KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. UME HA JIEKAPCTBEHUSA [TIPOAYKT

W Pos. Nl IOV D2 S |
Liunpuuon 200 mg/100 ml undy3nonen pasrsop | ’/ /‘?}/p?v O 50065'
[unpunon 400 mg/200 ml uudy3roHeH pasTeop | ' —= —
PG /- 37 6 -08- 05

Ciprinol 200 mg/100 ml solution for infusion
Ciprinol 400 mg/200 ml solution for infusion

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

100 ml ot undy3uonHus pazteop (1 ¢nakon) ceabpxar 200 mg uunpoduiokcaumt (ciprofloxacin)
KaTo LMnpogIoKCcalMHOB JaKTar (ciprofloxacin lactate).

200 ml ot uHdy3noHHus pa3teop (1 dnakoH) ceabpkar 400 mg uunpodguokcauut (ciprofloxacin)
kaTo uunpodokcaluMHOB nakTar (ciprofloxacin lactate).

I ml oT MH(Y3HOHHUSA Pa3TBOP ChAbPKA 2 ME UUNMPODIOKCALMH KAaTO LMNPOPIIOKCALIMHOB JIAKTAT.

[ToMOLIIHO BELLECTBO C U3BECTHO JEHUCTBHE:
LlunpuHo Llunpunon 400 mg/200

200 mg/100 ml ml HH(Y3UOHEH
HH(Y3HMOHEH pa3TBOp | pa3TBOp

Harpuii 351,03 mg 702,07 mg

3a MbJIHUA CMUCHK MOMOIIHUTE BELLLECTBA, BUWKTe TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA

UHdy3uoHeH pa3TBoOp: OUCTBP, KBJITO-3€JIEH.

4. KJIUHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHA

[lunpuHoN HH(Y3HOHHHK PA3TBOPH Ca MOKA3aHH 3a JICYEHHUE Ha CJIEAHUTE HHPEKUMUH (BHXK TOYKH 4.4 U
5.1). CneuunanHo BHUMaHKe clie/iBa Aa ce OObpHE HAa HAJIMYHATa HH(pOpPMAaLMA 32 PE3UCTEHTHOCT KbM
UMNpodIOKCaUMH NPEead HAYaAJI0TO Ha JICYEHHUETO.

Tpsabea na ce uma npeasua 0opUUHATIHOTO PHKOBOACTBO 3a MOAXOAALIO HU3MOA3BAHE HA
aHTHOAKTEpHUAJIHU CPEACTBA.

Bw3pacmnu
- HUHdekumnu Ha 10JHUTE AMXATEHU ITbTHLIA, MPUYMHEHHU OT ['pamM-oTpHUaTe/IHH OaKTepHH
- ek3auepOauus Ha XpoHHUYHA 0OCTpYKTHMBHA OenoapoOHa bonect
[Tpu ob6ocTpsiHe HA XpOHUYHA OOCTPYKTHUBHA OenoapoOHa bonect uunpodiokcauuH
TpsAOBa 1@ ce M3M0JI3Ba CaMO KOraTo Ce CYMTa 3a Henoaxoasuwa ynorpedara Ha Apyru
aHTHOAKTEpHAIHU CPEeACTBA, KOUTO OOMYAWHO CE NMpenopbyBaT 3a JIeYEHHE Ha Te3H
UH(PEKLIUH.
- HHdeKuHus Ha OpoHxHUTe U Oenus Apod nNpu KUCTO3HA (PUOpO3a WK OpPOHX

- MHCBMOHHA / .

- XPOHHYEH CYTNOPaTHUBEH OTUT
- Octpa ek3auepOalus Ha XpOHHYEH CHHY3HUT, OCOOEHO aKO TOH € MPUYHHEH O
OTpHLATEIHH OaKTepHH




- HUHdekunn Ha NUKOYHHTE MHTHLUA
- OCTbp NHENOHEPPHT
- YCJAOXKHEHH HHDEKUHK HA NUKOYHUTE MBTHWA
- DaxrepualieH NpOCTATUT
- HUndexunu Ha NONOBUTE MbTHLLA
- OPXHEMUIUMMT, BKIKOYUTENHO C1YYaH, MPHYHHEHH OT YYBCTBHUTENHH
Neisseria gonorrhoeae
- BB3NAJEHHUA B MAJIKHA Ta3, BKIIKOUHTENHO CAYHAH MPUUKUHEHH OT YYBCTBUTEIHH
Neisseria gonorrhoeae
- Mudexunyd Ha cTOMAIIHO-YPEBHHA TPAKT (HaMp. MbTHHYECKA AHApHA)
- AOQ0OMHHANHH HHpEKLIUN
- Undexkuun Ha KOXKaTa H MEKWTE ThKaHM, MPHUHHEHH 0T [ paM-OTpHLIATENHH DakTepHH
- 3710Ka4eCTBEH BHHILEH OTHT
- HHdekunn Ha KOCTHTE U CTABHTE
- BavuwBaxe Ha anTpakc (MpodMIaKTHKA CNefl H31araHe H JIEYEHHE).
[{nnpodnokcauuH Moxe /1a ce npujara B J€4EHHETO Ha MALHEHTH C HEYTPOTICHHUS C TPECKA, 38 KOATO
ce MpeAnonara, Ye € NpuurHeHa ot HaKkTepuaiHa HHPEKLIMS.

eua U IOHoULY

- BpoHxo-nyaMoHanHH MHbEKLHY, NPUMKUHEHH OT Pseudomonas aeruginosa, Nnpy NALMUEHTH C
KHCTO3Ha hrbpo3za

- YcnoKHeHH YPUHAPHH HH(EKUHH H OCTBP NUENIOHePPUT

- BauuieaHe Ha aHTpake (MpOPUIAKTHKA CNIEN HATaraHe U NeveHue).

LHunpodnokcaumu Moke Cbillo Aa C€ M3MO/3BA H 3a NEUEHHE Ha TEKKH HHGEKLMH NpH Ae1a U
IOHOLIY, KOTATO Ce CYUTA, Y€ TOBA € HeoOXoauMo.

Jleuenueto TpabBa Aa ce 3anouHe caMO OT JIEKAPH, KOMTO UMAT OfHUT B JIEYEHHETO HAa KUCTO3HA
¢ubpo3a W/rnm Texku HHPEKLHH MPH Jeua H IOHOLIH (BK. TOYKH 4.4 4 5.1).

4.2 o3apoBKA # HAYHH HA NPHJIOKEHHE

Jo3upoBka

JTo3aTa ce onpeaeias OT HHAHKALIMATA, TEXECTTa U MACTOTO HA HHQEKLHUATA, YyBCTBUTENHOCTTA KbM
uunpodnokcaudH Ha NpUuYUHUTENS (UTE) U OT ChCTOSHUETO Ha ObOpeuHaTa PyHKLHA Ha NaLMEHTAa.
[Ipu aeua K IOHOLIK JO3KUPOBKATE CE ONMPEEIIA HA TENECHO TErNO.

[IpoAB/HKUTETHOCTTA Ha IEYEHHETO 3aBUCH OT TEXKECTTA Ha 3a00/19BAHETO H OT KAHHUYHHSA H
OaKTepHONOrMMHHUA KYypC.

Cnel NbpBOHAYAIHO HHTPABEHO3HO JIEHEHHUE, JICUCHHETO MOXKE Aa MIPEMHHE KbM NEPOPATHO JICYEHHE
¢ TabneTky, ako € KIIMHHYHO NOKA3aHO U CIe/ NpeueHka Ha ekaps. [V nedenne Tpadsa na 6bae
MOC/JIeiBAHO OT MEPOPATHO JIEHEHHE KOJIKOTO MOXKE IO CKOPO.

[Tpu TexKkH clyuau, WK aKo NMALMEHTHT HE € B CbCTOSHHE Aa B3eMa TabneTku (Hanpumep, MalUueHTH
HA MapeHTepalIHO XPaHEeHe), Ce MPenopbysa Aa ¢ 3anoyHe 1eYeHHe C HHTPaBEHO3€EH
LHUNPOdIOKCALIHH 10 NpeMUHAaBaHe KbM MEPOPATHO MPHIOKEHHE KOFaTo € Bh3MOXKHO.

JleueHneTo Ha HHPEKLMH, NPUUUHEHH OT onpenencHl 6akrtepuu (Hanp. Pseudomonas aeruginosa,
Acinetobacter uau Staphylococci) moxe n1a A3UCKBa MO-BUCOKH A03H W €OHOBPEMEHHO NMPUWIOKEHHE U
Ha JApYrY NOAXOAALM aHTUOAKTEPHANHH CPEACTBA.

nudEeKLHH TTPY HEYTPONEHUUHHU NALUMEHTH H HHPEKLIMH Ha KOCTH H CTaBH) MOXKE NJ/MIf0
eAHOBPEMEHHO NPWIOKEHHUE U HA APYTrH NOAXOAAIIH aHTHOaKTEpHANIHH CPeACTBa B 34k
4YYBCTBUTETHOCTTA HA MATOMEHHHTE NPHUHHHTENMU.

JleueHHeTo Ha HAKOH HH(PEKLHH (Hanp. Bb3NaTCHHE B MAJIKHA Ta3, HHTPAabIOMHHE / 1 fRGE




Bv3pacmuu

IHoxazaHHe

JlHeBHA 1032 B Ing

O6ma NpoALJAKHTETHOCT
HA JICYEHHETO
(BBL3MOXKHOCT 34 3an09BaHe
HA N'bPBOHAYAIHO
NAPEHATEPATHO JTeYeHHE C

CYNOPATHREH OTHT

auesHO no 400 mg
TPH IbTH AHEBHO

nunpogIoKCcaAnKH)
HUndpexkunn Ha nonHuTe auxarenHd nptuwa | 400 mg ABa mbTH 7 0o 14 oM
AHeBHO 1o 400 mg
TPH [TbTH NHEBHO
HUndextinu Ha Octpa exzauepdauma | 400 mg aga nbTH 7 1o 14 nHu
FOPHHY AWXATENHH Ha XpOHHYHH AHeBHO a0 400 mg
TbTHLLA CHHY3HTH TPH ITHTH AHEBHO
XPpOHUYEH 400 mg nea MeTH 7 no 14 guM

3M10Ka4YecTBeH
BLHLIEH OTHT

400 mg Tpu NbTH
AHEBHO

28 auu a0 3 Mecela

DakTepHH

YpHHApHH YcnoxHeHn 400 mg aBa mbTH 7 no 21 AHK, KaTO MOXKE Ja
HHpEKUHH (BXK. HHPEKUHH Ha aHeBHo Ao 400 mg Obae U NO-NPOABHKHTEHO
TouKa 4.4) NUKOYHHUTE MbTULLUA K | TPHU MBTH AHEBHO oT 21 OHK NpH HAKOH
OCTLP NHENTOHEPPHT cneuudUuHn 0OCTOATENCTRA
(xaTo Hanp. abuecH)
bakrepuaneH 400 mg nBa meTH 2 10 4 ceaMHUH (OCTBD)
NpOCTaTHT AHEBHO (KaTO abLecH)
Nudexumn Ha OpxvennaeMur u 400 mg asa meTH noune 14 auu
YPOr€HUTATHHA Bb3NAJICHUE Ha nHeeHo 1o 400 mg
TPaKT MaJIKHA Ta3, TPH ITbTH BHEBHO
MPHYHHEHH OT
YYBCTBHTEJIHA
Neisseria gonorrhoeae
CromawHo-yperHu | Jquapus npuurHena ot | 400 mg nsa muTH | neH
I DakTepuaiHK areHTH | JAHEBHO
WHTpaabaoMHHaANHK | BKN. Shigella spp.
HHPEKLMH pasnuyuHH ot Shigella
dysenteriae Tin 1 n
EMIIUPUUHO JICUECHHE
Ha TeXKa ITbTHHYECKA
AUApHS
Huapus npuunHena ot | 400 mg nsa meTH 5 OHH
Shigella dysteriae TAn | AHeBHO
|
Hunapus npuurHeHa ot | 400 mg apa nbTH 3 IHH
Vibrio cholerae AHEBHO
TudongHa Tpecka 400 mg nea mbTH 7 IHH
ITHEBHO
Hurpaabaomubanin | 400 mg asa meTH 5 0o 14 guu
MH(EKLMH, aHeBHO A0 400 mg
NpUuuHeHH OT ['paM- | TPH OBTH JHEBHO
OTPULIATENTHH




Hudekunn Ha KOXKa U MEKH TbKaHH, 400 mg aBa NbTH 7 0o 14 aHwM
npuurHeHH ot ['pam-oTpuuarensy Gakrepur | aHesHo ao 400 mg
TPU [TbTH JHEBHO
Mudekunu Ha KOCTH Y CTaBH 400 mg ABa NbTH Makcumym oo 3 Mecela
aneBHo a0 400 mg
TPH TbTH JHEBHO

[TauneHTH ¢ HEYTPONEHUA ¢ Tpecka, 3a xoaTto | 400 mg aa MbTH Jleuenunero Tpadea na
ce€ npeanonara, Ye € NpHIYMHEHa ot anesHo ao 400 mg NPOALIIXKU NPE3 LETHA
OakTepuasniHa HHPexuusa Llunpodnokcaumuy TPH (1BTH AHEBHO NEPHOA Ha HEYTPONEHHUATA.

TpAOBa Aa ce npuiara e AHOBPEMEHHO C
noaxoaqai#) antubakrepralHu CpeacTBa
CBITIACHO OPHLHATHUTE MPENOPBHKH.

Bauiusane Ha aHTpake, npoduaaktuka ciexg | 400 mg aAsa mbTH 60 oHH OT NOTBBPKACHUETO
EKCITO3HLIHA U MOC/EABALIO IeHEeHUE 3a XOpa, | AHEBHO 33 eKcno3uiua ¢ Bacillus
KOUTO MOrar Aa 0bAaT Ha NepopanHo anthracis

nevYeHHe KOraTo € KIHHHYHO YMECTHO.
[IpueMaHETO Ha eKkapcTBOTO TpAbBa Oa
3aMoUYHe KOJIKOTO MOXeE MO-CKOPO ClIeN
MOTBBLPXKIABAHE HA KCNIO3HLIMATA.

