KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA



1. UME IIA JIEKAPCTBEHHSA MPOAYKT WEEEJF&‘MUK

a Ha npogykma [Mpuroxerve 1

Mosnokeun 400 mg/250 ml undy3uoHen pazreop
Moloxin 400 mg/250 ml solution for infusion

2. KAYECTBEH H KOJIHMECTBEH CbCTAB

1 ml ot MHDY3HOHHKUS Pa3TBOP ChAbPiKA MOKCH(IOKCALMHOB XHAPOXJI0OpHA (moxifloxacin
hydrochloride), ekBuBanenten Ha 1,6 mg mokcudnokcaumnt (moxifloxacin).

Besika Oytuika ¢ 250 ml uH(y3HOHEH pa3TBOP ChAbpKa MOKCH(IIOKCALIMHOB XHAPOXJIOPH/L
(moxifloxacin hydrochloride), exBuBanenten na 400 mg mokcuduiokcaunn (moxifloxacin).

[MomMOUHY BEelECTBa ¢ U3BECTEHO JIEHCTBHE:!
1 ml ot uHdy3roHHus pasteop cbabpika 0,14 mmol (3,2 mg) HaTpHii.
250 ml ot undysnonnus pasreop cbabpka 35,3 mmol (811,9 mg) narpuii.

3a MbJIHUA CMTUCHK HA MOMOILIIHHTE BELICCTBA, BHIKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Hudysuonen pasrsop

CBeTJ0 JKbJITEHHKABO — 3€/1eH Mpo3payeH pa3TBop O6e3 HaTHYHe HA YaCTHLIM.

pH: 5,5-6.,5

Ocmonanuret: 250 - 300 mosmol/kg

4. K/MHHUYHH JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHS

MOJIOKCHH € MOKa3aH 3a JieueHHe Ha:

- npuaobuTa B 06uecTroTo nHeBMoHus (CAP)

- YCIOKHEHH HH(EKLIMH Ha KOXKATa U KOKHUTE CTPYKTYpH (cSSSI)

Mokcudnokcauus TpsadBa a ce M3M0J13Ba CaMO KOraTo ce rnpueme 3a HeyjavHa ynorpedara Ha
aHTUOAKTEpHAIHH CPECTBA, KOUTO OOMKHOBEHO CE MpernopbuBaT 3a HA4a/lHO JIeYeHHe Ha TaK1Ba

uHpekuun.

Cnensa na ce B3emar npeaApu oQUUHATHUTE NPENOPBLKH 33 NPABHIHOTO NPHJIOKEHHE Ha
aHTHOAaKTepHAIHHU CPeaCTBRA.

4.2 lo3HpoBKa H HAYHH HA NPH/IOKEHHE

ECBH POBKa

[IpenopbunTennara ao3a e 400 mg MOKCH(IOKCAUMH €/IMH MMbT JHEBHO Ype3 UHTPAB

HauanHoTo MHTpaBeHO3HO JleueHHe MOxke aa Objle noc/ie1BaHO OT NEPOPATHO Jeye
mokcupaokcaur 400 mg tabieTky, KOraTto 3a TOBa MMa KJIIMHHYHH MOKA3aHUS.



B KJIHHHYHH H3TTHTBAHUA, MOBEYETO NAUMEHTH NPEMHHABAT KbM NEPOPATHO JIeYeHHE B PAMKHTE Ha 4
ann (CAP), unu 6 1uu (cSSSI). INpenopbudTentara obua NPOABIKUTENHOCT HA HHTPABEHO3HOTO H
nepopanHo nedeHue € 7 - 14 avn 3a CAP u 7 - 21 auu 3a ¢SSSL

[MavumenTty ¢ 6pGpeuHo yBpeRaane

He e HeoOxoauMa KOpPeKLHA HA 103UPOBKATA APU NALUEHTH C JIEKO A0 TEKKO YBpeaeHa dyHKLUHA WITH
Mpy NALMEHTH HA XPOHHYHA AHANK3A, HAMP. XEMOAHANHW3a W IPOALIDKHTENHA amOynaropHa
NnepyUTOHeanHa auanuia (Bx. Touka 5.2 3a noseye NoApoSHOCTH).

MaumnenTu ¢ yepHonpobHO yBpexkaaHe
Hsama gocTaThb4HO JAHHM 3a NALMEHTH ¢ yBpeaeHa YepHoapoOHa GyHKumA (BX. Touka 4.3).

[launeHTH B cTapYecka BL3IPACT K TAKHBA C HHCKO TENECHO TErNOo
He ce Hanara KOpPHIrHpaHE Ha no3aTa NpH NakHCHTH B CTAPYECKA BB3pacT H TAKHBA C HUCKO TEAECHO
TErNno.

Ileouampuuna nonyrayus

MoxkcHdiokcauHH € NpoTHBOMNOKa3aH NpH Aeua u oHowH. EdukacHocTTa 1 6e3onacHocTTa Ha
MOKCH(TOKCALIMH NPH eUa H IOHOLLM HE € YCTaHOBeHa (BXK. Touka 4.3).

HauuH HA npHIOKEHHE

3a HHTPABEHOIHO NPUIIOKEHHE; HEMPEKbCHAaTa HHY3HA B NpoaLhKeHHe Ha 60 MHHYTH (BX. CBIUO
TouKa 4.4).

[Mp1 MeTULIMHCKH NOKazZaHWA, HHGY3MOHHHMAT pa3TBOp MOXKe Aa ce NpunoxH 4pe3 T-ob6pasna cucrema
€HOBPEMEHHO ChC CLBMECTHMH HH(Y3HOHHH pa3TBOpH (BXK. TOUKA 6.6).

4.3 [IporaBOonOKa3aHHN

CBpBXUYBCTBHTEHOCT KbM MOKCH(JIOKCALHH, APYrH XHHOAOHHM WIH KbM HAKOE OT MOMOLLHHTE
BELIECTBA, H30pOEHH B TouKka 6.1,

- BpemeHHOCT K KbpMete (BK. Touka 4.6).
- Maunentn noa 18-roguuina BL3pacT.

- IMauveHTH c aHamHe3a 3a mGonaBaue/premnaHe Ha CYXOXHIHATA, CBBP3AHO C ICHEHHE C
XHHOJIOHH.

W npu asere, NpeAKIHHHYHH MPOYYRAHHMA H NPH XOpa ca Ha0AI0NaBaHHM MPOMEHH B ChpAEYHATA
enexTpodH3HONOrys cliell eKCNo3HUHMA Ha MOKCH(IOKCaUHH, H3pa3aBawH ce B yabkasane Ha QT
wHTepBana. [1o NpuYHHY, CBbP3aHH ¢ NeKapcTBeHaTa He30MacHOCT, MOKCHpIoKcauuH e
NPOTHBONOKA3aH NPH MaLHEHTH C:

- BpoaeHo uau J0KYMEHTHPAHO MPUAOOHTO ChCTOAHME HA yABDKeH QT-UHTEpRAN

- Enektponuter aucbananc, ocofeHO NpU HEKOPHTUPaHa XHNOKATHEMHS

- KaunuuHo 3Hauuma Opannxapans

- KnuHu4HO 3Ha4HMMa ChpAeYHa HEAOCTATBYHOCT C HaManeHa JeBokaMepHa ¢
H3TNIACKBAHE




- AHaMHe3a 32 CUMNTOMATHYHH aPHTMHH

MokcudaokcauqH ne TpabBa Aa ce H3MOJI3Ra 328HO C APYTH NeKapCTBa, KOMTO yab/ukasat QT-
HHTepBaa (BXK. CbLIO TouKa 4.5).

[lopaau orpaHHyYeHH KIHHHYHH JaHHH, MOKCH(IOKCALMH € NPOTHBOMNOKA3aH ChLUO NPH NAUHEHTH C
yBpeieHa uepHoapotHa ¢pyHkums (Child Pugh C) 1 npu nauueHTH ¢ NOBHUICHH TPAHCAMHHA3H > 5-
kpaTtho ULN.

44 Cpoeunannu npeaynpekieHHd H NPeANAIHE MEPKH

VYnorpebata Ha MokcHnokcaunH Tpadea Aa ce H30Area Npy NALKMEHTH, KOHTO €a HMaJlH CEPHO3HH
HEXENaHW peakUMH B MWHANOTO NpH ynoTpeda Ha NPOAYKTH, ChABPKALLH XHHOMOHH HIH
(GAYOPOXHHONOHH (BXK. TouKa 4.8). JleueHHeTO Ha TE3H NaLMEHTH ¢ MOKCH(OKcaLrH Tpabpa 1a ce
3an04Ba Camo MpH JIMICA Ha ANTEPHATHBHH Bb3MOMKHOCTH 3a IEUEHHE H CJiel BHHMATEIHA OLEHKA Ha
CBHOTHOMIEHHETO NMOoJ3a/PHCK (BK. CBLLO Touka 4.3).

[TonsaTa OT NeYeHHETO ¢ MOKCH(pnoKcaLHH, 0co0eHO NpH He 0cobeHO TeKKH HHPeRLUH, Tpabra na
61b1e cbobpazeHo e HHpOpMAUMATA, ChAbpKaLWA ce B TOUka CneLManHH NpeaynpexaeHHa 1
npeanasHH MepKH npw ynorpeda.

Vavmkapane Ha QTc MHTEPBAA M MOTEHUHMATHH KIHHHYHW CECTOAHMA, CBBLP3aHY ¢ YAbMAKABAHE HA
QTc uaTepsana

Joxkazano ¢, ue mokcHdnokcaunH yosnxasa QTc-HHTepBasa Ha €1EKTPOKAPAHOTPAMATA NPH HAKOH
naudenTy. Crenenta Ha QT-yab/kaBaHETO MOJKE a HAPACHE C YBETHYABAHETO HA TUIA3MEHHTE
KOHLEHTPALIMH, Ab/KALIO ¢ Ha Obp3a MHTpaBeHO3Ha HHGY3UA. ETO 3a110 NPOAL/DKHTENHOCTTA Ha
BJIMBAHETO He TpAGBa na Gbae mo-mManka oT npenopbvaHuTe 60 MHHYTH H HHTPaBEHO3HATA 1034 OT
400 mg eandH NBT AHEBHO He TPAOBA Aa ce npesHLIaBa. 3a NnoBeye HHGOPMALIHA BHXKTE NO-A0Y, a
cbllo M Touku 4.3 u 4.5.

JleweHuneTto ¢ MoKcH}IOKcaLUMH TpAOBa fa 6bJe NpeyCcTaHOBEHO, akO NPHU3HALIMTE WIH CHMITTOMHTE
MOraT 4a ObaaT CBbp3aHH ChC ChPACYHA APMTMUS, BL3HHKHAJIA 110 BPEME HA JIEYEHHETO, ChC WiIH Oe3
EKI" naxonaku.

