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2. KAYECTBEH H KOJIHYECTBEH ChCTAB

Enna dunmupata rabnerka ceaspia 400 mg mokcudnokcaun (moxifloxacin kKaTo XMAPOXIOpHA
(hydrochioride).

TIOMOLLHO BeuecTBO ¢ H3BecTHO JiedcTere: Besaka dunmupana TabneTka chbpika 68 mg nakrosa
MOHOXHApAT (= 66,56 mg nakroza) (Buxre Touka 4.4)

3a MBITHHA CMHCHK HA TOMOHIHHTE BEIUECTRA, BHIKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

PrnMupana TabaeTka
Biieno yepeena dhuamupana Tabietka ¢ NpoAbAroeara, ninbskHana dopma c dacera, ¢ pasmepn 17 x7
mm, 4 o3HaueHa ¢ “M400” ot enHara cTpaHa u “Bayer” ot apyrara cTpaHa.

4, KJIVMHHUYHA TAHHW
4.1 TepaneBTHYHH NOKAIAHKSA

Agenoke 400 mg dunmupanu tabiieTky ca NOKA3aHH 3a JIeUeHHE Ha ClIeAHUTE GaKTepHaIHK
MHGEKUHH [PH MAIMEHTH Ha 18-ToAMIIHA BB3PACT M NO-Bb3PACTHH, IPHIHHEHH OT OAKTEPHH,
YYBCTBHTE/IHH KbM MOKCH(UIOKCALMH (B, TOukH 4.4, 4.8 u 5.1). Mokcuduiokcanuun Tpabea za ce
H3MOJI3BA CAMO KOTATO CE CUMTA 34 HENOAXoAAA ynoTpedaTa Ha aHTHOaKTepHANHY CPEACTRE, KOHTO
OOHMKHOREHO C¢ NPEeropbYBAT 38 ITbPBMYHO JTEUeHHE Ha Te3H MH(PEKLIMM MM KOraTo JIEYeHHETO Ha
HHdeKkLusTa ¢ TAX € DO HeyCnemHo:

- OcTbp GakTepHalieH CHHY3MT (8CKBATHO JHATHOCTHLIMPAH )

- Octpy ex3zauepbanui HA XpoHudeH OpoHXHT (aAeKBATHO AHATHOCTHLMPaH)

- Tpunobura B 0OUIECTBOTO MHEBMOHUS, C H3KTIOMEHHE HA TEXKKHTE (GOpMH

- Jleka 0 yMepeHO H3paseHa Taz0Ba Bh3nanuTeaHa Gonect (Hanp. HHpeXUMH Ha XEHCKHA

rOpeH reHHTANICH TPaKT, BKAFOUHTENIHO CANITHHIUT H €HAOMETPHT), C H3KMIIOUEHHE Ha CBbP3aH

Ty60o-0BapHaneHn WM Tazos abcuec. He ce mpenopbura Arenoke 400 mg hpuamapanu tabnetku a

Ce H3MI0JI3BAT KATO MOHOTEPANHA 3a JIeUeHHe Ha ciiaba /10 YMEPEHa Ta30Ba Bu3UATHTEHa OonecT,

& 1A ce MpHIaraT B KoMOHHALMS € APYTO NOAX0AALLO aHTHOAKTePHATTHO CPEACTBO (Harp.

nedanocnopui) NOpaaH YBETHIABAHE HA MOKCH(IIOKCALMH PE3UCTEHTHOCTTA Ha Neisseria

gonorrhoege, 0CBeH ako MokcH(IOKCALIMH-pe3HcTeHTHA Neisseria gonorrhoeae MOXe 1ia ce

U3KIIOUH (BiK. ToUKka 4.4 1 5.1).

Apenokc 400 mg GuaMHpaHi TabneTk MOKE 1a C€ W3MNOM3BA 34 3aBbPIUBAHE HA KYPC Ha JIeUeHHe
MPH MALHEHTH, KOUTO Ca [0Ka3aTH NojIobpeHne o BpeMe Ha [TbPBOHAYATHOTO JICUEHHE C
HHTpaBeHO3eH ABEJIOKC 32 CIIEHUTE NMOKA3AHUA:

- IlpupoOrTa B 001IECTROTO MHEBMOHHA

- YcnoxHeHH MHOCKLMM HA KOXKATA H KOKHHUTE CTPYKTYPH
Asenoke 400 mg ¢unmupany TabneTkd He TpAOBa 1a ce H3No/3Ba 3a HHHUHHpaHE Ha,
BCEKH THIT MHGEKIMA Ha KOXKATa M KOJKHUTE CTPYKTYPH WIH MPH Texkka hopMa Ha 1
0DIIECTBOTO IHEBMOHUS,
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Tpsa6ea 4a ce MMa npeBHa OGHUMATHOTO PLKOBOCTBO 33 NOAX0AfIa ynoTpeba Ha
aHTHOAKTePHANIHHTE JICKAPCTEA.

42 [lo3npoRKa H HAMUH Ha NPHIOKERAE

Hosuposka (BL3pAcTHH)
IMpenopburTenHaTa 103a e eAna GunmMupana Tadnerka 400 mg eaHH TBET JHEBHO.

Bvépeuno/uepnodpobuo yepescdane

He ¢ peoOxonMMa KOpexuMs Ha OO3MPOBKATA NPH MALMEHTH C JIEKa 00 TEXKKA CTENEH yBpedeHa
OLOpevHa PYHKLHA HIH MPH DAIMEHTH HA XPOHHUHA AMaNH3a HAllp. XCMOAHAIN3A H NPOAL/DKHTENHA
aMOynaTOPHO NpOBEKIaHa NEPUTOHEANTHA AHANK3A (BK. TOUKa 5.2 3a NoBeye AeTaitnm).

Hsma JOCTATBYHO aHHH 3a NIALHEHTH C HapylleHa YepHoApoOHa Gyuxuus (Bxc. Touxa 4.3).

Hpyzu creyuannu nonyaayuu
He ¢ HCOGXO,E[PIMa KOpPEKIHA HAa AO3HPOBKATA NPH MalHEHTH B CTAapyeCKa Bh3pacT H C HHCKO TeNeCHO
TETNO.

Heduampuuna nonynayus
Moxkcudnokcaunn € MpoTHBONOKA3aH npd Aella M oHowHn (< 18 roaunm). Edukachoctra ®
£e30MacHOCTTA HA MOKCHQUIOKCAUMH MPX ASLid W IOHOWH HE € yeTanopeHa (Bi. Touka 4.3),

Ha4yuH Ha NpHAoKEHHE
PunmupaHuTe TabneTkH TpAOBA Ja C€ T'BIATAT LIEIH, € JOCTATHYHO TEUYHOCT H MOTAT Aa Ce MpHeMar
HE3aBHCHMO OT XpaHa.

I1poABL/IKHTETHOCT HA HPHIOKEHNE
Agenokc 400 mg dunmypany TabneTku TpAOBA Ja ce IPHUEMAT ChC CIEIHATA TIPONB/KUTETHOCT:

Octup baktepuanet cuHyzut (ObC) 7 IHH
Octpu ex3zanepbauii Ha xpounueH Opouxut (OEXDB) 5-10 nup
[IpuaoduTa B 0011ECTBOTO ITHEBMOHHS 10 auut
Jleka mo yMepeHo M3pa3eHa Ta30Ba Be3nanuTenna bonect 14 aHu

Asenokc 400 mg drnMupand TabaeTkH ca M3CIEABAHH B KIMHHYHHM H3NMTBAHHS ¢ MPOAB/DKHTENHOCT
Ha Nie4eHHETOo 10 14 nHu.

Cexgenyuaing (unmpaseHo3no, ROCAZIGAHO OM NEPOPATHD) HeyeHue

B KJIHHMYHH TPOYYBAHHSA ChC CEKBEHIMATHO NE€YSHHE MOBEYETO MaUUEeHTH IPEMUHARAT OT
MHTPaBEHOZHO KbM [1€POPATTHO IeueHHe B paMKuTe Ha 4 qHH (npuao6uTa B o0LuecTBOTO MHEBMOHHA)
UK 6 AHM (yeaoKHeHH MHdEKUHH Ha KOKaTa W KOXKHHTE CTPYKTYpH). IpenoprunrenHara obuwa
NPOTBIXKHTETHOCT Ha HHTPAREHOZHO H MePOPATHO nevueHue € 7-14 nuu 3a MpHIoGHTa B 00LIECTBOTO
nHeBMOHMA M 7-21 JHH 3a YCNOXXHEHH HHGEKLUHHY Ha KOXKATa U KOKHHTE CTPYKTYDH.

[Ipenoppurrenyara a03a (400 mg eauH MLT JHEBHO) H NMPOIBDKUTENHOCTTA Ha JIeYyeHHe He Tpabpa 1a
ce NpeRyllaBaT.

4.3 IIporHpOomOKA3ZHHASA

- CBpbXYYBCTBUTENHOCT KbM MOKCH(UIOKCAIMH, APYrH XHHONOHH HIH HSKOE
BeLecTRa, H36poeHH B Touka 6,1; /
- OpeMEHHOCT W KbpMeHe (BXk. Touka 4.6);
- MAUMEHTH noa 18-roaMuIna Be2pacT;
- TAIMEeHTH C aHAMHECTHYHH JAHHH 32 BB3NANECHHE HA CYXOKHIIHA/HAPYIIEHHE,
¢ XMHOJIOHH. k



B npeakITHHHYHH M3MHTBAHKA U NPH Xopa ca HabmoJapaHH NPOMEHH B CbhpieuHaTa

eeKTPO(HIHOIOTHS Clle]l NpUeMane Ha Mokcudnokcalmt, 104 Gopmara Ha yawmkapaHe Ha QT

HHTepBaia. Bse Bpb3Ka ¢ 0e30MacHOCTTa MOKCH(DIOKCAIIMH € MTPOTHBONOKA3aH MPH NALHEeHTH C:

- BpOMEHO WIH JOKYMEHTHpaHO MpUAoOHTO CheTOAHHE Ha yabMkeH QT nutepsan,

- ENeKTPONHTHH HAPYLIEHHSA, 0COOEHO HEKOPHIHPAHA XUITOKATHEMHUS,

- KJIMHHYHO 3HaunMa OpaauKapaus;

- K/IMHMYHO 3HAYHMa CLPAEYHA HEJOCTATBYHOCT C HaMalleHa JIABOKaMepHa ¢pakuus Ha
HITJIACKBAHE;

- aHaMHE3a 34 CHMITTOMATHYHH apHTMUH,

Mokcubnokcaud He Tpabpa [a Ce H3MOJ3BA 3a€/HC ¢ JAPYrM JekapcTea, kouto yabmkarar QT

HHTepBAIa (BXK. TO4Ka 4.5).