IHeduampuuna nonyaayun

Iloxazanng /IneBHA 1032 B Mg O0ma npoabLIKATETHOCT HA
JieueHHeTO (Bb3IMOMXHOCT 32
3aN04YBaHe HA NBHPBOHAYAIHO
NAPEHTEPAIHO JIeYeHHE ¢
NHNPOPIOKCAIIHH)

Bponxo-6enonpobHu 10 mg/kg Tpu MbTH NHEBHO 10 oo 14 gun

HHPEKLMH NPH KUCTO3HA KaTO MakCUManHaTa 1033 e

¢pubpo3a 400 mg Ha nNpHeM.

YcnoXKHEHH YPHHAPHH 6 mg/kg Tpu meTH aHesHo A0 | 10 mo 21 auu

HHPEKUHH H OCTHP 10 mg/kg Tp¥ NbTH AHEBHO

MHEOHEPPUT KaTO MaKCHMAa/HaTa [03a €

400 mg Ha OpHeM.

BauuipaHe Ha aHTpakc, 10 mg/kg apa rmbTH AHEBHO 60 AHH OT NOTBBPANABAHE HA

npodunakTHKa crea no 15 mg/kg nBa mbTH ekcniozuumaTa ¢ Bacillus anthracis.

€KCITO3HLIMA M NOCIeARALIO IHEBHO KaTO MAKCUMAa/IHaTa

NICUECHHE 33 XOpa, KOHUTO no3a € 400 mg Ha npuem.

Morar ja Obaar Ha

NePOPATTHO NICYEHHE KOraTo e

KJIMHHYHO YMECTHO.

[IpriemaHeTO HA JIEKAPCTBOTO

TpaOBa Aa 3aMovHe KOJKOTO

MOKe [TO-CKOpO ¢len

NOTBBPIKIABAHE HA

CKCIIO3HULMATA.

JIpyrH TeXKKH HHPEKLIHK 10 mg/kg Tpu ITbTH JHEBHO Cnopen B1uaa Ha HHpeKUHATA

KaTO MakCHUMAanHaTa A03a ¢
400 mg Ha npHeM.

Cmapuecka ev3pacm
[TauueHTHTE B CTapyecKa BbL3pacT TpAOBa na nomy4asar 1033, CboOpa3eHa ¢ TEXKECTTA
M KpEaTHHHHOBHA KJIMPBHC Ha NAaLMUEHTA.

IHlayuenmu ¢ 6vOpeuno u 4epHoOpoGHO yepedcodre




[IpenopbuMTENIHH HAYATHM W NOAIbPXKALLM 1034 3a NALMEHTH ¢ yBpeneHa ObopeuHa (yHKLHA:

KpeaTHHHHOB KJIHPBHC Cepymen Ilepoponna po3a
[mVmin/1,73m?] KpeaTHHHN [mg]

[pmol/l]
> 60 <124 Bux obuyaiiHaTa 1031poBKa.
30 - 60 124 — 168 200-400 mg Ha 12 yaca
<30 >169 200-400 mg Ha 24 yaca
[TauneHTH HA XeMOaHaATH3a >169 200-400 mg Ha 24 yaca (cnen

AManu3aTa)

[laumeHTH Ha nepUTOHEealHa >169 200-400 mg Ha 24 yaca
AKAIH3a

[lpy nauMeHTH ¢ HapyLleHa YepHOApoOHa (PyHKLMS HE C€ Hajlara KOPMrHpaHe Ha Jo3aTa.
Jlo3upaHeTo NpH Aeua ¢ HapylueHa 6b0peuHa W/unu uepHoapobHa QyHKUMA He € 6o Npoy4BaHo.
Hauun na npunosicerue

Liunpunon tpabea aa 6bae nposepsaBaH BU3yanHo npead ynorpeba. Tok He Tpabea na ce u3non3ea,
aKO € MbTEH.

Linnpodnokcauun Tpsabsa na ce npunara Kkato HHTpaseHo3Ha HHY3ud. [1pu geua, uugy3uata e ¢
NPOABLILKHTENHOCT 60 MUHYTH.

[Ipu BB3PACTHH NALMHEHTH, BPEMETO 3a WHPYy3us e 60 MudyTH 3a Llunpuron 400 mg 1 30 MuHYTH 32
Linpuron 200 mg. bapHara uHQy3us B ronsaMa seHa, liie HaManu AMCkoM$opTa Ha NALKMEHTA H PUCKa
OT Apa3HEHE HA BEHHTE.

HUHDY3ZHOHHUAT Pa3TBOP MOXKE 1a C€ RIIMBA AMPEKTHO WIH Cllel CMECBAHE ¢ APYTH CbBMECTHMH
MH{Y3HOHHHU pa3TBOPH {BXK. TOUKa 6.2).

4.3 TIIporaBonoxka3zanns

- CBpPBbXYYBCTBHTENHOCT KbM aKTHBHOTO BEUIECTBO, KbM ApYId XHUHOJIOHH HIIH KbM HIAKOE OT
NOMOLHHUTE BeLlecTBa, H30poeHH B Touka 6.1.
- EAHOBpEeMEHHO NPUAOKEHUE HA LIMIIPOGUIOKCALIMH H TU3aHHUAHH (BXK. Touka 4.5).

44 ChnenHaJHR NpeIyNpeKACHRA R NIPEANAZHE MEPKH nNpH ynorpeba

Vnorpebara Ha unnpodnokcauuH TpaOBa Ja ce W30Area NMpH MaLUUeHTH, KOWTO ca HMAJIH CepHO3HH
HEHKEMAHH peakLMK B MHHAIOTO Npd ynotpeda Ha NPOAYKTH, ChAbPXKALH XHHOIIOHH KUY
$nyopoxXHHOI0HH (BK. TouKa 4.8). JleueHHeTO Ha TE3H NALMEHTH ¢ LMNpodIoKcaurH TpAOBa na ce
3aN04YBa CaMO MPH JIMIICA Ha aNTEPHATUBHH Bb3MOXXHOCTH 32 JICHEHHE W CNe/l BHUMATENHA OLIeHKA Ha
CBOTHOLUEHUETO NOI3a/PUCK (BXK. CbLLO TOUKA 4.3).

Texcku ungpexyuu u cmeceru ungexyuu c I pam-nosodcumennu u anaepobHu namozenu
L{1npodnokcallid MOHOTEpANNA HE € MOAXOALL 3a JICYEHUE Ha TEXKKH HHPEKLHHA H HHPEKLHH, KOUTO
MOraT Z1a ¢¢ aAbmkat Ha ['paM-nonoxurenny uiu aHaepoOHu naroreHu. [Ipu Takuea uHbEeKLMH
uunpodnokcanys Tpabsa Aa ce npunara eqHOBpEMEHHO C APYryd NOAXOAALIH aHTHOAKTEpHATHH
areHTH.

Cmpenmoxokogu ungexyuu (gxmouumenno Streptococcus pneumoniae)
[unpodaoKkcauuH He ¢€ NpenopbUBA 3a JICHEHHE HA CTPENTOKOKOBH MHPECKLIMK NOPAAH JIUICA Ha

e(pHKACHOCT.

Ungbexyuu na nonosume nvmutya

OpxuenvaeMHuT U Bb3NaleHHe Ha ManKus Ta3, Morat aa 0bAat NPUYHHEHH OT QIIyo
PE3UCTEHTHU H30NaTH Ha Neisseria gonorrhoeae. 3a OpXHENUAEMHT K Ta30Ba Bb3M
eMNUPHUYHO BKJIIOUBAHE Ha uunpodgnokcaudH, Tpabea ga ce obMucna camo B koMb




aHTHOaKTepHaneH areHT (Hamp. uedanocnopuH), OCBEH ako UUNPodIOKCaLIUH-YCTOHYHBA
Neisseria gonorrhoeae Moxe na 6vae W3Ko4eHa. AKO KIHHHYHOTO NOA0oOpeHHe HE € MOCTUIHATO
cien 3 AHH OT fIeUEeHHUETO, TepanuaTa TpAOBa na ce npepasrnesa.

Hughexyuu na nuxounume nomutya

PesucTeHTHOCTTa KbM dAYOPOXMHONOHHU Ha Escherichia coli - nait-yeCTHAT NaTOreH, Npein3BUKBalll
HHpeKLHKH HA MHKOYHHTE MbTHLLA, BapyUpa B ueaus Esponeiicky cbio3. [lpenopbusa ce, nekapure,
npeAnycBally NeKapCTBOTO, Ja B3eMaT Mol BHUMAHNWE YCTAHOBEHHUTE JIOKAIHH AaHHH 32
pe3ncTeHTHOCT HA Escherichia coli kbM GnOpPOXHHONOHH.

Humpaaboomunarnu ungexyuu
ChluecTBYBAT OrpaHUYEeHU JaHHM 32 €pMKACHOCTTA HA LMNPOPIOKCALIMH TIPH JIEYEHHE Ha NOCT-
XUPYPru4yHa BTPELIHO-KOPEMHU HHPEKLIWH.

[Tvmuuvecka ouapus
ITpr H3Gop®sT Ha UMNPOdIOKCALUMH CleaBa Aa € B3EME 0]l BHHMaHHe HH(pOpMaLuMATa 3a
PE3UCTEHTHOCT KbM LIMNPOQIOKCALMH HA NaTOTCHUTE B CTPaHHTE, KOMTO C€ NOCELIaBar.

Hrpexyuu na xocmume u cmasume
Lunpognokcaunt Tpabsa aa ce u3noazea 8 KOMOHHALMA C ApYrd aHTHMHKPOOHM arexTH, B
3aBUCHMOCT OT PE3Y/ITaTUTE OT MUKPOOHONOrHYHHTE TECTOBE.

Huxanupane Ha anmpaxc
Yno*rpeﬁa'ra APy XOpa, ce OCHOBaBa Ha in-vifro AaHHH 32 YYBCTBUTEIHOCT H HA €KCMIEPUMEHTA/IHY

DaHHH MPH )KHBOTHH, @ CHLIO TAKA HA OrPaHUYEHH JaHHH NMPH Xoparta. Jlekypalmre nekapu Tpsbsa na
C€ OTHACAT A0 HAUMOHATHUS W/ HIH MEXKIYHAPOACH KOHCEHCYC O OTHOLUEHHE JICYEHHETO Ha
aHTpaKca.

Ileouampuuna nonynayus

H3non3saneTo Ha LUNPOGdNOKCaLMH MPH ASLia ¥ IOHOLUH, TpA0Ba Ja cieaBa HATHYHUTE OQHLIMATHN
npenopbkH. JleueHuero ¢ uunpodnokcaluy Tpsadpa Ja ce 3anoyHe camo OT JieKapy, KOMTO MMAT OfUT
B JICUEHHETO HA KHCTO3HaTa HHOpo3a W/HMNH TeXKKH HHPEKLIHH NPH A€Ua H KOHOLLM.

[lunpodnokcauuH e nokasan, ye NPUUUHABE apTPONaTHi Ha HOCELLUTE CTaBH NMPH HEAOHOCCHH
uBOTHH. JlannuTte 32 6€30MacHOCT OT PaHAOMH3HPAHO ABOHHO-CIATNO NPOYYBaHE 33 MPUIOKEHHUETO
Ha LUnpodnokcauuH npu geua (uunpoduiokcaunt: n=335, cpeaHa Bb3pacT = 6,3 roavHH; 3a
cpaBHeHHe: n=349, cpenHa pb3pacT = 6,2 roAMHHM; Bb3PacTOBa rpaHHLa = | Ao |7 roauHu) paskpH, ¢
MoJO3MpaHa YeCTOTa, CBbP3aHa ca JIEKapCTBOTO, Pa3BUTHETO HA apTponaTus (3abesIeHMH KIHHUYHH
MPU3HALIM U CHMIOTOMH OT CTpaHa Ha ctaBuTe) oT JleH +42 o1 7,2% u 4,6%. PecnekTHBHO, criyuanTe
Ha apTpONaTHs, CBbP3aHa C JIeKapcTBOTO | roauHa cien npuema My ca 9,0% u 5,7%. [osHiuaeaxero
Ha NOJO3MPAHUTE CIIY4aH Ha apTponaTHi el ONPeAc/iEHO BPEME OT NPHEMA Ha 1EKAPCTBOTO HE €
CTATHCTHYECKH 3HAYHMO MEXOY ABeTe rpynH. JleueHuero TpsaOBa a 3ano4He /el BHUMAaTE/HA
NpeLEHKA Ha CbOTHOLLEHUETO M0JI3a/PHCK NOPaaK Bb3MOXKHH HEXKETaHH peakiLiii OT CTPaHa Ha
CTABHTE H/WIH CheAHHUTENHATA ThKaH.

Bponxo-beroopobru unghexyuu npu xucmozxua ubposa
B xnuHHAYHUTE HIMMHTBAHHA Ca BKIIOUEHH JeLa K FOHOLIK Ha BB3pacT oT 5-17 roauHu. Ilo-

OrpaHH4€HH JaHHH HMa NPy NCYE€HHUETO Ha ACUA HA BB3pacCT MOAKAY 1 U 5 ronHiLHA Bb3pacT.

Yenoxcnenu unbexyuu na nukounume nbmuwa u nueroxne@pum
JleyeHune Ha MHOEKUHKH Ha MHKOYHHTE MbTHLLEA ¢ nunpodaokcauuH Tpadea na ce uma npe

KOraTo ApYro JieueHHe He MOXKE 1a CE NPHIOXKH K TPROBa Na ce OCHOBABA Ha PE3YITaATHIRS '
MHKpPOOHONOrH4HHTE TECTOBE.
B xnMHMUHKTE M3NHTBaHHA Ca BKIIOUEHH ACLA K FOHOLK HA BB3pAcT OT 1-17 roauuy.

i

HApyeu cneyudpuunu mescku unghexyuy




[Ipunara ce W npH Apyry TeXKH HHPEKLHH, B CLOTBETCTBHE ¢ OPHULIMANHUTE NPENOPLKH, Cliel
BHHMATE/THA OLIEHKA MOJ3a/PUCK, KOTaTO PYro NeYeHHe HE MOXKE Ja C€ NpHAAara WM ciiell Heycnex Ha
KOHBEHLMOHAIHATA TEPANHE ¥ KOraTo MUKPOOHOIOrMYHHTE TECTOBE ONPaBAaBaT ynoTpebara Ha
LHHTIPOGIOKCALIMH.