Moxcncbnoxcaum-l TpﬂﬁBa Aa ¢¢ HU3NnojiBa BHHMATENTHO INPH NAULHEHTH, YHETO CBCTOAHHE
npeapa3nonara KbM CbpAeyHa apuTMHA (Hanp. OCTpa MHOKApAHA HCXEMHA), ThH KaTo Te MoraT aa
HMaT MOBHLIEH PUCK OT Pa3BMTHE HA KAMEPHH apHTMHH (Hanp. torsade de pontes) u cbpae4eH apecr.
Bukre chiuo Touxn 4.3 1 4.5,

Mokcudnokcaund TpafBa na ce H3NON3BA ¢ NIOBHILEHO BHHMAHHME NPH MALMEHTH, KOHTO NpHeMar
JIEKapcTea, cnocobHM Aa NOHMKAT HYBATa Ha KanHA. Buwkre cbiuo Toukn 4.3 n 4.5.

Mokcrndnokcauun Tpabsa a ce H3N0A3Ba ¢ MOBHLIEHO BHUMAHHE MPH NALMEHTH, KOMTO NPHEMAaT
NEeKapCcTBa, CBLP3aHM C KIIMHHYHO 3HauumMa Gpaankapauns. Buxkre cbmio Touka 4.3.

TTaumMeHTUTE OT MKEHCKM MO M TE3M B CTApPYEcKa Bb3pacT MoraT Ja 6baT No-4yBCTBHTEIHH KbM
edieKTHTE HA IEKAPCTRBEHH NPOAYKTH, yawDkasaiid QTc uHTeppana, kKato MOKCH(IOKCAUMH, 3aTOBa €
HeoBX0AMMO NP TAX 4 Ce NOAX0XAA ¢ 0co0eHO BHHMaHHe.

CBpbX4yBCTBHTEAHOCT/ANEPTHYHH PEAKLIMH

Mma cuobuienns 3a CBPpbXUYYBCTBUTENHOCT M ANIEPTHYHH PEAKLMH CNEA MPBOTO NPHA
Ty OpOXHHOAOHK, BKAKOYHTENHO MOKCHQIOKCALIMH, AHAQHIAKTHYHH PEaKLHH MOTaT|
nporpecupar Ao *KHBOTO3acTpallaBall WOK, JOPH cled MbPBOTO NPUIOKEHHE. B Tesu




KJIHHHYHO NPOABEHH TCXKKH peakKUHH Ha CBPBXYYBCTBUTEIHOCT MPHIOKEHHETO Ha MOKCH(bHOKcauHH
CneaBa na ¢e rpeKpaTH 1 4a ¢e 3an04yHe NoaxXoaaAllo Je4YCHHE (Hanp. JieyeHHe Ha LLIOKa).

CBQQG'—IHOCBQOBH H MO3BYHO-CBAOBH CQQEKTH

Crofiagra ce 3a cy4am Ha cHHApOoM Ha Kounis mpH naumeHTy, tekyBaHH ¢ MojIoKCHH (BK. TOUKa
4.8). CunapombT Ha Kounis ce onpenens KaTo BTOPHYHH ChPAEYHOCHAOBH CHMITTOMH Ha aiepruyqa
PEaKUHR UM PEaKkLMs Ha CEPBXUYBCTBUTE/IHOCT, CBHP3aHH ¢ KOHCTPHKLIMA HA KOPOHAPHHTE apTepHH,
NOTEHUHATIHO BOAELLA 10 MHOKapAeH HH]apKT.

Texxy yepHonpoOHH HAPYLIEHHA
HMma chobluenus 3a cnyyad Ha GYJIMHHAHTEH XENaTHT, MOTEHLHATHO BOAELIL A0 YepHOAPOoOGHa

HEJOCTATHYHOCT {BKMOUMTENHO daTalHM ciiyyad) npH MokcudaokcaunH (Bk. Touka 4.8).
fauuenTuTe TpaOea na ObAAT CLBETBAHH A CE CRLPXKAT ChC CBOA JieKap NPEAH Ja Npoab/pKaT ¢
NIEYEHHUETO, AKO C€ NOABAT NPH3HAUM M CHMNTOMH Ha GYIMHHAHTEH XenaTHT kaTo 6bp30 pa3puBalla
Ce acTeHHA, CBbP3aHa C KBITEHHLE, ThBMHA YPHHA, CKIOHHOCT KbM KbpPBEHE WIH YepHOApOOHa
eHuedanonarus.

B cayuaii Ha HHAKKAUKWH 3a YepHOAPOOHO yBpexaaHe TpAGBa 1a ce HanpaeAT YepHOAPOOHK
QYHKUHOHATHH H3cAeaABaHHA.

TemKH KOYKHH HEXKENAHH PeakUHu
Texku KOXHH HeX)enaHH peakuHH (severe cutaneous adverse reactions, SCARs), srnountento

TOKCHYHA enmuaepManHa Hekpousn3a (toxic epidermal necrolysis, TEN: u3BecTHa olle KaTo CHHAPOM
Ha Lyell), cunapom Ha Stevens Johnson (Stevens Johnson syndrome, SJS), ocTpa reHepanusupana
eK3aHTeMaTo3Ha mycTtynosa (acute generalised exanthematous pustulosis, AGEP) n nekapcrsena
peakuus ¢ eozMHodHMA ¥ cuctemuu cumiromi (Drug Reaction with Eosinophilia and Systemic
Symptoms, DRESS), kouto Morat 1a 6b1aT XHBOTO3ACTpalIaBallH HIIH C JIETANIEH M3X0A, Ca
cbobLaBaHK NPH MpUIOXKeHHe Ha MoKcHbokcauuH (BxX. Touka 4.8). KbM MOMeHTa Ha npeanucBaHe
nauueHTHLT TpabBa na 6bae HupopMupaH OTHOCHO MPHU3HALKTE H CHMITTOMHTE HA TEIKKH KOXKHH
peakuuH, U na Gbe BHUMATETHO NPOCIEAABaH. AKO C€ MIOABAT MPH3HALY U CHMMTOMM, MTOKa3aTE/HH
3a TE3K peaKLuH, NPUIOKEHHETO HA MOKCH(IoKCaUMH Tpabea Obae npeycraHoBeHo He3abaBHO, H Ja
ce OOMHCAM aNTEPHATHBHO NIeUeHHe. AKO NMALIMEHTLT € Pa3Bil CEPHO3HA peakuus kaTo SJS,
TEN,AGEP uau DRESS npu npunoxenne Ha MOKCH(IOKCALHH, TEYSHHETO ¢ MOKCH(IOKCALMH NMPH
TO3H NALMEHT HHUKOTA He TPpAGRa Aa ce Bb30OHOBABA.

[ManneHTH ¢ NPeAHCNIO3NLINHS KbM MbPUYOBE

H3BecTHO €, 4e XHHOIOHHTE NpeaX3BHKBAT Npunagbud. Ynotpedbara Tpabea qa 6bae ¢ NoBUILEHO
BHUMaHHE NPy NauxedTH ¢ Hapywenus Ha LIHC wnn npu Hanmurero Ha Apyru pHcKoBH (akTopH,
HpeApa3snonarallid KbM I'bpyoBe WIIH 1A HAMANAT rbpyoBHA npar. B ciayuait Ha repuoBe, NeYeHHETO ¢
MOKcH(NOKcaLHH TpAOBa na ce [peycTaHOBH H J1a ce NPEANPHEMAT NOAXOIALLH MEPKH.

MponbkUTeIHH, HHBATHIHW3HPALIH ¥ NOTEHIIHANHO HeoOpaTHMH CEPUO3ZHH HEXKENAHHW NEKAPCTBEHH
peaxLu

CruobluaBa ce 33 MHOTO PeAKH CITyYad HA MPOIBIDKUTENHH (MPOABLIKABALULN MECELIH HITH NOTHHA),
MHBATMAH3HPALLH H NOTEHLMATHO HeoOpaTHMH CEPHO3HH HEXKEITAHH JIEKaPCTBEHH PEaKLIHH,
3acAral{ pa3dTHYHH, MOHAKOTa MHOTO CHCTEMH B OpraHu3Ma (MyCKY/THO-CKENETHA, HEPBHA CHCTEMa,
NCHXHKA H CETHBHH OPraHH) NMpH NaLMeHTH, MOTy4aBallH XHHONOHH U GJyOPOXHHOIOHH,
HE3aBHCHMO OT TAXHATa Bh3pacT M Beye ChLUECTBYBALHTE PHCKOBH dakTopH. MokcHdutokcauHH
TpabBa aa ce cnpe He3abaBHO MPH MbPBUTE MPU3IHALM UM CHMITTOMM HA BCAKA CEPHO3HA HEXKeNaHa
peakuMa KaTo MauMeHTHTE TPAOBA Na Ce NOCHBETBAT Ja CE CBbPXKAT C TEXHMA JIeKap, npean
NeKapCTBOTO, 3a ChBET.

HBEHQEEHE HEBpONATHA

Cnyqau Ha CEH30pHA WJIH CEH30OMOTOPHA NONHHEBPONAaTHA, U3pa3iaBallly CE B NapecT
XHIMOCCTE3HA, NHICCTCIHA UJTH CJ'[EIﬁOCT, €a JOKNaaBaHH NPH NAUHEHTH, NOIYYABANH




pnyopoxutonoHu. [MauneHTy Ha jieuenne ¢ MOKCHGBIOKcalluH TpabBa na MHGOPMHUpAT TEXHUA eKap
npejn Aa NPOAb/KAT JIEYEHHETO, KO Pa3BHAT CHMITTOMH Ha HeBpOMaTHA kato bonka, napete,
M3TpBNBaHe, BKOYAHEHOCT WK cnabocT, 3a na ce NPEAOTBPaTH Pa3BUTHETO HA MOTEHLHAHO
HeoOpaTHMK cheTOAHKA (BX. Touka 4.8).

Heuxuunam peaxnimy
BB3MokKHA € noABa HA ACHXHYHH peakLMK NOPH CNeN MbPBOTO NPHICKEHHE HA XHHONOHH,

BKJIIOUMTEIHO MoxcHnokcaunH. B MHoro peakn ciyuau aenpecus HiIM NCHXOTHUHH PeaKLHH MOTaT
1A NPOTPECHpaT OO CaMOYOHHCTBEHH MUCITH HITH CAMOHApaHABALLO MOBEACHHE, KATO OMNHTH 3a
camoyDuitcTBo (BK. Touka 4.8). B cnyuail, ue nauMeHTHT pa3Bue TakMBa peaklikiH, IEYEHHETO C
MokcHGNokcaunH TpsOBa fa ce ApeKpaTH M Aa Ce B3eMaT noaxoisuit Mepki. [penopruntenyo e
MOKCH(NOKCaUMH Aa Ce H3N0J13Ba C BHHMAHHE MPH NCHXOTHYHH MALKEHTH WK NPH NALKMEHTH C
aHaMHe3a 3a NMCHXUYHH 3a60N9BaHuA.

