbAbPXKALIH XHHOAOHH HIIH
bayopoXHHOIOHH (BX. TouKa 4.8). JIeueHHETO Ha TE3H NaUHUEHTH ¢ uHnpogIoKcauHH TpadBa aa ce
3aMQUBAa CAMO (1PH JIANCA HA ANTEPHATHBHHM Bb3MOXKHOCTH 32 JIEYEHHUE U CJIeA BHUMATE/HA OLEHKA Ha
CBHOTHOLUEHHETO NOoJ3a/pucK (BXK. CbILO TOuYKa 4.3).

Texxkn HHbekUHH U cmecenn nupekunn ¢ [pam-nonoxUTeNHH W aHaepOoOHH NaTOreHM : nh
MoHoTepanus ¢ uHNpOhOKCaUMH He € NOAXOAALLA 33 NIeHeHHE Ha TexkH MHbexkunt Fngbek 7
KOHMTO 6MXa MOr/IH Aa ce AbKaT Ha [ PaM-NOIOKHUTEIHH WK AHAEPOOHH NATOreHH / S 10 4%?—-
nHdekuMK uunpodaokcaumH TpabBa aa ce Mpunara eIHOBPEMEHHO C APYTH Noaxopuh ﬁ‘ P
aHTHOAKTEpHAIHH CPEACTBA. % "# ¥
AN




CTpenToKOKOBH UHGEKLUHH { BKITIOYHTEIHO CTPENTOKOKOBA MHEBMOHHKA)
LinnpodnokcauuH He ce npenopbYBa 3a JeUEHHE Ha CTPENTOKOKOBH HHMEKLUHM Nopaau
HEeA0CTaTbYHA €PHKACHOCT.

HMHdexuuy Ha reHHTaIHHA TPAKT

[[OHOKOKOB YpPETPHT, UEPBULIUT, OPXHETIHAHAUMHUT H Bb3MAIHTENHO 3a00N9BaHEe HA TA30BUTE OPraHu
MOTaT Ja ¢€ NPHYKHHAT OT U30JaTH Ha (IYOPOXHHONOH-pe3UcTEHTHU Neisseria gonorrhoeae. [1o Tan
npruuvHa uunpodnokcallH TpaGBa aa ce npuaara 3a 1e4eHHe Ha FTOHOKOKOB YPETPHUT WM LepBULIMT
caMo, aKO MOXKE Ja ce M3KIoUaT uMnpodaokcaurH-pe3HCTEHTHH Neisseria gonorrhoeae.

[lpu opxuenuanaMMuT ¥ BbL3NANUTEIHU HONECTH Ha TA30BUTE OPraHy eMnupyuHa ynortpeba Ha
LMITPOPNOKCAUNWH MOXKE €AMHCTBEHO Ja c€ OOMMUCN B KOMOHHAUUA C APYro MOAXOAAWLO
awTHbaKTepHaTHO CpeacTBO (Hanp. uedanrocnOpUH), aKO Ce HIKAKUHAT PeIUCTEHTHH Ha
uunpodnokcaunH Neisseria gonorrhoeae. AKo He ce MOCTHTHE KIIHHUYHO NoaobOpeHue cnea
TPHAHEBHO JIE4EHHE, TepanuAaTa TpAOBa 4a C€ MPEOLICHH.

Hudekuny Ha NUKOYHUTE MBTULLA

PesncTeHTHOCTTA KbM PNYOPOXHHONOHHU Ha Escherichia coli, Halt-uecTUTE NMaTOreHHU, NPHYUHABALLH
UHDEKUHHK Ha MHKOYHHUTE MbTHLLA, BapHpa B ueiHa EBponeicky cbto3. [IpenopbunTento €
NpeaNKCBALUKTE ACKAPH 1a B3eMaT NMPEABHA Pa3NpOCTPaHEHHETO Ha NOKAIHATa PE3HCTEHTHOCT Ha
Escherichia coli koM hnyopOXHHONOHH.

OuakBa ce eqHOKpaTHaTa 1032 UMNPOQAOKCALHH, KOSTO MOXE 14 C€ U3N0A3Ba NPH HEYCIOXKHEH
LIKCTHUT NMPH XKEHH B NPEMEHONAY3a, Aa € CBbP3aHa C NO-HUCKA ePUKACHOCT B CPABHEHUE C
NPOABMKHTENHOTO JleuyeHHe. Tosa cblio TpsAOBa aa ce B3eMe NpeaBH], Thidl KaTO MMA OTHOLUEHHE KbM
YBEJH4YaBaLOTO C€ HUBO Ha PE3UCTEHTHOCT Ha Escherichia coli KbM XMHONOHH.

Hutpaabaomuuanun uHdekUuu

MMa orpaHuyeHH faHHU 3a edHKaCHOCTTA HA LUNPOQIOKCAUMH MPH AEHEHUETO HA NOCTXUPYPrUYHU
HHTPaabaOMHHANHK HHOEKLUH.

Iuapus Ha nbTeilecTBEHHUUTE
[lpu n3bopa Ha uunpodgnokcauuH Tpabea aa ce UMa npeaBua HHHOPMALHATA 32 PE3UCTEHTHOCTTA
KbM LUNpodIOKCALMH HA CbOTBETHUTE NATOrEHH B MOCETEHUTE CTPaHM.

HHpeKLHHU HA KOCTHTE W CTABUTE
Linnpodnokcaunt Tpadbea na ce u3non3sa B koMOHHaLKA C APpYrH aHTUMHUKPOOHH cpelcTBa B
3aBMCHMOCT OT PE3YNTATHTE OT MHKPODHONOrHUHHTE U3CIEABAHUA.

HMHXxanaTopeH aHTpaKe

HM3anon3saHeTO NpU xOpa ce OCHOBABA HA JAHHUTE 3a YYBCTBUTENHOCTTA in VIlro ¥ eKCNepUMEHTANHH
AAHHH MPH XKUBOTHH 3a€/IHO C OrpaHHYEHH AaHHUW npu xopa. JlekysawmuTte nekapu TpsOBa aa ce
CHOOPpa3AT ¢ HAUHOHATHUTE W/ U1K MEXIYHAPOAHH KOHCEHCYCHH AOKYMEHTH MO OTHOIUEHUE HA
NeYeHUeTO Ha aHTpakKc.

[leguarpuuda nonynaums

[Ipu ynorpebata Ha uunpodrokcauH npyM Aeua 1 1HOWH TpsOBa aa ce cna3sa HATHYHOTO
o¢uuHanHo ppkoBoACTBO. JleueHHeTo ¢ unnpoduiokcaumH Tpabea na ce HazHayaBa camo OT JIEKapH,
KOMTO MMAT OMHT NPH JEHEHHE HA KUCTO3HA PHOPO3a H/HIH TEXKH HHPEKLHUHN NPH ACUA H IOHOLUH.

NpuUIaraHeTo Ha uMNpognoKcaluH NP aeua (rpyna Ha UMNpogIoKcaurH: n = 335,
6,3 roaAMHH; KOHTPONHa rpyna: n = 349, cpeaHa Bb3pact = 6,2 roaHHU: Bb3pacToB O
rOAMHKM) NMOKAa3BaT YECTOTA Ha BEPOATHO CBbp3aHa ¢ NeKapcTBOTO apTponaTus (ycTs
KITHHUYHU CUMMTOMH H ONNAKBAHKA, CBLP3aHU CbC CcTaBHuTe) N0 AeH +42 o1 7,2% n\§



6una 9,0% u 5,7%. YBenHYeHHUETO Ha 4ECTOTAaTa HA BEPOATHO CBBLP3aHAaTa C JIEKAPCTBOTO apTponarTus
HE C€ Pa3nHuaBa CTATHCTHYECKH 3HAYHMO MexXAy rpynuTe. Jleuenunero Tpsbea aa ce 3ano4ysa camo
ciel BHHMAaTeTHA OUEHKA HAa CbOTHOLLEHHUETO 1013a/pUCK, NOPaAH BEPOATHOCTTA OT HEXENAHU
PEAKLIHM, CBBP3AHH CbC CTABHUTE H/HITH OKOJIHUTE ThKAHHU (BX. TouKa 4.8).

Bpouxo-nyivonainu unghexyuu npu kucmosua pudbposa
B kAMHUYRKTE NpoyuBaHHA ca DMK 0OXBaHATH AcUA H KOHOWH HA BB3PACT MexXAay 5 — 17 roguuu.
CbluecTByBa NO-OrpaHUUEH ONUT NPH JEYEHUETO Ha Acua Ha BL3pacT Mexay | 1 5 roaunm.

Verowcnenu ungpexyuu na nukounume nsmuuia u ocmup nueonedhpum

JleueHue ¢ uunpodnokcaunt npH “HdeKUH HA NTUKOYHHTE MbTHILA TPAOBa Aa ce OOMKHCIH, KOraTo
He MOXKE J1a ce MPUJIOKH ApYyro nedeHue U Tpadsa aa ce 6a3upa Ha pe3yaTaTuTe OT
MUKPODOHOJIOrMMHUTE H3CNE1BAHHA.

B KNMHHYHHUTE NPOYYBaHHUA Ca BKJIIOYEHH Jela H IOHOLIMW Ha Bb3pacT Mexay 1 1 17 roanun.

Hpyau cneyughuurnu medxcku ungpekyuu

HApyry TexkH HHPEKUMHU CHrAacHo oPHUMATHOTO PLKOBOACTBO WK CEl BHUMATE/THO OLEHABAHE Ha
CbOTHOLLUEHHETO MOJ3a/PUCK, KOraTo He MOXKE Aa Ce W3MOoJ3Ba APYro JEHEHUE WK CNea HEYCIEX Ha
KOHBEHLIMOHATHATA TEPArN1A M KOTaTo pe3yTaTUTE OT MUKPOOHONOrHYHHTE W3CAEABAHUA MOAKPENAT
H3INOA3BAHETO HA UMNPOPIOKCALMH,

H3non3eaneTo Ha LHNPOMIOKCAUHH NPH OMPEaENEHH TEKKH HHPEKUHH, Pa3IM4HU OT OTOENA3aHHTE
[10-rope, He € OLIEHEHO B KTMHHYHH NPOYYBAHHA WIH KIIHHHYHHAT ONWT € orpaHuueH. [1o Tasu
MPUUHHA C€ MPENOpbYBA NOBHLUEHO BHUMAHHUE MPH JeueHHe Ha TaKWBA NaLIHEeHTH.

