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1. HME HA JEKAPCTBEHHS IIPOJYKT - g g/ M/f? /’/ﬁ- f .3 346’

dEN -\N

HHMOHHHOKC 400 mg (bHJTMHpaHH Taﬁ.]]ﬁ"[']([r[ - ._ R venrmnieh s 26'03'2021'
Cimocinox 400 mg film-coated tablets B S R

2. KAYECTBEH H KOJMYECTBEH ChCTAB

Enna ¢uimipana tabnerka cpaspixa 400 mg moxcuduoxcamu (oxifloxacin) (kato Xumpoxiopus).

Tomompo(n) elecTBo(a) ¢ H3BECTHO ACHCTRHE:
Beska punmupana TabneTka Chabpika 4,6 mg BaTpHii.

3a TRIHUA CIMCHK HAa NOMOIIHHTE BEIISCTRA, BHKTE Touka 6.1.

3.  JIEKAPCTBEHA @OPMA

Ounmnpada Tablierxa

Po3zosa, mpoawirosara punMApana Tabnerka ¢ surs6uar naqmmic ,,400™ or eHaTa cTpaHa.
PasMep: npubmasnrenno 17,6 mm x 7,6 mm

4. KIAHAYHH TAHHU

4.1 TepanesTHYHH NOKAIARKY

IumoumHoke 400 mg ¢rmMEpaHn TaGleTKH e MOKA3aH 3a Je9eHHe Ha ClIeIHHTe OaKTepHaIHH
HHGEKIMH TIPH NAMEHTH Ha 18-roAMINHa BPB3pacT M M0-BE3pacTHH, IPHYHHEHH OT GaKTepHy,
YYBCTBMTEIIHM KBM MOKCH(IOKCAITHH (BIDKTE TOYKH 4.4, 4.8 1 5.1). Mokcupnokcamun Tpabea na ce
H3TI0/13Ba CAMO KOTATO ¢€ CMATa 33 HENOIXOMAINO fa C& H3HOI3BAT aHTHOAKTEpHANHH CPEACTBA,
KOMTO 0OMKHOBEHO ce MPENOPEUBAT 33, ICUCHUE HA Te3H HH(SKIMM:

- Octop GakrepuaneH CHHY3HT (a1€KBAaTHO JHATHOCTHIHPAH)

- Octpn exsauepbaly Ha XpOHHYHA 00CTPYKTHEHA Oenmoipobua Gonect, BKMOYBAIA H XPOHHICH
OpoHxuT

[TpuaotuTa B 06MECTEOTO MHEBMOHNS, ¢ MBKIOYEHNE HA TEXKUTS HopMH

- Jlexa no ymepeno H3paseHa Ta30BO Bb3nauTensa Gonect (Hamp. MHPEKUHE Ha XKEHCKHA TOPEH

PeHHTATIEH TPaKT, BKIIOMATETHO CAIMMHIHT H SHIOMETPHT), ¢ M3KITIOUeHWe Ha CBBp3aH Tybo-
OBapHATICH HJIH Ta30B abcLec.

He ce npenoprusa ynorpetata Ha [{umonuroke 400 mg ¢rnMupann TablieTKH KaTo

MOHOTEPANHS 33 JicYeHNe Ha cnala 10 yMepeHa Ta30B0 Bh3natuTenna 60/1ecT, a 4a ce NPHIAraT B
KOMOHHALMA ¢ APYTO MOAXONAIEO AHTHOAKTEPHANHO CPEACTBO (HAMp. He(alloCTIOpHE)
YBEITHYABAHE HA MOKCHAMIOKCALIMH PE3HCTEHTHOCTTA Ha Neisseria gonorrhoeae oc
MokcHprokcarH-peanctenTha Neisseria gonorrhoeae MoXe A e H3KTIOHH (B
u5.1).




[Mormnroke 400 mg dhunmMupanu TabaeTkn MoXe Ja ce pHIara 3a 3aBbpHIBAHE HA KYPC Ha NEUYCHHE
TNpPH NAUHEHTH, KOHTO Ca NMOKa3aIHn no.uo6pe1-me TI0 BpEME Ha mpnonaqamm JICYEeHHe ¢
WHTPAREHO3eH MOKCHGUIOKCALMH 33 CASIHHTE TTIOKA3aHHA:

- IpunoGura B 06MECTBOTO MHEBMOHHA
- YcnoxHeHH HHOEKIHH Ha KOXKATA H MEKATE THKAHH

[umormHoke 400 mg dpumMupanu TabneTku He TpAbEa Aa Ce MpUNIAra 3a HAYANIO HA TEPANHA 32
KAKBBTO H 12 € THIT HHEKINA Ha KOKATA H MEKUTE THKaHH WiH MPHIOOHTA B 00IIECTBOTO MHEBMOHHS.