Juapusa cebp3aHa ¢ aHTHOHOTHK, BKJI. KOIHUT
[pu ynorpeba na LIMPOKOCNEKTbPHH aHTHOMOTHLIH, BIUTIOYHTEITHO MOKCH(IOKCALHH, HMa
cHOOLIEHHS 32 CBbP3aHa ¢ aHTUOHoTHLH AnapHs (AAD) v cBbp3an ¢ anTHOHOTHUM KOAHT (AAC),
BKJIOUMTENHO ncesgoMemMOpaHoseH KOoMUT K cBbp3ana ¢ Clostridium difficile anapus, kato Texectra
MOJKE /1a BapHpa OT IeKa AMapus 10 daTaneH KONWT. 3aTOBa € BOKHO /1a CE MMa NMpea BUA Ta3H
AMarHo3a NpH NMaLMeHTH, KOWTO Pa3BUBAT TEKKA AHAPHA, N0 BPEME Ha HIH Cliek MpeKpaTaBaHe
npueMa Ha MOKCH(IOKCaUMH. AKO ce noao3upa win notespau AAD wnu AAC, npoeexaaHoTo
NeyeHre ¢ aHTHOAKTEPHANHH CPEICTBa, BIUTIOYHTETHO MOKCHGITIOKCALMH, C/1e/1Ba 1A ce NpeycTaHOBH
1 He3a0aBHO Ja ce B3emaT HeoOxoauMHTe Mepkd. OCBeH TOBA C/IE/BA Ja CE MPEANPHEMAT NOAXOAALIH
MEDKH 3a KOHTPON Ha MHGEKLIMATA, 3a [1a ¢€ HaMaJTH PHCKA OT NpeaaBaHeTo H. JlekapeTBery
MPOAYKTH, IOTHCKALUH MePUCTANTHKATE, Ca MPOTHBOMOKA3aHH NPH MALMEHTH C TEXKKA AHAPHA.

TTauueHTH ¢ MHACTEHHS FPABHC
MokcudniokcaLH cienBa aa ce W3No/A3Ba BHUMATENHO NPH MALMEHTH C MHACTEHHA MPaBUC, Thil KaTo
CHMITOMMUTE MOTaT Aa Ce BAOLIAT.

TeHAHHHT, pasKbCBAHE HA CYXO0KHIIHE

TeHAHHHUT U Pa3KbCBaHE Ha CYXOXMITHE (NO-CAELMAIHO aXWIIECOBO CyXOxMiue, Ho 6e3 na ce
OrpaHuuaBa camo 10 HEro), NOHAKOra AByCTPaHHO, MOJKE Ja ce MOMyYH OlLE B paMKHTE Ha 48 vaca ot
3aMoYBaHE HA NEUYEHHETO ¢ XMHONOHH W (TyOpOXHHONOHH KaTo HMa ChOOLIEHHS 32 TAKHBaE, Pa3BWIH
ce JOpH [0 HAKOJIKO MeceLla ¢liel NpekpaTABaHe Ha JleYeHHETO. PHCKBT OT TEHIHHHUT M Pa3KbCBAHE Ha
CYXOXKWJIHE Ce MOBHILABA NPH NO-BL3PACTHH NMALHEHTH, NAUNEHTH ¢ OBLOPEUHO yBpeKaaHe, NALKEHTH
C TPAHCTLIAHTHPAH COJIMIEH OPraH M TAKMUBA, N1€KyBaHH ChMLTCTBALLO C KOpTHKOCTEPONAH. TTo Tasu
NpHYMHA CHITLTCTRALLATA YNOTpeta Ha KOPTHKOCTEPOHIH TpAGBa na ce u3barea.

[p1 NbpBUA NIPU3HAK HA TEHOHHUT (Hanp. fone3HeHo MOAyBaHe, Bh3naneHHe) JTeHEHHETO C
MokcHdnokcaunH TpAdBa Ja ce NpexpaTH K Aa ce OOMHCIIK aNTepHaTHBHO NeHeHHe. 3acerHaTuaT(Te)
kpaiinuk(un) Tpadea na 6vae(ar) nekysaH(1) no noaxoaAl HauHH (Hanp. obe3asuxeane). He Tpabea
Ja ce H3MON3BaT KOPTHKOCTEPOMH, aKO Ce MOABAT NPH3HALM Ha TEHAMHOMNATHA.

AHEBDH3IMA H AMCEKAIIWA HA A0PTATa W PECYPruTalA/HEAOCTATHLYHOCT HA ChPAEYHHTE Kilanu
EnuMaeMHoN0rMuHHTE NpoyYBaHUs NOKA3BaT MOBHUIEH PHCK OT AHEBpH3Ma H AMCceKalMs HA a0pTaTa,
0CcOBEHO NPH NAUMEHTH B CTAPUECKA BB3PACT, KAKTO M OT PETYPruTaLis Ha a0pTHATA U MUTpalHaTa
Knana cnen ynorpeba Ha ¢u1yopOXHHONOHH.

Cnobuenu ca cnyyad Ha aHeBpU3Ma K JUCEKALIMA Ha a0pTaTa, NOHAKOra yCJIOXHEHH NopaiH
pa3KbCBaHE (BIJTIOYMTETHO ¢ JIETANEH H3XOA) U PerypruTaura/HeJOCTaTbYHOCT Ha HAKOH OT
CbpAEYHHTE KIaH MPH NAaLMEHTH, MpHeMally hpayopoxuHoaoHn (BXx. Touka 4.8).
CaenosartenHo (yopoOXHHOMOHUTE TPA6Ba Aa CE€ H3NOI3BAT CAMO CIIEA BHUMATEHA OLE
CbOTHOLLEHHETO NMON3a/PHCK W CNER pasrnexaaHe Ha ApYrH TepaneBTHYHH Bb3MOMXHOCT
NALHEHTH C NOJOKUTENHA AMIIHA RHAMHE3A 33 aHEeBPHU3MA UK BpojcHo 3abonsasaHe
CbhpAEYHHMTE KIalH, HIH NPH MaLMEHTH, JHATHOCTHLIMPAHH C NPeALIecTBalla AHEBPH3
JMCEKALMA HA a0pTaTa WK 3a00NABAHE HA CBPASHHUTE KITAMH, HAH NPH HANMMHE HA A




thakTOpH HnY 3a00NABAHMA, NPEAPA3NONAraLlH

- KaKTO 34 AHEBPH3Ma, Taka W 3a IMCEKALMA HA A0PTaTa M 3a peryprurauda/HeSoCcTaTbYHOCT Ha
CHPIEUHMTE KNAMK (HANP. HAPYLUEHKHA HA CbeAWHHTENHATA ThKaH, Hanp. cHHApom Ha Marfan
uiu cunapom Ha Ehlers-Danlos, cuiapom Ha Turner, 6onect na Behcet, xunepronus,
PEeBMATOMEH APTPHT) WK ACITLIHHTENHO

- MpH aHEeBpU3MAa W AKMCEKAaLMA Ha aopTaTa (Hap. ChIOBH HapyLUEHHA, HaNp. apTEPHHT Ha
Takayasu, ruraHToKIETbYEH APTEPHHUT, HIIH H3BECTHA aTEPOCKIIEPO3a HAX CHHAPOM Ha
Sjégren), WIH ACNBIHUTENHO

- NIPY pErypruTaumns/HeNOCTATHYHOCT Ha ChPAEYHHTE Kany (HAmp. HHQEKLHO3eH EHROKAP/HT).

PHCKBT OT aHEBpH3Ma M AMCEKALMA HA A0PTATA H TAXHOTO PA3KLCBAHE MOXKE CHINO /13 CE MOBHIIH NPH

NALUEHTH, NeKYBAHH €QHOBPEMEHHO CbC CUCTEMHH KOPTHKOCTEPOHIH.

[Mpu BHe3anHa Gonka B KOpeMa, MpbIHKA KOW Wik rbpba nauneHTHTE TpAGBa Na 6bAAT NOCHLBETBAHH

Na C& KOHCYATHPAT He3abaBHO ¢ NeKap B CNEWHO OTAEICHHE.

[MavuuenTurte TpaGBa na GbAAT NOCHLBETBAHH A4 NOTPCAT He3abaBHO MEIHUMHCKA MOMOLI B Cilyyai Ha

0CTpa AMCIHEN, NOABA Ha cbhplebUeHe (MaJIMHTALHK) HIH Pa3BHTHE HA OTOK HAa KOpPEMa WIH JONHHTE

KpaHHHLM.

Hauuentu ¢ 660peyHo yBpexkaaHe

[MauxeHTH B cTapyecka Bb3pacT ¢ 6s0peuHo yBpexaaHe Ou crneaABato Aa U3M0A3BaT MOKCHGIOKCAUHH
BHHMATEJIHO, AKO HE MOraT Ja NOAIbPKAT aJCKBATEH NPHEM Ha TEYHOCTH, Thi KaTO AEXMApaTaLH1aTa
MOX€E Oa YBEHYH pUCKa OT Ob0pevHa HeAOCTaTBYHOCT.

3puTenHy HapyLIeHHs
[pu yBpexaate HA 3peHHETO UM MPH AOABA HA KaKBUTO M Ja € ¢(eKTH BbpXy O4HTE, He3abaBHO
TpabBa Aa ce NOThPCH KOHCYNTauus ¢ odTanmonor (Bx. Touka 4.7 n 4.8).

gHC[‘J’[HKCMHﬂ

Kakro npu BCHUKH XHHONOHH, HApyLUEHHA B KPbBHATA 3aXap, BIUTIOUHTEIHO U NBETE, XHITOTTIHKEMHS
M XHNepriMKeMH4, ca GHIH aoKTagBaHH (BK. Touka 4.8), Haii-uecTo nNpH naLmMeHTH ¢ aHaber,
AONYYaBalllH CHITFTCTBALLO JIEYEHHE C MEPOPATHO XHMNOTTTHKEMHYHO CPEACTBO (Hanp. rnubeHKIaMHn)
WM ¢ HHCYauH. JIOKnaBaHH ca cly4aH Ha XHnoraukeMu4Ha koma. Ipu naumentn ¢ auaber, ce
NpenopbYBa BHUMATENHO NPOCesBaHe HA KPbBHATA 3axap (Bxk. Touka 4.8).

IIpeeeHUHA HA peakUHH Ha GOTOUYBCTBHTENHOCT

YCTaHOBEHO €, Y€ XHHONOHHTE NPeaH3BUKBAT PeakLMM HAa (GOTOYBCTBHTEIHOCT NPH NaLMEHTH.
[Mpoyueauus oGaye ca nokasany, Ye NpH MOKCU(IIOKCALIHH HMA TIO-HHCBK PHCK 32 HHOYLMPAHE Ha
$oTOYyBRCTBHTENHOCT. BunpekH ToBa, nauueHTHTe TpabBa Na ObaaT CbBETBAHH Ja H30ATBAT
Bb3aeHcTBHETO HA UV 1bUK, WK NPOABHKUTENHO H3NAaraHE WHIIM CHIIHA CTBHUYEBA CBET/IHHA N0
BpEME Ha IEYEHHE ¢ MOKCH(IOKcaLunH (Bx. Touka 4.8).