IMopanu orpaHHYEHHTE KITWHWYHH JaHHU, MOKCH(IOKCALMH € ChHILO MPOTHBOMOKA3aH NP NALUEHTH ¢
yepeaeHa yepHoapodHa gynkuma (Child Pugh C) v npu nalHeHTH ¢ IOBHILEHH TPAHCAMHHA3H
MoBede OT 5-MbTH Haj ropHaTa TpaHHUA Ha HOpMaTa.

4.4 CreunadHM OpeaynpeXAeHHAA W NPeANA3HA MepKh [pH ynorpeba

[os3aTa OT NneyeHHeTo ¢ MokcHbIIOKCauHH, 0COBEHO NpU He 0cO0eHO TeXKH HHpeKuuw, TpAdBa Ia
fbe BHMMATE/THO ChobpazeHo ¢ uHdopMaumaTa, Chabpxaila ce B Touka CrieLHanHu
NpenyNpeskACHNA H MpeAna3Hd MEpPKH NpH ynorpeda.

Yawmrasane Ha OTc MHTEPRANIA H NOTEHIMANHH KIMHMYHH ChCTOAHWS CBBP3aHH C YIb/DKABAHE HA
QTc yHTepRana

VYeTaHOBEHO €, Y€ NPH HAKOH MalueHTH MokcHokcalun yabxasa QT¢ unreppana ua
enekTpokapiorpamarta. [pu aHamus Ha EKT u3cneapaHusATa, NOMYHYCHHA B X044 Ha KITHHAYHA
nporpama, yaskasasero Ha QTe npu moxcHdiokcaunn e 6 msec + 26 msec, 1,4% B cpaBHeHHe ¢
HayanHaTa cToMHOCT. T'bii KaTO CHLICCTBYBA TEHJIEHIMA XEHUTE Ja UMaT NMo-Ibabr u3xoneH QTc
HHTEPEANl B CPABHEHHE C MbIKETE, € BBIMOMHO TE a Ca NO-1yBCTBHIC/IHK KbM JIeKapCTBa,
yakkaBawn QTc uHTepsana, Br3MOXKHO € nalleHTHTE B CTApPYECKA BB3PACT ChINO Ja ca ro-
YYBCTBUTE/IHH KbM CBBP3aHH C NekapeTBOTO €exTH shpxy QT uHrepsana.

JledeHue, KOETO HAMANABA HUBATA Ha KaJIHii, C/Ie[Ba [1a ce NIPHIIara BHHMATEIHO NPH NaliHeHTH,
MoJIydaBalllid MOKCH(ITOKCAUMH (B, Cbillo To4ka 4.3 u 4.5).

MoxcudnokcaryH TpsaGBa ga ce W3MON38a BHEMATETHO MPH MaliMeHTH ¢ TIPOAPUTMHYHH ChCTORHHA
(0coBEHO eHH H MALWEHTH B CTApYECKa BB3PACT), KATO OCTPA HCXEMHS HA MHOKAp/a K
yrbnxasane na QT, Thif KaTo TOBa MOKe Jia JOBEe 10 MOBUIICH PUCK OT KAMEPHH apHTMHUE (BKJI.
torsade de pointes) W chpaeucH apecT (Bk. ¢biuo Touka 4.3). Crenenra na yasmxasaHe Ha QT
HHTEpRAJIa MOXE /12 €€ TIOBHILIM C MOBHIIABAHE Ha KOHLIEHTPAUHATA Ha JIeKapcTROTO, Crie0BaTeHO
NPEeNOpPBUMTERHATA 1032 He TPAOBa Aa ce nperuIagra.

[Tpu nosBa HA CUMITTOMH 3a ChPACYHA ADUTMHA TI0 BPEME Ha TEpanuATa ¢ MOKCH(IIOKCallHH,
nevdeHHeTo TpsGBa Aa ce MpeycTaHoBH M Ja ce Hanpaeu EKT'.

Peakuuy Ha CBpbXYYBCTBHTENHOCT/ANeprHYHH peakLiii
Cro0lifaBa ce 33 PeakiiiK Ha CBPLXUYBCTBUTENHOCT M ajlCprivHi PEakii Cich NbpBOTO NpHAaraHe,

CBBP3aHH C (UTyOPXHHOMOHH, BKJIIOYMTENHO MOKCH(UIOKCAIIMH. AHA(UIAKTHYHHTE PeaKlldK MOrar aa
Npeax3BMKAT XHBOTO3aCTpALIABALL IOK, JOPH C/lell MbPBOTO NpHjaraHe. B ciyyan Ha KIMHHYHH
TIPOABH Ha TEKKH PEAKLMM HA CBPBXYYBCTBHTENHOCT, NPHEMBT Ha MOKcH(NOKcalHH Tpadea na

ce MPeyCTaHOBH H TPAGRA 1a ce 3arnoyHe NOAXOAAD NeueHHe (Halp. JIeeHHE Ha oK), sy

TexkH yepHOAPOOHH HapYIIEHHS

Jloknansanu ca ciayuar Ha GyJMHHAHTEH XENMaTUT, MOTEHLHAHO BOJELL, 10 JKHBOTO3a
uepHOAPoOHA HevCTaTRYHOCT (BK. Cilydau ¢ dartaiieH uixof) (Bx. Touka 4.8). [Tanue
N2 3HasT, e TpsaOBa Na YBEAOMAT CBOS ieKap NPEAH 1a NPOALAKAT TEUEHHETO, aKO Ce
¥ CUMIITOMH Ha QYIMHHAHTEH XEMATHT KaTo ObP30 Pa3BHBALIA CE ACTCHHA CBBP3aHa C




THMH2 YPHHA, CKIIOHHOCT KbM KBPBEHE WIIH YepHOAPoGHa eHuedanonarHs.
[1pu nosisa Ha HHAMKALKH 33 4epHOAPOGHO yBpeXKTaHe TpIOBa Na ce HanpaBsAT Y€PHOAPOOHH
$YHKLIMOHANHK HU3CTEABAHMA.

CepHo3HK OYI03HH KOKHH PEaKIUH

Mma crobLueHns 3a cnyyvad Ha 6yJ03HM KOHH PEaKiMH, KaTo CHHApPOM Ha Stevens-Johnson unn
TOKCHYHA efMIEPMANIHA HEKPOJIW3a [IPH NpHJIaraHe Ha MOKCHGUIOKCALIMH (BX. TO4Ka 4.8},
MarmenTuTe TpAbBa 1a GbAAT CHBETBAHH 1A CE CBBbKAT He3a0aBHO ¢ TEXHHA JieKap npeam 1a
MPOAB/IKAT JICUCHUETO, AKO ¢e POSBAT KOKHH H/W/TH IMTABHYHH peakLHu.

HagHEHTH, Npenpas’nojoxedn KeM 'EPUYOBE
H3BecTHO €, Ye XMHOIOHKTE TpHYHHABAT rhpyoBe. Hanomssanero Tpadea fa 6b/1¢ BHUMATENHO TIPH

nainedTy ¢ Hapyuienys Ha [JHC wiu npu Hanuuue Ha ApYrd PUCKOBM (DAKTOPH, KOMTO MOr'aT a
IPEAPa3NONAraT KbM TEPUORE WK CHMXKARAT Npara Ha pp30yaumoct. B cnyyau Ha repuose
JEUYCHHETO C MOKCH(UIOKCAIIMH TpAOBa 14 ce NPeKpaTH W [1a ce B3eMAaT MOAXO/ALLH MEPKH.

[lepuepHa HERpONATHA

Chobmasa ce 3a CTyuad Ha CEH30pHA WITH CEH30MOTOPHA IOJIMHEBPONATHS, BOAEINA A0 NApeCTe3HH,
XHIOBCTE3HH, TU3ECTEIHH WK cTabOCT pK DAIMEHTH, MPHEMALUH XHHOIOHH, BKITHOYHTENHO
MokcHbokcatiH, [Ipead 1a NpoabKaT NeYeHHETO, NAUHEHTHTE, KOHTO MPHEMAT MOKCH(BIOKCALIHH,
TpaGea 1a 6BOAT MOChBETBAHH A3 HHGOPMUPAT CBOS JIeKap, aKO Pa3BHAT CHMITOMH HAa HEBPONATHS,
kato Doska, napeHe, MpaBydKaHe, M3TPhNBAHE WM c1abocT, 3a Aa ce NPeOTBPaTH ROCTHI2HETO Ha
HeoOpaTHMO ChCToAHHE (BK. Touka 4.8).

[cuxuyHU peakunu

BB3MOKHA € NOSBA HA NCHXMYHK PEAKLHH JOPH ClIel TPBOTO NPHIOKEHHE HA XMHOJIOHH,
BKJIOUHTENIHO MOKcH(IOKcaLH. B MHOro pesku citydaun Aenpecys WiH INCHXOTHYHH peakUid Morar
Jia TIPOrpecupar Ao caMoyOHitiCTBeHH MHCTH 1M CAMOHAPAHABAILO MOBCACHHE, KATO OMTHTH 32
camoyfuiicTBo (BK. Tovka 4.8). B cnyuaii 4e nauueHThT pa3BHe TAKHBA PEAKLIMM JIEYEHHETO ©
MOKCHGMNOKCAUMH TpaOBa [a ce NPEeKpaTH M 1A Ce BieMar noaxoastd MepkH. [Ipenoptunrento e
MOKCH(IOKCAITHH Ja Ce H3IMOJI3Ba C BHHMAHKE FIPH NCHXOTHYHH MALHEHTH MK NPH NALKEHTH C
aHaMHe3a 3a NICHXHYHH 3a0onapaHus.

