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Beaka dunmupana tabnerka ceanpska 400 mg mokcupnoxcawH (moxifloxacin) (KaTo XMAPOXIOpHA).
TNoMoiBo BeecTo ¢ W3BecTHO NelicTBIE: OUBETUTEN ChHCET )KhiTo (E110).

3a TLAHEA CHHCHK Ha NOMOLIHHTE BELIECTBA BHIKTE TOUKA 6.1

3 JEKAPCTBEHA ®OPMA

dunmupana Tabnerka

Tpoabaroraty, ASOHHOWITBEKHATH, O61e0 OparKeRR GHAMHPanA TabneTky ¢ AENUTENHA YepTa OT

eIHAaTa CTPaHa.

Jenwtensara yepTa e caMo 3a YACCHABAHE HA CYYTIBAHETO ¢ LN IO-NECHO FEATAHES, 4 He 34 Da3JC/IAHS Ha

paBHE TO3H.

PasmepHTe Ha Besgka TatneTka ca npybnusurento 20 mm x 8 mm.

4 KJINHHYHHA JAHHH

4.1 Tepaneprayan nNoKaIAHAA

Kumoxe & nokasas 3a JieueHne Ha cneljHiTe SaxTepraniy HHOEKUKH NpH NALUHEHTH Ha Bp3pacT 18 i
NoBeYe TOAHEY, IPHYHHEHH 0T OaKTepHY, YUYBCTBHTENHH KbM MOKCHAIOKCAUUH (BK. Toukd 4.4, 4.8

5.1

Tlpu cnenHnte nokasany MokcHbmokcauwn Tpalea fa ce H3NoI3Ba CaM0, KOTATO ¢ CMATA 32
HETOJXOSALIO A& C€ H3M0A3BAT APYTH aHTHOAKTEpHAIHY CPENCTBa, KOMTO O0HKHOBEHO C8 NPenophUusaT

3a JIeYCHUE HA TaKkuBa HHGeKIIHK:

- OcTop Gakrepuanes CHHY2HT (8Z€KBaTHO JHArHOCTHLMPAH)
- Octpu ex3auepbalui Ha XPOHUYHA 00CTPYKTUBHA Senoapobra 60ReCT, BRAIOMHTERHO BPOHXKT

(anexBaTHO AMArHOCTHLIMPAH ).

Tlpn caennnte nokasanus Kumokc TpsOBa Ia ce H3noN3Ba caMo Korato ynorpebara Ha npyru
anRTHOaKTEpHANHE CPEACTBA, KOUTO 0GHKHOBEHO C& NPENOPHUBAT 33 IBPBOHAYANHO NEYSHHE Ha TE3H
HH(EKIIAH Ce CMATAT 33 HeMOAXOALIM WIH KOTaTo JeHeHHeTo Ha HHdekunaTa ¢ GHI0 HeycnelwHo:




- Tlpunobura B 06LIECTROTO MHEBMOHHS, OCBEH B TEXKKH ClIyYay

- Jlexa no ymepena Ta30Ba Be3n2JIHTeNHA GonecT (T.€. HHGbEKIUH Ha rOPHYA TeHHTANSH TPaKT Ha
KEHHTE, BRIIOYHTETHO CANMHHIKHT U CHAOMeTpHT), He3 cebplan TyGo-0BapHanen HIY TA30B
aberec.

Knmokce He ce npenopbiea 3a ynotpeGa KaTo MOHOTEPANTHA [PH K’ AC YMEPEHA Ta30Ba Bh3NaNndTenHa
Gonect, Ho TpabBa Aa ce npunara B KOMGUHANMA © APYTO IIOAXOAALIO AHTHOAKTEPHAITHO CPEACTRO {Hanp.
nedarocHopyH) mopagH NOBHIUEHATA pe3HcTeHTHOCT Ha Neisseria gonorrhoeae KbM MOKCH(IOKCALHH,
OCBEH aKO PE3HCTEHTHATA KbM MokcH(nokcaiH Neisseria gonorrhoeae Moxe 2 Gblie H3KIIOUeHa (BX.
Touxku 4.4 1 5.1).

Knmokc MOxKe a ce M3n0i3Ba U 38 3aBLPIIBAHE HA KYPC HA JIe4eHue PR NANHEHTH, KOMTO Ca NOKa3anH
nozobpeHue No BpeMe Ha THPBOHAYATHOTO JleYeHHe ¢ HHTPABEHO3HO NPUIIOKEHHE HA MOKCH(IOKCALMH
3a c/IeAHHUTE [TOKA3AHHS:

- Ilpunobura B 06MIECTBOTO NHEBMOHMS

- YcaoxueHH HHGhEKIMH HA KOXAaTa ¥ KOXKHUTE CTPYKTYPH

Kunmoxkc He TpsOra 12 ce H3I0/3BA 33 3aI0YBAHE HA JICUSHHE 33 KAKBETO U IA € THN HH(peKuMs Ha KoxaTa
¥ KOMKBHTE CTPYKTYPH HIIH 33 T€XKa NHEBMOHUA, MprAoGuTa B 001IECTBOTO.

Tpa®sa na ce uMaT NpeaBU OPUOHAITHHTE YKA3aHHA 38 MPABUITHA yroTpeba HA aHTHOAKTEpHANHH
cpecTBa.

4.2 J03RPOBRKA B KAYAH HA UPHI0KEHHE

EO3HQOBK3. (BBE3pACTHH)

Mpenoptusanara a03a e eana Gunmupauna Tabnerka ot 400 mg BeaHEXK THEBHO.

Brbpeuno/uepnodpobro yepescoare

He ce nanara ananrpase Ha J03aTa NPH NALMEHTH C IeKO K0 TEXKO HapyileHne Ha Gnopedrara
DYHKUHA HAM OPH TAKHSHTH HA XPOHHYHAA ANANH3], T.¢. XEMOIHANH3A ¥ NPOXBIDKYTENHA aMOyaTOpHA
NEPHTOHEANHA TUaNu3a (BXK. Touka 5.2 3a nopede HHGOpMALIHA).

Hama qoctaTsuHo JaHHY 38 NALHERTH ¢ YBpelena YepHoapodHa pyHkuns (Bk. Touka 4.3).

Hpveu creyuanuu nonynayiu
He ce nanara kopurupase Ha Zo3aTa NPH NAHEHTH B CTAPYECKa BB3PACT M NPH NAUHEHTH ¢ HUCKO
TEIECHO TerIo.

ITeduampuuna nonynayus

Mokcugoxcauyn e NpoTHBONOKAa3aH Npy Aeua U oHowH (< 18 rogunn),

EduxacrocTTa H 6€3011acHOCTTa Ha MOKCHGITOKCALIMH MPH Aella i I0HOWIH HE 4 YCTAHOBEHH (BX. TOYKR
4.3).

Hauyx Ha npunoxenpe




Gunmuparata tabnerka TpabBa Ja ce NOTMbIIA UANA ¢ JOCTATHYHO KONTMYECTBO TEUHOCT ¥ MOXE [a ce
NpHEMa HE3ABHCHMO OT MPHEMA Ha Xpaua.

[IpoABILKHTERHOCT Ha IPHAQKEHHE

KuMoxe Tpsbpa f1a ce HINON3Ba IPH CAENHATA NPOSBIKKTENHOCT HA JEHEHHE:
- Ocrpa exsauepbanys Ha XxporHuHa obcTpyKTHBHA Genoapolfia GonecT, BRKMOYHTENHO GPOHXHT -
5-10 aun
- Ilpuacbnarta B 0OwectsoTo nHeaMoBHH -10 QHK
- Ocrop Oaxkrepranes CHHYIMT -7 MM
- Jlexa no yMepeHa Ta30Ba Be3nanyuTentHa Gonect -14 nuu
Kumokce e u3cnenBaH B KIMHAYHY NPOYUBAHKSA 34 Jedenne Ao 14 nm.

Cexeenyuanio (ukmpasenosno, nocredsano om nepopanio) Aeuenue

B KMHUYHE TPOYUBARHA ChC CEKBEHIMATHO JICUCHRE MOBEYETO MALUEHTH IPEMHHEABAT OT
HHTPaBEHO3HO KhM IIEPOPANHO JieYeHHe B PAMKHTE Ha 4 Anu (npuaotuTa B 0GINECTROTO IHEBMOHHMA) HITH
6 nuu (ycnoxHeHH HHGEKIHE Ha KOXaTa H KoKEuTe cTpyktypn). penopruranarta obima
HPONBIBKHTEIHOCT HA HHTPABEHO3HOTO H NIEPOPATHOTO feuene ¢ 7 - 14 nuH 3a npugoburara B
oB1uecTBOTO nHeBMOHYA H 7 - 2] IHH 33 YCIOKHEHH HHGEKIHH HA KOXKATA H KOKHHTE CTPYKTYPH.

[Tpenopbuutennata n03a (400 mg Be ALK AHEBHO) H MPOIBIKHTENHOCTTR H2 NEYEHAETO 32 JIeKYBaHOTO
NOKa3aHMe He TpaOBa 13 ce MPeBUIABAT.

4.3. TIpornBouokazauns

- CBPBXMYBCTBHTENHOCT KBM AKTHBHOTO BEIUECTBO, KBM JPYTH XUHOMOHH KJIH KbM HAKOS OT
MOMOIKEKTE BEIECTRA, H30pOeHH B Touka 6.1,

-  BpeMeHHOCT H KEpMeHe (BX. Touka 4.6),

- Ilaumwentn Ha BB3pact nop 18 ronunmy,

-  [Mauventn c anamuesa 3a 3a60ABaHe/HADYIIEHHAE HA CYXOMUANATA, CEBP3AHO C JEYEHHE C
XHHOJIOH.

B npeaxauHuyHA H3cTeIBaHus H B H3CHeABAHHSA NPH XOPa CIEHK eKCTIO3HIMA Ha mokcHbIOXCAIYH ca
HabntonaBany MPOMERH B ChP/IEUHATA eNeKRTPO(GU3HONOTHA Noa HopMaTa Ha yrbkasare Ha QT
HuTepBaia. [lopany Npuu¥Hy, CBLP3aHH ¢ Ge30NaCHOCTTA Ha IEKAPCTBOTO, MOKCH(IOKCALIHH e
MPOTHBOIIOKA3AH ITpH MALHEHTH ChC!

- Bpogmeno nnu noxymenTHpano npigobuto yasmkasawe Ha QT uureppana

- EnexTponutns cMymenss, ocoGeHO NpH HEKOPHTUPAHA XHNOKATHEMHS

- Kauununo 3naunma Gpagukapaus

- Knunuvno suadnma CBPACUYHA HENOCTATHUHQCT ¢ HAMAaNeHa (bp&KU.HS[ Ha H3IT/IACKBAHE Ha 1ABATa

Kamepa
- MuHana aHaMHe3a 33 CHMITTOMATHYHH APHTMHH

Moxkcunoxcanyy ke TpsGpa Aa ce NpHnara eHOBPEMEHHO C IPYTH NEKAPCTBA, KOUTO YIblixkasar QT
HHTEpBa/a (BX. ChINO TOUKA 4.5).




INopany OrpaHHYCHHTE KITHHAYHHA JAHHY MOKCHGIIOKCALKHN CHILO € HPOTHRONOKA3AH NPU NALHEHTH ¢
HapymeHa aepronpobHa dyrkuys (Child Pugh C) v npu nauyenTs ¢ nopdiueHse Ha TpaHCAMHHAZHTE
> 5 meTH Hag ULN.