IMauwenTy ¢ rMoko30-6-docar nexuaporeHazeH gepuumr

[MaunesTy ¢ pamMuaHA aHAMHE3a WAK CHLUECTBYBALL MNOK030-6-GochaT aexHAporeHaseH
AepHUMT ca Npeapa3noNoKeHH KbM NOABA HA XEMONMTHYHH Peakuyi NpH NeveHHe C XHHOJIOHH.
CnepoearenHo npy Te3d nauueHTH Mokcudnokcauud Tpadsa 1a ce W3NoN3Ba BHUMATENHO.

Bn3naneHne Ha nepuaprepuanHaTa ThKaH

Moxkcudnokcauns undy3uoHeH pa3TBOp € CaMOo 3a HHTPaBeHO3HO NpuiokeHue. HaTpaaprepranno
NPHAMKEHHE CAEBa fa ce W30Araa, ThH KaTo NPEeAKIKHHYHHTE NPOYYBaHHS MOKA3BAT Pa3sBHTHE Ha
Bb3NajeHHE HA NEPHAPTEPHATHATA THKAH C/IE/l TAKOBA NMPHIMKEHHE.

[NaUHEeHTH cbe cneunanHy YCAoKHEHH HHMEKLHH Ha KOXKATA M KOKHUTE CTPYKTYDH
KnuHuuHaTa epHKACHOCT HA MOKCH(IOKCALIMH NPH NevYeHHE HA TeXKH WHbeKLUUH Beiey
u3rapauus, GacuMMTH H HHEKUMH Ha THA0EeTHO CTHIANO ¢ OCTEOMHENUT HE & YCTAHOBH

BzaumoneiicTeye ¢ GHONOTHYHH TECTORE




JlewenueTo ¢ MOKCHGIIOKCAUHMH MOXKeE A3 MOBJIHAE HA M3CTIeBAHE C KyJITYpa, ChaAbpiaLia
Mycobacterium spp. KaTo noTHcHe GaKTEpUATHNA pPacTex H aoBeae A0 GaNLIMBO OTPHLATENHH
pe3ynTaTv B npo0u, B3eTH OT NALMEHTH, NONY4aBalld B MOMEHTA MOKCHEIOKCALIHH.

[aunentn ¢ MRSA (Methicillin-resistant Staphylococcus aureus) nuexuum

MokcudnokcaurH He ce npenopbyBa 3a JedeHHe Ha MRSA undekumu. B cnyuait na npeanonaraema
MRH ycTaHOBeHa HHekLwA, npuunHena oTf MRSA, Tpabpa aa ce 3anoune nevenye € noAXoALL
AHTHOHOTHK (BXK. TOYKa 5.1).

Hennatpuuyna nonynauus
[Mopany HeXKeNaHHTE peakUMy BbPXY XPYyLUAa IPH MAAAH XKHBOTHH (BX. Touka 5.3) ynotpedara Ha
MOKCH(TOKCALMH NPH Aeua W 1oHoWH < 18 roauwHa 8x3pacT € NPOTHBONOKAa3aHo (Bx. Touka 4.3)

Mo0oKCHH ChAbPXKa HATPHIH
Tosa nekapctso cbabpka 812 mg Hatpuii B 250 ml ot pa3Teopa, KOHTO ca €KBHBANEHTHH Ha 40,6% oT
npenopbunTenHus oT C30 makcumaneH aHeBeH NPpHeM OT 2 g HAaTpHid 3a Bb3pacTeH.

4.5 BaanmogeiicTBHe ¢ IPYTH JIEKAPDCTBEHH NPOAYKTH H APYTrH (OPMH HA B3IaHMOJeHCTBHE

BzavmoneiicTBHe ¢ NeKapcTREHH NPOAYKTH
He moxke na 61ae u3knioueH aauteel edekT BbpXy yabkasaHeTo Ha QT uHTepeana Ha

MOKCH(NOKCALIHH K JPYTH NEKAPCTBEHH MPOLYKTH, KOUTO MoraT aa yawmnkat QTc untepsana. Tozu
edeKT MoXKe Ja NOBHLIK PUCKA OT KAMEPHH APUTMHH, BIUTIoUMTeNHO torsade de pointes. [Topaau Topa
€ NMPOTUBOTIOKA3AHO €AHOBPEMEHHOTO NMPUIAraHe Ha MOKCH(PNOKCALIMH ¢ HAKOH OT CIeAHHTE
JIEKAPCTBEHH NPOAYKTH (BHK. ¢bLLO TOUKA 4.3):

AHTHAPUTMHYHH JIekapeTBa Knac [A (Hanp. XMHUOKH, XMAPOXHHUAMH, IH30TIHpaMu)

- AHTHAapMTMH4HH JekapcTea Knac [l (nanp. amuopapoH, cotanon, aodeTHana, HGyTHIHA)
- aHTHNCUXOTUUM (Hanp. beHOTHA3HHK, MHMO3HA, CEPTHHION, XAIONEPHION, CYNTONPHL)
- TPULIMKJIHYHY AHTHAENPECAHTH

- HAKOY aHTUMHKPOOHH cpeacTBa (cakBuHaBHp, cnapduiokcauuH, epuTpoMHuuH 1V,
MEHTAMHIHH, NPOTHBOMANAPHIHH CNEUHANHO XanopaHTPHH)

- HAKOH AHTHUXHCTAMHWHOBH NPOIYKTH (Te])Cl)eHa}.lHH, acTeMH301, MHSOJlaCTHH)

Ipyry (uM3anpuj, BUHKaMuH IV , 6enpuaun, audemanmn).

MoxkcndnokcaunH Tpabsa fa ce H3N0N3Ba C NOBHILEHO BHUMAHUE MPH NaLMEHTH, KOWTO MPHEMaT
JIEKapCTBa, KOWTO MOTaT f1a MOHWKAT HUBATA HA Kanuii (Hanp, OpUMKOBY AMYPETHLH M THA3HIEH THII,
TIAKCATHBU H KJTH3MHU [BHCOKH J03H], KOPTHKOCTEPOHIH, aMpoTepunH B) unu nekapcrsa, CBbLP3aHu ©
KJAMHUYHO 3Ha4yHuMa Gpagukapnus.

Cnea MHOrokpaTHo A03HpaHe fpH 3apaBH 4o06poBoauM, MokcHbIOKcaUuHH noeHilaBa Cmax Ha
aurokcut npubansutenHo ¢ 30% 6es na 3acara AUC wnM Haili-unckuTe HHBa. He ca HeoGxoanMu
MPeAna3sHd MEPKH NPH €AHOBPEMEHHA yroTpeba ¢ JHIOKCHH.

B npoyupanus npu nobpoeonum ¢ auaber, eAHOBPEMEHHOTO NPHIIOKEHHE HA NEpopan
MokcHnokcaukH u rnvberknamu soau ac npubnusurenyo 21% Hamanenne Ha N
KOHLIEHTpaLuA Ha rHGeHknamMua. EAHOBpeMEHHOTO NpUnoXeHHe Ha rMUGeHKNaMH
MOKCH(]pAOKCAUUH 64 MOIIO TEOPETHHHO Aa N0BEAE A0 JIEKA K NPEXOAHA XHIICPTIHK!
HabmoaasaHute npoMeHH BEB (rapMaKOKMHETHKATA Ha ranbeHkiamui, obaue, He B



B HeroBuTe (PapMaKOLHHAMHYHK NapameTpu (HUBO Ha KPbBHATA 3axap, HHCYNHH), CneaoBaTento He e
Ha0n0IaBAHO KIHHHYHO 3HAYMMO B3aHMO/IEHCTBHE MEXAY MOKCH(IOKCALMH H rTHOeHKIaMu.

[pomenu B INR

Hma crobLienua 3a ronsam Spoi cny4an Ha NOBHILABAHE HA MEPOPATHATA AHTHKOATYIAHTHA
AKTHBHOCT NPH NAaLKEHTH, MPHEMAaLIIH aHTHOAKTEPHAITHH CpeacTBa, 0cobeHO (h1yopOXHHONOHH,
MaKpPONHAH, TETPALUMKIHHH, KOTPHMOKCAa30 H HAkou uedanocnopuun. Hudekunostnre 1
Bb3NATUTENHHTE 3a00NABaHHA, Bb3PacTTa ¥ OBLLOTO CCTOAHHE Ha MALUMEHTA H3MNEXa Ca PHCKOBH
dakropu. [pu Te3n 0GcToATENCTBA € TPYIHO 1A CE ONPEAEH JaTH HHOEKLUHMATA HIH TepanusTa e
npH4HHAa 3a HapylueHo INR (MexayHapoRHO HOpMaNH3HpaHO cboTHOWEHHE). [IpeanasHa mapka € no-
4eCTOTO MOHHTOpHpaHe Ha INR. Ako € HeoOX0aHMO, NO3HPOBKATA HA NEPOPANHHS AHTHKOAry1aHT
TpsbBa Aa ce KOPHrHpa CHOTBETHO.

KnuHHUHH npoy4yBaHHA NOKA3BAT, HEC HE CHLWECTBYBAT B3aHUMOAEHCTBHA Cliel €AHOBpPEMEHHOTO
NPUIOKEHHE HA MOKCMC‘)J]OKC&LIPIH C! P@HHTHOHH, ﬂpOﬁCHel.lHJl, NEpopayiHH KOHTPALIENITHEH,
Ka/TIIHCBH LlOﬁaBKH, NapCHTEPATHO MPHUITOMKEH MOp(bHH, TequHJ'lHH. UHKMOCOPHH HJTH HTPAKOHA301.

In vitro npoy4BaHus ¢ yoBellKH LHToXpoM P450 eH3MMu noTBLpKAABAT TE3H HaxoAKH. Karo ce nmar
npea BHA TE3H PE3YSITATH MAIKO BEPOATHO € 1a ChLIECTBYBa MeTabOIMTHO B3aUMOAEHCTBHE upes
uutoxpom P450 enzumure.

BaauMoaeticTBue ¢ xpaHa
Hsama knuHHYHO 3HAYMMO B3aUMOAEACTBHE NPH €IHOBPEMEHHO NPUIOKEHHE HA MOKCHITOKCALHH ¢

XpaHa, BKJIIDYHTCIHO MJIEYHH NPOAYKTH.

4.6 Depraanret, HpeMednocT 1 KnpMere

BpemeHHOCT
BezonacHocTTa Ha MOKCH(IOKCALMH N0 BpeMe Ha GpeMEHHOCT NP X0pa He € MpoY4BaHa.