JlnapHsa cBLp3aHa ¢ aHTHOMOTHK, BKJ. KOTAT

HMmMa choB1ueHus 3a cebp3ana ¢ anTubuotuka quapus (AAD) u cebpsau ¢ antuOuoTHKa kst (AAC),
BKJTIOUMTETHO nceB/ioMeMOpaHo3eH KONHT W cBbp3ana ¢ Clostridium difficile pnapus, npu
H3MOJI3BAHETO HA LLlPlpOKO-CI'IeKprHH ElHTHﬁHOTl‘ILLH., BKJIKOMHUTEITHO MOKCH¢HOKC&HHH, KOWUTO Morar
Ja Bapupar IO TEKECT OT Jieka auapui 1o ¢araneH konuT. ETo 3aio € Baxio 1 ce WMa NPEeABHI TazH
JHArHo3a NnpHy DanMeHTH, KOUTO UMAT TEXKa AHapHA Mo BpEeME WIIH CJIE] H3MONMZBAHETO Ha
MOKCHGIOKCALMH. AKO Ce MOA03MPA WK MOTBLPAH CBbP3aHa ¢ aHTHOHOTHKA AMAPHA HITH CEBP3aH ¢
aHTHOHOTHKA KOIMT TPAGBA A ce MPeKpaTH [IPOBEXKIAHOTO B MOMEHTA JIeHeHue ¢ aHTHOaKTepHanHiu
CPeIcTBa, BIUIIOUHTETHO MOKCHGIIOKCALIHH, W He3abaBHO Aa ce Mpe/INPHEMAT aJCKBATHH
TepaneBTHYHH Mepku. JlombimurenHo Tpabea fa OLaaT NpeANpHETH TOIXOIAUH MEPKH 332 KOHTPO
Ha MHOEKUMATA, 34 Aa ¢& HAMAJTH PHCKa OT npeAaBaHeTo i. JIekapcTpa, KOWTO MOTHCKAT
[SPHCTANTHKATA, Ca MPOTHBONOKAZAHY [P NALUHCHTH, KOUTO HMAaT TEWKD JHApPHA.

ITauueHTH ¢ MUAcTeHHs [PaBHC
MoxkcudaokcalliH TpAGRa Ja ce H3MON3BA ¢ MOBHIIEHO BHUMAHME [1PH NMAIHEHTH C MHACTEHHSA
rpaBUC, TIOHEKE MOKE 3 3aCHIH CHMITOMMUTE UM.

-""///ESE\'\LMH /70\ .
Br3maneHue H CKBCBAHE HA CYXOKHIHE I J%C\-‘
Brananenue ¥ CKECBaHe Ha CyX0xHNHA (0cobeHo Ha AXHIIECOBO CYXOXHIIHE), IOHAKOI cr
MOIKE A3 C¢ TIOABH NTPH XHMHONOHORO JICUeHUe, BIITIOUBAIIC MOKCH(AOKCAUMH, TOPU BiPal gm—;f

4aca OT HAYAMNOTO HA NEMEHHETO W ¢a JOKNaaBaHH J0 HAKOIKO Meceua Cliel NpUKIIo afﬁ H%ﬂ’
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BB3PACT, KAKTO H TIPH TE3H, KOMTO Ce JIEKYBAT eAHOBPEMEHHO ¢ KOpTHKOCcTepouaH. IIpH nbpBHTE
TIPH3HALIM Ha BoJIKa MITH BB3NAISHHE, NAUMeHTHTe TpA0Ba 1a (IPEKLCHAT JIEYEHHETO ©
MOKCH(NIOKCALWH, 1 OCHTYPAT 10KOM Ha 3aCErHATUTE KpaHHHLM M He3a0aBHO Jla ¢& KOHCYNTHpAT C
NEKYBALUKA JIEKap, 33 [ 3aI04YHe NOAXOAAIIO eyeHHe (Harp. 00e31BHKBAHE) Ha 3aCETHATOTO
cyxoxuiie (Bk. Touky 4.3 u 4.8).

AHeBpH3Ma M THCEKALMA HA a0pTaTa

EnnaemMuonornubinTe NPOYYBAHHMA NOKA3ZBAT NOBHIWEH PHCK OT AHEBPHIMA W QHCEKAWA HA aopTaTa
cle npHeM Ha yOpOXHHOIOHH, 0CoOeHO NPH [I0-Bb3pacTHaTa NOMYJIAIHS.

3aroea GuyopoxHHONIOHUTE TpACEA A4 ¢ H3MON3BAT CAMO CJI¢/I BHUMATE/IHA OLISHKA HA
CLOTHOLICHUETO O34/ PUCK U ClIel pasTJIekIaHE HA JIPYTH TepaneRTHYHH BE3MOXKHOCTH MPH
HDALHEHTH ¢ NOAMKHTENHA (DAMHIHA aHAMHE3A 34 AHEBPH3MA MM [IPY NAUMEHTH, AHATHOCTHUHPAHH ¢
NpeALecTBALLA AHEBPH3MA W/HIH JUCEKALHA Ha a0PTATA MM [PH HANHYHE HA APYTH PHCKOBH
dakTopu wid 3a60JABAHYE, NpEIPASNOJIATAIIM KbM AHEBPU3MA W AWCEKAlWA HA aopTaTa (Hamp.

cunppom ua Marfan, packynapen cunppom na Ehlers-Danlos, aprepuur na Takayasu,
CHIAHTOKICTHYEH APTEPHUT, Hojiect Ha Behcet, XMITEpTOHMA, UABECTHA aTEPOCKIEPO3a).

B cavuaii Ha pHe3anHa 50JIKa B KOPEMa, CPBAHMS Kol WM repba nauuenture Tpsafpa ga OpaaT
[OCHBETBAHH i C€ KOHCYJITHPAT He3abaABHO ¢ JIEKAP B CIEIHO OTASNEHHE.

[lauenTty ¢ GEOpPEUHO HApYUIEHHE
[lauyeHTH B cTapuecka Bb3pacT ¢ 6uOpedHH Hapylienus Tpa0Ba 4a H3MON3BAaT MOKCH(UIOKCAUMH

BHHMATEJIHO, aKO HE MOraT 1A nOoJABRKAT AACKEATCH [TPHCM HA TEHHOCTH, JALOTO ASXUAPATALIMATA
MOXKE JIa MOBHIUM PHCKA 0T OBOpPEYHA HEAOCTATEYHOCT.

3puTenyu HapyideHHs
TTpy nosiRa Ha YBPEIKAAHE HA 3PEHHETO HIIH KAKBUTO W z1a ¢ eeKTH BbpXy ouuTe, He3abaBHO TPIOBa
Jia ce MOThPCH KOHCYNTamuda ¢ ogranMonor (x. Touka 4.7 u 4.8).

EHCT‘HHKGMHH

KakTo npu BcHukH ayOopOXHHONOHH, HMa CHOOLLEHHA 34 HAPYIICHHA B HHBATA HA KPbBHATA 3aXap,
BKJIOYBALIM KAKTO XHITOMIHKEMHS, TAKa M Xuniepriinkemus (Bx. Touka 4.8). IIpu nauvenTr Ha
neveHue ¢ MOKCH(IOKCALMH, IUCTIIMKEMU BH3HUKBA NPEIUMHO NPH BL3PacTHH Ha0eTHLIM, Ha
KOMTO ¢& NpUIAra ChITETCTBAIIA TEPANUS C IEPOPATHH XMIOMHKEMHUHH CPEICTBa (HarpuMep
cyipoHunypes) WK ¢ MHCy/iuH. CHoOUABAHH Ca CITy4an Ha XHIOTJIHKeMHYHa xoMa. [Ipenopbuga ce
BHHMATENHO NPOC/IeISBAHE Ha TIIFOKO3aTa B KPBHETA NIPY NALMEHTH ¢ quadeT.

HQSBSHQHR Ha {bO’I‘OE!BCTBHTeJ'IHH peakinmn

Jloka3aHo €, 4e XHHOJIOHHTE MPEIUM3BHKBAT M0ABa Ha GOTOUYBCTBUTEIIHH PCAKLMM [IPH NALHEHTH.
ITpoyuBauus ofade ca 1OKA3a/IH, 4€ MOKCH(IIOKCALIHH ce XapaKTEPH3HPA C [0-MANBK PUCK OT
MHIYLMPaHETO Ha GOTOUYBCTBUTENIHH PEAKIIWK. Brnpeku Tosa, naunenture tpabea ja ObaaT
ChBETBAHH Ja M30ATBaT Kakro VB irbun, Taka H NPOIBIKUTETHO WAIAraHe W/WIK CHIHA CITHHYEBA
CBETIIMHA N0 BPpEME HA NCHYEHHE C MOKCH(l)J'IOKC&LlHH.

[TauuenTu ¢ rnwokozo-6-docdar aexugporetalex geduumr

ManueHTH ¢ GaMITHA AHAMHE3A HITH ¢ HANHYEH ITIoK030-6-pocdaT IeXHIpOreHaseH NeQULMT ca
NpepasnoNcKeHH KbM MOSBa HA XEMOJMTHYHH PEAKIUMH IpY TEPanHs ¢ XHHoNoHH. CrieaosareiHo,
MOKCH(WIOKCALMH TPIOBRA 12 C¢ M3NOJI3Ba BHUMATETHO NIPH TE3M MALHEHTH.

IMaumnenTy ¢ TazoBa Bh3naiuTeada Somect X -

T[IpH NanHeHTH ¢ YCIOXKHEHA TA30Ba Bh3NalnTeNnHa Gonect (Hanp. CBbp3aHa ¢ Tybo B@ agﬁﬁh“
Ta30B abcuec), 3a KOUTO € HeoOXOAMMO HHTPABEHO3ZHO JIEUEHHE, JIEYEHHETO ¢ ABE. 5 ‘
thuaMHUpaHH TAOIETKH HE € NPENOPBYHTEIHO. : c«é




‘TazoBa Bb3ananuTenya GoleCT MOXKe a e MPHUHHCHA OT (ITYOPOXHHONOH Pe3HCTEHTHA Neisseria
gonorrhoeae. CrieosaTelHO B Te3M C1y4al MOKCH(IOKcallvH TpaGea Aa ce npuiara eMIHpHYHO
€IHOBPEMEHHO ¢ JIPYT MOAXOAAIL aHTHOHOTHK (Hanp. ueasoCIOPHH) OCBEH AKO MOJKe Ja ce
H3KAI0YH MOKCH(NTOKCALLMH-PE3HCTEHTHA Neisseria gonorrhoeae. Axo Ao 3 [€Ha Clefl 3amouBaHe Ha
JIEYEHHETO He ce TIOCTHIHE KIMHHYHO noo0peHne, TepanusTa Tpsaba 1a ce peoLEHH.

TlalnMeHTH che CEUHATHH YCIOXKHEHH HH(EKIIMH Ha KOXATa M KOKHUTE CTPYKTYPH
KiiHHYHATA e(PMKACHOCT HA HHTPaBeHO3eH MOKCH(IOKCAIIHH FIDH JIEHEHHE Ha TEXKH HHEKLUH
BCJIEACTBHE Ha M3rapaHrs, hacuMuTH W MHGEKLHA Ha 1HabeTHO CTHIANO ¢ OCTEOMHENHT HE €
YCTAHOBEHA.

BsaumojeicTeie ¢ OMONOIrMYHH TECTORE

JleueHHETO ¢ MOKCH{DITOKCALIH MOXE JIa MOBJIMAE Ha W3CIEABAHE C KYJITYpa, ChAbPKALIA
Mycobacterium spp. xato NOTHCHe OakTepHANHHA pacTex H 0Beae 10 (PalliHBO OTPHLIATENHH
pE3yNTATH B TPOOH, B3ETH OT [IALMEHTH, MOJYYABALlH B MOMEHTA MOKCH(IOKCALIMH.

