KPATKA XAPAKTEPHCTHKA HATIPOAYKTA ,./) / ¥ O30 S

7 1008
1. HME HA JIEKAPCTBEHHS ITPOTYKT 6 95" WS- 2013

Epenan 400 mg dbunmupanu Tabnerku
Erelan 400 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Beska punmupana ta6nerka CbAbpxka 400 mg MokcudokcanuH (kato Xuapoxinopun) ((moxifloxacin)
as hydrochloride).

[ToMomHKTE BelnecTBa ¢ M3BeCTHO aelicTBIE: J1aKTO3a MOHOXMApaT. Beska ¢unmupana Tabnerka
ChAbpKa 68 mg nakro3a MOHOXHpAT.
3a IbJIHKA CIIUCHK HA MOMOIIHTE BeLIecTRa BU2KTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA

OuinMupana TabneTka
Yepsenu, oBasiHH, ABOHHOM3ITBKHATH GHuaIMUpanu Tabnerky ¢ penepHo o603HayeHne , MC* pazMmepu

Ha aaporo 17,6 mm x 8 mm.

4. KIMHUYHHU TAHHU

4.1 TepaneBTHYHH NOKa3aHMS

MPH NauMeHTH Ha 1 8-rogumna BB3PAcCT H N0-Bb3PaCTHH, MPUYHUHEHH OT OaKTepHM, YyBCTBUTETHH KbM
MOKCH(JIOKCalHH (BIKTe Touku 4.4, 4.8 u a1k

- Octbp GakTepuanen cuHysur (aneKBaTHO nHarHOCTULMpaH).

- Ilpu ocTbp Gakrepuanen CHHY3UT Epenan Tps6Ba na 6b1e M3nomsean camo KOraTo ce cuura 3a
HCBB3MOXKHO M3II0JI3BAHETO Ha APYTH aHTHOAKTEPHATHH areHTH, KOUTO OGHYAMHO ce
MPENOpPBYBAT 3a JIEYEHHE HA T€3H UH(EKLHH.

- Octpu ex3aunepbauuu Ha XPOHHYHA 00CTpyKTHBHA GenoapobHa OonecT, BKIIIOUYUTENTHO XPOHUYEH
Oponxur. Ilpu Octpu ¢k3auepbalnn Ha XpoHUYHA O6CTPYKTHBHA Genonpobua Gonect Epenan
TpAOBa 1a ce HW3MOM3Ba CAMO KOraTo ce CiWTa 3a Henoaxonswla ynorpebara Ha ApPYTH

- Jleka no ymepeno uzpazena Taszoma Bb3MNanuTenHa 0osect (Hanpumep, HHEKUMH Ha ropHus
FCHHTAJICH TPAKT MPU XKEHH, BKIIIOYUTETHO CAIMUEIUT W CHIIOMETPHT), C H3KJTIOYEHHE HA CBBP3aH
Ty0o0-0oBapHaseH wiu TazoB abeuec. He ce MPENopbYBa MOKCU(JIOKCALIMH 1a Ce M3MOJ3BA KATO
MOHOTEpanus 3a JieueHHe Ha cnaba 10 yMepeHa TazoBa Bb3MaluTeNHa O0JIECT, a [a ce nmpuara B
KOMOWHALMA C JpYro MOmXoasio aHTHOAKTEPHAITHO CpPeACTBO (Hanpumep, ueaocnopmH)
rIOpa/iv yBeH4aBaHe Ha MOKCU(IIOKCALIMH PE3UCTEHTHOCTTA HAa Neisseria gonorrhoeae, ocBen ako
MOKCHGIIOKCALIMH-Pe3UCTeHTHAaTa Neisseria gonorrhoeae Moxe na ce U3KITIOYH (BHXXTE TOYKM 4.4
ui.1).

CIICAHUTE NOKAa3aHUS:
- IlHeBmoHus, npuno6ura B 061IECTBOTO.
- YcoxxHeHH HHDEKLMH Ha KOKaTa 1 KOXXHHUTE CTPYKTYPH.




MoxkcHGbIoKCalMH He Tpa6Ba 1a e W3MO0/3Ba 32 MHHLIMHPaHe Ha Tepanus 3a BCEKH TUII HH(EKUHS Ha
KOXATa # KOKHHTE CTPYKTYPH WIH [PH Texka GopMa Ha MHEBMOHHS, IpHA0OHuTa B 00LIECTBOTO.

Tpa6pa 1a ce UMa NpeABHA OPHULIMATHOTO PHKOBOICTBO 34 NOAXOAda YoTpeda Ha aHTHOaKTepUAITHH
CpeACTBa.

4.2 /o3upoBKa H HAYEH HAa OPHIOKECHHE

Jo3upoBKa
Bv3pacmnu
T[IpenopbunTenHaTa 1032 € eaHa punMupana Tabnerka ot 400 mg BeAHBK THEBHO.

Bvbpeuno/ yveprnoopobro yapesicoane

He e seo6xoaMmo ajanTHpaHe Ha [03aTa NpPH MALMEHTH C JeKa A0 TeXKKa CTeneH Ha OBOpedHo
YBpEKIaHE WIH MpPH NMalHeHTH HAa XPOHHYHA OUAJIH3a, HampuMep, XEMOAHANH3a H MPOAB/IDKHTEIHA
aMOyIIaTOPHO TPOBEXAaHA NEPUTOHEaHa IWAM3a (BIKTE TOMKa 5.2 32 moBeve fAeTainm). Hima
NOCTATRYHO AAHHH 33 MALMEHTH ¢ HapyllleHa YepHOoApoOHa (pyHKUMA (BIKTE TOUKa 4.3).

Lpyeu cneyuannu nonynrayuu
He e HeoOXxoauMo afanTapaHe Ha J03aTa NpH NMAalHeHTH B CTapUeCKa BB3PacT U MalMeHTH ¢ HHUCKO

TCJICCHO TEIJO.

Ileouampuuna nonyrayus

MokcndroKcalMH € MPOTHBOIIOKA3AH IIPpU Jelia ¥ KHOWH (<18 roauHH).

EduxacHocTTa M 6€30nacHOCTTa HA MOKCH(IIOKCALIMH NPH JI€LA M FOHOLIN HE Ca yCTAHOBEHH (BHXKTE
Touka 4.3).

HaJyuH Ha NpuaoXeHue
OunMupainTe TabJIETKH TpﬂGBa na 6BJaT MONTBINAHK LEJTH ¢ AOCTATHEYHO KOJHYECTBO TEUYHOCT H

MoraT Ja ObaaT MpHEMaHH HE3aBUCHMO OT XPaHCHUATA.

[TpoABIDKUTETHOCT Ha NPHIIOKEHHE
Moxkcudnokcanus TpaOBa Aa ce MpUeMa ChbC CeAHaTa NPOAB/DKHTEIHOCT Ha JICYEHHE:

- OcTpu ex3anepbalyi Ha XpoHHYHA OGCTPYKTHRHA GenoapobHa 60NMeCT, BKIIOUUTENHO OPOHXHT! 5
— 10 aHu.

- IIHeBmonmud, npupoduta B obwectsoto: 10 1HH.

- Octep OakTepHalcH CUHY3UT: 7 JHH.

- JIeko g0 yMepeHO H3pazeHa Ta30Ba Bb3naluTenHa 0onect: 14 qHH.

MoxkcudiokcaliH € Npoy4BaH NMpy KIHHHYHH H3OHTBAHHA C NPOAb/DKHTETHOCT Ha JiedeHue 1o 14

JHH.

CeKeeHYUQIHO (UHMPABEHO3HO, NOCAE0BAHO OM NEPOPATHO) NPUNOICEHUE

B KIMHMYHH TPOYYBAHUSA CBC CEKBEHIMAIHO JIEYEHHE [10BEYETO IMAIMEHTH NPEMHHABAT OT
MHTPaBEHO3HO KbM IEPOPATTHO JICYEHHE B PAMKHTE HA 4 JIHM (TIHCBMOHMS, npuaodbura B 00LIECTBOTO)
unK 6 THH (YCa0KHeHH MH(EKLMH Ha KOXXATa WIH KOKHATE CTpYKTYpH). IIpenoprunTenHara obua
MPONB/DKMTETHOCT HA MHTPABEHO3HO W MEPOpaHO JieueHue 7-14 nHHM 3a MHEBMOHHA, MPHIOOHUTA B
0b111ecTBOTO, M 7-21 AHM 33 YCIOKHEHH HHPEKLIMM Ha KOXKATa H KOKHUTE CTPYKTYPH.
[IpenopbunTenuara fo3a (400 mg BeOHEX AHEBHO)
OBAAT NMPEBULIABAHH.

4.3 IIporEBonoxkazaHHS




CBpPBXYYBCTBHTEIHOCT KbM aKTHBHOTO BEILECTBO HITH KbM HAKOE OT IOMOIIHHTE BELIECTBA, H30POeHH

B TO4Ka 6.1.

BpeMeHHOCT U KbpMeHe (BIXKTE ToUKa 4.6).

[TaigenTH nox 18-roauiHa BB3pacT.

[TauneHTH ¢ aHAMHE3a 33 BH3NATICHUE KA CYXKUITNE/ HapyLIeHHe, CBBP3aHO ¢ JICUCHHE C XHHOJIOHH.

KakTo B NpeIKIMHHYHHMTE M3MMTBAHUA, TaKa U NpU XOpa ca HabmojaBaHH NPOMEHH B ChpevyHaTa

eneKTpoU3HONIOTH CJIE] NMpHeM Ha MOKCHQnokcaimmH, moa ¢dopmara Ha yab/okasaHe Ha QT-

MHTepBaia. BB Bpb3Ka ¢ 6€30macHOCTTa MOKCHGIOKCALMH € MPOTHBOIIOKA3aH NPU MAUMEHTH C:

- BpoaeHo WiIH JOKYMEHTHPaHO yab/DkasaHe Ha QT-uHTepeana.

- EnexTponWTHH HapylI€HHs, 0COOEHO HEKOPHUTHpaHa XHUITOKATHEMHS,

- KnaHuyHo 3HauuMa Opaguxapaus.

- KmuHuuHO 3Ha4YMMa CbpAEYHA HEJOCTATBYHOCT ¢ HaMmaleHa JIIBOKaMepHa ¢pakius Ha
U3T/IaCKBaHeE,

-  AHamHe3a 33 CHMITTOMaTUYHH apHTMHH.

Mokcudinokcauud He TpsaGBa Ha ce mpuiara 3a€JHO C JAPYTH JIEKapcTBa, KOMTO yab/pkaBar QT

HHTEpBaja (BIKTE TouKa 4.5).

[Topagy orpaHHYeHUTe KIMHAYMHHA JaAHHH MOKCH(IOKCALIUH € MPOTHBONOKA3aH ChLIO U NMPU ALHEHTH

¢ yBpeaeHa ueproapotHa dynkuus (Child Pugh C) u naupenTH ¢ MOBHINEHH TPAaHCAMHHA3M >5 NBTH

I'TH.

44 CnennajHu npeayinpexIcHEs H NPpeANA3HH MEPKH NPH yNnoTpeda

Vnorpebara Ha Mokcu(IoKcanuH TpadBa na ce U3bArea npH NAnMeHTH, KOMTO ca UMAlld CEpUO3HH
HEeXEJJAHH peaknMd B MHHANOTO TNpu ynotpeba Ha MPOAYKTH, CHABPXKAIIM XWHOJIOHH H
dayopoxuHonouu (Bx. Touka 4.8). JleueHHeTO Ha TE3U MALMEHTH ¢ OQJIOKCALIMH TPAOBa Ja ce 3arnoYysa
caMO TIpHM JIMIICA HA aJTEPHATHBHH BB3MOXKHOCTH 33 JICYEHME M Clle]l BHMMAaTe/lHA OLEHKa Ha
CHOTHOLIEHUETO NOJI3a/PUCK (BXK. ChILO TOUKA 4.3).