IMpoyuBaHnaTa npH XKHBOTHH NOKA3BAT HAJTMUHE Ha PENPOAYKTHBHA TOKCHYHOCT (BXK. TOuKa 5.3).
IMoTeHUHANHHAT PUCK NIPH XOpa He € u3BecTeH. [lopaau eKcrepHMEHTANHHA PHCK OT YBPEXAAHE C
¢GyOPOXHHONOHHM HAa HOCELIMTE XPYLLATH MPH MJAIH HHBOTHH H 00paTHMH CTaBHH YBpEXKIaHH4,
OMHCAHH MPH AELA, NPOBEXIANH leYeHHe C HAKOMW (IyOPOXHHONOHH, MOKCH(IOKCAaLtHH He TpabBa na
ce W3non3Ba NpH GpeMeHH! KeHH (BK. Touka 4.3).

KnpmMene
HaMa HanWuHY JaHHM NpH XEeHH C JIAKTALUA WIH KbpMadku. [IpeaiiiHHHUHHTE JaHHK NOKa3BarT, Ye

MAJIKH KOJJHUYECTBA MOKCH(IIOKCALIHH CE eKCKPETHPAaT B MNaKkoTo. [lopany nuncarta Ha NaHHH NpH
XOpa ¥ NOpany eKCNepUMEHTATHHA PUCK OT YBpexXaaHe ¢ (PIyOpOXHHONIOHH Ha HOCELIHTE XPYLUATH
NpH MIIAAH KMBOTHH, KbPMEHETO € MPOTHBOMOKA3aHO NMPH JIE4EHHE C

MOKcH(nokcalmH (Bx. Touka 4.3).

Depruaurer
[poyuBaHus NPH }KMBOTHH HE MOKA3BAT yBpEkAaHe HA (epTuIHTETA (BXK. TOUKa 5.3)

4.7 EdexTH BLpXY cioco0HoCTTa 32 odupane B padora ¢ MAIIHEHA
He ca npoBexxnaHu npoyuBanus Bupxy eexrrre Ha MOKCH{(IIOKCALHH BLPXY

cnioco6HOCTTA 3a Wodupane U paboTa ¢ mawHKH. B cbuoTo BpeMe
($yopOXHMHONOHUTE, BKIIOYHTEHO MOKCHGIOKCALWH, MOTaT 2 JOBEAAT A0 YBPEKAAHE HA

KkparkoTpaiina 3ary0a Ha Cb3IHaHue {CHHKOM, B, Touka 4.8). [TaumenTuTe Tpabea
Ja MpoBEPAT KaK pearupaTr Ha MOKCH(IOKCaUHH, Npeay na wodupat win paboTs



4.8 HexeaaHn JeKAPCTBEHA PEAKIHH

IMo-nony ca npeAcTaBEHH HEXENAHUTE PeaKuuy, HabnioJaBaHH NPH KIYMHHUYHYA H3NHTBAHKA H
NOJYYEHH OT NOCT-MAPKETHHIOBH AoKIaaH ¢ MokcHaokcaunu 400 mg AneBHO, NpHaAraH
MHTPABEHO3HO WM NEPOPATHO (CAMO HHTPABEHO3HO, CEKBEHUHANHA TEpanus
[nHTpaBEHO3HO/NEpOPATHO] H NEPOPATHO NPHUIIOKEHHE), FPYTIMPAHH [0 YECTOTA:

OcBeH raieHe ¥ IHApHA, BCHYKH HeXKeNaHHW peakund ca HabmoaasaHu ¢ yectora noa 3%.

[Npy BCAKO rPynUpaHe B 3aBUCMMOCT OT YECTOTATa, HEXKENAHUTE JIEKAPCTBEHH PEakLvH ce H3bposasar
B HH3XOJALL pen MO OTHOWEHHE Ha TAXHATA CEPHO3HOCT. UeCTOTHTE ca onpeneieHH KaTo:

Mpuoro yectu (2 1/10)
Yeeru (= 1/100 ao < 1/10)
Heuectu (= 1/1 000 no < 1/100)
Penxu (= 1/10 000 no < 1/1 000)
MHuoro penku (< 1/10 000)

C Heu3zBeCTHA YeCcTOTa (HE MOXKE [ CE MPEABMIN OT HUTHYHHTE HAHHH)

Yectn HeuectH Peaku Muoro peaxs C HenzBecTHA
4€cTOTa
Hudexkumn n | Cymnep-
HHbecTauny | MHQEKUHH C
PE3HCTEHTHH
GakTepuu WIH
rbOHUKH,
Hanp.
niepopanya u
BarHHANHA
KaHAHN033
Hapywenun AneMnd [ToBuweHo
Ha JeBko- HHEO Ha
KPBBETA H neHus (1) npoTpoM6uK/
JEMpHaTa HeyTtponeHus noHmxkeHo INR
cHCTEeMA Tpomboun- ArpaHynoum-
TONEHHA T032
TpomGounT- IManuyTonenus
eMHA
Eo3uHo-
dunnsa B
KpLBTa,
¥ nbakeHo
npo-
TpOoMOHHOBO
Bpeme/
MOBHLLUEHO
INR
Hapyienue AnepruuHa Anadinakcus
Ha peakumns (BX. | BKIL
UMYyHHaTa Tovxa 4.4) MHOIO PAAKO
cHCTEMa HHBOTO-
3acTpalyaBalll

0K {BXK. TOUKA
4.4)
Anepruiex
oTOK/

aHrvoenem (BK.

OTOK




Ha apHHKCa,

NOTEHLHANHO
KHBOTO-
lacTpaluasall,
BK. Touka 4.4)
Hapyuwe- CHHOpom Ha
HHA Ha eHOO- HealZeKBaTHa
KpMHHaTa CeKpeurs Ha
cHCTEMaA aHTH-
OHYPETHYHHA
XOPMOH
(SIADH)
Hapywenus Xunep- XHneprioukeMua | XHOOMTHKEMHA
Ha MeTtabo- THUAEMHA Xvnepypyvkemus | Xwumno-
H3Ma H TMKEMHY Ha
XpaHEHETO. KoMa (BK. TOUKa
4.4)
fleuxuvnu Peakuuu Ha EmoumnoHansa HenepcoHa-
HapyleHHa* TPEBOXHOCT nabunnoct JTH3auna
Icuxo- Herpecua (B [McuxoTHyHMH
MOTOPHA MHOTQ peakuHH
XHBep- PEOKH CAyqaH (noTeHLUHaNHO
aKTHBHOCT/ NOTEHLMATHO KYJIMHHHPALLH B
BL30yna KyJIMHHHpalla B | caMoHapa-
camoHapa- HABALLO
HABALIO MoBENEHHE,
NoBEIEHHE, KaTo | KaTo
CYHUHAHH CYHUHIHH
HamepeHus/ HaMepeHHA
MHCIH /MHCTH
WAV OTIHTH 3a HIH OMHTH 33
camoyGuiicTBO camoyOHiicTso
BK. BIK.
Touka 4.4) TOuKa 4.4)
XanoUMHaLHH
JenuprHyM
Hapymienus [masobonue IMap- u Xunoecresusn XnAnepecreana
Ha 3amaiigane AM3ECTEINA Hapywenns Ha
HepBHaTa HapvweHns oboHsHMETO (BK.
cucrema* Ha aHOCMUA)
BKyca (Bk1. B | ABHOpPMHH
MHOTO peXH | ChHHLIA
chy4aun Hapywena
arey3us) KOOPAHHALMA
Obbpka- (BKN. HapyueHa
HOCT H NoxoaKa,
AE30pUEH- ocofeHo nopaau
TALNA 3amafiBane unn
Hapywenus CBETOBBPTEXK)
Ha I'bpuoBe, BRI,
CBHA grand mal
{npenuMHO npHNagbLuyg (B,
OeacvHue) TO4Ka 4.4)
Tpemop Hapyweno
CeeTo-BLpTEX | BHHMaHHE
CoHnueocT Hapymense Ha
rosopa
AMHe3Hs
[Mepudepna

HEBPONATHA H
MOTMHEBPONATHSA




Hapywenus Busyannn DoTodobua [Tpexoana
Ha oyuTe* CMYLIEHHUA, 3aryfa na
BKJI. 3peHHe
HMILIONHA U {ocobeHo npH
3aMBIIIEHO peaklUHH OT
IpeHue cTpaHa Ha LIHC,
{ocobeHo npu BX. TOUKa 4.4 H
peakumu ot 4.7)
CTpaHa Ha Yeeut u
LIHC, Bx. JBYCTpaHHa
Touka 4.4) OCTpa TpaHc-
HIIOMHHALHKA Ha
Hpuca (Bx.
TOuKa 4.4)
Hapywienns Ilym B yuuuTe
Ha YXOTO U Hapywenue Ha
nabupuHTa* CiIyxa, BKJI.
rnyxota
{0OHKHOBEHO
obpaTtuma)
CobpaeuHu Yobmkasakwe | Yaemkasane | KamepHu Heonpenenenn | Curapom Ha Kounis
HapyleHua** | Ha QT npu Ha QT (B TaXHAPHTMUU aApUTMHUH
HalHeHTH ¢ Touka 4.4) Cuukon (T.e. Torsade de
xunokanuemu | IMannuraumu ocTpa H pointes (Bx.
A (BX. TOUKa Taxukapans KpaTkoTpaiina TouKa 4.4)
43nd4d) [peacwpano 3ary6a CbpaeueH apecT
MbAACHE Ha Cb3HaHHUE) (Bx. Touka 4.4)
CreHokapaua
CbaoBK Bazo- XuneproHus Backynur
HapyLlieHus** OHIATALHA XHIOTOHUS
Pecnupatop- 3anyx
HH, TPBLIHH H (BRITIOYH-
MeaHa- TENHO
CTHHANHH acTMaTH4HR
HapyLIEHHA CBCTOAHNA)
[actpo- lTanene Hamanen Jucdarus
HHTECTHHAJ- MNospbwane ANeTHT H CToMaTHT
HH CromauHo- fPUEM Ha Cabp3aH ©
Hapy e HHA YpesHa XpaHa aHTHOHOTHLIM
H KOpeMHa ;ﬁq]—::enl(encm KONHT (BKJL.
Bonka (D.na’ry- ncepao-
Nuapus nenws memOpaHo3eH
[actpHt KOIHT, B MHOIO
Moskmena penKH cllydaH
amMuiaza CBbp3aH ¢
KHBOTO-
3acTpallaBally
YCIOXKHEHHA, BXK.
Touka 4.4)
Xenato- IMoBHmenu YepHo- Kentennua DynMUMHAHTEH
GHnmapHu TpaHc- apobxo Xenarut XEMATHT,
HapyLIeHUs aAMMHa3N YBpExIAHE (npeaumuo [OTEHLIMATIHO
(BKJ'I. XOJTCCTaTH‘ICH) BOIEUL A0
NOBHIICHA HKUBOTO-
LDH) 3acTpallasalla
IMosnwen yepHo-
SuwnHpyOuH apobHa
IToBHiEHA HEZOCTa-
rama-