Mawments ¢ MRSA (Methicillin-resistant Staphylococcus aureus) nHdexumy

MokcuNOKCaIlHH He € MoKa3aH 3a Jeuedde Ha MRSA uHtekunn (METHLIINMH PE3HCTEHTHH
cTahuaoKoKyc aypeyc). B cnyuai Ha npeanonaraema KM yCTaHOBEHAa HH(EKLMA, MPHYHHEHA OT
MRSA, Tpa6Ba na ce 3anouHe JIEUSHHE ¢ IOAXO/IAIL AHTHOMOTHK (BXK. TouKa 5.1).

IeanarpryHa nomynaums
[Mopanau HeXKenaHuTe peakUHH BbPXY XPYILAIa MpH MNaH XKHBOTHH (B, Touka 5.3) ynotpebaTa Ha
MOKCH(IOKCALMH MPH ela | noapacTeawy < 18 roguny e npoTusonokasana (Bx. Touka 4.3).

Hudopmaiiyd 3a noMOIHHUTE BEIIECTBA
IlaupeHTH ¢ PEOKH BpOLeHH I'IpOﬁIIeMH Ha ranakTo3Ha HEMOHOCHMOCT, TOTANCH JIAKTO3CH Jle(].)Hl.lHT
HITH ITHKO30-TaIaKTO3HA Mana6c0p6um HE TpﬂﬁBa Ja npyHeMaT TORa JIEKApCTBO.

ToBa IgKapcTBO CHABPska NMo-manko ot [ mmol Hatpuii (23 mg) Ha punmMHpana TabneTka, T.e. MOXE
A3 Ce KAKe, Yt NPakTUUSCKH He ChAbPKA HATPHH.

4.5 BaaumogelicTBHe ¢ JpyrH JeKapcTBeHH NPOIYKTH H IPYTH (pOPMH HA B3aHMoeiicTBHe

BaanmoneHCTBHE ¢ IeKapCTEEHH TPOAYKTH

He moxke na Obae ws3kloueH azutuseH edekT Bupxy yAambkapawero Ha QT wunreppana wa

MOKCH(WIOKCALMH M JIPYT'H JIEKAPCTBEHH TIPOLYKTH, KouTo MoraT aa yawmkar QTc unrepsana. Tosu

eeKT MOXKE A2 MOBHIIM PACKA OT KaMEpHH apUTMHH, BIKTIOUATENHO torsade de pointes. [lopanu Tosa

€ TIPOTHBOMOKA3aHO EIHOBPEMEHHOTO NPHWIaraHe Ha MOKCH(IIOKCAIMH ¢ HAKOE OT CACTHHTE

JexapcTBa (BX. CbLLO Touka 4.3):

- AHTHAPHTMHYHH JeKapcTsa oT kac [A (Hanp. XMHUAHH, XHIPOXHHHAMH, JH30TIHPAMH/1)

- AHTHAPHTMHYHH hekapersa o7 kinac 11 (Hanp. amuonapos, cotanon, nodervinug, nOyTunma)

- AHTHIICUXOTHUH (HANp. GeHOTHA3HHH, IMMO3UA, CEPTHHAON, XANONEPHAO, CYITONPHA)

- TPULMKJIHYHH aHTHAETNPECAHTH

- OMpeZeneHd AaHTHMHUKpPOOHM cpefcTBa (CakBHHAaBHP, crapdnokcaluH, epurpomuuun IV,
NEHTAMHTHH, TPOTHBOMANAPHItHH CTIELIMANHO XanoghaHTpHH)

- HAKOH aHTHXHCTaAMHHOBH IPOAYKTH (TepdeHa HH, aCTEMH30, MH30JaCTHH)

- Apyryu (uusanpua, svnkamul IV, Senpunun, nudemannn).

e —
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MokcudnokcauH Tpabsa Aa ce HW3MON3Ba ¢ IMOBHILEHO BHHMAaHHME NpH I[AUH
NEeKapeTBa, KOHTO MOrAT [a [TOHHXKAT HHBATa Ha KaJinii (Hanp. OpHMKOBH AMYPETH
THA3HOEH THI, JAKCATHBH H KJIH3MH |[BHCOKH J03H], KOPTHKOCTEPOHIH, aM
71eKapcTBa, CBbP3aHH ¢ KITHHHYHO 3HaunMa OpajHKapaua.




Mexxay npHeMa Ha NpPOAYKTH, ChAbPXKAWM GHBAJICHTHH MIM TPUBANEHTHH KATHOHH (AHTHALMAHM
NPONYKTH, CHIBPKAIUM MArHE3HH WM anyMuHWi, TableTkH AMAAHO3HH; cykpandaT W npenapaTh,
CBLALPKAIIM KENA30 M 1MHK) M NPUEMA HA MOKCHGMOKcAluH TPAOBA Jla uMa WHTEpBA OT OKOMO 6
Haca.

E/HOBPEMEHHOTO NPHIIOKEHKE HA aKTUBEH BLIVeH ¢ fepopanta noda of 400 mg MoKCHpIOKCALWH
BOAM /IO W3Pa3eHO TIOTHCKaHe Ha abcopOuMATa Ha NEKAPCTBOTO M PeAyLHMpaHa CHCTEMHA HATUYHOCT
Ha nexapcTBoTo ¢ noBede oT 80%. CrneposarenHo, eQHOBPEMEHHOTO W3NOI3BAHC HA TE3H [BE
NEKAPCTBA HE O8 TPENOPbYUBa (OCBEH B CITyYaWTE Ha NPENO3HPAHE, BX. TOUKa 4.9).

Cnea nOBTOPHO J03Mpale NpH 3Ipasy JOOPOBOIIH, MOKCH(IOKCALHH NMOBHILABA Crmax HA IMCOKCHH €
okono 30% BGez na nosaussa AUC unn trough level. He ca neoOxoAumu npeanasHy MEpKH NMpH
M3MO/I3BAHETO HA TUTOKCHH.

B npoyuBaHMs, TpoBemgeHH NpH aHabeTHNH A0DpOBOJILH, €IHOBPEMEHHOTO NPHIOKEHWEe Ha
NepopasieH MOKCHOIOKCAIMH W rMUOEHKIaMyu BoAd A0 HaMajieHHe ¢ npuOnusurenHo 21% ha
MHKOBATA NJa3MeHa KOHUEHTpauWs Ha [IHOeHKIaMHA. KoMmGuHaumsTa HA TITHOSHKITAMMA H
MOKCH(IIOKCAIIHH MOKe TEOPETHYHO Ja JOBCAE A0 Jieka W MpexoaHa Xurepriankemus. Obave
HabmoaapaHUTe NIPOMEHH BLB (PapMaKOKHHETHKaTa Ha ITHOSHKIIAMHI HE BOIAT A0 NPOMEHH BEB
bapMaKoAMHAMHYHH T1apaMeTpd (HWBO HA KphBRHAara 3axap, HHCYAHMH). Clie/IOBaTeNHO, HE e
HabNIoNABAHO KIIMHHYHO 3HAYHMO B3aUMOCHCTBHE MEXY ITHOEHKIAMHI B MOKCH(IOKCALIHH.

IIpomenu na INR

Hoxnagsanu ca ronam Gpoil clyyad HAa MOBMIIABAHE HA NEPOPAIHATA AHTHKOATY/AHTHA AKTHBHOCT
IpM MALMEHTH, NOIy4aBaulH AHTHOAKTCpHATHHW areHTH, oco0eHO GIyOPOXHMHONOHH, MaKpONHIH,
TETPALMKIHHM, KOTPMMOKCA3071 ¥ HAxoM uedanocnopunn. Daktopute, CBbp3ahu ¢ uHbeKiuaTa W
BL3ATHTENHAS MPOLIEC, BB3PacTTa W OOLIOTO CHLCTOSHME Ha NAIMEHTA Ca ONMpPENEALM PHCKOBH
daxropu. IIpH Tesn OOCTOATENCTBA € TPYAHO 1A CE NPELEHH IAIH HHQEKUMATA MIH NEYEHHETO
npuampaABaT Hapywenus B INR (international normalized ratio). lipeanasna mspka € Mo-4ecTOTO
monuropHpane Ha INR. Ako € neo6x0auMo, N03HMpOBKATA HA AHTHKOArynaHTa Tpsabea Ja Obae
ChOTBETHO KOPHIHpaHa,

[IpH KIMHWYHH H3MHTBAHHA HE Ca YCTRHOREHW B3AWUMOZCHCTBHA CNED CAHOBPCMCHEH IMpHEM Ha
MOKCH(IIOKCALMH C: PAHMTHAHH, NpoOCHELUMA, NEPOPATHH KOHTPAUENTHBH, KajllueBH 100aBKH,
NapeHTePaTHO NPHIOKEH MOPMHH, TEOPHIHH, UHKIOCNOPHH WM HTPAKOHA30I.

In vitro u3cAcABAHHA ¢ YOBEINKH eH3UMH P-450 moTebpsaaeat Te3u AaHHH. Criopel Te3H Pe3yiTaTH €
MaJIKO BEPOSTHO HanuuHue Ha MeTaboIMTHO B3auMoneiicTeHe nocpeacTeoM P-450 enzumute.

BzauMopeicTBHE ¢ XpaHa
He e ycTaHOBeHa KITMHHYHO 3HAYHMO B3aHMOCHCTEHE TIPH €AHOBPEMCHHHSA NPHEM HA
MOKCH(JIOKCALIMH H XPaHa.

4.6 Depruanrter, OpeMeHHOCT H KEpPMeNe

BpemenHocT
BesonacHoCTTa Ha MOKCU(NTOKCALMH TTO BpeMe Ha BpeMEHHOCT MPH Xopa He e OIIeHsABaHA.

T[Mpoy4BaHUATA NPH XKHBOTHH MOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (B, TOKa 5.3). Ho*renunanuna’r
PUCK TIPH Xopa He € unasecTen. [Topany eXCniepUMEHTANENS PHCK OT yBpeXaake ot $uiyo 07

Ha XpYIIANa HA HOCCLWIHTE CTABH ITPH He3PesTH JKMBOTHH M 0DpaTHMH CTABHH TPaBMH ,
Aeua, TIpHEMailM HAKOU (hiyOpOXHHONIOHH, MOkCH(IOKCALMH He TPIOBa Ja ¢e H3IT
OpemeHHM Jkenn (Bx. Touka 4.3).