44 Coenmannn npegynpexkaeHRs B IpeANasHyd MEPKH npH ynorpeba

Ynorpebata Ha Mokcadnoxcauus Tpa6pa 1a ce U305rBa NPU NANVEHTH, KOHTO Ca HMAAM CEPUO3HM
HEXeNaHy peakiuuy B MHHANOTO NPH ynoTpeda Ha NPOAYKTH, ChABDKALH XHHOIOHH HITH
dnyopoxuHononw (Rx. Touka 4.8). Jieuenneto Ha TeaM maumMeHTH ¢ MOkCcHGaOKCaIlHH TpA6Ba Ja ce
3a104Ba CaMo NpH JIUNICA Ha AITEPHATHBHM BE3MOXKHOCTH 38 IeUEHKE U ¢Nejl BAHMATE)IHA OLCHKA Ha
CROTHOMMEHHETO MOA3A/PUCK (BK. ChILO TOuKa 4.3).

TTonsara ot neyennero ¢ Mokcudokcalli, ocobeHo Npu HHGEKUHH C HHCKA CTENeH Ha Texkect, Tpabea
Aa bpae GanaHcHpana ¢ UBGOPMALIHATA, CHIBPXKALIA CE B Pa3fiena ¢ NpenynpeskIeH s v IpeanasHu
MEpKH.

Yavspxkasane oa QTc uHTEPBANa ¥ NOTEHIMANHHE KNHHUYHH CECTOSHMA, CHBPIAHK ¢ YAbMKasane Ha QTc
YcraHoBeHo e, ye Mokchdnoxcanns yaemkasa QTC HHTEpBala Ha eEKTPOKAPAHOrPaMATA IPH HAKOH
nannenTy. [Tpy ananwaa #a EKT, moaydeHy B nporpamMara 3a KIHHHYHO NPOYYBaHe, YALAKABAHETO HA
QTe ¢ MokcHbnoxcays e 6uno 6 msec + 26 msec, Koeto € 1,4% B CpaBHEHHE C H3XOIHOTO HHBO.

Thil KaTO XKeHHTE ca CIIOHHY 13 MMAT Tio-1bbr Gasos QTC nuTepBAT B CPABHEHNE ¢ MBIKETE, TE MOTAT
1a 6baT Mo-MyBCTBHTENHH KbM JeKapCTRa, yAbAxkasaum QTc, ITaunentdre B crapuecka BB3PACT ChILO
morar ja 6plaT No-NOAATIHEN Ha eeKTH, CBBp3aH ¢ fekapcTsa, sacaramy QT unTeppana,

JlekapcTsa, KOMTO MOTAT /la HAMANAT HYBATA Ha Kanuii, Tpa0Ba Aa ce HINONBBAT C MOBULICHO BHUMAKHE
P NAUHEHTH, NOIy4YaBal[l MokcHdIokcaunH (XK. CHINO TOYKH 4.3 u 4.5).

Moxkcudnokcauun Tpabsa fa ce npunara ¢ NOBUIIEHO RHAMAHHE [IPH NALHEHTH C NPOABIKHTETHH
NPOAPUTMHYIHH CHCTOAHKSA (0COOEHO NPH KEBH 1 NALUCHTH B CTAPYECKa BH3PACT) KATO OCTPa MHOKAPAHA
HCXeMun KiH yabixasane Ha QT MATeppana, Thi kKaTo TOBA MOXE A2 JOBENES OO IOBHLICH PUCK OT
BEHTPHKYJTAPHH ApDHTMHUH (BKIIOUHTEIHO forsade de pointes) 1 ChpaedeH apecT (BX. CbI10 Touka 4.3).
Crenenra Ha yxbmkasate Ha QT Moxe fa ce YBe/TUUK C HAPACTBAHE HA KOHIUCHTPAUHHTE Ha
nexapetroTo. CreaopaTesHo MAKCHMANHATA IHEBHA 1032 He TpaOBa Ja ce NpeBHIuasa.

AKO 110 BpeMe Ha TE€4CHHETO C MOKCH(IIOXCALIHH Ce NOABST NPU3HALY 33 ChPIEYHA APUTMHUA, JIEHEHUETO
Tpa6Rra fa Obae NpeycTaHOBEHO M A ¢e u3shpuri EKT.

CBpPBXYYBCTBHTEIHOCT/ 2IEprHYNY DeakIluK

Mma coolmenys 3a CBPBLXHYBCTBHTENROCT H ANCPrHYHH PEAKUHH ¢l THPBOTO NPHIOKEHRHAE HA
IYOPOXHHONOHY, BRIOYHTENHO MOKCHGIOKCAUMH. AHAQUIAKTHYHKTE PEaKilHy MOTAT A IPOTPECHpAT
A0 XKHBOTO3ACTPAILARANT IOK JOPH CAEl MbPBOTO NpUNoxkenue. B cnyyan Ha KIMAWYHHE NposBH HA
TEHKKH Peaki{HY Ha CRPLXYYBCTBHTEIHOCT, HPHEMBT HA Mokchlbiokcanuy Tpabea a ce MpeycTAHOBH U
Ja ce 3an0uHe MOAXOMAIRD NeYeH e (HAIlp. JeHeHHe HA [I0K).

Texxu yepHonpobHY HapyIeHNs

[Ipu neyeHre ¢ MOKCUPIIOKCAUHH HMa CbOGLIEHHA 32 CyYay Ha GYIMMHAHTEH XETATHT, NOTEHUMATHO
BoAEL, 10 YepHOAPOOHA HEAOCTATHYHOCT (BKIIICYHTENHO QaTATHE Cryyan) (Bxk. Toyxa 4.8). Iauuentnre
TpaGRa na ObJAT CHBETBAHH Jia Ce CRB{IKAT ChC CBOK JEKap NpeJy NPONbIKABAHE HA JICHCHHETO, KO




Pa3sBMAT MIPHIHALM ¥ CHMIITOMH Ha QyIMHHaHTHO YeproapobHo 3abonssane xaTo 6bp30 paseuBalla ce
4CTEHHA, CEBP3aHa C KBJITEHHNA, TEMHA YPUHA, TEHICHIMA KbM KbPBEHE HIIN 4epHoApolHa
enuedanonaTns.

B cnyuante, B KOMTO C€ NOABAT NPHIHALH Ha YepHOZPobHA OuchyHKUHS, TPpaGBa /A Ce HIBLPIUAT
TeCTORE/H3C/IeaBanns HA YepHONPpOOHATa hyHKIMA.

Texin koxHY HeXenaHE peaKiHy
Texxn xOXKHH HexXenaHy peaklui (severe cutaneous adverse reactions, SCARS), BKIIOUHTENHO TOKCHYHA

enuAepManta Hekposu3a (toxic epidermal necrolysis, TEN: u3BecTHa omle kato cusapom Ha Lyell),
cHuapoM Ha Stevens Johnson (Stevens Johnson syndrome, SJS) 1 ocTpa redepanu3npana
EK3aHTEMATO3HA myCcTyNo3a (acute generalised exanthematous pustulosis, AGEP), xonto Morar aa 6saar
HHUBOTOIACTPAIIABAILY HAH C ICTAICH HIX0J, €a CrOOIABARM NPpY NPUNOKEHYE HA MOKCUQIOKCAIHA
(x. Touka 4.8). KsM MOMEHTA Ha NpeanucBaHe nauuenTsT TpaGea aa Ooae HHGOPMHPaH OTHOCHO
NPHIHALNTE ¥ CHMITOMMKTE Ha TEXKH KOXKHK PeakinH, # Aa Dbae BHEMATETHO NpocneasBan. AKo ce
MOABAT [TPHIHALH ¥ CHMITOMH, NOKAIATENHY 32 Te3H PeakliiH, PUWIOKEHHETO HA MOKCHATOKCALHH
TpafiBa Oblie NpeycTaHOBeHO He3abaBHO, U [a ce 0OMUCIH ANTEPHATHBUO NeUeHNE. AKO NALINEHTST &
pasBuI cepro3Ha peakius xato SIS, TEN nmn AGEP npu npunoxesie Ha MOXCH(IOKCALNH, NEHEHRETO
¢ MoxkcHGIOKCaliHH NPH TO3M NALMEHT HUKOTa He TpAOBa Ja ce Bh3oGHoBARA.

[lanpenTy, NpepasnonoKeHH KbM IPHREATEUH

H3pecTHO ¢, e XHHOJOHHTE OTKIIOMBAT NpHNaxbiy. Ynorpefata npy nalideNTH ¢ Hapywenns #a ITHC
MK TIPY HATMYHE HA APYTH PHCKOBH (PAKTOPH, KOUTO MOraT Ja IMPeApa3noNoxKar KbM MPHNAABIY Ui A3
HAMAIIAT Para Ha NpHNansuuTe, Tpabsa Aa cTapa ¢ NOBHIISHO BHAMaKHe, B ciyJail Ha apHnatsu
JEUEHHETO ¢ MOKCHPNOKCAIMH TPAORa fa Oble npekpaTero H 12 Gpaat npeanpueT NOAXOIALE MEPKH.

ponsmxATen Y, HHBATHIHAUPAUIN K IOTEHIRAIHO HeOOPATHMH CEPHO3HE HEKETAHH JEKapCTREHH
peaxiu

Crob1mapa ce 3a MHOTO PeKH ClTy4au Ha NPOOBIKUTENHE (POIBIDKABALIM MECSL| WM [OJHHK),
HHBAJIMAH3NPAINY H NOTEHUHATHO HeoOPATHMH CEPHO3HH HEXEAAHH TEKAPCTBEHH PEAKLHH, 3ACATALH
Pa3nHYHH, NOHAKOrd MHOTO CHCTEMH B OpPraHuIMa (MyCKyTHO-CKENIETHA, HEPBHA CHCTEMA, TICHXUKA U
CeTHBHH OpPranH) OpH NALKCHTH, NONYVaBallA XHHOJOHH M (IIYOPOXHHONOHH, HE3ABUCHMO OT TAXHATA
BB3PACT H BeUe ChLUESCTRYBAIINTE PHCKOBH (akTopH. MokcdgnokcauuH TpsOsa 1a ce cnpe He3abasHo
MpH HBPBHTE NPH3HALY HIH CHMITOMH Ha BCSKA CEPHO3HA HEXKENARA Peaklns KaTo nauueHTHTe Tpsbsa
Aa ce IOCHBETBAT A Ce CRBPIKAT C TEXHUA Jiekap, Peanucan JeKapcTBOTO, 38 ChBET.

Hepudepua nepponarus

ma 0’50611!.3}1]451 33 cnyyay Ha CEH30pPHA HIK CCHIOMOTODHA MOAHHEBPONATHA, BOAEIIA JO NaApecTeInd,
XHNOECTE3NH, IU3ECTEIHMH KK CIaD0CT IPH NAUHEHTH, NONYYABALINA XMHONOHY W (UIYOPOXUHONOHM,
BKITIOUHTERHO MOKchdokeanwH. TTaunenture, nekysann ¢ Mokcudokcauuy, tpabsa aa Gwvaar
ChBETBaHK Ja MHGOPMHPAT CBOA NEKap Npeay MPOTBIKABAHE HA JEYSHUETO, AKO PA3BUAT CUMITOMH HA
HCBDOMATHI KATO Gonxa, napene, H3TPhENpane, CKOBAHNOCT HIIH CH&GDCT, 33 Aa CC NPEenoTBpATH
P23IBHTHETO HA HOTEHUHANHO HeoOpaTHMo cheToanue (BK. Touka 4.8).

Tcuxyuany peakunu
IMeuxuyny peakliMyi MOTAT 2 HACTHIAT AOPH M ClIe] ITbPBOTO HPHAOKEHHE Ha XMHONOHH, BKIIOUHTETHO

MOKCHMIOKCAUWH, B MHOrO pefiky ciyyas JenpecuaTa WM NCUXOTHIHETE PEakLyK cA NPOrPEcHPai Ao




MHCIY 38 cCaMOyOHICTRO U caMOHApaHABANI0 IOBEICHHE KATO OMUTH 3a camoyOuiicTBo (B, To4ka 4.8).
B ¢yvali ye nauMenTsT pa3Bye TAKYMBA peaklid, ynorpebara Ha moxcubnokcauuH Tpabea na 6bae
npeycTanoBeHa H Aa §p3at NpeInpUeTH NOSXO0ASIMM MepKy. [Ipenopeusa Ce NOBUIIEHD RHEMaHKE, KO
Mokcudokcalus TpAoBA A ce H3NOA3BA Npd NCHXOTHMHE NANHEHTH WM NPH TAUMEHTH ¢ AHAMHE3a 3a
MICUXWYHO 3a00NsBaHe.