THYHOCT (BKJI




[Ny TaMKHA dharanHu
TpaHcepata CIlyuaH, Bik.
[Toruwasane Touxa 4.4)
Ha anKanHa
¢docdaraza B
KPbBTa
HapyweHus Cupbex Byno3nu koxkuu | OcTpa renepa-
Ha KOXarta u OG6pue PEAKUHH KaTO JH3HPaHA
NoIKOXHATA YpTukapus CHHOPOM Ha €K3aHTEMaTo3Ha
TbKaH Cyxa koxa Stevens- nyctynosa (AGEP),
Johnson unn Jlexapcteena
TOKCH4Ha peaKkums ¢
enuaepMaiia E03UHODUNHA U
HEKpONn3a CHCTEMHU CHMNTOMH
(NoTEeHUMATHO (DRESS) (k. Touka
KHBOTO- 4.4), huxcupana
3acTpallaBalla, | JNEeKapcTBeHa
BX. Touka 4.4) epynuui, peakuyH Ha
$OTOUYBCTBHTENHOCT
{(BX. Touka 4.4)
Hapyiuenun ApTtpanrus TeHauuuT (BK. PaszkncBaHe Ha Pabaomnonnsa
Ha MYCKYJIHO- Muanrus Touka 4.4) CyXoKHnuHe (BK.
CKeNleTHaTa MyckynHH TouKa 4.4)
CHCTEMA H KpaMmIH ApTtputr
CRENRHH- MycKyaHu MyckynHa
TenHaTa Cra3MH PHTHAHOCT
ThKaH* MycKyHa O6ocTpsaHe Ha
cnaboer CHMIOTOMa-
THKATa Ha
MUACTEHHA
rpaBuc (BiK.
Touka 4.4)
Hapywenns Hexunopa- bnbpedso
Ha OuOpeunTe TalHA yBpexaaHe (BKI.
¥ TTHKOYHHUTE noeuwesn BUN
TbTHILA ¥ KpeaTHHHH)
Brbpeuna
HENOCTAThYHOCT
(Bx. Touka 4.4)
O6wn Peakuuy Ha O6wo Oroxk
HApYLIEHHA H | MACTOTO Ha Hepa3mno-
ceKTH Ha HHXEKTH- noxeHue
MACTOTO Ha paHe H (npeaHMHO
npwnoxeHne* | HHQY3HpaHe ACTEHHA WIH
yMmopa)
bonesnenn
CBCTOAHUA
(Bkn. Gonka B
rbpOa,

rbpaute, Tasa
H
KpaliHUUMTE)
H3noTaBane
{Tpombo-)
{nebur Ha
MACTOTO Ha
HHy3HpaHe




NOHAKOra MHOIrO CHCTEMO-OPraHHH KJIACOBE H CETHBA (BIIOUHTENHO PEAKLIMH KATO TEHIHHHT,
pazKBCBAHE HA CYXOXKHIWE, apTpairks, 6071ka 8 KpalHMUMTE, HAPYLIEHHE HA NOXO/KATA, HEBPONATHH,
CBbP3aHH C MAPECTE3HH H HEBPAJIrUA, YMOpa, ICHXHATPUYHH CHMNTOMH (BKAIOYHTETHO HApyLUEHHS
HA CbHA, TPEBOXKHOCT, NPUCTBNY HA NAHHKA, AENPECHI K MHCNH 33 CaMOYOHIACTRO), HapylleHHe Ha
MaMeTTa H KOHLUEHTPALIMATA H YBPEKAAHE HA ClyXa, 3PEHHETO, BKyCa H OOOHAHMETO) BLB BPb3Ka C
ynoTpe6aTa Ha XHHONOHH H h1yOPOXHHONOHH, B HAKOH Cy4aH, HE3aBUCHMO OT BEYE
CHLUECTRYBALMTE PUCKOBH aKTOpH (8. Touka 4.4).

** [1pu nauneHTHTE, NPHEMAtLH (ITYOPOXHHONOHH, ¢a ChODLUEHH CTy4aH HA aHEBPH3MA H HCEKALINA
Ha aoOpTaTa, NOHAKOTa YCIOKHEHHN MOPAaH Pa3KbCBaHE (BKIIOUHTEIHO C NETANEH H3X01) H
perypruTauus/Hea0CTaTbYHOCT HA HAKOH OT ChpACYHHTE KIanH (BX. Touka 4.4),

CneaHnTe HeXeNaHH PeaklHH ¢a ¢ NO-BUCOKA YECTOTa B MOArpyNaTa NalHEeHTH, NeKyBaHH

MHTPaBEHO3HO, Ch¢ WM Ge3 nocieaBalla Nepopanda Tepanysa:

YecTu: [ToBHILEHH CTOHHOCTH HA raMa-TAyTaMiI TpaHctepasa.

Heuectn: KaMepHH TaXMapHTMHH, XHNOTOHYS, OTOK, CBbP3aH C aHTHOHMOTHUH KOMUT (BKN.
nceBAOMeMOpaHO3eH KOJIHT, B MHOTO DE/IKH C1YUYaH CBbP3aH ¢ JKHBOTO3aCTPAILABAIN
YCIOXKHEHUA, BXK. Touka 4.4), repuore, Bir. grand mal npunagsum (Bx. Touxa 4.4),
XamouuHaunH, 6b0peuHo yBpexaaHe (BKIIOHMTETHO NOBHLUEHA Ypes H KpeaTHHHH),
610peuna HenocTaTLUHOCT (B, TOUKA 4.4).

MHoro psaako ce cbo0iIaBa 3a CIEAHMTE HEXENAHH PEAKLIUH CNE]l AEYEHHE € JIPYTH

1y OPOXHHOOHH, KOMTO € BB3MOKHO 2 Ce TIOABAT U [PH J1eHeHHE C MOKCH(IOKCALIHH: NOBHIIEHO
BHTPEUYEPENHO HANAraHe (BKIIOYHTENHO NCEBAOTYMOP 1epeOpH), XHIEPHATPHEMHA,
XHMNEepKATILUEMHS, XeMOTHTHYHA aHEMHSR.

CrobirapaHe HA NONO3WPAHH HEXENAHH PEAKLIMKN

CrobasaHeTo Ha NOJO3MPaHK HEXEIAHH peaKkLMK ciej paspeluasaHe 3a ynotpeba Ha nexapcTBeHHs
MPOAYKT € BaxkHO. TOBa NMO3BONABA Ja MPOIBILKH HAONIOAEHHETO HA CHOTHOLIEHHETO MO3a/PHCK 3a
NeKapcTBeHua NpoaykT. OT MEAHUMHCKUTE CNIELMATHCTH CE€ HIHCKBA Aa choOllaBaT BCAKa
MOA03HpaHa HEeXKeNaHa peakiiHg upes3

HambnnuTenHa areHuMs no nekapcTpaTa

ya. Jamsau [pyes” Ne 8

1303 Codus

Ten.: +359 2 890 3417

yebcaiiT: www.bda.bg

4.9 Ilpeaosnpane

Hama cneundmunn KOHTPaMepKH, KOHTO Aa Ce MpenopbYaT clie cly4akHo npeaosnpane. B cnyuai
Ha Npefo3upaHe, CNeBa Aa ce NpeanpHeMe CHMNTOMATHYHO KevyeHue. Tpabsa na ce MOHHTOpHpa
EKT, nopaau sb3MoMHOCT OT yawDkasaHe Ha QT wHTepsana. EAHOBpEMEHHO NPUNOXKEHHE Ha
aKTHBEH BbrieH ¢ Jo3a 400 mg nepoparneH WIH HHTPaBEHO3EH MOKCH(IOKCALHH LIe peayLHpa
CHCTEMHATa HUTHYHOCT Ha fieKapcTsoTo ¢ noseue ot 80% unn croreeTno 20%. M3nonzpanero Ha
AKTHBEH BBIICH B HAYaJIOTO Ha abcopOuuMATa MOXKE 12 € NONE3HO 32 NPeJOTBPATABAHE HA NIPEKOMEPHO
NOBHLIABAHE HA CHCTEMHATA EKCMNO3HLMA HA MOKCH(IOKCALUHH B CNIYY4aH HAa NEPOPAHO NPEA03HPaHe.

5.  ®APMAKOJIOTHYHH CBOHUCTBA

5.1 dPapmakoIAHAMHAYHH CBOACTBA

dapmakoTepanesTuyHa rpyna: X HHOROHOBH aHTHOAKTepHaNHH cpedcTBa, GIyopoxH
xom: JOIMAIL4

MexaHu3bM Ha AEHCTBHE




Mokcudaokcauud uHxubupa 6aktepuannute Tonousomepasu THn [ (JHK rupasa v Tononsomepasa
IV), HeoO6Xx0MMH 32 pENNHKALUMATA, TPAHCKPHILHMATA # Bb3CTaHOBABaHe Ha OakTepHanHara JIHK

EDapmaKoxuHeTuqHa/gjgapmaKogu HaMHW4YHa BPL3Ka

DyopOXHHOIOHHTE AEMOHCTPUPAT OAKTEPHLUMAHOCT, 3aBHCELLA OT KOHUEHTPALHATA.
dapmMakoaHHaAMHUYHH H3CTEABaHHA Ha (JTyOPOXHHONOHN B )KMBOTHHCKH MOJEIH HA HHOEKUHA H B

M3NUTBAHWA NPH XOpa NOKa3BAT, Y€ OCHOBHATA ASTEPMHHAHTA 34 e(hMKACHOCT € CHOTHOLWEHHETO
AUC24/MIC.

MexaHH3bM Ha PE3HCTEHTHOCT

PezucTeHTHOCT KbM (hIyOPOXHHOMOHH MOXKE Ja ce pa3sue ype3 myTauud Ha JIHK rupasa n
Tononsomepasa IV, JIpyrn MexaHH3IMH Ha PpE3HCTEHTHOCT MOraT 12 BKIIOUBAT CBPLXEKCIIPECHS Ha
edyKc MOMHHTE, HENPOHHUIAEMOCT M NpoTeHH-MeauHpana nporekuxs Ha JJHK rupasara. Tpabea na
CE OUAKBA KPBCTOCAHA PE3HCTEHTHOCT Ha MOKCH(IOKCALIMH ¢ APYTH QuiyOpPOXHHONOHH.

AKTHBHOCTTa Ha MOKCH(PIOKCALIMH He Ce NOBJIMABA OT MEXAHU3MHUTE HA PE3HCTEHTHOCT, KOUTO ca
cneur(UyHY 32 aHTHOaKTEpHANIHUTE CPEACTBA OT APYrH KJacoBse.