Kupmene



HsMa HAMYHK JAHHH 33 XKEHH € JTAKTALHA K KbpMauku. [IpeAKITHHHYHUTE JAHHH [IOKA3BAT, Y& MAIKH
KOJTMMECTBA MOKCHIMIOKCAIIMH CE CEKpeTHPpaT B MIMKOTO. 11opann muncaTa Ha AaHHH ITPH X0pa |
AOpajH eKCIIEPUMEHTATHHS PUCK OT YBPEKAAHE OT (IyOpOXHHOIOHH HA XPYHIANA HA HOCELLHTE
CTaBH MPM He3peJIH JKMBOTHH, KEPMEHETO € NPOTHBOMOKA3aHO IO BPEME Ha NIEYEHHE C
MokcHdIokcaumH (BAc. Touka 4.3).

GeprunuTeT
[poy4BaHKA MpH XKUBOTHH He TIOKA3BaT yBpexaHe Ha dgepTHnnTeTa (BK. TouKa 5.3).

4.7 Edextn sbpxy cnocofHocTTa 32 Modpupane u pabora ¢ MamAHH

He ca mpoBefgHW NpOyuBaH#s BbLPXY edekTHTe Ha MOKCH(UIOKCAUMH BhpXy crocobHocTTa 3a
modupane 1 paboTa ¢ MaILKHK.

OGaue PIyopoXHHONOHHTE, BKIIOUHTETHO MOKCH(NOKCAlMH, MOTAT a IOBEJAT JI0 yBpEkKaaHe
CNocoOHOCTTA HA [TALMEHTHTE Ba WodHpaT WM 1a paboTaT ¢ MalIMHK NOPAAH PEAKLMH OT CTPaHa Ha
[{HC (nanp. 3amaiisane; ocrpa, IpexoHa saryda na 3penne, B, Touka 4.8) wnn octpa u
KpaTKOTpaiiHa 3ary6a Ha cb3HaHde (CHHKOM, BK. Touka 4.8). TlaieHTute 61 cnegpanc na 6saar
CHRETBAHH /1A MPOBEPAT KaK pearupaT Ha MokcHGIoKcaumH npeiau aa wodupar uin paboTat ¢
MallMHH.

4.8 Hekeaann JeKapcTEEHH PEAKIHA

Hesxenanu peaKLUHH, HaﬁﬂPOﬂaBaHH NMpH KMTHHHYHH H3IMATBAHHA H MOIYYCHH OT MNOCTMAPKETHHIOBH
cvobuwenna ¢ MokcHdokcauut 400 mg (npuiaran nepopanHo M Kato nociesaiia Tepanms),
rpyIUpaHH Mo YecToTa:

OCBEH rafIEeHeTO H JMAPHATA, BCHYKH HEXKeNaHH peakuuy ¢a HabmoaBaty ¢ yectoTa nos 3%.

[Ipu BCSKO rpyNHpaHe B 3aBUCHMOCT OT HeCTOTATa, HEXENAHUTE JIEKAPCTBEHH PEAKUMH Ce U3Gposapar
B HI3XO/s1LL PEJi 110 OTHOLIEHHE HA TAXHATE CEPHO3HOCT. YECTOTUTE Ca ONPEENEHH KATO,

- yectu (= 1/100 oo < 1/10),

- HevectH (> 1/1 000 go < 1/100),

- penkd (> 1/10 000 ao < 1/1 000),

- MHOTO peiki (< 1/10 000).




Cucrema Opran Yecrn HeuecTH Penxn Mnoro peaxku
Kaae (MedDRA)
Hudexnun u CynepHHapexumn ¢
ungecTanHu PE3HCTEHTHH
bakTepun uu
re0u, Hamp.
nepopaniHa u
Bar#HanHa
KaHIuao3a
Hapymenna Ha AHeMus [NoBHLIEHO HHBO Ha
KPLBHATA H JleBkoneHusA{H) npoTpoMOuH /
aaMgHATa HeyTtponeHus noHyeH INR
CHCTEMA TpoMOOIIHTONEHHA ArpaHynouMTo3a
TpombounTeMHs
KpbBna
€03uHOobHINA
Y IbIXKeHO
npoTpeMOWHOBO
BpeMe / NOBHIIEH
INR
Hapymenns na Anepruuna AHaduTaKcHA BKJL.
WMYHHATA peakims (B, Touka | MHOIO PRAKO
cHCTEMA 4.4) JKHBOTO3ACTpatIaBatl]
HIOK (B3, TOuka 4.4)
AnepruyeH oTok /
aHruoeaeM (BKI. OTOK
Ha JIAPHHKCA,
NOTSHLUATHO
JKHBOTO3ACTRAIIABALL,
BK, Touka 4.4)
Hapymenns Ha Xunepaunuaemun | XuneprnukeMus XHIOrNMAKeMHA
MeTaGoMH3Ma H Xunepypukemus
XpaHEHETO
Icnxu4Hn TpeBoxHK peakund | EmMouHonanta HenepcoHanu3anus
HapyeHHst TMcuxomMoTopHA JnabHnHOCT McuxuyHun peakumu
XMIIEPAKTHBHOCT / Henpecns (B MHOTO (moTeHuHanHo
BL30yAa PenKH cryyan Ky/IMAHHMPALIH B
NOTEHLHANHO caMOHapaHARAILIO
KyAMHHHpAlla B noBefeHHe, KaTo
caMOHapaHABaLLQ CYHLUAHH
MIOBE/IEHUE, KATO HAMEPEHH A/ MECITH
CYHUHIHH HITH ONHUTH 33
HaMEpEeHU/MUCTH camMoyOHHCTBO BIK.

HIIH OTIHTH 32
camoyOHiiCTBO B,
Touka 4.4)
XaouHHALHA

Touka 4.4)




Cucrema Opraun YeeTn HeuectH Penxn Mpmuoro peaxn
Kiac (MedDRA)
Hapymenus Ha ['maBoGonue IMap- u amsectesus | XUIICECTE3HS XunepecTeins
HepBHATA cHcTema | JamaiipaHe HapywieH Bkyc Hapyiueno oboHsaHHe
(BKJ1. B MHOIO {BKI1. aHOCMHU)
PEAKH cayuad ABHOPMHH CHHHALIA
areyius) Hapyuiena
ObbpKBane U KOOPAWHALAS {BEJL.
JIe30PUEHTALHA HapylweHa roxojka,
Hapyiienus na ocobeno nopaan
CBHA (ApeaMMHO 3aMaiiBaHe WK
geackHue) CRETORBPTENK)
Tpemop ['bpuoBe, BkI. grand
CBETORLPTEK mal KOHBYJICHH (BXK.
CLHIIHBOCT Touka 4.4)
HapyeHo BHHMAaHKNE
Hapyiuex roeop
AMHE3NA
TepudepHa
HCBPOTIATHA H
FIOJMHEBPONATHA
HapyileHns Ha Bu3yainu Gotodobus Kparkotpaiina 3aryba
ouMTE CMYLIECHMA BKIL. Ha 3peHue (ocobeHo
JHUTLIONHA | NpH PeakLuH oT

3aMbBLNEHO 3PeHUe
(ocobeHo npH
peakudy oT CTpaHa
Ha [1HC, Bx. TOUKa
4.4)

¢rpauna va UHC, sk,
Touka 4.4 n 4.7)
YBEHUT U

IOBYCTpaHHA OCTpa
TPAHCHJIIOMHHALIUA Ha
upHca (Bx. Touka 4.4)

HapymeHust Ha
YX0TO H

I1lyM B yiuuTe
Hapywenune Ha ciyxa

aadupuHTa BKJI. TIYXOTa
{0BGUKHOBEHO
obpatnma)
Conpaeunn Vavmxaeane ua QT | Yabmkasare Ha QT | Kamepuu Heomnpenenenu
HAPYIIECHHA NpH TAIHEHTH C (Bx. Touka 4.4) TaxHaAPHTMHH APHTMHH
xunokammeMud (e, | [Mannuramuu CuHkon (T.€. 0¢TPO Torsade de Pointes
Touka 4.3 1 4.4) Taxukapaus HACTBIIMAIA H (Bk. Touka 4.4)
Tlpeackpano kpaTkoTpaiiHa 3aryba | CwpaedeH apecT (Bx.
MBbIKJIEHE HA Ch3IHAHKE) TouKa 4.4)
CreHoxapana
CoraoBu Bazoysmnaranms XHIIEPTOHKA Backyaur
HapyleHnst XUIOTOHHH
PecripaTtopun, 3anyx
rpLAHA H {BKIIIOUHTETHO
MeIHACTHHAJIHH acTMATHYHA
HApYILeHAHA CBCTOAHHSL)




Cucrema Opran Yecrn Heuectn Pegxn Muoro penxn
Kaac (MedDRA)
CroManino- [anene Hamaneuw anetHT H | Jucdarus
YpeBHH [NoBpbuiake TIPHEM Ha XpaHa Cromatut
HAPYIIEHHA CromaluHo-4pesHa | 3anek Ceoppaan ¢
U KopemMHa Donka Mucnencus AHTHOHOTHLM KONHT
Huapus [TogygaHe Ha (BEUL
KopeMa ncepoMeMOpano3eH
[acTpur KOJIUT, B MHOTO PEZIKH
[ToBuiieHa aMMasa | ciy4ad CEbp3aH ¢
AHUBOTO3ACTpallaBALL]
H YCIIOKHEHHS, BXK.
TouKa 4.4)
Xenatobunuapau | [loBuwenn YepuonpobHo Kentenuua DYyIIMUHAHTEH
HADYILIEHHS TPaHCAMHHA3H YBpexAane (BKIL. Xenarur (mpeauMHO XEMATHT MOTEHUHAIIHO
nosxweHa LDH) XOJIECTATHYUEH) BOJELL IO

TMosuiex
OHnpy6HH
IMoeUIEHa rama
TRy TaMHJ
TpaHchepasa
[NoBHlIEHHE B
KpPBBTA HA alIKaTHA

AHBOTO3ACTpaLaBA-
La 9eproapobHa
HEIOCTATBYHOCT {BKIL
tatanuu ciydau, BK.
Touka 4.4)

docdaTaza
Hapymrenns na Cnpbex Byn03HH KOXHH
KOXATa ¥ Obpus PpeaKkLiKH KaTo
MOJKOKHATA Yprukapus CHHApPOM Ha Stevens-
ThKaH Cyxa xoxa Johnson unu
TOKCHYHA
EIHAEPMAaliHa
HEKPONH3a
(NOTEHLMATHO
SKUBOTO33CTPALLABA-
154, Bk, Touka 4.4)
Hapymenna na ApTpanrus TenaueuT (BK. TOUKa | PaskbCBaHe Ha
MYCKYJIHO- Muanrus 4.4) CyxoHunue (B,
cKejleTHATA MycKkynHU kpaMIn TouKa 4.4)
CHCTEMA H MyCKYNHH crasmu ApPTPHT
CheTHHUTEIHATA MyckynHa cnaboct MycCkynIHa PHIMIHOCT
ThKAH Oboctpane
CHMNTOMATHKATA HA
MHacTeHHA TPaBUC
(B3k. Touka 4.4)
Hapymenus Ha HexuapaTtauus BrOpeuHo yepesxkaaHe