Tpsa6ea Aa ce uMa npensu OPUIBATHOTOG PHKOBOACTEO 38 NOAXOAMILA yrioTpeda Ha aHTHOaKTepRaTHATE
REKAPCTBRA.

4.2 [lo3mpoBKa H HAMHH HA NPHJICKERHE

EOSEQOBK& {BB3PACTHH)

[NpenoprunTenHaTa 103a € €Ha GuIMapana Tabnetka 400 mg BeAHBK JHEBHO.

Bv6peuno/ueproopobno yspexcoane

He e neobxomnma KOpeKI Ha JO3MPOBKATa NPH NALMEHTH ¢ JIEKA JI0 TEXKA CTeNeH yBpeAeHa onbpedna
GyHKIIS MM NIPH TAHMEHTH HA XPOHHYHA JHAJM3A HAIP. XeMOAHAIA3a H IPpoXkDkuTesHa aMGyaTopHO
MPOREIKIAHA MEPHTOREATTHA THATRA (BYDKTe TOYKA 5.2 33 mobeve HuGOpMaLm).

HamMa A0CcTaTHYHO JaHHK 38 MIALMEHTH ¢ HapyineHa YepHoApoOHa GyHKLIkA (BHATE ToUKa 4.3)

Lpyeu cneynannu nonyaayuu
He e HeofxoamuMa KOpeKIIHA HA JO3HPOBKATA B CTAPYECKA BB3PACT M MPH HUCKO
TEJIeCHO TETTIO.

Heguampuyna nonyvrayua
Mokcu@okcalliH € NpOTHBONMOKA3aH NpH Aena H oHomH (< 18 roguuu). EduxacHocTTa H

0e30mAaCHOCTTa HA MOKCHGVIOKCAHH 1TPH 1A ¥ IOHOLIM He € YCTaHOBeHA (BIDKTE Touka 4.3).

Haumn Ha npuanoxenne
OunMupaHuTe TabNeTkH TpA0Ba Aa C€ IBITAT LEJH, ¢ JOCTATHYHO TEYHOCT H MOTAT A CE IIPHEMAT

cBC 1M 6e3 Xpana.

IIpo. JIHOCT Ha a
MoxcHduokcauHH TpaGea fa ce npreMa ChC CASIHATA TIPOXBBKHTENHOCT:

Octpa exzanepOams Ha XPOHHIEH GPOHXHT 5 - 10 oo
ITpunobuTa B COIMECTBOTO MTHEBMOHHAA 10 auum
OcThp GaKTepHAIEH CHHYIAT 7 IHH
Jlexa no yMepeHO H3pa3eHa Ta30BO BE3NANMTENHA | 14 IHn
Bonect

Moxkcudnokcaips Gpramupann TabneTk ca H3CIeABAHH B KIMHHYHH [POY4BAaHHA € MPO{B/DKHTEIHOCT
HA IeYeHMeTo 10 14 IHu.

Tlocredoeamenna (unmpaseHo3na, NOCIEO8ANA OM NEPOPATHA) Mepanus
B xmHHMYHKTE NpOyYBaHKs C NOCAE]OBATENHA TepalH [0-TrOAAMATa YaCT OT Nalue
NPEMHHAITH OT HHTPABEHO3HA HA NIEPOPAIIHA Tepanud B paMKuTe Ha 4 AHH (32 OpHAoS,
00INecTBOTO MHEBMOHHA) B 6 DHM (32 YeIoXHeHH HE(EKIHH HA KOKATA H MEKHTS ThHam).
[IpenoppurTennara o6Mma NPOALDKHTEIHOCT HA HHTPABEHO3HATa H IIEPOPAITHATA TE



3a MpuACOHTA B 00IIECTBOTO MHEBMOHRHEA H 7-21 JHH 3a YCIOMKHEHH HHEKIMH Ha KOXKAaTa U MCKHTe
THKAHH,

Tlpenopsusanata noza (400 mg BeHBXK JHEBHO) H NPOXBL/DKHTETHOCTTA HA TEPANTMATA 32 CHOTBETHOTO
MOKAAHHE He TpAOBRa jia ce IPERHIIIARAT.