[Ton3aTa OT NEYEHHETO ¢ MOKCHQIIOKCALIMH, 0cODEeHO MpH He 0cobeHO TeXXKH HMH(EKLHH, TpaOBa Ja
OpOe BHHMATEIHO CchOOpazeHO ¢ uWHQopManMaTa, ChIbpXKal@ ce B TodYka ,,CrnelHaTHH
NpenynpexaeHUd U Mpeana3sHu MepKy IpH ynorpeda“.

AHEBpH3Ma M JUCEKAIIMS Ha a0PTATa H peryprurauus/ HEAOCTAThYHOCT HA ChPACYHHUTE KIIaln

EnugeMuonoruyHy NpoyyBaHus CHO0IIABAT 3a MOBUIIEH PHCK OT AaHEBPH3Ma U IMCEKallMa Ha aopTara,
0coOEeHO MpH NalMEHTH B CTapyecka BH3pacT, KaKTO U OT peryprutalia Ha aOpTHaTa U MUTpaJIHATA
KJ1ana cyes npueM Ha dayopoxuHonoHu. Cho61IueHH ca CTy4yad Ha aHeBpH3Ma M JUCEKalka Ha aopTaTa,
[OHAKOTa YCJIOXKHEHH [OPAaIM pasKbCcBaHe (BKIIOUMTENHO C JIETAIEH M3X0A) M peryprurauus/
HEJOCTATHYHOCT Ha HAKOH CHPACUHH KJIAIH MPH NALMEHTH, NpHeMallH (IIyOpOXHHOJIOHH (BXK. TOUYKA
4.8).
IMopagn ToBa, (UIyOpPOXHHOJOHHMTE TpaOBa Ja Ce NpHnaraT CamoO CJie[ BHUMATENHA OICHKA Ha
CHOTHOLUEHHETO MON3a/PHCK H Cliel TIPELICHKA Ha APYTH TEPANeBTHYHH Bb3MOKHOCTH NMPH NMALMEHTH ©
daMWIHa aHaMHe3a 3a aHEBpU3MAa WM BpoAcHo 3alonfgBaHe Ha CHPACUHMTE KJallM, , MK TpH
MalMEeHTH, THACHOCTHLIMPAHH ¢ MOJAeXallla a0pTHA aHEBpH3Ma M/MJIH AMCEKalLMs Ha aopTara WiM
3aboNgBaHe HA CHPACYHHUTE KJIAlH, HIM NPH HAIMYKE Ha APYTH PHCKOBH (GakTOPH WIH CBCTOAHMI,
Nnpeapa3noiaraiy

- KaKTO KbM aHEBPHM3Ma, TAKa U 3a JHUCEKAllMA Ha aopTaTa H 3a perypruranms/ HeIoCTaTbuHOCT
Ha CHPJIEUHUTE KIanH (Hamp. HapyllIeHUs Ha CheAMHUTENHATa ThKaH, Hanp. CHHApoM Ha Mapdan wim
Cunapom Ha Enepc-Hlamnoc, Cunapom Ha TepHBp, bosmect Ha bexyer, XunepToHHs, peBMa
APTPUT) WIH JOITBIHUTEIHO

- IIPH aHEBpH3Ma H [HCEKAlMd Ha aopTrara (Hamp. CbJOBH HapylWICHHA, HapP.

AOCITBJIHHTECIIHO




- NpH peryprutaiys/ HEJOCTATBYHOCT Ha CBpACYHHMTE KianH (Hamp. HHQEKIMO3EH
€H/IOKAP/IHT).
PHCKBT OT aHEBPH3Ma M JUCEKALIMA Ha a0pTaTa M TAXHOTO PaskKbCBaHe MOXKe CBHILO Jia C€ NMOBHILH NPH
NaldeHTH, JICKyBaHH €/JHOBPEMEHHO CBC CHCTEMHH KOPTHKOCTEPOHJIH.
B cnyyaii Ha BHe3allHa KOpeMHa, I'pbAHa WI¥ Oonka B rbpba, manmeHTdTe TpabOBa Aa OBAAT
NOCHBETBAHM He3a0ABHO Ja C€ MOCHBETBAT C JEKap B CIICLIHO OTACICHHE.
ITaupeHTHTe TPAOBA /12 OBIAT MOCHBETBAHH /14 [TOTHPCAT HE3a0ABHO MEAHIIMHCKA MOMOIIl B CIyYaH Ha
OCTpa JAHCIHEA, N0ABA Ha ¢hpLeOHeHe (NaNMUTanyH) WIH pa3BUTHE HA OTOK HAa KOpeMa WIH JAOJTHUTE

KpaHHMIIY.

[IpoaB/DKHTEIHN, HHBATHAW3HPALIY U NOTEeHUHATHO HeoOpaTHMH CEPHO3HH HEXEIAHH JICKAPCTBEHH
eaKLliH

CnoblaBa ce 3a MHOTO PeKH CITy4ad Ha MPOAB/DKMTENHH (ITPOAB/DKABAINM MECELH WIH TOJHHH),
MHBATHIU3HPAIUH H MOTEHIIMAIHO HEOOPAaTUMU CEPUO3HU HEXKEIAHH JICKAPCTBEHH peaKLIHH, 3acCATally
Pa3IHYHH, TOHAKOTa MHOTO CUCTEMH B OpraHH3Ma ( MyCKYJIHO-CKEJICTHA, HEpBHA CUCTEMa, TICHXHKA H
CETHBHM OpTraHM) IPH NALKHEHTH, MOTYJYaBally XMHOJIOHH B (JTyOPOXHHOJIOHH, HE3aBHCHMO OT TAXHATA
BB3PACT U BeUe ChILECTBYBaIHUTe pUcKoBH pakTopu. Mokcuduokcauus Tpabsa ja ce cnpe He3abaBHO
Npd MBPBUTE NMPHIHALIM WIM CUMIITOMHM Ha BCSAKAa CEpHO3HA HEXEJlaHA peaklMd KaTo MalHeHTUTe
TpAOBA /12 ce IOCHBETBAT Ja C€ CBBPKAT C TEXHHS JIEKap, NpeaIHtcal JICKapCTBOTO, 38 CHBET.

Vaemkasane Ha QTc MHTEpBaNa ¥ _NOTEHIWATIHN KIWHAYHYU CHCTOSHHSA, CBbP3aHH ¢ YAb/DKaBaHe Ha
QTc¢ uarepsana

VceTaHoBeHO e, ue IIPM HAKOM NalMeHTH MoKcHgiokcatMH yawmDkaBa (QTc uHTepBana Ha
eflekTpokapauorpamara. [Ipu ananu3 na EKI' uscinenpaHuATa, NOMyueHH B XOJa Ha KIHHHAYHA
nporpama, yabnkasadero Ha QTc npu MokcudnokcatuuH e 6uno 6 msec + 26 msec, 1.4% B cpaBHeHHe
C HaYaJiHaTa CTOHHOCT.

Twit kaTo CHIIECTBYBA TEHACHIMA KEHUTE 1a UMAT NO-ABJIBI H3XoJeH QTc¢ uHTepBan B CpaBHEHHE C
MBKETE € BBIMOXKHO T€ Aa €a MO-YYBCTBHTEJIHH KBM J¢KapcTBa, yow/Dkasam (QTc uHTeprana.
BB3MOXXHO e MallHeHTHTE B CTapyecka BB3pacT ChINO Aa ¢a IMO-YYBCTBHTENHH KBbM CBBP3aHH C
nexkapcTBoTO edextu BepXy QT uHTEpBaNa.

Jledenue, KOeTO HaMaJIABA HHUBATA Ha KanMid, TpabBa na Oba¢ H3MON3BAHO C NTOBHILICHO BHHMaHUE NpH
NMAUMEHTH, KOUTO NpHeMaT MokcudokcaluH (BIXTe ¢biuo TOUKH 4.3 U 4.5).

MoxkcudiiokcaupH TpaOBa 1a ce M3MOJ3Ba ¢ BHUMAHHE NPH MNALMEHTH ¢ NPOAPUTMHYHH ChCTOSHHUS
(0coBeHO KEeHU U MALMEHTH B CTAPUYECKA BB3PAcT) KATO OCTPa MCXEMHA Ha MHOKApAa WM YAB/DKABaHE
Ha QT, T KaTO TOBa MO3KE [1a AOBEE [0 MOBHIIEH PHCK OT KaMEPHH ApUTMUHM (BKJIIOUMTENHO torsade
de pointes) u cppaeueH apect (BIKTE c¢billo Touka 4.3). Crenenra Ha yanpkasane Ha QT uHTepBana
MOXE Aa C€ MOBHMIIM ¢ IIOBHMIIABAHE HA KOHILIEHTpalUATa Ha JekapcTtBoTo. (CIIeIoBATENHO
IpenopbYHTeTHATA 1034 He TpsAOBa Ja Obae npesulliaBaHa.

[IpH mosBa Ha MpH3HALKM Ha CHpPACYHA APUTMHSA MO BPEME HA JIEYEHHETO ¢ MOKCH(]JIOKCAUMH,
JeYeHHeTo TPAOBa a Ce NMPeyCTaHOBH U Aa ¢e Hanpasu EKT'.

CBpBXYMYBCTBUTEIHOCT/ aNeprudHy peakiiHu
Crob1aBa ce 3a peakijii Ha CBPBXYYBCTBUTEJIHOCT U aJICPrHUHH PEaKUHH Ciel MBPBO NIpHIaraHe,

CBBP3aHH ¢ (IIYOPOXHHONOHM, BKIIOUHTEIHO MOKCH(OKcallMH. AHAQHIAKTHYHUTE PEaKLHH MoraT
Na MPeRM3BHKAT JKHBOTO3acTpallaBaill LIOK, JOPH ClIeA NMBPBO npunarade. B ¢imyyan Ha KIMHUYHU
POSBH Ha TEKKH PEaKLMM Ha CBPBXYYBCTHBTEIHOCT, MPHEMBT Ha MOKCH(]pIOKCaIMH TpaOBa Ja ce
NpeyCTaHOBH U TpAOBa Ja ce 3ano4He NOAXOOALIO JICUCHHE (HAIpUMED JICUCHHKE Ha LI0K).

Texku yepHOAPOOHH HAPYIIEHHS
JloknaaBaHM ca ciiydan Ha (QYJIMHUHAHTEH XENaTUT, NOTCHUHAIHO BOAELL IO KHBO

yepHOIpOOHA HEAOCTATHYHOCT (BIUTIOUMTENHO CiIy4dad ¢ (araneH u3xond) (Biiie
[TanmenTuTe TpsOBa na OpOaT NpeaynpeacHH, 4e Tpa0Ba Aa YBeXOMAT CBOA JieKap np




JIE4eHHETO , aKO CE MOABAT MPOSBH K CHMITTOMH Ha (yIMHHAHTER XETIATHT KaTo OBP30 pasBUBAlIA Ce
ACTEHMs, CBBP3aHA C JKBITEHWIA, ThMHA YPHHA, CKJIOHHOCT KbM KBPBEHS HIIH yepHOapoOHA
eHuedanonaTus.

[Ipy nosABa HA MHAMKALHH 32 YEPHOAPOOHO YBPEXKIAHE Tpa6Ba a Ce¢ HAMpaBAT 4epHOAPOOHH
GYHKIMOHAIHY H3CJICABAHHUA.