U3non3saHeTo Ha UHNPpodIOKCALMH NMPH cNeUUnPUYHUA TEKKH HHDEKLHH, Pa3TH4YHH OT TE3H,
CIIOMEHATH MOo-rope, He € OUNO OLEHABAHO MO BpeMe HAa KIIHHHYHH U3ITHTBAHHA H KAMHHYHHA ONMT €
orpaHuteH. Clieq0BaTeNHO ce Npenopbysa NPEANA3IHBOCT NPH I€YEHHE HA NALMEHTHTE C TE3H

HHEKLUH.

Ceprvxuyecmeumennocm
CBPbXUYBCTBHTEITHOCT ¥ AJIEPriiHH peaKkLHH, BKJIIOYMTENHO aHahUNaKCHs H aHAQHIIAKTOMAHH

peaKkLH, MOTaT a HACTBIAT BCIEACTBHE Ha eAMHNWYHA 103a (BK. Touka 4.8) ¥ Morar aa Obaar
JKHBOTO-3aCTpalUaBALIH. AKO TakaBa peaKLus ce NOABH, MPHEMAHETO HA UMNPOQIOKCALMH CNe/iBa Na
ce Cnpe U e 3aABbDKHTENHO a C€ NPOBee aICKBATHO IEYEHHE.

CbpOeunoch008U U MO3BYHO-CLO0BYU ehexmu

Crobuiasa ce 3a ciiyyaum Ha cHHApoM Ha Kounis npy nauueHTy, nekyBaiu ¢ Liunpudon (Bx. Touka
4.8). CuuapoMsT Ha Kounis ce onpeaens KaTo BTOPHUHH CHPASYHOCHIOBH CHMIITOMY Ha aJIEpru4Ha
peaKUMsa WIH PEaKUMA Ha CBPBXYYBCTBHTEIHOCT, CBHP3aHH C KOHCTPHKLIUA Ha KOPOHAPDHHTE apTePHM,
MOTEHLUHAIHO BoJAellia A0 MHOKAPACH HH(apKT.

IIpodvaxcumenny, UHEANUOUSUPALYY U ROMEHYLUARHO HEOOPAMUMU CEPUOIHY HEHCCTARU TeKAPCMBEHY
peaxyuu

CrobLuiaBa ce 3a MHOTO PEAKH CTy4aH Ha MPOAB/DKMTENHH (MPOAB/DKABALIM MECELH HIIH MOLHUHH),
MHBATHIU3UPALIH W TIOTEHLIHAIHO HEOOPAaTUMHU CEPHO3HH HEXKEITAHH JIEKAPCTBEHH PEAKLIHH,
3aCArailH pasiHiHH, MOHAKOra MHOIQ CHCTEMH B OpraHM3Ma (MyCKyJTHO-CKeJIETHa, HEPBHA CHCTEMa,
NCUXHKA U CETHBHH OPraHH) NMpH MALHEHTH, NOJy4aBallH XHHOMOHH H QTYOPOXHHOJIOHH,
He3aBUCHMO OT TAXHATA Bb3PACT H BEUYe ChLUESCTBYBaIUMTE puckoBH dakropu. Linnpodnokcauun
TpabBa 1a ce crpe He3abaBHO NPU MBLPBHTE NPU3HALIH KITH CUMITTOMH Ha BCAKA CEPHO3HA HEXKENaHa
peakuys KaTo nauyeHTyTe TpadBa ga ce nochBETBAT A CE€ CBbPXKAT ¢ TEXHHA NIeKap, npeanucan
NIeKapCTBOTO, 34 ChBET.

Myckyano-ckeaemnu cucmema

Mo npuruMn uunpodaokcaurH He TpabBa Aa ce U3MON3Ba NP NALUMEHTH C aHaMHe3a 3a 3abonsaBaHe
HA CYXOXXH/IMETO/HapylleHHSA, CBbP3aHH C NeYeHHe C XHHOOHH. Bhnpeku ToBa, B MHOMO pelKH
cly4au, ciea MEKPOOHONOrHYHO AOKa3BaHE HAa MPUYKHHUTENA U OLEHKA HA ChOTHOIICHHETO
PUCK/MON3a, UMNPodNOKCALIMH MOJXKE 1A C€ NPeANUCBa Ha Te3H MaLUMEHTH 3a NeYEeHHE HA HAKOH TEXKH
HHbEKIIMH, 0cO0eHO B Ciyyali Ha HeycneX Ha CTaHJapTHaTa Tepanua Wid npu bakrepuanHa
PE3HCTEHTHOCT, KOTaTO MUKPOOHMOIOTMYHHTE JAHHH MOTaT Aa ONpasAasAT H3MOI3BAHETO Ha

UKHTPOGAOKCALIHH.

Tenounum u pazxKeceane Ha CYyXoxcuiue
TeHAMHUT H pa3KbCBaHe Ha CYXOXHWIHE (MO-CNEeUHATHO aXH1eCOBO CYXOXKMIIHE, HO Oe3 fa ce
OrpaHHYaBa camMo A0 HEro), NOHAKOra ABYCTPAHHO, MOXKeE N1a Ce MOJTy4H Olie B paMkHTe Ha 48 yaca or
3aM104BAHE HA JIEYEHHETO ¢ XHHOJOHH H (PIIYOPOXHHONIOHH KAaTO HMA CbOOLIEHHS 3a TaKHBA, pa3BHIH
ce AOpPH OO0 HAKO/KO MeceLa clliel] MpeKpaTaBaHe Ha JIEYEHHETO (BXK. Touka 4.8). PUCKBT OT TEHAUHMT
M pa3’KbCBaHE HAa CYXOXKHIHE CE MOBHLIABA NPY MTO-Bb3PAaCTHH NALMEHTH, NAaLMEHTH ¢ 6B0peuHo
yBpeXKAaHe, NAalMEHTH ¢ TPaHCIUTAHTHPAH COTHOCH OpraH H TaKHBA, JIEKYBAHH ChITBTCTBALLO C
kopTukocTepouan. I1o Ta3u npuuKHHa ChITBTCTBALIATA YroTpeba Ha KOPTHKOCTEpOHAH TpAOBa na ce
H30area.

[Tpu nbpBHA NpU3HaK HA TEHAUHHT (Hanp. H0NE3HEHO NOAYBAaHE, Bb3NAIEHHE) JIEYEHUETO S an
uunpodokcaLuH TpAdea Aa ce NpeKpaTH H Aa ce OOMHCIK anTEpHATHBHO JiedeHHe. 3apt
kpaiiHuk(uu) Tpabea aa 6bae(ar) nekyBaH(u) Mo NOAXOAALN HaYHK (Hanp. o6e3as 4
Na ce M3MOJI3BaT KOPTHKOCTEPOUIH, aKO CE NMOABAT NMPU3HALM HAa TEHIHHONATHA.

Hayuenmu c Muacmenua 2paguc




[{unpodnokcaunH TpabBa Aa ce H3NOA3Ba NPEANA3IMBO MPH NALWEHTH C MHACTEHHUS IPABUC, ThH KaTo
MOKe [1a HACTBHMNH BJOLLaBaHE Ha CUMNTOMHMTE (BXK. TOUKa 4.8).

Anespuzma u Qucexayus Ha Aopmama u pe2ypeumayui/Hedocmames4HOCm HA CobPOeUHUMe Kianu
EnnaeMuonorHuHHTE NPOyUBaHUA NOKa3BaT NOBMLUEH PHCK OT aHEBPH3Ma H IHCEKALIHA Ha aopTara,

0cOOEHO NPH NMALUXWEHTH B CTAPYECKa BbH3PACT, KAKTO M OT PErypruTaLus Ha a0pTHAaTa H MHTpAHaTa
xnana cien npuem Ha GuyopoxHHoaoHH, CHoOLUEHH ca ciiyuau Ha aHEBpH3Ma H JHCEKALHA Ha
aopTaTa, MOHAKOTa YC/IOXKHEHH NOPARH Pa3KbCBAHE (BKIAKOUHTEIHO C JIETANeH U3X0A) H
perypruTalua/He10cTaTbYHOCT Ha HAKOU OT ChbPASYHHTE K1anu NPH NaLKEHTH, MPHEMaLLLH
bnyopoxuHononu (Bx. Touka 4.8).
3aTroBa (GAyOpOXHHONOHHTE Tpa0Ba Aa C€ M3NOI3BaT CaMO Cie] BHUMATEIHA OLEHKa Ha
CHOTHOLIEHHETO MNON3a/PUCK U Cliel pa3riiekaaHe Ha APYrHd TepaneBTHYHH Bb3MOXKHOCTH MPH
NALMEHTH C INOJOKHTENHA (DAMIUTHA aHAMHE33 33 aHEBPH3Ma WM BPOJEHO 3a00/1ABaHe Ha
CHbPACUHHTE KIAlH, HAH NIPH NaLHEHTH, AMArHOCTHLMPAHH C NPEIIUCCTBAINA AaHEBPH3MA H/HIH
Avcexauus Ha aoptaTa Wi 3abonsBaHe Ha CHPOCHHUTE KIAMNK,WIH NPY HAJIHYHME HA JPYTH PHCKOBH
¢dakropu unu 3abonaanus, npeapasnonaraiuy
® KAKTO KbM QHEBPH3MA H JAMCEKallHd Ha aOPTaTa U 32 PerypruTaLua/HeA0CTaTbYHOCT Ha
ChbpACUHHTE Knanu (Hamnp. HapylueHus Ha CbeHHHUTENIHATa ThKaH, Hanp. CHHApoM Ha Marfan
uny cuuapom Ha Ehlers-Danlos, cuiapom Ha Turner, 6onect Ha Behcet, xuneprouus,
PEBMATOUICH apPTPHT, UK AONbITHUTEITHO
® pu aHEeBPH3MA M JHCEKALHs HA aopTaTa (Hanp. CbIOBH HApYLUCHHS, HAMp. apTEPHHT Ha
Takayasu, FHraHTOKNETBYEH APTEPUHT, HIH H3BECTHA aTEPOCKIEpO3a WIH CHHAPOM Ha
Sjbégren), MK DOMBIHHUTENHO
® [IpH PETYPruTalHA/HeOJOCTATLYHOCT Ha ChPACYHHUTE KIAlH (Hanp. HHPEKUHO3EH
€HOOKAPAUT).
PHCKBT OT aHEBPU3MA H AUCEKALIMA HA a0PTaTa M TAXHOTO Pa3KbCBaHE MOXKE ChILO Aa CE MOBHILIH NpPH
NauHeHTH, JIEKYBaHH €JHOBPEMEHHO CbC CUCTEMHH KOPTHKOCTEPOH/IH.
B ciyuaii Ha BHe3anHa 60nka B KOpeMa, MpbAHHA Ko WiK rbpba nauxeHTHTe TpaOBa Ja 6bvaar
NOCHBETBAHH Aa C& KOHCYNTHPAT He3abaBHO ¢ Jiekap B CNEWHO OTACNEHHE.
[MauuentyTre TpAOBa na ObAAT NOCHBETBAHH AA MOTHPCAT He3a0aBHO MEOHLIMHCKA NMOMOLLL B CTyHaH Ha
OCTpa AMCIIHEA, NOABA HA ChpUEeOMEHE (MANINHTAIIMH) HIH PA3BHTHE HA OTOK Ha KOPEMa WK AOJIHATE
KparnHULIH.

Domouyscmeumeninocm

L{unpoduiokcaliyd NpU4UHABA PEAKLIMK Ha POTOUYBCTBUTENHOCT. [lalMeHTHTe, NpyuMaliu
uunpodiokcaunH TpaGBa na 6bAaT chBeTBaHH Aa U3OArBaT NPAKOTO W3NaraHe Ha CUTHO C/IbHLE WITH
UV obOnbuBaHe 1o BpeMe Ha JeueHHeTO (Bx. Touka 4.8).

3pumenrnu HApYVILEH U
AKO 3peHHETO Ce YBpeAK WIH HACTBAAT KAKBUTO M Ja € e()eKTH BbpXy OuMTe, TpAdBa BeAHara na ce

MpoBee KOHCYNATALMS C OQTanMoIor.

I[enmpanna nepena cucmema
H3secTHO €, Ye XMHOJIOHHUTE MOTaT Aa NMPeAU3BHKAT rbpHOBE WK Aa NOHWKAT I'bPYOBHA NpAr.

NoxnansaHu ca GWnM M ciyyaM Ha enunenTuyeH craryc. Liunpodnokcauut tpabsa aa ce H3nonssa
NpeanasMBo NpH NaLueHTH ¢ Hapywenua Ha LIHC, kouTo morar aa 0B4aT npeapasnonoXeHy KbM
rbpuOBE. AKO Ce MOABAT I'bPYOBE, MPHEMAHETO HAa UMNPOGIIOKCALMH Cae/Ba 1a Oblie NpeyCTaHOBEHO
(Bx. Touka 4.8).

Hcuxuynu peaxyuu _
[lcuxHyHKW peakLiMK MOTaT Aa CE MOABAT OLUE ClIel MbPBOTO MPHIOKEHHE HA LHTTPODISKCATMN.