CBpbXHYBCTBUTENHOCT

CBpLXUYBCTBUTENHOCT H AIEPrHYHH PEAKLMH, BKIIOYMTENHO aHapHAaKCHA ¥ aHaQUNaKTORAHH
peakuUH MOraT Ja ce NOABAT CNel eJHOKpaTHA no3a (BK. Touka 4.8) n MoraT aa ca
KUBOTO3ACTpaLuasallM. [1pn noasa Ha Takasa peakLHs NpUeMbT Ha uunpogdaokcauuH Tpadsa aa ce
NPEKpaTH 1 € HEOOXOAHUMO aEKBATHO MEAHLIHHCKO JIEYEHHE.,

[poABKHTENHH, HHBANHAW3IUPALIH H NOTEHUHATHO HEOOpAaTHMH CEPHO3BHMU HEXKENAHH NEeKAPCTBEHH
peaKkumnu

CopobLuana ce 3a MHOTO peJKH CyHad Ha NPOABLMKHTENHH (NPOAB/DKABALLH MECELM WIH FOHHH),
HHBATUAMIHMPALLIN ¥ NOTEHUHATHO HEOOPATUMU CEPHOIHU HEXKENAHH ICKAPCTBEHH PeaKiliH, 3acaraliy
Pa3fIMyHH, NOHAKOra MHOIO CUCTEMH B OPraHu3Ma (MyCKyJ/THO-CKEJIETHA, HEPBHA CUCTEMA, NCUXHKA H
CETHMBHH OpPraHH) Npy NaLMEHTH, MOAYYaBALUA XHHONOHH ¥ QIYOPOXMHOIOHH, HE3AaBUCHMO OT
TAXHATA Bb3PacT W BEYE ChLUCCTBYBALUIMTE PUCKOBH akTopH. LinnpodnoxcauuH Tpabea na ce cnpe
HEe3a0aBHO NPH NBLPBHTE NPH3HAUK HIKM CUMITTOMH Ha BCAKA CEPUO3HA HEXKENaHa peaKLiUs KaTo
nauneHTHTE TpabBa Ja ce NOCHBETRAT Aa C€ CRbPKAT ¢ TEXHHA NeKap, NPeAnHcan 1eKapcTBOTO, 3a
CbBET.

TeHAWHHUT K pa3KbCBAHE HA CYXOXKHIIHE

[lo npaBuno unnpoguokcaumH He TpabBa aa ce npunara Npyu NalKHEHTH C aHAMHECTHYHH aHHH 3a
3a00NABaHUA/HAPY LUEHUA HA CYXOXKWIHATA, CBbP3aHH € JIeYeHHE C XHHONOKH. BbNpekH ToBa B MHOFO
PeAKH ClyqaH clied MUKpoOHONOruuHO A0Ka3BaHe Ha €THOJOTHYHHA MPUYMHHUTER U NPELIeHKa Ha
CbOTHOLUEHHETO NON3A/PHCK € Bb3MOXKHO NPEANUCBAHETO HA LUNPOGNOKCALMH HA TAKMBA NALMEHTH
32 IeYeHHE HA ONPEASNEeHH TeKKH HHDEKLMK, 0COBEHO B CTyHAMTE Ha HEYCMEX HAa CTaHAApTHATa
Tepanus WK DakTepyHalHa pe3HCTEHTHOCT, KOrato MUKPOOHOMOrHUYHUTE A3HHH NOJKPENAT
H3MOJ3BAHETO HA UUMPOPIOKCAUHH.

TeHAUHUT HITK pa3KbCBAHE HA CYXOXKHAME (NO-CNELIMATHO aXHIECOBO CYXO0XHITHE, HO Dea it
OrpaHH4aBa CamMoO A0 HEro), NOHAKOra ABYCTPAHHO, MOXKE 13 C€ NMOJYYH OLLE B PAMKH / 1Y
3aM04BAHE HA JICUCHHUETO C XHHONIOHH H (PNIyOPOXHHONIOHH, KaTO HMa ChOOLLIEHHA 3a JAKIEL
CE A0OPH HAKOJIKO MECeUa clie]l NpeKpaTaBaHe Ha N€YeHHETO. PUCKDBT OT TEHAHHHT U [PagiKhrs
CYXOXKHJIME CE NOBHLLABA MPH MO-Bb3PACHH NALMEHTH, NALKMEHTH ¢ 6BOpeyHO yBpe u;
TPaHCNAHTHUPAH COTUAEH OPraH W TAKWBA, NEKYBAHH CHITBTCTBALUO C KOPTHKOCTEPORWY
NpHYHHA CHNBLTCTBALLATA yNOTpeda Ha KopTUKOCTEpOraH TpadBa na ce u3dArea.



[lpy nbpBUR NpH3HAK HA TEHAUHHUT (Hanp. 00NE3HEHO MOAYBAHE, Bb3NANEHHUE), 1€HEHHETO C
uunpodgaokcalMH TpaOBa 1a ce NPeKpaTH U Aa ce oDMUCIH ANTEpHATHBHO nedeHHe. 3acerHaTHaT(re)
kKpalHUK(uKW) Tpabea aa Obae(aT) nekyBaH(y) No NOAX0AAUL HAUKH {Hanp. 00e3ABUKBAHE),

He tpabsa na ce “3non3sat KOPTUKOCTEPOUAH, aKO C€ NOABAT MPHU3HALIK HA TEHAHHONATHA,

[TauneHTH ¢ MUacTeHUs rpaBuc
Linnpodaokcaunn Tpabea aa ce W3n0s3Ba C MOBHLIEHO BHUMAHHUE NPH NAUMEHTH ¢ MUACTEHHA
rpaBMC, 3aLLOTO CHMMTOMMWTE MOTaT Aa ce 000cTpaT (BXK. Touka 4.8).

DoTOUYBCTBUTEAHOCT

YcTraHOBEHO €, Ye UMpoAOKCALMH NPHYHHABA peakuMH Ha ¢oTouyscTBUTENHOCT. [launenTuTe,
KOMTO npueMart uMnpocnokcauyt, Tpadbsa fa 6baaT nOCHLBETBAHHU [ H30ArBAT AHPEKTHO W3NaraHe Ha
CHJIHA C/TBHYEBA CBETJIMHA, KAKTO U Ha YATPAaBHONETOBO ODNBbYBAHE MO BpeMeE Ha JieUeHHeTO (BXK.
TOoYyKa 4.8).

[‘bpuose

HM3secTHO e, ye uMnpoduioKcaUuHH, KakTo H APYrH XHHOMNOHH, NPOBOKUPA IbPUOBE MW NOHHUXKABA
npara 3a nosasa Ha rpyose. Cnobuiana ce 3a ciyuau Ha status epilepticus. lunpognokcaunH Tpsbpa
Aa Ce U3MOM3Ba C NOBHLUEHO BHUMaHHE NpK NauxeHTH ¢ Hapywenus Ha LIHC, xouTo eBeHTyanHo ca
npeapasnoioxeHH KbM rppuose. Jlevennero ¢ unnpodnokcaunH Tpadbea na 6bae npeycTaHOBEHO H
He3abaBHO TPAOBa Aa Ce NOTHPCH KOHCYNTALIHA C ICKAP NP NOSABA Ha MbpYoBeE (BXK. TouKa 4.8).

[lcuxnyHU peakuUn

Bb3moxkHa € nosBaTa Ha NCHXHYHH peaKuUd AOPH clied MbPBOTO NpUiaraHe Ha uvnpodnokcaury. B
PEAKH Clly4au € Bb3MOXCHO AENPEeCcHATa WM CKUX03aTa [1a nporpecupar A0 CYHLMAHH
HaMepeHHA/MHCITH, 3aBLPLUBALLM B OTIHT 3a CAaMOYDHHACTBO WM caMOyOHHACTBO. AKO ChLIECTBYBA
TAKaBa BepOATHOCT, TRUEHHUETO ¢ LUnpognokcaudH TpabBa Ja ce npekparH.

[NepudepHa HeBponaTus

Cpobluasa ce 3a CNy4an Ha CEH30PHA WM CEH30MOTOPHA NOJHHEBPONATHA, BOACLIM 10 NAapPECTE3HH,
XHIMOECTE3UsA, AU3ECTEINA HIH CadOCT NPH NAUNEHTH, NMPHEMALLH XHHOIOHH H Iy OPOXHHOJOHH.
[MauneHTHTE, KOUTO NpHEMAT LUHNpOPAOKCALHH, TpabBa aa ObAAT NocLBETBAHKU A2 HHPOPMHUpAT CBOS
jeKap, Npeay Aa NpoaAb/KAT NEYEHHETO, aKOo ce NOABAT CUMIITOMH Ha HEBpOnaTus, karo bonka,
YCELLAHE 3a NapeHe, MpaByukKaHe, H3TpbNBaHe WK cnabocT, 3a Na ce NpeaoTBpaTH Pa3sBUTHETO Ha
NOTEHUHATHO HeoOpaTuMO 3abonssaHe (Bxk. Touka 4.8).

ChbpaeuHH HapYLLIEHHS
TpsabBa na ce BHMUMABA NpH U3INOA3BAHETO HA (PIYOPOXHHOJIOHM, BKIIIOYHTESTHO LMNPOGIOKCALIHH,
PH NALUEHTH C H3BECTHH PUCKOBH daKTOpPH 3a yabyikaBaHe Ha QT-uHTepsana, KaTo Hanpumep:

- CHHApPOM Ha BpOAEHO yaAwnkaBaHe Ha QT-untepnana;

- eAHOBpeMeHHa ynoTpeba Ha nekapcTBa, 3a KOMTO €€ 3Hae, 4e yabakaeaT QT-uHreppana
(nanpumep knac 1A v I aHTHApHTMHLN, TPHUHKIHYHHA RHTHAENPECAHTH, MAKPOIKIH,
aHTHIICHXOTHLIH ),

- HEKOPHIMpaH eNeKTpo/IMTeH AuchdanaHc (Hanp. XMNOKATHEMHS, XHITOMArHe3UeMH );

- C¢bhpaeuHO 3a00/sBaHE (HANP. CLPASYHA HEAOCTATBYHOCT, HHMAPKT HA MHOKapAa,
Opaauvkapaws).

[launeHTUTE B CTapUYECKa Bb3PACT U KEHUTE MOraT Aa 6b1aT no-uyyBCTBHTENHH KbM NEKapCTBa,
yabmkaBaium QTc-unrepsana. CnegoBaresHo GpnyopOXHHOMOHUTE, BKIKOYHUTETHO uunpod)noxcauuﬁ
Tpabea aa OLAaT npuiaraHu ¢ NOBHILIEHO BHHMAHHKE NMPH Te3YW MPYNH NAUHEHTH. {BAK. TOUK

[MauneHTH B cTapuecka BbL3pacT, TOUKa 4.5, Touka 4.8, Touka 4.9). S‘v“wﬂ No

[ToBuilleH pHCK OT aHEBPH3MA M INCEKALINA HA A0PTATA W perypruraurs/HeaocTaTby
CbPAEUYHUTE KJ1ANH
EnnaeMuonornuHyTe NpoyyBaHWs NOKa3BaT MOBHLLUEH PHCK OT aHEBPH3Ma U AHCEKA
0cOOEHO NpH NAUNEHTH B CTApYECKa Bb3PacT, KAKTO M OT PErypruTalis Ha aopTHaTa




Knamna cnea npueM Ha hyOpOXHHOJIOHH.