Crbp3ana ¢ aHTHOHOTYK JUapHd. BKII. KOIUT
BBB BpB3KA ¢ YNoTpebdra Ha IIHPOKGCHEKThPHE ARTHOHOTALY, BKIIOUYHTEAHO MOKCH(IOKCAUHH, HMa

cp0o0ieHud 3a CBBbp3aHa ¢ auTHOHOTHK Juapus (AAD) u cebpsan ¢ anTROROTHK KoaHT (AAC),
BKJIIOYHTENHO NcesaoMeMOpaHO3eH KOHT ¥ Juapwn, cBbpaaua ¢ Clostridium difficile, xouto moraT na
BapHPAT N0 TEXECT OT Jieka JHapHs 1o ParaneH kouT. [Topany ToBa e BakHO A3 C& MMa TIPEABHA TasH
AHATHO3a MPH MNAUHUCHTH, KOHTO Pa3BUST CEPHO3HA THADHA N0 BpeMe Ha HIH cnefl ynoTpedara Ha
MokcHdIOKCAMH. AKO HMA TOKO3PEHNA 3a Wi ¢ noTRepAM AAD nin AAC, v3REpIIBaIIOTO CE
neveHne ¢ anTHbaKTepHantu CPeACTRa, BKIOUMTENHO MOKCHIOKCallHH, TpAOEA 44 ce IPEKPATH Y
He3abaBHO A3 ce MpeaAnpHeMaT afAEKBATHN TepaneBTHYHH MEePKH.

Ocger Topa TpaOBa Aa ce NpeANpUEMAT NOIXOANIIM MEPKH 32 KOHTPON Ha HHDeKIHHTe, 3a Jia Ce HaMaIH
PHCKBT OT npefapase. JlekapcTha, HHXHOMpPAIY NEPHCTANTHKATA, €A NPOTHBONOKA3AHH NIPH NALUMEHTH,
KOHTO pasBuAT CEPHO3IHA JHAPHA.

IlanyeHTH ¢ MHACTERHS I'PABHC
MoxkcudaokcauuH Tpabea Aa ce HINOA3PA ¢ NOBUIIEHO BHUMAHKE NPH NallHeHTH ¢ MHACTEHHA IPaBuc,

Thif KATO CHMIITOMHTE MOFaT 4a ce 060CTpAT.

TeHAWHNT ¥ Pa3KhcBAHE HA CYXQIKHINEG

TeHAUAAT ¥ PA3KECHAHE HA CYX0XKUNHE (MO-CHelHANHO aXHISCOBOTO CYX0XKHINE), NOHAKOTA
IBYCTPAKHO, MOXKE 1a c€ TOAYHH olle B paMKHTe Ha 48 yaca OT 3amouBaHe Ha IEUEHUETO ¢ XMHONOHH H
dnyopxnHONOHY KaTo UMa ChOOIEHNS 3a TaKHBa, Pa3BHIH ce AOPH A0 HAKOIKO Meceua ciexn
NpekpaTABaHe Ha NeueHueTo (B, TOUKY 4.3 # 4.8), PHECK®T OT TEHAMHHT H Pa3KBCBAHE HA CYXOKHIIHE CE
NOBHINABA MPH [10-BH3PACTHA MALMEHTY, TTAUKHEeHTH ¢ GBOpedHo yBpexane, MAlHeHTH ©
TPAHCIAGHTHPAH COIHJIEH OPraH ¥ TaKuBa, 1eKYBaHM ChITPTCTBAWO ¢ KopTHkocTepounn. [To Tasn
NpH4YHHA CHIBTCTBAULATA yIOTpeOa Ha kKOpTHKOCTepOHak TpaDRa aa ce A3bsrsa.

[Npu DePEHA NPA3HAK HA TEHAHUHUT (Hanp. O0Je3HeH0 NOAyBaHe, BE3NANCHHE } TEUEHHETO ©
MOKCHGIOKCaluH TpabBa Ja ce NPEKpaTy ¥ 1a ce 00MUCNY anTepHaTHRHO NeveHue. Jacernarun(te)
Kpaitruk(un) Tpabea aa 6wae(ar) nekypas(y) no noaxogsn HavuuH (ranp. oGezarmkeane). He tpabea na
CE H3NOJI3BAT KOPTHKOCTEPONIH, aKO Ce OABAT MPHM3HAUY Ha TedJHHONATHS,

AHE:BQHSMH H OUCEKALIH HA a0pTaTd 1 Qervnrmagml HEOOCTATHYHOCT HA CEPACYHNATE KIIAIH

EnuneMronoTHYHHTE NPOYYBAHKA [TOKA3BAT HOBHINEH PHCK OT AHEBPHU3MA U NUCSKAlls HA aopTaTa,
ocoGeHO NPH NAlWeHTH B CTAPYECKA BB3PACT, KAKTO H OT PErypruTaHHA Ha AOpPTHAT2 W MHTPATHATA
Knana cnen ynorpeba Ha GayopoXHHONORNK.

Coobuieny ca ciyJal Ha aHEBPH3Ma Ha a0pTaTa, IOHAKOra YCI0XKHEH) NOpajy pa3KbCBaHe
(BIUTFOYHTENHO ¢ JETANCH H3X0A) ¥ PerypruTalia/HeJOCTATBYHOCT Ha HAKOH 0T ChplIeYHUe KAy [IpH
MAUHEHTH TPHEMalIH GNyopOXHHOIOHH (BK. TouKa 4.8).




3aropa (h1yopoXMHONOHUTE TPAGBA Aa C& HINOMIBAT CaMO CIIe/l BHHMATENHA OLEHKA Ha CbOTHODIEHHETO
Ton3a/pHCK H CE pasriexaade Ha ApYrd TepaneBTHYHH BE3MOKHOCTY IPH NALHEHTH C MONOKHTENHA
(GaMHIHA aHAMHE32 33 aHEBPH3MA WM BPOJICHA AHOMATMA HA CBPASYHATA KJIANA, HITH MPH HaRHEHTH,
JHArHOCTHUMPAHH ¢ IPESAIIECTBANIA AHEBPHIMA H/HIR AHCEKALHS HA 20PTaTa, UV BPOIEHA aHOMANKS
HA CHPACYHATA KJalla, HJIM NPY HANYYHE HA IPYTH pucKosH dakropu unu 3abonapanus,
npenpasmonaramI:

- KAKTO 34 aHEBPU3Ma HA aOPTaTa, TAaKa H 32 NHCEKUHI H PETYPTUTALUMA / HEIOCTATHYHOCT Ha
ChpAieuHAaTa KJiana (Hanp. HapyWIEHHA Ha CHEAHHKTEIHATA THKaH, KaT0 CHHAPOM Ha Mapdan,
cungpoM Ha Enepe-Jlannoc, curapom na Tepasp, Oorect Ha Bexuer, XUNepTOHHS, PEBMATOHICH
apTHPT) WK JOMBAHUTETHO

- 33 aHERPU3MA M JHCEKUHA Ha aopTaTa (HAnp. BaCKyJapHH HapyINCHHA KaTo, apTePHUT Ha
Takascy, rErasTOKAETE4EH apTEPUT, H3IBECTHA ATEPOCKIIEPO3A MM CHHAPOM Ha CvopreH) wim
JON'bIHUTENHO

- 33 PErypruTanus/HeJoCTaThYHOCT HAa ChPAEYMATA KNana (Hanp. KHGEeKIHO3eH eAHOKAPAHT).

PHCKEBT OT 4HCBPH3IMA H JHCCKAUMA HA a0PTaTa U TAXHOTO pasKbCBaHE MOXKE CEILIO [d C¢ YBCIHYH MpH
NapHeHTH, JTCKYRaHN €QHOBPEMCHHO CbC CUCTEMHH KOPTHKOCTEPOHIH.

B crnyuait Ha BHe3anHa Gojka B Kopema, rphIHHAS KO Wik repla nauueHTuTe Tpabpa 4a 6paar
NOCHBETBAHH Ja Ce KOHCY/ITHPAT He330aBHO C exap B CIelIHO OTAENCHHE.

[TannenTture TpsOBa na GLaaT MOCHBETBAHYM A3 NOTHPCAT He3afaBHo MeqULIMHCKA MOMOIL B CTyuaii Ha
0CTpa QUCRHER, NOABA HA chpuedueHe (MANNUTALIHY) UK PA3BATHE HA OTOK HA KOPEMA WIH ACNHHTE
KpaliHUIM.

HanyenT ¢ 6u0peuto yepexnane
[Taukenture B crapyecka Bb3pacT ¢ GxOpeyHH Hapymenya TpaGra Ia U3NON3BAT MOKCHGIOKCALUMK

BHHMATENIHO, 8X0 HE ¢4 B ChCTOAHUE Ja NOANBIKAT AleKBATeH NPUeM Ha TeYHOCTH, Thif KaTo
ASXMIPATAUMATA MOXKE 4 YBENUYH pHCka oT 6b6pedHa HENOCTATHYHOCT.

Hapymenus Ha 3peHHeTo
AKO BE3HHKHAT HapyUIeHNs HA 3PeHHETO WY HAKAKBU edekTH BRPXY oumte, He3abaBHo tpatpa xa ce

NOTHPCH KOHCYITAUNS CBC CHIELHATHCT (BXK. To4kR 4.7 1 4.8).

,EHGI‘J]HKCMHS]

Kakro np# BcHYKH XHHOIOHH, H NPH MOKCH(ITOKCANWH HMAa ChOBIMEHHs 3a HApYIUeHKs B HUBATA HA
KpbBHATA 3aXap, BKIIOYBALIM, KAKTO XUIOTIMKeMHMA, Taka i XdnepriakeMn {Bx. Touka 4.8). llpn
NaUMEeHTH JeKYBAHH ¢ MOKCHAJIOKCALHH ¢ HabNIOAARa AUCTTIHKEMHES IPEYMHO NPH NALUEHTH B
CTapuecka BB3pacT ¢ nwabeT, Ha KOMTO €& MPWIAra ChIhTCTBALIA TEPAITHS C IEPOPattH
XHOOTIHKEMMYHH CPEACTEA (HaHp. cyadonunypea) uan ¢ uacynud, ChobillaBaHu ca cayyan Ha
XHIOTIHKEMAYHA koMa. I1penopbyka ce BHYMATENHO MPOCHEANBAHE HA IIOKO3aTa B KPLBTA NpH
nanueHTy ¢ saaber.

HQCQOTBQ&THBBHC H3 DCAKIUH Ha QOTO‘-]!ECTBHTCHHOCT




HagecTHO €, Ye XHHONOHUTE NPHYHHABAT PeaKiiy Ha GOTOYYBCTBHTENHOCT. BLApEkH TOBA
NPOYYBAHHATA TIOKA3BAT, Y€ NIPH MOKCH(IOKCAUHH UMa NO-MANBK PHCK OT Bh3HHKBAHE Ha
$OTOUYBCTBUTENHOCT.

HesasuciMmo 0T TOBa MagHeRTHTE TpAOBa 1a OBAAT ChBETRAHY Ja U3OATRAT KCHO3ULUA HA
ynTpasHoneToso obrsuBane HiH o6IRHpPHA H/HITH CHIHA CIBHYEBA CBETIHHA [0 BpEME HA JIEYEHHETO ¢
MOKCH(IIOKCALIHH.

