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| WAMBAHNTENHA ATEHLWMS 10 NEKAPCTBATA

Kpamsxa xapakmepucmuxa Ha npogykma [lMpurowerue 1

1. HUME HA JIEKAPCTBEHUSA ITIPOAYKT

ABEJIOKC 400 mg ¢unmupanu tabnerku
AVELOX 400 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Enna gunmupana Tabnerka cpabspxa 400 mg Mokcudnokcaumn (moxifloxacin) Kato XMAPOXJIOPHI
(hydrochloride).

[ToMOLIHO BellecTBO ¢ M3BECTHO AeHcTBHe: Beska dunMupaHa Tabnetka chbabpka 68 mg nakrosa
MOHOXHJIpaT (= 66,56 mg nakro3a) (BHKTe To4Ka 4.4)

3a MbJHHUS CITUCHK Ha MOMOLLHUTE BELLECTBA, BHIKTE TO4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA

OunMupana Tabnerka
bneno yepseHa uimMupana TabneTka ¢ npoAwLAroBara, udnbkHaua gopma c acera, ¢ pasmepu 17 x 7
mm, 1 o3HayeHa ¢ “M400” ot enHarTa cTpaHa W “Bayer” ot apyrara ctpana.

4. K/IIMHHUYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHSA

Agenoke 400 mg ¢punmupanu TabeTKH ca NOKa3aHH 3a JIeUeHHe Ha clieiHUTe OaKTepHaIHH
MH(EKIMH MPH NalMeHTH Ha 1 8-roAuiliHA Bb3pacT U MO-Bb3pPAaCTHH, MPHYHHEHH OT DaKTepHH,
YYBCTBHTEJIHH KbM MOKCH(oKcalmH (Bxk. Touku 4.4, 4.8 u 5.1). Mokcudnokcaimu Tpadpa j1a ce
M3M10J13Ba CaMO KOTaTo Ce CYMTA 3a HeMoJAXo/slla ynorpedara Ha aHTHOAKTEpHAJIHU CPECTBA, KOUTO
OOMKHOBEHO ce MpenopbyBaT 3a MbPBUYHO JIEYEHHE HA Te3H HHPEKLIMH WK KOraTo JIEYEHHETO Ha
HMH(EKLHATA C TAX € OMII0 HEYCTELIHO:
- Octrbp OakTepHaneH CUHY3HT
I[Tpu ocTbp GaxrepuaneH cMHY3HT ABeslOKe TpsAOGBa a ce U3M0JI3Ba CAMO KOraTo Ce CUMTa 3a
HenojaxoafLa ynorpedara Ha Apyry aHTHOAKTEPUAIHM CPe/ICTBA, KOWTO 0OMYaiiHO ce
MpenopbYBAT 3a JICYEHHE Ha Te3H UHDEKLIHH.
- Octpa ex3auepbauus Ha XpoHUUHA 0OCTpyKTHBHA OenoapobHa Gonect, BKIOYUTENHO
OpoHXHUT
INpu ocTpa ex3auepbalps Ha XpOHHYHA 00CTPYKTHBHA OenonpodHa Gonect, BKIIOUHUTETHO
OpoHxHT ABenokc TpsAOBa 1a ce H3MOI3Ba CAMO KOraTo Ce CHMTA 3a HEMoAXoAsa ynorpedara
Ha Jpyrd aHTHOAKTEPHATHU CPE/ICTBA, KOMTO 0OMYalfHO ce NpenopbyBaT 3a JIe4eHHe Ha Te3H
HH(pEKLHH.
- IlpunoGura B 0611ECTBOTO MHEBMOHHS, ¢ H3K/IIOYEHHE HA TeXKKHUTE HOpPMH
- Jleka 1o ymepeHO u3paseHa Ta3oBa Bb3nanuTesHa Oonect (Hanp. HHPEKLMH Ha )KEHCKUS
ropeH reHUTaNIeH TPAKT, BKJIKOYUTETHO CAJIMHHIHUT U €HIOMETPHT), ¢ M3KJIIOUYEHHE Ha CBbp3aH
Tyb0-0BapuaneH UM tasos abeuec. He ce npenopbusa Apenoke 400 mg duimupanun tabnerku na
Ce M3M0JI3BaT KaTo MOHOTEpanus 3a JieueHre Ha cinaba 10 yMepeHa Ta3oBa Bb3nanutenHa Gonecr,
a Jla ce npusiaraT B KOMOMHALIMA ¢ IpYro NoAX0AA1I0 aHTHOAKTEPHAIHO CPeCTBO (Hanp.
edanocnopiH) Nopajx yBeauuaBaHe Ha MOKCH(IIOKCALIMH PE3HCTEHTHOCTTa Ha Neiss
gonorrhoeae, ocBeH ako MokcHiokcaluMH-pe3rcTenTHa Neisseria gonorrhoeae Mo
U3KJIIOYH (BK. Touka 4.4 u 5.1).

IIPH NMNaUHEeHTH, KOUTO ca MNMOoKa3alH HOﬂOﬁpCHHe M0 BpEME Ha MbPBOHAYAJIHOTO JIEYEH
HHTPABEHO3€H ABEJIOKC 3a ClIeJHHTE TOKa3aHHs:



- Ilpunobura B 061ECTBOTO NHEBMOHKS

- VcnoskHeHH HHGEKLWH Ha KOXKaTa M KOKHHUTE CTPYKTYPH
Asenokc 400 mg puMupanu TabneTku He TpAOBa a ce M3MON3Ba 32 MHMLIKMpAaHE Ha Teparnus 3a
BCEKH THI HHPEKLHA Ha KOXKAaTa H KOKHHTE CTPYKTYPH HIIH NPH Texka ¢opMa Ha npuaodura e
0o6WecTBOTO MHEBMOHHA.

Tpabra aa ce uMa NpeaBHA OPHLIHATHOTO PLKOBOJCTBO 3a NOAXOAAILA yrioTpeba Ha
aHTHOaKTepHA/IHHTE JIEKapCTBa.

4.2 lo3HpoBKa A HAYHH HA NPHJOXKEHHE

Jo3nposka (Bb3pacTHH)
IMpenoptuntenHara no3a e enHa punmupana Tabnerka 400 mg eaun MbLT AHEBHO.

bvbpeuno/veproopobno yepexcoane

He ¢ HeobxoaMma kopekuMsa Ha ANO3HPOBKATa MU HALUMEHTH C JieKa A0 TEXKKA CTeleH yBpeacHa
6pOpeuHa QyHKLMA WIH NIpH NALKEHTH Ha XPOHHMUYHA AMANK3a HAMp. XEMOAHANN3A H NPOABIDKHTENHA
aMOyaTOpHO MpOBEXIAHA MEPHTOHEANHA AHANK3a {BXK. TOYKA 5.2 3a moBeye AeTailin).

Hsama nocraTs4HO AaHHH 32 MALMEHTH C HapylueHa YepHoApoObHa GyHKLMA (BXK. TouKa 4.3).

Lpyeu cneyuannu nonyaayuu
He e HeobxoauMa kopeKuus Ha JO3UPOBKATA MPH MALMEHTH B CTap4ecka Bh3PAcT M C HHCKO TENECHO
TETNo.

ITeduampuurna nonyaayun
MokcudnokcauyH ¢ npoTWBOMOKa3aH npu Jeua W wHowH (< 18 roaunu). EdukacHoctTa M
GezonacHocTTa Ha MOKCH(NIOKCALHMH NP JeLa K IOHOLIH He € yCTaHOBeHa (BkK. Touka 4.3).

Hauwu Ha NPHIOKECHUE
dmranpaHme TabneTku TPSISBE Aa C€ I'bJITAT HENH, ¢ A0CTATBYHO TEYHOCT H MOrar aa ¢e npuemMar

HE3aBHCHMO OT XpaHa.

[TponbIAHTETHOCT Ha NPHIOKEHUE
Asenoke 400 mg ¢unMupan TabneTku TpaOBa Na ce NPHEMAT ChC CIIEIHATA IPONBIKHTETHOCT:

Octbp GaxtepraneH cuHysut (OBC) 7 AHH
Octpa ex3auepbalug Ha XpOHUYHA 0OCTPYKTUBHA

6eaonpobHa HomnecT, BKIIOYHTENHO GPOHXUT 5-10 aHu
[Ipunobura B 06LIECTBOTO MHEBMOHHKA 10 auu
Jleka 1o yMepeHo U3paseHa Ta30Ba Bb3nanuresina bonecr 14 gun

Agenoke 400 mg dunMupanH TabaeTKH ca W3CAEABaHH B KITMHHYHH H3NHTBAHHA C NMPOABKHTEAHOCT
Ha neyeHueTo 1o 14 oHu.

CexgenyuanHo (UHMpPaseHO3HO, NOCAEOBAHO OM NEPOPATHO) NeveHue
B KIHHHYHH NpOYYRaHHA ChC CEKBEHLMANHO JIe4eHHe NIOBEeYEeTO NALUEHTH NIPEMHHABAT OT
MHTPaBeHO3HO KbM MEPOPANIHO JIEYEHHE B paMKHTe Ha 4 qHH (NpUao6KTa B 0011ECTBOTO MHEBMOHHSA)
HIH 6 JHHK (YCIOXHEHH HHEKIHH Ha KOXKATa M KOKHHUTE CTPYKTYpH). [Ipenopbuntennara o6iwa
NpONBDKUTENTHOCT HA HHTPABEHO3HO M NISPOpaJiHO JieyeHHE € 7-14 1Hu 3a npuaobuTa B o0Lug
MHEBMOHHS H 7-21 AHHM 32 ycnoxHeHH HHOEKUHH Ha KOXATa H KOKHHUTE CTPYKTYDH.

[IpenoprunTennara aoza (400 mg enyH 0BT AHEBHO) ¥ NMPOABLKHTENHOCTTA HA JIe
C€ NpPEBHLIABAT.



4.3 IIpoTHBOnOKA3AHAA

-  CBpbXYYBCTBHTEIHOCT KbM MOKCHQUIOKCALMH, APYTH XHHOJOHM WIH HAKOE OT IOMOLIHHTE
BellleCTRa, HAOpOeHH B TOYKa 6,1;

- GpeMeHHOCT ¥ KupMeHe (BX. Touka 4.6);

- nauueHTH nox 18-roguinHa BB3pacT;

- NAUHEHTH ¢ AHAMHECTHYHH JaHHH 3a Bb3NANeHHe Ha CYXOXKIIHA/HApYLIeHHe, CBBP3aHO C JIEHeHHE
¢ XHHOJIOHH.

B npenkNHHUYHE W3NHTBAHHA H NPH Xopa ca HabnoaBaHH MPOMEHH B ChpAEYHATa

eJIeKTPO(PHIMONOrHA ciell NpHeMaHe Ha MOKCHQOKCallHH, oA dopMaTa Ha yawmxasaHe Ha QT

HHTepBaia. BeB Bpb3ka ¢ 6e30nacHocTTa MOKCHNIOKCALIMH € NPOTHBOMNOKA3aH NPH NALMEHTH C:

- BpPOJEHO WIH NOKYMEHTHPaHO NpHAOOHTO ChCTOSHHE Ha yabked QT unTepBan;

- eJIEKTPONIHTHH HapylleHHA, 0c00eHO HEeKOPHIHpaHa XHIOKATHEMHS;

- KJIMHMYHO 3Ha4yvMMa Opanvxapaus;

- KIMHMYHO 3Ha4MMa ChbpfleuHa HeJOCTATLYHOCT C HamaneHa JssokamepHa (pakuua Ha
W3TIacKBaHe;

- aHaMHe3a 33 CHMNTOMATHYHH APHTMHH.

Mokcupaokcaun He TpabGBa fa ce M3MoON3Ba 3a€JHO € APYrH JEeKapcTBa, KOMTO yAwmbkasatT QT

HHTEpRana (BX. Touka 4.5).

[Topanu orpaHHYEHHTE KITHHAYHHA JaHHH, MOKCH(IIOKCALMH € CBHILO NMPOTHBOMOKA3aH MPH MALKEHTH C
yBpeaeHa uyeproapobua dyukims (Child Pugh C) v npu nanueHnTH ¢ NoBHIIEHH TPAHCAMHHAZH
HOBEYE OT S-TBTH Haj rOpHATA MPaHULa HA HOPMaTa.