C1boOLueHH ca clly4yan Ha aHeBpH3Ma M JUCeKalMa Ha aopTaTa, MOHAKOra yCJokKHeHH, nopaau
pa3KbCBaHeE (BKIIIOYUTETHO € NETANEH U3XO0) U PEryPruTauns/HEA0CTATBUHOCT HAa HAKOH OT
ChpAEYHHUTE KANU NPH NALMEeHTH, NpUemMally GpJyopoXHHONOHM (BXK. Touka 4.8).

3aroBsa dyopoxHHONOHUTE TpsbOBa Aa ce U3MNON3BAT CaMo CJie]l BHUMATEIHA OLIEHKA Ha
CHOTHOLLEHHMETO NO13a/PUCK W CIEM pa3riexaaHe Ha ApYrd TEPAneBTHYHH Bb3MOXHOCTH NPH
MaLMEHTH C NOJOXKHUTEIHA PaMHIHA AHAMHE3A 32 AHEBPH3MA UM BPOACHO 3a001aBaHe Ha
ChPAEHHUTE KIAfHK, HH MPH NAUKEHTH, AHATHOCTHUHPAHH C NPEeALIECTBALLA aHEBPH3IMA H/HWAH
AMCEKALMA Ha aopTaTa WK 3aD0ONsABAHE HA CHPASHHHTE KIanu UAH NPH HATHYUE HA APYTH PUCKOBH
dakTopu uau 3adonaBaHKA, Npeapasnoarawy

- KaKTO 3a aHEBPH3Ma, TaKa W 3a AUCEKaLMA Ha A0pTaTa M 3a PerypruTauma/HeAOCTaTbYHOCT Ha
CbpAeYHHUTE Knanu (Hanp. HapylleH!s Ha CheAUHHTENTHATA ThKaH, Hanp. CHHAPOM Ha Marfan
unv cuHapoM Ha Ehlers-Danlos, cunapom Ha Turner, Gonect Ha Behcet, xunepronus,
PEBMATOMUAEH apTPHT) UIH AOMBIAHHTENHO

- MpH aHEBPU3MA W IHCEKAUMA Ha aopTaTa (Hanp. CbAOBH HAPYLLEHHA, HANP. APTEPHHUT Ha
Takayasu, rHraHTOKNETbYEH APTEPUHT HJIH H3IBECTHA aTEPOCKIEPO3a HIIKM CHHAPOM Ha
Sjégren), KK AOMBIHUTETHO

- MpY perypruTaurs/HeA0CTaTbYHOCT HA ChpAEYHUTE Knanu (Hanp. HHPEKLHO3eH eHAOKAPAHT).

PucksT OT aHCBpH3IMa U JHCCKALIMA Ha aopTaTa ¥ TAXHOTO Pa3zKbrCBaHC MOXKC CbLIO fia C€ NMOBHILLH NPH
NauHeHTH, NEKYBAHH €QHOBPEMEHHO CBC CUCTEMHH KOPTHKOCTCPOHUAHN.

B cayuaii Ha BHe3anHa Bonka B kopema, rpbaHus Kol WM ropda nauneHTuTe Tpabsa na 6uaar
MOCHBETBAHM A C€ KOHCYNTHpAT He3abaBHO C IEKap B CNELUIHO OTAENEHHUE.

[MauuenTuTe Tpabea na 6bAAT NOCHBETBAHY A2 MOTHPCAT He3abaBHO MEAHLIMHCKA TOMOLL B Cy4ai Ha
OCTpa AMCNHeEs, NosABa Ha chpuebueHe (NaNNUTaUMU) HITH pa3BUTHE HA OTOK Ha KOpeMa Wi AOJIHUTE
KpanHHLIH.

Anernukemus

KakTo npu BCHUKH XHHONOHU, UMA CLOOLIEHMS 32 HApYLUEeHHUS B HUBATA HA KPbBHATA 3axap,
BK/IIOYBALLH KAKTO XHNOMMHKEMHA, Taka M XHNeprankeMmus (Bx. Touka 4.8), oOHkHOBEHO npH
AWabeTHLM, Ha KOUTO ¢e MpUAara ChIbTCTBALLA TEPanHs ¢ NePOPATHH XHNOTAHKEMHYHH CPEACTBa
(Hanp. rubeHkNamMua) May ¢ MHCYNHH. ChobuiaBanu ca ciyyad Ha XMIMOrHKEMHYHA KOMa.
[Tpenopbusa ce BHUMATENHO NPOCIEAABaHE Ha JII0KO3aTa B KPpbBTa NPH NAaUMEHTH ¢ AnaberT.

CToMallHO-YpEeBHA CHCTEMA

[MTosiaTa Ha Texka ¥ NEPCUCTHpALLA AUAPHA NO BpeMe WK cliell TIeYEHUETO ( BKIIFOYHTETHO 10
HAKOJIKO CEIMMUMN CJIe[l ICYEHHETO) MOXKE Aa € CHMITTOM Ha aHTUOHMOTUK-CBbP3aH KOAHT
(>KMBOTO3acTpalllaBallO CHCTOAHHE C Bb3MOMEH (aTaneH n3xoa), KOMTO Hanara HezabaBHO eyeHHe
(Bx. Touka 4.8). [pu TakuBa ciyyau nederuero ¢ uunpodaoxkcaumuH Tpadea HezabaBHO na 6bae
NpeKpaTeHo H Aa ce 3ano4He noaxoaaia tepanui. flpuiaraHeTo Ha aHTUNEPUCTATTHYHH JIEKApPCTBA €
NPOTHBOMOKA3aHO B TAKUBA CNYYaH.

OTaenuTenHa CHCTEMA
Mma cboduieHus 3a KpUcTanypus, CBbp3aHa ¢ H3NON3BAHETO Ha UHNpodIOKCaUHH (BX. Touka 4.8).
[MauueHTute, nonyyasay uunpodnokcauuH, rpadsa n1a 6va0at 2o6pe xuapaTupaHH U Tpad
H304rea NpekaseHo ankalnlpaHe Ha ypyHaTa.

Hapyuiena 6n6peuna ¢pyHkumus

Tri kaTo UMNpodNOKCaAUMH 0 roAAMa CTENMEH CE EKCKPETHPa HEMPOMEHEH Mpe3
KOpEKLHA Ha A03aTa € HeoDXoaHuMa Npu nauHeHTH ¢ HapyuleHa 6v0peuna ¢pyHkuU
B TOuka 4.2, 3a na ce uiberne ypenuyapaHe Ha HeXKENaHWTE IEKAPCTBEHU peakLnH
HATPYNBaHETO Ha uunpodnokcaurH (Bx. Touka 4.2).




XenarobuaMapHa cHCTEMA

MUma crobuieHus 3a caydar Ha yepHoApoOHA Hekpo3a M XKHBOTO3ACTpaLlLaBaLla YepHoapodHa
HEA0CTAaTBLYHOCT NPH JieueHue ¢ uunpogiokcaumH (Bx. Touka 4.8). Jleuennero tpsbea aa 6vae
NpekpaTeHo MPH NOABA Ha KaKBUTO U aa OHno Benesr n cMMNTOMHU Ha YyepHoaApoOHO 3abonsBaHe (KaTo
aHOPEKCHA, UKTEP, TbMHA YPHHA, cbpbex v H0Ne3HEHOCT Ha Kopema).

HedunuunT Ha rmoko3o-6-docdar gexuaporenasa

CorobuiaBaHu ca XeMONUTHUYHM PEAKLIMK NPU NPUIATraHeTO Ha UMNPOdIOKCALMH NPH NALMEHTH C
aedHuUnT Ha rmoko30-6-pocar aexuaporenasa. Liunpodnokcauun Tpabea aa ce u3Garea npu Te3u
NauMeHTH, OCBEH aKO NOTEHLMANHATA M0A3a NPERNLLIABA BL3IMOXHUA pUCK. B TO3n cnyuai
NnoTeHUHalHaTa NMNoABa Ha XEMOJIMTUYHA peaKLus TpAOBa Aa ce MOHUTOpHpa.

Pe3uCTeHTHOCT

[lo Bpeme win ciiea Kypca Ha JiedeHHe ¢ UHNPOQUIOKCALIMH MOXE 1a C€ W30AHpaT OaKTepHH, KOMTO
NoOKa3BaT Pe3UCTEHTHOCT KbM LIMNPOMIOKCALMH ¢ UK De3 KITHHHYHO W3ABEHA CynepHHpEKLIHS.
Moxe na uma ocoOeH pyck OT pa3BUTHE HA LWNPOPIOKCALHH-PEIUCTEHTHHN DaKkTEpUn Npw
yAb/XKaBaHE Ha BPEMETO Ha JICUEHHE H KOFaTO CE JIEKYBAT HO30KOMHANHH HHPEKUHHK W/ HIH
HHbEKUUH, NPUIKHHEHU OT Staphylococcus u Pseudomonas.

Llutoxpom P450

LinnpodnokcaunH nuxudbupa CYP1A2 v no To3M HauUH MOXKe Ja AOBEAE A0 NOBHILABAHE HA
CEPYMHHTE KOHUEHTPALKMK HA €AHOBPEMEHHO TPUSIaraHy BELUEeCTBa, KOUTO CbLUO ce MeTabonusnpar
OT TO3H €H3HUM (Hanp. TeoPUANH, KNO3aNHH, ONAH3aNKUH, POTHHUPHON, THIAHHAMUH, YTOKCETHH,
aromenaTvH). EnHOBpeMEHHOTO npunarade Ha UMNpodoKCalMH U TU3aHHIWH € NMPOTUBONOKA3aHO.
[1o Ta3u NpUYHHA NAUHEHTHUTE, MPHUEMallH TAKUBA BELLECTRA €IHOBPEMEHHO ¢ LIMNPOQNOKCALHH,
Tpabea na 6bvAAT BHUMATETHO MOHHTOPHPAHH 32 KIMHWMHH CHMITTOMM HA Npefo3HpaHe U MOXe Na ce
HANOXH OMNpeAesIsHe HA CEPYMHHTE UM KOHUEHTpaLHKH (Hanp. Ha TeoduinH) (BXK. Touka 4.5).

MeTtoTpekcaT
He ce npenopbuBa €AHOBPEMEHHOTO NpUaaraHe Ha uMnpogIOKCauHH H METOTPEKCAT {BXK. TOUka 4.5).

[TosauasaHe Ha nabopaTopHH U3CAEABAHNA

AKTUBHOCTTA in vitro Ha uunpognokcauuH cpewty Mycobacterium tuberculosis Moxe aa noseae no
anuHUBO-OTPHLUATENHH MHKPOOGHONOrHYHH PE3yITATH HA NPOOH OT NAUMEHTH, KOMTO MOHACTOSLIEM
npueMaT UUNpodIoOKCaLIHH.

3puTenHy HapyLieHHs
AKO 3pEHHETO CE€ HapYLLH MJIH C€ YCTAHOBAT HAKAKBH €(heKTH BbpXY ouuTe, He3abaBHo Tpabea na ce
NpoBeAe KOHCYITALMSA ChC CIIELHATHCT N0 OuHH DonecTH.