Texky KOXHH HEXENaHH peakKIiny
Texky KOKHH HexeNiaHH peakuud (severe cutaneous adverse reactions, SCARs), BKIOYHTENIHO

TOKCHYHA eNHAEPMAlIHA Hekpoau3a (toxic epidermal necrolysis, TEN: #3BeCTHa OLI€ KaTO CHHAPOM Ha
Lyell), cunnpom Ha Stevens Johnson (Stevens Johnson syndrome, SJS), octpa reHepald3MpaHa
eK3aHTeMaTo3Ha MycTyno3a (acute generalised exanthematous pustulosis, AGEP) u sekapcTBeHa
peakups ¢ eo3uHodmiHs M cucTeMHu cumnTomy (Drug Reaction with Eosinophilia and Systemic
Symptoms, DRESS), kowto Morar Ja ObaaT >XHBOTO3aCTpallaBallld WIH C JICTAICH H3XOH, ca
cHOBLIABAHM [PH NPHICKEHHE Ha MOKCH(IOKcaluH (BXK. Touka 4.8). KbM MOMENTA Ha Npe/inHCBaHe
naipeHTsT Tpabsa Aa 6uae MHGOPMHpaH OTHOCHO MPU3HAUMTE H CHMITOMHTE Ha TCXKH KOXKHH
peakiuu, ¥ Aa Obie BHUMATETHO NPOCieasBaH. AKO Ce MOSBAT NMPH3HALM H CHMITOMH, MOKA3ATC/IHH
32 Te3W PEAKLIMH, MPWIOKEHHETO Ha MOKCH(IOKCAlMH TpsbBa Ob/le NpeyCTaHOBEHO He3abaBHO, U Ja
ce OOMMCIIHM AITEPHATHBHO JeueHHe. AKO MALMEHTHT € Pa3sBuWl CEPHO3HA PEAKLIMA KATo SJS, TEN,
AGEP unu DRESS npH NprIoKeHHe Ha MOKCH(IIOKCALIMH, JI€YEHHETO ¢ MOKCH(NIOKCALMH NPH TO3H
MaluMeHT HUKora He TpaOBa 1a ce Bb30OHOBABA.

[TanmeHTH, Npeapa3noNoKEeHN KbM I'bPYOBE
U3BecTHO €, Y€ XHHOIOHHTE OTKIIOYBAT I'bpUOBe. YNoTpedaTa npHu NauHeHTH ¢ HAPYIICHWA Ha [HC

WIH MpU HAJWUMe Ha OPYTH puckoBH (akKTopw, rpenpasnojaralld KbM rbpHOBE WIH NMOHKKABAIHA
repyYOBHS Mpar, TpaGBa Ja ce M3BBPIIBA C BHMUMaHWe. B cmyyald Ha TbpHOBE, JICUCHHETO C
MokcudnokcauuH TpsAOBa aa 6bpae NPeyCTaHOBEHO H 1a C€ NMPEANPHEMAT MOAXOAAUIH MEPKH.

[IepudepHa HesponaTH

Cr0bImaBa ce 3a CeH30pHa WK CEH30MOTOPHa MOJIHHEBPONATHA, BOJCIIH N0 IAPECTE3HH, XUTOCCTE3UA,
M3ecTe3Ms MM cNaGoCT MpH MALMEHTH, MPHEMAIH XHHOJIOHM U (QIyOpOXHHOMOHH. IlaneHTHTE,
KOWTO MpHeMaT MOKCHGIIOKCALMH, TpAGBa 1a O0BAaT NOCHBETBAHHU 1 uHGOpMHUpAT CBOA JIEKAP, TIPEIU
a IPOABLIKAT JSUEHHETO, aKO C€ MOABAT CUMITTOMH Ha HEBPOIATUs, KaTO OolKa, ycelllaHe 3a MnapeHe,
MpaBydKkaHe, H3TpbliBave WiH cnaboct, 3a ja ce NpeAoTBPaTH PasBUTUETO HA MOTCHUMATHO
HeoOpaThMo 3abonseaHe (Bx. Touka 4.8).

[IcMXWYHH peaKlIiH

BB3MOKHA € NOoSBa HAa NCUXWYHM pEaKUuM IOpY H CACH NBPBO IIPHAOKEHHC Ha XHHOJIOHH,
BXJIOUYMTEIHO MOKCH(IOKCAUMH. B MHOTO peaku ciiyyan JerpecHss WIM NCHXOTHYIHH peaKiuy <a
MPOrpecHpali 0 MHCIH 32 CaMOyOMHCTBO M CaMOHapaHABAlIO MOBEACHHE KATO CYyHMLUHIHU OITHTH
(BrkTe TOuKa 4.8). B cnyvaH, 4e nNalHeHT pa3BHE TE3H PCAKLIMH, mokcHdnokcalul TpsadBa na O6bpae
peycTaHOBEH 1 TPAGBa 1a ce MpeAnpUHeMaT NOIXOAAH MePKH. IIpenopbhunTenHo € MOKCH}IOKCAlMH
1a ce U3M0JI3Ba ¢ BHUMAaHHeE MPH NICHXOTHYHH MalHEeHTH WK [PH MAlHEHTH ¢ aHaMHE3a 3a [ICHXHYIHH
3abonsBanu.

uapus, cBbp3aHa ¢ aHTHOWOTHK, BKITIOYHTEI/IHO KOJIUT
HMa choOIIeHus 3a CBbp3aHa ¢ aHTHOHOTHKA Auapus (AAD) 1 cBbp3aH ¢ aHTHOMOTHKA KOJIUT (AACQC),

BKJIIOYHTENIHO TceBIoMeMGpaHo3eH KonuT M cebp3aHa ¢ Clostridium difficile nnapus, npH
H3TIOJT3BAHETO HA IUPOKOCIEKTEPHH aHTHOHOTHLIM, BKITIOYMTENHO MOKCH(IOKCALIMH, KOUTO MOLAT Aa
BApUpAT N0 TEKECT OT JieKa AHapHA Jo darajieH Konur. ETO 3all0 € BAXHO Aa ¢¢ MME AL TS
MWArHO3a MpY NALMEHTH, KOMTO HMaT TeXKa Nuapus no BpeMeé Ha W Cliel A
MOKCHU(JIOKCALIMH. AKO C€ MOAO3MpA WIH NOTBBP/H CBBbP3aHa ¢ AHTHOMOTHKA 1K ! 1 7

1

N
Vit
IR



CPEACTBA, BIJIOYHTETHO MOKCU(JIOKCAUMH, M He3abaBHO [Ja ce IMpeAnpHEMAaT aJeKBaTHH
TePaNeBTHYHH MEPKH. |

HAonbiHutenHo Tpsada fa 6baaT NPEANpPHETH NOAXOASLIM MEPKM 32 KOHTPOJ Ha MHDEKLMATA, 32 13 Ce
HaMalld pUCKa OT NpeaaBaHeTo H. JIeKapcTBa, KOUTO NMOTHCKAT NEPUCTANITHKATA Ca POTUBONOKA3AHM

IPH MALUEHTH, KOWTO UMAT TEXKA JTHAPHS.

IlauHeHTH ¢ MMacTEHHA IPaBHC
Moxcuguokcauys Tps6Ba na ce npuiara ¢ OBUIIEHO BHUMAHHE NPH TIALMEHTH ¢ MHACTEHHUA I'PaBHC,

TBH KaTO CHUMITTOMMTE MOXKE Ha ¢e 3aCHJIAT.

TeHOUHAT U CKLCRAHE HA CYXOKHIIHE

TeHAMHHT M pasKbCBaHe Ha CyXOoxwiMe (MO-CNIELHATHO aXWIECOBO CYXOXKMIME, HO 6e3 nma ce
OrpaHH4aBa Camo JI0 Hero), MOHAKOra JBYCTpPaHHO, MOKE A4d CE MOy  OLIE B paMKUTe Ha 48 gaca or
3aM04BaHE Ha JIEYEHHETO C XWHONOHH U (QUTyOpOXHHOIOHH KaTO MMa ChOOLLEHHS 3a TAKHBA, Pa3BUITH
C€ I0pH A0 HAKONKO MECEeLa CIIC MPeKpaTABaHe Ha JIEYEHHETO. PHCKBT OT TEHAMHUT U paskbcBaHe Ha
CYXOXHIIHE C€ MOBHILIABA NIPYU N0-BB3PACTHH MALMEHTH, NALUEHTH ¢ OL0pedHo yBpexaaHe, NalHeHTH
C TPAHCIUIAHTHUPAH COJIMAEH OPraH W TAKHBa, JIEKYBaHU CBITETCTBALIO ¢ KOPTHKOcTepouau. I1o Tasw

NPHYHHA CBITHTCTBALLATA YIIOTpeDa HA KOPTHKOCTEpOHIU TPAOBA Aa ce H30ATrBa.
I[Ipy mbpBHA NpH3HAK Ha TEHOMHMT (Hanp. GONE3HEHO TNOAYBaHe, BB3MANCHHE) JEYCHHETO C

MOKCH(}IOKCaUMH TPAOBA 4 Ce NPEKPATH H Ja ce OOMHCIM alITEPHATHBHO JieYeHHe. 3acernaTuar(Te)
KpaHHHK(UH) TpA6Ba na Gbae(ar) eKyBaH(u) No MOAXOnALl HauuH (Hanp. obesapinkeane). He Tpa6Ba
Aa C€ U3MONM3BAT KOPTHKOCTEPOHAHM, aKO CE MOABAT NPH3HALIY HA TEHIHHONATUA.

IlanpenTH ¢ O060peuno yBpexxaaHe
IaunenTy B ctapuecka BB3pacT ¢ 6u0pedHo yBpeskaane Tpabsa fa H3MON3BAT MOKCHGIIOKCALIHH ¢

MOBHIICHO BHHUMaHHME, aKO HE MOTraT ja TNOAIbPXKAT aJeKBATeH NPHEM HAa TEYHOCTH, 3aLOTO
AeXMpaTaluaTa MOXKE Aa MIOBULIM PHCKa OT 6h0peuna HeIOCTATEYHOCT.

HapyuieHus Ha 3peHHETO
IIpy mosBa Ha yBpeKIaHe HA 3PEHHETO WIH KaKBHTO U 12 € e(eKTH BLPXy OHUTe, He3a0aBHO TpsibBa
Aia ¢e MOTbPCU KOHCYATALMA ¢ 0pTAIMONOT (BHXKTE TOukH 4.7 1 4.8).

Jucrnukemus

KakTo npu BCHUKH IIyOpOXHHONIOHH, TIPH JIEYEHHE ¢ MOKCH(IOKCALIMH ¢a NOKIABaHH HapIlIeHHA B
HHBAT4 Ha KPHBHATA 3aXap (XHIOTIMKEMUS W XMOEPITIHKEMHs). JIUCIVIMKEMHA BBE3HHMKBA HPESAMMHO
[IpH NALIHEHTH B CTAPUECKA BB3PACT H ¢ IHabeT, KOUTO MOMy4aBaT ChITFTCTBALLO JIEYEHHE ¢ TIEPOPAITHO
XMIMOTJIMKEMHYHO CPEACTBO (HampuMep CyndoHWTypes) Win ¢ HHCYauH. [Ipy naiueHTu ¢ auaber ce
NpernopbuBa BHUMATEIHO MOHHTOPHPaHe HA CTOMHOCTHUTE Ha MIIOKO3a B KPBBTA {BIXKTE TOYKa 4.8).

IlpeBeHIMa Ha peakiuy Ha (POTOYYBCTBHTEMHOCT

JlokasaHo e, ie XMHOJIOHHTE NPETU3BHKBAT NOABA Ha PeakUMK Ha OTOTYBCTBHTENHOCT MPH MALIMEHTH.
[IpoyuBanns oba4e ca mokasanu, 4e MOKCHQUIOKCALMH C€ XapaKTepH3Hpa ¢ MO-MAJTBK PHCK OT
MHIYLHPAHETO Ha PeakUMH Ha GOTOUYBCTBUTEIIHOCT.

Benpeku ToBa, mauueHTuTe TpsabGBa Ja O6BaT mockBeTBaHM aa M3bsArBar kakto UV JTbYM, Taka U
MPOJBJDKHTEHO H3/IaraHe WIWIH CIUTHA CIIbHYEBA CBETIIMHA T10 BpeMe Ha JIeYeHHE ¢ MOKCH(ITOKCaLiH
(BK. TOUKa 4.8).

IlanuenTH ¢ gedpuurT Ha rIMOK030-6-Gocdar e oreHasa
[TaupenTn ¢ pamunHa aHaMHe3a WIH ¢ HanWYeH AePUUMT Ha rmoko30-6-bocdar ne
MPEeAPasoNOKEHN KBM I104BA Ha XEMOJIUTUYHY PEaKIHM TPH JIeYEHHE ¢ XHHOJNOHH
MOKCH()JTOKCalMH TpAGBa Aa ce H3MOJI3Ba BHUMATENHO [IPH T€3H NIALMEHTH.