*

peAKH CTy4aH, AeNPECHATA WK NICHXO3H MOraT Ja [POrpecHparT A0 HACH/MHCIH, KOWra A3 Caaaci
W A3 JOBEJAT JO OMMT 33 CaMOYOHIICTBO WIH H3BBpLIBAHE HA CAMOYOHIACTRO. ) ;;,,”‘
AKO Ce NOSBAT JENpecHs, NCHXOTHUHH PEAKLIHK, MHCIH WIH NOBENEHHE, CBbP3aHH LK | & B g &
caMoyOuiicTBo, uMnpodaokcaunH TpabBa ga ce NpeyCcTaHOBH. % .. |




Hpoodvaxcumenuy, uneauoU3UPAWY U NOMERYUARHO HEQDPAMUMU CEPUOTHU HEHRCEAAHU NEKAPCMBEHU
peaxyuu

Crob1uasa ce 3a MHOro peakH clydyaH Ha NPOALHKHTENHH (NPOABKABALLY MECELN UITH TOOHHM),
HHBATHAW3HPALLH W NOTEHLMHANHO HeoOpaTHMH CEPHO3HH HEKENAHHU NEKAPCTBEHHU PEaKLIMH,
3aCATAllM PA3THYHH, MOHAKOTa MHOrO CUCTEMH B OPraHu3Ma (MYCKYJIHO-CKEIETHA, HEPBHA CUCTEMA,
ICHXUKA W CETUBHH OPraHH) Npy NauMdeHTH, NoJy4asallii XHHOIOHH H (1yOPOXHUHONOHH,
HE3aBUCHMO OT TAXHATA BB3PAacT ¥ Beue ChLUeCTBYBaliMTe pHCKOBH axTopu. LinnpodnokcatmH
TpaOBa Aa ce cnpe HezabaBHO NpH MBPBUTE NPH3HALH HJIH CHMITOMH HA BCAKA CEPHO3HA HEXKENAHa
peaklius KaTo naluHeHTHTe TpAOBa Ja ce MOChBETBAT Aa C€ CBbPXKAT ¢ TeXHHUA NeKap, NPearnucal
NEKapCTBOTO, 33 CHBET.

Ilepughepna neeponamus

Coo611aBa ce 3a C/ly4ad Ha CEH30PHA WM CEH30MOTOPHA MOJHHEBPONATHA, BOACLIH 10 MApeCTEIUH,
XHMOECTE3HSA, IH3ECTE3H WM C1abOCT MPH NALMEHTH, MPHEMALLH XHHOJOHH H (PTYOPOXHHOJIOHH.
[MauueHTHTE, KOWTO NpHeMaT uMnpodaokcaluH, TpadBa Aa ObAAT NOCHBETBAHK 1a HHPOPMHDAT CBOA
neKap, MpedH Ia NPOALIKAT JIeYEHHETO, aKO ¢e MOABAT CHMITTOMH Ha HEBPONATHA, KaTO 00JIKa,
ycelllaHe 3a NapeHe, MpaBy4YKaHe, H3TPbMBaHE WK ¢abocT, 3a Aa ce NpeAOTBPATH Pa3BUTHETO Ha
MOTEHUMANTHO HeoOpaTUMO 3abonsaeaHe. (Bxk. Touka 4.8).

Cvpoeunu napyuenus

Tps6ra Na ce BHUMAaBa NpPH KU3M0JA3BaHe Ha (IIyOPOXHHONAOHH, BKIFOUHTEHO UHNPO(IOKCALMH, NPH

MaLHEHTH C UIBECTHH PUCKOBH (pakTopm 3a yawipkaBane Ha QT uuTepBana, KaTo HanpuMep:

- Bpoaen yasmked QT cuHapom

- EaxoBpeMeHHa ynoTpeba Ha JIeKapcTBa, 338 KOMTO Ce 3Hae, ue yanpkasat QT uHTepBana (Hamp.
xiac IA v IIl aHTHapUTMHYHH CpeacTBa, TPUMLHKJIHUHH aHTUAETIPECaHTH, MAKPOJIHIH,
AHTHIICHXOTHLH )

- Hekopurupau eaexrponured aucbanaHc (Hanp. XHNOKanHeMHs, XHIIOMarHe3ueMHA )

- Cwvpaeuto 3abonasade (Hamp. chpaeyHa HEAOCTATBLYHOCT, MHPAPKT Ha MHOKapaa,
Opanvxapaus)

[TauHeHTH B cTapyecKa Bb3pacT H KEHM MOrar 1a O0baaT no-4yBCTBHTENHH KbM JIEKapCTBa

yaskasamy QT-unTepana. Tosa Tpsabsa na 6bae B3€TO N0 BHUMAHKE NPH H3NOA3BAHETO HA

G IYOPXHHONOHK, BKIHOUKTENRHO LMnpodiokcauMH, NPH TE3H NOMynaLHuH. (BXK. Touka 4.2 NaUHEHTH B

cTapyecka Bb3pacT, Touka 4.5, Touka 4.8, Touka 4.9).

UCCTUKCMUA

KaxTo npH BCHYKKH XHHOJIOHH, UMa CbOOLICHHA 3a HapyLlIEHHA B HUBATa Ha KpbBHATa 3axap,
BKJIOYBANIH, KAKTO XHITOTJIMKEMHA, TaKa U XHIeprinkeMus (BX. To4ka 4.8), 0OMKHOBEHO NpH
aHabeTHLIH B CTAPYECKA Bb3PACT, HA KOMTO CE€ MpHJIara CbIIbTCTRALIA TEPANHA C NEPOPATHH
XMNOrnMKEMHUYHH cpeacTBa (Hanp. rUOeHKIaMHA) WiH ¢ HHCYIUMH. ChOoOLIABaHH Ca CJIyyaH Ha
xHnorndakeMuyHa koma. [IpenopbuBa c€ BHUMATENHO NMPOCIERABAHE HA IIKOKO3aTa B KPLBTA MPH
nalueHTH ¢ Auader.

Hapywenus na cmomawno-ypegnama cucmema

[TogBaTa Ha TeXkKa M MEPCHCTHPAINA AHAPHA [0 BPEME WIIH Cliell JeYEHHE (BKIIOUHTETHO HAKONIKO
CEeAMMLM Clief] JIeYeHHE) MOXe Ja 03Ha4aBa KOJIMT, CBLP3aH ¢ NpHeMa Ha aHTUOHOTHK (OKMBOTO-
3aCTPaLIABaIO CHCTOSHHUE C BH3MOXKEH (aTaleH H3X0A) M U3UCKBA HE320aBHO JICUEHHE (BXK. TOUKA
4.8). B TakiBa ciiyuyau, npHeMaHeTo Ha unnpodaokcauuH caeasa He3abaBHoO na ce nmpekpaTh K Aa ce
3anoyYHe noaxoasina repanud. Jlekapcrea, Hamansgatild NEPUCTANTHKATA Ca MPOTHBOMOKA3AHHU B Ta3H

CHTYyaLHA.

Hapywenua na 6vopeyume u nuxounama cucmema
HMa cboOLeHns 3a KpHCTaNypHa, CBbP3aHa ¢ U3MOA3BAHETO Ha LUMNPOodIOKCALHH
[TauneHTHTE, NOAYUaBaiiy uunpodaokcaumH Tpadsa na OvaaT nobpe xuaparupa
H305rpa NPEKOMEPHO ATKATM3HPAHE HA YPHHATA.

Yepescoane na bvopeunama pynxyus




Twii karo uMnpodaokcalHH A0 roJisMa CTeneH ce EKCKPETHPa HENPOMEHEH upe3 Ob0pentTe,
HeOOXOAUMa € KOpeKLHa Ha 103aTa MPH NauMeHTH ¢ HapylueHa 6b0peuHa QyHKLHMA, KAKTO € OMMHCAHO
B TO4Ka 4.2, 3a 1a ce u3berue ypeiMvyaBaHe Ha HEXKENAHHUTE IEKAPCTBEHH PEAKLIMH NMOpaan
HaTpYyMnBaHe Ha LUNPOGTOKCALIMH.

Hapywenua na xenamobwiuaprama cucmema

Cny4aun Ha yepHOAPOOHa HEKPO3a U XKHBOTO-3aCTpaLLAaBaLIla YePHOAPOOHa HEAOCTATHPYHOCT Ca
NOKIaABAaHY NPH NeYeHHe ¢ uunpodaokcauut (Bx. Touka 4.8). B cnyyait Ha MpU3HaAUKM M CHMNITOMH
Ha YyepHoApoOHO 3abonaBaHe (KaTO HANpUMEP aHOPEKCHSL, HBbATEHHLIA, TbMHA YPHHA, ChpOeXK WU
Oone3HeH KopeM), NeueHHETO TpAOBA Ja ce MPeKpaTH.

[ iioko30-6-ghocham dexudpozenazern Oeghuyum

XEeMOIHTHYHH peakiliy ¢a OWNKW AOKIaABaHM NPHK JIEHEHUETO C LHUITPOPITOKCALIHH HA MALHEHTH C
rnoko3o-6-docoar aexuaporeHazed aepuudr. Liunpodnokcauux Tpabsa aa ce H3bArea npu Te3u
NMayMeHTH, OCBEH aKo MOTeHLIHAJHAaTa M0A3a HABUILAaBa Bb3IMOXKHHA PUCK. B TO3M cayuaid, TpadBa na
ce caeiM 3a MOTEHLMAIHA MOABA HA XEMOIH3A.

Pezucmenmuocm

[To BpeMe WIH chel Kype Ha JieueHHe ¢ QMIpoduIoKCaUrH, MOraT 1a 6saaT u3oaHpaHu bakrepuH,
KOHTO ¢a Pe3HCTEHTHH KbM LHUNPOGUIOKCALHH, C WX 6€3 KIIHHUYHO NPOSABEHA CYNEPHHPEKIHA.
B13MOXHO € /1a HMa onpefieneH pucK npu u3dopa nopaau HanuuHe Ha UUNpOgUIOKCALIUH-
PE3UCTEHTHHU OAKTEPHHM 110 BpEME HA NMPOABIDKUTENHO fISUEHHE U TIPH NIEUCHHE HA BbTPEOOTHHYHH
HHPEeKIHH WK HHDEKUUH, NpHurHeHu oT Staphylococcus v Pseudomonas sBuaoBe.

Llumoxpom P450

[unpodnokcauuy uaxubupa CYP1A2 v no 1031 HaUHH MOXKe Ja MPEAH3BHKA NOBHLICHA CEPYMHA
KOHLIEHTpauMs Ha eIHOBPEMEHHO MPWIaraHH C HErO BENIECTBA, KOMTO META0OIH3UPAT YUPE3 TO3H
eH3uM (Hanp. TeoQuInH, KJT03aMHH, OlaH3aMuH, POTIMHHPO, TH3aHWIHH, NYJIOKCETHH, arOMENaTHH).
[Topaau ToBa, MALMEHTHTE, KOUTO MPUEMAT T€3H BELLIECTBA €AHOBPEMEHHO ¢ LUMNPOGIIOKCALIMH CleABa
1a 6baaT npocaeasBaHH BHUMATENHO 3a KNTHHUYHH MPU3HALIM Ha TIpeIO3HpaHe, KaKTo H MOXe 12 ce
HAJTOXH Ofpe/ieNifiHE HAa CEPYMHHTE HM KOHLIEHTpaUHH (Hanp. Ha TeoQunHH) (BXK. Touka 4.5).
EQHOBpPEMEHHOTO NPHIOKEHHE HA UMNPOQUIOKCAUHH W TH3AHHIHWH € NPOTHBOMNOKA3HO.

Memompexcam
EanospeMeHHa yroTpeda Ha LunpodoKcalMH ¢ METOTPEKCAT HE ce NMpenopbuBa (BxK. Touka 4.5).

Jlabopamopru mecmoge

I[pu onpeaensue in-vitro Ha aKTUBHOCTTA Ha uMnpogokcaunn cpeuty Mycobacterium tuberculosis
MOJKE /12 Ce Noayu4ar GanMBY OTPULIATEHH OAKTEPHONOrHYHH Pe3yNTaTH B NpoOH OT NauueHTH,
KOWTO B MOMEHTA NpHeMaT LunpodoKcalH.

Peaxyuu na cmpatna Ha MECMOMO HA NPUNONCEHUE
3a peakumny, Ha MACTOTO HA NPHIIOKEHHE Cca Ounu noknaaBaHH NPH MHTPABEHO3ZHO NPUIIONKEHHE HA

uunpodiokcauH. Te3n peakLyu ca Mo-4eCTH, ako HHGY3uUsTa ce npunara 3a 30 MUHYTH HIH NO-
KpaTKO BpeMe. Te MOorar Ja ce NposiBAT KaTO MECTHH KOXXHH PEaKLIMH, KOMTO H34€3BaT CKOpPO Clel
NpHKIoMBaHe Ha HHPy3us. [Tocneapalio HHTPABEHO3HO NMPUIOKEHHE HE € MPOTHBONOKA3aHO, OCBEH
aKO peaKkLUATA HE C€ NOBTOPH WIH C€ BIIOLLIH.

Baoicnu npeoynpescoenus 3a nomowiHume geujecmeqa
Uunpuson 200 mg/100 ml undy3uoneH pasrsop cbabpxa 351,03 mg Hatpuid Ha Ppngke \(ﬁyﬁlrﬁg
ml) exeuBaneHTHo Ha 17,55% ot npenopryanus ot C30 MakcuManeH qHEBEH npn’!B T
Bb3PACTEH. 'S e ]
Hunpuuon 400 mg/200 ml undysnonen pasreop cuabpka 702,07 mg HaTpuii Ha [pigKos
ml) ekBuBaneHTHO Ha 35,1% oT npenopbuanns oT C30 MakCUMaNeH AHEBEH TIPH(
BBL3PaCTEH.




MakcHmanHaTa JHEBHA 1034 OT TO3M NPOAYKT € ekBHBaIeHTHa Ha 105,3% ot npenopvunTenHus
MakcHManeH AHeBeH npvem Ha C30 or 2 g HaTpHH Ha Bb3pacTeH.

LlunprHHOA ce cuuTa 3a MPOAYKT € BUCOKO ChABLPIKAHHE HA HATPHA.

Tosa Tpa0Ba na ce uMa B MpeABUA MPH NALMEHTH Ha AUETa C HUCKO CbAbPKAHKE HA HATPHA.

4.5 BianmMogeHcTBHe ¢ APYrRH JIEKAPCTBEHH NPOAYKTH B APYrH GOpMH HA B3IAHMOZEHCTBHE

Ecexmu na opyzume aexapcmea 6bpxy yunpo@roxcayu.

Jexapcmesa, 3a koumo e uzgecmno, ue yovrxcasam QT unmepsana

Llunpodaokcaunt, noaoGHo Ha Apyrute ¢ayOpoOXHHONIOHH, TpabBa f1a e H3NOA3BA C NOBHILIEHO
BHHUMAaHHE MPH NALMEHTH, NpUEMaLI{ IEKapCTBa, 32 KOMTO € H3BECTHO, Ye yawnkasar QT uHTeppana
(Hanp. knac 1A u Il anTHapUTMHUHHK CpeACTBA, TPHUHKIHYHH aHTUACNPECAHTH, MAKPOJIHIH,
aHTHNCUXOTHULH) (BXK. Touka 4.4).