4.5 BiaumogeiicTBHe ¢ APYrH JIEKAPCTBEHH NPOAYKTH H XPYrH JOpPMH HA B3IAHMOJeHCTBHE
BavsgHue HA ApYry NeKAPCTBA BLPXY UHNPODIOKCALIMH:

Jexapcmea, 3a xkoumo e uzgecmuo, ue yovaxcasam QT-unmepeana

LunpognokcaunH, nonoGHo Ha apyruTe ¢GryOpPOXHHONOHH, TpAGBa /1a C& H3MOA3Ba C NOBHILEHO
BHHMAHME MpPH NAUMEHTH, NOAYy4aBaLUX JIEKAPCTBA, 33 KOUTO € U3BECTHO, e yabkaat QT-
uHTepBana (Hanp. knac [A u lI] aHTHApUTMHLUM, TPHUMKIIHYHH AHTUAENPECAHTH, MAKPOIHAM,
aHTHNCUXOTHULIM) (BXK. TOUKa 4.4).

QObpazysane Ha xeIAMHU KOMNIEKCU
EAHOBPEMEHHOTO npunaraHe Ha LUNpoIoKCaLMH (NepoOpPaIHO) U MHOMOBANEHTHH
KaTHOHCBIbPKALLH NIEKAPCTBA W MUHEpanHu 0o0aBkH (Hanp. KANLMH, MarHe3uid,
dochaTcBbp3BaLLA NOAUMEPH (HaNp. cEBENAMEP HAH JaHTaHOB KapboHaT), CYKp
aHTHAUHIHHU CpeaCTBa, CHIHO OydepHpank aexapcTea (Hanp. TabNeTKH AHAAHO3H
MarHe3ni, alyMHHUNA WK Kanuui, HamanaBaT abcopbunara Ha uMnpodnokcauuH.




uunpodgnokcauuH Tpabea aa ce npunara uan | — 2 yaca npeau, WM noHe 4 4aca cieq Te€3u NPoAYKTH.
ToBa orpanHueHuHe HE Ce OTHACA 3a AHTHAUKIHK CPEACTBA OT rpynara Ha H:-peuentopHute 6GhokepH.

Xpana u M1e4Hy npooyKmu

Kanuuat, cbabpKall ce B XpaHUTE, HE NOBAHABA 3HAUHMMO abcopbumsaTa Ha UHNPOdIOKCaLUH
(nepopaiHo). -

CneaoBarenHo Tabnerkrte uMNpodIOKCaLkMH MOraT Aa ce NpMeMar no BpeME Ha XpaHEeHH ,
CbhAbPXKALUK MAEHHH TPOAYKTH UK 0BOraTeH Ha MHHEpANH HANUTKH. Bbnpeky Tora, TabieTkuTe
UHApodIOKCaLUH, MTPEMARK EAHOBPEMEHHO C MIIEHHH [IPOAYKTH KW oboraTeHu Ha MUHEpanH
HAMMMTKH (HANP.MPACHO MAAKO, KHCENO MIAKO, 0boraTeH Ha KanLuui nopToOKaNoB COK), KOTAaTO Te3H
NPOAYKTH WK HAMHWTKH CE NMPHEMAT CAMOCTOATENHO OTAENHO OT XPAHEHUATA, MOTAT Ja HaMANAT
abcopbumara Ha uMnpodIOKCaALIMH.

[Topanu ToBa TpabBa na ce U30Area eJHOBPEMEHHUAT NMPHEM HA MNEYHHU NPOAYKTH Wi oboraTeHu Ha
MHHEPATH HAMUTKH, IPUEMAHYU CAMOCTOATETHO, OTAC/THO OT XPAHEHHURTA, ¢ TabneTKuTe
LUMNpO¢IOKCALIHH.

TabneTkuTre uunpodaokcaunH Tpsabsa na ce npunarat vaun 1-2 yaca npeax, WM Hai-Manko 4 yaca
C/IEQ MJICYHU NPORYKTH WKW OOOraTeHU Ha MUHEPaNH HATIMTKH, KOraTo TE€3H NPOAYKTH U HAMUTKH C¢€
MPHEMAT CAMOCTOATETHO, OTAETHO OT XPaHEHUATA, KAKTO H CE€ NPEnopbuBa 3a J1eKapcTea, ChAbpPrKaLLH
KaJudi (B, TOuka 4.2)

Buxre cbiuo naparpada no-rope — ObpazysaHe Ha XeNaTHH KOMIIEKCH.

[Ipobeneyuo

[IpoGeneunn nosnuasa 6uOpeyHaTa cexpeuns Ha uunpodiokcauMH. EAHOBpeMeHHOTO npuiaraHe Ha
npobeHeuvA ¥ UMIPOPAOKCAUMH BOAM 10 NMOBHLIABAHE HAa CEpYMHAaTa KOHUEHTpaLHa Ha
HUNpOdIOKCALIUH.

Memoxaonpavuo

MerokionpaMua yckopsasa abcopOunaTa Ha UHNPOPAOKCALMH (NEPOPANEH), KOETO BOAH 10
CKbCABAHE HA BPEMETO 3a JOCTHraHe Ha MaKCHMMAanHa rniasMeHa koHueHtpauus. He ce Habnioaasa
Bb3ACHCTBHE BbPXY OHOHANHYHOCTTE Ha UMTTPOQUIOKCALIHH.

Omenpa3zon
EnHoBpeMEHHOTO npunaraHe Ha LUNpOQIOKCALUMH H OMENPA3oI-ChAbPKALLH IEKAPCTBEHH NPOAYKTH
BOAM 0 HE3HAYMTETHO NOHHKAaBaHe Ha Cnax  AUC Ha uunpodnaokcauuH.

EdexTy Ha LMNPpodIOKCAUNH BLPXY APYIH JIEKAPCTBEHW NPOAYKTH:

Tuzanudun

Tu3zanuann He TpabBa ga ce npunara eIHOBPEMEHHO ¢ LUNpoduiokcatMH (Bx. Touka 4.3). [1pu eaHo
KJHHUYHO NpOoy4BaHe BbPXY 3ApaBH HHAMBUAMW € YCTAHOBEHO NOBULLIABAHE HA CEpyMHaTa
KOHLICHTPALIHA Ha TH3aHKMAYH (NOoBULMABAHE HA Chax: 7 MbTH, HHTEPBAT: 4 N0 2] NMbTH; yBENNYAaBAHE
Ha AUC: 10 mbTu, uarepBan: 6 1o 24 nbTy) NpH e AHOBPEMEHHO NPUNAaraHe ¢ LUNpoQIOKCaLMH.
[ToBuweHaTa cepyMHa KOHLIEHTpAaL KA Ha TH32HHMH € CBbp3aHa CbC 3aCHJIEH XHMOTEH3UBEH H
ceaaTHBeEH edeKT.

Memompexcam
b1OpeuHuaT TyOyneH TpaHCNOPT Ha METOTpEKcaT MoXe aa Oble NOTHCHAT NMPH €AHOBPEMEHHO
npunaraHe Ha UHNPOMAOKCALMH, KOETO MOTEHUHATHO BOAU N0 MOBHIIEHH TVIa3MEHH HMBA Ha
METOTPEKCAT W MOBHILIEH PHCK OT TOKCHYHH peakLMH, CBBP3aHH C MeToTpeKcaT. EAHOBpeMeHHOTO
H3MON3BAHE HE Ce npenopb4sa {Bx. Tovka 4.4).

Teoghurun

EnHoBpeMeHHOTO npunaraHe Ha LUNPOQUIOKCAUHK H TEOPHIHH MOXKe 1a AoBeae
NOBUILIABAHE HA CEPYMHATa KOHUEHTpauua Ha TeodnnrH. ToBa Moxke na nosene A
PEaKUHH, CBbP3AHH ¢ TEOPHIIHH, KATO B PEAKH CITyYaH € Bb3MOXKHO TE€ [a Ca XKHB
unu daranHu. [To Bpeme Ha enHOBpemMeHHaTa ynotpeba cepyMHHUTE KOHLEHTpaLH
TpabBa f1a ce NpoBepsABAaT M aKO € HEODX0aWMO, 103aTa a ce peayuypa (BX. Touka




pyeu kcanmunosu npou3sooHY

[lpy eAHOBpEMEHHOTO npusarane Ha LUNPOPNOKCaLMH U KODEHH HItH NEHTOKCHPHIHH
(oxcHMNeHTHHHAKH) HMa CHOOUIEHHA 32 NOBUINEHH CEPYMHH KOHUEHTPALUK Ha TE3W KCAHTHHOBH
NMPOU3BOAHH,

Denumoun

EaHOBpeMEHHOTO Npuaarade Ha uMnpodaokcaurdH ¥ QeHUTOHH MOXKe J1a 10Bede A0 MOBHILEHH WU
MOHUXEHH CEPYMHH HHBA Ha GEHUTOHH, NOpPaay KOETO CE NPenopb4yBa MOHHTOPUpAHE HA
TEKAPCTBEHHUTE HHUBA.

L{uxiocnopun |

ITpexoaHo MoBHIABAHE HA KOHLICHTPALMATA HA CEPYMHHA KpeaTHHHUH € HabnoaaBaHo npu
€AHOBPEMEHHOTO NPUICKEHUE Ha UHNPOPNOKCALIMH H LIMKJIOCMOPHHCBABLPXKALLH JIEKAPCTBEHH
npoayktH. [lopaau ToBa € HeodX0AKUMO 4eCTO (ABa MBTH CEAMHUYHO) Aa C€ KOHTPOIHpAT
KOHLUEHTPALKHTE HA CEPYMHHA KPEaTHHHH NPH TE3H NALIMEHTH.

Aumaconucmu na gumaviun K

EaHoBpeMeHHOTO npuiarate Ha UMNpoOgIOKCAUMH C AHTarOHUCTH Ha BUTaMuH K MOXe N1a yBelHyu
HETOBUTE aHTHKOAryaupauu epext. PUCKBT MOXKe 1a BapHpa B 3aBUCHMOCT OT NOIEXKa1laTa
MH(pEKLMUA, BB3PACTTa W 0OLOTO ChCTOAHHE HA NALMEHTA, Taka Ye NPHHOCHT Ha UMIPOdIOKCALIWH 3a
yBearuenue Ha INR (MexxayHapoaHo HopManH3upaHo CHOTHOLLUEHHE) € TPYAHO aa ce npeueHu. INR
Tpadea na ce Habnoaaea HECTO MO BPEME M HEMOCPEACTBEHO Cled €AHOBPEMEHHOTO NPHJIAraHe Ha
LUHNpOGNOKCALIMH ¢ aHTaroHUCTH Ha BUTaMuH K (Hanp. BapdapuH, aueHokyMapon, GeHnpoKyMoH
Uu GAYHHOHOH).

yroxkcemun

B KHMHWYHH NpOyuBaHHUA € A0Ka3aHO, Y& EAHOBPEMEHHATA ynoTpeda Ha AYNOKCETHH ¢ MOLLHH
HHXHUOUTOpPH Ha u3oeH3uMa CYP450 1 A2 kaTo ¢pnyBokcaMHH MOXKe /18 10BeE A0 NOBKLIABAHE HA
AUC # Chax Ha DySiokceTHH. Bbnpekyu ue HAMAa KAMHHWYHM JaHHM 33 Bb3MOXHO B3aUMOAECHCTBHE C
uunpodrokcaunH, NoaoOHN eeKTH MOraT a ce O4aKBaT NPH €AHOBPEMEHHO NPHIIOXKEHHE (BXK.
Touka 4.4).