IlaueHTH ¢ rajakTo3Ha HENOHOCHMOCT, Lapp-JakTaszeH JedHUMT HWIH  DOKO30-TaJ1aKTO3HA
Manabcopbums
[laiuenTy ¢ pefiku HacIeACTBEHH NMPOOIEMH Ha rajakTo3Ha HEMMOHOCUMOCT, Lapp-naxrasen aeduuyT

HJTH TTIIOKO030-TanakTo3Ha ManabcopOlius He Tpa6Ba aa mpueMart ToBa JIEKapCTBO.

[IaueHnTH ¢ Ta3oBa Bp3naaMTENHA GonecTt
IIpu maumeHTH ¢ ycroxHEHa Ta30Ba BH3NANHTENHA Gonect (HanpuMep, CBbp3aHa ¢ Ty00-OBapHaieH
HIH Ta30B abcUec), 3a KOUTO € He0OXOAMMO MHTPABEHO3HO JIEUEHHe, JICYEHHETO ¢ MOKCH(IOKCAIMH

HE Ce MpernopbhyBa.

TasoBa BB3nanuTeNHa GonecT MOXE Oa e MpUYHHEHA OT (UTyOPOXMHOJIOH-PE3UCTEHTHA Neisseria
gonorrhoeae. Tlopapn TOBa, B T€3H Coyyad MOKCH(NOKcauuH TpAOBa Aa ce mpwiara eMITHPHYHO
CIHOBPEMEHHO C APYT MOAXOMALN AHTUOMOTUK (HanpuMmep LedaloCTIOPHH), OCBEH aKO MOXKE [a Ce
H3KJIKOYH MOKCH(IOKCAUHH-PE3UCTeHTHA Neisseria gonorrhoeae. Axo 00 3 JHM cied HA4aJoTO HA
JICYUCHUETO HE 3al0YHe KINHHHYHO nogobpenue, aeveHneTo Tpadea 1a Oblie MPeoLeHEHO.

H_&_L!EEHTPI ChC CIICHHAJTHH YCITOKHEHH HHQ)BKHHH Ha KOKaTd H KOXKHUTE CTPYKTVPH

He e ycTaHOBeHa KIIMHHYHA €PUKACHOCT HA MHTPABEHO3CH MOKCH(MIOKCALIMH IIPH JICUCHHE Ha TEXKH
MHPEKLMY BCIICACTBUE HA H3rapAHUs, GacuuHUTH U HHGEKIMH Ha 1MabeTHO CTHNANO0 ¢ OCTEOMHUEHT.

BzauMoaelcTeusa ¢ SHOIOrMYHH TECTOBRE

JleseHHeTo ¢ MoOKcHbNOKCaMH MOXE Ja TOBIHSE Ha H3CIEBaHe C KyiTypa, ChIBpXKAalla
Mycobacterium spp., kaTo NOTHCHE DaKTepHANHHMA pacTeX W AOBeAE A0 (aIIIHBO OTPHLATCITHH
pe3yJTaTH ¥ NpoOH, B3€TH OT NALMEHTH, NOTy4aBallld B MOMEHTA MOKCHQIIOKCALIMH.

Ianvernrn ¢ MRS A (meTnimnnb-pe3ucTenTHy Staphylococcus aureus) nHGEKUHN

Moxkcu}okcauun He ce npenopbuBa 3a jeyeHue Ha MRSA undexuru. B ciydaii Ha npeanonaraema
WM MOTBbpACHA MH(peKLHs, npuurHeHa ot MRSA, TpsabBa na ce 3amouHe nedyeHHE ¢ NMOIXOIAII
aHTUOAKTEepHAJIeH areHT (BHXKTe Touka 5.1).

[lenuarpuyna momynaius
Ilopanu HexcenanuTe peakuHy BBPXY XpYLIAa MPH MIAINM XKHBOTHH (BHXKTe Touka 5.3), yrnoTpebara

Ha MOKCH()IOKCALIMH IPH Jella H FoHOWIH <] 8 rO{HMHH € IPOTHBONOKA3aHa (BIDKTE TouKa 4.3).

4.5 BsauMoaelcTBHE ¢ IPYTH JIEKAPCTBEHH NPOAYKTH M APpyrd GOpMH Ha B3aHMoaelcTBHe

BzaumMoaeicTBHe ¢ APYId IEKAPCTBEHH MPOAYKTH
He moxe na Ovme uskmoueH anuvrueeH edext BBpxy yiab/kasadero Ha QT uHTepRana Ha

MOKCH(IOKCALIHH B JPYTH JIEKapCTBEHH MPOINYKTH, KOUTO MoraT Ja yaemxaT QTc uxrreppana. Tosu

eeKT MOXKe /1a IOBUIIM PHCKA OT KAMEPHH apUTMHH, BKITIOUMTENHO torsade de pointes. ITopaau Tosa

€ MPOTHBOMOKA3aHO €OHOBPEMEHHOTO IIPHIIOKEHHE Ha MOKCH(IOKCALIMH C HAKOE OT CIICIHMTE

JeKapcTBa (BkTe Toukad.3):

- AHTHapUTMMIHM Kjiac IA (HampuUMep, XMHUIMH, XMIPOXHHHKH, JM30MUPAMUA).

- anwtaputMHuiM knac Il (HanpuMep, amuonapou, coranon, nodgeruwnun, uOyTHIHA).

- AHTHUICHXOTHLM (HanpHMeEp, PEHOTHAZHHH, MUMO3HA, CEPTHHION, XANONEPHAO, CY/ITOMPU).

- TPHUMKJIHYHM AHTHACMIPECAHTH.

- ONpelencHH AaHTHMHKPOOHH areHTH (cakBHHaRWUp, cnapraoOKCallMH, epHTPOMHLUH IV,
NIEHTAMKBJIMH, IPOTHBOMAJIAPUHHH JIEKAPCTBA, B YACTHOCT Xaa0GaHTPHH). -

- ONpeJesicHH aHTHXUCTAMHHH (TepdeHanuH, acTeMH30/1, MU3OJIACTHH).

- Opyrd (uusampun, BUHKaMuH IV, Genpunun, gudemanun).

MokcuduiokcaupuH TpsabBa Ja ce Npwiara ¢ TNOBHMIIEHO BHHMaHHE MPU I
JICKapCTBa, KOWTO MOT'aT /1a [IOHMIKAT HUBATA HA KaJIUH (Hanpumep, OpHMKOBH U




JIaKCATHBH M KJIH3MH [ BUCOKH JIO3H |, KOPTHKOCTEpOMIH, aMPoTepiliMH B) HiIH JiekapcTBa, CBBP3aHH C
KJIMHUYHO 3HaYMMa Opaaukapausi.

Mexay npvema Ha TIPOAYKTH, ChAbpP)KAIH OHBAJIEHTHA WIM TPHBATIEHTHH KATHOHM (aHTHALMIH,
KOHTO CBIBPKAT MAarHe3vii WIH alyMHHMI;, TaOeTKH AWAaHO3MH; CyKpandar U areHTH, ChbIbpiKally
KENA30 U IHMHK), K TpHeMa Ha MOKCH(IOKCaLHH Tp4aOBa Aa MMa MHTEpBaj OT OKOJIO 6 yaca.

EnnospeMeHHOTO MPUIOKEHHE Ha AKTHBEH BBIJICH C mepopanHa Jo3a oT 400 mg MoKcHU{uIOKCalMH
BOJIH JIO M3Pa3eHO ITOTHCKaHe Ha abcopOLuaTa Ha IeKapCTBOTO M peAyLIMpaHa CHCTeMHA HAJIMYHOCT Ha
neKapcTBOTO ¢ noseue oT 80%. CnegoBarenHo, ETHOBPEMEHHOTO MPUIOKEHHE Ha TE3H JBE JICKapCTBa
He ¢€ MpenopryuBa (OCBEH B CJIYYaWTE Ha Npelo3UpaHe, BIDKTE ToUKa 4.9).

Crnel MOBTOPHO 103UpAHE NPH 3ApaBy AOOPOBOLIM, MOKCH(IOKCalMH noByiiapa Cmax Ha JUIOKCHH
¢ okoJsio 30% 6e3 na nornuaBa AUC win through level. He ca neobxoaumu nipesna3Hd MEpKH NpH
H3MOJI3BAHETO Ha JUTOKCHH.

B npoyusasud, npopeacHHU npu apabeTHiy Jo6poBOoSILH, € JTHOBPEMEHHOTO MPUJIOKEHHE HA NIEPOPATICH
MOKCH(UIOKCALIMH W IITHOCHKIIAMU/ BOJIM A0 HAMAJICHHE ¢ NpHOan3uTenHo 2 1 % Ha mMKoBaTa 1JjiasMeHa
KOHLEHTpauMa Ha rnuOeHtamua. KomOunauupara Ha rimOeHKiIaMMA U MOKCHGIOKCAIMH MOXe
TEOPETUYHO JIa JOBeie A0 JIEKA B MPEXOAHa XuneprivkeMus. Briipexu ToBa, HabmogaBaHUTE IIPOMEHH
BEB (DPApMAaKOKHHETHKATAa Ha NIHOCHKIAMHI HE BOIJAT IO MPOMEHH BBB (PapMaKOAMHAMHYHHTE
napameTpy (HMBO Ha KpPBEBHAaTa 3axap, HHCYJIHMH). CledoBaTelHO, HE ¢ HabmoJaBaHO KJIMHHUYHO
3HAYMMO B3aMMOICHCTBHE MEKIY MTHOSHKIIAMUI U MOKCH(IOKCALIHH.

IIpomenu ¢ INR

CroO11aBanu ca rojisM Opo# ciy4ad Ha MOBULICHUE HA MEPOpAIHATA AHTHKOArylaHTHA AKTUBHOCT NPH
NANMUEHTH, KOMTO NpHeMaT aHTHOAKTEpPHAIHH areHTH, OCODCHO (QUIyOpPOXHHOMOHHW, MAaKpOIUAM,
TETPALMKIHHNA, KOTPUMOKCA30Jl U HAKOW Uedanocnopund. DaxkTopure, CBBP3aHM ¢ HHOEKUMATA U
BL3NAJICHATE/THHSA TIPOLIEC, BH3pacTTa U OOIIOTO ChCTOSHUE HA MALMCHTA €4 ONPEAC/IAIUM PHUCKOBU
daktopd. I[Ipu Te3m obcToATENCTBA € TPYAHO AR ¢€ NPEeUeHH AU UHPEKUMATA WIH JICYCHHETO
npHuHHABaT HapyiueHusa B INR (international normalized ratio). IlpennazHa MfApka € IO-4eCTOTO
mMoHuTopHpaHe Ha INR. Ako e HeobxoauMo, 103aTa Ha aHTUKoaryjaHTa TpaOea na 6bae KopurupaHa
10 CHOTBETHHA HaUUH.

KnuHUYHHTE NPOYUBAHUSA HE MNOKA3BaT B3aHMOIESHCTBHA cCJiel CbBMECTHO TMNPWIOKESHHUE Ha
MOKCH(JIOKCAIIHH C: PaHWTHOWH, NpOOCHEUWA, NMEpOpanHUd KOHTPAUEITHBH, KaILHEBH A00aBKY,
NapeHTEPATHO IPUIOKEH MOP(HHH, TEOPIINH, LUKIIOCTIOPHH WIK HTPAaKOHA30.1.

In vitro npoyuBaHHATa ¢ YOBEIIKH eH3uM P450 noTteepkaaear Te3d AaHHU. Criope] Te3U pe3ynTaTH €
MAaJKO BEPOATHO HAJIMUME Ha MeTa0ONMUTHO B3auMoaeicTBUe nocpeacTBoM P450 eHsuMmure.