Ilpobenuyuo
[TpobeHnuma noenusea Bppxy 6b0peuHaTa cekpelna Ha UMnpo@iiokcaunH. EQHOBpeMEHHOTO

NPUIOKEHHE HA MPOGEHULUMA K UMTIPOPJIOKCAUHH YBEIH4aBa CEPYMHHTE KOHLIEHTPALHH Ha
LHITPOPIAOKCALIHH.

Memoxiaonpamuo

MeToknonpaMua yckopasa abcopbuusTa Ha uunpoduiokcauuH (nepopajieH), KoeTo BOAU A0 Mo-
KPaTKO BpEME 3a JOCTHraHe Ha MAKCHMAJTHHTE Iu1a3MeHH KoHueHTpaluuu. He ce Habmoaasa edekr
BhPXY OHOHANTHYHOCTTA Ha HUITPOGUIOKCALIHH.

Omenpazon
EAHOBPEMEHHOTO NpuUnaraHe Ha HUNPOQIOKCALUH H OMENPA30/ ChAbPXKAILH JEKAPCTBEHH NPOLYKTH

BOJAH 0 NeKo peayuupaHe Ha Cpax H AUC Ha uunpodnokcauu-.

Edbexmu na yunpodghrokcayun 8bpxy opysu rexapcmeenu nRpoOyKmu.

Tuzanuourn

Tuzanuavx He TpAOBaA J1a ce npuiiara 3aeaHo ¢ udnpodnoxcauuH (Bx. Touka 4.3). B easo xIMHUYHO
H3MHTBAHE ChC 3[paBH A0OPOBOJILM €A OTYETEHH MMOBHILIABAHE HA CEPYMHATATa KOHLCHTpaLMs Ha
TU3aHUIHH (Cmax YBENHUYeHHE: 7-KpaTHO, o0xBat: 4 no 21 nvtu; AUC yBenunuenue: 10 meTH, 0b6xBarT:
oT 6 N0 24-KpaTHO), KOraTo ce Nmpwiara eJHOBpeMeHHO ¢ uunpodnokcaumt. IlosHinasaneto Ha
CepYMHHTE KOHLEHTPALHH Ha TU3AHUIMH € CBBP3aHO CHC 3aCHIEH XHIOTEH3UBEH H CEIATHBEH S(DEKT.

Memompexcam
PenannusaT TyGysieH TpaHCNOPT HA METOTPEKCAT MOXE Aa Obi¢ NOTUCHAT NPH €JHOBPEMEHHO

MPHUJIOKEHHE C LHNPOPIOKCAUMH H NOTEHLHAIHO BOOH [0 MOBHIIABAHE HA MUIA3MEHHTE HHBA Ha
METOTPEKCAT U MOBHUICH PHCK OT METOTPEKCAT-CBbP3aHH TOKCHYHH peakuHH. EAHOBpeMHHA
ynotpeda He ce npenopbupa (Bx. Touka 4.4).

Teoghunun
EAHOBpEeMEHHOTO NPHIIOKEHHUE Ha LMNPOPNOKCAUHH U TEOPHIIMH MOXKE 1a IOBEJIEe N0 HEXKEIaHO

[OBHLUABAHE HA CEPYMHATa KOHLIEHTpauus Ha reowinH. ToBa Moxe aa noseae 10 TeopuIuH-

HHAYUMPaHH HEXENaHH! PeakLMHi, KOHTO MOTaT pAagKO MOrart Aa 0bAaT xKHBOTO-3aCTpalliaBalliyd HITH
daranuu. [To Bpeme Ha komMOUHALUA, CEPYMHUTE KOHUCHTPALMH Ha TeopunuH TpiOBa Ja Obaar
NpoBEpPABaHH H /1a Ce peaylHpa 103aTa Ha TeoPUTHH NpH HEOOXOONMOCT (Bxk. TOUukg 44

Hpyau xcanmuroéu nPpOu3B00HU
[Ipu eMHOBpPEMEHHO NPWIOKEHHE HA UUNPOPNOKCALUMH U KOPEHH WIH NEHTOKCH et
(oxcneHTHHANH) UMa ChOOLIIEHH 32 MOBULIABAHE HA CEPYMHUTE KOHLIEHTPALIAH E
KCAHTHHOBH TIPOH3BOIHA.




Denumoun

EnHopeMeHHO NpunoxeHHe Ha LUNPOodIOKCAUMH U (PEHUTOMH MOXKE 1a A0BEAE A0 YBETHYABAHE WITH
HaMaABaHE HA CEPYMHUTE HMBA HA (PEHUTOMH, TAKa Ye ce NpenopbyBa NPocneaaBaHe Ha
NeKapCcTBEHHTE HHBA.

Liuxnocnopus

[IpexoaHo NOBHIIABAHE HA KOHLUEHTPALMATA HA CEPYMHMUA KpeaTHHUH ce HabmoAaBa koraTo ca Ounu
MPHNOAKEHH €AHOBPEMEHHO LUNPOGDIOKCALIMH U LHKIOCMOPHH ChABPKALUH JIEKAPCTBEHH NPOAYKTH.
[Topaau ToBa 4eCTO (ABa MHTH CEAMKUYHO) € HEOOXOAMMO [1a Ce KOHTPONHPAT CEPYMHHUTE
KOHLEHTPaUHK Ha KPEaTHHHH NPH TE3H NMallUEHTH.

Anmazonucmu na sumamur K

EnHoBpeMeHHO NPHIOKEHHE Ha LMNMPOMIOKCALMH ¢ aHTArOHUCTH Ha BUTaMHH K MoXe aa 3achiu
HErOBHTE aHTHKOArynaHTHH eekru. UMa MHOro cbo0LIeHHA 3a NOBHILABAHE HA MEPOPAIHATA
aAHTHKOAry/JaHTHA aKTHBHOCT MPH MNalLHEHTH, MPUEMALLM AaHTHOAKTEPHAITHA aAr€HTH, BKIIOUYHUTEIHO
GNYOPXHHONOHH. PUCKBT MOXKe Aa ¢e pa3ivyaBa B 3aBUCHMOCT OT BHJA Ha HH(EKLUATA, BB3PACcTTa H
O0LIIOTO CHCTOAHHE HA NMALIMEHTA, TAKA Y€ pONATa Ha LMNpodnokcalwH 3a nosuiasane Ha INR
(MEXKAYHApPOAHO HOPMATU3UPAHO CHOTHOLLEHHE) € TPYAHO MOXE Aa ce npeucHH. [lpenoppudtenHo e
INR na ce Habusi0gaBa 4ecTo no BpeMe Ha U MaJiKo cliel €HOBPEMEHHOTO MPHIOKEHUE Ha
UHIpOdIIOKCALIMH C aHTAroHUCTH Ha BUTaMuH K (Hanp. BapdapuH, aueHoKyMapoa, GeHnpoKyMOH
WM QITYMHOWOH).

ﬂ YAOKCEMUH

B KIHHUYHH NPOYYBAHUA € JOKA3aHO, 4e €AHOBPEMEHHATA ynoTpeda Ha IyJIOKCEeTHH € MOLLIHH
nuxuouTopu Ha CYP450 1A2 u30oeH3uM, kaTo (PIyBOKCAMHMH, MOXE 1A ROBEAE A0 YBEJIMYABAHE HA
AUC 1 Chax Ha IynokceTHH. BrIpexku 4e HAMA JOCTAThYHHO KIHHUYHH JaHHH 32 Bb3MOXHO
B3aHMOIESHCTBHUE ¢ LMNpOodIoKkcCaLmMH, NogobHK edekTH MOraT aa ce ovaksa npH eNHOBPEMEHHOTO
npruioKeHHue (BK. Touka 4.4).

Ponunupon

J{oka3aHO € B KJIHHHYHO MPOYYBAHE, Y€ EAHOBPEMEHHOTO MPUIOKEHHE HA PONTHHHUPOI H
uunpodaokcaund, ymepeH HHXHOUTOp Ha CYP450 1 A2 w30€H3UM, BOAK A0 NOBUILABaHe HA Crax U
AUC nHa ponuHaupos ot 60% u 84%, cboTBeTHO. MOHHTOPHHF Ha PONUHUPOI- CBBP3AHUTE HEXKETaHU
JICKapCTBEHH PEaKUHH KW KOPEKLIHA Ha 103aTa B 3aBUCHMOCT OT C/Ty4as C€ NPENnopbuBa Mo BpeMe Ha M
MaJIKO ClieZ €AHOBPEMEHHOTO NpuaraHe ¢ uunpodaokcalHH (Bx. Touka 4.4).

Jludoxaun

Tosa e 6KMn0 AEMOHCTPUPAHO NpH 3APABH HHAXUBKHHK, Y€ €JHOBPEMEHHATA YNOTpeDa HA IHA0KAHH
ChAbPYKALLM JIEKAPCTBEHM NMPOAYKTH ¢ LuunpodaokcalH, yMepeH uHxuburop Ha CYP450 1A2
H30€H3UM, HaMaJSBa KJIMPBbHCA HA HHTPABEHO3HHUSA JTHAOKAHH ¢ 22%. Bunpeku, 4e Ae4YEHHETO C
NUAOKAHH C€ NOoHAaca 100pe, BFb3MOXKHO € Bb3HHKBAHE HA HEXC/IaHH PCAKLIMH B pe3ysiaTtarT Ha
B3aHMOJEHCTBHETO ¢ LHNPOPIOKCALHH TNIPH €JHOBPEMECHHO MPHIIOKEHHE.

Knozanun

Cnen eqHOBpeMEHHO npuiaoxkeHne Ha 250 mg uunpo¢aoKCaLMH ¢ KJ103anuH B NPOABb/DKEHUE HA 7
IHH, CEpYMHHTE KOHLIEHTPALIMK HA KJ103anHH U N-Ae3MeTUNKI03anuH ¢ce yBenuuana ¢ 29% u 31%,
cbOTBETHO. IIpenopbysa ce KTHHHYHO HabnoaeHHE M MOAXOAAIIO KOPHIHPAHE HA N03aTa HA
KJI03aNMH MO BPEME H CKOPO Cle]l €ERHOBPEMEHHOTO [IPUIIOKEHHE C LHNPOQIOKCALMH (BX. TOYKA 4.4).

Cunrdenagun

CHJ'IHEHR(bPUI KA4aTO TpﬂﬁBa Aad CC CC B3CMaAT MNpciABHO PUCKOBCTE H NOJI3HTC.

AzomMenamun




B KNMMHUYHH NPOYYBAHKS € [M0KA3aHO, Ye PayBOKCaMHH, KaTO CHNeH HHXHOHTOp Ha CYP450 1A2
H30EH3UM, MOAYEPTAHO HHXHOHpa MeTadoIM3Ma HAa arOMeNIaTHH, KOETO BOAH A0 60-kpaTHO
NOBULLCHUE HA EKCMIO3HUMATA HA aroMenaTuH. Bnripeky ye HAMa KIMHHYHKA A3HHH 33 Bb3MOXKHO
B3aHMOIEHCTBHE ¢ nunpodnokcauut, ymepeH uHxubuTop Ha CYP450 1A2, moxke na ce oyaksar
noao0HY eeKTH NpH eAHOBPEMEHHOTO UM NpunoxkeHKe (BX. "uuroxpom P450" B Touka ,,Cneumantu

npeaynpexaeH|s U peana3sHHi MEpPKH NMpH ynorpeda”).

Soanuodem

EHHDBPEMEHHDTD NPUIOKEHNEC HaA HHHPUCPJIOI{C&L[HH MQXK€ Ja MOBHULIH KPBRBHHUTC HHEBA Ha 3QJIIIHACM,

eJHOBPEMEHHATA ynorpeda He ce NpenopuyBa.

4.6 DeprHaHTeT, OpeMEHHOCT H KBPMEHe

bpemennocm

HanuuHKWTe AaHHM 3a NPUIIOKEHHETO HAa LKNPOdIoKCcaLMH Npd OpEeMEHHH KEHH, HE NOKa3BaT
pa3BUTHe Ha MandopMaLiM HWIH Ha ¢$eTOo/HEOHATAIHA TOKCHYHOCT Ha uunpodaokcauuH. Ilpoyusanus
1Py XKHBOTHM HE NOKA3BAT AUPEKTHH WIH HHAUPEKTHH YBpeXaaly eexTH Nno OTHOLIEHHE Ha
PENPOAYKTHBHATA TOKCHYHOCT. I1pH Maau 1 HEROHOCEHH KHBOTHH, TPETHPAHU C XHHONOHH, €

Ha0M0aaBaHo YBPECKAaHEe Ha XpYILUdia, KATO MO TO3H HAYHH, HE MOXKE [1a CC H3KJTIOYH, Y€

NeKapcTBOTO MOXKeE 1a MPUYHHH YBPEXKAaHe HA CTABHUA XPY LA B YOBELKHSA OPraHW3bM IpH
HELOHOCEHH Jeua/tuion (Bx. To4ka 3.3).
Karo npeanasHa Mapka, 3a NpeAnovrTaHe € Ja ce u3b4rea H3noa3paHeTo Ha UMNPOQIOKCALIHMH MO

BpeMe Ha OpEeMEHHOCT.

Kvpmene

LinnpodokcauuH c¢ eKCKpeTHpaT B kbpMaTa. [lopaay noreHUHaNHUsA PHCK OT CTABHH yBpPEXKAaHHA,

uMnpoduioKcaltMH He Tpa0Ba Aa ce H3MO/3Ba 110 BpeMe Ha KbpMEHe.

4.7 E¢exTH BbpPXY cnocobénocTTa 3a mojpupane H pabora ¢ MAINHAH

[Mopaan CBOMTE HEBPOJNOTHYHH €PEKTH, UMMPOPIOKCALIMHE MOXKE 12 OKAKE BIIHAHHE BLPXY BPEMETO
3a pearupaHe. [1o To3n HauMH, cnocobHocTTa 3a WodupaHe uau paboTa ¢ MalIMHKY MOXe 1a Obae

Hapyll€eHa.