HairiedTn ¢ MIUT Ha THoKe30-6-hocdat ge reHasa

[NauuedTHTe C haMILTHA aHAMHE3a WM ¢ AeHCTBHTENeH AedHUUT Ha rOK030-6-hocdar nexuaporedasa
Ca CKIIOHHH KbM XeMONHTHYHH PeakilHH, KOTATO Ce IeKyBaT ¢ xuHomoHd. CAeRoBATENHO, HPH Te3H
NallHeHTH MOKCHGIOKCAIWH TPS0Ba Jia ¢ce Npuiara ¢ IOBHIIEHO BHHMAaHHE,

TTanueHTKH ¢ Ta30Ba BEIOANATEIHA 5ONECT
Tlpu mauyeHTKH ¢ ycnoxKHeHa Tasora Be3nanutTenHa 6onect (Hanp. cebppaana ¢ Tybo-0BapHaNeH WiH

Ta30B abCLec), 32 KOUTO CE CUHTA, Ue € HeOOXOMMMO HHTPABEHO3HO JIeUeHue, NeveHneTo ¢ KuMokc He ce
RPEROPBYBA.

Tazosara pe3nanurenna Gonect Moxe Ja 051¢ IPHHHHEHA OT PEIHCTEHTHATA KBbM (IIYOPOXHHONIOHH
Neisseria gonorrhoeae. CneaoparesiHo, B TAKHBA CNIyYal EMITHPHYHO TPHIOKEHHAT MOKCHGIOKCAUHH
Tpabba aa ce npunara €AROBPEMEHHO ¢ APYT NoAXOMIL aHTUOKOTHK (Hanp. uedanoclopun), OCEeH aKo
Moxke fa §bAe H3KTIoueHa Pe3HCTEHTHaTa HAa MoKcH(piokcalun Neisseria gonorrhoeae. Axo He ce
NOCTHIHE KTMHHYHO NORXOOpeHHe ciiel 3-nHeBHO JeueHHe, jleuenneTo TpafBa Ja ce npepasrie/a.

TTanpeRTy Che CHENHMATNH YCIOKHEHH HHGEKIMM Ha KOXKAaTa H KOKHUTE C u (¢SSSI
KiHHHyHaTa epHKACHOCT HA HHTPABEHOIHO NPAIIOKEHHA MOKCHBNOKCALMH IPH JIEYEHHE HA TEXKH
uH(eKnHn crnen H3rapaue, GacuiT i Hadekuy Ha AMaGeTHO CTHAANO ¢ OCTEOMUENNT He € YCTaHOoBEHa.

BaaumoneiicTeae ¢ GHOMOTHYHN TECTORE

Jlenenuero ¢ MoxcndoxcanuH MoXe 1a IOBJTHAE HA TECTA ¢ KyNTYpa 0T Mycobacterium spp. upes
NOTHCKaHE HA MHKOOAKTEPHAIHHA PACTEX, RPHIMHABaHKY BaNuyBH OTPHLIATENRH Pe3yATaTH B ipoly,
B3ETH OT NALMEHTH, KOUTO TONYYaBaT MOKCHIOKCAUMH B MOMEHTA.

Haupenty ¢ vadexnnn ¢ MRSA

MokcHIOKCalK He ¢€ MPenopbaBa 3a NeYeHne Ha HHOEKIMY C MeTHUMIHH-PE3HCTEHTEH
Staphylococcus aureus (MRSA). B ciyuait Ha mogo3upana uix nOTBbPAEHA HHPEKINS, IPHYHHEHA OT
MRSA, neyenunero TpabGBa fa 3amovHe ¢ MOAXOAAMIO AHTUGAKTEPHAIHO CpencTBo (BXK. TouKa 5.1).

[enuarpuyng nonynamMs
[Mopajay HexenaHuTe peakiuy BEPXY XPYLsIa NP FOBEHHIHE XHUBOTHH (BxK. Touka 5.3), ynotpebata Ha

MOKCH(IOKCAIIHH NpH Jela K loHomy < 18 roauny e npotuBomokasasa (B, Touxa 4.3).
Kumoke cbabpxa cbHCeT KBATO anyMunnes Jak (E110): Moxe aa Npenn3suka alepriiHy peakiui,

Knmoke chanpxa mo-manko ot 1 mmol warpit (23 mg) Ha eana tabnerka, T.e. MOXKE A3 CE Kake, 4e
IPAaKTUYeCKH He ChAbpika HATPHIA.




4.5 BaaumoneiicTBHe ¢ APYTH JEKAPCTBEEE BTPOAYKTHA H ApYTrH GopMu Ha B3anmogeiicrane

BaanMonelicTBIg ¢ KEKAPCTBEHY NPOAYKTH ,
He moxe na ce u3kumoun auTHREH edexT BbpXy yabkapanetTo Ha QT HHTepBana MpH MOXCHGIOKCAUHH

¥ JPYTH NEKAPCTBEHH MPOAYKTH, KOUTO MOTAT da yAbaxar QTc unteppana. Tosa MoXe 1a 1oBefe A0
HOBHUIEH PHCK OT BERTPHKY/IZpHH APHTMEH, BKIIOUHTENHO torsade de pointes. CliefoBaTeHo
€NHOBPEMERHOTO NPHIIOKEHYE HA MOKCH(NOKCAUUH ¢ HAKOH OT CAEAHNTE NEKAPCTBEHH TIPOAYKTH €
TIPOTHBONOKA3aHO (BXK. CHIRO TouKa 4,3):
- AHTHAPMTMUYHY CPEACTBA OT Knac [A (Ranp. XHAKIUH, XHAPOXHHUAWH, AH3OMHPaMHL)
- AHTHAPHTMHYHU cpeAcTBa oT kaac [ (Ranp. amuonapon, coranon, AodeTunnn, HOYTUITA)
- aHTHICHXOTHYHH CPEACTEA (Hanp. PEHOTHAIHHH, THMO3U, CEPTHHAON, XATONEPHI0,
CYTTOUPHI)
- TPHUHKAHYHH BRTHAENPECaHTH
-  ONpeNeneHH aHTUMHKPOOHH CpencTBa (CAKBUHABHD, CAPQIOKCAILMH, EPHTPOMHELMH i.v.,
TEHTAMHANH, AHTHMANApPHIIHA cpeacTsa, ocobero XanohaHTpyn)
- onpejeneH:u AHTHXHCTAMUHH (TepdeHaliiH, aCTeMU30N, MI3ONACTHH)
- Apyru (uMcanpuj, BASKaMHH i.v., Genpuaun, aadeMannn).

Moxkcugnoxcamu Tpabea 1a ce W3NOI3BA C NOBUUIEHO BHUMAHUE NP NAUHEHTH, KOUTO IPHEMAT
JEXapCTBa, KOMTO MOraT Aa MOHMKAT HHBATa Ha Kannif (Hanp. OpHMKOBY U THASHUIHM AUYPETHIM,
JlaKCaTHBH H KITM3MH [BHCOKM JIO3H), KOpTUKOCTEpou M, amboTteputms B) wiu fekapctea, kouto ca
CBBP3aHY ¢ KIMHAHYHO 3HaUMMa Opafukapaus.

TpabBa na ce 0cTaBH MHTEPBAJ OT OKONO 6 Yacd MEXAY NPHAATAHETO HA MPORYKTH, ChIBDKALIN
OUBAICHTHA MM TPUBANEHTHH KATHOHH (HaNp. aHTHAAIH, ChABPXALIM MATHE3IHH WITH ATyMHHHI,
RuaadoIMH TabneTky, cykpandar 1 CpencTBa, ChALPKALNY XeA30 W UHHK) H NPUAAraHeTO Ha
MOKCHIOKCAIMH.

EnHoBpeMenHOTO NPHIOKESHHE HA AKTHBEH BEIICH C NepopanHa zo3a oT 400 mg MokcunoKkcaukH Boan
A0 M3pa3eHa NPeseHUKA Ha abCopOLMATa Ha IeKAPCTBOTO W HAMATIEHA CHCTEMHA HATIMYHOCT Ha
nexapeTBoTo ¢ noseye ot 80%. [Topany ToBa enxoBpeMeHHaTa ynoTpeba Ha Te3 ABE IeKapCTBa He ce
npenopbyBa (C U3KIIOYSHHe Ha CTy4aHTe Ha Npeao3Hpane, B, ChIo Touka 4.9).

Chen MHOTOKpaTHO A03UpaHe NPH 30paBK A0OPOBOILIH MOKCH(IOKCAHH NOBAILABA Chnay HA JUTOKCHH C
npulnusuTento 30%, 6e3 xa nopansea AUC uny Hali-HuckHTe Huga. He ce n3uckear nmpeanasHu MepkH
1pH ynorpeda ¢ AUTOKCHH.

B npoyusanus, NpoBeseHn NpU R0OpoBONLH ¢ AxadeT, eHOBPEMEHHOTO HPIIIOKEHHE HA NepopaneH
MOKCHPIOKCAMA ¢ TIHOSHKNAMUA BOAH A0 HaMansBaHe ¢ nprbiusnTenno 21% Ha NUKOBHTE TIA3MEHY
KOHIeHTpauuy Ha rmubeniiamui. KoMOHRaunaTa ot riMOeHKIAMIA H MOKCHOIOKCAUMH MOXKE
TEOPETHYHO 2 NOBeJE A0 JeKa ¥ MPEX0/HA XHeprinkeMns, Brnpekn ToBa HabmonasaHnTE
dapMakoxMHETHYHH TPOMEHH 38 ITHOSHKIAMU HE Ca JOBeNy 0 OpOMeHH BbB GapMakonuHaMEYHUTE
napaMeTpH (XpBBHA FIIOK033, HACYHH). CienoBaTenso Mex gy Mokcugaokcauu H rubeHkaaMus He e
HabnofaBaHo KIWHIYIHO 3HAYHMO B3AHMOZEHCTRHE,

Hpomenu ¢ INR




Tonam 6poii cny4ay, NOKa3BallH NOBHILABAHE HA 2KTHBHOCTTA HAa NEPOPATHHUTE AHTUKOAryYIaHTH, Ca
ChOOUISHH [TpH NALHESHTH, NOMy4aBanH aHTHOAKTEPHANHM CpelcTRa, 0co6eno GayopoXuHoIoHH,
MaKPOJIHH, TETPALNKIMHHE, KOTPHMOKCA30. H HAKOH Hedanocrnopaid, MH(eKIHO3nATE B BR3NANTUTENHH
ChCTOAHMA, BE3PACTTA B OOIIHAT CTRTYC Ha NAUKMEHTA M3rIex A ca puckosy dakropu. Ipu Tesu
OGCTOATENCTEE € TPYIHO Ja c& NpeleHH Jany HHPEKUNATA KK ISYEHHETO ¢a IIPUNHHHAH HAPYLICHHETO
Ha INR (MexayHapoaHo HOpMandsHPaHO ChOTHOLIEN e, international normalised ratio). [Tpennaina
MApKa, KOATO MOME A2 ce npennpreMe, ¢ INR aa ce Habmonaea mo-4ecto. Axo € He0OX0AHMO, 2034Ta HA
NepOpaNHus aHTHKOAryNaHT TpabBa a ce KOPHTUpa, KAKTO € HOAXONTILD.

Kannuuny npoydYsaHus He NOKA3BAT B3aAMMOLEHCTBIA Clel eAHOBPEMEHROTO TIPHIOKEHHE Ha
MOKCH(NOKCAUHH C: PAHHTHAWH, TPOOSHEHN, NEPOPANHE KORTPALIENTHRY, KAAlneRH Jo0aBKH, MOphHi,
OpHAAraH NapeHTepanto, TeoGHNuH, IHKIOCIOPHH WITH HTPAaKOHA30L,

In vitro npoyuBanus ¢ YOBEIUKH eH3MMY OT rpynara Ha uutoxpoM P450 nogkpenst tezu naxoaku. Karo
€C UMAT NpeBA] TE3H PEIYNTATH, € MANKO BEPOATHO MeTabonuTHO B3aHMOHBﬁCTBHe 9pes3 EHIUMHTE OT
rpymara ga uuroxpom P450.