B3auMoAeHCTBHE ¢ XpaHa
He € ycTaHOBEHO KIHHHYHO 3HAYMMO B3aMMOACHCTBME TP EOHOBPEMEHHHUA IIpHEM Ha

MOKCHU(IOKCALIMH U XpaHa.
4.6 DepTHIHTET, OPEMEHHOCT H KbPMEHE

bBpeMeHHOCT
be3onacHOCTTa HA MOKCHGJIOKCALIMH MO BpeMe Ha OPEMEHOCTTa MPH XOpa He € YCTa}
ITpoyuBaHuaTa npPH >KHMBOTHH IIOKA3BaT pENPOAYKTHBHA TOKCHUYHOCT ( /

TToTeHUHANTHUAT PUCK MPH XOpa HE € U3BeCTeH. Ilopaau eKCTICPHUMEHTATHUA PHC
(pTyOpOXHMHONOHH Ha XpYyLlsiia Ha HOCELMTE CTaBU IIPH HE3PEITH XKMBOTHHU H 06p
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ONMHCAHU TIPH J€Elid, KOUTO MPUEMAT HAKOU (NIyOPOXHMHOIOHH, MOKCHGIIOKCAIMH He TpsaOBa Na ce
H3IOI3BA NpH OpeMeHHH XeHH (BIKTe Touka 4.3).

KspMeHe
Hsama HamuyHM NaHHH MPH XKEHHU ¢ JaKTaluMa HIH TakKHMBa, KOUTO KbpMAT. IIpeqxJIMHHYHHATE JaHHH

MIOKA3BaT, Y€ MAJKH KOJIHYEecTBa MOKCH(MJIOKCAIIMH ce €KCKpeTHpaT B KbpMmarta. [lopanu jnunca Ha
[IaHHM [IPH XOpa M Mopajgy eKCIIepUMEHTAITHHA PHCK OT YBpeX/JaHe OT (PIyYOPOXHHOIOHH Ha Xpyllsiia
Ha HOCELMTE CTABH IPH HE3peNld KUBOTHH, KbPMEHETO € NMPOTHBOINOKA3aHO I10 BPEME HA JIEMEHHE C
MOKCH®IOKcalHH (BrkTe Touka 4.3).

OepTUnUTET
[IpoyyBanuraTa NpH SKUBOTHH HE MOKA3BaT YRpexk/iaHe Ha hepTuiMTeTa (BUKTE TOUKA 3.3).

4.7 Edexrn Bppxy cnocofnocTTa 32 modHpane B padboTa ¢ MAIIHHH

He ca nposexaaHu npoy4saHus Ha eheKTHTe Ha MOKCH(IIOKCAIIMH BHPXY CNIOCOOHOCTTA 3a LIOQHpaHe
¥ paboTa ¢ MalIMHK. BerpekH ToBa, UIyOPOXHHOIIOHHTE, BKIIOYHTEIHO MOKCU(DIOKCALIUH, MOraT Ja
noBeAaT 10 YBpexJaHe Ha cnoco0HOCTTa Ha MalMeHTHTE Aa WOodHpaT WIH Ja paboTaT ¢ MallMHH
nopaau peakuyu o1 ctpana Ha LTHC (Hanpumep, 3aMasHOCT; oCcTpa, MPeXo/iHa 3aryda Ha 3peHHe, BHXKTe
Touka 4.8) Wi BHe3anHa ¥ Opexo/iHa 3aryba Ha ch3HaHHE (CHHKON, BIDKTe Touka 4.8). IlaumeHTuTe
TpsGBa Ja 6BAAT NOCHBETCTBAHM Ja TIPOBEPAT KaK pearupaT Ha MOKCH(IOKCAlMH NPeaH a Wwodupar
WK Ja paboTAT ¢ MalUMHH.

4.8 HexelaHH JeKAPCTBEHH PeaKNHH

Hesxenaunre peakii Bb3 OCHOBAa Ha KIMHMYHWTE H3[HMTBAHHA M MOJYYEHH OT MOCTMApKETHHIOBH
chobieHus 3a MokcudrokcaunH 400 mg (mepopaiHO M KaTO MOCAEABALLO JIEYEHHE) Ca MOCOUEHH T1O-

TOJTY.

OcBeH rajlaHe | JUapHs, BCHYKH HEXKETaHH peakliiy ca HabmoaaBalt ¢ 4eCcToTa No-HUckKa ot 3%.

Bre BCAKO IpynHpaHe IO YECTOT4, HEXENAHUTE peakiiM¥ ca TNMPEeACTaBCHH B HU3XOAALl peld TIOo
OTHOILICHHE Ha TAXHATa cepuo3HocT. YecToTaTa € AeduHMpaHa KakTo crneapa: MHoro dectH (<1/10);
yecTH (<1/100 no <1/10); veuectu (<1/1 000 go <1/100); peaxu (<1/10 000 no <1/1 000); mHOrO peaKH
(<1/10 000); ¢ Hen3BecTHA YeCTOTa (YECTOTa HEe MOXKe fa ObAe OLECHEHA OT HANMUHUTE JaHHH ).

Cucmema Uecrmu Heuecmu Peoxu Mnozo pedxu C Heuzeecmua
Opzan Kaac yecmoma
(MedDRA)
Hucpexyuu u | CynepuHpeKIH
unpecmayuu | U nopaiu

PE3UCTCHTHU

OakTepuH WK

reOmH,

HaIrpuMep,

opaJiHa H

BarHHa/THa

KaHAWA03a
Hapywenua AneMus
Ha Kpwema u JleBkoneHHs
aumpnama Heyrponenus
cucmema TpombouuTOoneHus

TpombouureMus




Cucmema Yecmu Heuecmu Peoxu Mnozo peoxu C neuszsecmua
Opezan  Knac yecmoma
(MedDRA)
KpsBHA TTaHIMTONIEHUS
CO3UHODUNMA
Y IBIDKEHO
npoTpOMOHHOBO
BpeMe/  IMOBHILECH
INR
Hapywenus AnepruuHa AHadunaxcus,
HQ UMYyHHaGMA peakuua  (BIDKTE | BKJIIOYMTEHO
cucmema TouKa 4.4) MHOT'O PAAKO
YKMBOTO3aCTpa-
LIIaBAIT] WIOK
(BIDKTE TOUKA 4.4)
AJleprudeH OTOK/
AHTROCAEM
( BKIIYOYHTEITHO
OTOK Ha
JTapUHKCAa,
MOTEHLIHATHO
XKUBOTO3acTpalla-
Balll, BIDKTE TOYKA
4.4)
Hapywenun Xunepmunmuaemus | XHOEpriukeMus | XHNOrIHKOMHA
Ha XHnepypukeMus | XHIoriHKeMu-
Memabonusma Ha KOMa
U Xpanenemo
Enooxpunnu CunapoM Ha
HAPYMEHUA HEaJCKBATHA
CEeKpeLy Ha
aHTHANYPETH-
YHUS  XOPMOH
(SIADH)
Icuxuunu TpeBoxxHu peakuun | EMouvioHaIHA HenepcoHanu-
HAPYUEHUA [IcuxoMoTOpHa nabuwiHoOCT 3aLims
xunepakTiBHOocT/ | Hdenpecus (B | [IcuxuyHHU
Bb30yaa MHOIO peaxu | peakiuu
cJy4au (NOTEHUHATHO
MOTEHLMAIHO KyJIMHHHpAILH B
KyIMUHHHpalla B | CaMOHapaHABa-
CaMOHApaHABALLO | WO IMOBEACHHUE
NMOBeJEHHE KaTO | KATO CYMLMIAHA
CYMIHHA yacanus/ MUCIIU
Haeauus/ MHUCAHM | WIM  CYHLIWIHH
WIH  CYMUWIHM | OIUTH, BHXKTE
OITUTH, BIDKTE
Touka 4.4)
XamoLUMHAIHH
Jenupruym
Hapywenus I"'maBobonue ITap- 1 guzecTeHud | XUMOECTE3HA
Ha HepeHama | 3aMasHOCT Hapyumenus Ha | Hapyluennss Ha
cucmema BKyCa OOOHAHHETO
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Cucmema Yecmu Heuecmu Peoxu Munozo peoxu C wneuzgecmua
Opean  Knac yecmoma
(MedDRA)
(BKJTFOUMTENIHO (BKJIIOUHATEITHO
areysus B MHOTO | aHOCMHA)
pPEeOKH CITyvaH) Heobu4aiinu
O6bpKaHOCT M | ChbHHLA
Ie30pHEHTALHA HapyieHa
HapyueHus Ha | KOOpIHHALIHA
ceHI  (IpeauMHO | (BKJIIOYHTENHO
Ge3cbHuUE) HapyLICHa
Tpemop Moxoaka, ocobeHo
Bepturo nopanu
CBHIHBOCT 3aMagHOCT WM
BEPTHIO)
['bpuoBe,
BKJIIOYHUTETHO
grand mal
KOHBYJACHU
(BrKTe TOUKA 4.4)
HapyieHo
BHHMAHHE
Hapymenus Ha
roBopa
AMHeE3HA
[Tepudepna
HeBponaTUs %
[IOJTHHEBPOTIATHA
Hapywuenus 3purenHy IlpexoaHa
Ha oyume HapyLIECHHA, 3aryda Ha
BKJIIOMUTEITHO 3peHUE
JUTLIONUS H (ocobeHo  mpH
3aAMBIJIEHO 3pPEHHUE peaKkLHy OT
(ocobeno pH cTtpaHa Ha I{HC,
peakiuM OT CTpaHa BHXKTE TOUYKH 4.4
Ha I[HC, Buxre u4.7)
Touka 4.4).
Hapywenusn TuHutyc
Ha yxomo U YBpexaaHe  Ha
aabupunma cAayXxa,
BKJIIOUHUTETHO
rayxorta
(0OMKHOBREHO
obparrMa)
Covpoeunu YaemkaBane Ha | Yabmkasade Ha QT | KaMepHu Heyrounenu
napywernua** | QT wuHTepBana | HHTepBana (BHDKTE | TAXHAPHUTMHUH apHTMHH
npy MauueHTH ¢ | Touka 4.4) CHHKOI (T.e.
xunokandemus | [lannuranuu BHE3aIHa H
(BibkTe  TOYKM | Taxukapaus KpaTKOCpO4YHa
4.3 n44) [Ipencspano 3aryba Ha
MbXKIEHE Ch3HAHUE)

CreHokapaus
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Cucmema Hecmu Heuecmu Peoru Mnuozo peoxu C Heuzsecmua
Opzan Kaac yecmoma
(MedDRA)
Cvooeu Bazopuiatanug XHIepTOHUS Backynur
Hapyuenua™** XUnoToHUs
Pecnupamop- HucnHes
HU, 2PBbOHU U (BKJIIOYHTETHO
MeouacmuHal ACTMAaTHYHU
HU HapyueHus CHCTOSHHA)
Cmomawno- | I'agene [Tonwxken anerur u | Jucdarus
YpEegHU IToBpbiuaHe IIpHEM Ha XpaHa CtoMaTuT
HAPYWIEHUA CromallHO- 3armnek CeBp3aH C
YpeBHa u | Jucnencus AaHTHOMOTHK
kopemHa Oonka | DaaTyJIeHIHA KOJIUT
Huapus ["acTput (BKITFOYUTENHO
[MoeumeHa aMmunasza | ncepromeMOpa-
HO3€H KOJIMT, B
MHOI'0 pEeAKH
CITy4ad CBBP3aH C
’KUBOTO3ACTpata-
BallH
YCIOXKHEHHH,
BHIKTE TOUKA 4.4)
Yeproopobru | IloBUlIEHH YepHoapobHo XbnreHuua ®OyIMHHAHTEH
HapyuleHus TpaHCaMHHa3H | YBpeXAaHe XenaTuT XEIaTur,
(BKITIOMMTEIHO (OCHOBHO TIOTCHLIHAJIHO
noruiiena LDH) XO0JIECTATHYEH ) BOJICIU 1o
[losuiucH *KHUBOTO34CTpA-
OmwHpyOnH [1aBalla
[Topmuiena  rama- qyepHOApOoOHa
CJTYTaMHJT HENOCTATHEYHOCT
TpaHcdepasa (BKIIOYMTETHO
[TopuineHa ankanHa daralHu
docaraza B CJIyyad, BHXKTE
KPbBTA TouKa 4.4)
Hapywenua IIpypuryc Bynosun koxHU | OcTpa
HA KoXdcama U Ob6pus peakllid  KaToO | reHepaliH3Hpa-
ROOKOXCHAMA Yprukapus CHHApOM Ha | Ha eK3aHTeMa-
MBKaH Cyxa Koxa | CTMBBHC- TO3HA
JOKOHCHEH WM | MMyCTYJ1034
TOKCHYHA (AGEP)
eryaepMaiHa JlekapcTBeHa
HEKPONHU3a peaxkuusd C
(NOTEeHUMATHO €03uHOPUINA
)KHBOTO3aCTpa- | M CUCTEMHH
[IABAIH, BMXKTE | CHMIITOMH
Touka 4.4) (DRESS) (Bx.
Touka 4.4)
PDuxcupaHa
NKApCTBEHA
1131
M Ha
PT{JUYBCTBUT
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Cucmema Hecmu Hevecmu Peoxu Mnoeo peoxu C neuszsecmua
Opean Knac yecmoma
(MedDRA)
eJIHOCT  (BX.
TOUKa 4.4)
Hapywenus ApTtpanrug Tennuuur (Brxre | PaskecBane Ha | Pabnomuonusa
HA MYCKYIHO- Muanrus ToYKa 4.4) CYXOXKHUITHE
CKenemuama MyckynHu (BIDKTE  TOYKA
cucmema U KpaMITyi 4.4)
CbEOUHUMENR- MyckynHu Aptpur
HAaMQa MoKaH CIIa3MH MyckynHa
MyckynHa PHUTHIHOCT
ciabocT Exzauepbarus
Ha CHUMIITOMUTE
HAa MHACTCHUs
rpaBuC  (BIDKTE
TouKa 4.4)
Hapywenus Hexuapatauus bubpeuno
Ha bvbpeyume YBPEXKIAAHE
U NUKoOYHuUme (BKJTHOUMTEIIHO
nemuida nosuiieH BUN
KpeaTHHWH)
bnbpeuna
HEI0CTATBYHOCT
(BroKTE TOUKA 4.4)
Obugu O6io Oedema
Hapywienus u HEPA3NOJOKEHHE
echekmu  Ha (mpeaMMHO aCTeHUA
MACIMOMO  Ha WU yMOpa)
RPpUIONCEHUE bonesHeHH
CBCTOSHHA
(BKITIOYHUTEHO
oonka B rBpOAa,
repauTe, Tasza M
KpanHHLIMTE)
HM3norasaHe