4.8 Hexenann ieKAPCTBeHH PeAKUMH

Hait-uecTo cboOlUaBaHUTE HexcenaHu aekapcTBeHy peakuuu (HJIP) ca raneHe u aHapws, NospbLIaHE,
NPeXOHO MOBHILIABAHE HA TPAHCAMHHA3UTE, 0OPHB U peaKUMH Ha MACTOTO Ha NpWaraHe Ha

nHy3uuTe.

HJIP, nosryueHH OT KIMHHYHH NPOYYBaHUA M OT HabmoaeHuUe, cnel MycKaHe Ha na3apa Ha
uxnpodaoKkcauyH (nepopanHa, HHTPaBeHO3Ha U CEKBEHLIMANIHA TEPANHA) IPYNHPAHH MO KATErOPUH Ha
YyecToTa, Ca H3OPOEHH MO-N0JTy. AHANIH3BT Ha YECTOTATa B3EMa O BHUMaHHE JaHHUTE OT JBETa
Ha4yHHA Ha NPHIOKEHHE, MEPOPATTHO H MHTPABEHO3HO, Ha LIHNPODIOKCALHH.

KnacugpH- YeCcTH HEYeCTH pPeaKH MHoOro peakH

LMpaHe Mo >1/100 | >1/1 000 po < > 1/10 000 10 < < 1/10 000

OpPraHHH no < 1/10 | 1/100 1/1 000

CHCTEMH

HudexunH u [ '6HuHH

NAPa3HTO3H CyrnepHHPpEeKUHH

Hapyuienua ua Eo3zuHodnns JleBkoneuuns XeMONHUTHYHa

KpPbLbBTA H AHemus aAHEeMHA
HeyTtpornenus ArpaHynolHTOo3a

C HEH3BECTHA
yecToTa (He
MOXe na Obae

onpeaencHa ot




NaMduaTa JleskouunTosa [laHuMTONECHUA
CHCTEMA Tpombo- (XHBOTO-
LUTONEHHUA 3acTpatlaBara)
TpoMOounTeMus [ToTUckaHe Ha
KOCTHHUA MO3BK
(KHBOTO-
3acTpailaBallg)
HapywieHHA Ha AJIEprHYHH AHapuUAaKTHUHH
HMYHHATA peakuuu peakuuu
CHCTEeMA AnepraueH oToK AHaWIAKTHYECH
faHrHOeIeM tox (XMBOTO-
3acTpallasaiL)
(BX. TOuKa 4.4)
Peakuun nogodHu
Ha cepyMHa bonect
HapyiieHua Ha CuHapom Ha
eHAQOKPHHHATA HCAEKBATHA
CHCTEMA CeKpeLna Ha
aHTHAHYpPETHU
€H XOPMOH
_ (SIADH)
Hapywiennn Ha Hamaned anetur | XHUNEePriukeMus Xwuro-
mMeTabonnama H XHUIIOTJIMKEMHS TMAKEMHY Ha
XPaHEHEeTo (BX. TOuka 4.4) KoMa (B,
| Touka 4.4)
[IcCHXHYHH [lcixomMoTOopHa O0npkBaHe H [Icuxuunu peakuun | Mauud
HapyLueHHAa™* XUMNEPaKTUB- Ne30pHEeHTaLMA (MOTEHUHATTHO XHUNOMaHHg
HOCT/ peakusH Ha 3aBbPIUBA ChC
6e3nokoHCcTBO be3nokoicTBO CYHUHIHU HaeH /
[MaTonornunu MHCIIH MY ONHUTH 34
ChHHLUA caMOyOHACTBO U
Henpecus caMOyOHHACTBO) (BXK.
(MOoTEeHUHAIIHO ToukKa 4.4)
3aBbpLUBA CBC
CYHUHIHM HAEH /
MHUCJTH HJTH OTIHTH
33 CaMOYOHMHACTBO
1 caMoyouiicTeo)
(BXk. TOuKa 4.4)
XA UHUHALHH
Hapywmenus Ha ["naBobonue [lap- u MurpeHa [lepugepna
HepBHATA Obwpksane Huzecresns HapyweHa HEBpOMATHA,
cHUcTeMa*™ 3amafiBaHe Xurnoecresnd KOOpAYHALMATA MONTUHEBPO-
HapyiueHus Ha Tpemop Hapywesa moxoaka | narus
ChHA [punaasuy (Bk1. | HapylueHusa Ha (BX. TOUYKA
BkycoBu eMUIeNTHYEH ofoHaTenHUA Hepe | 4.4)
HapyLIEHHS CTaTyC BXK. TOUKA XUIMEPTOHUA H
4.4) MO3bUYEH
BepTturo NICEBAOTYMOP
3puTennn 3pHUTEIHH 3pHTENHA
HApYUIeHHS** Hapy lWUeHHUA aAeopMauys Ha
(aHnIONnHA) LIBETOBETE
HapymenHa Ha Tuuutyc
YXOTO H 3aryba Ha ciyxa /
nabupunra** YBpEXIaHE Ha
ciayxa
Coupaeunn Taxukapans

HAPYLLIEHHA** "




(cbobulaBaHH
NPEARMHO NpU
MAUHEHTH C
PHCKOBH
dakTopm 3a
QT

Y AbJAKABAHE),
EKI QT-

Yy IbKaBaHE
(BX. TOYka 4.4

u4.9)*

CHHAPOM Ha
Kounis
Cwnosnu Bazoaunarauus Backyaur
HApYHICHHA*** XHNOTOHUS
CHHKON
Pecnu-paTopHu, InucnHes
rpLAHH H MeQHa- (BKNIOYHUTENHO
CTHHAJIHH ACTMAaTHUHO
HAPYLUCHHSA CbCTOSHHE)
Cromawso- I'apene [loepbiuaHe CabpaaH ¢ npreMa | IlaHkpeaTHT
YpeBHH Huapusd [(acTPOMHTECTHH | Ha aHTHUOHOTHK
HAPYILICHHA ATHH H KOPDEMHH | KOJIHT
Dosikn (MHOrO paaKo C
Hucnencus Bb3IMOIKEH
MeTeopH3bM ¢ataneH u3xoan)
(Bk. TOuKa 4.4)
Xenarto- [TosuiraBane Ha | YepHoapobHo YepuoapodHa
6naHApHHA TPaHCAMHMHA3UTE | yBpexaaHe HEKpo3a
HApYIIEHHUA [ToBnmaBaHe Ha | XOJIECTATHYHA (MHOrO paaKo ce
Sunupybun KbJITEHHLA pa3suBa a0
XEMATHT XKHBOTO3ACTpallaBa
ma YepHoapodHa
HEeJOCTATbYHOCT)
(Bx. TOYKa 4.4)
Hapyuwiesnns Ha Obpus Peakuuu Ha [Terexun Octpa
KOXATA H [Tpypuryc ¢oTouyBcTBHTEIH | Eputema reHepanvsupa
NOAKOXHHUTE Y pTuxapus OCT (BXK. TOYKa MyaTUdoOpme Ha eK3aHTEeMa-
THKAHH 4.4) Eputema HOI03YM TO3HA
CHHApOM Ha ycTynosa
Stevens- (AGEP),
Johnson NeKapcTBeHa
(MOTeHUHANHO peakuMs ¢
XHBOTO3aCTpalllaBa | €03HHOPU-NKA
111) H CHCTEMHH
ToxkcuyHa CHMOTOMH
enMaepmanHa (DRESS)
HeKpOIM3a
(noreHuUMATHO
)KHUBOTO3aCTpaLasa
uia)
HapyiueHHs Ha MyckynHockener | Muanrus MyckynHa caaboct
MYCKYJIHO- Ha Donxa Aprpur TennosaruHmr
CKEJICTHATA (Hanip.Oonka B [loBHLIEH pynTypa Ha
cHCTeMA, KpaHHHLIMTE, MYCKYJIEH TOHYC H | CYXOXWINHETO
KOCTHTE H Oonka B rop0a, Kpamnu (rmpeanuMHoO
ChHEAHHHTEIHATA Oonka B repadTe AXHWIECOBO
TbKaAH** ApTpanrus CYXOXKHNHeE) (BXK.
TOuKa 4.4)

ObocTpsite Ha




CAMOTOMHM Ha
MHACTEHHSA MPABHC
(BK.TO4YKa 4.4)
HapyiueHun Ha YBpexnane Ha brOpeuna
O6L6penTe H OnOpeunTe HEAOCTATHBYHOCT
NMHKOYHMTE XeMaTypHs
NbLTHIIA KpHCTATYPHA (BXK.
TO4YKa 4.4)
Tybyno-
HHTEPCTULIHANEH
HedpHUT
O6mn Peakunn | ActeHus Orox
HAPYIUEHHA H Ha TpeckKa HanoTaBaHe
edpeKTH HA MACTOTO (xunepxuaposa)
MACTOTO HA Ha HHXe-
APHIOKEHHE* ™ KTHpaHe
K Hady-
3UA
Hicneasauua [TopuinaeaHe B [losuiena [loBuiLaBaHe
KPbBTA Ha aMunasa Ha INR (npwu
anKajiHaTta MaLHEHTH,
docdarasa NEKYBAHH C
AHTArOHUCTH
Ha BuTaMuH K)

* Te3n cuOMTHA ca CHOOLLEHH NO BpeMe Ha MOCTMAPKETHHIOBHSA NEPHOA U ¢e HabmoaaBaT NpeAUMHO
cpel MaUMEHTH ¢ JOMbAHUTENHH PUCKOBH (akTopH 3a QT yawmkasane (BX. Touka 4.4).

** Cro01112B2a ce 332 MHOTO PeKH ClTy4Yad Ha MPOAb/KHUTENHH (A0 MeCeLld WK FOAUHHK),
MHBAIMAH3HPALLH ¥ NOTEHUHATHO HEOOpaTHMH CepUO3HH IEKAPCTBEHH peaKLMH, 3acCAralld HIKOJIKO,
IOHNKOra MHOTO CHCTEMO-OPTaHHH K/1aCOBE M CeTHRA (BKIIOUYHTENIHO PEAKLIMU KaTO TEHAUHHT,
Pa3KbLCBaHE HA CYXOXKWIIHE, apTpairud, onka B kpaHULMTE, HapyLUEeHHE Ha M0X0/KaTa, HEBPOMNAaTUM,
CBBP3aHH C MapEeCTE3HH H HEBPA/IrUs, YMOpPa, NCHXHATPHYHH CHMATOMH ( BKTIOUHTENHO HapyHIeHHs
Ha CBHSA, TPEBOXXHOCT, MPUCTLIH HA NaHUKA, JENIPECHA U MHUCJTH 33 CaMOYOHIICTBO), HAPYLUEHHE HA
NaMeTTa H KOHLEHTPALHATAH YBPEXKAAHE Ha C/IyXa, 3pEHHETO, BKYCa H OOOHAHHETO) BbB BPb3Ka C
ynorpedara Ha XMHOJIOHH U PITYOPOXHHOAOHM, B HAKOM Clly4YaH, HE3aBUCHMO OT BeYe
ChILECTBYBALIMTE PUCKOBH PaKTOpH (BxK. TOUKa 4.4).

** Ilpu naumeHTHTE, NpHEMALLH PITYOPOXHHONOHH, ca CHODLIEHH ClTyYad Ha aHEBPH3MA H AHCEKALIUA
Ha aopTaTa, NOHAKOra YCIIOKHEHH Nopaad pa3sKbCBaHE (BKIIOYHTEHO C JIETANEH U3XO0)
peryprutauusa/HeJOCTATBYHOCT Ha HAKOHM OT ChPACYHHTE Kianu (Bx. Touka 4.4).

CheaHuTe HEeXENaHH P€AKLIHH €A C NO-BHCOKA HECTOTA B KATCropuvaTa Ha noArpyIruTe Ha NallHCHTHTC,
npueMaulld HHTPAaBCHO3HA HJITH CCKBCHLIMAJIHA (I'IPCMHHEIBHHE OT HHTPABEHO3HO HA MICPOpPAJIHO

JICUEHHUE) Teparnus:

4eCTH MOBPBLUAHE, MPEXOIHO MOBUILABAHE HA TpaHCAMHHA3HTE, 0OpHUB
HedecTH | TpOMOOLMTONEHH, TpOMOOLIMTEMHUA, OOBPKAHOCT U AC30PHECHTALIHA, XANIOLIMHALIMM,
nap- ¥ AM3eCTe3 M, NPUNagbLH, CBETOBBPTEXK, BU3YANHH CMYLIIEHH, 3aryba Ha ciyX,
TaXUKapAud, Ba30AWaTalMs, XHIOTOHHUS,

MPEXOAHO YepHOAPOOHO yBpeKaaHe, XONeCTaTHYEH HKTep, ObOpeuHa HEAOCTATBYHOCT,
OTOK

pPeAKH | NaHUWTOMEHHA, KOCTHOMO3bYHA Jenpecus, aHaQUIaKTHUYEH LIOK, ICHXOTHYHH peaKkLiMy,
MMTIPEHa, pa3CTPOICTBO HAa OOOHATENCH HEPB, YBPEACH CITYX, BACKY/INT, NAHKPEATHT,
uepHOAPOOHA HEKPO3a, MIETEXHH, Pa3KbCBAHE HA CYXOXKHIIHETO

IeQuampuunu nayuernmu
YectoTara Ha apTponaTtus (apTpairus, apTpuT), CNOMEHATH NO-rope, ¢€ OTHACAT A0 A
B NPOY4BAHHATA ¢ Bb3pacTHH. [Ipu neua, 3a aprponarua ce cbobmaea 4ecTo (BK. TO




Cobo0luaBaHe Ha MOAO3HMPaHH HEKETAHH PEaKUHH

Cp0o0LaBaHeTo Ha NOJ03UPAHHN HEXKENAaHH PEAKUMU Ciie pa3pellaBaHe 3a ynoTpeda Ha JIEKapCTBEHHS
NPOAYKT € BaXHO. TOBa NO3BONARA Aa NPOABLIKH HaOMIONCHHETO Ha CHOTHOLLIEHHETO MON3a/PUCK 34
NEeKapcTBEHUA NPOAYKT. OT MEIHLIMHCKHTE CNELHAINCTH CE U3HCKB2 J1a ChoOIIaBaT 8CcaKa
MOAO3UPAHA HEXKENAHA pEaKLiHg upe3

H3nbaHUTENHA areHuMa o JeKapeTsara

ya. ,,Jlaman ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

4.9 IIpeao3upane

CuMIOToMH

HUma cpobilieHue 3a npeno3vpaHe ¢ 12 g KoeTo € 10Beno A0 1EKU CUMITOMH HA TOKCHYHOCT. I1pH
OCTpO Npeao3vpaHe ¢ 16 g e crobLueHo, Ye € 10Beno Ao ocTpa 6b0peUHa HeAOCTATHYHOCT.
CuMNTOMHTE NPH Npeo3MpaHe ca BUHEHE Ha CBAT, TPEMOP, rMaBodonne, OTNAAHANOCT, I'bPUOBE,
XanoLUKHAUHRK, 00bpkBaHe, abnoMuHaneH auckomdopt, 6bLOpeuHa U yepHOApoOHa HEAOCTATBUHOCT,
KaKTO ¥ KpUCTanypHua H xematypusa. Hma cvobuieHuns 3a obpatuma 0b6peUuHa TOKCHUHOCT.