6nLOpeunTe 1
NMHKOYHHTE
OLETHLHR

{ewI. nopueHn BUN
H KpeaTHHHH)
brbpeuna
HEJIOCTATHIHOCT (BIK.
Touka 4.4)




Cucrema Opran Yecern Hevecrn Pexxn Mpnuoro pegku
Kaac (MedDRA)
O6wn HapyIeHAS O6Lwo OTtok
H e(peKTH Ha HEPAINONOKEHNE
MACTOTC Ha (NpenuMHO acTeHUA
NPHAGKEHHE M ymopa)
BonesHeHn

CBCTOSHUA (BKIL
Honka B rep6a,
IbpIHTE, TA3A H
KpaiHHLUTE)
HanoTasane

MHoro paako ce cboOLIaBa 3a CIEXHHTE HEMXENAHH PeaKLMH CIIEJT IEYEHHE ¢ JIPYTH
(hIyOPOXHHONOHM, KOMTO € BBE3MOMKHO A4 C& HOABAT U NPH NEUEHHE C MOKCH(IOKCALIMH: MOBHILCHO
BLTpEUEpenHo HanArase (BITHOYHTETHO NCeBIOTYMOP liepeOpH), XHIIEpHATPHEMHS,
XHOEPKANLMEMHS, XEMOIMTHYHA aHeMuA, pabaoMuonu3a, peakiti Ha dporoceHCHBHIH3aums (BXK.
touka 4.4).

Chofuwarane Ha MOAO3UPAHM HEXETAHH peaklny
CrofiaBaHeTo Ha NOJ03MPAHN HEXETAHH PEAKLMH Cliefl paspelaBane 3a ynoTpeba Ha iekapeTBEHHA

IPOAYKT © BaxKHO. TOBa NO3RO/ABA & NPOABLMKH HAONFOEHHETO HA CHOTHOLIEHHETO TNTON3a/PHCK 38
neKapcTBeHud 1ponykT. OT MEAMUMHCKHTE CNIELMAINCTH ¢e H3MCKBA Ja chobIaBaT Beaka
ITO/IO3HPAHA HEXENAHA peakUMA upe3 M3me/IHUTETHATA areRLHA N0 IeKapcTpaTa

ya. . Jdamas Ipyer” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiit: www.bda.bg

4.9 TIlpeno3upane

Hsama crenndHyny npearnazHi Mepku, KOUTO Jia ¢e TIPENopBYaT Clel ClIyuaiHo npeosipane. B
cayuait Ha pegosupane, CeIBa Aa ¢e OChUIECTBH CHMNTOMATHHHO eveHue. Tpadsa pa ce
nabmopnasa EKI', nopaau eamoxsoctTa o1 yasnkasade Ha QT unrepeana. Eanospemenno
MPUIIOKEHHWE HA AKTUBEH BBITeH ¢ 103a 400 mg nepopaten MokcH(IOKcauuH e peayuxpa
CHCTEMHATA HaIHYHOCT Ha JIEKApCTBOTO ¢ noBede oT 80%. M3rnon3saneTo Ha aKTHBEH BBITIEH PAHO 110
Bpeme HA abcopOLMATa MOKe 13 € MOJIE3HO 3a [peAnasBaHe OT IPEKOMEPHO NOBHIIARAHE CHCTEMHATa
EKCTIO3HLMA HA MOKCHQUIOKCALIMH B CJTYYaH Ha NEpPOpPaNHo Npeao3HpaHe.

5.  @®APMAKOJIOTHYHH CBOHCTBA
5.1 <dapmakogHHaAMHYHH CBOlicTBa

(DapMakOTepaneBTHYHA rpyna: XMHOJOHOBH aHTHOAKTEPHAIHH cpeacTRa, ¢payopoxuHoionu, ATC
wou: JO1 MA 14,

MexaHn3bM Ha JelicTRHE
MokeumoKCallHH NpUTEKaBa AKTHBHOCT if Vitro cpelry roasM 6poit I'pam-nonoxur
OTPHUATENIHH NATOTEHH.

DakTepHUIUAHOTO AeHCTBUE Ha MOKCUAIIOKCALMH © pe3ynTaT OT HHXHOHpaHe Ha B
ronouzoMepazu (JIHK rupasa v Tonouzomepasa 1V), HeoO6xoAMMH 3a GakTepuanHara




TPaHCKPHMUKA 1 penapaliivs. M3rnexa, ue C3-MeToKeH rpynarta J0NPHHACS 32 NOBHLIEHATA
aKTHBHOCT M [O-HUCHK TIOADOP Ha pe3ucTeHTHH MyTanTu Ha ['pam-onosxkurennure SakTeph, B
cpaeHenue ¢ C8-H rpynara. Hanunero Ha ronsm SuumiioamMunen samectures Ha C-7 no3Huus
npennassa oT elekTHEEH eyKC, CBLP3aHO C #orA WIH pmirA TeHH, HabMIOAABAHO NPH ONPele/IeHN
['pam-nonoxuTenHyl GakTeprH.

(dapMaKoaMHAMHUHH NIPOYYBAHHS MOKA3BaT, Y€ MOKCH(IOKCALMH [IpUTeHaBa OAKTEPHIIHACH edeKT,
3aBHCHM OT KOHLEHTpaluuaTa. MunuManuuve Gaktepuunany koHueHtpauxi (MBC) ca nopobun a
MuHuManuure uHXuGuTopuy xounenTpauuu (MIC).

Bnusanue phpxy uperHaTa QJIOpa NpH X0pa

Crnen IpUaoKeHHE Ha MOKCHGNTOKCALIHH npH A00POBO/IIN ¢a HaOMoJaBaHH CNEHHTE MPOMEHM B
upesHara ¢mopa: Escherichia coli, Bacillus spp., Enterococcus spp., u Klebsiella spp. ca penyuvpans,
KaKTO W aHaepobute Bactervides vulgatus, Bifidobacterium spp., Eubacterium spp. v
Peprostreptococcus spp. Bacteroides fragilis € nosuiumn 6poa ¢u. Te3H MPOMEHH ce BB3CTAHOBABAT B
HOPMAaTHHTE CTOHHOCTH J0 BE CEIMHIIN.

MexaHH3bM Ha Pe3HCTEHTHOCT

MexanusmuTe Ha Pe3HCTEHTHOCT, KOHTO HHAKTHBHPAT NeHULIWIMHH, 1edaNOCTIOPUHH,
AMHHOI/IHKO3MIH, MAKPOTWAH H TETPALIMKIIHHN HE B3aHMOACHCTBAT ¢ aHTHOaKTEpHanHaTa AKTHBHOCT
Ha MOKCHGIOKCaltvH. JIpyrH MEXaHH3MHM Ha PE3IHCTEHTHOCT, KATO 3allYTHH Gapuepu (ob1y npu
Pseudomonas aeruginosa) 1 MEXaHH3MHTE Ha M3NHM3aHe MOTAT Ja NOBJIUAAT TyBCBHTEIHOCTTA KbM
MOKCH(IOKCALMH.

In vitro pe3HCTEHTHOCT KbM MOKCH(IAKCALMH € Pa3BUBa NOCTENEHHO Ype3 TOUKOBH MyTalHH B
aeete Tun 11 Tonousomepasu, THK rupasa u tonousomepaza IV. Mokcudnokcaumn e cydetpar,
KOWTO TPY/IHO NpeMHHABA UPe3 MEXaHU3MMTE 3a AKTHBHO H3JTH3aHe MPH [ paM-noiokuTenH1Te
MHKPOOPTaHH3MH.

KpeeTocana pesdcTeHTHoCT ¢ HabmomaBaHa ¢ Apyrd  ayopoxnHonoHu. Obaue, ThH Xaro
MoKkcH(IOKCAIlHH WHXUOHpa nBete Tomowu3somepazd II u IV ¢ noaoGHa axruHoct npu [pam-
nonoxurenuuTe Gaxrepun, Te3w Oakrepuy MOTat Aa ca PE3UCTEHTHM KbM APYTM XWHOIOHM, HO
HYBCTBHTEJIHH KBM MOKCH(JIOKCALIHH.

I'panuynn cTofiHOCTH
EUCAST wiMHMYHH TpaHWYHM cToitHOCTH Ha MIC W Asck-1udy3ws TecT 3a MOKCH(NIOKCAIIMH
(01.01.2012):

MuxpoopraHu3bEM YyBCTBHTEIEH Pe3ucrenTeH
Staphviococcus 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/l > 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 J—

> 20 mm < 17 mm
[paHuuHH cTOHHOCTH, HecBbp3anu ¢ | <0,5 mg/l > 1,0 mg/l )
onpenenen Bua (Non-species related /
breakpoints)* {/ =
* ['paHMuHM CTOWHOCTH, HE-CBBp3aHM ¢ onpexenen BHA (Non-species relatec{\ £
breakpoints), ca onpefgieHH MNPEAHMHO BB3 OCHOBA HAa (ApMAaKOKMHETHYHM-* 2
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Te/papMaKkoIMHAMHYHE JIaHHH W Ca HEe3aBMCMMH OT MHHHMAJIHHTE HWHXMOMpalH
KOHLIEHTPAUMH TPH OTIOEIHWTE MHKpoopraHuaMu., Te ce HM3MO3BAT CaMoO IIpH
BHOBE, 32 KOHTO HAMA BHAORO ClleuH(UyHA PaHHYHA CTORHOCT M HE C€ H3NOI3BaT
MpH BHIOBE, KBAETO KPHUTEPHMTE 33 HHTEPNpPETHPaHEe MpejacToM Ja Oppar
OTIPEAEITHH.

MuUKpOOHOTOTHYHA 1YBCTBHTEIHOCT

PasnpocTpanenteTo Ha pnaobuTaTa PEe3UCTENTHOCT MOJKE a BapHpa B PAINUHNTE reorpafekH
30HH M ¢ BpeMeTO 33 H30paHH BU/IOBE, JKEIATETHO ¢ HANWYHE Ha OKaTHa HHbOpMallks 38
PE3NCTEHTHOCTTA, 0COBEHO KOraTo ce JieKyeaT Texku uHdekiyu. [Tpu HeobGxoaumocT, Tpabea aa
ObIe NOTBPCEH EKCMNEPTEH CBBET, KOraTo MECTHATA Pe3HCTEHTHOCT [I0CTABA NOJI BBIIPOC
HINOI3BAaHETO HA NPOAYKTA MOHE NIPH HAKOW BHAOBE HHMEKLHH.