* CpoblaBa ce 3a MHOrO peidKH ClIyyad Ha NpPOABDKUTENHH (00 Mecelud MIH TOAMHH),
MHBAJTHH3UPALIH H MOTEHLHANHO HEOOpaTUMH CEPHO3HH JIEKAPCTBEHH PEaKLIMH, 3acAralllyd HIKOJIKO,
NOHAKOra MHOr0 CHCTEMO-OPraHHM KJIacOBE W CeTHBa (BKJIIOYHTE/IHO pPEaKUHH KaTo TCHAWHHT,
pa3sKbCBaHE HAa CyXOXKHITHE, apTpanrus, 60s1xa B KpaHHHLMTE, HAPYIICHHE Ha IIOX0JKaTa, HCBPONATHH,
CBbLP3aHH € IAPECTE3UH M HEBPAITHA, YMOPA, ICHXHATPHYHH CHMIITOMM (BKJIIOYHTEITHO HapyIUEHHA Ha
CBHSH, TPEBOXKHOCT, MPHUCTBIM HA TAHUKA, JENPEecHds H MHCIM 33 CaMOyOMMCTBO), HapylIeHHE Ha
MaMeTTa U KOHLIEHTPALMATA M YBpeXKIaHe Ha CITyXa, 3peHHETO, BKyca H OOOHSHHETO) BEB BPB3Ka C
ynorpebaTa Ha XHMHOMOHH MW (UIYOPOXHHOJIOHH, B HAKOM CllyyaH, HE3aBUCHMO OT BeUe
CRIIECTBYBAIIMTE PUCKOBH (aKkTOpH (BXK. TOUKa 4.4).
** [Ipu nauueHTHTE, NpHeMamH GIyOpOXHHOIOHM ¢a ChOOLIeHH CTy4yad Ha aHEBPH3Ma H IUCCKaLUs
HAa aOpTaTa, MOHJKOra YCIOXHEHH TNopagyd pasKbCBaHE (BKIIOYMTENHO C JEeTajleH H3XOA) H

perypruranums/ HeJOCTATHUHOCT HA HAKOM OT ChpACYHHUTE Kanu (BX. ToYKa 4.4).

MHuoro psaxo ca ¢bo0LIABaHH CIICTHHTE HEXKENaHU PEAKLIHH Ce JIeYeHHE C ApY
KOUTO MOXE J1a ¢ MOABAT U MPH JICYCHHE ¢ MOKCHGIOKCALIHH: XHMEpHATPHE

XEMOJIIMTHYHA aHCMHSL.
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Cro011iaBaHe Ha NMOJO3IMPAHU HEXKEIAHH PeaKIHK

Cpo611aBaHeTO HA MO03UPAHH HEXKeNIaHH peaKLiyy Cllell paspeliaBaHe 3a ynorpeda Ha J1eKapCTBeHHA
MPOAYKT € BaxkHo. ToBa MO3BONIABA 1a NPOABLILKH HaOMIOICHHETO HA CBOTHOLIEHHETO noa3a/ puck 3a
JIEKapCTBEHUA POAYKT. OT MEOULIMHCKHTE CIIELMAJIMCTH c€ H3MCKBA J1a ChoO11aBaT BCAKa IOJ03MPaHa
He)XeJIaHa Peaklia Ype3 HAllHOHAHATa CHCTEMA 3a ChobLIaBaHe:

NanbnHATEIHA areH1Ns 1o JIEKapCTBaTa

yi. ,,JJamsu ['pyes” Ne 8,

1303 Codmns,

Ten.: +359 2 8903417

yebcaliT: www.bda.bg

4.9 Ilpego3npane

Hsama crrelidHYHH Npeania3HH MEPKH, KOWTO Ja ce MpEnophuBaT ChAel CIyyanHo npenosupane. B
cIy4ail Ha peao3HpaHe ClIe/iBa 1a C€ OCHUIECTBH CHMITTOMAaTHYHO jleyeHHe. Tpsadpa aa ce oChIIeCTBH
EKI” MoHHTOpUpAHE, ThHif KATO CHLIECTBYBA BEPOATHOCT OT yaAb/DKasade Ha QT HHTeprana. CbBMECTHO
NPWIOKEHHE HA aKTHBEH BBIJIEH ¢ J03a oT 400 mg MOKCH(JIOKCAUWH 1€ MNOHIKH CHCTEMHATa
OHOHAIMYHOCT Ha JIEKapcTROTO ¢ noBeue ot 80%. M3non3saHeTo Ha aKTHBEH BBIVICH B pAHHHWA €Tam Ha
abcopOLIMa MOXKe Aa € OT MO0Ji3a 3a MPEAOTBApaTABaHEC HA MOBHMIICHATA CHCTEMHA €KCMO3HLHA Ha
MOKCH(DIIOKCAIIMH B CITYHaid Ha NEPOPAITHO IIPEA03HpaHe.

5. ©®APMAKOJIOTMYHH CBOMCTBA
5.1 @®apmMakoIHHAMHYHH CBOHCTBA

dapMakoTepaneBTHUHA I'pyna: AHTHOaKTEPHAITHA NMPOAYKTH 32 CHCTEMHO TIPHIOKEHHE; XHHOIOHOBH
antHGakTepuasiau npoaykti. ATC kon: JOIMAL4.

MexaHn3EM Ha _JIelicTBHE
MoxcubokcalMH NpUTeKaBa in Vvitro akTHBHOCT cpelry roiam Opor I'paM-nonoxxkurenHd u I'pam-

OTPHUATCIIHH IIATOrCHHA.

BaKkTepyLMIHOTO AeiCTBHE Ha MOKCH(IOKCaUMH € pe3ynraT OoT HHXMOMpaHe Ha aApere Thn Il
ronousomepazu (JITHK rupasa u tonmomszomepasa IV), neobxonuMH 3a GakTepHaiHaTa PEIUTHKALINA,
TpaHCKpHMIHs ©u penapaimia. Hsrnexna, ye C8-MeTokcn rpyrnara OONPHHACH 32 IOBHMIICHaTa
AKTUBHOCT M MO-HUCHK NOA0Op Ha PE3HCTEHTHH MYTAaHTH Ha I 'paM-TNONoKHUTEIHHTE OaKTepHH B
cpasHeHHe ¢ C8-H rpymarta. Hanuuuero Ha ronam OMUMKIIOAMHHEH 3amecture]l Ha C-7 mO3HLMSA
npeanassa ot egekTuBeH ediryke, CBbp3aHo ¢ nord Wik pmrA reHd, HabMOLAaBaHO MpY OMNpeAeSICHH
["paM-nonoxuTensu Gaxrepun.

GapMaKOJHHAMKHYHM NPOYYBAHUA NMOKA3BAT, Y€ MOKCU(IOKCALIUH NPUTEKABA DaKkTepHLIMIEH edeKT,
3aBUCHM OT KOHLICHTpallUATa. MakcHManHuTe GakTepuuuady koHueHTpauud (MBC) ca nomoOHu Ha
MMHHMAJIHATE HHXHOUTOpHH KoHUEeHTpauuu (MIC).

BnvsHue BEPXY HPCBHATA QJIOEH IpH Xop4a

Crieq NpwioKeHHe Ha MOKCH(IOKCALMH npH NoOpOBONUM ¢a HAONIONaBaHH CICAHMTE INPOMEHH B
upesHaTa Qnopa: Escherichia coli, Bacillus spp., Enterococcus spp. 1 Klebsiella spp. ca pexylypany,
KakTo W aHaepobure Bacteroides vulgatus, Bifidobacterium spp., Eubacterium spp. W
Peptostreptococcus spp. Bacteroides fragilis e nosuiuui 6pos cu. Te3n NpoMEHH ce Bb3
HOPMAJIHUTE CTOHHOCTH A0 JBE CEAMHUILIH.

MexaHH3bM HA PE3UCTEHTHOCT
MexaHu3MHTE HAa  PE3HCTEHTHOCT, KOMTO MWHAKTHBHpaT MECHHULMIMHH,
AMHHOTJIMKO3MIH, MAKPOJIUMIH H TETPALUKIIMHH He B3aUMOJEHCTBAT ¢ AHTHOAKTE
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Ha MOKcH(IOKcaUHH. JIpyrH MEXaHHW3MH Ha PE3UCTEHTHOCT, KaTo 3allMTHH Gapuepu (obmH npu
Pseudomonas aeruginosa) 1 MEXaHU3MHTE HA W3JIU3aHE MOraT Ja TOBIHAAT YYBCTBHUTEIHOCTTA KBM
MOKCH(]JIOKCALIHH.

In vitro pe3suCTEeHTHOCT KbM MOKCH(QJIOKCALIMH CE PA3BHBA NMOCTEIIEHHO YPE3 TOYKOBH MYTallHH B IBETE
tun II Tonomzomepazu, JIHK rupaza u tomomsomepasza IV. Mokcudnokcauun € cybeTpaT, KOHTO
TPYAHO I@IpeMMHaBa 4Ype3 MEXaHW3MUTE 3a aKTHBHO H31HM3aHe IpH | 'paM-TIOJIOKHTEIHHTE
MHKPOOPTaHH3MH.

KpscrocaHa pesucTeHTHOCT € HabmioJaBaHa ¢ ApYrHM (MIyOpOXHMHOJIOHH. Bblpexu ToBa, TBM KaTo
MOKCH{IOKcalMd muxubHpa asere Tomousomepazn II u IV ¢ mopobna axmmsHOCT npu I'pam-
MOJIOXKUTEIHHTE OaKTepuH, Te3n OaxkTepuM MOraT Ja ca pe3UCTEHTHH KbM APYrH XHHOJIOHH, HO
YYCTBUTEIIHH KbM MOKCH(JIOKCALIHH.