Ponunupon

[1pu eaHO KIIMHHUHO NMPOYHBAHE € YCTAHOBEHO, Y€ €AHOBPEMEHHOTO NPUIAraHe Ha POMUHHPON H
uunpoduiokcaumt, ymepeH HHXUoUTOp Ha w3zoeHsuma CYP450 1A2, soaun ao noeuinasaHe Ha Cpax U
AUC 3a ponurupon cpoTeeTHO ¢ 60% 1 84%. [IpenopbuBa ce MOHHTOPUpPAHE HA HEXEIAHHUTE
peaxkuUuH, CBbP3aHH C PONIMHHPOJ, H CbOTBETHO KOPHFHPAHE Ha 403aTa MO BPEME H HEMOCPEACTBEHO
cie EJHOBPEMEHHOTO NpuiaraHe ¢ uunpodnokcauuH (BX. Touka 4.4).

Judoxkaur

JlokazaHo € pu 32paBy MHAUMBHAH, Y€ €IHOBPEMEHHATA yNoTpeba Ha IMA0KAMH-ChAbPXKAUIM
NIEKapCTBEHH NPOAYKTH ¢ HHNPOGIOKCALMH, yMEPEH HHXHOUTOP Ha nicen3uma CYP450 1A2,
HaMmansaBa KIIHPbHCA Ha HHTPABEHO3EH HA0KauH ¢ 22%. Bbnpekn ye neueHHeTo ¢ TIMJOKauH ce
NoHacs A00pe, Bb3MOXKHO € €AHOBPEMEHHOTO MPHIOKEHHE C UMNPOPIOKCALHH 13 € CBBP3aHO C
HEXENAHW PeakUHU, KOHUTO MOraT 3 Ce Ab/KAT Ha B3aUMOACHCTBHE MEXIYy NeKapcTBara.

Krozanun
Cnen eaHoBpeMeHHO npunarade Ha 250 mg uMnpognoKcaurH C KNo3anuH B NPOAL/LKEHHE HA 7 NHH,
CEPYMHHTE KOHLEHTPaUUK Ha KI103aniH U N-A€3METHIKITI03aMKH Ca NMOBHIUEHH CbOTBETHO ¢ 29% U

31%. [lpenopbuBa ce KNHHUYHO NpOCIeAABaHE U ChOTBETHO KOPHIHMpaHe Ha 103aTa Ha KJI o
BpPEME W HEMOCPEICTBEHO Ce €AHOBPEMEHHOTO NpUAarate ¢ UMNporoKcaurH (Bx.

Curdenagui

Cmax H AUC Ha cunaenagun ca ce ysenuuuau 61u30 ABa MbTH NPH 3apaBH HHAHBH
nepopasHa a03a ot 30 mg € npunarada eaHospeMeHHO ¢ 500 mg umnpognokcauuH.
TpabBa a ce OTYETaT PUCKBT M NOA3ATA NPH €QHOBPEMEHHOTO NPEANHCBAHE HA LUHN



cuaaeHadu.

Acomeramun

B KIMHHUHH MPOYUBAHHKA € 10KA3aHO, Ye (JIyBOKCAMHUH, KATO MOLLEH HHXHOHTOP Ha U30eH3MMa
CYP450 1A2, 3HaunTenHO NOTHCKA MeTaboIM3IMa Ha arOMENaTHH, KOETO BOAH A0 yBeanyeHHe 60
NMbTH B €KCNO3ULMATA Ha aroMENaTHH. Bbnpeku ve He ChLUECTBYBAT KIHHHYHH J1aHHHU 3@ Bb3MOXKHH
B3aMMOJAEHCTBHSA ¢ LHNPOPIOKCALHWH, KOHTO € yMepeH HHxnbuTop Ha CYP450 1A2, npu
eHOBpEeMEHHaA ynoTpeda ¢ aroMeaTUH MOraT ja Bb3HHKHAT noaobHu edekty (BXK. Touka 4.4).

3o mnudeu
[lpuemMbT Ha 30ANMAEM 3a€QHO C HHNPOMIOKCALMH MOXKE Aa YBEUYH HUBOTO Ha 30/MKUAEM B KPLBTA,
MopaiH KOETO eAHOBpeMeHHaTa yrnoTpeda He ¢ Mpenopb4YHTENHa.

4.6 dDepruanTer, 6peMeHHOCT H KbpPMeHe

bpemeHHOCT

HanH4yHKTEe NaHHY 3a NpURAraieTo Ha UMNPOQIOKCailMH NPU OpEMEHHK XEHH He NoKa3sat
MandopMaLUH UNH deTo-/HeOHATATHA TOKCHYHOCT Ha uMnpodguiokcauuH. [lpoyusanunara npu
’KUBOTHH HE NOKA3BaT AUPEKTHH UK HHAUPEKTHH YBpeXaauM epekTH A0 OTHOUEHHE Ha
penpoAYKTHBHATa TOKCUYHOCT. [Ipy Maaau u npu HEPOASHH XKHUBOTHH C €KCMO3BHLIMA HAa XHHOJIOHHM Ca
HaOnMoNaBaHu ePEeKTH BLPXY HE3PE/IHSA XPYLIA, NOPAAH KOETO HE MOXKE /1a C€ H3KJTIOYH
BBb3MOXKHOCTTA JIEKAPCTBOTO Aa NPHYHHH YBPEXKAAHHA HA CTABHHSA XPYLISN NPH HE3ABbLPLUK
pPa3BHTHETO CH YOBELIKH OpraHn3bm/detyc (BxkK. Touka 5.3).

Karo npeanasHa msapka e 3a npeanovdtaHe aa ce u3bArea H3non3saHeTo Ha UMNPOdIOKCALMH NO
BpeMe Ha OpeMEHHOCT.

KbpmeHe
LlunpognokcaurH ce ekckpeTHpa B kbpMara. [lopaau nOTEHUHANHHUA PHCK OT YBPEXKIAHE HAa CTABHHS
XpyLusn, uunpodaokcaunt He TpaOBa aa ce H3M0A3Ba NO BPEME Ha KbpMEHE.,

4.7 Edextn Bbpxy cnocobHocrTa 332 modnpate H padoTa ¢ MANIHHH

[Topaau HeBPONOrUYHHUTE CH eeKTH UMNPOIOKCALMH MOXE Aa MOBMSE BpEMETO 3a peakuud. [1o
Ta3H NpUYHHA CNOCOOHOCTTA 3a WwodupaHe H paboTa ¢ MaLIMHKA MOXE 3 € HapYLIEHa.

4.8 HexelaHH JJEeKAPCTBEHH peaKUHH

Ha#-uecto cphobluasanuTe HexenaHd nekapeteeHn peakuun (HJIP) ca ranene v anapms.
[lo-nony ca npeactasenu nanHuTe 3a HJIP 3a unnpodnokcaurH oT KIIMHHYHHTE NPOYUYBAHHUA H
NOCTMAPKETHHIOBOTO HabmoaeHwWe (NepopaiHa, HHTPABEHO3HA W CEKBEHLIHANHA Tepanus ),

NOAPCIACHH IO HCCTOTA. AHAIHK3bT HA YeCcTOoTaTa BKIIOYBA JAHHHTE 3a nepopanHO H HHTPABEHO3HO
NPHAOKCHHC Ha I.IHI"IPO(I)HOKCBLIHH.

Cuceremo- YecTH HeuecTn Penkn Mmuoro peakn C nenspectna

OpraHHAa > 1/100 > 1/1,000 po< | 2 1/10,000 no < < 1/10,000 qyecToTa (0T

KiaacHpukaumns | a0 < 1/10 | 1/100 1/1,000 HAJHYHHTE
AAHHH HE
Moxe aa Obae

Hudexnnn u MuUkoTHUHH

HHpecTAHA CynepuHdEXUHH

HapymenHa Ha EosuHoduius JleekoneHus XeMONHUTHY
KPbBTa H AHeMHH aHeMua &
AambHara HeyTtponeHns ArpaHyiouu




CHCTEMA JleBkouuto3a [TanuMTONEHUS
TpombouunTONeHns | (3kMBOTO3ACTpA-
Tpombountemus luanawa)
[ToruckaHe Ha
KOCTHHS MO3bK
(>KMBOTO3acTpa-
(apauo)
Hapywenun Ha AnepruuHa AnadunakTryna
HMYHHATA peakuHs peakuus
CHCTEMA AnepruyeH oTok/ AHadunakTHueH
AHrHOEAEM LLIOK
(>xuBOTO3acTpalla
-Ball) (BX. TOYKA
4.4)
PeakLiuH,
Hanoao0sABaLH
cepyMHa boaect
HapymeHunsa Ha CHHApOM Ha
eHAOKPHHHATA HeaaeKBaTHa
CHCTEeMA CeKpeLns Ha
aHTHAHYpETHYE
H XOPMOH
(SIADH)
Hapymenns na Hamanen Xuneprinkemus XHnornukemuy
meTabosm3mMa H aneTHT XunoraukemMus Ha KoMma (BX.
XpaHeHeTo (B TOUKA 4.4) Touka 4.4)
Henxuunn [NecuxomoropHa | OObpkBaHE H [TcuxoTHYHHHK Manns,
HapyUieHHA XMNEPaKTHB- J€30PHEHTALHNS peakuHH XHNOMaHHA
HocT/Bb30yaa Peakuus Ha (MOTEHLIUANHO
6e3noKOHCTBO 3aBbPLUBALLN B
Heobuuainu CYHLIUJHH
CbHHLLA HaMepeHHs/ MHUC-
Henpecus K, OMUTHY 33
(noTeHUManHo caMOyOHIACTBO
3aBbpLUBALLA B WM
CYULIMOHH camoyOuiicTBO)
HaMepeHUS/MHCIH | (Bx¢. TOuka 4.4)
WK OMHTH 32
camMoyOHIHCTBO WIH
caMoyOHHCTBO)
(Bxk. TOUKA 4.4)
XanoyuHauHu
Hapyuienus Ha ['napobonue [lapacTtesus u Murpena [Tepudepna
HepBHATA 3aMasHOCT AH3ECTEINA HapyuieHa HEBPONAaTHA M
cucrema’ Hapywenus Ha | Xunoectesus KOOpAWHALUA IONUHEBPO-
CbHS Tpemop HapyiueHus Ha naTus (Bx.
Hapywenus na | [lpunaasuu (BKA. noxoaKara ToYKa 4.4)
BKyCa status epilepticus) | Hapywenus Ha
(Bk. TOUKa 4.4) 0DOHAHHETO
CBEeTOBBPTEXK HMutpakpannanHa J—
XHMEPTOHHA H
pseudotumor \
cerebri Ald
HapyuieHus Ha HapytuueHus Ha HapytueHus

OuYHTEe

IpeHHeTo (Hanp.