OOHKHOBEHO TYBCTEBHTEIHA BHAOBE

Aepobnu I'pamM-nonoKHTENHH MHKPOODFaHH3MH

Gardnerella vaginalis

Staphylococcus aureus™ (METHUWITHH-YYBCTBHTENEH)

Streptococcus agalactiae (rpyna B)

Streptococcus milleri epyna* (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. salivarius, S.
thermophilus)

Aepobuu ['paM-oTpHUATENHH MUKDPOOPTAHH3IMH
Acinetobacter baumanii

Haemophilus influenzae™

Haemophilus parainfluenzae*

Legionella pneumophila
Movraxella{Branhamella) catarrhalis*

AnaepoOHH MUKPOOPraHH3MK
Fusobacterium spp.
Prevotella spp.

wJpyri’ MHKpOOPraHuzMu
Chlamydophila (Chlamydia) pneumoniae*
Chlamydia trachomatis™®

Coxiella burnettii

Myecoplasma genitalivm

Mycoplasma hominis

Mycoplasma pneumoniae*

Bapoge, NpA KOHTO IPHACGATATA PEIHCTEHTHOCT MOKe Ja e NpobaeM

Aepobuu I paM-noIOKHTENHH MUKPOOPraHH3MH
Enterococcus faecalis*

Enterococcus faecium™

Staphylococcus aureus (METHLIMIBH-PE3HCTEHTEH)"

Aepobuu [ 'paM-oTpHLATENHH MHUKPOOPTAHKU3IMH
Enterobacter cloacae*

Escherichia coli*

Klebsiela oxytoca

Klebsiella pneumoniae*

Neisseria gonorrhoeae™®"

Proteus mirabilis*

AHaepoOHH MHKPOOPraHU3MU
Bacteroides fragilis*
Peptostreptococcus spp.*




Haclie¢TBEHO PE3HCTEHTHH MUKPOOPTAHA3IMHA

AepobuH ['paM-0TpULATENHH MHKPOOPTAHM3MHK
Pseudomonas aeruginosa

* AKTHBHOCTTAa € 3aJOBOJIMTENHO JEMOHCTPHPAHA NPH YYBCTBHTEIHH INAMOBE B KIMHHYHH
NIpOy4BaHHA Ha OAOOPEHH KIMHHYHH [TOKA3aHHS.

# ESBL-npon3sex iy WaMoree ca 06HKHOBEHO PEIUCTEHTHH KbM (ITYOPOXUHONOHH

" YecToTa Ha pe3ucTeHTHOCT >50% B €/1HA HIH NMOBEYe CTPaHH

5.2 @®apMAKOKHHETHYHH CBOHCTBa

Abcopbuus
Cnen mepopanHO MPUIOKEHHE MOKCH(IOKCALMH ce abcopbrpa 6bp30 H NOYTH HANTBLITHO.
AbcomoTtHaTa HMOHATHYHOCT NMpejicTaBIsBa npHbaH3KTenHo 91%.

(DapMakOKMHETHKHTE Ca JMHEHHH B auanaszoHa S0 — 800 mg enHokpaTHa A03a 1 10 600 mg eaun nuT
AHeBHO 3a noseue ot 10 aun. Creg 400 mg nepopanHa 103a MAKCHMANHHTE KOHLIEHTpaLMH OT 3,1
mg/l ce mocrurar B pamkute Ha 0,5 — 4 h cnen npunoxenre. ITMKOBUTE H NNOCTOSHHHTE PaABHOBECHH
MNasMeHd KOHLUeHTpaurH (400 mg eqvH MbT AHEBHO) ca choTBeTHO 3,2 K 0,6 mg/l. B paBioBecHO
CBCTOAHHE EKCMO3MIIMATA B PAMKUTE HA MHTepBaNia Ha 1o3Hpane e npubnmuzurenHo 30% no-Bucoka B
CpaBHEHHE el MhPBaTa 4034,

Pasnpenenenvie

MokcudnokcalyH ce pasnpegens Obp30 KbM EKCTPABACKY/IaPHOTO NIPOCTPAHCTRO; Clief] 4034 OT

400 mg e ycranosena AUC 35 mg.h/l. O6emsT Ha paznpeacienne (VSs) B CTAIIMOHAPHO ChCTOSHHE €
npubnu3uTenHo 2 1/kg. ExcniepuMeHTHTE ex VIV W in Vitro I0Ka3BaT CBBP3BAHE C NPOTEHH
npubnu3uTeHo 40-42%, He3aBHCHMO OT KOHLIEHTPALUMATA Ha J1eKapcTROTO. MokcrdnokcaluH ce
CBBLP3BA [JIABHO CHC CepyMHUTE anOyMUHH.

CneHyTe HKOBH KOHUCHTPAIUU (FeOMETPUYHA CTOHHOCT) €4 YCTAHOBEHH CNEll PHIMKEHHE Ha
€/IHOKpaTHa nepopaiHa 103a 400 mg MOKCH(NOKCALHH:

TeKan Kounearpanus

Macro: [Lnaima ornomenne
Ilna3ma 3.1 mg/l -
Crnronka 3,6 mg/l 0,75-1,3
Mexyphta Te4HOCT 1,6' mg/l 1,7'
bpoHxuanHa MyKo3a 5.4 meg/kg 1,7-2,1
AJieeoniapHH Makpodgaru 56,7 mg/kg 18,6 - 70,0
Teunoct, mokpuBawa enutena | 20,7 mg/l 5-7
MaxkcunapeH CHHYC 7.5 mg/kg 2.0
ETMOHIANICH CHHYC 3,2 mg/kp 2.1
[loaunu B Hoca 9,1 mg/kg 2,6
HHTepcTHUMAIHA TEYHOCT 1,02 mg/I 0,8 14%
¥encka nososa cucrema* 10.2* mg/ks 1.72¢

*HHTpaBeHO3HO NPHIOKEHHE Ha eJHOKpaTHa A03a ot 400 mg
1 - 10 h cnen npunoxeHue

2 - HeCcBBbp3aHa KOHLEHTpaLHs

3-or3h xo36hcnen nosa

4 — B kpas Ha UHGY3HATA




BuoTtpancdopmaiing Moxkcudnokeain e noasioxken na Suorpancdopmaiins dasa 1 1 ce exckpetupa
upes OBOpenH W ATLUKA/M3MPaXkHEHHA KATO HEMPOMEHEHO NEKAPCTBO, KAKTO H Mok (opMmara Ha
KOMITOHEHT, CEabpxkKaly ¢apa (M1) 1 kato rmokyponua (M2). M1 v M2 ca eqMHCTBEHHTE
MeTabONIHTH OT 3HAYEHHE [IPH XOpaTa, KATo U ABaTa ¢a MHKPOOUONOrHYHO HEAKTHBHH.

[pH KIHHWYHK NpoyuBaHus dasa 1 W in vitro NpoyuBaHus He ca Habmio1aRaHH METabOIHTHH
(hapMaKOKWHETUYHH B3aUMOJIEHCTBHS C JPYrH JIeKapcTea, NOLIOKEHH Ha GHoTpaHchopMauus dasa I,
H3InON3Bamy utToxpom P-450 exzumu. Hama pnanunu 3a oKCHgaTHeeH MeTabonuibm.

EnuMunupane
MokcH(IOKCALHH Ce eNHMHHHPA OT TUIA3MAaTa C KpaeH eJTHMHHALHOHEH [IOJIY3KHBOT MPHOIH3HTETHO

12 yaca. CpeaHHAT anapeHTCH TOTAJIEH TENeCeH KITHPBHC ClIel eAHOKpaTHa 103a oT 400 mg Bapupa oT
179 mo 246 ml/min. BLOGpeuHUAT KIMPBHC, Bbanuzaul Ha 24 — 53 ml/min npeanonara yactvuHa
TyOynHa peabcopbung Ha NekapeTsoTo OT OBOpeLUTe.

Cnen nosa ot 400 mg, ep3cTatoBsBaHe B ypuHaTa (npubausutenHo 19% HenpoMeHeHo JIEKapeTso,
npubnuzutento 2,5% sa M1 u npubnusutento 14% 3a M2) 1 usnpakHenuara (npubnusurento 25%
HEIPOMEHEHO EKAPCTRO, MpubausuTento 36% 3a M1 u He ce yctaHoRsBa M2), obmo
npubnnsurento 96%.

EJHOBPEMEHHOTO TIPIIOKEHHE HA MOKCHOIOKCAIIMH ¢ PAHHTHANH HJIM NpobeHeM]l He IPOMEHS
OBOpPEUHHS KITHPBHC HA HIXOIHOTO EKAPCTRO.

Hayuenmu 6 cmapyuecka 6v3pacm 4 NAYUEHMU C HUCKO MEASCHO MESNa
To-BHCOKH TITA3MEHH KOHLSHTPALMH ¢a HaOMIOAaBaHH NPH 31paBH A0OPOBOJILH C HHCKO TEJIECHO
Terno (KaTo xeHH) 1 npH A00POBOJILIM B CTAPYECKA BBHIPACT.

bvbpeuno yapeocoane

dapMakOKMHETHUHHTE CBOHCTBA HA MOKCHGMIOKCALMH HE €A 3HAYHTENHO Pa3iIiyHi NPH NaLMEeHTH C
6BOPEUHO YBpeXkIaHe (BKITIOYHTETHO KPEaTHHHHOB KIuphHC >20ml/min/1,73m?). Tbit kato
Op6OpeuHara QyHKIMA ce HaMaNsIBa, KOHUEHTPaUMATa Ha MeTabonuT M2 (riroKypOHHI) ce MOBHLIABA
¢ hakTop 2,5 (IpH KPeaTHHHWHOB KAKpbHE <30ml/min/1,73m?)