[ paHUYHH CTOHHOCTH
EUCAST winHWYHH rpaHi4HH cToHHOCTH Ha MIC puck-audy3us TecT 38 MOKCH(IOKCALMH

MHKpOOPraHu3bEM YyBCTBHUTEIEH Pe3UCTEHTEH
Staphylococcus spp. <0,25 mg/l > (0,25 mg/l

> 254 mm < 25* mm
Koarynasa-HeraTuBHM staphylococci <0,25 mg/l > 0,25 mg/l

> 284 mm < 28" mm
S. pneumoniae < 0,5 mg/l > 0,5 mg/l

> 224 mm <224 mm
Streptococcus 'pymu A, B, C, G <0,5 mg/l > 0,5 mg/l

> 194 mm <194 mm
H. influenzae <0,125 mg/l > 0,125 mg/l

> 284 mm <284 mm
M. catarrhalis < 0,25 mg/l > 0,25 mg/l

> 264 mm < 26* mm
Enterobacteriaceae < 0,25 mg/l > 0,25 mg/l

> 22 mm < 22 mm
Corynebacterium spp. <0,5 mg/l > 0,5 mg/l

> 25 mm < 25 mm
['paHMuHM  CTOMHOCTH, HecBbp3aHH c¢ | <0,25 mg/l > 0,25 mg/l

_onpeaencH BUa*

*T"paHUYHKTE CTOHHOCTH, HECBBP3aHH ¢ ONMpeneNieH BU €a ONPEAE/ICHH MMPEAUMHO Bb3 OCHOBA Ha
cdapMaKOKHHeTHYHHTe/ (apMaKOAUHAMMYHUTE MAAHHH M €a HE3aBHCHMH OT MHMHHMAJIHWTE
MHXHOHpaILK KOHHEHTPALIHK [TPH OTACIHUTE MUKPOOPraHu3MH. Te ce U3nos3Bar caMo IIPH BHIOBE,
KBbIETO KPHTEPHHTE 3a MHTEPIIPETHPaHE MPECTOM Aa OBaaT OrpeesIeHH.
A NTnckoBO-TUGY3MOHHMAT METOJT 32 OTIPEIeITHHE HA YYBCTBUTENHOCT KBM HOPQUIOKCALIMH MOXE 12
Obsie H3NOA3BaH 3a MNpOCIeasBaHe Ha PE3UCTEHTHOCTTa KbM  (IIyopoxHHONIOH. HM3onary,
KATETOpH3HpaHH KaTo YYBCTBMTENHM Ha HopdnokcauuH, MoraT Ja ©ObJaT CUMTAHM Karo
YyBCTBHTEIIHA HA LUNPodIIoKcaliH, nerodaokcaiind, MOKCHIOKCalMH ¥ oduokcauuHd. H3onary,
KATETOPHU3HPAHH KATO HEYYBCTBUTETHH, MOTAT Aa ObAAT TECTBAHU 32 YYBCTBHTEIHOCT KBM OTETHH
areHTH.

MukpobuonoruyHa YyBCTBUTENHOCT

PasnpocTpaHeHHETO Ha NpUI00UTATa PE3UCTEeHTHOCT MOJKE J1a Bapupa B PasiIMYHHTE reorpa@Ccky 30HHU
M ¢ BPEMETO 32 H30paHH BIIOBE, JKENATeIHO € HATUYUe Ha JIOKaJIHa HH(OpPMALIKs 334 PE3HCTCHTHOCTTA,
oco0eHo Korato ce JexkyBaT Texku wuHbpexkumu. [Ipn HeobxogumocTt Tpadea ca ;....,;
eKCIIEPTEH ChBET, KOraTO MECTHATA PE3UCTEHTHOCT MOCTaBA O] BBIIPOC H3ITON3B VLR o N

IOHE NPH HAKOU BHAOBE HHPECKLMH. f.{i‘ . >,
- PRy \ %\
Obuuaiino Yyecmeumennu Wamoee {' S T@::-
Ao L e O S MO0 Rﬂ\% \ sRW /K
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Gardnerella vaginalis

Staphylococcus aureus™® (MeTULILIHH-PE3UCTEHTHH)

Streptococcus agalactiae (I'pyna B)

Streptococcus milleri rpyna* (S. anginosus, S. constellatus v . intermedius)

Streptococcus pneumoniae™

Streptococcus pyogenes™ (I'pyna A)

Streptococcus viridans group (S. viridans, S. mutans, S. mitis, S. sanguinis, S. salivarius, S.

thermophilus)

Aepobuu 'paM-OTPHLIATETHH MEKPOOPTAHWU3MH

Acinetobacter baumanii

Haemophilus influenzae*
Haemophilus parainfluenzae™*
Legionella pneumophila

Moraxella (Branhamella) catarrhalis*

AHaepoOHH MUKPOOPraHUu3MH
Fusobacterium spp.

Prevotella spp.

Jpyru MUKpOOpPraHU3MH

Chlamydophila (Chlamydia) pneumoniae*®
Chlamydia trachomatis™

Coxiella burnetii

Mycoplasma genitalium

Mycoplasma hominis

Mycoplasma pneumoniae*

lamose, npu xoumo npudobumama pe3ucmesm1ocm modice 0a e npobaem

Aepobuu I paM-IOI0KHTENHH MHKPOOPTaHH3MH
Enterococcus faecalis™
Enterococcus faecium™

Staphylococcus aureus (METHLIMH-PEIUCTEHTHH)"

Aepobnu I'paM-0TpHLIATETHH MUKPOOPTraHU3MH
Enterobacter cloacae™*

Escherichia coli*

Klebsiella pneumoniae**

Klebsiella oxytoca

Neisseria gonorrhoeae™”

Proteus mirabilis™*

AHaepoOHH MUKPOOPTraHH3MH
Bacteroides fragilis™®
Peptostreptococcus spp.*

Hacnedcmeeno pezucmenmuu MUKpOOp2antBMu

AepobHu ['paM-OTpUIIATENHH MHUKPOOPTAHHU3MH
Pseudomonas aeruginosa

*AKTHBHOCTTA € 3aJIOBOJIWTEIHO HAEMOHCTPUpPAHAa I1py YYBCTBHTE/IHU ILIAMOBE B KIHHHWYHU
NpOy4YBaHHUA Ha OJ00pPEHHU KIMHHYHM MOKA3aHUSL.

*ESBL-npoayumpaliy maMoBe ¢a OOHKHOBEHO PE3UCTEHTHH Ha QIIyOpOXHHOJIOHH.

"HecToTa Ha pesHcTeHTHOCT >350% B eda WM TOBEYE CTPAHU

5.2 @PapMaKOKHHETHYHH CBOHCTBA

Abcopbiiid U OHOHATHYHOCT
Cnen nepopajiHo npuioxeHHe Mokcudiokcanun ce abcopbupa OBp30
AOcomoTHaTa OHOHAIMYHOCT NpeacTaBIsABa npubnuzurenHo 91%.
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DapMakOKHHETHKaTa € JTuHeliHa B AuanasoHa 50-800 mg emHOKpaTHa n03a M 10 600 mg €OUH IBbT
AHEBHO 3a noseve ot 10 qum. Crrex 400 mg nepopanHa no3a MAKCHMAJITHATA KOHLIEHTpaLwms oT 3,1 mg/l
Ce MOCTHrar B paMkuTe Ha 0,5 — 4 yaca cnen npuioxeHue. [TMKOBHTE M MOCTOSHHHTE PAaBHOBECHH
U1a3MeHH KOHUeHTpaunu (400 mg exuH meT AHEBHO) ca choTBEeTHO 3,2 M 0,6 mg/l. B paBHOBecHO
CBCTOAHHEC CKCTIO3KRLIMATA B pAMKHTE Ha HHTEpBaia Ha Ao3upaHe € npubausurenso 30% no-BHcoka B
CpPaBHEHHUE CIIe]l IThPBATA J034.

Pasznpeneneunue
MoxcudnokcauuH ce pasnpeaens 65p30 KbM €KCTPaBacKyJIapHOTO MPOCTPAHCTBO; CAEA A03a 0T 400

mg e ycraHoseHa AUC 35 mg.l/l. OGembT Ha pasnpeneneue (Vss) B CTALHOHApHO CHCTOSHHE €
npubausutenuo 2 l/kg. ExcnepHMeHTHTe in vitro W ex vivo NOKa3BaT CBBP3BAHE C [IPOTCHHH
npubnuzurento 40-42%, He3aBHCHMO OT KOHLEHTPALMATA HAa JIEKAPCTBOTO. MoxcH}poKCalluH ce
CBBP3Ba INIABHO CBC CEPYMHHA anOyMHH.

CnenHuTe NMKOBH KOHUEHTPaLMH (T€OMETPHYHA CTOMHOCT) Ca YCTAHOBEHM CliEN PHWIOKEHHUE Ha
CRHOKpaTHa nepopanda no3a 400 mg MokcudmoKkcaLuH:;

Tvrawn Konyenmpayus Cyomuowenue
Msacmo:ITnasma
[Inazma 3,1 mg/l -
CiroHka 3,6 mg/l 0,75-1,3
MexypHa TEUHOCT 1,6' mg/l 1,7
_bponxmaiHa Myko3a 5,4 mg/kg 1,7~-2,1
AnBeonapHH Makpodaru 56,7 mg/kg 18,6 ~ 70,0
Teunoct, noxpuBama enurena | 20,7 mg/] 5-7
MakcunapeH cHHycC 7,5 mg/kg 2,0
ETMoMaaneH cuHyc 8,2 mg/kg 2,1
Ilonunu B Hoca 9,1 mg/kg 2,6
UHTepcTHLIMANIHA TEUHOCT 1,0° mg/] 0,8 - 1,423
Kencka nosnosa cucrema* 10,2* mg/kg 1,72¢

*HUHTpaBeHO3HO NPHUIIOKEHHE Ha eAHOKpaTHa 103a 400 mg
'10 Haca cieq npriIoKeHHe

*HecBbp3aHa KOHLICHTPALIMA

30T 3 yaca g0 36 vaca cnex no3a

*B kpas Ha uHDy3UATA

buoTtpanchopmMals

Moxkcugokcauut e nooxen Ha 6uorpancopmauus ®asa I1 u ce exckperwpa ype3 0uOpenn u
HITbYKA/ M3MPAKHEHHS KATO HENPOMEHEHO JIEKAPCTBO, KAKTO H MO ¢opmaTa Ha KOMIIOHEHT,
ChAbpKall capa (M1) u rmokyporna (M2). M1 v M2 ca exHCTBEHHTE METabOTUTH OT 3HAYEHUE [PH

X0para, KaTo U BaTa ca MUKPOOHOIOTHYHO HEaKTHBHH.

llpu xnuunynn npoyusanus @aza I u in vitro npoyuBaHHA He ca HAMOAABAHH METaOONMTHH
(hapMaKOKHHETHYHH B3aUMOACHCTBHA C APYTH JISKapCTBa, MOLIOXNEHH Ha ounotpanchopmanns dasa I,
n3non3Baiy uuroxpoMm P450 ensiumu. Hama nanuu 3a oxcuaaTuBeH MeTaGoNMH3BM.

EnuMuHupaHe

Moxcu¢prokcauyH ce eJIMMHEHPA OT IUIa3MaTa ¢ KPaeH eTMMHHALMOHEH MOMY)KHBOT NpBEOAL
12 yaca. CpeAHRAT anapeHTeH TOTAIEH TENECEH KJIHPBHC ClIe]I €IHOKpaTHA J03a OT/4 Q@'@ 86
179 no 246 ml/min. BeOpednuaT KIMpEBHC, Bb3nH3aill Ha 24-53 ml/min npeanonard W gHa
peabcopbumsa Ha tekapcTBoTO OT OB6penuTe. _.f 5’5 g
Cnen nosa or 400 mg Bb3cTaHOBABaHE B ypuHaTa (mpuGIusuTEnHO 19% HempaMbrs
npubnusHTenHo 2,5% 3a M1 u npubmusurento 14% 3a M2) u usnpaknenusTal (riu
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HENPOMEHEHO JICKAPCTBO, MPHOMH3UTEIHO 36% 33 M1 U He ce ycraHoBRaBa M2), 06110 npuOIH3HTENHO
96%.