LBETOYyCELIA




AUNNONHA)
Hapymenus Ha TuHuTyC
YXOTO H 3ary6a Ha cnyxa/
nabupunra’ yBpeKAaHe Ha
cayxa
CupaeqHs Taxuxkapans KamepHa
HAPYIIEHHS apuTMHA U
torsades de
pointes
(¢vobuwasanm
NpeaUMHO NpH
NALKMEHTH ¢
PUCKOBH
dakTopH 3a
yAb/IKaBaHe Ha
QT-uutepea-
na), YObJIKeH
EKI QT-
HHTepBan (BK.
TOuka 4.4 n 4.9)
CobaoBu Bazoannarauus Backynut
HAPYIIEHHN XHNOTOHHA
CHHKon
Peconpatopun, Hucrnines (Bi.
rPhAHH H aCTMaTH4HH
MEAHACTHHAN- ChCTOAHHSA)
HH HAPpYWECHHS
Cromammno- ["apene [Mospbluane, AHTHOHOTHUK- [lankpeaTtur
YpeBHH Huapua | CtomaluHo- CBbp3aH
HApYIIEHHA YypepHa M nceBaoOMem-
kopemHa 6onka | 6paHO3eH KOAUT
Hucnencus (MHOrO paako ¢
["azoBe Bb3MOXEH (paraneH
nixona) (Bx. Touka
4.4)
Xenaro- [ToBuriueHH YepHoapobHo YepHoapobHa
Onauapus TpaHCaMHHa3W | YBpEXAaHe, Hekpo3a
HAPYIMIECHAS [TosxiueH XojaecTaTHUEH (MHoro paako
OunupyOuH UKTEP nporpecypaiia ao
XenaTur XKHBOTO3ACTpALLA-
Balla
YyepHOapobHa
HeJOCTATbUHOCT)
(Bx. TO4Ka 4.4)
Hapyumenus na Ob6pus Peakuuu Ha doTto- | [lerexnu Octpa
KOXaTa H Covpbex 4YBCTBHUTETHOCT Eputema reHepain-
NOAKOXKHATA YpTukapus (8. TOuKa 4.4) MyATUdopMe 3UpaHa
TbKAH Epurema €K3aHTeMa-
HOQ03YM TO3Ha
CuHApOM Ha ATEEIORO3A
Stevens-John WBB),
(roTeHuHan i ‘Z&ﬁ Nl foo
HBOTO3aCTDEIL. |spMRAKY \C‘?-?:
Baul) T ek b ;1%1 | =)
Tokcuuna \\ B\ 113 f‘“:{;f / >
enuaepManig &, \o [t e
Hexkpoanla N\ * gl A




{(NoTeHUHANHO

KMBOTO3ACTpALLA-
Balla)
Hapymenns ua CkenerTHo- Mnanrua MyckynHa
MYCKYJIHO- MycKynHa Gonka | ApTpHuT cnabocr
CKe/leTHATA (nanp. bonka 8 | [louiueH TeRauHUT
cHCTEMA H KpaiHHUMTE, MYCKY/EH TOHYC H | Pa3kbcBaHe Ha
CheXHHHTE/THA- Gonka B repba, | MYCKYJIHHU KpaMnu | CyXOXKHITUA
TA THKAH bonka 8 {(npeaumo Ha
IbPAUTE) AXHIECOBOTO
Aprpanrus CYXOXWIIHE) (BXK.
Touka 4.4)

ObocTpaHe Ha
CHUMIMTOMMTE Ha

MHACTEeHUd
rpaBuc {BX.
TouKka 4.4)
HapymeHRs Ha Yepexnane Ha | bubpeuHa
6nL6pennTe B ObOpeunTe HEAOCTATBYHOCT
MHKOYHHTE XeMaTtypus
NLTHIA Kpucranypus
(Bx. Touxa 4.4)
Tybynounrepcthn-
uuasnieH Hedpur
O6mu AcreHns Orok
HAPYIICHHUS H [TosuieHa H3norseane
epeKTH Ha TeMneparypa (Xunepxuaposa)
MACTOTO HA
npHICKEeHHe
Hichensanus [loBuiueHa [MosuiueHa MosuweHo
anKanHa aMHnaza MEXKYHAPOAHO
docdaraza B HOpMaJIN3Upa-
KpbBTa HO
CbOTHOLUEHHE
INR (npu
MaLHEHTH,
JIEKYBaHH C
aHTarOHHUCTH Ha
BUTAMHH K)

"Cbo0luaBa ce 3a MHOTO PEAKH C/IyYaH HA TIPOAB/DKHTEIHH (10 MECELM WK FOAMHK),
WHBANYAH3UPALUY U NIOTEHLUMATHO HEOOpaTUMH CEPHO3HM JICKAPCTBEHH PEAKLIMH, 3aCATallH HAKOKO,
MOHAKOra MHOIC CHCTEMO-OPraHHH KJIaCOBE H CETHBA (BKIIKOYMTENHO peakUHH KaTo TEHAHHHT,
pa3KbCBaHE Ha CYXOXHITHE, apTpaiirka, 00/ka B KpaiHHLMTE, HAPYLUEHHUE HA MOXOAKATa, HEBPONATHH,
CBBLP3aHH ¢ NApECTE3UA ¥ HEBPAIrUA, YMOPA, ICMXHATPHUHHU NpobieMu (BKJIKOUHTE/THO HAPYILUEHHS Ha
CbHS, TPEBOXKHOCT, MAHKK aTAKHU, ACMPECUa U caMOYOHIACTBEHH MHUCAHK), HAPYLIEHHUE HAa NAMETTa U
KOHLEHTPAaUKUATa M YBPEXKIAHE Ha CNyXa, 3peHHETO, BKyca U 00OHAHHETO) BbB Bpb3Ka ¢ ynorpebara
Ha XMHOJIOHW U PAYOPOXHHONOHH, B HAKOH CllyUaHK, HE3aBUCHMO OT BeU€ ChLIECTBYBALUMTE PHCKOBH

takropu (BkK. Touka 4.4).

“Tlpu nauneHTuTe, NpueMallH GIyopOXHHOIOHH, Ca ChOOLLEHH ClTy4an Ha AHEBPHUIM
Ha aOpTaTa, MOHAKOra yCJOXKHEHH NOopaaH pa3KbCBaHe (BKAIOUHTENHO € JIETaneH U3
peryprutauma/HeJOCTaTbHHOCT HA HAKOUW OT ChpAeHHHUTE KnamnH (BX. Touka 4.4).

[leanaTpyyuHa nonynauyus )\
[IpeacTaBeHata no-rope 4ECTOTa Ha apTPONATHA CE OTHACA 338 lAHHUTE OT NPOYUBARNEDY

™~

Bb3pacTHH. C1obiluaBa ce, ye nNpy aeua apTponaTHATa Ce CpeLla No-4ecTo (BXkK. TOUKA 4’5,4%

g

%




CpobuiasaHe Ha NOJ03MPAHH HEXKENAHH PEaKLIMK

CboblaBaHeTo Ha NOAO3UPAHKN HEXENAHHM peaKLMK cnel paspeluaBaHe 3a ynorpeba Ha nekapcTBeHUA
NPOAYKT € BaxkHO. TOBa NMO3BOJIABA A2 NPOABIKHK HAOIIOIEHHETO HA CHLOTHOLLIEHHETO NON3a/prcK 3a
NEKapCTBEHHMA MPOAYKT. OT MEAHUMHCKHUTE CNELHATTMCTH C€ H3UCKBA Aa ¢hoOLaBaT BCAka

[10A031MpaHa HeKenaHa peakums kbM: Minsanurenta areHuns no nekapereara, yn. . Jamsax ['pyes™ No
8. 1303 Cogus, brarapns, Ten.: +359 2 8903417, yebcaitr: www.bda.bg.

4.9 [Ilpeao3upaue

Mma cboblueHre 3a enrHHYEH Cyvaid Ha npeaoskpane oT 12 g, KOeTo € A0BENO N0 JEKH CHMMTOMHM
Ha MHTOKCUKauusA. UMa crobLueHHne 3a eAHHHUUYEH CJyyalt Ha OCTpO npeao3vpaHe oT 16 g, koeTo €
aoBesio A0 ocTpa 6L6peyHa HeZOCTaTLYHOCT.

CHMNTOMHTE Ha NPEeNO3MPAHE BIJIFOUBAT: 3aMasHOCT, TPEMOP, r1aBobonKe, yMOpa, NpynaabilM,
XamouHHalUuH, 0bbpkBaHe, abnomunanen anckombopr, 66peuHo u yepHOAPOOHO YBpEXKIaHE, KAKTO
U KpUCTATYpUs H xeMaTypua. Mma crobiuenns 3a obparuma 660peuHa TOKCHUYHOCT,

(OCBEH PYTHHHHUTE CMNEHHA MEPKH KaTO HarpUMep CTOMALLHO H3Npa3BaHe, NnocAeiBaHo OT
MPHIOKEHHE HAa MEAHLIMHCKH BbIJIEH, Ce NPenopbL4YBa MOHUTOpUpaHe HAa ObOpeuHaTa pyHKUHA,
BK/HOUBALILO ONpeaensHe Ha pH Ha ypuHaTa v ako ce Hanara, MOAKHUC/sBaHe 3a NPopHIAKTHKA Ha
KpHcTanypus. [laueHTute TpaOBa na ca nobpe xuapaTupaHn. AHTHALIMAH, ChAbPXKALMW KATLUMA WK
MarHe3iun, MOraT TEOpeTHYHO a HaManAaT abcopOumnsaTa Ha LHNPODAOKCALIHH NPH NPERO3HPAHE.
Camo Manko koaruvectso unnpodnokcatH (<10%) ce enMMHHUPa Ypes XeMOaAUANH3A HITH
nepUTOHeaHa AMaNn3a.

B cnyuait Ha npenosupane Tpabea aa ce npunara CHMNTOMATHYHO JiedeHHe. MonuTopuHr Ha EKT
cneaBa na Obae mpeanpyeT Nnopaau Bb3IMOXKHOCT 3a YAb/kaBaHe Ha QT-uHTeppana.