44 ChnenuansH npeaynpexJeHAs U NpeANa3HA MepKH OpPH ynorpeba

VnorpeGara Ha MOKcHIOKCaLHH TpAOBa fa ce u3OATBa NMpH NaLUWeHTH, KOUTO ¢a HMAJIH CEPHO3HH
He)KeNIAaHH peakLHH B MHHAIOTO TIPH yroTpeba Ha MPOOYKTH, ChbABPKAILIM XHHONOHH HITH
(pnyopoxunonouu (Bx. Touka 4.8). JleueHneTo Ha Te3u NauueHTH ¢ MokcudokcauuH Tpsba na ce
3ano4Ba caMo MpPH JIMICA Ha aITePHaTHBHH BL3MOXKHOCTH 34 JIEUE€HHE H clie]l BHHMarellHa OleHKa Ha
CBOTHOLLIEHHETO NoMN3a/pucK (BkK. CbILO TouKa 4.3).

ITonsara ot neueHKETO ¢ MOKCHGIOKCALMH, 0COOEHO NMpH He 0¢obeHO TeXxKH HHpeKkUMH, Tpabea na
Obae BHHMAaTENHO cho0pa3eHo ¢ HHQoOpMaUMATa, CbAbPKALIA ce B TOUKa CnienHanyu
NpeaynpexaeHHs ¥ Npeana3Hy MepkH npH ynotpeba.

Yabsmxapane Ha QTc MHTEepBana ¥ MOTEHLUWANHH KIHEWYHH ChCTOSHUS CRbP3AHH C YABIKABAHE HA
QTc pHTeppana

YCTaHOBEHO €, Y€ NMpH HAKOH MaLKEHTH MOKCH(pnokcauuH yapmkaea QTc HHTepBana Ha
enekTpokapauorpamara. [Ipu ananus Ha EKT” u3cnenBanuaTa, nomyieHH B X0Aa Ha KIMHUYHA
nporpama, yabbkasaHeTo Ha QTc npy MokcuduiokcauumH e 6 msec £ 26 msec, 1,4% B cpaBHeHue c
HavaJHaTa cToHHOCT. ThiH KaTO ChiIECTBYBA TEHAEHLIWA XKEHHTE Aa HMaT No-gbaber uzxoneH QTc
HHTEpPBAN B CpaBHEHHE C MBKETE, € BE3MOKHO TE 112 ca NO-YYBCTBUTENHE KBM JIEKapCTBa,
yabmkasauy QTe uHTepsana. Br3MoXkHO € NaLMeHTHTe B cTap4decka BB3PacT ChIUO [a ¢a Mo-
YyBCTBHTENHH KBbM CBBLP3aHU ¢ JlekapcTBoTO edektH Bupxy QT uHrepsana.

JleyeHue, KOETO HAMaNABa HUBATa Ha KaluH, clelBa Na ce NPUIAra BHUMATETHO TIPH MALHEHTH,
MoNy4aBalld MOKCHGIOKCALHH (BK. ¢bIIO ToUKa 4.3 u 4.5).

MokcudnokcauuH TpaOpa fa ce H3MoA3Ba BHUMATETHO NPH MNALHEHTH ¢ MPOAPUTMHYHH CHC
(0cobeHO XKEHH W MAlLMEHTH B CTApPYecKa BB3pacT), KaTo 0CTPa HCXEMMA Ha MHOKapaa
yasmkaBaHe Ha QT, Thbi kaTo ToBa MOXe Aa A0OBEAE AO MOBHILEH PHCK OT KAMEPHH a
torsade de pointes) 1 cbpaeden apecT (BXK. cblIO Touka 4.3). CTeneHTa Ha YABIKAB
HWHTepBajia MOXe JIa ce TIOBMIIH ¢ TIOBHIIaBaHe Ha KOHLIEHTPALHMATA HA JIeKapCTB
npenopbYUTENHATA 1032 He TpaOBa 1a ce npeBHLIaBa.




[Tpn nosiBa Ha CHMITTOMH 32 CHPACYHA APUTMHA MO BPEME Ha TepanHaATa ¢ MOKCHGNOKCALMH,
neyeHHeTo Tpabea Aa ce npeycTaHoBH H 1a ce HanpasH EKT'.

Pea&gml Ha CBQ’]:Xﬂ!BCTBW[CHHOCT/MCQFH'-]HH peaKiny
Crob1aBa ce 3a peakUHH Ha CBPBLXUYYBCTBHTEIHOCT M AIEPrHYHH PEaKLMH CNEA MEPBOTO MpUIAraHe,

CBBp3aHM ¢ (ITYOPXHHOIOHH, BKJTIOUHTENIHO MOKCHIOKCaLMH, AHA(HIAKTHYHUTE PeaKUdH MOTaT Ja
NpeauzBHKAT XKHBOTO3aCTpalllaBalll IIOK, ZOPH CNEA ITEPBOTO NpHAaraHe. B cmyyan Ha KITHHHYHH
NPOSABH HA TEXKKH PEAKLHKM HA CBPBXUYBCTBUTEAHOCT, MPHEMBT HAa MOKCH(IOKCaLMH TpaGBa aa

ce NpeycTaHoBHW U TpAOBa Ja ce 3anoyHe NOAXOAALLO JieueHue (Hamp. leyeHne Ba LIOK).

C’ngB‘-IHO—C’BgOBPl H MO3BbYHO-CBIOBH GQBKTP[

Crobuiasanu ca ciryuad Ha CHHAPOM Ha KyHHC NpH nauuenTH, IeKyBaHH ¢ MOKCH(IOKCAUMH (BK.
Touka 4.8). CuHapoMBT Ha KyHHC € onpenenieH KaTo Cbpae4HO-ChIOBH CHMITTOMH, BTOPHYHH Ha
anepruiHa HiH CBpbXHYBCTBHTECIIHA peakKLUHi, CBbp3aHa CbC CBHBAHE HAa KOPOHAPHHUTE apTEpPHH H
MOTEHHHATTHO BOAELUH 10 HH(apKT Ha MHOKapaa.

TexKH YepHOAPOOHH HADYIHEHUR

JloknanpaHH ca ciydyar Ha QYJIMHHAHTEH XETaTHT, MOTEHLUHANHO BOJEL] 10 XXHBOTO3acTpaliaBaia
4yepHOApoOHA HEJOCTAaTBYHOCT {BKJI. cly4aH ¢ (ataneH H3xon) (Bk. Touka 4.8). [launeHTHTE Cienea
Ila 3HagT, 4e TpAOBa na YBeAOMSAT CBOS JieKap NpeH Aa NPOXbIDKAT JIEYEHHETO, aKO CE NOABAT MPOABH
H CHMNTOMH H3 (PyIMHHAHTEH XeraTHT kaTo OBp30 pa3sBUBAlLA Ce ACTEHHI CBbP3aHa C KEIATSHULIA,
TEMHA YPHHA, CKIIOHHOCT KbM KLPBEHE KK YepHOAPoOHa eHledanonarus.

[Tpu nosiBa Ha MHAMKALMH 33 4epHOAPOOHO yBpeXxaaHe Tp2OBa Aa ce HaNpaBAT HepHOAPOOHH
(byHKIHMOHANHY H3CNEABaHHA.

TexKu KOKHM HeXeNaHH peakiiuu
TexXKH KOXKHH HeXeNlaHH peakuiH (severe cutaneous adverse reactions, SCARS), BknounTenHo

TOKCHYHA emuaepManHa Hekponusa (toxic epidermal necrolysis, TEN: H3BecTHa OL1e KaTO CHHAPOM
Ha Lyell), cunapom Ha Stevens Johnson (Stevens Johnson syndrome, SIS) octpa reHepanusupana
eK3aHTeMaTo3Ha mycTyo3a (acute generalised exanthematous pustulosis, AGEP) u ntekapcTeeHa
peakuus ¢ eozuHopunua 1 cucreMHn cuMntoMi (Drug Reaction with Eosinophilia and Systemic
Symptoms, DRESS), kouto Morart na 6b1aT :KMBOTO3aCTpalllaBalllH HIIH ¢ JieTalleH H3X0J, ca
¢bOOIIABaHH NPH MPHIOKEHHE Ha MOKCHONOKcalHH (BX. Touka 4.8). Kbm MOMeHTa Ha npeanucBaHe
nalMeHTHT TPpAOBa a 6ba¢ HHHOPMHUPAH OTHOCHO MPH3HALIMTE H CHMITTOMHTE Ha TEXXKH KOXKHH
peakumi, 1 1a 6be BHHMATENHO NIPOCNeAsBaH. AKO ce MOABAT NPU3HALH H CUMIITOMH, NMOKA3aTeTHH
3a Te3u peakLuH, NpUnoxkeHHeTo Ha MokcHdaokcauuH Tpabsa Obie npeycraHoBeHO He3abaBHO, H Aa
ce OOMMCIM anTepHATHBHO NeYeHHe. AKO NalMeHTHT € pasBrI cepro3Ha peakuus kato SIS, TEN,
AGEP unu DRESS niput nipunosxeHHe Ha MOKCH(PNOKCALMH, TeHeHHEeTO ¢ MOKCHQIOKCALIHH TIPH TO3H
MaUHEeHT HUKOra He TpsAGBa Aa ce Bb300HOBABA.

[TauyeHTH, Mpepas3nonoXeHH KbM I'bpHOBE

H3secTHo e, Ye XKHONOHHMTE MPHYHHABAT rbpuose. Hanonssadero Tpa6ea Aa Gbae BHUMATETHO NPH
naumneHTH ¢ HapyiteHns Ha LIHC unM npH HanuvHe Ha APYrd PHCKOBH (PaKTOPH, KOMTO MOTaT fa
npenpasnonaraT KbM MbpUOBE HIIM CHHKABAT Mpara Ha Bb3Gyaumoct. B cnyuau Ha repuose
NeYeHHETO ¢ MOKCHUIOKcalliH TpAOBa Na ce NPEKpaTH W Ja ce B3eMAaT MOAXOAIUIA MEPKH.

TMpOABIDKATENHY, HHBANTHAW3HPAILHA H NIOTEHLHMANHO He0OPAaTHMH CEPHO3HH HEXENAHH IEKAPCTBEHH
peakLHH

Copofluasa ce 3a MHOTO pPelIKH CIIy4YaH Ha NPOABDKHTENHH (NPOIB/KABALLM MECELH HITH IO
HHBaJNHAH3HPALIHA K IOTEHUHATTHO HEOOPATHMH CEpHO3HHM HeXeNaHH JIEKAPCTBEHH PEaKLl
PAVIHYHH, MOHAKOTa MHOTO CHCTEMH B OpraHu3Ma (MYCKY/THO-CKENETHa, HEPBHA CUCTEM#
CETHBHM OPraHH) MpH MALHEHTH, NOMYY4BAllH XHHOIOHH H (ITYOPOXHHOIOHH, HE3ABHC /
TAXHATA BB3PACT M BeYe CHIIECTBYBAIHTE PUCKOBH (paxTopu. MokcupiokcaunH Tpadss
He3a0aBHO NPH ITBPBHTE MPH3HALH HJIH CHMITTOMH Ha BCAKA CEPHO3HA HEXeNlaHa peaKLl




MAaLUHCHTHTC Tpaﬁaa Aa CC MOCBBCTBAT A C€ CBBPXKAT ¢ TCXHHA NCKAp, NpeANHcal JCKapCTBOTO, 38
ChBET.

Iepudepya HeBponaTus

Crob1uaBa ce 2a ciyyad Ha CEH30pHA HJIH CEH30MOTOpPHA [OTHHEBPONATHA, BOJEILH 10 NapecTe3nH,
XHIOECTE3MA, IM3ECTE3UA WIH ¢1abocT NpH NaLHeHTH, IPHeMAal¥ XMHONIOHH H (UTYOPOXHUHHIIOHH.
IMauneHTHTE, KOMTO NpHEMAT MOKCH(IIOKCaLUH, TpaOBa Aa ObAAT NocHLBETBaHH Ja uH(OpMHUpaT CBOs
JIeKap, NpeaH /1a NPOILIKAT JeYEHHETO, aKO Ce MOABAT CHMITTOMH Ha HEBpONATHA, KaTo Oonka,
yCelllaHe 3a napeHe, MpaBy4YKaHe, H3TPBbNBaHE WIH ¢nabocT, 3a 1a ce NpeaoTBPATH Pa3BHTHETO Ha
NoTeHUHaTHO HeobpaTiuMo 3abonaBane (BxK. Touka 4.8).