BaanmogeticTue ¢ xpana
MoxcHrokcalH HAMA KIHHAYHO 3HAYMMO B3aUMOJIEHCTBHE C XpaHH, BKIIOYHTENIHO MISYHH IIPOJYKTH.

4.6, DepraauTeT, GPeMEHHOCT H KhpPMEHE

EpeMennocy
BesomnacrHocTTa Ha MokcHduokcania npa GpeMenHOCT IPH X0pa He ¢ cuexena. [IpoyuBaunaTa npy

XHBOTHH [T0Ka3BaT PENPOAYKTUEHA TOKCHYHOCT (B, Touka 5.3). [ToTeRIManHUAT PHCK OPH XOpa He €
m3pecTed. [lopany excriepuMeHTanHuA PHCK OT YBPEXAaHe OT (pIyopoXHHONOHY HA XpyLIina B
HOCEUIHTE CTABH NPH HE3PEH XKUBOTHH M 0OPATHMHE YBPEXKJAHUA HA CTABHTE, ONHCAHH NDH Jeua,
NOJYYaBaAIH HAKOH DIyopOXAHONOHH, MOKCH(IOKCAUHH He TpAORa 2a ce H3MON3Ba IPH OpeMeHHH
KeHd (e, Touxa 4.3).

Kepmene
JIHIICBAT AaHHM 32 KbpMEIM XeHl, TIpe Ak TMHIMHITE JaBH: TOKA3BAT, M6 MKl KOMHYECTRA

MOKCH{(IOKCAIIME Ce cexpeTHpaT B KbpMarTa. [Topaau mincara da AaHHH NPpH X0pa B Nopaan
eKCISPHMEHTAIHHA PHCK OT YBPEXAAHE OT (hIYOPOXHHONIOHH HA XPYIIALA B HOCEI[UTE CTaBH TIPH
He3peNy SKBBOTHH, KbPMEHETO € POTHBONOKA3AHO 110 BPEME Ha ISHEHHETO € MOKCH(DIOKCAIMH (BXK.
Touka 4.3).

Geprunurer
Npoy4usaruaTa NpH XKYBOTHY He NOXA3BAT YRPEXKAaHe Ha depTunurera (BxK. TouKa 5.3).

4.7 EdexTn 8Bpxy crocobHoeTTa 33 wodnpane H paGoTa ¢ MAIMUAH
He ca napbpiliBasy poyusanus Ha MOKCHIOKCAIMY 33 e(PEKTHTE BEPXY CMocoGHOCTTA 3a miodBpane ¥

paboTa ¢ Mamnsy. Benpekn Toa dIyopOXVHONOHKETE, BKIIOYHTETHO MOKCH(UIOKCAHHH, MOTaT 1a
JOBeJaT KO HapywasaHe Ha cIocoGHOCTTa Ha nandenTa aa wodnpa Wiy 1a paboTu ¢ MAluHHY Nopain




peaxnuy Ha [THC (sanp. samasHocT, ocTpa npexolHa 3aryba Ha 3apeHue, BX. Touka 4.8) uny ocrpa
KpaTkoTpaliia 3aryba Ha Cr3HaHMe (CHHKON, BX. TouKa 4.8). [Mausenture Tpabsa Aa GbaaT chBETBARU A3
RabonaBaT kak pearHpar Ha Mokcublokcauys npefs 1a wodHpar wik paboTAT ¢ MalIHHY.

4.8 Hexeaann nexapcTBeHH PeaKnNAR

To-mony ca u3bpoeHH HexeslalTe peakiyyy, 6a3upany Ha BCHUKY KIMHHYHHA NPOYYBAHUA W HOTYSEHH
OT NOCTMAPKETHHIOBH Chobuiehna ¢ Mokcudrokcauus 400 mg (nepopanHe 1 CeKBEHLHANHO JieueHue),
COPTUPAHH 110 AECTOTA:

OcBeH rafeue n JHAPHAs, RCHYKH HEKEIAHH peakiH ca HabmoJasany ¢ yecToTn nog 3%.

[Tpn BesAKO IPYIIAPaNE B 38BUCHMOCT OT MECTOTATA, HEXKEAAHHTE NEKapCTBeHH PeaKlnn ¢a u3GpoeHH B
HH3XOAAIL Pl [0 OTHOLIGHHE HA TAXHATA CEPHO3HOCT. UeCcTOTUTE Ce OnpenenaT KaTo:

- gecrn (=1/100 5o < 1/10)

~  HewectH (>1/1 00 g0 < 1/100)

~  peaxs (= 1/10 000 no < 1/1 000)

- MHoro penxu (<i/10 000}

~  C HeM3BECTHa 4ecTora (0T HAMHUHMTE AAHHY He MoXe Ja ObJie HaTnipaBeHa OLeHKa)




Cacremo- Heern Heuectn Peaxn Maoro penku C Hem3pecTHa
opraneu 9ECTOTA
kaac (MedDRA)
HAndexnnn n Cynep-
ardecTanBEn HAQERUHY,
AbILKALH ce Ha
pe3UCTeHTHH
OakTepuH WK
I'bOHYKH,
HATIp. OpaNiHa
BardHATHA
KaHAH103a
Hapymenns Ha Anemus YBenmueno
KPBLBTA H JleBxoneHua(u) HHBO HA
numgRaTa HeyrporieHns npoTpoMOuH/Ha
CHCTEMA Tpombouurone maneHo INR
HHS ATpaHyRouHTO-
TpoMGoumTEMH 38
a1 IMauugToneHus
KpoBhHa
e03HHOPHINA
YaiwmxeHo
npoTpoMOHHOBO
BpeMe/yBemu4IeH
o
INR.
Hapymenns na Anepruinu Anadunakchs,
HMYHHATA peaxkunu BKJI. MHOTO PAIKO
cacTeMa (Bx. Touka 4.4) | KUBOTO3ACTPA-
NIABAI
MoK {BXK. TO4Ka
4.4)
Anepruved egem/
aHruoeIeM
(BKNL
JAapuATeanex
OTOK,
MIOTEHUHATTHO
HHBOTO3ACTPA-
LIaBEIL,

BXK. T04Ka 4.4)




Hapywiepns na CuuapoM Ha
C€HIOKPHHHATA HeanexBaTHa
CHCTEMA CeKpenms Ha
BHTHAMYPETHYH
W% XOpMOH
{SIADH)
Hapymeann na Xunepnunuge- | Xunepriaukemuss | XHNOTIHKEMUS
merabonnsma u Mus Xunepypukemus | XunoraMKeMAy-
XpaHEeHeTO Ha Koma
Meuxnuun Peakinn na EmonHonansa Henepconanusa
Hapymeunn* TPEROKHOCT nabunHOCT oA
[Meuxomoropua | Hdenpecus (s IcuxoTnunn
XHNepakTUBH- MHOTO peaKH PeakiHH
oct/ cmyyau (nmoTeHuManHo
BB30yna MOTEHIMANHO 3aBbPHIBAIIH
3aBLPINBAlA OBC | CbC
CaMOHapaHABaI0 | cCaMOHApAHABA-
NOBeJeHHE KaTo | IO MOBENESHHE
CYMLIHAHU KaTo
HaealliH/MUCIH CYHIHAHH
HITH OIHTH 32 HOealMH/MHCTH
caMoybuiicTsQ, HIIH OTIHTH 32
BXk. TovKa 4.4) camoyGrHCTBO,
XamonuHaumu BX. TOUKa 4.4)
Jenupuym
Hapymeund ua | I'maro6onue Hap-u Xunoecte3us Xunepecrezns
HEPBHATA Buene na cpaT | nusectesus Hapywenus Ha
cucrema * Hapywenus na | oGonsuuero
BKyCa {BKJ1. aKOCMHA)
(rxn. areysusa B | Ilatonorugns
MHOTO peaKH ChHHULIA
ClIyvan) Hapymena
O0bpKkRaHe 1 KOOPAHHALMA
Ae30PHEHTAlMA | {BKJ. HAPYIIEHHS

Hapyiuenns Ha
ChHA

{rraBao
Ge3cruue)
Tpemop
CBeTOBBpTEXR
CeHnHBOCT

Ha NIOXO/KaTa,
ocobeno

HOpalH
3aMagHOCT

HIIH
CHETOBBPTEK)
[Ipunaxsun BRI
rpasa man (Bx,
TouKa 4.4)
Hapymeno




BHHMAaHHE

Hapynienns Ha
roeopa
AMHe3us
Iepudepua
HEeBpPORATHA H
NOAUHEBPONATHS
Hapymenns ua 3puTenHn Qotodobng [Ipexoana
oudTe* HapYIISHHS, sary0a Ha
BKIL 3peHHE
TUILIONHA K (ocobeno
3aMbIIEHO B X0Jia Ha
3peHue peaKkuuuTe Ha
(ocobeno B HHC,
X0[a Ha BK. TOukH 4.4
peaxmHHTe Ha n4.7)
IIHC, sx. VBeHT u
To4ka 4.4) JByCTpaHHA
ocTpa
TPaHCHIMIOMHHA-
A Ha UpHca
{B3k. Touka 4.4)
Hapywenua na TunuTyc
YXOTO H YBpexaaHe Ha
aabupraTa* cryxa, BKJL
rmyxo07a
(0BuKHOBEHO
o0paTtaMa)
Copaeann YAeDKaBaHe HA | YIwkaBade Ha | BeHTpHKynapHu HeyrouneHu
Hapymepna** QT QT TAXHAPHTMHN APUTMHH
opu nauMeHTd ¢ | (e, Touka 4.4) | Cunkon (T.e. Torsade de
kunoxkanneMus | Copuebnere ocTpa | Pointes (Bx.
(k. Toukn 4.3 1 | Taxuxkapaus KpaTkoTpaiiHa Touka 4.4)
4.4) Mpeacopnro 3aryba Ha CupneveH apecT
MBAIEHE CBh2HAHHE) (mx. TouKa 4.4)
Anrnna
TIEKTOPHC
Conaopu Basomnaramua | Xuneprowus Backyaut
Hapymenuna** XunoroHus
PecnnpaTophd, Jucnues
TPHIHA H {BKIL.
MeIRACTARAIRN acMaTHIHY
HApYUICHUA CBCTOAHKSA )




Cromamino- lanene TTouwxkasane Ha | Hucdarus
HPEBHE IMoepbmate ANeTHTA Cromatur
HapyuleAus CTOMaIHOYPEB- | H HPHEMA Ha Cebp3aH ¢
Ha U KOpEMHA XpaHa aHTHOHOTHK
Gonka 3anex KOJIHT
Huapus Jucnencus {BKII.
Dnatyneanus nceeaomembpa-
I'acTpur HO3€H KOJIUT, B
ITosuieHa PEAKH Cy4an
aMHJIa3a CBhP3aH ¢
HHBOTO3ACTpA-
LJaBamM
YCIOKACHNA,
BXK. TOUKa 4.4)
Xenarobuan- Vpenuyabane Ha | YepHoapoGHo Kprrennna (OyIMUHAHTEH
apHA TpaHCaMHHA3IH- | YBPEeMAaHe Xenarut Xerarur,
Bapymenns Te (K. (rnagHO NOTEHIHATHO
MOBHINABAHE HA | XOnecTaTH4eH) BOJIEI /10
LDH) JCHBOTO3ACTpALl
INouuieH aBaiula
Opy6uH qepHOApoGHA
[NosHineHa HEJOCTATEYHOCT
raMarnyTamMuI- (xn. daranHu
Tpancdepasa CNy4a, B&.
YBenuyapaue Ha rouka 4.4)
askanmHaTa
¢pocdaraza
B KPBBTA
Hapymenusn Ha IpypuTtyc Bynosun koxuu | Octpa
KOKATA M O6pus peakuu¥ Karo | reHepanH3upa-
TOAKOKHATA Yprukapus CHHAPOM Ha Ha
ThKaH Cyxa xoxka Stevens-Johnson | eksanTemaros-
HIIM TOKCHYHA Ha MyCTyn03a
enuAepManHta (AGEP)
HEKponn3a
(OTeBIUATHO
WHBOTO3ACTpA-
1NABALIH,