5. ®APMAKOJIOrHYHH CBOHUCTBA
5.1 PapmakoIHHAMHYHH CBOHCTBA
(dapmakorepanesTHuHa rpyna: ¢nyopoxuHonodu, ATC xoa: JOIMA 02

MexaHu3bM HA NEHCTBHE

BakTepMuMaHOTO geicTBHE Ha UHUNPOdIOKCaLHH, KaTO (PyOpPOXHHOIOHOBO aHTHOAKTEPHAITHO

CPEACTBO, C€ OCHILECTBABA upe3 UHXUOHpaHe Ha aABaTa Tna Tonon3omepasa Il (JIHK-rupasa) n
Tonousomepasza [V, kouTo ca HeoOXOOUMM 33 perIHKauuaTa, TPAHCKPHIILMATA, penapauHaTa U

pexomOuHauuaTa Ha bakrepuasinarta JJHK.

MexaHH3bM Ha PE3UCTEHTHOCTTA
In vitro pe3ucTeHTHOCT KbM UHNPOgUIOKCaLKMH MOXe 1a O6bae npuaoduTa ypes noeTaneH npouec Ha
TapreTHH NOKalHW MyTauvu Ha JJHK-rupa3za n tononszomMepasza ['V. CreneHTta Ha KpbCcTOCaHa
PE3HCTEHTHOCT MEXIY LUHNPOGUIOKCAUMH W APYTH QYOPOXHHOIIOHH B pe3y/TaT Ha TOBa €
papuabunHa. EAMHHWUHUTE MyTaLMK MOTAT 13 HE A0BEAAT A0 KIMHHYHA PE3HCTEHTHOCT, HO
MHOXECTBEHHTE MYTaLHH OOHKHOBEHO BOJAT A0 KIMHHYHA PE3HCTEHTHOCT KbM MHOTO HJIH BCHYKH
aKTHBHH BELUECTBA OT TO3H KJac.
MexaHH3MHTE Ha PE3UCTEHTHOCT YPe3 HENPOMYCKIHBOCT H/WAM 3acAraiy epaykcHaTa noMna Ha
AKTHBHATA CbCTAaBKa MOraT Aa MMAT paszjinyeH eekT BbpXy HUYBCTBUTENHOCTTA KbM
¢y OpOXHHOJIOHH, KOETO 3aBHCH OT PUBUKOXHMHUYHHTE CBOHCTBA HAa PAIHYHHTE AKTHBHH ChLCTAE
TO3H KNac U aPHHUTETA HA TPAHCMOPTHUTE CUCTEMH KbM BCAKA OTAENHA AKTHBHA C'bCT Wﬂo\
Bcuukw in vitro MexaHu3iMH Ha pe3UCTEHTHOCT OOMKHOBEHO ce Habnt0aaBaT B KIHHHYHATS &
MexaHH3MH Ha pE3HCTEHTHOCT, KOWTO HHAKTHBHPAT APYTH aHTUOMOTULH, KATO NPO /
bapuepuTe (vecTo npu Pseudomonas aeruginosa) v MexaHu3MH Ha eayke, MOrar / Shongs
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4yBCTBUTEHOCTTA KbM UMNPODAOKCALIMH.
MUma cbobuieHna 3a nnasmua-MeanHpaHa pe3uCTeHTHOCT, KOAWPaHa Ypes (Nr-reHmu.




CnexTbp Ha aHTUOAKTEpHATHA AKTHBHOCT:

CTOHHOCTHTE HAa MHHUManHaTa HHXxUOUpawa koHueHTpauua (MIC), ycraHosenu ot EBponeiickus komurer
3a H3NUTBAHE Ha aHTHMHKpoOHa uyscTBHTENHOCT (EUCAST), 33 umnpodaokcaumH ca nybnaHkKyBaHH Ha
CNEAHUA NHHK:
https.//www.ema.curopa.ew/documents/other/minimum-inhibitory-concentration-mic-breakpoints_en.xlsx

PasnpoctpaHeHneTo Ha npuaoduTaTa pe3MCTEHTHOCT MOXE Aa Bapupa crnopea reorpadckoto
Pa3N0JIOKEHHE U BbB BPEMETO 3a OfpeesieHH BUAOBE MUKPOOPraHHU3MH, NOpani KOETO € XKeNaTenaHo
Aa C€ W3MO3BAT MECTHH 1AHHH 33 PE3UCTEHTHOCTTA, OCODEHO KOTaTo Ce JIEKYBAT TeXKH HHDEKLIMH.
AKo € HeoDxoanMo, TpaOBa Aa ce NOTbPCH EKCNEPTHO CTAHOBHLLE B CNTYYAHTE, KOTaTo
pPa3NpOCTPAHEHHETO Ha JIOKANHATA Pe3UCTEHTHOCT € TaKaBa, Y€ CE MOCTaBs MoA BbIPoC
NPHIOKKUMOCTTA Ha CPEACTBOTO 32 MOHE HAKOU TUMOBE HHPEKUHH.

['pynupaHe Ha peieBaHTHHTE BHAOBE MHKPOOPTAHH3MH B 3aBHCHMOCT OT YYBCTBHTENHOCTTA HM KbM
uunpodaokcaumH (3a Streptococcus spp. BX. Touka 4.4):

CTAHIJAPTHO YYBCTBUTEJIHH MHKPOOPT' AHHU3IMH

AepobHuy ['paM-NoNOKUTENHH MUKPOOPTraHH3MH
Bacillus anthracis'

Aepobuy ['pam-oTpULIaTENHH MUKPOOPIraHHU3MH
Aeromonas spp.
Brucella spp.
Citrobacter koseri
Francisella tularensis
Haemophilus ducreyi
Haemophilus influenzae’
Legionella spp.
Moraxella catarrhalis’
Neisseria meningitidis
Pasteurella spp.
Salmonella spp.”
Shigella spp.”

Vibrio spp.

Yersinia pestis

AHaepobHU MHKPOOPraHH3IMH
Mobiluncus

Lpyrn MHKpOOpraH1MimH
Chlamydia trachomatis'>
Chlamydia pneumoniae'™
Mycoplasma hominis'™
Mycoplasma pneumoniae'™

MHKPOOPTAHH3IMH, [IPH KOHUTO NIPHAOBUTATA PEZUCTEHTHOCT MOXE JA E
IIPOBJIEM

Aepobuu [paM-nonokHTENHH MUKPOOPTaAHHIMH
Enterococcus faecalis'™
Staphylococcus spp.*

Aepobuu ['pamM-oTpUUATENTHH MUKPOOPTaHH3MHK
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’

AHaepoOHU MUKPOOPraHu3IMu
Peptostreptococcus spp.

Propionibacterium acnes

JOKA3AHO PESUCTEHTHH MUKPOOPT'AHHU3IMH

Aepobuu I'pam-noaoKHTENHH MHKPOOPraHH3MH
Actinomyces

Enterococcus faecium

Listeria monocylogenes

Aepobnu I'pam-orpHUaTENHH MUKPOOPraHH3IMH
Stenotrophomonas maltophilia

AHaepoOHH MUKPOOPraHH3MHU
C W3KNKUEHHEe HA HAaNUCAHUTE N0 rope

Lpyru MUKpOOpraHusMH
Mycoplasma genitalium
Ureaplasma urealitycum

) KanHuHyHaTa ePHKACHOCT € JOKA3aHa 33 YyBCTBHUTE/THHUTE H30J1aTH NPH YCTAHOBEHH KIIHHHYHH
noKa3aHHs

YecTtoTa Ha pe3ucTeHTHOCT > 50% B exHa MK NoBeue CTpaHH-wieHKH Ha EC

3) EcrecTBena MexaAHMHHA YYBCTBUTENHOCT NPH OTCHCTBHE HA NPHAODHUTH MEXAHH3MH HA
PE3UCTEHTHOCT

[IpoyuBaHHATA Ca NPOBEAECHH MPU EKCNEPHUMEHTATHO NpeJH3BUKaHH HHEKUHK NPH KHBOTHH
4pe3 HHXanUWpaHe Ha cnopu Ha Bacillus anthracis, Te3u NpOyuBaHusA MOKA3BaT, 4e
3aM104BaHETO Ha AHTHOHOTHYHOTO JIEYEHHE CKOPO CeA EKCNO3KLKATA Npeana3ea OT Nnossara
Ha 3abonsABaHETO, aKo NedeHHeTo € OMI0 HACOYEHO KbM HamansBaHe Opos Ha CMOPHTE B
opraHu3ma noa HHexkurosxara 1o3a. [IpenopnhysaHOTO W3NOA3BAHE NPH XOpa C€ OCHOBaBa
NpeaUMHO Ha in Vitro YyBCTBHTE/IHOCTTA M HA EKCMEPUMEHTATHUTE AAHHH NPH )KHBOTHH
3a€/IHO C OrpaHHYeHHTe AaHHK npH xopa. [lpuema ce, 4e NpH BB3PACTHU NBYMECEHHHUAT Kype
Ha fieueHne ¢ nepopaiex uunpodnokcauuH B Jo3a 500 mg nBa nbTH Ha AeH € eduxaceH 3a
npeana3BaHe OT aHTpakcHa uHgekuua npy xopa. Jlekypalure nekapu tpsadea aa HanpaeaT
CMPaBKa C HAUHOHANTHHTE W/WIH MEXKAYHAPOAHHTE KOHCEHCYCHH IOKYMEHTH N0 OTHOLLEHHE
NeYEeHUETO Ha aHTpaKC.

MeETHUMIHH-PEIUCTEHTHHAT S. qureus MHOTO YECTO EKCNpPEeCHpa eRHOBPEMEHHa
PE3UCTEHTHOCT KbM (1YOPOXHHONIOHH. YecToTaTa Ha pe3UCTEHTHOCT KbM METHLIHIIHH €
okonio 20 10 50% cpen BcHUKH BHAOBE CTAPQUNOKOKHU H € OOUKHOBEHO NMO-BHCOKA IMPH
HO30KOMMATHHTE H30NaTH.

[EY ]

5.2 ®dapmakoKHHEeTHYHH CBOHCTBA

Abcopbuuns

Cnea nepopalHO NPHIOKEHHE HAa €AHOKpaTHH J034 oT 250 mg, 500 mg v 750 mg uunpodgiokcaumH
TabneTku, unnpodokcaumH ce abcopbupa 6BLP30 M eKCTEHIUBHO OCHOBHO B TBHKOTO YEPBO, KATO
AOCTUra MAKCHMAJTHH CEPYMHH KOHLEHTpauuu cnen | — 2 vaca. EaHokpaTHATE 1034 B HH "

3,7 mg/L. CepyMHHTE KOHLEHTPaUMH HApacTBaT NpONOpLHOHANHO ¢ ao3uTe A0 100
Ab6comoTHaTa 6uoHatHuHOCT € okoa0 70 — 80%.