EQHOBPEMEHHOTO MPHAOKEHHE HA MOKCH(IOKCALMH C PAHWTHAMH WIH MpOBEHELMA HEe MPOMEHA
OB0peuHMs KITHPBHC HA U3XOAHOTO JIEKAPCTBO.

lHayuenmu 6 crmapuecka ev3pacm U RAYUEHMU C HUCKO MERECHO Me2no
Ilo-BUCOKHM IUTa3MEHH KOHLEHTPALMM ca Hab/moJaBaHM NpH 34PaBH JOOPOBONLH ¢ HHCKO TEIECHO
Teryo (Karo XKeHH) U NpH A06POBOJILM B CTapyecKa BL3pacT.

bvbpeuno yapeucoane

®apMakOKHHETHYHHTE CBOHCTBA HA MOKCHU(IOKCALIMH He €4 3HAUMTENHO Pa3/IMYHH MU [ALUEHTH C
OBOpeYHO yBpexAaHe (BKIOUMTEIHO KPEaTHHHHOB KIMPBHC > 20 ml/min/1,73 m?2). Tsif Kato
OBOpeyHaTa QyHKIMsA ce HAMANABa, KOHUEHTpAUUsTa Ha MeTabonur M2 (IIOKYPOHHA) Ce MOBMINABA
¢ ¢paxrop 2,5 (NpH KpeaTHHUHOB KIUPBHC < 30 ml/min/1,73 m2).

Yeprnoopobro yspexcoane

Bb3 ocHOBa Ha (papMakOKHHETHYHMTE NPOYYBAHHA, MPOBEACHH 10 MOMEHTA NPH MALMEHTH C
4epHoapobHa HegocTaTbuHOCT (Child Pugh A, B), He € BB3MOXKHO J1a ¢e ONpeiey JalH MMa pasiuyus
B CpaBHEHHWe CBC 3ApaBH AoOpoBomuy. YBpegeHaTa uepHOAPoOHA (YHKLMS € CBBP3aHa ¢ IIO-
MPOAB/UKMTE/IHA EKCTIO3HIMA Ha M1 B ma3mara, OKaTO €KCMO3NLMATA HA H3XOAHOTO JIEKAPCTBO €
CpaBHHMA C EKCTIO3MUMATA NMPH 3ApaBH A00poBOIUH. HAMa A0CTATBYHO ONAT ¢ KIIHHHYHA YIIOTpeba Ha
MOKCHUGNOKCAUHH NPH NAaLMEHTH ¢ yBpeaeHa YepHoapoOHa GyHKIms.

5.3 TIlpeaknanA4yaH JaHHH 32 Ge30macHOCT

Edexrure BBpXY XeMOMNOETHYHAaTAa CHCTeMa (JIEKO MOHWXKABaHE HAa Opos Ha EPUTPOLMTHTE M
TPOMOOLIMTHTE) ca HabmopaBaHH NpH IUTbXOBe WM MalMyHM. KakTo npu Opyrute XHHONOHH,
XCTIaTOTOKCHYHOCT (MOBHIICHH YePHOAPOOHH eH3HMH H BaKyoJTHa JiereHepaius) € HaGaioaaBaHa npu
IUTBXOBE, MAHMYHH U Ky4eTa. [Ipy MaiimyHn e nabmonaBaHa TokcHYHOCT BepXy LIHC (rvpuose). Tesn
edekrn ca HabmonaBaHH CaMO CEH JIeUeHHe C BHCOKH JO03H M Clef NMPOABDKUTEINHO JIeYeHHE C
MOKCH(}IOKCALHH.

MokcHIOKCauHH, KaKTO ¥ APYTHTE XMHOJIOHH € I'eHOTOKCHYEH IIPH 7 Vitro TECTOBE ¢ M3MOJI3BAHETO
Ha OakTepuM MAM WieTKH oT Oozaiinuun. IloHexke TesHm edeKTH MoraT na ce OGACHAT ¢
B3aHMO/IEHCTBHETO C rHpa3aTa H 0aKTepUHUTE ¥ — IPH NO-BUCOKH KOHLIEHTPALMH — C B3aHMOAEHCTBHETO
¢ Tonon3oMepasa Il B knerkure Ha 603alHMIM, MOraT Ja ce ONPEAENAT NPArOBH KOHLGHTPAlMH 3a
FCHOTOKCHYHOCT. I1pu in vivo TecToBe HiAMa NaHHM 3a FEHOTOKCHYHOCT, HE3ABHCHMO OT (haKTa, 4e ca
M3MI0JI3BAHH MHOrO BHCOKH 103U MOKCH(pJokcauuH. [Jo TO3M HAYMH MOrar [a c€ YCTAHOBSAT
JOCTATEYHH I'paHHLH Ha 0e30MacHOCT Ha TepaleBTHYHATA A032 MPU XOpa. MoKCHOIOKCAIMH He e
KaHLICPOT€HEH B MMPOYYBAHKA MIPH TUTHXOBE.

MHOT0 XHHOJIOHH ca GOTOUYBCTBHTENHH H MOTaT Aa MHAyUMPAT POTOTOKCHYHH, (GOTOMYTareHHH M
$oTokaHueporeHHu edexu. O6paTHO Ha TOBA, MOKCH(JIOKCALIMH € JOKA3aHO, e HAMA HOTOTOKCHYHH
H (OTOreHOTOKCHYHH CBOMCTBA, KOTaTO € W3CNEABAH B oOLUMpHA MporpaMa Ha in vitro W in vivo
npoy4eanusd. [Ip ¢uinuTe YCIOBHA APYTH XMHONOHHU TIPEIU3BHKBAT e(peKTH.

BBB BHCOKHM KOHLIEHTpALMHd MOKCH(IOKCAlMH € HHXMOHTOp Ha 6bp3ara KOMIIOHEHTA
BB3CTAHOBABAHE Ha KAJIMEBATA [IOMIIA HAa CHPLIETO M MOXKE J1a MPUYHHH YABIDKABAHE K(I@;-ﬂﬂ

TOKCHKOJIOTMYHH NMpOy4YBaHHA NpPH KydeTa ¢ HepopajiHa mosa > 90 mg/kg, BO emff' AQ)
KOHUEHTpauMH > 16 mg/l ca npuunHunM ynbokasane Ha QT uHTEpBaja, HO He %ﬁ

TIPHIOKEHHE Ha MHOTO BUCOKH KyMYJIaTHBHH HHTPaBeHO3HH 03H 50 meTu mo-BheoKuight =i
xopa (> 300 mg/kg), BoseM A0 IUTasMeHH KOHUEHTpauuu > 200 mg/l (rkqﬁbl}g" T A0
YBEIHUCHHE Ha TepaneBTHYHO HUBO) ca HabmoaBaHu oOpaTUMH, HeaTATHH KaMgPHpah:
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H3BecTHO €, ue XMHOJIOHUTE NPUYHHABAT YBPEXKAAHHA Ha XpYyLUsJia Ha TOJIEMHUTE CBBP3BaLLH CTABH IIPH
HENOHOCCHH JKMBOTHM. Hali-HHCkaTta mnepopanHa no3a Ha MOKCHGIOKCAIHH, NPHYHHABALIA
TOKCHYHOCT HA CTaBUTE IPU MJIAM KydeTa € 4 ITBTH I10-BHCOKA OT MaKCHMAJIHATA IIPENOphYNTEIHA
TepaneBTHIHa 103a oT 400 mg (3a 50 kg TenecHo Terno) Bupxy 6a3a mg/kg, ¢ muasmenu KOHLICHTpAaLHH
2 10 3 BTH NO-BHCOKH OT MAKCHMATHATA TePANIEBTHUYHA 1103a.

HMacrnenpaHusaTa 3a TOKCHMYHOCT NPH ILTbXOBE M MaHMyHH (MOBTOPHO AO3HpaHe A0 6 MeceLa) He
MOka3BaT NaHHU 3a TOKCHYHOCT 3a oumre. IIpu kydera BHcokuTe mepopanuu mosu (> 60 mg/kg),
BOACIIHM 110 TINA3MCHHM KOHUEHTpawuy 2 20 mg/l, ca npHauHiIg NpoMeHH B eNeKTPOPETHHOrpaMaTa u
B M30JIMPAHH CITy4ad BOJAT 0O aTpodus HA peTHHATA.

PenponyktvBHH npoy4BaHWS, TNpPOBENEHH 0PH ILTEXOBE, 34U H MalMyHH, TOKAa3BaT, Y€
MOKCH(JIOKCAUMH MNpeMMHaBa Npe3 MaueHTara. [IpoyuBaHmsTa Npy IUIEXO0BE (TEPOPATHO H
MHTPaBEHO3HO) M MaiMyHH (NEpopaiHO) He NPencTaBIT AOKA3ATEICTRA 3a TEPATON€HHOCT HJIH
yBpexaaHe Ha (eprunureTa ciel NPHIOKEHHE Ha MOKCH(IOKCALHH. JIEKO MOBHIIEHA YeCTOTA Ha
MaopMaLUK Ha NPeUIeHKH 4 pebpa ca HaO o JaBaHu [pH 3apOAULIMTE Ha 3aiLiy, HO caMo IIpM 1032
(20 mg/kg 1.v.), KOATO € CBBpP3aHa C TEKKAa TOKCHYHOCT 32 MaiikaTa. MMa MOBHINEHAa YecToTa Ha
abopTHTe NpH MaliiMyHH M 3aifLiH ¢ YOBEIIKH TEPANEBTHYHH IIa3MEHH KOHLIeHTpauMu. [IpH rurexose ¢
YCTAHOBCHO IIOHM>KaBaHe Ha TEJIECHOTO TEIVIO Ha IUIOJA, NMO-TonaM Gpol abGopTH, KO MOBHUIEHA
NPOAB/DKHUTENHOCT Ha OPEMEHHOCTTA M NOBHIIEHA CIIOHTAHHA aKTHBHOCT MPY YacT OT MOTOMCTBOTO OT
ABaTa rofa, npu ynorpeda Ha 031, KOWTO ¢a 63 ITbTH NO-BUCOKH OT MaKCHMATHATA NpenOpBrYHUTEIHA
032 B mg/kg TeIeCHO TETNI0 ¢ IIa3sMeHH KOHLUEHTPALMH B PAMKHTE HA TEPANEBTHYHATA 032 IPH XOpa.

6. ©®APMAIEBTUYHH JAHHU

6.1 Chnuchk Ha NOMOLIHATE BeMeCTBA

Aapo Ha Tabnerkara:
Mukpokpucranna uenyinosa (E 460)
JlakTo3a moHOXMOpaT 230
Kpockapmenoza Harpuii (E 468)
Marsesues creapar (E 470b)

(PUAMOBO MOKPHUTHE:!
Xunpomenosa (E 464)
Makporon (E 1521)

Twranos auokenp (E171)
YUepeeH sxenesen okcupn (E172)
6.2 HecbBMeCTHMOCTH
Henpunoxmmo.

6.3 Cpok Ha rogHOCT

36 Mecela

6.4 Cuenna/jHH yc/I0BHS HA CHXPAHEHHe

6.5 BuaHcbhILpKAHHE HA ONAKOBKATA
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Tabnerkure ca onakoBauu B Al/Al Onucrepw.

OnakoBxH, chaspxamu 5, 7, 10, 50, 70, 80 u 100 TabneTky.

He BCHYKHM BHAOBE OIIakoOBKH MOTaT 12 6baat MyCHATH B npoaaxoa.

6.6 Coennaanm npeanasHn MepkH NPH H3XBLPJsHE H paboTa
Hsima cnelmanay u3ncksaHus 3a M3XBBPIIHE.

7.  IIPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEEA
Medochemie Ltd., 1-10 Constantinoupoleos street, 3011 Limassol, Kumrsp
8. HOMEP(A) HA PASPENIEHUETO 3A VIIOTPEEA

Per. Neo: 20180309

9. JATA HA IIBPBO PA3PEINABAHE/ IOJHOBSIBAHE HA PA3PEIIEHMETO 3A
YIIOTPEBA

/laTa Ha repBO paspewasane: 05 HoemMBpH 2018 T.
/ata Ha nocneano noaHosBane: 26 asryct 2024 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

01/2025
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