[panuynu cTolHOCTH
EUCAST kunanunn MIC 9 auck-andysus rpaHnuHu croitHocTH 3a MokcudnokcauuH. (01.01.2015):

Mukpoopragn3ism YyBCTBHTEAHH Pe3ncTenTen
Staphylococcus spp. <0,5 mg/l > 1 mg/l

> 24 mm <21 mm
S. pneumoniae <0,5 mg/l > 0,5 mg/l

> 22 mm <22 mm
Streptococcus I'pynu A, B, C, G <0,5 mg/l > 1 mg/l

> 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 mg/l

> 20 mm <17 mm
BHAOBO HECBBP3AHH IPAHHYHHU <0,5 mg/l > 1 mg/l
cToiHOCcTH
* BunoBo HecBbp3aHHTE FPaHHYHH CTOHHOCTH Ca ONpeae/ieHH OCHOBHO Ha 6a3ara Ha
tdhapMaKoOKHHETHYHH/hapMaKoAHHAMHYHK JaHHH W He 3aBHCAT oT MIC paznpeneneHuero Ha
onpeneneHH Buaose. Te ce H3NOA3BAT CAMO NPH BHIOBE, KOMTO HAMAT BHAOBO cneludH4Ha
rPaHKLIA ¥ HE Ce W3NOJI3BAT NPH BUAOBE, KbAETO KPHTEPHUTE 3a HHTEPNPETHPaHE NPEACTOH Aa
Obaar onpeaeneHy.

MukpoSHoNOorHYHa YyBCTBHTENHOCT
[NpeobnaaaBaiara npuaobHTa PE3UCTEHTHOCT MOXKE Aa BapHpa reorpadckH H ¢ BpEMETO 3a
onpeneneHy BHIOBE U € HeobX0AHMa JoKanHa HHGOpMaiug 33 PE3HCTEHTHOCTTA, 0COOEHO NpH
JeYeHHE Ha TeKKU UHpeKunH. [Ipn Heo6xoaMMOCT creiBa Aa ce NMOTbPCH ChBET OT CMELHANKNCT,
korato npeodaanaBamara NOKATHA PE3UCTEHTHOCT NMOCTABS N0 BLMPOC M3NOA3BAHETO HA NPOAYKTA
MOHE NPH HAKOW BHAOBE HH(PEKLIMH,

Oo0nuaifino YyBCTBHTEIHH BHAOBE

Aepobuu ['paM-MonoKHTENHH MUKPOOPraHHIMH
Staphylococcus aureus*”




Streptococcus agalactiae (I'pyna B)

Streptococcus milleri group* (S. anginosus, S. constellatus u S. intermedius)
Streptococcus pneumoniae*

Streptococcus pyogenes* (I'pyna A)

Streptococcus viridans rpyna (S. viridans, S. mutans, S. mitis, S. sanguinis, S. salivarius, .
thermophilus)

Aepobnu ['paM-oTpHUATENHH MUKPOOPralHIMH
[ Acinetobacter baumanii

Haemophilus influenzae*

Legionella pneumophila

Moraxella (Branhamelila) catarrhalis*

AHaepoOHH MHKPOOPraHH3IMH
Prevotella spp.

"pyru" MHKpPOOPraHH3IMy
Chlamydophila (Chlamydia) pneumoniae*

Coxiella burnetii
Mycoplasma pneumoniae*

Buaose, npn KOHTO NPHAOGHTATR PEIUCTEHTHOCT MOXKeE A3 NPEICTABIABA Npodjiem

AepolHu ['paM-OTPHLIATENHH MHKDOOPraHH3MH
Enterococcus faecalis*
Enterococcus faecium*

AepobHu ['paM-OTPHUATENHH MUKPOOPraHH3IMH
Enterobacter cloacae*

Escherichia coli**
Klebsiella oxytoca
Klebsiella pneumoniae**
Proteus mirabilis*

AHaepoOHH MUKPOOPTraHUIMH
Bacteroides fragilis*

Opramnnm € HAC/IeACcHA PEIHCTEHTHOCT

Aepobuu ['pam-oTpHLATENHH MHKPOOPTAHHIMH
Pseudomonas aeruginosa

* AKTHBHOCTTA € 10Dpe OJEMOHCTPHPAHA NPH KIHHHYHH MPOYUBAHHA.

"MeTHLIHIIHH PE3UCTEHTEH S. aureus UMa rojiaMa BEPOATHOCT 33 PE3UCTEHTHOCT KbM
$yopoxunonons. CbollLasa ce 3a CTENEH Ha PE3UCTEHTHOCT KbM MokcHdoxcaunH > 50% npH
Pe3UCTEHTEH KbM METHUMIHH S. aureus.

*ESBL-_npoayuspalliy IaMOBE Ca YECTO PEIUCTEHTHH KbM (IyOPOXHHOIOHM.

5.2 dapMakoKHHeTHYHH CBOHCTBA

Abcopbuug ¥ GuoHANHYHOCT
Crnen eanokparna 400 mg uHTpaBeHO3Ha |-HO4YacoBa HHGY3HA, MUKOBH MIA3MEHH KOHLIEHTPALIUH

npubauzurento 4,1 mg/l ca 6unu HabaloaaeaHy B kpas Ha MHGY3HATA, CLOTBETCTBALLK HA CPEIHO
NOBHLIABAHE NPpUOAM3UTENHO 26% B CPaBHEHWE C NOBMLIABAHETO CIIEA NEPOPANHO MPHIOKEHHE

(3,1 mg/). AUC croiiHocTTa npubnuzurenHo 39 mg h/l cnex HHTpaREHO3HO NPHIOKEHHE € MATKO Mo-
BHCOKa OT HabaloaaBaHaTa cinea nepopanHo npuwioxenue (35 mg h/l), B ceotBeTcTBHE ¢ abcomoTHaTa
GHOHANHYHOCT oT NpubnuzutenHo 91%.

MOKCH(IOKCALMH.




dapmaKkoKuHeTHKaTa e TuHeliHa B ananasona 50 - 1 200 mg eanokpaTHa nepopasHa 1o3a,
no 600 mg enHoKpaTHa MHTPaBEHO3HA 1032 M Ao 600 mg eauH mbT AHeBHO 32 10 gy,

Pasnpenenctue
MokcHpnokcauun ce pasnpeaens 6bp3o B €KCTpaBacKyaapHOTO npocTpaHcTeo. O6eMbT

Ha pasnpeaeneHue (Vss) B CTaLMOHAPHO CbeToAHHE € npubauszutenno 2 kg, Ipw in
Vitro W ex vive ONHTH € JOKa3aHO, Y€ CBLP3BAHETO C MPOTEUHH € npubansuTenHo 40-
42%, He3aBHCHMO OT KOHLIEHTPALMATA Ha nekapcTBoTo. MokcudokcaulH ce CBbp3Ba
I1ABHO ChC CEPYMHHTE a10YMHHH.

MakcHmanHi KOHUEHTpaUKH, choTBeTHO 5.4 mg/kg u 20,7 mg/l (cpenHo reoMeTpHUHH), ce JOCTHraT
B OpOHXHANHATA MYK03a i B EMTHTENTHATA NOKPHBHA TEYHOCT 2,2 yaca c/ie/l NEpOpaHO NPHIOKEHHE.
CHoTBETHATa MYKOBA KOHLEHTPALIMS B AIBEONapHuTe Makpodark sbannsa Ha 56,7 mg/ke.
Konuentpauuu 1,75 mg/l ca HabnogasaHH B TEUHOCT OT KOXKHH Be3UKyH 10 vaca caen
MHTPABEHO3HO NPUIOKEHHE. B MHTEpCTHUMANHATA TEHHOCT €4 YCTAHOBEHH HECBBP3aHH NPOPHAN
KOHLEHTpaLus Bpeme, NoAo0HH Ha TE3H B N1a3MaTa, ¢ NHKOBH KOHLIEHTPaUMH Ha cBOOOAEH
mokcudokcauuH 1,0 mg/1 (cpeaso reoMeTpyduHU), IOCTUrHATH NpubnusnTeano 1,8 vaca cnen
HHTPaBeHO3HO NPHIOKEHHE

buoTtpancgopmarniua

MokcudrokcalMH € noanoxkeH Ha dOuorpanchopmanus dasza Il v ce ekckpetupa upea 6s6peunTe
(okono 40%) u xcrbukata/dexanuure (oxono 60%) KaTo HENPOMEHEHO NEKAPCTBO, KAKTO H MOJ
¢dopmara Ha cepHo cbeauserre (M1) u rmokyponun (M2). M1 u M2 ca enuHcTBEHHTE MeTabONMTH
OT 3HaYE€HHWE TIPH XOpaTa, KaTo W [BATA €34 MHKPOOHOIOrHYHO HEAKTHBHH

Mpu kinHMuHK npoyusanus daza | 1 in vitro npoyusanua He ca HabnoaBadH MeTabONHTHH
dapMakOKHHETHUHH B3aHMOAEHCTBUA C APYTH NEeKapCTBa, NOANOKEHH Ha 6buoTpaHcdopmanma ¢asa 1.
C Y4aCTHeTO Ha UHTOXpoM P450 euznmu. Hama nanuu 3a okcuaatged MeTaboONHILM.

EnvmMunupane

MokcudpnokcanmH ce eTMMHENPA OT NIA3MAaTa ChC CpefeH TEPMUHANIEH NOMYXKHBOT NPHOIH3IHTENHO
12 uaca. CpexHHAT anapeHTeH TOTAIEH TelleceH KNMpbHC cnea no3a 400 mg sapupa ot 179 ao

246 mi/min. Cnen 400 mg WHTpaBeHO3HAa HH]Y3HR BB3CTAHOBABAHETO HA HEMPOMEHEHO JIEKAPCTBO OT
ypHHata ¢ npubnusntento 22% u ot pexkanuute npubauzurento 26%. BracTaHoBABaHETO Ha 03aTa
(HenpoMeHeHO NekapcTBO H MeTabonuTH) ob1o goctrra 98% cien HHTPaBEeHO3HO NMPHIOKEHHE Ma
nekapcTBoTo. BrOpeuHuaT knupBHe € okono 24 — 53 ml/min, koeTo npeanonara yacTH4Ha TyOynHa
peabcopOuus Ha nekapcTBoTO OT 6BOpeunTe. EAHOBpeMEHHOTO NpHNOXKEHHE Ha MOKCHEIOKCALIHH C
PAHUTHAHHE WK NpobeHewya He NpoMeHs OBOpPEUHHA KITHPBHC HA OCHOBHOTO ChEIHHEHHE.