Yeproopobuo yepedicdane

Bb3 0CHOBA Ha (GAPMAKOKMHETHYHHTE [IPOYYBAHHA, IPOBEAEHH JI0 Cera NpH NaLMEHTH ¢ YepHoapobHa
nepoctaTeuHocT (Child Pugh A, B), He e BB3MOKHO na ce ONIPEAETH AATH HMA PAlTHYHA B CDABHEHHE
ChC 3ApaBH N06pOBONLIH. YBpeaeHaTa depHoApoOHa GyHKUMA € CBBP3aHa ¢ TO-NPOAL/IKHTEIHA
excrno3uuus Ha M1 B rura3MaTa, JOKATO eKCIO3HLIHATA ¢ H3XOXHOTO JIEKAPCTBO € CPaBHHMA ©
€KCMO3MUHMATA NP 371paBH A06poRoILH. HaMa JoCTATBYHO ONKMT ¢ KIIMHHYHATA ynoTpeba Ha
MokcHIOKCAMEH NPH NALMEHTH ¢ yBpeaeHa uepHoapotHa pynxums,

5.3 IlpeiknHHAYHEA NAHHH 3a HE30NACHOCT

EdexTnTe BpXY XeMOMOCTHYHATA CHCTEMA (JIEKO NOHW)XaBaHe Ha Opos Ha epPHTPOLIUTHTE H
tpoMOcIMTHTE) Ca HAGNICOABAHM NPH IUIBXORE U MaiMyHH. KakTo NpH ApYruTe XHHONOHH,
XenaTOTOKCHYHOCT (IIOBHUICHH YepHOIPOGHH €H3UMMH W BAKYOJTHA JereHepanys) ¢ Haburolagana rnpH
MLXO0BE, MakMynu ¥ kyuera. [lpu malimynn e HaGmonasana TokecruHocT pepXy HHC (rpucse).

Tesu edexty ca HAOMOOABAHK CAMO ClIE/l ISUEHUE C BUCOKH JIO3H HITH ClIEM MPOTBDKHTSIIHO IeYeHHE
¢ MOKCH(IOKCALIMH.
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BHCOKH /1034 MOKCH(IokcaumH. [1o To3M HAYMH MOraT /1a €€ YCTAHOBAT JOCTAThYHH TPaHHUM Ha
fe30MacHOCT Ha TepareBTHYHATA 1033 TP Xopa. MoKkcHdIoKcauMH He € KAHLEPOTSHEH B
MPOYYBAHMSA NPH ITEXOBE.

MHOTI0 XHHONOHH ¢a (POTOUYBCTBHTENHM M MOTAT a HHAYLMpPAT POTOTOKCHYHH, (FOTOMYTareHHH H
doTokanueporetnu ederry. OOpaTHO Ha TOBA, MOKCH(IIOKCALMH € AOKA3AHO, Ye HAMA
HOTOTOKCHYHH H GOTOrEHOTOKCHYHH CBOMCTBA, KOTAaTO € H3cneABaH B o0LMpPHA TTpOrpamMa Ha in vitro
| in vivo npoy4sanud. [IpH CHIUMTE YCITOBHS OPYTH XMHOJIOHH IPEIN3BUKBAT €EKTH,

BbB BHCOKH KOHUEHTPALMH, MOKCH(IOKCALIMH ¢ MHXHOHTOP Ha Gbp3aTa KOMNOHEHTa Ha 6aBHOTO
Rb3CTAHOBSBAHE Ha KAJIHEBATA MOMNA Ha CHPLETO H MOXE 1d IPHYMHK yAbikaBaHe Ha QT-
UHTEpBana. TOKCHKONIOTHIHHM NPOYYBAHHA NPH Ky4eTa ¢ Nepopanina fo3a = 90 mg/kg, rogem 1o
NJIA3MEHH KOHIIEHTpalMK > 16 mg/kg npuunHaBaT yasmDkasave Ha QT-uHTepBana, HO He apUTMA.
Camo creft IPHIOKEeHHE Ha MHOTO BUCOKH KyMYJATHEHH MHTPaBeHO3HH J03H 50 ITBTH M0-BHCOKH OT
aoszara npu xopa (>300 mg/kg), BomewH a0 nmnasMenn KoHUeHTpauny 2200 mg/l (mopeye ot
40-kpaTHO yBENHYEHHE Ha TEPANIEBTUYHO HHBO), ca HAOTI/IaBaHK 00paTHMH, He-(GATATHA KaMEpHH
APUTMHH,

XHHONOHHTE €a U3BECTHH, Ye NPHUHHABAT YBPEXKAaHHUS HA XPYILSLIA HA rOTIEMHTE CBBP3BALIH CTaBH
NpH HEIOHOCEHH KUBOTHH, Hali-HiCKaTa nepopaiHa 1032 Ha MOKCH(IOKCALMH, NPHYHHABAUIA
TOKCHYHOCT Ha CTABHTE NMPH MJIAJH KyHETa € 4 MBTH MO-BHCOKA OT MAKCHMAIIHATA ﬂpeHOP'I:LIHTeJ'[HaTa
TepanesTHuHA 1032 or 400 mg (3a 50 kg TenecHo Terno) Bpxy 6a3a mg/kg, ¢ nnaimenn
KOHUCHTpAaLKHH 2 oo 3 IETH [IO-BHCOKY OT MaKCHMANTHATA TEpanesTHiuHa noia,

H3cneapadusTa 3a TOKCHYHOCT 1IPH MIBLXOBE W MaliMmyHH (MOBTOPHO 103MpaHe 1o 6 Meceua), He
NIOKA3BAT JAHHY 32 TOKCHUBOCT 32 ounre., [Iph KyveTa BUCOKUTE Niepopainy nosu (= 60 mg/kg),
BOZELIM A0 TUTA3MEHH KOHUEHTpalky = 20 mg/], MPHYHHABAT NPOMEHH B €JICKTPOPETHHOTPAMATA M B
HI0NUPaHHM Cllyuan 1o arpodud Ha peTHHaTA.

TpoyuBaHus BLPXY PeNpoAyKLUHITA, U3RLPLIEHH NIPH [UTbXOBE, 3aHilH U MAHMYHH MOKa3paT
NpeMHHABAHE HA MOKCHGUIOKCALIMH 1pe3 TnaueHTaTa. [IpoyuBanHaTa NpH MbXoBe (NepopaHoe 1
HHTPABEHO3HO) M MaiiMyHH (TI€POPAIIHO) He NMPEJICTABAT AOKA3ATENCTRA 34 TEPATOreHHOCT UK
yBpeskaaHe Ha GhepTUNUTeTa Cliel IpUImKeHHe Ha MokcudiiokcalUMH. Jleko MoBHILEHa YeCTOTA Ha
ManopMalK Ha npellieHH H pefpa ca HabnoAaBaHy NPH 3apoJIHIIHTE HA 3alLK, HO CaMO MpH 1032
(20 mg/kg i.v.), KOETO € CBBP34HO C TEKKA TOKCHYHOCT 34 MaiikaTta. HMa NOBMINEHa 4eCTOTATa Ha
aGopTHTE NPy MaliMyHH M 3aHLIH C HOBELIKH TCPANEBTHHHH NNa3MCHH KOHIEHTpauMH. [1pu mbxose e
YCTAHOBEHO IIOHWKABAHE HA TEJECHOTO TETJIO Ha NJIOJA, No-roiaM Gpoi abopTH, JeKo NoBHILEH
MPOABJLKHTENHOCT Ha GpeMeHHOCTTa H NMOBHULIEHA CNICHTAHHA AKTHBHOCT NIPH HAKOH OT NOTOMCTBOTO
OT /IBATA TI0/14, NIPH yrnoTpeba Ha A03M, KOUTO ca 63 ITbTH NO-BUCOKH OT MaKCHMAIIHATA
MpenopBUHTENTHA 1033 B mg/kg TenecHo Terno ¢ rasMeHH KOHLEHTPAIWH B PAMKHTE Ha
TEpAIleBTHUHATA J03a NPH X0pa.

6. PAPMALNIEBTHYHMU JAHHH

6.1 Cuorchk Ha NMOMOUTHUTE BeIeCTBA

Anpo na Tabnerxara
Lenynosa, MUKpOKPUCTANRHA
Kpockapmenosa HaTpuit
JlakTcoza MOHOXHApPAT
Marnesnes cTeapar

QUIMOBO ITOKPUTHE
XunpoMenoza




Maxkporon 4000

Kenezen oxcun (E172)
Turanos quokcuz (E171)
6.2 HecbBMECTAMOCTH
Henpunoxumo

6.3 Cpok Ha rognocT

5 roguHu

6.4 CupenHaJHH YCIOBHS HA ChbXPaHEHHE

EJ'IHCTG[!H I]OJ'IHI'I”OI'IHJ'IGHI’EJ'I!MHHHF[ H MOMTHBHHHUIXNOPHI/ NMOJTUBUHHITHACH XAOPHA/ATYMHHHEBH

baKcTepn
Ja ce cbxpansBa npu Temieparypa rog 25 °C.

I_la Ce CBXPaHsaBa B OpMIrHHAJIHA OIIAKOBKA, 33 [a CE€ Ipeana3H OT Bjara.

bamcTepH anyMUHHH/ATYMUHMWH
Jla ce chxpaHABa B OPHIHHAHA ONMAKOBK&, 32 JIa CE NPEANa3H OT Riara.

6.5 BHAHchLALPKAHHE HA ONAKOBKATA

Kapronera kyTus, cuAbpalla Ge3UBETHH WK Genn MATOBH NIONIMIIPONIHIEH/ATYMAHHEBH OIHCTEPH
1K 6e3UBETHH MPO3PAYHH NTOTHBHHAIXIOPH;Y TOTHBHHWIHACH XNOPHI/AlYMHHHERH OIHCTEPH:

OunMHpaHuTe TAGNETKH Ce Mpeanarar B onakoBkH 1o 5, 7 u 10 taGieTkn, B ONakoBKH 3a GONHHLM
25 (5x5), 50 (5x10), 70 (7x10) dunmuparu TabneTky UK B GOMHHYHK ONakoBkH OT 80 (5 ONaKoBKH

nol6) um 100 (10 onakoeku nol10) punmupaHn TabneTiH.

KaproHeHH KyTHH, ¢hOBpKALIH GIHCTEpH AMYMHHHI/anyMHHHH, ¢4 HATHYHH B OMAKOBKA 10 eJHa
dbunmupaHa tabneTka.

He BcuukH BEHOOBE OMAKORKKM MOTaT a §LIar MycHaTH B nipojaxkba.
6.6 CoennajJHu npeANa3’HH MEPKH IPH H3XBLP/IsHE

HsamMa crieuHansi H3MCKBAHHA,

7. IPATEXKATEJ HA PAZPEHNIEHHUETO 3A VIIOTPEBA
Bayer AG

Kaiser-Wilhelm-Allee 1

51373 Leverkusen, I'epmanus

8. HOMEP HA PASPEHIEHHETO 3A YIIOTPEBA

11-12861/05.04.2011 r.
(Peructpauvonen Homep: 20000430)




9. JTATA HA ITIBPBO PA3PEIIABAHE/TIOAHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEEA

Hara Ha mepBo paspeluasane: 25 woau 2000 T
Jara na nocneano noproeasane: 05 anpun 2011 r.

10. JATA HA AKTYAJIHIHPAHE HA TEKCTA

0172019