43 IpornBonoKalaAHAS :

- CBpEX9yBCTBHTENHOCT KbM MOKCHGIOKCAIHH, PYrHd XHHOIOHH HITH HAKOE OT NOMOIHHTE
BEUIECTRA, H3OpOeHH B TO9Ka 6.1.

- BpeMeHHOCT H KbpMeHe (BIDKTE TouKa 4.6).

- INarmenTs nox 18-roMImHa BB3pacr.

- IarpierTn ¢ aHaMHe34 33 BESNATICHHE HA CYXOXIWIHA/HAPYIICHUE, CEBP3aHO C JieyeHHe
€ XHHOIOHH.

B npemiHHKYHN NpOyYBaHHA H TIPH XOpa ca HaGmoaapaHH IPOMEHH B CHPASYHATA

€NeKTPo)H3HONOTHS cllell TpHeMaHe Ha MOKcudokcalH, ox dopmara Ha yasDkasaHe Ha QT-

uHTepBana. Bie Bpr3ka ¢ Ge30macHOCTTa Ha MpoAykTa MOKCH(IOKCALMH © POTHBONIOKAAH IIPH

HAIHEHTH C:

- BPOACHO WM JOKYMCHTHPAHO NPUACOHTO cheToRHME HA yawbkeH QT-unrepsan

- €NCKTPOIHTHH HAPYIUEHHS, 0COOEHO HEKOPHTHPAHA XHITOKATHEMHS

- KIAHHYHO 3Ha4nMa Gpaguxapays

- KNHHHYHO 3HAYMMA CBbpJiedYHAa HeNOCTATBRYHOCT ¢ HamalieHa JeBokaMepHa (ppakims Ha
U3TTIACKBaHE

- aHAMIE3a 33 CHMITTOMATHYHH apHTMHH.

MokcudiokcallHs He Tpsa6Ba /la ce H3MON3Ba 3a€IHO ¢ APYTH JICKapcTBa, kouTo yasmkasar QT-
HHTepBaIa (BIDKTE TO4KA 4,5).

IMopaas orpaHH9eHHTE KTHHHYHH JAHHH, MOKCHQUIOKCAIMH € CHUIO TMPOTHBOMOKA3aH MPH NAIHEHTH ¢
yepenexa 4epHoapobHa dyrkups (Child Pugh C) 1 npu naupeHT™ ¢ NOBHLICHH TPAHCAMHHAH TOBEYE OT
5 KTH HaJ TOPHATA TPAHHIA HA HOPMATA.

44 CoenHajinp mpeqynpexkieHHs H npelNa3Hn MepKA HPH yOoorpeba

Ynotpebara Ha MOKCHpOKCAIHH TpaOBa Za ce W30GATBA npH NMALMCHTH, KOHTO €A HMAJIH CEPHO3HH
HeXeNlaHH PeakiiH B MHHAIOTO IPH YHOTpeta Ha MPONYKTH, CHALPKANIH XHHOAOHH HITH
¢TyopoXuHOIOHH (BXK. ToUKa 4.8). JleyeHueTo Ha Te3H MALHEHTH C MOKCH(IOKCaIH TpabBa Aa ce
3aM104Ba caMo NPH JIHICA H3 AITEPHATHBHH BE3MOKHOCTH 3a JICYeHHE M Clle/l BHHMATEHA OLCHKA Ha
CHOTHOLIEHHETO OM3a/PHCK (BXK. CHLUIO0 Touka 4.3).

IlpoabmKHTETHH, AHBATAIAZHPAIIHA W NOTEHIHATTHO HeoGPATHMH CEPHO3HI HEMNENAHN JICKAPDCTECHA
DeaKIMH

Crobmaga ce 32 MHOrO peJIkH CITy4ad Ha NPONABIDKHTENHHA (MPOAL/DKABALIE MECSIH WIH [OIHHH),
HHBATMAH3HPAIIH H TIOTCHIHAIHO HEOOPATHMH CEpHO3HH HexXeJIaHH JIEKaPCTBCHH PCaKUHH,
BACATAINH PA3AMYIHE, TOHAKOTA MEOTO CHCTEMH B OpPranH3Ma (MYCKYJIHO-CKElIeTHa, HEPBHA CHCTEMAa,
[ICHXHKA ¥ CETHBHM OPTaHH) NPH NaIHeHTH, NOTyJyaBaiy XHHOJIOHHY ¥ i1y OPOXHHOJIOHH,
He3aBHCHMO OT TAXHATA BH3PACT M BeYe CHINECTBYBaIHTe PHCKOBH dakropy. Mokchdmokcamuy
TpsA0Ba na ce cnpe He3abaBHO NPH TEPBATE NPU3HALM KM CHMITTOMHM HA BCAKA CEPHO3HA HexenaHa
peaKuHs KaTo MalHeHTHTe TpaOBa Aa ce MOCHBETBAT J1a Ce CBBPHKAT ¢ TEXHHA JICKAp, pe Iy
NEKapCTBOTO, 3a ChBET. Va