JleyeHune

OcBeH pYTHHHHTE MEPKH TIPH CNELLHM CNy4Yad Hanp. NPEeAU3BUKBAHE HA MOBPBUIAHE, MMOC/IEIBAHO OT
MpHEM HA MEAHLIMHCKH BBITIEH, CE NpenopbiBa ja ce cneau Huopeunara GpyHKIMA, BKIIOUHTENHO H
pH H KHCeTMHHOCTTa HA YPHHATA, aKO € HeOOXO0HMO, 34 4 C€ NPEAOTBPATH KPUCTATYPHUS.
[MaiueHTuTe TpaOBa Aa ca nodpe xuapaTupaHd. AHTHALWAHUTE CPEICTBA, ChbAbPXKAWK KAIUHA WK
MArHe3Hii MOTAT TEOPETHYHO Ja HaMataT abcopOLMATa Ha LUNPOPJIOKCALIMH NPH MPEAO3HUPAHE.
Camo mManko Koau4ecTeo oT uunpodnokcauut (<10%) ce eTMMHUpPHHpPa Upe3 XeMOAHANHN3A WU
nepyUTOHealHa JHAIN3A.

B cnyuaii Ha npegosnpaHe, cienBa Aa ce Npwiara cCHMMNToMaTHyHo neueHue. EKI™ MonnTopHupate

TpaGsa na ObaaT npeanpueTo, nopajHd Bb3IMOXKHOCTTA 32 yAwDkaBaHe Ha QT uHTepBana.

5. @GOAPMAKOJOI'MYHHU CBOHUCTBA

5.1 PapMAKOIHHAMHYHEH CBOHCcTBA

dapmakorepanesTH4na rpyna: ®nyopoxusaononu, ATC koa: JOIMAOQ2

Mexanuzvm na ceucmeue:

Kato dayopoxHHOMOHOB aHTHOAKTEpUANEH areHT, 0aKTEpHaNHOTO ACHCTBHE Ha LIUITPOMIOKCALIHH €
pe3yaraT oT HHxHOupaHe Ha aBata Tuna Il Tononzomepasa (JIHK-rupasa) u Tononsomepasa [V,
HeoOxoouMu 3a OaktepuanHara JHK-pernnukauus, TpaHCKpHIUHSA, BE3CTAHOBIBAHE H
pekoMOHHALKA.

PK/PD gzaumoomnowenue:

EdukacHOCTTa 3aBHCH IIABHO OT CHOTHOUIEHHETO MEKIY MAKCHMATHATA KOHLCHTPALKA B CEpyMa
(Cuax) H MHHHMATHATA KHXHOUTOPHA KOHUEHTpauKua (MIC) na usnpodgnokcauyy 3a HakTepHaHH
naToreHH M Bpb3kara Mexay moinra noja kpueara (AUC) n MIC.

Mexanuzom na pezucmenmuocm:
In-vitro peancTeHTHOCT KbM MNpodUiokcaliH Moxe Aa 6bae npuaobuTa upes noerang
tleneso pasnonoxkenu mytauuu B JJHK rupaza u Tononzomepasa 1V. CteneHra Ha kp / v
PE3HCTEHTHOCT MEXIY LIMMPOQUIOKCALMH ¥ APYTH (PIAYOPOXUHOIOHH KATO pe3yTa
EanHKuHA MyTaLkii, He MOXKe N2 IoBeIE A0 KIIMHMYHA PE3UCTEHTHOCT, HO MHOrobpe




OOHMKHOBEHO BOAAT 0 KJIMHHYHA PEINCTCHTHOCT KbM MHOTO WX BCHYKHK aKTHBHH BCLUCCTBA, B

PaMKHTE Ha KJlaca.

MexaHH3IMHTE 338 PE3UCTEHTHOCT, BKIKOUBALIKY NPOMYCKIHBOCT HITH €dIyKC NOMIA 3a aKTUBHOTO
BEILIECTBO MOraT Jia HMAT MPOMEHJIHUB e(peKT BbPXY YUYBCTBHTEIHOCTTA KbM (ITYOPXHHOOHHUTE, KOATO
3aBHCH OT (PU3HKOXUMHUYHHMTE CBOMCTBA Ha OTACIHHTE AKTHBHH BELLIECTBA B paMKUTE Ha Kfaca H
a)MHUTETA HA TPAHCMIOPTHHUTE CHCTEMH 34 BCAKO AKTUBHO BellecTBO. BCUUKU MEXaHH3MHU Ha
PE3UCTEHTHOCT ca HabnioaaBaHU NPH KIHHHUYHH H30N1ATH in-vitro. MeXaHW3MHUTEe Ha PE3UCTEHTHOCT,
KOMTO 1€3aKTUBHUPAT JPYTUTE AaHTUOMOTHLM KaTO HHPHUATPALHOHHHK DapuepH (4eCTO nNpU
Pseudomonas aeruginosa) n epyxc MEXaHU3MHUTE MOTAT Ja NOBAHAAT BBPXY YYBCTBHTEAHOCTTA KbM

LHIPOPIOKCALMH.

HUma crobieHns 3a niasMuA-MERMHPAHATA PE3UCTEHTHOCT, KOAUPAHA C qNr-reHu.

Cnexmbp na anmubaxmepuaing aKmusHOCM.

rpaHH‘-IHH CTOMHOCTH, KOUTO OTAENAT HYBCTBHTCJIHH LLIAMOBC OT HIAMOBE C YMCPCHA YYBCTBHTC/IHOCT
H MNO-KbCHO OT PC3IUCTCHTHH LLIAMOBC.

EUCAST Ilpenopvxu
MukpoopranH3mMH 4YYBCTBHTEJIRH PEe3HCTCHTHH
Enterobacteria S <0,25 mg/l R > 0,5 mg/l
Salmonella spp. S £0,06 mg/L R > 0,06 mg/L
Pseudomonas S <£0,5 mg/l R>0,5 mg/l
Acinetobacter S <1 mg/l R>1 mgl
Staphylococcus spp’ S <1 mg/l R> 1 mg/l
Haemophilus influenzae S <0,06 mg/l R> 0,06 mg/l
Moraxella catarrhalis S <0,125 mg/L R>0,125 mg/L
Neisseria gonorrhoeae S <0,03 mg/l R > 0,06 mg/l
Neisseria meningitidis S £0,03 mg/l R > 0,03 mg/l
Non-species-related S <0,25 mg/l R>0,5 mg/l
breakpoints®

I Staphylococcus spp. — rpasHYHHTE CTOHHOCTH 3a RUNPO(IOKCALIMH Ca CBbP3aHH C Tepamnus ¢ BHCOKH

AO3H.

*I'paHHEHHATE CTOHHOCTH, KOWUTO HE Ca CBbLP3aHHU C ONMPEAEEH BH Ca OTIpEAeeHH [N1aBHO Ha Oaza
dbapMakOKMHETHYHK/ (papMakOIUMHAMUYHH JaHHH H Ca HE3aBUCHMH OT pa3lpeacicHH[Ta Ha
MHHHUMaHaTa UHXHOuTOpHA KoHUeHTpauusa (MIC) Ha koHKpeTHUA BUA. Te ce H3non3saT €AMHCTBEHO
33 BUAOBE, 3a KOMTO HE € ONpeaesieHa rpaHiyHa CTOMHOCT 3a KOHKPETEH BHJ H HE Ca 3a Te3H BHOOBE,

[IPH KOHTO HC CC TIPENOPBbYRA H3ITUTEBAHC 32 HYBCTBHTC/AHOCT.

PaznpocTpaHeHneTo Ha NpHAOOHTa PE3UCTEHTHOCT MOXKE Aa BApUpa reorpadcky U BbB BpEMETO 3a
OrpeAeNneHH BUAOBE M € KEJATEHO Aa UMA MECTHA HHOpMALUA 38 Pe3HCTEHTHOCTTa, OCOOEHO
KOraTo Ce JIEKYBAT TEXXKH HH(eKLUHH. AKO € HeoOXx0aumo, TpabBa Na ce ThPCH €KCNEPTEH ChBET,
KOraTO MECTHOTO Pa3NpOCTPaHEHHE HA PE3UCTEHTHOCTTA € TAKOBA, Y€ M0J3aTa OT areHTa MpH NOHE
HAKOH BUAOBE HH(EKLHH € NoA BBITPOC.

[‘pynupaHe Ha ChOTBETHUTE BHOOBE CIOPEA YYBCTBUTEIHOCTTA KbM UHITPOGIIOKCALUMH (32
Streptococcus species BX. Touka 4.4)

OBUYAMHO YYBCTBUTEJIHA BUIOBE

Bacillus anthracis (1)

Aepoban I'paM-no10KATETHHE MEHKPOOPTaHAIMHA

Aeromonas spp.
Brucella spp.
Citrobacter koseri
Francisella tularensis
Haemophilus ducreyi

Aepoban I'pamM-oTpHIATEIHE MHKPOOPraHH3MH




Haemophilus influenzae*®
Legionella spp.
Moraxella catarrhalis*
Neisseria meningitidis
Pasteurella spp.
Salmonella spp.*
Shigella spp.*

Vibrio spp.

Yersinia pestis

AHaepoOHH MHKPOOPraHA3MH
Mobiluncus

ApPYrda MHKpPOOPraHu3iMH
Chlamydia trachomatis ($)
Chlamydia pneumoniae ($)
Mycoplasma hominis ($)
Mycoplasma pneumoniae ($)

BHJOBE, 3A KOUTO ITPUAOBHUTATA PEBUCTEHTHOCT MOJKE 1A BBJE
INPOBJIEM

AepoOnH I'paM-IOJOXKHTETHH MHKPOOPraHH3MH
Enterococcus faecalis ($)

Staphylococcus spp.* (2)
AepoOHn I'paM-0TpHIATEIHH MAKPOOPTraHH3MH
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®

AHaepoORH MHKPOOPraHA3IMH
Peptostreptococcus spp.

Propionibacterium acnes
NPACHIIO PESUCTEHTHH OPTAHH3MH

AepoOnu I paM-N10.10KHTETHH MUKPOOPraHH3IMH
Actinomyces

Enteroccus faecium

Listeria monocytogenes

AepoOnn I'paM-orpROaTe/IHH MEKPOOPTraHH3IMH
Stenotrophomonas maltophilia

AHaepoOHH MHKPOOPraHH3MH
Excepted as listed above

JApyra MEKpOOpPraHasmMmn
Mycoplasma genitalium
Ureaplasma urealitycum

* KnuauvHaTa epyuKacHOCT € 10Ka3aHa 33 NOAATIMBH H30JIaTH B OA0OPEHUTE KIIHHUY




+ Pe3ncTeHTHOCT YecToTa > 50% B eaHa unu noseye Abpxasu-uneHky Ha EC

($): EcTecTBeHO yMEPEHO UyBCTBUTENHOCT MPH JTUICA HA NPUIOOHUTH MEXAHM3MHU Ha
PE3MCTEHTHOCT

(1): [lpoyuBaHHATA Ca NPOBEACHH BbPXY €KCMIEPHMEHTATHH JKUBOTHH NPHU UH(PEKLIUHM B pE3y/ITAT Ha
MHXanaLMy Ha cnopy Ha Bacillus anthracis; Te3n Npoy4BaHUs N0KAa3BaT, Ye ako aHTUOMOTHYHOTO
NeyeHue 3anoyHe BeAHara cief €KCrno3ruuaTa ce u30darea pa3suTueTo Ha bonecrra, KaTo
NEeYEHHETO Ce CbCTOH B HaMansAiBaHe Ha Opos HA CMOPHTE B OPraHU3Ma rnoj 3apasHuTe A03H.
[IpenopbyaHaTa ynorpeda npu xopa, ¢€ OCHOBABA INMAaBHO Ha in-Vifro 4yBCTBHTENHOCT H
EKCNEPHUMEHTANHHU AaHHHK C )KMBOTHH, 3a€HO ¢ OrpaHUYECHHM AaHHM OpH XopaTta. JiByMeceuHaTa
NPOABIDKUTETHOCT Ha TEYEHUETO NPU BH3PACTHH C NepopancH UHnpodaokcaurH ce U3BBPLUH B
cneaHuTe A03a, 500 mg ABa MbTH AHEBHO K Ce CUMTAT 32 €(PEeKTUBHH 3a IPeJOTBpATABAHE HA
aHTpPaKCcHa UH(EKUHA npHu YoBeka. JlekyBawuar nekap Tpadea aa ce 0THACA KbM HAUHOHATHUA
W/ MEeKAYHApPOOAEH KOHCEHCYC 110 OTHOLUEHHUE HA IEYEHHETO HA aHTpaKC.

(2): MeTHUWIHH PE3UCTEHTHH S. qureus MHOrO YECTO NMOKA3BaT KPbCTOCAHA PE3UCTEHTHOCT KbM
(JTyOPXHHOJIOHHUTE.

CreneHTa Ha PE3UCTEHTHOCT KbM METULHIHH € 0kono 20 a0 50% npu BCHUKH BUOOBE
CTaPUNIOKOKH ¥ ODMKHOBEHO € NMO-BUCOKA MPH BLTPEOONHUYHH H30aTH.