IcuxyyHH peaxumu
BB3MokHa e nosBa Ha ICHXHYHH peaklHA JOPH clied IbPBOTO IIPHNOKEHHE Ha XHHOJIOHH,

BKJIFOUHTENHO MOKCHGAOKCALMH. B MHOrO peaky cnyyvaH fenpecHs Wi NCHXOTHYHH PEakiiMH MOTAT
Ja nporpecHpat a0 caMoyOHHACTBEHH MHCIH WM CAMOHAPAHABALLO MOBSIEHHE, KaTo ONHTH 32
camoyOuiicTBo (Bx. Touka 4.8). B cny4ali ye maLMeHTHT pa3BHe TAKUBA PeaKLHK JIEUEHHETO ¢
MOKCH(IOKCALIHH TPSOBa Jla ce NpeKpaTtH U Ja ce B3emaT noaxoasm Mepku. [Ipenopbuurensto e
MOKCH(IOKCALIHH 12 Ce H3MOM3Ba C BHUMAHHE MPH MCHXOTHYHH NailieHTH MK NPH NaLMEHTH ¢
aHaMHe3a 3a MCHXHYHHU 3abonaBanus.

ﬂuapm CBbp3aHa ¢ aHTUOMOTHK, BKJI. KOJHT

Hma cpobueHns 3a cebp3aHa ¢ aHTHOHOTHKA nuapus (AAD) U cBbp3aH ¢ aHTHOHOTHKA KOJHT (AAC),
BIJTIOUHTEITHO NceBAoMeMOpaHo3en KONUT W cBwp3ana ¢ Clostridium difficile anapus, npu
W3MONI3BAHETO Ha WHPOKO-CNEKTHPHH aHTHOHOTHIH, BKTIOYMTEIHO MOKCH(IOKCALIMH, KOUTO MOTaT
Jla BApHpAT M0 TeXKECT OT NieKa fHapius 10 dataned konut. ETo 3aimo e BaXxHO Aa ¢ MMa NpeaBHA Ta3H
HOHArHO3a MPH NALHEHTH, KOUTO MMAT TeXKa JTHApHA MO BPeMe HIIH Clle] H3NOA3BAHETO HA
MOKCH(NTOKCALIHH. AKO C€ TIOAZ03HPa HWIH NOTBBPIU CBEP3aHa ¢ aHTHOMOTHKR AHApHA HITH CBbp3aH ¢
aHTHOMOTHKA KONMT TpsAOBa Aa ce NPEeKpaTH NPOBEXAAHOTO B MOMEHTA JIeYeHHe ¢ aHTHOaKTEpHAITHH
CPeACTRa, BKIYHTENHO MOKCH(IoKkcalmH, H He3abaBHO Aa ce peANpHEMAT aleKBaTHH
TepaneBTHYHH MepKH. JlombIHUTENHO Tpa6Ba Aa GbAaT NpeAnpHeTH NOAXOAALIM MEPKH 32 KOHTPOJ
Ha HH(QEeKLMATA, 32 13 ce HaMalli pUcKa OT NpeaapaHeTo . JlekapcTBa, KOMTO NOTHCKAT
NEePUCTANTHKATA, Ca MPOTHBOTIOKA3aHK MPH NALUEHTH, KOHTO HMAT TEXKKa ITHApHA.

TNaupeHTH ¢ MHACTEHHA I'paBHC
Moxcmbnoxcauuu TpﬂGBa Jda Ce H3NOJ3Ba ¢ MOBHIUICHO BHAMaHHE NPH NallHEHTH C MHACTEHHA
rpaBHC, NMOHEKE MOXKE Ha 3aCHITH CHMITTOMHTE UM.

TeHAUHUT KU pasKbCcBaHE HA CYXOXKHITHE

TeHAUHUT U pa3KbCBaHe Ha CyXOXKUITHe (MO-CNELHATHO aXHAECOBO CyXOKHUIKe, HO Oe3 na ce
OrpaHH4YaBa caMo A0 Herc), MoHAKora JBYCTPaHHO, MOXKe /1a ce MOIYYH OLIe B paMKHTe Ha 48 yaca oT
3arnoyBaHe Ha JIgYeHHEeTO C XHHOJIOHH H (ITyOpOXHHONOHH KAaTO MMa CHODIIEHHA 33 TAKHBA, PA3BUITH
ce JIOPH JI0 HAKONKO MeCeLla Clie/l NPEKPaTABAHE Ha JISYEHHETO. PHCKBT OT TEHOMHHT M pa3KbCBaHe Ha
CYXOKWIHE CE MOBHILARA TIPH M0-BB3PACTHH NALMEHTH, NMAaUHEHTH ¢ 6b0peuHo yBpexaaHe, NaUHeHTH
C TPAHCMNIAHTHPaH COMMAEH OpPraH M TaKHBa, JISKYBaHH CHITBTCTBAILO C KOpTHKOCTEpouan. [10 Tasu
NPUYMHA CHITHTCTBALIATA YIOTpeOa Ha KOPTHKOCTEPORIH TPAORA Aa ce H3bATRa.

ITpH mbpBHA NpH3HAK Ha TEHAMHHT (Hanp. Oone3HeHO NoayBaHe, Bh3NATEHHE) TEYEHHETO ©
MoKcH{MIOKcalMH TpA0Ba Aa ce PeKpaTH H Aa ce OOMHCIIH aTepHATHBHO JIeYeHHE. 3acerHaTHaT(Te)
KpaitHuk(uM) Tpa6Ba na 6bae(at) nekypaH(n) no noaxoadi Ha4yuH (Hanp. obe3grmkBaHe). He TpaGea
Ja ce U3MON3BAT KOPTHKOCTEPOUIH, aKO C€ NOABAT MPH3HALW HA TEHAUHOMNATHA.

AHEBpH3Ma M THCEKALWA HA A0PTATA H DEryPruTauna/HeJOCTATEYHOCT HA ChPEYHHTE
EnuaeMHONOrHYHHTE NpoyYBaHHs MMOKA3BaT MOBHILEH PUCK OT aHEBPH3Ma H JHCEKaLl
ocobeHOo NpH NALKEHTH B CTApUecKa BH3PAcT, KAKTO M OT perypruTalus Ha aopTHaTa
Knana cjiel npHeM Ha ¢ayopoxuHonoHd. CboBluerH ca ciiyyau Ha aHeBpH3Ma H JIiC
aopTaTa, IOHAKOra yCI0XKHEHH Topaay pa3KbeBaHe (BKITIOUHTEIHO C JIETalICH H3X0A)




perypruTaunia/Hef0CTaTEYHOCT Ha HAKOH OT ChpAeUHHTE KJIANH NPpH NaLHEHTH, NMPHEMALIH
dbnyopoxHHOIOHH (BX. Touka 4.8).

3aroBa dnyopoxuHONoHMTE TpAOBa Aa ce U3NOJI3BAT CaMO clie] BHUMATENHA OLIEHKa Ha
CHOTHOLIEHHETO TI0NI3a/PHCK H CJIEI pasriiexaaHe Ha APYTd TepPaneBTHYHU BE3MOKHOCTH TIPH
NalMEHTH ¢ MONOXKKUTENHa (PaMHJIHa aHAMHE3a 33 AHEBPH3Ma HIH BpoAeHO 3abonsBaHe Ha
ChPAECYHHTE KAy, WiH MpH MalHeHTH, AMarHOCTHLIAPAHH ¢ MpeAllecTBalla aHeBpH3Ma W/ HITH
IOMCEKALIMS HA aOpTaTa WK 3a001sBaHe Ha ChPAEYHUTE KIIAMH, HITH NPH HAIMYHE Ha APYTH PHCKOBH
(hakTOpH UnH 3abongaBaHus, Npeapasnoaraiy
- KAaKTO 33 aHeBpH3Ma, TaKa H 3a IHCEKallHA Ha aOpTaTa W 3a PerypruTalus/HeI0CTaThYHOCT Ha
CHLPACYHHTE KJIany (Hanp. HapyuIeHHs Ha CheAKHHUTENHATa ThKaH, Hanp. CHHApPoOM Ha Marfan
uny cuiapoM Ha Ehlers-Danlos, cniapom Ha Turner, Gonect Ha Behcet, xuneprounus,
pPeBMATOMAEH APTPUT WIM JAOMBIHHTEIHO
- TIpH aHEBPH3Ma M OHCEKALHA Ha aoprara (Hanp. CLAOBH HAPYLUEHHS, HANp. ApTEPUHT HA
Takayasu, rHTaHTOKJIETBYEH APTEPHIT, HITH H3BECTHA aTEPOCKIEPO3a HIIH CHHIAPOM Ha
Sjbgren), WIK AOTBEIHUTETHO
- MPH PeryprUTalMA/HEAOCTATBYHOCT Ha ChPACUHHTE KJIANK (HAMp, HH(EKUHO3EH
€HAOKAPANT).

PHCKBT OT AHCBPH3IMa H NHCCKAHHMA HA A0PTATa H TAXHOTO Pa3KbCBAHE MOXKE CBLUO Aa CE MOBHINH MPH
MalHEHTH, JCKYBAaHH €JHOBPEMEHHO CbC CHCTEMHH KOPTHKOCTEPOHIH.

B cayuaii Ha BHe3anHa Gonka B kopeMa, rpbAHMA KoLl WM I'bpba nauueHTHTe Tpa6Ba fa 6baaT
NMOCHBETBAHH Ja C€ KOHCYNITHpAar He3abaBHO ¢ JIEKAp B CNCWHO OTAC/ICHHE.

[MTaunenTtute Tpa6Ba Aa 6bAAT NOCHBETBAHH 1A NOTHPCAT He3abaBHO MEHUMHCKA MOMOLI B CTyyai Ha
OCTpa AHUCIIHEA, NOABa Ha C'bpueﬁneﬂe (naﬂnm‘au}m) HJIH pa3BHTHE HA OTOK HA KOpE€Ma WK JOTHHTE
KpaHHHLH,

IMaunenTH ¢ 6L6peuHo HapyLIeHHe
IMauneHTH B cTapyecka Bb3pacT ¢ ObOpeunHH HapylieHua TpaOBa Ja U3MoN3BaT MOKCH(PNOKCAUMH

BHHMATCIIHO, aK0 HE MOTaT a NOAABPXKAT aICKBATEH MPHEM Ha TCYHOCTH, 3aUl0TO ACXHIpaTailiaTa
MOJKE Ja MOBHILH PHCKA OT 6’56[}6‘{!-]3 HEAOCTATBYHOCT.

3pUTENIHM HAPYIIEHUS
INpu nosira Ha yBpexaaHe Ha 3PEHHETO WIKM KaKBHTO H Aa € eteKTH BLpXY OuHTe, He3abarHo Tpsa6Gea
J1a c€ MOTBPCH KOHCYNTauua ¢ odranmonor (BxK. Touka 4.7 1 4.8).

ﬂPlC[‘HHKCMHﬂ

KakTo npy BcuukH ¢IryopoXHHOIOHH, HMa ChOOLIEHHA 3a HapyllleH!s B HHBaTa HA KpbBHATA 3aXap,
BKJIOYBALIH KAKTO XHIOITIHKEMHA, TaKa H XUNepriinkeMHa (Bxk. Touka 4.8). I1py nauveHTH Ha
JeyeHue ¢ MOKCHGNOKCaLMH, THCINMHKEMH Bb3HHKBA NPEJUMHO NIPH BB3PACTHM AMabeThuH, Ha
KOHTO C€ [PHJIAra ChITbTCTBALLA TEPanus ¢ MepopalHH XHIOTJIHKeMHUYHH CpeACTBa (HanpuMep
cynjpoHunypes) M ¢ HHCYAHH. ChoOLUaBaHuU ca ClyYaH HAa XMOOTJIHKeMH4Ha koMa. [lpenopruBa ce
BHHUMATETHO MPOC/IEAsBaHE Ha [I0KO3aTa B KPbBTa MPH MalLHEHTH ¢ guaber.