wly

Tonsara ot TeYeHHETO ¢ MOKCKGIIOKCALMHE, 0COOEHO NPH HETEHKKH HHeK1IHH, TPAGH}
BHHMMATENHO chobpazeHa ¢ nml)opmalmna, ¢haObpiKaia ce B ToMKa “Crenuaniy

[pennazHy MEpKU npH ynotpeGa”



Yabaxapade na QTc-uaTepBana W Bb3MOKHN KIIHHHYIHY ChCTOSHMS, CBEP3aHH C YARDKABAHETO Ha
Te- BaJA
YcTaHOBEHO €, Ue NMPH HAKOH MAlHeHTH MOKCHNOKcaluH yaLpkasa QTc HHTEpRana Ha
esiekTpokapauorpamara. Ilpy anamas va EKT mscaenparusa, nomyyeHH B X0/1a Ha KITHHHYHA
nporpama, yaepkasadero Ha, QTc npH MokcudiokcamuH e 6 msec + 26 msec, 1.4% B cpasHeHHe ¢
HadanHara cToOHHOCT. THiH KAaTO CBINECTBYBA TEHEHLMS eHHTe 1a HMaT no-merer mexozeH QTc
HHTEPBAN B CPABHEHHE C MBXKETE, € BB3MOXHO TE /12 Ca IO-UYBCTBHTEIHH KBbM JICKapCTHa,
yapmkasaimy QTc-unTeppana. BE3MOXKHO € NallHeHTHTE B CTAPYECKA BH3PACT CHIIO Aa ca M-
YYBCTBHTESIHH KbM CBBP3aHH C JIEKAPCTBOTO edekTH BBpxy QT-unreprana.

JleucHHe, KOeTO HaMangBa HHBaTa Ha KAIHH, CJIeBa g ce NPHIAra BHUMATENHO NIPH NAIHEHTH,
noTyyaBamH MokcH(okcauH (BiokTe Touka 4.3 1 4.5).

Mokca¢nokcanin TpAGBa A2 ce H3MOJI3BA BHUMATENHO NMPH TALIACHTH ¢ IPOAPHTMHYHH CHCTOAHUS
(0cobeHO HeHH H MALMEHTH B CTAPUECKA BH3PacT), KATO OCTPa HCXeMHA Ha MHOKApA IIH
yasnkaeade Ha QT, Toif kaTO TOBa MOXE Jia OBENE A0 MOBHIICH PHCK OT KAMEPHH APHTMHH (BKJT.
torsade de pointes) u chpaedeH apect (BroKTe ¢huI0 Touxa 4.3). Crenenra Ha yabokasane #a QT
HHTEpBaJIa MOXKE [1a Ce TIOBHINH ¢ MIOBHINABaHe Ha KOHLEHTpALHATA Ha JIeKapeTBOTO, ClieA0BATENHO
NpeNOPHYMTEIHATA /1032 HE TPSAOBA /12 CE IIpesHIIABA,

I1pn nosiea Ha CHMIITOMH 3a CEp€YHA APUTMHA MO BPpEMe Ha TEPANHATA ¢ MOKCHQIOKCALHH,
JIeYCHHETO TPsOBa Ja ce MpeyCTaHoBH | Aa ce nanpass EKT.

Peakijun Ha CBPBXYYBCTBHTEIHOCT/ANEPIHYHH PEAKIHH

CrobI1apa ce 3a peakiiH Ha CBPLXIYBCTBHTENHOCT M AICPrHYHH PEAKLHH Clie]] TbPBOTO NPHIATAHE,
CBBP34HH C (TyOPOXHHOJIOHH, BKIIOYHTENHO MOKCH(IOKCALHH. AHAGHIAKTHYHHTE PeaKIHH MoraT

Ja NPeau3BHKAT XKHBOTO3aCTpalaBalll oK, AOPH Clie] THPBOTO NpWiiaraHe. B cirydad Ha KIHHHYHA

NPOsBY Ha TEKKH PEAKUHH HA CBPBXIYBCTBHTEIHOCT, IPUEMBT Ha MOKCHGIIOKCAlIHH TpsOBa Aa

ce MPeYCTAHOBH H JIa Ce 3anouHe NOAXONAIIO N¢YeHHe (HANp. TeYeHHe 3a OK).