52 PapMAKOKHHETHYHH CBOHCTBA

Abcopbyus

Cnen MHTpaBeHO3HA HHQY3HUA Ha LMNPOGIIOKCALMH, B KpPas HA HHPY3HA C€ JOCTUIraT CPCAHUTE
MaKCHMAJH{ CEpPYMHH KOHLIeHTpauuH. PapMakoOKHMHETHKA Ha UMNPOQIOKCALMH € TUHeiiHa Haa
nososHa o6xeat 10 400 mg, NpHIOKEH HHTPABEHO3HO.

CpaBHeHHe Ha (apMAaKOKMHETHYHHTE NapaMeTpH NPU AO3HPOBBYEH PEXKUM J1BA ITBTH HA AEH H TPH
MLTY Ha OCH MOKa3Ba, Ye HAMA NaHHK 3a HATPYITIBAHE HA N1€KapCTBOTO- LUNMPOGIOKCALIMH H HETOBHTE
MeTabDoIHuTH.

60-MuHyTHa HHTPaBeHO3HAa HH(PY3ua Ha 200 mg uunpodaoKCaLUH UITH NEPOPATHO MPUNOKEHUE Ha
250 mg unnpodnoxcaumH, KaTo ce Npuiara Ha BCekH 12 yaca, UMaT eKBUBAJIEHTHA IUIOLN NOJ
KpHBaTa cepyMHa koHueHTpaums/ Bpeme (AUC).

60-muHyTHa HHTpaBeHO3Ha HH(Y3HA oT 400 mg unnpodnokcaury Ha Bceku 12 yaca e
OnoexsuBaneHTHa Ha 500 mg nepopanHa no3a Ha BCeKW 12 yaca no otHowieHue Ha AUC,

400 mg uHTpaBeHOo3Ha a03a npunaraHy Haa 60 MHHYTH Ha BcekH 12 yaca Boau 10 Cmax CXOA€EH C
To3u, Habnonasan ¢ 750 mg nepopanHa Ao3a.

60-muHyTHa KHPY3HA oT 400 mg unnpodokcantdi Ha BCekH 8 Yaca, ca EKBUBANEHTHH IO OTHOLLIEHHUE
Ha AUC nHa 750 mg nepopaneH pexxHM JaBaHW Ha BCEKM 12 yaca.

Paznpeoenerue
CBbp3BaHETO HA LUNpodIIOKCaLiMH ¢ npoTenHU e HHUcKa (20-30%). LlunpodokcaunH npuchscTaa B
I1a3Marta [0 rofsaMa ctened B HeloHusMpaHa gopma v uMa rosism obem Ha pasnpenenenue 2/3 L/kg.
LiunpodnokcalyH JOCTHra BUCOKA KOHLEHTPALMKHU B pa3iHYHH TbKAaHH, KaTO HanpuMmep 6enuns apob
(ENHTENHHUTE TEHHOCT, A/IBEOJIAPHUTE MaKpodary, OHONCHYHH ThKaH), CHHYCHTE, Bb3MNaJICHH J1€3HH
(KaHTapMAHA MEXYPHA TEYHOCT), KAKTO M YPOTEHHUTAITHUA TPAKT (YPHHA, NPOCTATa, CHAOMETPHUYM)
KbAeTO o0luaTa KOHLEHTpalKs, NpeByillaBa Ta3|, JOCTHrHATa B [Ula3Mara. “

?"L-

buompancgopmayus X/ ¢
Hucky KkOHUEHTpaUrH Ha YeTHpH MeTabonuTa ca OunM cboO0LIEHH K ca O naeHTHg ‘ﬁ:-a' i
ae3eruneneurnpodpnokcauns (M 1), cynpouunpodnokcauut (M 2), okcounnpodrokchue (3N
dopmunuunpodnokcaunt (M 4). MerabonnTure noka3Bar in-vifro aHTAMMKpPOOHa a \ EROCEH

’
[10-HHCKA CTCHCH, OTKOJKOTO Ta3H H4A U3XOAHOTO CHCIHHCHHC. ‘%,




3Hae ce ue uunpoduiokcalH e ymepeH nHxubdbutop Ha CYP450 1A2 n30-eH3nma.

Erumunupane
LlnnpodaokcaurH A0 ronsgmMa CTeNneH ce EKCKpeTupa B HenpoMeHeH BUJ 4pe3 6p0peunte, KakTo 1 B

no-Manka cTeneH upes deueca.

Exckpenns na nanpodaokcanad (% oT x03aTA)

IlepopaaHo OpHJIOKeHHe

Ypuna PDenec
LinnpodioKkcaLuH 61,5 15,2
Mertabonutn (M -Ms) 9,5 2,6

bbopeunnaT kKwiMpbHe e Mexay 180-300 ml/kg/h, a 0b1uuaT kaupbHE € Mexxay 480-600 ml/kg/h.

L {unpodokcalH ce noanara Ha raoMepyiHa ¢untpaums U TyOysiHa cexpeuns. CHNHO HapyLUeHa
ObOpeyHa GYHKUMA BOAYW A0 MOBHILIABAHE HA BPEMETO HA NONYKHUBOT HA LUNpodIoKcauuH ao 12
yaca.

U3pbpObOpeuHra KIHPHHC Ha UMIPODIOKCALIMH C€ ABKH OCHOBHO Ha aKTUBHATA TPAHC-
MHTECTHHATHA CEKPELIHS H METa0OIHU3M.

1% ot po3ara ce eKcKpeTHpa upes #uTbukaTa. Liunpodnoxcauus ce HaMupa B AUTHUKATA BbB BUCOKA
KOHLIEHTpaLHA.

ITeouampuunu nayuenmu
QDapMaKOKHHETHYHHUTE JaHHH MPH NEJHATPHYHH NALMEHTH, Ca OTPAHHYEHH.

B enHo npoyuBaHe npH aeua Crnax 1 AUC He 3aBHCAT OT Bb3pacTTa (Haa €AHa roamiisa ss3pact). He
e HabmoaaBaHoO 3HauUMTENTHO NoBHIIaBaHe Ha Cmax 1 AUC cnen MHorokparHo nosupane (10 mg/kg
TPH NbTH JHEBHO).

[Tpn 10 neua ¢ Texbk cencuc Crax € 6una 6,1 mg/l (nuanasona 4,6-8,3 mg/l) caea 1-yacora BeHO3Ha
uHOy3ua Ha 10 mg/kg npu aeua Ha BB3pacT No-manku ot 1 ronuHa 8 cpasHeHue ¢ 7,2 mg/l (ot 4,7 -
11,8 mg/l) 3a neua Ha Bb3pacT Mexay 1 u 5 roanHa Bb3pact. AUC croitHocTHTe ca O1in

17,4 mg*h/L (anana3on 11.8-32.0 mg*h/l) u 16,5 mg*h/l (ananason 11.0-23.8 mg*h/l) B choTBETHHTE
BL3PACTOBH [PYIH.

Te3n cToliHOCTH ca B rpaHHLIMTE, OTYETEHH MPH Bb3PAaCTHU B TEPANEBTHYHH N034. B3 0CHOBA Ha
NOMyJ2UMOHHHA (PapMaKOKMHETHYEH aHAJIH3 HAa NEAUATPHYHH NALMEHTH ¢ pa3sIMuHU UHGEKLNY,
MPpeAnoaaracMOTO BpeMe Ha NOMYKHUBOT NpH Aeuarta € npubaunsurento 4-5 yaca ¥ 6MOHATUYHOCTTA
Ha nepopasHara cycneH3us sapupa ot 50 no 80%.

53 IlpeaknHHHYAH JAHHH 33 Oe30NacHOCT

Hexknunuunure NaHHU He NOKa3BaT oCOOEHH PUCKOBE 3a XOpaTa Ha 0a3a Ha KOHBEHUHOHATTHHTE
NMpOYYBAaHHA HA €JHOKPATHA 1033 TOKCHYHOCT, TOKCHYHOCT NMPH MHOMOKPAaTHO MPHJIOXKEHHE,
KaHLIEpOreHeH NOTEHUHaN M PeNnpoayKTHBHA TOKCHUHOCT.

IlonobHo Ha peauua APYTH XHHOMOHH, LMMPOPIOKCALHH € POTOTOKCHUYEH NPH KUBOTHH IPH
KAHHUYHO 3HaYMMH HHBa Ha eKcrno3uuua. Jlanuure 3a GoToMyTareHHOCT / POTOKAPLUMHOTEHHOCT
nokassart cjabu GoToMyTareHHH HIH POTOTYMOPOreHHH e()eKTH Ha LUNPOo(IOKCAUUH B OTIUTHUTE in-
vitro n npy xxuBotxHuTe. To3un edexT ¢ 6un cpaBHUM € TO3IK Ha APYTrHTe rHPa3HH HHXHUOUTOpH.

Cmasna nonocumocm. ~
KakTo ce ¢pobluaBa 3a qpyrute rapasHid HHXHOUTOPH, LMNPOQIIOKCALHH NIPHUYKHABA YRPCR
FOJIEMHUTE HOCELLW CTABH MPH HEAOHOCEHH JKHBOTHH. CTENEHTA Ha YBPEXKIAHE HA XPY LAY Panny
3aBUCHMOCT OT Bb3pacTTa, BHAA W [03aTa; ype)KIaHEeTO MOXKE [a C€ HaMallM, 4ype3 npe i
HATOBAPBAHETO HA cTarUTe. [IpOyUBAHHATA CbC 3pESIM JKUBOTHH (IUTbXOBE, Ky4eTa) He "

[0Ka3aTENCTBA 38 YBpeXKAaHe Ha xpylusna. B eqHo npoyusaHe npu MIaau KyyeTa roH4Ye N

a4 h
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BHNpohAOKCARUMH NMPUHHHABA TEXKH CTABHH MPOMEHH B TEPANEBTUYHU J03H, Clie]] [Be CEAMULIM Ha
NeYeHHeTO, KaTo TE€ BCE owie ce Habnioaaear M clieq 5 Meceua.

6. GAPMAIEBTHYHH JAHHHU
6.1 CnecbK HA NIOMON[HHUTE BelIecTBA

HATpHUEB JIaKTaT

HaTPUEB XJIOPH/
KOHLEHTpHpaHa COJIHA KUCENHHA
BORA 334 MHXKEKLIMH

6.2 HecLBMEeCTHMOCTH
JlekapcTBOTO He TpadBa N1a ce cMecBa ¢ APYTH JIEKapCTBa, OCBEH TE3H CMIOMEHATH B Touka 6.6.

OcBeH ako HE € NOTBLPACHA ChBMECTHMOCTTA C APYTH Pa3TBOPH/NEKAPCTBA, HHPY3HOHHHAT pa3TBOP
TpabBa BUHACK Ja ce NpHara OTAeAHO. BuaumuTe npu3HaLM Ha HEChbBMECTHMOCT Ca Harp. yTasdBaHe,
NOMbTHABAHE M NPOMAHA Ha LIBETA.

HecbBMECTHMOCT C€ NMOSBABA MPH BCHUKH HHOY3IHOHHU pa3TBOpH/IIEKapCTBa, KOMTO ca PHIHYECKH
WIH XMMHYECKH HecTabunHu npy pH Ha pasTeopuTe (Hanp. NEHHIWIMHA, XENapHHOBH Pa3TBOPH),
oco0eHO B KOMOHHALMA C pa3TBOPH, KopurupaHu A0 ankanHo pH (pH Ha pasTeopute Ha
uunpoduokcauus: 3.9 — 4.5).

6.3 Cpox Haroasocr

5 roannu

6.4 CpneunajnH yc/JIOBHA HA ChHXpaHeHHE

To3u JiekapcTBeH NPOOYKT HE H3UCKBA CMELIMATHH TEMINEPATYPHH YCIIOBHA HA ChXPaHEHHE.

Ia ce cbXpaHsaBa B OpUrHHAIHATA ONMAKOBKA, 3a Ja C€ Mpeana3H OT CBET/IHHA.
PasTBOp®T He TpaOBa Aa ce 3ampa3ssBa.

6.5 Buaa chAbLPKAHHE HA ONAKOBKATA

dnakoH, rymMeHa 3amyluaika, aTyMuHuesa samywanka: 100 ml uudysuonen pasrsop 200 mg/100 ml,

B KYTHUS.
dnakoH, ryMeHa 3amyianka, anyMdrnesa 3amytanka: 200 ml ungysuonen pazrsop 400 mg/200 ml,

B KYTHUA.

6.6 ChnensaJHH NpeANa3ZHH MEPKH NPH H3IXBbLPJAHE H padoTa

Lunpunon uHdy3HOHEH pa3TBOP € ChbBMECTHM ¢ (PU3HONOMHUEH pa3TBOP, Pa3TBOP Ha PuHrep, pa3Teop
Ha XaptmaH (PuHrepoB nakrart), 5% unu 10% rmokoszen pasteop, 10% pasrsop Ha ¢pyKkTo3a H 5%
rnoko3eH pasreop ¢ 0,225% NaCl wnu 0,45% NaCl.

ITo MHKpPOOHH NpHUHHM, IPH CMECBaHE HA LMNPOQIOKCALMH HHGY3HOHEH Pa3TBOp C APYTH
CbBMECTHMH C Hero HHY3HOHHH pa3TBOPH, TOH TpAOBa 1a ce npuiara HENnoCpeaACTBEH '
CMECBAHE.

7. TPHTEXATEJ HA PAPEIIEHHETO 3A YIIOTPEBA




KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, CnoBeHusn

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Per . Ne: 20000137 - 200 mg/100 ml]
Per.No: 20040069 — 400 mg/200 ml

9, JATA HA IIHPBO PASPEINIABAHE/TIOJHOBSIBAHE HA PASPEIIIEHHUETO 3A
YITIOTPEBA

JlaTa Ha nbpBo pa3pewasaHe: 05.06.2000 — 200 mg/100 ml n 16.02.2004 — 400 mg/200 m|

JlaTa Ha nocaenHo noaHosaeane: 20.06.2011 — 200 mg/100 ml v 09.10.2009 — 400 mg/200 ml

10. JATA HA AKTYAJININPAHE HA TEKCTA

17 1Onx 2026