HQCBBHHHH Ha QOTOE!BCTBHTCJ’[HH pPE€aKUHH

JlokasaHo e, Yye XMHOJIOHHTE MPEeAH3BUKBAT [I0A8a Ha POTOUYBCTBHTE/IHH PEaKUHH NPH MALKEHTH.
IMpoyupaHus obaue ca nokaszanH, ye MOKCH(IOKCALHH C€ XapaKTEPH3HPAa ¢ MO-MATbK PHCK OT
HMHIYLHpaHeTO HAa POTO4YBCTBHTENHH peakui. Brnpekn Toea, nausenture Tpabea ga 6naar
CHBETBAaHH J1a H30ATBaT KakTo YB nbuH, Taka H NPOAWDKHTENHO H3laraHe W/WIH CHiHa CTbHY
CBETIIMHA O BPEME Ha JIeYeHHE ¢ MOKcHGIoKcaluuH (Bxk. To4ka 4.8).

[MauueHTH ¢ rmoko3o-6-docdar aexuaporeHalen aeduuuT

TMauueHTH ¢ paMHITHA aHAMHE3a WJTH ¢ HAJTHYEH TTIIoK030-6-docdar aexunporenase
[peapasonoKeHH KbM M0ABa Ha XEMOJIMTHYHH PeakUHH NPH Tepanus ¢ XHHOJIOHH.
Mokcu{IokcauH TpaOea A3 ce H3NOA3Ba BHUMATENIHO MPH TE3H MaLHEHTH.




[TaunenTH ¢ Ta30Ba PR3MaNUTENHA Gonect

[Tpu nauMeHTH ¢ ycnojHEHa Ta30Ba Be3nanurenna onect (Hanp. cebp3aHa ¢ TyGo-oBapHaneH WK
Ta308 abclec), 3a KOUTO e HeoOXOAHMO HHTPAaBEHO3HO JIEYeHHE, NeucHHeTo ¢ Apenoke 400 mg
¢vnMupany TabneTkn He € NpenopbYHTENHO.

TazoBa pb3nanurenHa 6oectT MOXKe [a € MpHYHHEeHa OT QIyOPOXWHONOH pe3sucTeHTHa Neisseria
gonorrhoeae. Caea0BaTeNHO B TE3H CIIy4al MOKCHIOKCAUMH TpAGBaA Aa ce MpHaara eMMAPHYHO
€IHOBPEMEHHO C APYT MOOXOAALN aHTHOHOTHK (Hanp, 1edanoCIOPHH) OCBEH aKo MOXKE Ja ¢e
H3KJTFOYM MOKcHGUTOKCaLMH-pe3ucTeHTHa Neisseria gonorrhoeae. Ako 10 3 AeHa ciej 3ano4uBaHe Ha
NleYeHKETO He ce MOCTHIHe KITHHHYHO nomobpeHne, TepaniaTa Tpada 4a ce NpeoueHH.

[TaUHEHTH CHC CMISLHANTHHA YCIOKHEHH HHOEKLIHY HA KOXKATA H KO)KHHTE CTPYKTYPH
KnuHnuHaTa epHKacHOCT Ha HHTPABEHO3€H MOKCH(IOKCALIMH NPH NICUEHHE HA TEXKKH HH(pEKUMH
BC/e/ICTBHE HA H3rapsaHusd, GacLUTH M HHOEKUMH Ha JHabeTHO CTHIAO ¢ OCTEOMHEINHT He €
YCTaHOBEHA.

B3aumoneiicTeue ¢ OHONOTHYHH TECTOBE

JleyeHHeTO ¢ MOKCH(IOKCALIHH MOXKE 113 MIOBAUAE HA U3CIIEABAHE ¢ KYITYpPa, ChABPKALLA
Mycobacterium spp. kaTo noTHcHe GakTepHANHHA PaCTeX K A0BeAE A0 (HaNIIHBO OTPHUATETHH
peaynraTi B poGH, B3eTH OT NMALHEHTH, NOTYYaBALLH B MOMEHTAa MOKCHIOKCALHH.

Mauwent ¢ MRSA (Methicillin-resistant Staphylococcus aureus) nhdexuyn

MokxkcudnokcaluH He e nokasaH 3a ledenre Ha MRSA nHdeknun (METHLHIHH pE3HCTEHTHH
craduiokoKyc aypeyc). B cayuaii Ha npeanonaraeMa WM ycTaHOBeHa HH(EKLMS, NPHYMHEHA OT
MRSA, Tpa0ea aa ce 3anouHe JieueHHe ¢ NOAX0AAL]L AHTHOHOTHK (BK. TOuKa 5.1).

[eauaTpuyya nomynarus
[Nopaan HexxenaHUTe peaklUWH BbPXY XpYyLUsIa [IPH MIaIH )KHBOTHH (BXK. Touka 5.3) ynorpefara Ha

MOKCH(IIOKCAIIHH MPH ieLia W MoApacTeally < 18 roanHu e npoTHBONOKa3aHa (BX. Touka 4.3).

HubopMauns 3a NOMOMIHHTE BELLECTBA
TMauyeHTH ¢ peaKH BpOAEHH MPo6IEMH Ha ranakTo3Ha HEMOHOCHMOCT, TOTAMEH JIAKTO3€H AS(HUMT
WIH [IIOKO30-TaNakTo3Ha ManabeopGuus He TpaGBa Aa MpHeEMaT TOBa JIEKAPCTBO.

ToBa nexkapcTBO CBABPKA NO-Manko or 1 mmol Hatpuii (23 mg) Ha punMupaHa TabneTka, T.e. MOXKe
Ja ce KaxKe, ue MPaKTHYECKH He ChAbPKa HATPHH.

4.5 BsaaMozeHCcTBHe ¢ APYIrH JeKAPCTBEHH NPOAYKTH H ApYrA GOpMH HA B3aHMOIelcTBUe

Baaumoneiicrere ¢ 1ekapcTBEHM NPOIYKTH

He moxe pa 6bae uskmoueH anuTuBeH edekT BbpXy yAbDkapaHero Ha QT wuHTeppana Ha

MOKCH(}IOKCALMH H APYrH NeKAPCTBEHH MPOAYKTH, KOMTO Morar na yaemokatr QTc unrepeana. Tosu

edeKT MOXKe Aa MOBHIIH PHCKA OT KAMEPHH apHTMHH, BiuTroudTenHo torsade de pointes. Ilopanu ToBa

€ MPOTHBOMOKA3AHO ENHOBPEMEHHOTO mNpHiaraHe Ha MOKCHM(NOKCAUMH ¢ HAKOE OT ClNeIHUTE

JIeKapcTBa (BXK. cblUo To4ka 4.3):

- aHTHApHTMHYHH JiekapcTea oT knac A (Manp. XMHHAWH, XMAPOXHHUANHH, JH3CMUPAMHKA)

- aHTHApHTMH4HH JekapcTBa oT knac Il (Hanp. amuonapon, cotanon, sodetwnna, HOYTHINI)

- AHTHIICHXOTHLH (Hanp. $eHOTHA3HHH, MTHMO3K, CEPTHHAON, XAIOMEePHAO, CYITONPHA)

- TPHUHKJIMYHH AHTHAENPECAHTH

- omipefieNieHd aHTHMMKPOOHM cpeicTBa (cakBHHaBMp, crnapdioKcauu
MEHTAMHIHH, NPOTHBOMATAPUITHH CTIELIMANTHO XanogaHTPHH)

- HAKOH aHTHXHCTaMMHOBH NMPOAYKTH (TepheHaanR, aCTEMH30J1, MH30I

- npyry (uu3anpyn, BUHKaMuH 1V, 6enpunni, nademanun).




Mokcuduiokcaud TpabBa na ce M3AOA3Ba C MOBHIIEHO BHHMAHWE MNPH TNALHEHTH, TPHEMAallH
JIeKapcTBa, KOWTO MOTaT Aa MOHEDKAT HHBATa Ha Kanui (Hanp. GpUMKOBH AMYPETHLH H AHYPETHUM OT
THA3UOEH THI, JAKCATHBA H KJIHA3MH [BHCOKH JO3H], KOPTHKOCTEPOHAH, aM(poTepHuMH B) win
JIeKapCcTBa, CBbP3aHK C KIMHUYHO 3HauUMMa Gpagukapaus.

Mexnay npuemMa Ha NPOAYKTH, ChABbPKAlIKM OWBANEHTHH WIM TPHBANEHTHH KATHOHH (AHTHALMAHH
NPOAYKTH, ChABPKALNKM MarHe3wii MIM aXyMHMHUI; TaONeTKd AMAAHO3WH; CyKpandaT W npenapar,
ChIOBPKALLA KENA0 H UHHK) M NpHeMa Ha MOKCH(okcauuH TpsabBa 1a MMa HHTEpBall OT OKoJNo 6
yaca.

EnHOBpeMEHHOTO NMpWIOHKEHHe HA aKTHBEH BLINIeH ¢ nepopanHa no3a oT 400 mg MokcudnokcaluH
BOIH [0 M3pa3eHO MoTHcKaHe Ha abcopbumaTa Ha NEKapcTBOTO M peaylLMpaHa CUCTEMHA HANHYHOCT
Ha nekapctBoro ¢ mnoeede oT 80%. CneaoBarenHo, €JHOBPEMEHHOTO H3{IONI3BAHE HA TE3H JBe
JIeKapcTBa He ce npenopbypa (OCBeH B CIy4YaHTe Ha Npefo3HpaHe, BX. Touka 4.9).

Cnell MOBTOPHO AO3HpAHE NpPH 3APaBH A0OPOBOILH, MOKCHGIOKCALHH MOBULIABA Crax HA TUFOKCHH C
okono 30% 6Ges na noenussa AUC wnu trough level. He ca HeoGxoauMHM mpeamnasHH MEpKH MpH
M3(10/13BAHETO Ha IMTOKCHH.

B npoyuBannsa, nposeacHH npH auabeTHuM A0OpPOBONLIM, €IHOBPEMEHHOTO MPHIOKEHHE Ha
nepopaneH MokcudnokcauuH H raHOeHKIaMua Bogu 10 HamaneHue ¢ npubnmsurenHo 21% Ha
MWKOBATA IUla3MEHa KOHLEHTpauWa Ha rnubenknamun. KomOunaumata Ha rnubeHxnamup H
MOKCH(IOKCALIMH MOXE TEOPETHYHO Ja [OBEAE A0 JeKka W NpexojHa xuneprinkemus. Obaue
HabmoaaBaHHTE MPOMEHH BBB (apMaKOKHMHETHKAaTa Ha raHOEeHKIaMHA He BOAAT RO NPOMEHH BBLB
(apMaKoIHHAMHYHH napaMeTpH (HHBO Ha KpbBHAaTa 3axap, HHCYIHH). CremoBaTenHo, He €
HabnroNaBaHO KITMHHYHO 3HAYMMO B3aMMOACHCTBHE MEXTY rTHOEHKIAMHI H MOKCH(IOKCALHH.

Hpomeru na INR

JoxnaaeaHu ca ronam Opoli ciiyyad Ha MOBHMINABAHE HA NEPOpPANIHATA AHTHKOAryJlaHTHAa aKTHBHOCT
NpH MaUMeHTH, MONy4YaBalul AHTHOAKTEpHANHA areHTH, o0cobeHo (UIYOPOXMHONIOHH, MaKpOAHAH,
TETPALMKIIHHH, KOTPHMOKCA301 H HAKoH uedanocnopuun. Makropute, CPBP3aHH ¢ HHbekumaTa M
BB3NATHTENTHHA Mpolec, Bb3pacTTa H 0OLOTO CLCTOSIHME Ha TNALMEHTa €a OMNpeAeflld PHCKOBH
daktopu. Ilpu Tean obcrodTencTpa e TPYOHO Ja ce MpeLieHH JalnH HHQEKIMATA WIH JIEUYCHHETO
npuuyuHssar Hapywmenda B INR (international normalized ratio). IlpeanasHa Msapka e no-yectorto
monutopupane Ha INR. Ako e HeoGxoammo, Ho3MpoBKaTa Ha aHTHKoarynaHta Tpa0Ba ga Gmbae
ChOTBETHO KOPHIHpaHa.