BIK. Touka 4.4)




Hapymenns na Aptpanrus TeHIARUT (BiK. PaikbecBaHe Ha | Pabnomuonnaa
MYCKYJHO- Mnuanrus Touka 4.4) CYXOmKUIHE
CKeJICTHATA Mycxynum (Bx. Touka 4.4)
CACTEMA H KpaMIi ApTpHT
CLeAUNATEIRA- Myckyntn Myckynna
T4 ThKan* HOTPENBaHUL PHTHAHOCT
Myckynta Exzauepbanns
cnabocr Ha
CUMITTOMHTE Ha
MHacTeHUd
rpaBic
(83K, To4uKa 4.4)
Hapyweuns ma Hexunparanus | Bebpeuro
OnGpenuTe B YBpeXKAaHE
NHKOYHATE (Bka.
OhLTHING TIOBHUIABAHE HA
BUN n
KpeaTuHHHa)
Bbu6peuna
HENOCTATBHHOCT
(BK. ToUKa 4.4)
O6on Hepaznonoxe- | Orox
HADYILIEHHA H Hue (THaBHO
edexTr Ha CTEHHA HIH
MACYOTO yMmopa)
HA boneanenn
NMPHIGKeAAE™ CBLCTOAHNA
(BKIL. Bonka B
repbha,

rpuLAHKS KOLIL,
T332 H
KpaiHHIHTE)
Hanotseane

*Crofmaga ce 3a MHOIO peJIKH Cy4aH Ha MPOILMKHTEINY (10 MECSHY MM MOAWHH), HHBANUIMSHPAIIN
M TIOTEHUMATHO HeOOPaTHMH CEPHO3HH NeKApCTBEHH PeakLHH, 3aCAraliy HAKOMKO, MOHAKOTa MHOTO
CHCTEMO-OPFaHHH XJIAaCcOBE U CETHRA (BKI[[O‘-IH'I‘CIIHO PEaKUKM KATO TEHAHWHHT, PA3KECBAYE HA CYXOKHIAHE,
aprpanrus, 6oxka B KpaliHRUHTE, HapyUISHHE HA NOX0JKATa, HEBPONATHY, CBLP3AHH C NapecTe3uu,
Jenpecus, yMopa, HapyleHHe Ha NaMeTTa, HapyllcHHA Ha ChHA H YBPEKAaHe Ha CyXa, 3peHBETO, BKyCa
¥ 0DOHAHHMETO) FBB Bpb3Ka ¢ ynoTpeGaTa Ha XHHONOHH ¥ (pnyOPOXHHONOHH, B HAKOH CIy4aH,
HE3aBHCHMO OT Be4e CHUIeCTBYBAINTE PHCKoBY daxtopu (8. TovKa 4.4).

**T1pn nanueHTHTE, IpUeMaly GIYOPOXHHOAOHHU, ca ChOGLICHHA CIyHal HA aHEBPR3IMA H AHCEKANNS Ha
A0pTAaTAa, JIOHIKOra YCI0KHEHW NOpail pasKbCRaHe (BKMIOYHTENHO ¢ NeTaleH U3XO0A) K
perypruTauys/He0CTATEHHOCT HA HAKOW OT ChpIevHUTE Knany (BXK. Touka 4.4).




HiMa MHoOro peakH ciydau Ha cbobiliaBaHe Ha CENHUTE HEXeNAHH PEaklMH ciie/l iedeHue ¢ ApYru
thyOpOXHHONIOHH, KOUTO € Rh3MOXKHO J1a Bh3HHKHAT N0 BPeME Ha JeUEHHETO ¢ MOKCHPIOKCALIHH:
MOBUIIEHO BBTPEUEPEITHO HATATAHE (BIUIOUMTENHO NICERNDTYMOP LiepelpH), XuNepHaTpueMns,
XWNEepKAIHeMus, XEMOTHTUYHA aHEMH, peakuK Ha QOTOUYBCTBHTERHOCT (BiK. TOUKa 4.4).

Crofmagane Ha NOJACIAPAHA HEKETAHY PEAKTHA

Cro01mapaneTo Ha NIOZOZMPAHH HeXeNaHA PEAKUVHE Cle/ paspelaBaHte 3a ynotpe6a Ha IeKapCTBeHKA
MIPOAYKT © BaxkHo. Toka Mo3BONAEA A& NPOAB/IKH HaGMIOJeHNeTo Ha CHOTHOINEHHETO NOM3a/PUCK 38
JIEKapCTBCHUA NPOOYKT. Or MEAHIHMHCKUTE CIICMAINCTH C& H3UCKBA 1A C'BOGH.[&B&T BCHKA HOJO3HDaHA
HeXKenaHa peakuis 4pes:HsnbaunTelHa areHuys o Jekaperearayi. ,Jlaman pyes” Ne 8

1303 Codust

Ten.: +359 2 8903417

yebealit: www.bda.bg
4.9 Ilpeno3upase

Hama npenoprqany cneundyvay MepKH cel cayvaivo npenosupane, B cnygall Ha npeaosupane
TpalBa Aa ce NPHIMKE CHMITOMATHYHO NeveHne. Tpabsa fa ce u3sppiin MoHuTOpupane na EKT
MOpanH BE3IMOKHOCTTA 32 yArTxkaBane Ha QT uutepsana. EqHOBpeMEHHOTO NPHIOXKEHNKE Ha AKTHBEH
BBIJiEH ¢ Nepopanisa 103a ot 400 mg MokcHAOKCAIHH Lie HAMAIH CHCTEMHBATA HAITRYHOCT Ha
nexapcrsoto ¢ nopeye oT 80%. YnoTpebaTa Ha akTHREH BBITIEH B HA4an0TO Ha aGcopburaTa MOXKe Ja
Oblie noNesHa 3a NPpeJOTBPaTABAHE HE NPEKOMEPHOTO NOBHIUABAHE HA CHCTEMHATA SKCHO3RIINS Ha
MOKCH{IOKCALIMH B CJTy4aK HA MPER03HpaHe NPy NEPOPATHO MTPHIOKENRHE.

5 PAPMAKOJIOT HYHY CBOHCTBA
5.1 QapMakoIRAAMHYHEA CBOlicTEa

QapMakoTepalieBTHYHA Ipyna: XWHONOHORH aHTH(AKTepuanuy cpefcrsa, duyopoxanonouy, ATC xox:
JOIMA14

Mexanuypm Ha gelictrue
Moxcrdnokcalns uMa in vitro akTHBHOCT Cpelily BIKPOK CIEKTHD OT MpaM-MONOIKUTENHE # TPaM-
OTPHIATENHN NATOrEHH.

BaxktepuuMAaHOTO AeliCTBHE Ha MOKCHOIOKCALIHH € Pe3yNTaT OT HHXHOUPaHeTo U Ha JBeTe
ronousomepasu ThI I (JIHK rupasa w Tomousomepasa IV), HeoGxonumu 3a pennnKaLys, TPAHCKPHITLKS
¥ BB3CTaHOBABaHE Ha GaxtepnanHarta JHK. Marnexa, ue C8-MeToKCH rpynarta AONPHHACA 3a
HOBUINCHATA AKTUBHOCT M NO-HHCKATA CelfeKLHA Ha PEIHCTEHTHH MYTAHTY Ha TPaM-NIONOXKHTEIHN
Gaxrepun B cpasHenre ¢ C8-H rpynara. Hanuuuero va ronaM SMIMKIOAMHHOB 3GMECTHTEN HA NO3HUMA
C-7 npenoteparasa akTueHuA ediTyke, CBBP3AH ¢ #orA M pmrA rexite, HabNIONABAHYN NIPH HEKOH
rpaM-TIONIOXKHTENHH DakTepun,




PapMmaxoEHAMIYHITE TPOY4RAHHA TOKA3BAT, ¢ MOKCH(NOKCAUKH MpATEXaBa GaxTepHuuaIHO
JecTBHE, 3aBUCHMO OT KOHIIEHTpAUNATa. Y CTaHOBEHO €, Y MURHMaNHATE BakTepuluagu
xoHuenTpauny (MBC) ca B rparMuMTe Ha MUHMMATHHTS HEXKORTOPHH KORUeHTpaunu (MIC).

Edexr 8ppxy upeknara dilopa npu xopa

Crnenpure npoMeHH B YpeRHaTa uiopa ca Habmioaasauy Npu foGPOBONUH CISA MEPOPATHO BPHIOKEHHE
Ha mokcudunoxcanun: Ilpu Escherichia coli, Bacillus spp., Enterococcus spp. 1 Kiebsiella spp. ce
sabnionapa HaManenue, KAKTO H npH aHaepolute Bacteroides vulgatus, Bifidobacterium spp.,
Eubacterium spp. u Peptostreptococcus spp. Ilpu Bacteroides fragilis ce sabmoaasa yBenuyense. Tesn
TIPOMEHH ce HOPMAaJTHIHPAT B PAMKHTE Ha JIBe CeAMUIIA.

MexaHu3pM Ha pe3cTeHTHOCT

MexaHH3MHTE Ha PE3HCTEHTHOCT, KOHTO HHAKTHBHPAT IEHHITHITHHATE, edalocnoOpHHHTE,
AMKHOTTTUKO3K/IHTE, MAKPOIHAKTE U TETPALMKITHHUTE, HEe BIHAAT Ha aHTHGaKTepuaNHaTa akTHEHOCT Ha
Moxcupaokcanyus. JIpyrs MeXaHW3MH Ha PE3HCTEHTHOCT KaTo GapHepHTe cpelly MpOHHKBaHe (MecTo
Cpewlany IpH Pseudomonas aeruginosa) 1 MeXanu3MyTe 3a e(DIyKC MOTaT ChIIO Jia NOBNHAAT HA
YYBCTBUTEIHOCTTa KbM MOKCH(IOKCAKH.

In vitro pe3sBCTEHTHOCTTA KbM MOKCH(NOKCAIHH C& pa3BHBA MOCTAINHO Ype3 MYTALUH HA MHIUEHATA H B
Isete TonowsoMepasy tun I — JJHK rapa3sa # Tonousomepasa V. Mokcudnokcarun e cnab cyGerpar 3a
AKTHBHUTE MEXaHHIMM 32 edIyKC B rpaM-NOJIOKUTEIHY OpraHA3MH,

Kpscrocana pearcrenTnoct ce¢ Habmonasa ¢ apyru GuyopoxuHononH. Benpexu Tosa, Thif KaTo
MOKCH(IOKCAIMH HEXHOHpa eJHAKBO akTHBHO TonoH30Mepa3a I u IV B HAKOH rpaM-TIONOKUTEITHHA
OakTepun, TakuBa OakTepuH MOrat Aa ObIAT PE3UCTEHTHH KbM OPYTH XHAHOJIOHH, HO 4YBCTBHTEHH Ha
MOKCH(BIOKCAUHH.