YcTaHoBeHo e, ye ao3a ot 500 mg, npuemaHa nepopanHo Ha BcekH 12 yaca, Boau
KpvBaTa nia3zmeHa KoHueHTpauua/speme (AUC) exBHBANEHTHaE Ha Ta3H, NOJyyYeHa
HHTpaBeHO3Ha HHY3ua Ha 400 mg yunpodnokcaurH 3a 60 MUHYTH Ha BcekH 12 vac




Pasnpeaenecuue

Cebp3BaHeTo Ha UMNpodAOKCAUNH C NNa3MeHHuTe NpoTenHH € HUCKO (20 —~ 30%). Llunpodnokcaumn
Ce HaMHpa B 1J1a3MarTa OCHOBHO B HelloHU3UpaHa opMa U WMa rongm crtauMdoHapeH obem Ha
pa3npeneneHue ot 2 — 3 I/kg tenecHo Terno. LiunpodaokcaunH 40CTHra BACOKH KOHUEHTpALWH B
pa3iMYHH ThKaHU KaTo benud apob (enuTenuanHa TeYHOCT, anBeoaapHy makpodard, bHoncuyHa
TbKaH), CHHYCHTE, Bb3NAJWTEIHUTE OrHULLA (RE3UKYSIAPHA TEYHOCT OT KAHTAPHUAKC) H YPOrCHUTATHHSA
TpakT (YpHHa, NpocTaTa, eHAOMETPHUYM), KBAETO C€ AOCTUraT 0OLLM KOHLEHTPAaLMK, HaABUIIABALLHY
Te3u B NjazMara.

buotpaHcdopmaiing

YCTaHOBEHH €a HUCKH KOHLIEHTPALMH HA YETHPHU MeTaboNUTa, KOUTO Ca HACHTU(PHUHPAHH KATO:
aeszetuneHunnpodnoxcaumnH (M), cyadounnpodnokcauun (M), okcounnpogpnokcaunx (Ms) u
dopmunumnnpodnokcaunH (Ms). MerabonuTure mMaT aHTHMHKPOOHA aKTHBHOCT in vitro, HO no-cnaba
B CPABHEHHME ¢ H3XOJHOTO BELECTBO. 3HAeE ce, Ye LUNpodNokcauuH e ymepeH WHxHOuTop Ha CYP 450
| A2 H30€H3UMMUTE.

E1MMHHHpaHe

LinnpodnokcaunH ce eKCKPETHPA A0 ronsaMa CTeneH HenpomeHeH npes 6uopeuunTe U B no-manka
cTeneH — ¢ pexanuure. CepyMHHAT )XMBOT Ha NONYEIMMUHUPAHE NPH NHLA ¢ HOpManHa ObOpeyna
dbyHKUHA € npubansuTenHo 4 — 7 yaca.

Exckpeuns na nunpodaoxcanns (% or no3ara)

Ilepopasino npuaokeHne

YpHHa PexaauH
LinnpodnokcauuH 44,7 25,0
MeTtaboantn (M- My) 11,3 7,5

brOpeurnsT knupbHC € Mexay 180 — 300 ml/kg/h, a obwmsaT TeneceH kTupbHC € Mexay 480 — 600
ml/kg/h. Llunpodnokcaumn ce nognara kaxro Ha rioMepyniHa dunTpauus, Taka U Ha TyOyiHa
cekpeumns. TexxkuTe HapylueHna Ha 6bvOpedHaTa QyHKUMSA BOAAT A0 YABDKEH NOMTYKHBOT Ha
uunpogrokcaumnH no 12 yaca.

H38bHOBOPEUHHUAT KIHPBLHC HA UMMPOQIIOKCALHH CE OCBHLUECTBABA OCHOBHO YPE3 AKTHBHA CEKPELIUS B
yepsara ¥ metabonusupane. 1% oT fo3aTa ce eKCKpeTHpa Nnpe3 AUTbUHUA MbT. B )knbykaTa
LUHNpodIoKCAUHH € BbB BUCOKH KOHLEHTPALHH.

BE bika QagmakoxnHeml(a-ghapmaxo.uuuam HKa.

EdurkacHoCTTa 3aBHCH OCHOBHO OT CHOTHOLUEHHETO MEXKAY MAaKCHMaHaTa KOHUEHTpaLUH1s B cepyMa
(Cmax) U MHHUMaNTHaTa HHXHOWpawa kKoHuUeHTpauusa (MIC) Ha uunpodnokcauuH 3a HakTepHaTHUs
NaToreH M CHOTHOLLEHHWEeTO Mexay niowTra noa kpueata (AUC) u MIC.

[leanaTpuyna nonynaius
JlaHHKTE OTHOCHO (PapMaKOKHWHETHKATA NPH NEAHATPUHUHH NAUHEHTH CA OTPAHHYEHHU.

[Ipu npoyusane npu aeua Cnax 1 AUC He ca 3aBucenu oT Bb3pacTta (Haa eJHOroauuIHa Bb3pact). He
e HabnoaaBaHoO 3HaUMMO NoBULIaABaHE Ha Cmax M AUC cnien MHorokpatuo npunaratde (10 mg/kg tpu
NbTU HA AeH).

[Ipu 10 neua ¢ Texwbk cencue Cpax € 6una 6,1 mg/L (unrepsan 4,6 — 8,3 mg/L) cnen eaHowu
MHTpaBcHO3Ha HHPY3Ma Ha no3a 10 mg/kg npy Aeua HA BB3PACT NoA | roauHa B CPaBHE e‘gr_ﬁ‘w
mg/L (uHTepBan 4,7 — 11,8 mg/L.) npu aeua Ha su3pactT Mexay 1 5 roamHu. CtoliHo
3@ ChOTBETHHTE Bb3pacTOBY rpynu ca Ounu cvorBetHo 17,4 mg/h/L (uutepran 11,8
16,5 mg/h/L (nurepean 11,0 — 23,8 mg/h/L).

Te3u cTOMHOCTH ca B rpaHHLWTE HA CLOOLIABAHUTE MPH BL3PACTHH TNPH NpujaraHe H
ao3u. Ha 6a3a Ha nonynauroHHUA papMaKOKHHETUYEH AHATU3 NpH neanaTpUYHU Nall



PaxTIH4HK HHPEKLMH, NPOTHO3HHAT CPEACH NOMY>KHBOT APH A€La € OKoNo 4 — 5 yaca, a
OHOHATHYHOCTTA Ha NepopaHaTa cycneHsua Bapupa ot 50 no 80%.

5.3 IlpeaknauEvHH JaHHH 32 6e30macHOCT

HeknvHK4YHHUTE 0aHHHW He MOKA3BaT 0cobeH PHCK 34 XOpa Ha 0a3a Ha KOHBEHLIMOHANTHUTE
(I)BpM&KOJTUFH'—IHH npoy4BaHHa 3a 6e30nacHOCT, TOKCHUYHOCT Ha €IHHHYHA 1033, TOKCHYHOCT NnpH
MHOOKPATHO TIpHiaaraHe, rCHOTOKCUHYHOCT, KADUHHOTCHEH NOTCHLUKAN HITH pPENpPOAYKTHBHA
TOKCHYHOCT.

[ToaoOHO Ha MHOTO APYrM XHHONOHH, LUNMPOGUIOKCALIMH € (POTOTOKCHYEH MPH XUBOTHH NpH
KJIMHHUYHO peNeBaHTHH HWBA Ha eKCno3HUKMA. JlaHHHTE 332 POTOMYTAreHHOCT/(POTOKAHLUEPOreHHOCT OT
eKCNEPHUMEHTH fIPH KHBOTHH nokaseat cnad GoromyTareHeH nin GoToTyMOporeHeH eekT Ha
uHNpoaOKcaumrH in vitro. Tozu edexT e CbNOCTABHM € TO3H Ha APYIH FUPa3HH HHXHOUTODH.

[TOHOCHMOCT NO OTHOWIEHHE HA CTABHTE:

KakTo € cho011UeHO 3a APYTH rHpa3HK HHXHOUTOPH, LUNpOodIOKCALMH NPUUHHABA YBPEXaHe Ha
roJIeMHTE HOCELLM CTaBH IMPH XXHBOTHH C He3aBbplIeH pactex. CTeneHTa Ha yBpexXaaHe Ha Xpylusna
BapHpa CroOpeR Bb3pacTTa, XKUBOTHHCKHA BHUI M 103aTa; YBPEXKIAHETO MOXKE [a C€ HAMaJIH aKo
CTaBuTE He ce HaToBapBaT. [Ipoy4yBaHKATa NpU 3penH KUBOTHH (NABXOBE, KYUETA) HE MOKa3BaT JaHHH
3a yBpexaaHe Ha XpywsanuTe. [Ipy eiHo npoy4BaHe npu Miaay Ky4eTa oT nopoaa Ouirs.
LUMNPO(IOKCALHH € A0BeN J0 TEXKH MPOMEHH B CTABHTE MPH PUIAraHE HA TEPANeBTHYHH 1031 B
npoabJKeHHE Ha 2 ceMHLIM, KOMTO Bce olle ce Habmoaaear H cned 5 meceua.

6. DPAPMAHEBTHYHH JAHHH
6.1 Cnachk HA NnOMOMIHHTE BeMECTBA
Covpyesuna na mabremxama
MukpokpHucTanna uemynoza

LlapeBH1HO HHULLECTE

MarHeanes creapar

Tank
HatpHeB HHLIECTEH rMHUKONAT (THU A)

Cwinunes JHOKCHI, KonouaeH Oe3BoneH
Durmogo nokpumue

Xunpomenosa

Turanos avokcun (E171)
[Monnerunenrnnkon 400

Tank

6.2 HecbBmMecTEMOCTH
Henpunoxumo

6.3 Cpok #a roavocr

36 meceua

6.4 CoeunajHBR YCIOBHA HA CbXPAHEHHE

Ja ce cbxpaHsBa npy Temnepatypa noa 25°C.

Jla ce nasy ot Bnara.




6.5 BHaHcbaAbpKAHHE HA OMAKOBKATA
He BcHuku4 BMAOBE ONAKOBKH Morart Aa 6bJaT MyCHATH Ha nasapa.

Tabnetkure ce noctasar B bnuctepHu neHtn oT PYC/PVDC/Al donro. bnuctep ot 10 Tabnetxkn,
Kytua ot 10, 20 u 100 dunmupanu tabnetku,

6.6 Creunaand npeanasHy MEepPKH BPH HIXBLPJIAHE

Hama cneyHanHi H3IUCKBAHNA.

7. IIPHTEXATEJ HA PA3PEIIIEHHETO 3A YIIOTPEBA

Exodapm ['pyn ALl

ya. Atanac lykos Ne29, er. 3
1407 Codwua, bvarapus

ten.: (02) 906 90 70

(akc: (02) 906 90 71

8. HOMEP(A) HA PABPEUIEHHETO 3A YIIOTPEBA

20011265

9. JATA HA IIBPBO PAZPEINABAHE/TIOJHOBSIBAHE HA PAZPEILIEHHETO 3A
YIIOTPEBA

Hata Ha nbpBoO pa3petwuasade: 27.12.2001 r.
JlaTta Ha nocneaHo nogHosasade: 19.09.2012 r.

10. JJATA HA AKTYAJIM3UPAHE HA TEKCTA