[Mp¥ KIHHHYHHE M3MUTBAHMA HE C2 YCTAHOBEHH B3aWMOMEHCTBHA Cllell eJHOBPEMEHEH NpHeM Ha
MOKCHQJIOKCALHH C: DPaHHTHIOMH, npo0eHeln], nepopanHH KOHTPALENTHEH, KanlMeBH ROOaBKH,
NapeHTepanHo NPUIOKEH MOP(hHH, TEOPHIHH, IMKNOCTIOPHH WIH UTPAKOHA30M.

In vifro n3cnenBaHus ¢ YoReWKH eH3UMH P-450 noTewpaaasaT Te3H naHHH. Criopes TE3H pe3ynTaTH €
MAaJIKO BEpOATHO HaJlH4YMe Ha MeTaDoNMTHO B3aHMoaeicTBHE nocpencTBoM P-450 eHzumure.

BaaumoneiicTeHe ¢ XpaHa
Hee YCTaHOBEHA KIIHHKHYHO 3HATHMO B3aHUMOJIECTEHE NpH €AHOBPEMEHHHA TNIPHEM Ha
MOKCH(QIOKCALHH H XpaHa,

4.6 PepTHIHTET, GPeMEeHHOCT H KbpMeHe

BpemenHocT
BesonacHocTTa Ha MOKCH(QIIOKCALHH MO BpeMe Ha OpeMeHHOCT TIPU Xopa He e oueHs

IIpoyuBanuATa NpH :KHBOTHH [TOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BiK. Touka 5.3).
PHCK TpH Xopa He € H3pecTeH. [lopann ekcriepUMEHTANHHA PHCK OT yBpekaaHe oT (it
Ha XpyIIAia Ha HOCSIHHUTE CTABM NPH HE3PEINTH XKHBOTHH H o0paTHMH CTaBHH TPaBMH, O




Jeua, IPUeMatIH HAKOH QITYOPOXHHONOHH, MOKCH(IIOKCALIMH He TpsA6Ba 1a ce H3No3Ba NpH
OpemMeHHY xeHH (Bx. Touka 4.3).

Knpmene
Hsama HanWuHH AaHHH 32 XKEHH C NaKkTauui U KbpMadkH. [IpeluTMHHYHNTE JaHHH NOKA3BAT, Y€ MAIKH

KOIMYECTBa MOKCHGIIOKCALMH Ce CeKpeTHpaT B MIAkoTo. [lopaau nuncata Ha AaHHH MpH Xopa U
nopaaK eKCrepHMEHTANHIA PHCK OT YBPEXKAAHE OT (ITyOpOXMHONIOHH HA XPYLIAIa Ha HOCSLLHTE
CTaBH NPH HE3PEJIH JKHBOTHH, KbpMCHETO € NMPOTHBOMOKA3aHO MO BPEME HA JICYCHHE C©
MokcHokcauuH (BxK. Touka 4.3).

Qe HTET
Tpoy4BaHUA MpH XKUBOTHH He NIOKA3BAT YBpexkaaHe Ha depTHIHTeTa (BXK. TOHKa 5.3).

4.7 Edextn Bbpxy cnoco0HOCTTA 38 Wopupane H pabora ¢ mamunn

He ca nposeaenH npoyuBanmsa BLpxy edexruTe Ha MokcuuokcauMH BBpXy cnocofHocTTa 32
wodupane U paboTa ¢ MalIHHH.

OGaue (HnyopoOXHHONOHHTE, BITIOUUTENHO MOKCH(IIOKCALHH, MOTaT 1a JOBEJAT 10 YBpexKiaHe
cnocofHOCTTa Ha MALMEHTHTE Aa wodupaT Wid A2 paboTAT ¢ MAILWHK NIOPaJH PeakLMH OT CTPaHa Ha
LIHC (nanp. 3amaiiBaHe; ocTpa, npexonHa 3aryba Ha 3peHue, Bx. To4ka 4.8) unu octpa
KpaTkoTpaiiHa 3aryba Ha cb3HaHHe (CHHKOT, BXK. Touka 4.8). [Tauuentute 61 cneasano na 6bvaar
ChBETBaHH Ja IPOBEPAT KaK pearupaT Ha MOKcH(NOKcalHH npeay Aa wopupat unu paboTaTt ¢
MALIHHH.

4.8 Hexenann JeKapCcTBeHH PeaKnHHA

HexenaHu peakunH, HaONIOAABAHH MPH KIMHUYHHY U3HTBAHHA K MONYYEHH OT MOCTMAPKETHHIOBH
crobieHna ¢ MokcHdaokcauus 400 mg (npunarad nepopaaHe H KaTo MOC/SABAILA TEpanHia),
rpynupaHH No YyecToTa:

OcBeH raaeHeTo JAHAPHATA, BCHYKH HEXKEIaHH pEeaKlHH Ca HabnwaaBany ¢ Yecrora noa 3%.

INpu BcAKo rpymnupane B 3aBHCHMOCT OT YECTOTATa, HEKEIAHHTE JIEKAPCTBERH peakLiK ce n30posaBat
B HH3XOMALL pej MO OTHOLIEHYE Ha TAXHATA CEPHO3HOCT. YecToTHTE ca onipeeneHH Karo:

- yecTH (= 1/100 po < 1/10),

- HeuectH (= 1/1 000 ao < 1/100),

- peakw (= 1/10 000 no < 1/1 000),

- MHoro peaxH (< 1/10 000),

- C HEM3BECTHA YeCcTOTa {OT HAIMYHHTE JaHHH He MOXe 1a Ob/ie HanpaBeHa OLEHKa).
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Cucrema Opran YectH Heuectn Penkn MHoro peAkH (Hen3BecTHA
Kaac (MedDRA) yecToTa
Hudexuun CynepuHpeKLHH
HHpecTaHH C pPe3UCTEHTHH
OaKTepuu HIH
re0u, Hanp.
nepopanHa 1
BarvHajHa
KaHAWa03a
Hapymenus Ha AHemus [loBuiLEHO HMBO Ha
KPbBHATA H JleBkoneHus (1) MpoTPOMOHH /
auMdHaTa HeyTponeHus nonuxeH INR
cHCTeMA TpombouuTONEHHA ArpaHyiouuTo3a
TpombouuTemMus [TaHuuTONEHUA
KpbBHa
€03uHOpUIHs
Y emxeHo
NpoTpOMOHHOBO

BpeMe / NOBHUILIEH
INR

Hapymenus Ha
HMYHHATA
CHCTEMA

AnepruyHa peakuus
(Bxk. Touka 4.4)

AHacdunakcus BKJI.
MHOTO PAAKO
AMBOTO3aCTpallaBalll
wokK (Bx. Touka 4.4)
AnepruveH oTok /
aHruoeeM (BKJI. OTOK
Ha JlapuHKca,
MOTEHHATHO
#HMBOTO3aCTpallaBalll,
BXK. ToUuKa 4.4)

HapymeHust Ha

CuHApOM Ha

€H/IOKPHHHATA HeaJeKBaTHa
cucTemMa CeKpeLHs Ha
AHTUIHYPETHUHHS
xopMoH (SIADH)
HapymeHus Ha Xunepaunuaemus | Xureprivkemus XUnorjinkeMus
MeTa00/IH3Ma H XunepypHkemus XUNorjHKeMU4Ha
XpaHeHeTo KoMa
IeuxuyHn TpeBoxnu peakuuu| EmMouuonansa Jlenepconanusauus
HApYIIeHHS * [lcuxomoTopHa nabuaHOCT [McuxuyHU peakuuu
xunepaktueHoct / | Ilenpecus (B MHOTO (NOTEeHUHAJTHO
Bb30Y 1a PeJIKU Cllyyau KYMUHHpALLH B
MOTEHLHATHO caMOHapaHsiBaLlo
KYJIMHHHpaLla B NnoBejIeHHe, KaTo
camMOHapaHsBalLo CYMUMIHH
MoBeeHHE, KaTo HaMepeHHst/MUCITH
CYHMLIUOHH WJIU OTIMTH 3a

HAMEPEHHs/MHCIIH HITH
OMNUTH 3a
caMoyOHiicTBO BXK.
TouKka 4.4)
XamouuHaUHH
Jennpuym

camoyOuiicTBO BXK.
Touka 4.4)




C

Cucrema Opran YectH HeuvecTn Peaxu MHoro peiKH |HeH3BeCTHA
Kaac (MedDRA) 4ecToTa
Hapyumenns Ha ['naBobonue Ilap- v nu3ectesus | Xunoecresus Xunepecresus
HEpPBHATA 3amaiiBaHe Hapy1ueH Bkyc Hapyeno oboHsHKE
cHcTema™ (BKJI. B MHOIO (BKJ1. aHOCMHSA)
peaKkH ciyvau AOHOPMHH CbHHLIA
arey3us) Hapyena
O6bpkBaHe H KOOpAMHAUUS (BKJI.
Jle30pHeHTaLUs HapyLlleHa NnoxoJKa,
Hapyluenus Ha ocofeHo nopajau
CbHA (NpeiHMHO 3amaiiBaHe Wiu
Oe3cbHHE) CBETORBPTEN)
Tpemop ["bpuoBe, BKJI. grand
CBeToBBpTEXK mal KOHBYJICHH (BXK.
CBbHIUBOCT Touka 4.4)
Hapyweno BHUMaHKe
Hapyiuen rosop
AMHe3ns
[Nepudepna
HeBponarus u
MOJHHEBPONATHA
Hapywenust Ha Buzyanuu ®oTtodobdus Kparkotpaiina
o4urTe* CMYLIEHHS BKIL. 3ary0a Ha 3peHue
JUUILIOMNUSA U (ocobeno npu

3aMbIIIEHO 3peHHe
(ocobeHo npu

peakLMy OT cTpaHa
Ha L]HC, Bx. Touka

peakLMH OT cTpaHa 4.4u4.7)

Ha LIHC, Bx. Touka YBeuT u

4.4) JIByCTpaHHa ocTpa
TPAHCUIIKOMHHALUA
Ha upHca (Bx.
Touka 4.4)

Hapymenus Ha

IITym B yiuuTe

yXO0TO H Hapyenue Ha cinyxa
JabupHHTA™ BKJI. [JIyX0Ta
(0OMKHOBEHO
obpatuma)
Cupaeynn YnwmkaBane Ha | Y abmkasade Ha QT| Kamepuu taxnaputMun| Heonpenenenu Cunapom
HApyLIeHHs ** QT npu (Bxk. TOuKa 4.4) CuHkon (T.e. ocTpO ApUTMHH Ha Kynuc
NnalmneHTH ¢ [TannuTauuu HaACTBITKIIA K Torsade de Pointes
xunokanueMus | Taxuxapaus KpaTkoTpaiiHa 3aryba | (Bxk. Touka 4.4)
(Bx. Touka 4.3 u| [lpeacwpano Ha Cb3HAHHUE) Cupaeuen apect
4.4) MbIKJIEHE (BK. TOuka 4.4)
CreHokapaug
CbaoBH Bazoaunarauus XuneproHus Backynur
HapyleHus** XUNOTOHMSA
PecnupaTtopHn, 3agyx
TPBIHH H (BKMIOUUTENHO
MeAHACTHHAJHH aACTMATHYHU
HapYLIEeHHs CbCTOSIHUSA)