BuOpeuHo yepexaane

®apMaKOKHHETHYHHTE CBOHCTBA HA MOKCH(IIOKCALIMH He A 3HaYHMO Pa3H4HH MPH MaUMUeHTH ¢
6b6peyno yBpeskaaHe (BKIIOUHTEHO KPEATHHMHOB KIMPBHC > 20 ml/min/1,73 m?). C noHuskasaHeTo
Ha Ou6peuHaTa GyHKUHA, KOHUeHTpaLuKTe Ha MeTabonuTa M2 (rimoKypoHHAa) ce NOBULLIABAT C
dakrtop 2,5 (NpH KpeaTRHHHOB KIUpbHC < 30 mY/min/1,73 m?).

YepuoopobHo yepexaaue

Bb3 ocHoBa Ha (hapMaKOKMHETHYHHMTE NPOYUBAaHHUA, NPOBEAEHH A0 CEra MpH NALUMEHTH ¢

yepHoapoOHa HenocTaTsuHocT (Child Pugh A, B), He € B53MOKHO Aa ce onpedeny JaiH H
pa3nHuMs B CPABHEHHE ChC 3ApaBH Jo0poeonLUu. YBpeaeHaTa yepHoapobGHa dyHKLMA
NO-BHCOKA eKcno3nung Ha M1 B rasmara, JOKATO €KCMO3HLIMATA Ha OCHOBHOTO Chb
CpaBHHMA ¢ €KCNO3HLUATA NpH 3apaBH noGposonuu. HaMa rocTaTbuHo ONUT npu
ynoTpeta Ha MOKCH(ITOKCAUMH NPH NAUMEHTH ¢ YBpeAcHa YepHOApoOHa dyHKUHS




5.3 IpeakaHHHYHH JaHHH 33 He30MaCHOCT

B KOHBEHLHOHAIHH MPOYYBAHHA ¢ MHOFOKPATHO J03MpPaH, MOKCH(IOKCallHH NOKA3Ba XEMATONOrHYHA
TOKCH4HOCT H XeNaTOTOKCHYHOCT NPH rpU3ayd U He-rpusayun. Tokcuunu edexry sppxy HHC ca
Habnonaganu npu MakMyHH. Te3n edekTH ce MpoABABAT CIEA MPHNAraHe HA BHCOKH JO3H
MOKCH(}IOKCALIMH HITH ClIe MPOABIKHTENHO AEUEHHE.

Ipu KyueTa BUCOKHTE Nepopantu 003k (> 60 mg/kg), BoaeiM A0 NNa3MEHH KOHLEHTPALIMH >

20 mg/l, BonaT 10 NPOMEHH B €J1€KTPOPETHHOTPaMaTa H B H30JHPAHH Cly4aH A0 aTpodua Ha
peTHHaTa.

Cnien MHTPaBEHO3HO NPHIOKEHHE HAXOOKMTE, MOKA3ATE/THH 32 CHCTEMHA TOKCHYHOCT ca OWIA no-
CHM/THO M3pa3eHM, KOraTo MOKcHIOKcallH ¢ ApuiaraH Kato Gonyc ukekuus (45 mg/kg), Ho He ca
Habmopasanu korato mokcudnokcauns (40 mg/kg) e npunaran non gopmara Ha GaBH2 HHY3IHA B
npoAb/keHHe Ha 50 MHHYTH.

Cnen HHTpaapTepHaiHa HHXKEKLHA ca HabionapaHH Bb3NANHTENHH NPOMEHH, 0OXBalLaLH
nepHapTepHaNHHUTE MEKH TbKaHY, KOETO N0Ka3Ba, Y€ HHTPAAPTEPHATHOTO NIPUIOKEHHE Ha
MOKcH(oKcauuH TpsOBa aa ce n3barea.

MoxkcudnokcaliH € reHOTOKCHYEH B H3C/IEIBAHHA iN VItro ¢ U3MON3BAHETO Ha GAKTEPHH MITH INIETKH OT
603ainnUM. IIpu W3cnenpaHks in vivo He ca YCTaHOBEHH JAHHH 33 FEHOTOKCHYHOCT, HE3aBHCHMO OT
takTa, ye ¢a U3MOoN3BaHH MHOIO BUCOKH J03H MOKCH(/IOKCaUHH. MOKCH(]DNIOKCALHH He €
KApUMHOTEHEH B MPOYYBAaHUA NMPH MIIBXOBE.

In vitro MokcH(IOKCALIMH MOKa3Ba ChpAEYHH €NIEKTPOPUIHONOHYHH CBOHCTBA, KOUTO MOTAT Aa
ObaaT npuyHHa 3a yabmkasaHe Ha QT HHTepBana, Makap H NPH BUCOKH KOHUCHTPALIHH.

Cnen UHTPaBEHOZHO APUNOKEHHE HA MOKCHONIOKcaUrH Ha Ky4deTa (30 mg/kg undysupan 3a 15, 30
WK 60 MHHYTH) CTeNeHTa Ha yabKaBaHe Ha QT uHTepBana € Guna B ACHa 3aBUCUMOCT OT CKOPOCTTA
Ha HHQY3H4, T.€. KONKOTO NO-KpaTkarta € HHOY3HATA, TONKOBa MO-H3pa3eHo € yawbkasaHeTo Ha QT
nHTepeana. He e ycraHoreHo yabkasane Ha QT uHTeppana, korato ao3a 30 mg/kg e nudy3upaHa za
60 MuHyTH.

PenpoayKTHBHMTE MpOyuBaHUsA, MPOBEJEHH C IUTLXOBE, 3aHLM U MaliMyHU MOKa3BaT MPeMHUHaBAHE HA
MOKCH(JIOKCaUHH npe3 naaueHTarta. [[poy4paHuATa NPH MIbXOBE (IEPOPATHO W HHTPABEHOHO) U
MaiiMyHH (MepopanHo) He AaBaT AaHHH 33 TEPaTOreHHOCT KWK YBpexaaHe Ha deprunureTa cien
NpHIOXKEHHE HA MOKCH(pnoKcauuH. Jleko NoBULLEHa Y€CTOTa Ha MAN(OPMALIMK Ha NpeLuNeHn H pebpa
ca HaOmomasaHyu npH deTycuTe Ha 3aiium, Ho camo npu no3a (20 mg/kg i.v.), KoeTo ce cBLp3Ba ¢
TEXKA TOKCHYHOCT 3a MajikaTa. HMa noBuileHa yecToTa Ha aGOpTH NpH MalMyHH H 3aliliM NpH
TEPaneBTUYHH MUIA3MEHH KOHLIEHTPALMH 34 XOpa.

H3BeCcTHO €, ue XMHONOHUTE, BKITIOYHTENHO MOKCH(IOKCALMH, MPUUHHABAT JIe3HH BbPXY XpYLUsIa Ha
TOJIEMHTE CTAaBH TNPH HEAOCTUTHAIIH MOJI0BA 3PENIOCT JKHBOTHH.
0. GAPMAINIEBTUYHHA JAHHHA

6.1 CoHcbX HA GOMOIIBHTE BEIlECTBA

Harpuer xnopun

Harpuer nakrar, pasrsop

Boaaala HHXCKUHMH

6.2 HecnBMecTHMOCTH




CnenHnute HHYIHOHHH PA3TBOPH Ca HECHBMECTHMH ¢ MOKCHGIOKCALWH HH(Y3IHOHEH Pa3TBOp:

Harpuee xnopua 100 mg/ml (10%) 1 200 mg/ml (20%) pasrsopu
Hatpues Gukapbonat 42 mg/ml (4,2%) v 84 mg/ml (8,4%) pasreopu

To3u nekapcTBeH NpoayKT He TPA6Ba Aa ce CMECBa C APYTH JIEKAPCTBEHH NPOIYKTH, € H3KIIOYEHHE Ha
NOCOYEHHTE B TOUKA 6.6,

6.3 Cpok Ha roanoct

5 ronHHU

TpaGea na ce H3NO3Ba BEOHAra cnell NbpBO OTBAPAHE.

6.4 CrneuHa/jHH YCOBHS 32 ChXpAHCHHE

To3u nekapcTBEH NPOXYKT HE H3HCKBA CMELMATIHH YCIOBHA 33 ChbXpaHEHHeE.

6.5 Bua A ceaAbLpKaHAE HA ONAKOBKATA

250 ml cTreknena GyTunka {GesuperHa, Tun 1), 3aneuatana ¢ xnopoGyTHN/OyTHI T'yMeHa 3amyluaika
(eTneH TeTpadTyOPETHIEHOBO MOKPHUTHE) H ATyMHHHEBA Kanayka ¢ TUIacTMacoBO OTKBCBALUO Ce
Kanade.

Besaka Gytuika cbabpxa 250 mi undysuonen pazreop. Hanuunu ca onakoBkH ot 1, 5 wnu 10
OYTHNKH.

He BcuukM BHOOBE OMakoBKH Morat Aa 6bIaT mycHaTH Ha nasapa.

6.6 CoenuanHu npeanalHH MePKH NPH H3IXBLPAAHE U paGoTa

To3u npoaykT € camo 3a efHokpaTHa ynotpeba. Hensnon3saHMAT pa3Teop TpabBa na ce H3XBBPIH H
[a e YHHLIOKH B CbOTBETCTBHE C MECTHUTE M3HCKBAHHA.

Crenuure uHdy3HH, ce CYUHTAT 3a ChBMecTUMH ¢ MokcH(nokcatnd 400 mg/ 250 m] undy3HoHeH
PA3TBOP M MOTAT A Ce MpHIaraT eZHOBPEMEHHO:

Boaa 3a uikekuuu, HatpHee xnopua 9 mg/ml {0,9%), natpues xnopua 1 mol/l (1 molar), rmokosa
50 mg/ml, 100 mg/ml, 400 mg/ml (5%/10%/40%), kcuauton 200 mg/ml (20%), pasteop Ha Ringer,
HATPHEB NAaKTaT, pa3Teop (pa3teop Ha Hartmann, Ringer JlakraT pasreop).

MokcupnokcauuH HHQY3MOHEH pa3TBOp He TPAOBA 1a ce BIIHBA €JHOBPEMEHHO C IPYTH NeKapCcTBEHH
MPOoYKTH.

,[[a HE CE U3non3ea, ako UMa BUAHMMH HACTHUH WIH aKO pa3TBOPBT € MBTEH.

7. NPUTEXKATEJ HA PASPEIIEHHMETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CnoseHus

8. HOMEP HA PASPEHIEHHETO 3A YIIOTPEBA

Per. Ne: 20160104




9. JATA HA ITbPBO PABPEHIABAHE/NIOJIHOBSIBAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Jlata na nbpBo pa3peluasane: 30.03.2016
Jarta Ha nocneaHo noaHoesasaue: 31.10.2019

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA
12 FOnu 2026

IMoapo6Ha mHGoOpMaLKs 3a TO3H NEKAPCTBEH NPOAYKT € NpeaocTaBeHa Ha yebcaiita Ha
M3nmbaHuTenHarta areHums no nekapcreara http://www.bda.bg.