Kpuryunp rpanvmm
EUCAST knunuynu rpaHuddH croiinoctd na MIC u rpauduns ctoliHocTd oT Auck-mudysuoHeH TecT 3a

Mokcrnduiokcanud (01.01.2012):

Muxpoopraunssm UyBCTBHTEIRH Pe3HCTERTHH
Staphylococcus spp. <0,5mg/l > 1 mg/l
> 24 mm <2} mm
8. pneumoniae <0,5 mg/l > 0,5 mg/l
>22 mm <22 min
Streptococcus rpynn A, B, C, G <0,5 mg/l > 1 mg/]
> 18 mm <15 mm
H. influenzae <0,5 mg/l > 0,5 mg/l
=25 mm <25 mm
M catarrhalis <0,5 mg/l > 0,5 mg/l
>23 mm <23 mm
Enterobacteriaceae <0,5 mg/l > 1 mgi
220 mm <17 mm
I'parrauy cTOMHOCTYH, HECRBP3AHH C <0,5 mg/l > 1 mg/l
onpenencH BHI*

* I'panydHHTE CTOMHOCTH, HECBBP3aHY ¢ OTIPEENeH BH, C4 OIIPEACTEHH [VIaBHO Bb3 OCHOB2 Ha
(apmakoxuteTHUHH/PapMaKoIMHAMYYHE JaHAH M ¢A He3aBHCHMH OT pasnpenenennero Ha MIC 3a




KOHKDETHH BUAOBE. Te ¢e H3MOM3IBAT CaMO NPH BHAOBE, 33 KOHTO He ¢ JaAeHa BULORO cnenududHa
TPaHMYHA CTOMHOCT, ¥ He Ca NpeJHa3HAYEHH 32 H3NONIBaHe [IPH BHAOBE, 33 KOHTO BCE OIIE NPEACTOH Ja
Ce OTpEeNEIAT KPHTEPHHATE 33 HHTEPTIPETHPAHE.

Mukpobronoryysa JyBCTBHTENIHOCT

Pasnpenenenneto Ha npuaoOHTAaTa PE3HCTEHTHOCT MOJKE JIa Bapupa reorpadcku H BbB BPEMETO 33
n36pany BHAOBE, U € XKEIATEAHO 3 C& MOMTYHH HHPOPMALHS 32 JIOKATHATA PE3UCTEHTHOCT, ocobeHo npu
NeYeHHe Ha TexkH HEbeKuns. Axo ¢ HeoOxonnuMo, TpaGBa Na ce NOTBPCH eKCHepTHO MHEHHE, KOraro
YeCTOTaTa Ha JIOKAIHATA PE3UCTEHTHOCT € TAKaBa, Ye [0J3aTa OT NeKapcTBOTO NOHE NPH HAKOKW BHHOBE
HHPEKUMH € T10], BBApOC.

O6ukROBER( TYBCTEATETHE BRIOBE

AepofHH rpaM-NONOXKUTENHH MUKPOOPraHUIMy

Gardnerella vaginalis

Staphylococcus aureus® (4yBCTBHTEITHH HA METHLHIINH)

Streptococcus agalactiae (rpyna B)

I'pyna Streptococcus milleri * (S. anginosus, S. constellatus u S. intermedius)

Streptococcus preumoniae®

Streptococcus pyogenes* (rpyna A)

I'pyna Streptococcus viridans (S, viridans, 5. mutans, S. mitis, S. sanguinis, S. salivarius, 8. thermophilus)

AepoOuH rpaM-OTPHUATENHH MHKDOOPFRHHIMH
Acinetobacter baumanii

Haemophilus influenzae*
Haemophilus parainfluenzae*
Legionella pneumophila

Moraxella (Branhamella) catarrhalis*

AHaepoGHN MHKDOOPTAHWAMH

Fusobacterium spp.
Prevatella spp.

«JPYTH® MEKDOOPTAHHAMH
Chiamydophila (Chlamydia) pneumoniae*

Chlamydia trachomatis*
Coxiella burnetii
Mycoplasma genitalium
Mycoplasma hominis
Mycoplasma pneumoniae*

Buaose, npu xorTo upHAoGHTATA PE3INCTEHTHOCT MoXke Aa GAe npodaem

AepobHu rpaM-IoI0KHTERHE MHKPOOPTAHUIMN
Enterococcus faecalis*

Enterococcus faecium*

Staphylococcus aureus (pe3nCTEHTHYE Ha METHUMIAR)

AepofuH rpaM-OTPHUATENHN MEKPOOPraHH3MH

Enterobacter cloacae*
Escherichia coli*
Klebsiella pneumoniae®*




Klebsiella oxytoca
Neisseria gonorrhoeae®*
Proteus mirabilis*

AHaepoGHN MUKDOODIAHHIMH
Bacteroides fragilis*

Peptastreptococcus spp.*

Opraan3Mu ¢ BpoieHa Pe3MCTEHTHOCT

AepoOHH rpaM-OTpHIATENHH MAKPOODTaHKIMH
Pseudomonas aeruginosa

* AKTHBHOCTTA € AEMOHCTPHPAHA B JOCTATHYHA CTEITEH [IPH YYBCTBHTENHH 1[AMOBE B KITHHHYIHH
TpOyYBaHHA Ha ON00PEHH KIMHHYIHE MOKA3aHHA.

* . IllamMoBeTe, MpOAYHHpALIH WHPOKOCTIEKTEPHH Geta naktamasn (ESBL), ca 06kKHOBENO PE3UCTEHTHH
Ha I1yopoXHHONOHH

"HecToTa HA PESHCTEHTHOCT > 50% B €11Ha HiTM NOBeYe CTPAKH

S.2. dapmakokHHEeTHYEH CBOliCTBA

Abcopbuns i GnonanyyHECT
Cren nepopanno npriiokenne MokcrpoxcaluH ce abcopbupa Gbp30 M ouTH HanLiko. AGcOTIOTHAaTA

GHOHANMYHOCT € TpHONU3HTENHO 91%.

QapmaxokHHETHKATA e JuHelila B nHTepeana 50-800 mg eanokparna A03a 1 4o 600 mg BeaHbX JHEBHO
3a nepHog o1 10 aun. Chex nepopanya Ao3a or 400 mg NHKOBH KOHUeHTparun ot 3,1 mg/l ce nocTrrar B
pamkute Ha 0,54 vaca cien npuaokeHueT0. [HKoBUTE H Hall~HHCKHTE N1a3MeHNE KOHIEHTPALIMK B
paBHOBECHO CBCTORHHE (400 Mg BeAHEK THEBHO) ca CROTBETHO 3,2 # 0,6 mg/l. B paBHOBECHO ChCTOSHME
€KCITO3MIMATA B NO30BHA HHTEpRAN € npubnusutenso ¢ 30% no-BHCOKA, OTKONKOTO Cliell MbPBATa 034,

Pasnpenenenne
MoxcuduokcaluH ce pasnpeaeis 6bp30 B EKCTPABACKYTAPHHTE MPOCTPAHCTRA; C1€R A03a oT 400 mg ce

nHabmogasa AUC ot 35 m- gh/l. OGembT Ha pasnpenenenre B PABHOBECHO CheTosHME (Vss) ¢

npubnusurenno 2 kg, fn vifro u ex vivo eKCIepDUMEHTH MOKA3BaT CBbP3BAHE ¢ MPOTEHHHTE
npubnusutenno 40-42%, He3aBUCHMO OT KOHIEHTPALUMATA Ha IEKAPCTROTO. MOKCHIOKCAUHH ce
CBBP3BA OCHOBHO CBC CEPYMHNSA an0yMUH.

CaenuuTte NHKOBH KOHUSHTpANkH {CpeaHa reOMeTpHIHA CTORKOCT) ca HabMORaBaHy clell NPUIATAHE Ha
eIMHMYHA nepopanta Jo3a oT 400 mg MokcH(IOKCAlHE:

ThKkan Konuenrpaunsa ChoTHOIIERAE MACTO: MJIa3Ma
Mnazma 3,1 mg/l -

CroHka 3,6 mg/t 0,75-1,3

MexypHa TeqHoCT 1,6' mg/l 1,7!

bponxHantHa IMrapHia 5,4 mg/kg 1,7-2,1
AnBeonapHu MaKpogari 56,7 mg/kg 18,6-70,0

Teudoct, NOKpHBallA eNUTeNa 20,7 mg/l 5-7

Maxkcunapes cHHYC 7,5 mg/kg 2,0

ErMoiaaten ckHye 8,2 mgkg 2,1




Hasanay nonunn 9,1 mg/kg 2,6
HHTEpPCTHIHAIHA TEHHOCT 1,0°mg/l 0,8-1,4%
JKeuckn reHHTaneH TpakT* 10,2 mg/kg 1,72

* HHTPaBeHO3HO MPHIOKEHUE Ha eAMHIYHA o34 oT 400 mg
' 10 yaca ciles NpUAOKEH e

? KOHUEHTpaUHs Ha HECBBPIAHO JEKAPCTBO

? ot 3 vaca Ao 36 Haca cleq Jo3aTa

4 B Kpas Ha BHOY3HA

Brnotpauchopmarius

Moxkcudmokcanus nperspnaea Gnotpancgopmanns or ¢aza Il 4 ce ekckperupa upea Opbpenure u
AOTHYKATA/DEeKanunTe KaTO HEPOMEHEHO TEKAPCTRO, KAKTO H noJ fopmaTa Ha cynido-chenunedne (M1)
4 rmokyporug (M2). M1 1 M2 ca enurcTBenuTe MeTabONMTH, KOMTO €4 OT 3HAYEHHE 33 4OBEKA, KAaTo U
JABATA ca MUKPOGHONOTHYHO HEAKTHBHH.

B xiuH#4HE DpoyyBanus (paza I u in vitro npoyurannd He ca Halmoaasaud MeTaGoONHTHH
(hapMaKOKMHETHYHH B3aHMOAeHCTBHA ¢ APYTH JEXapCTRa, NOATOKeHH Ha OuoTpancdopmauns ot dasa |,
BKIICYRAWIN SH3MMH OT I'PYTIaTa Ha uutoxpoM P450, HaMa garuy 32 OKCHASTHREH METAGONHIBM.

Enumunupane

MoxkcHpaoKcallMH Ce eNUMHUHUPE OT UIA3MaTa ChC CPEeReH TePMHHANEH NONYXXHBOT OT MPHONTU3ATENHO
12 qaca. Cpeanara cToliHocT Ha OOLHUA TejieceH KIKPBHC cliel Jo3a ot 400 mg rapipa ot 179 10

246 ml/min, ExfpeupnaT xnupHHC & oxono 24 — 53 ml/min, koeTo Npeamonara YacTH4HA TyOynHa
pealGcopOuud Ha JTeKapcTBOTO 0T OBOpPElHTE.

Cren aesa ot 400 mg, BE3CTAHOBABAHETO OT ypuHaTa (Npubnusutento 19% 32 HETPOMEHEHOTO
JiexapcTee, npabauzuTento 2,5% 3a M1 v npubnusurensuo 14% 3a M2) 4 dekanmnte (MpUOAHIHTETHO
25% 3a HePOMEHEROTO JIEKapeTso, nprbmauTenno 36% 3a M1 u Ge3 BricraHoBABaHe 32 M2) BB3NH3a
Ha npubnuuTenno 96%,

EnHOBpEMeHHOTO NPUIMKEHHE Ha MOKCH()IOKCALHH C PAHUTHAMH HIH NPOGEHELHA He TPOMEHA
6BOpeYHHA ITHPBHC HA U3XOTHOTO JICKAPCTRO,

Hayuenmu 8 cmapuecka 6b3pacm U NQYUEHMY ¢ HUCKO METECHO MEe2T0
IpH 3apasy 1oGPOBOJHH ¢ HUCKO TENECHO TErnG (KaTo JKeHH) i npH AoOpOROILM B cTapuecka Bb3pacT
ce HalmoaaBaT 10-BHCOKH MAAIMEHH KOHHEHTPAIIMH,

Bvbpeuno yepescoane

PapMaKoKHHETHYHHTE CBOHCTBA HAa MOKCH(IOKCAUNH HE CE Pa3/IM4aBaT 3HAYMMO TIPH NAUHEHTH C
&n0peurio yBpexaane (BKIIOYHTENHO KpeaTHHHEOB KIHPBHC > 20 ml/min/1,73 m?). C namanssanero Ha
GbOpeynata GyHKUMA KOHICHTPAMUTE Ha MeTaGonuTa M2 (ITIOKYPOHHR) CE IOBHIEBAT ¢ GaKTOp OT
2,5 (¢ kpeaTHHMHOB KAMpBHEC < 30 ml/min/1,73 m?).