C

Cucrema Opraun Yectn Heuectn Peakn MHoro peakn  |HeH3BecTHa
Kaac (MedDRA) Y4ecToTa
CromamuHo- I"anene Hamanenn anetut u| ducdarus
YpeBHH [NoBpbuiaHe NpHEM Ha XpaHa Cromarur
HApYLUEHHS CromauiHo- 3anex Ceobp3aH ¢
YpeBHA U Jucnencus AHTHOMOTHLIM KONUT
kopeMHa 6onka | [logyBane Ha (BKM.
Huapus Kopema rncesaoMeMOpaHo3eH
[acTpur KOJIMT, B MHOTO PEIKH
[NoBulLEHa aMMIIa3a| cllyyal CBbp3aH ¢
MUBOTO3ACTpALLABALLH
YCIIOXHEHUA, BXK.
tTouka 4.4)
Xenatoouauapuu| [loBuwenu YepHoapobHo Kenrenuua @yJIMHHAHTEH
HAPYLUEHUS TpaHcaMHHa3M | yBpexjaHe (BKJI. Xenarut (NpeiuMHO | XenaTtur
noeuiieHa LDH) XO0JlecTaTuyeH) MOTEHLHATHO
[ToBulEH BOJELLL, /10
OunHpyOHH JKHBOTO3ACcTpallaBa
[NoBuieHa rama -111a YepHOApoOHa
ryTamun HEJOCTaTbYHOCT
TpaHcgepaza (BKJ. haTamHu
[ToBHLIEHHE B cllyyau, BK. TOUKa
KPBBTA Ha alKajiHa 4.4)
docdaraza
HapyueHnus Ha Cobpbex Byno3HH KOXHU OcTtpa
KOXAaTa H O6pus peakLMH KaTo reHepau3u-
NMOJKOKHATA YpTukapus CHHJPOM Ha paHa
ThKaH Cyxa koxa Stevens-Johnson eK3aHTema-
UJIH TOKCHYHA TO3Ha
enuaepMaiHa nycTyJso3a
HEKpOJnH3a (AGEP)
(noreHunanHo JlekapcTreH
JKHBOTO3ACTPAIIABA | a peaKlMs C
-1u1a, BXK. Touka 4.4) | eosuHopun
usi W
CHUCTEMHH
CHMMTOMH
(DRESS)
(BXK. TOUKa
4.4)
@ukcupaHa
JIEKapCTBEH
a epyrnuus,
Peakuuu Ha
dorouyser
BHUTEIHOCT
(B#. TOUKA

4.4)
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Cucrema Opran YectH HeuecTn Penxn MHoro peikH |HeH3BecTHA
Kiaac (MedDRA) JecToTa
Hapyumenus Ha ApTtpanrus Tenauuut (Bk. Touka | PaskbcBaHe Ha Pabnomuo-
MYCKYJIHO- Muanrus 4.4) CYXO0KHITHE (BK. nu3a
CKeJIeTHATa MyckyHH Kpamnu Touka 4.4)
cHCTEMA H MyckynaHu cna3Mu ApTtpur
CheJHHHTEJHATA Myckynna cnaboct MyckynHa
TbBKaH* PUTHHOCT
Oboctpsane
CUMITOMAaTHKaTa
Ha MHacTeHus
rpaBuC (B¥. TOUKa
4.4)
Hapymenus Ha Hexupaparauus bbbpeuHo yBpexaaHe
0nOpenuTe 1 (Bkn. nosuienn BUN
NMHKOYHHUTE U KpeaTHHUH)
NbTHILA BnOpeuna
HeJIOCTaTbYHOCT (BK.
Touka 4.4)
O6IH 001 OTok
HAPYLUEHHS H HepasnoioxKeHHe
eexTH Ha (MpeaMMHO acTeHus
MSICTOTO Ha HIIM yMOpa)
NPHJIOKEHHE Bonesnenu
CbCTOSIHUSA (BKJI.
Oousika B rep0a,
bpJMTE, Ta3a H
KpaiftHULUTE)
H3notsapane
*CpoOlaBa ce 3a MHOrO peaKkd ciy4al Ha TNPOABLIDKMTENHH (10 Meceld HWIH TFOJHHH),

MHBAJIMAW3UPALLW U NOTEHLHATHO HEOOpaTUMH CEPUO3HM JIEKAPCTBEHH PeakLiMM, 3acArallld HAKOJIKO,
MOHAKOTa MHOIO CHCTEMO-OPraHHH KJIaCOBE M CETHBA (BKJIIOUMTENHO peakiMH KaTo TEHIHWHMT,
pa3KbcBaHe Ha CYXOXHIIHeE, apTpanrus, Ooka B KpaiiHULIMTe, HApYIIeHHe Ha MOXOJKaTa, HEBPOTIATHH,
CBbP3aHHU C MapecTe3uH W HEBPAITHsi, YMOpa, NCHXHATPHYHH CHMMNTOMH (BKJIFOUHTEIHO HapyLIEHHS
Ha CbHS, TPEBOXKHOCT, NMPUCTBIM HA MAHHUKa, Jenpecus U MUC/IH 3a caMoyOHMiiCcTBO), HapylleHHe Ha
MaMeTTa M KOHUEHTPALMATA, U YBPEX/aHe Ha CllyXa, 3peHHeTO, BKyca U ODOHSHUETO) BbB BPb3KA C
ynorpebata Ha XHHOJIOHW M  (UIyOPOXHHOJIOHH, B HAKOW CIYy4ad, HEe3aBUCHMO OT Beue
CbILECTBYBALLMTE PUCKOBH (hakTopH (BXK. ToUKa 4.4).

**[Ipu naunenTuTe, npueMally GayopOXHHONOHH, ca ChOOLIEHH Clly4yad Ha aHEBPH3MA M JIMCEKalHs
Ha aopTara, TMOHAKOra YC/IOXHEHH TopaJH pa3KbcBaHe (BKJIIOYMTENHO C JeTalleH M3XO0I) H
peryprurtanus/He0CTaTbYHOCT Ha HAKOH OT ChpAeYHHTE KIamnu (Bx. To4ka 4.4).

MHoro pszko ce cboOLIaBa 3a ClieIHUTE HEXKENaHH PeaKkLMH criell JIeYeHHe C APYTH
(J1yOpPOXMHONOHH, KOHTO € Bb3MOXKHO /14 C€ MOSBAT U MPH JieueHHe ¢ MOKCH(IOKCALIMH: NOBHILIEHO
BBTPEYEpENHO HalAraHe (BKJIIOYMTENIHO MCEBAOTYMOP LepedpH), XHTIepHATPHEMHA,
XHMMepKaILHEMHs, XeMOJIMTHYHA aHEMHA.

ChobLuiaBaHe Ha MOJ03MPAHU HEXKEJIAHW PeaKLUu
Cpo0L1aBaHeTo Ha NMOAO3UPAHH HEKeNIaHH PeaKlMy clie]l pa3pellaBaHe 3a ynorpe
MPOAYKT € BaxkHO. ToRa no3ponsiea aa npoabikyd HabIOAEHHETO Ha ChOTHOLLIEH

Mo/l03MpaHa HeXxenaHa peakuusa upe3 M3nbnHUTENHATA areHIMA 0 JieKapeTBaTa
yin. ,,Jlamsan I'pyes” Ne 8
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4.9 Ilpeno3npane

Hsama cnenudyuny npeanasHH MepKH, KOHTO [1a e NpernopbuaT clel ciryqaiiHo npenoiznpane. B
ciy4aH Ha Npeo3HpPaHeE, CIeABa Ja e OCHLUECTBH CHMITTOMATHYHO neyeHHe. Tpabea na ce
Habmonaea EKT, nopaan pp3MoxHOCTTa OT yAbbkaBaHe Ha QT nHrepsana. EnHospemenno
NPHIOKSHHE Ha AKTHBEH BbrNeH ¢ Ao3a 400 mg nepopaneH MOKCH(IOKCALIMH 1lie peayLMpa
CHCTEMHATa HAUTHYHOCT HA eKapcTBOTO ¢ noseyve oT 80%. HinonzsaHeTo Ha akTUBEH BBIVIEH PaHO MO
BpeMe Ha abcopbuunaTa MOXKE 21a € MONE3HO 32 MpeAna3sBaHe OT NMPEKOMEPHO NOBHILIABaHE CHCTEMHATA
€KCNO3HLHA Ha MOKCH(IOKCALIHH B CTYYad Ha MEPOPaNHO NpeAo3HpaHe.

5. ®APMAKOJIOTHMHH CBOMCTBA
5.1 <apMaxkoAHHAMHYHH CBOHCTEBA

(dapmakoTepaneBTHYHA IpyNa: XHHOJIOHOBH aHTHOAKTEpHATHH cpelcTBa, QuIyopoxiHoaoHu, ATC
kon: JO1 MA 14.

MexaHH3bM Ha AeHCTEUE
Mokcudnokcaluy npuTexkasa aKTHBHOCT in vilro cpellly rosisM 6poit ['paM-monoxxurentu u I'pam-
OTPHLATENIHH MATOTEHH.

BaktepuumaHoTo neficTBUe Ha MOKCHGIIOKCAlHH € pe3ynTaT OT HHxubupaHe Ha neete Tun 11
tonouzomepasd (JIHK rupaza u rononzomepasa 1V), HeoOXxoanHMH 32 GaKTEPHAIHATA PETUTHKAUMS,
TpaHCKpPUITUKA W penapauus. Harnexna, e C8-MeToKeH rpynara [onpHHACS 3a NOBHLIEHATA
aKTHBHOCT K M0-HACHK NOAGOD Ha Pe3UCTEHTHH MYTaHTH Ha | paM-nonokuTenHuTe 6aKTepHH, B
cpasHeHue ¢ C8-H rpynarta. Hannuuero Ha ronaM GMUMKIOaMHHeH 3aMecTHTen Ha C-7 nozHuMA
npennassa ot edekTHBeH epIyKC, CBbP3aHO C norA WIH pmrA TeHH, HabMI0aBaHO MPH ONpeaeieHH
I'pam-nonoxurenHu HakTephu.

dapMakOaMHAMHYHH NPOYYBaHUA NOKA3BAT, Y€ MOKCH(IIOKCAUMH NpUTEXaBa GakTepuLMIeH edekT,
3aBHCHM OT KOHLEHTpaunsTa. MuHuManuuTe SakrepuunaHu KoHuedarpaund (MBC) ca nonobHH Ha
MHHHMMANHHTEe HHXUOUTOpHH KoHUeHTpauu (MIC).

Brusuue BEpxXy YpeBHaTa Quiopa npH xopa

Cren NpUNOXKeHHE HA MOKCH(IOKCALMH NP NOoOPOBOMLIE ca HAOMIOAaBaH! CNeJHHTE TIPOMEHH B
upesHara duiopa: Escherichia coli, Bacillus spp., Enterococcus spp., v Klebsiella spp. ca pexyuMpanh,
KaKTo W aHaepodute Bacteroides vulgatus, Bifidobacterium spp., Eubacterium spp. u
Peptostreptococcus spp. Bacteroides fragilis € noBiimn Gpos cu. Te3u npoMeHH ce Bb3CTAHOBABAT B
HOPMAJTHATE CTOHHOCTH [0 JIBE CEAMMLIH.

MexaHH3BM HA PE3HCTEHTHOCT
MexaHH3MHTE HAa PE3UCTEHTHOCT, KOHTO HHAKTHBHUPAT NEHULMIUHH, Le(QaTOCIOpHHH,
aMHMHOTIMKO3WAH, MAKPOIHAM M TETPALIMKJIMHU HE B3aUMOEHCTBAT ¢ aHTHOAKTepHaNHATa AKTHBHOCT
Ha MokcHdokcaurH, JIpyrd MexaHH3MH Ha PEe3HCTEHTHOCT, KaTo 3alluTHH Gapueps (oO1u
Pseudomonas aeruginosa) 1 MEXaHW3MHTE HAa HTH3AHE MOTAT [a MOBJHAAT YYBCBHUTENH
MOKCHQUIOKCALIHH.

In vitro pe3HCTEHTHOCT KbM MOKCH(TaKCALIWH CE Pa3BMBA NMOCTENEHHO YPe3 TOYKOBH M
aeete Tan 1 Tonouzomepasu, JHK rupasa v Tonousomepasa IV. Mokcudnokcaumu e ¢
KOHTO TpyAHO NpeMHHaBa Ype3 MeXaHW3MHTe 3a aKTHBHO H3H3aHe NnpH [ pam-nmonox
MHKPOOPraHH3MH.




KpecrocaHa peaucTeHTHOCT e HabmogaBaHa ¢ ApyrH ¢umyopoxuHononu. Ofaue, ThH KaTo
MokcudokcaunH uHxubupa nsere Tonowusomepasu II u IV ¢ nonobHa axkTuBHOCT mpH ['pam-
MOAOKHTENHUTE OakTepuH, Te3H OAKTEDHH MOTAT A3 Ca PE3UCTEHTHH KbM APYTH XHHOJIOHHM, HO
YYBCTBHUTENHH KbBM MOKCH(TOKCALIHH.

I'panu4HH cTOHOCTH
EUCAST knvHMYHH rpaHHYHH cTOHHOCTH Ha MIC W OucK-audy3HA TecT 3a MOKCH(UIOKCALHH
(01.01.2012):

MHKpOOPraHH3ILM JyBCcTBHTEIEH Pe3lncTeHTEH
Staphylococcus spp. <0,5 mg/l > 1,0 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/i > 1,0 mg/l

> 18 mm <15 mm
H. influenzae <0,5 mg/l > 0,5 mg/l

> 25 mm <25 mm
M catarralis <0,5 mg/l > 0,5 mg/l

> 23 mm <23 mm
Enterobacteriaceae <0,5 mg/l > 1,0 mg/l

=20 mm <17 mm
I'paHlyHM CTOHHOCTH, HecBbp3aHH ¢ | < 0,5 mg/l > 1,0 mg/l
onpenenen Bux (Non-species related
breakpoints)*
* I'panuunn croilHocTH, He-cBbp3and ¢ onpenened Bua (Non-species related
breakpoints), ca onpegeneHH npeaMMHO Bb3 OCHOBa Ha (hapMaKOKHHETHYHH-
Te/hapMakOMHAMHYHA AaHHH W ca HE3aBHCHMH OT MHHHMAJHHTE WHXMOHpauiu
KOHLIEHTpalKW! TpW OTHENHHTE MHMKpoopraHH3MH. Te ce H3MON3BaT caMo MpH
BHJIOBE, 32 KOWTO HAMA BHOOBO CreuH(pHYHA rpaHUYHaA CTOHHOCT H HE C€ W3MONZBaT
NpH  BHIAOBE, KbIECTO KPHTEPHHTE 3a HHTEpHpeTHpaHe npeAacTon pga Owbaar
OTIPE/IENHH.

MukpoOHOIOrHYHA YYBCTBHTEIHOCT

PaznpocTpaHeHHeTo Ha NPHAOOHTAaTa PE3UCTEHTHOCT MOJKE J]a BapHpa B pa3lIHuHKTE reorpadicki
30HH H ¢ BPEMETO 32 H30paHy BHAOBE, JKENATENHO € HAJTMMHE Ha NOKanHa HHGOpMaLHA 3a
PE3UCTEHTHOCTTA, 0OCODEHO KOraTo ce NneKyrart Texky uHbexuuu. [pu HeobxoaumocT, TpaGea na
OBbae NOTLpCeH ekcnepTeH ChBET, KOFaTO MECTHATA PE3UCTEHTHOCT NOCTABA MOJ] BLIPOC
H3MNOJI3BAHETO Ha MPOIYKTa NMOHE MPH HAKOH BHAOBE HHOEKUHH.

(0AKBOBEHO YYBCTBRTE/IHA BAJOBE

AepoGuH ['paM-nosoKHTENHH MHKPOOPTaHH3MH

Gardnerella vaginalis

Staphylococcus aureus* (MeTHLIMINR-YYBCTBUTENEH)

Streptococcus agalactiae (rpyna B)

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

Streptococcus pyogenes* (rpyna A)

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

Aepobuu ['paM-orpuLIaTeIHH MEKPOOPraHH3MH
Acinetobacter baumanii

Haemophilus influenzae*

Haemophilus parainfluenzae*




Legionella pneumophila
Moraxella(Branhamella) catarrhalis*

AHaepobHu MHKPOOPraHH3IMH
Fusobacterium spp.
Prevotella spp.

2 PYTH" MUKpOOPraHH3IMH
Chlamydophila (Chiamydia) pneumoniae*

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

BraoBe, NpH KOHTO NPHIOOHETATA PE3HCTEHTHOCT MOKE Aa e npobiaem

Aepobuu ["paM-nonoKHTEHH MHKPOOPraHH3IMH
Enterococcus faecalis*

Enterococcus faecium*

Staphylococcus aureus (METHLILIME-PEIHCTEHTEH)"

Aepobuu 'paM-oTpHLIATENHH MHKPOOPTaHHU3MH
Enterobacter cloacae*

Escherichia coli**

Klebsiela oxytoca

Klebsiella pneumoniae*

Neisseria gonorrhoeae*'

Proteus mirabilis*

AHaepoOHH MHKPOOPraHH3IMH
Bacteroides fragilis*
Peptostreptococcus spp.*

HﬂCJ'IEJ.ICTBeHD PE3HCTEHTHH MHKPDOOPranA3IMHA

Aepobuu I'pamM-oTpHUATENHH MHKPOOPTaHH3MH
Pseudomonas aeruginosa

* AKTHMBHOCTTA € 3aJOBOJIMTE/NHO AE€MOHCTPHpaHa MpH YYBCTBHMTENHM WIAMOBE B KIHHHYHH
MpOY4BaHHA HAa of06peHH KIIHHHYHH NOKa3aHHA.

#* ESBL-npou3BexaallH MaMoBe ca OGHKHOBEHO PE3HCTEHTHH KM (yOPOXHHONOHH

* YecToTa HA PE3UCTEHTHOCT >50% B eflHa WIH [TOBEYE CTPAHH

5.2 @dapmakoKHHeTHYHH CBOiCTBa

AGcopbuus
Cnen nepopanHo npunokeHHe MOKcHGokcalHH ce abcopOupa ObP30 H NOYTH HAITBAHO.

AGconioTHaTta 6UOHATMYHOCT NpeAcTasaBa npubansureano 91%.

DapMaKOKHHETHKHTE ca THHeHHH B AHana3oHa 50 — 800 mg eaHokpaTHa ao3a 1 no 600 mg eauH mbT
AHeBHO 3a noseye oT 10 guu. Cnen 400 mg nepopanHa n03a MakCHMalHHTE KOHUEHTpaiuH ot 3,1
mg/] ce nocturat B pamkute Ha 0,5 — 4 h ciea npunoxxenue. [THKOBHTE H NOCTOAHHUTE PABHOBECHH
rnazMeHy koHueHTpauuH (400 mg enus mbT AHEBHO) ca cboTBeTHO 3,2 U 0,6 mg/l. B parHORecHO
CHLCTOAHHE EKCMO3HLIUATA B PAMKHTE Ha HHTEPBaa Ha J03upaHe e npubauzntenHo 30% no-Bucoka B
CpaBHeHHe clie]l ThpBaTa [03a.

Pasnpenenenue
MoxkcHdnokcaldH ce pasnpenens 6bp30 KbM €KCTPaBacKyJapHOTO MPOCTPAHCTEO; CIl

400 mg e ycranoseHa AUC 35 mg.h/l. OGembT Ha pasnpenenenre (Vss) B CTALHOHA
npubmuzutento 2 I/kg. ExcnepuMeHTHTE ex vivo H in vitro NokasBaTt CBBP3BaHE C I
npubnuzutento 40-42%, HezaBUCHMO OT KOHLIEHTPALMATA HA JIeKapcTBOTO. MoKcH
CBBP3Ba [NIABHO CbC CEpyMHHTE anbyMHHH.



CrneaHHTE MHKOBH KOHLEHTpaUWH (TEOMETPHYHA CTOHHOCT) €a YCTAHOBEHH CJIed MPHIIOKEHHE HA

€/IHOKpaTHa nepopaiHa no3a 400 mg MokcudnoxcauuH:

Tokan KoruenTpauns

Mascro: ILlnasma oTHOmeEHHE
ITnasma 3,1 mg/l -
CnroHka 3.6 mg/l 0,75-1,3
MexypHa TeuHOCT 1,6' mg/l 1,7!
BpOoHXHAIHA MYKO3a 5,4 mg/kg 1,7-2,1
AJBeonapHH MakpodarH 56,7 mg/kg 18,6 — 70,0
Teunoct, nokpueawa envrena | 20,7 mg/l 5-7
MakcunapeH CHHYC 7.5 mg/kg 2,0
ETMoHaaneH cHHyc 8,2 mg/kg 2,1
Tonumnu B Hoca 9,1 mg/kg 2,6
HHTEpCTHUMANHA TEHHOCT 1,0° mg/l 0,8 — 1,423
Kencka nonoea cucrema* 10.2* mg/kg 1.72¢

*HHTpaReHO3HO NPUIOKEHHE Ha €QHOKpaTHa Jo3a ot 400 mg
1 - 10 h cnen npuioXKeHHe

2 - HeCcBbp3aHa KOHLEHTpPALIKA

3 -0t 3 hpo36hcnen nosa

4 — B Kpast Ha UH}Y3HATA

buoTpanchopmaumna MokcugnoxkcauuH e noanoxeH Ha 6noTpaHcdopmaiius dasa I u ce exckperHpa
upe3 GBOpelH M HUTbYKA/ HINPOKHEHHS KaTO HEMPOMEHEHO JIEKapCTBO, KAKTO H oA dopmara Ha
KOMIIOHEHT, chABpakall capa (M1) v kato rmokyponng (M2). M1 1 M2 ca enMHCTBEHHTE
MeTabONHTH OT 3Ha4EHHE NPH XOpaTa, KaTo H ABaTa ¢a MHKPOOHOIOTHYHO HEaKTHBHH.

ITpu kNIMHUYHH npoyuBaHus (aza [ k in vitro npoyusaHua He ca HaOnrogaBaHH MeTabonuTHH
(dapMaKOKHHETHYHH B3aMMOeHCTBHA ¢ APYTH NieKapcTBa, NOAJIoAeHH Ha BuorpaHchopmMauus daza I,
H3nosBaiiy LuToxpoM P-450 enaumu. Hama naHHH 3a okcupaTHeeH MeTaboMH3BM.

EnumuHHpaHe
MOKCH(IJJ'IOKCEI].[HH ce eJ'lHMHHP[pa OT nnaiMaTta c lcpaeH CIIMMHHALHUOHEH HOJ'I}')KHBOT HpHGﬂH:}HTﬁHHO

12 yaca. CpeHHAT anapeHTEH TOTANEH TeNeceH KIHPLHC Cliell €AHOKpaTHa no3a ot 400 mg Bapupa o1
179 o 246 ml/min. BeOpevHHAT KNMPBHC, PEITH3AIM HA 24 — 53 ml/min npeanonara YacTHYHA
Ty6ynHa peabcopbums Ha nekapcTBOTO OT OBOpELMTE.

Cnen nosa or 400 mg, Be3cTaHOBABaHE B YpHHaTa (pubnusutenHo 19% HenpoMeHeHO NeKapeTRo,
npubau3uTento 2,5% 3a M1 u npubauzutento 14% 3a M2) 1 v3npaxHeHnara (npubauzurento 25%
HEMPOMEHEHO JlekapcTBo, Npubnusurento 36% 3a M1 u He ce ycraHosssa M2), obuio
npubnu3uTenHo 96%.

EnHOBpeMEHHOTO MPUIOKEHHE HA MOKCHGIIOKCALMH ¢ pAHUTHANH WM NpoGeHeln]] He MpOMeHs
6B6peuHHs KNHPBHHC HA2 H3XOOHOTO JIEKAPCTBO.

Tayuenmu e cmapuecra ev3pacm u nayuermu ¢ HUCKO MEAECHO Me2no
[To-BHCOKHM MIA3MEHH KOHHEHTPAUMH ca HabmogaBaHk MpH 30paBH A0OPOBOLH C HHCK!
Tern0 (KaTo KeHH) U MpH 106poBoNLKH B cTapuecKa Bb3pacT.

Bvépeuno yepeocoane
(DapMaKOKHMHETHYHHTE CROHCTBA HA MOKCH(IOKCALMH HE Ca 3HAYMTEINTHO pasnuy
616peuHo yBpesxxaaHe (BKIFOUHTE/IHO KPEaTHHHHOB KITHPBHC >20ml/min/1,73m?).