Ueprnoopobro yepeixcoane

B®3 ocHOBa Ha IPOBEREHHTE Jlocera apMaKOKHHETHUHH NPOYYBAHHUA NPH NALNEHTH ¢ uepHoapobHa
HepocrarsyHocT (Child Pugh A, B), He e BE3MOXHO 13 ce OTIpe/IeNn Jajii MMa HAKAKBH PasHuHs B
CpaBHEHHE Chbe 3pasH go0posonun. Hapyluenara depaoapobHa GyHKIHA € CBBP3aHa ¢ TO-BHCOKA
ekcnosunus Ha M1 B niazMaTa, IOKATO EKCTIO3MLINATA Ha OCHOBHOTO JIEKAPCTRO € CpaBHAMA ¢




EKCTIO3ULMATA NPH 3ApaBy nobposoinu. HiMa JocTaTF4HO ONMT B KNHHWYHATA yTIoTpeba Ha
MOKCHGIOKCAIIHH TIPH MAUMEHTH ¢ HAPYLIEHa YepHOAPOOHS PYHKIUHA,

5.3. IlpesxianrBanm aaHHH 33 GesopacuocT

EdrexTn BBPXy XeMaTONOeTHYHATA CHCTEMA {1€KO NOHWKABAHE HA OPOi Ha EPUTPOLUTHTE H
TpoMEOLUMTHTE) ca HabmoaaBaHy NPY TFbX0Be H MaliMynu. Kakro ipd OpYTH XHHOJOHH, IPH TUTHXOBE,
MalMyHH | Ky4eTa ce Hab/r0J48a XeMaTOTOKCHYHOCT (ROBHUIEHH YEPHORPOOHY EH3MMH ¥ BAKYONIApHA
nerernepaund). IIpu MaliMyun € pr3HukHana Toxkcrusoct Ha LIHC (kousyncun). Tesu edexru ce
HaBmoRapatT caMo cnell TPETHPAHE ¢ BHCOKH 1034 MOKCHUGIOKCAIMH K Clel TPONbILKHTEIHO

TPETHpaHe.

Moxcudnoxcalns, noaobHo Ha APYTH XMHOJIOHH, € TEHOTOKCHYEH IIPH in ViIro TECTOBE, H3NOI3BAIH
Gakrepun HnH kaetku oT bo3adiupny, Tl kaTo Te3u edekry morar na GbAaT OGACHEHH upes
psauMozeficTBHE ¢ rupasara B GakTepHUTE H, IPH N0-BUCOKH KOHIEHTPALlHM, Ype2 B3auMoeicTRAE ¢
Tonou3oMepasa Il B kneTkuTe Ha Go3aliHnum, MOXe Na ce onmpeneny NparoBa KOHUSHTPALHS 38
TeROTOKCHYHOCT. IIpH i1 vivo TecTOBE He & YCTAHOBEHO HANWYHE HA TEHOTOKCHIHOCT BBIPEKH dakTa, ue
€a HINON3BAHYN MHOIO BUCOKH 103H MOKcHGroxcaumn. [To To31 Hauuyd MOraT Ia ce YCTAHOBAT
JIOCTaTE4YHH IPaHHy Ha 6e30TacHOCT 3a TEpaNeBTHYHATA 1034 NPK 40Beka. MoxcndaokcausH He e
KaHigporeHed B IPOY4BaHe Ha HHAUHANMA-AKTHBHPAHE TPH MIHXO0BE,

MeEoro xuHONOHY ca GOTOPEaKTHRHA U MOTAT Ja HHAYUHPAT OTOTOKCHYHH, HOTOMYTArEHHH U
toTokanueporeHnn ehexu. [IpoTHBHO HA TOBA 38 MOKCHIOKCALMH € JOKA3aHO, Y€ € THIUEeH OT
tdhoroTokCHuAM ¥ HOTOreHOTOKCHYHH CBOMCTBA, KOTATo € M3cielBaH B 06¢TolHa porpama ¢
TPOYYBAHUA in Vifro U in vivo. TIpH chIN|TE YCHOBHA APYTH XHHOMIOHR HHAYLHPAT €eKTH,

Ipu BHCOKY KOHUEGHTPALHA MOKCHPNIOKCAIIMH € HHXUOMTOP Ha GRP3AA KOMITOHEHT Ha 3abaBeHHs
H3NPABHTENIEH KAJIMEB IOTOK Ha CHPIETO U N0 TO3H RaudH MOXKE Jia 10BeAe A0 yAbkaBaHe Ha QT
uHTEpRana. TOKCHKOAOTHYHHTE [IPOYYBaHHA, NPOBENEHH NPH Ky4YeTa ¢ epopaiuu Jo3 > 90 mg/kg,
BOJICLIM AC TIa3MEHH KOHUSHTparuy > 16 mg/l, ca momenu go yaemkasane Ha QT vuTepBana, Ho Gea
aputMuy, Camo ciell MHOTO BHCOKO KYMYJAaTHBHO MHTPABEHO3HO TIPHIOKEHME ¢ ToBede oT 50 meTH
no3ara mpy xopa (> 300 mg/kg), Boaemo 1o niazMenn kosueHTpanud > 200 mg/l (nag 40 weTH
TEPANERTHYHOTO HUBO), ca HabnofaBanu o6paTHMH HedaTaaHR KaMepH ApHTMHH.

HsBecTHo €, e XHHONOHKTE PUYHHABAT JE3MH B XPYLIAJa Ha OCHOBHHTE ARAPTPOIHAIHE CTABU TIPH
He3penu xuBoTHY. Haif-HUCcKkaTa repopansa n03a MOKCHPNOKCALMH, NPUYMHABALLA TOKCHYHOCT HA
CTaBUTE NPH IOBCHUIHHA KydeTa, e §ina HeTHPY WBTH N0-ToNAMa 0T MAKCHMATHATA [IPenopbYnTeIHA
TepaneBTHIRAa Ao3a ot 400 mg (npu npreMans Ha Tenecno terno ot 50 kg) Ha Gaza mg/kg, ¢ muasMeHn
KOHUEHTPAUMH [ABa J0 TPH I'BTH MO-BUCOKH OT MAXCHMATHATA TepaneBTH4HA J03a.

Hscnensanuara 3a TOKCHYHOCT MPH MIBXOBE W MafiMyHl (MHOFOKDPATHO AO3UPAHE A0 ECT Meceila) He
[I0Ka3BaT AAHHH 33 oKynoTokCHueH puck. I1pn kyvera Bucoxu nepopannn a0z (> 60 mg/kg), Bogemy no
NIa3MEHH KOHUEHTpanuH > 20 mg/l, NpHYHEABAT NPOMEHH B eeKTPOPETHHOrPAaMATa ¥ B N30NUDAHN
ciiyyad arpodiisd Ha peTHHATA.

[Tpoyusasus sBpxy penponykuuATa, IPOBEACHH BHPXY MIBXO0BE, 3aiuy H MaliMyHH, oKa3gay
npeMHHaBaAHe HA MOKCH(ROKCALH 1Tpes ialenTara. [Tpoy4BaHis npH ILXOBE (NepopanHo U




HHTPaBEHOZHO) U MaliMyHH (NIepPOPANHO) HE IPSACTABAT AOKA3ATENCTEA 32 TEPATOTCHHOCT HIIR
yBpexaane Ha depTrIHTeTa Caex npuNaraie Ha MokcHdnokcauuH, Jleko nopKiTeHa YeCTOTa Ha
MandopMaluuK Ha npeliedd | pebpa ¢ nabmoaapaka NPy 3apOHINA HA 3aHUK, HO caMo nipu no3a (20
mg/kg UHTPaBEeRO3HO), KOATO C& CBLP3BA C TEXKKA TOKCHUHOCT 32 Makikata. Habmonasa ce ysennuenue
Ha crydauTte Ha abopTH NpH MaliMyHH H 3aliUy NPH TepaneBTHYHH Na3MeHH KOHLIEHTPALHY 34 XOpa,
IMpu nrbxose ce Habmogaba HaManABaHE Ha TETIOTO Ha TUIOAOBETE, YBEIMYCHA HpeHaTanHa 3aryQa, 1exo
YBOJIUUYCHA NPOABDKUTEIHOCT HA 6peMGHHOC‘I‘Ta d NoBHLHEHAa CIIOHTAHHAa AKTHBHOCT Ha HAKOH MBJKKH H
JKEHCKH OTOMCTBA IIPH I03H, KOHTO ca 63 MbTH MakCUMAaNHaTa NpenopsaIdTenHa Ao3a Ha 6asa mg/kg ¢
IIa3MEHH KOHLEHTpaupH B 00XBaTa Ha TepaneBTHYHATA O34 32 XOpa.

6 PAPMAUERTHYHHN JAHHHA

6.1 Cnuacbk 42 TOMOIKHATE BellecTRa

ChpuepyHa:
MuxkpokprcTanHa uenynosa

Humecre, npexenaTHHUIHPaHO

YactuyHo 3aMecTeHa, XHIPOKCHNPONUILERYI03a
Hatpues naypun cympar

Harpues creapungymapar

HokpuTne: .
[MonuBHHHIOB AIKOXO0A

Turanoe mwokcua (E171)

Makxporon 4000

Tank

CweHeer xwia10 FCF anymuuuen nak (E 110)
6.2. HecnBMecTHMOCTR
Henpunoxumo

6.3 Cpox Ha rogaocy

3 romuHu

6.4 Cuennainn yc;I0BHS Ha cbXpaHenne

To3n nexapCTReH NPOAYKT He HIHCKBA CNIENMANHY TEMNSPATYPHH YCIOBHA 33 CLXPAHEHHE.
Ja ce cbXpaHsBa B OPHIMHATHATA ONAKOBKA, 32 13 CE NPEATIa3H OT CBETNHHA,

6.5 Brp ¥ chIbpaRauHe A3 ONAKOBKATS

Qunmupaunte rabaerku ca cnakopany B GMcTepH B TBBPAM Henpozpauda OPA/ALU/PVC domno/ALU
6nucrepn. Beekn Gnucrep ceappka 5 rabnerkn uan 7 tabnerku. JlutorpadupaHata kapToHeHa KyTHA




coaepka 1 6nHerep ¢ 5 TaGneriu (5 tabneTxu) wiu 1 Gnucrep cbe 7 Tabnerxy (7 TabneTkn) uay 2
6mucrepa ¢ 5 Tabnerku (10 TabneTku) A IUCTOBKA.

He Beyuxy BHAOBE ONAKOBKY MOIAT Aa OBbAAT NYCHATH Ha Na3apa.
6.6 Craeunaifdn NpelHa3HB MEPKBE NPR H3XBLDJISHE

Hama cnelmaniy ¥3MCKBaHUA.

7 NIPUTEXATEJ HA PAIPEIIEHHUETO 3A YIIOTPEBA
ALKALOID-INT d.0.0., $tandrova ulica 4, 1231 Ljubljana - Crnute
Crnonenns

Ten.: + 386 1 300 42 90
(pakc: + 386 1300 42 91

umelin: infof@alkaloid.si

8 HOMEP(A) HA PAIPEINEHUETO 3A YIIOTPEGA

Per. Ne 20170368

9 JATA HA IThPBO PA3PEIIABAHE/TIOZHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

JHara ua mepeo paspewaBase: 11 Jexkemepu 2017

Jara na nocpeHO NOAHOBABAHE!

10 JATA HA AKTYATHINPAHE HA TEKCTA

04/2022