ObOpeuHaTa yHKLHA ce HAMaJIABa, KOHLEHTpaUMATa Ha MeTabonut M2 (rmoKypoHHA) ce NOBHINARa
¢ dakrop 2,5 (npyu xpeaTHHUHOB KIHpBHC <30ml/min/1,73m?)

Yepnoopobro yapedicoare

B13 0cHOBa Ha (papMaKOKMHETHHHHTE NPOYYBAaHHA, TIPOBEAEHH A0 CETa NPH NAaUMEHTH ¢ YepHoApoOHa
HenoctareyHocT (Child Pugh A, B), He € BE3MOXKHO Ja ce onpenienH AanH HMa pasiH4HA B CPaBHEHHE
CEC 30paeu A0OpOBONLH. YBpeaeHaTa yepHoApoOHa (hYHKIMA € CBBp3aHa C Mo-TIPOAb/DKHTENHA
eKcno3nuMa Ha M1 B nnasmara, JOKaTO €KCNIO3HLHATA C M3XOJHOTO JIEKApCTBO € CPaBHHMA C
€KCTMO3HLIMATA NPH 32pasH Jo6poBosmun. HaMa ocTaThuHo ONHT ¢ KIHHWYHATA ynoTpeba Ha
MOKCHGIOKCALIMH NIPH MalMEHTH ¢ YBpeNeHa YepHOIpoOHa GyHKUMA.

5.3 IlpeaxnuHA49HH AaHHH 32 Ge3onacHocT

EdekTHTe BbPXY XeMONIOETHYHATA CHCTEMA (JIEKO MOHKXKaBaHe Ha Opos Ha epUTPOLIUTHTE H
TpoMboLHTHTE) ca HabNtoaaBaHH NIPH MITBXOBE H MaliMyHH. KakTo npu Apyrute XHHONOHH,
XEMaTOTOKCHYHOCT (NMOBHILIEHH YePHOAPOOHH EH3MMH W BaKyoOllHa JereHepalius) e HabnoaapaHa npH
MITBX0BE, MaMyHH H KydeTa. [Ipu maiiMmysu e HabmogaeaHa TokcHYHOCT BhpXY HHC (rvpuose).
Teau edexTH ca HabMOOABAHH CaMO CIIEN JIEYEHHE ¢ BUCOKH JO3H HITH ClE NPOABLKHTENHO ICHCHHE
¢ MOKCH(MIOKCALIMH.

Mokcuduiokcalit, KakKTo APYrUTEe XUHOMOHH, € NreHOTOKCHYEH B i Vitro TeCTOBE C H3MOM3BAHETO HA
GakTepHH WIH KIeTKH oT Gozaiinnum. Tlonexe Te3u edexTu Morat aa ce o0ACHAT ¢ B3aHMOAEHCTBHETO
C rupasara B GaKTepHUTE H — NPH NO-BHCOKH KOHLEHTPALME — € B3aHMOAeHCTBHETO C TOMOHW30OMepasa
II B kneTkuTe Ha Go3aiiHHIYM, MOTaT Ja CE ONpPENENAT NParoBH KOHUEHTPALHK 32 FeHOTOKCHYHOCT.
[pH in vivo TecTOBe HAMA JaHHM 38 TEHOTOKCHYHOCT, HE3aBHCHMO OT (haKTa, Ye ca H3MOI3BaHH MHOTO
BHCOKH 034 Mokcunokcauuy. [1o To3H HAYMH MOraT Aa ce YCTAaHOBAT AOCTATLUYHH rPaHHLIKA Ha
6€30MacHOCT Ha TepaneBTHYHATA /1034 NMPH Xopa. MokcHpnokcalWH He € KAHLEPOreHeH B
NPOYYBAHHA MPH ITHEXOBE.

MHoro xuHonoHH ca (GoTOHYBCTBHTEIHH H MOTaT Ja HHAYLUHpaT GOTOTOKCHYHH, GOTOMYTAareHHH H
¢dorokaHueporedHu edektn. OOpaTHO HA TOBA, MOKCHGMIOKCAIIHH € OKA3aHO, Ye HAMA
doToToKcHYHH ¥ (POTOrEHOTOKCHUHH CBONCTRA, KOTATO € H3C/EARaH B 0DLIMpHa nporpaMa Ha in vitro
H in vivo npoyuBaHusa. JIpH ChIKTE YCIIOBUA APYTH XMHONOHH NPEAW3BHKBAT €DEKTH.

BB BHCOKH KOHLIEHTpaUHH, MOKCH(IOKCcalMH € HHXHOUTOP Ha Obp3aTa KOMNOHEHTa Ha BaBHOTO
BB3CTAHOBABAHE Ha KAJMEBATA NIOMMA HA CHPLIETO M MOXe 1a NPHYMHH yabbkaBaHe Ha QT-
HHTepBana. TOKCHKOIOrHYHM TIPOYYBAHMA NPH KyYera ¢ nepopaiHa no3a > 90 mg/kg, sogewm ao
I1a3MEHH KOHUEHTpauuH > 16 mg/kg npuumHaBaT yawpkasaHe Ha QT-uHTEpBaNa, HO HE APUTMHA.
Camo cnep, npunoxeHHe HAa MHOTO BHCOKH KyMYJIATHBHH HHTPaBEHO3HHU J03H 50 MbTH NO-BUCOKH OT
no3ata npu xopa (>300 mg/kg), Bomewn n0 na3mMeHy koHueHTpauuy 2200 mg/l (noreye ot
40-KkpaTHO YBENMUYEHME HA TEPANIEBRTHYHO HHBO), ca Habmonapauk o6paTumu, He-haTaTHU KaMepHH
APHUTMHH.

XHHONOHHUTE Ca WIBECTHH, Y€ MPHYHMHABAT YBPEXKAAHHA HAa XPYLIAIA Ha FOJIEMHTE CBBP3BALLH CTaBU
MPH HEAOHOCEHH xUBOTHH. Hait-auckara nepopanHa n03a Ha MOKCH(IOKCAUWH, TPHYHHABALLA
TOKCHYHOCT Ha CTABHTE MPH MK Ky4eTa € 4 ITbTH NO-BHCOKA OT MAKCHMATHATA NPENOpBUHTENHATA
TepaneBTHYHa no3a ot 400 mg (3a 50 kg TenecHo Terno) eepxy 6aza mg/kg, ¢ nmnasmesu
KOHLIEHTpalHH 2 10 3 bTH NO-BHCOKH OT MaKCHMAJTHATA TepaneBTHYHA J03a.

HacnenpanusaTa 3a TOKCHYHOCT MPH IJTBXOBE M MaliMyHH (TTOBTOPHO AC3HPaHE 10
MoKa3BaT AAHHH 32 TOKCHYHOCT 32 ouHTe. [IpH Kyvera BUCOKHTE HepOpasiHH A03H
BOJEILM KO IUTA3MEHH KOHLGHTpauHu > 20 mg/l, npuunHABaT poMeHH B enekTpof]
M30JTHPaHH CITy4au A0 aTpo(Hs Ha peTHHaTa.



IMpoyuBaHus BBPXY penpoayKLHATA, H3BBPLUSHH NPH IUTEXO0BE, 3ally ¥ MaliMyHH noka3paT
TipeMHHABaHE HAa MOKCHQIOKCALMH Npe3 MnaleHTara. [IpoyuBaHuATa NpH MIBbX0BE ((IEPOPATHO H
HHTPaBEHO3HO) H MaiMyHH (NepOpPaTHO) He MPeACTARAT JOKA3aTeCTBa 32 TEPATOrEHHOCT HIIH
yBpexaHe Ha GepTIITHTETA ClIe NPHAGKEHHe Ha MokcH(rokcaluH. Jleko NOBHILIEHA YECTOTa Ha
mandopMalM Ha MpenlieHH U pebpa ca HabaronaBaHH NMPH 3apOAHIUETE Ha 3ai1H, HO CAMO MPH 1034
(20 mg/kg i.v.), KOETO € CBLP3aHO C TexKa TOKCHYHOCT 3a MaiikaTta. IMa nosHiueHa 4ecToTaTa Ha
abopruTe MpH MaliMyHH # 3aiflli ¢ YOBELIKH TepaneBTHYHH MNa3MEeHNA KOHUEHTpauuH. [Ipy misxoee €
YCTaHOBEHO NOHW)KABAHE HA TENIECHOTO TETJIO Ha I, mo-ronam 6poii aboprw, nexko noBHIeHa
NMPOABILDKHTEIHOCT Ha OPeMEHHOCTTA H MOBHILIEHA CIIOHTAHHA aKTHBHOCT MPH HAKOH OT MNOTOMCTBOTO
OT JIBaTa 1noJia, py ynotpeda Ha 4034, KOMTO ca 63 MbTH MO-BUCOKH OT MakCHMaslHaTa
npenopbUHTENHa 103a B mg/Kg TENECHO TEMIO ¢ MNa3MeHH KOHLEHTpalHH B PAMKHTE Ha
TepanmeBTHYHAT2 A032 [IPH Xopa.

6. DAPMAITEBTHYHH JAHHHU
6.1 Croachbk HAa NOMOIMIHRTE BEIIECTBA

Aapo ua Tabnetkara
Lenynosa, MUKpOKpHCTANHA
KpockapMenosa Hatpui
JlakTo3a MOHOXHOpAT
Marne3sues creapar

OHUNMOBO IOKPUTHE
Xunpomenosa

Maxkporon 4000
Kenezen okcua (E172)
Turanoe auokcua (E171)

6.2 HechBEMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHOCT

5 roauHu

6.4 ChenuajHi YCJIOBHA HA CLXpAHEHHAE

BrikcTepy nonunponuien/anyMBHHUiA U MONHMBHHHNXIIOPWY/ MONHBHHWIHAEH XJI0OpHI/aTyMHHHEBH

6nucrepn
Ha ce cuxpansBa npu remneparypa nog 25 °C.

I[a CC ChXpaHABA B OPUrHHANTHA OMNaKoOBKa, 34 1a CC [IPCANA3H OT Blara.

EBaucrepn Q!yMHHHW&J’IVMHHHﬁ
,IIa C€ CbXpaHABa B OPUrHHaJIHA OMNMAKOBKA, 34 Ja CC Npeana3y OT Bjiara.

6.5 Buan chabpkaHHe Ha ONAKOBKATA

KaproHeHa kyTus, cbabpokaiua 6e3upeTHH WIH 6eny Henpo3payHH MOAHNPOTIHIEH/,
61ucTepy WK He3UBETHH IPO3payHH NOJHBHHWIXAOPHI/ MOTHBHHIIIMAEH XJIOP
6nucrepn:



QunmupannTe TabNeTKH ce npeniaraT B oNakoBKH o 5, 7 U 10 tabnetku, B 60NHHYHHA ONAKOBKH MO
25 (5x5), 50 (5x10), 70 (7x10) puammupann TabneTku WiH B O0MHMYHY rpynoBH onakoskH ot 80 (5
onaxosku 110 16) wnu 100 (10 onakoexu nol0) ¢unmupanu Tabnerku.

KapToHeHH KyTHH, ChABLPXALIH GIHUCTEPH anyMUHHH/ATyMHHHH, Ca HATHYHH B ONAKOBKa MO €1Ha
¢dunmupana tabnetka.

He BcHuKkH BEHAOBE ONAaKkOBRKH MoraT Aa ObaaT mycHatH B nponax6a.
6.6 CoenHAIHH NPeANa3HH MEPKH NPHA HIXBLPJIAHE

Hsama crienuaiHy H3HCKBAHHA.

7. IMPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA

Bayer AG

Kaiser-Wilhelm-Allee 1

51373 Leverkusen, I'epmanus

8. HOMEP HA PAZPEITEHHAETO 3A YIIOTPEBA

20000430

9. JATA HA ITBPBO PA3ZPEINABAHE/IIOAHOBSABAHE HA PAZPEIIEHHETO 3A

YIIOTPEBA

Jata Ha mepBO paspewuasaHe: 25 ronu 2000 .
Jlata Ha nocnenno mognoesapawke: 05 anpun 2011 r.

10. JATA HA AKTYA/IM3UPAHE HA TEKCTA

01/2026