Texkn gepHoapoOHE yBpekiaHHg

Hoxnansany ca chydad Ha QYIMHHAHTEH XCIIATHT, NOTEHIMANHO BOACINH 10
JKHBOTO34aCTpaInaBama 9epHoaApoOHa HEAOCTATEYHOCT (BKJI. ciTyyau ¢ daraneHn H3Xon) (BIKTE
Touyka 4.8). HlapenTure ciieasa na 3HaqT, 4e TpaGBa Ja yBeAOMSAT CBOS JIeKap NPEIH la
NPOABLIDKAT JIEYEHHETO, aKO CC IOABAT NPOSBH H CHMIITOMH Ha (YIMHHAHTEH XeTaTHT, KaTo 65p30
pasBuBalla Ce aCTEHHY, CBBHP3aHA € XHITEHHIla, TBMHA YPHHA, CKIIOHHOCT KEM KBPBEHE HITH
yepHOApo6Ha eHuedanonaTus.

ITpx nosBa Ha HHAHKALMHK 22 9epHOAPOCHO yBpexkaaHe TpaOBa 1a ce HAPABAT tlepﬂoz[poﬁﬂﬂ
OYHKIMOBANHY H3CIIENBAHHS,

Temky KOXKHI HEKENAHW Peakilny
Texxu KOKHH HEXETAHK peakimH (severe cutaneous adverse reactions, SCARS), BRKIFOYHTETHO
TOKCHYHA eNMAepManHa Hekponmsa (toxic epidermal necrolysis, TEN: H3BecTHA Olle KaTO CHHAPOM
Ha Lyell), cunapom Ha Stevens Johnson (Stevens Johnson syndrome, SJS) 1 ocTpa resepainsipaHa
eK3aHTeMAaTO3Ha mycTyno3a (acute generalised exanthematous pustulosis, AGEP), kouTo Morar aa
OBaaT AKHBOTO3ACTpAIIABALIH HIH C JIETANEH H3XOA, ¢4 CHOOIABAHH ITPH MPHIOKEHHE Ha
mMokcHpokcalHH (BK. Touka 4.8). KsM MOMeHTa Ha NpEAITHCBAaRE MAUMEHTHT TPAGBa na 6bae
HHQOPMHUPAN OTHOCHO NPU3HALIATE ¥ CHMITTOMNTE Ha TEKH KOKHA PEakuiH, i Aa 6bae BHHMATEIHO
ApOCTeJABaH, AKO C€ [IOABAT NPH3HAIM H CHMITTOMH, NIOKA3ATENHH 32 Te3H PeaKIHH, IPHI0KEHHETO
Ha MOXCH(IIOKCALHMH TpAGBa 6BAe mpeycTaHoBeHO He3abaBHoO, H 1a ce OOMMCIH ANTEPHATHBHA. ... .
JlevdenHe. AKO MaUMEHTBT € Pa3BHJI cepHO3Ha peakuma karo SIS, TEN wm AGEP npu o
Ha MOKCH(IOKCALIHH, JIeYeHHETO ¢ MOKCH(IOKCALME TIPH TO3H MALHEHT HAKOTA HE TP
BB300HORSBA.

I@LICHTH, OPENPAINONOKEHH KM MbPYORS




H3BecTHO €, Ye XHHONIOHHTE [IPAYHHABAT rbpuose. H3nonssaneTo Tpabea Aa Gbe BHHMATEIHO
npy nauueHTH ¢ HapymexHna Ha ITHC unu npu HanunvueTo Ha ApyrH pHCKOBH QaKTOPH, KOWTO
MoraT /a IpeApasnoiarar KM CbPYoBe HIIH CHIDKABAT npara Aa Bs30ymumMoct. B cryHaii Ha repuose,
neYeHHMETO ¢ MOKeHuiokcaumas TpabBa Aa Ghie NPeyCTANOBEHO W A2 CF B3EMAT CHOTBETHHTE MEPKH.

Hepubepna venponarus

Crobiasa ce 3a CiTyyaH Ha CEH30PHA HIH CEH30MOTOPHA TOJIHHEBPONIATHA, BOASIIH JO TIAPECTE3HH,
XHTIOSCTE3MH, AM3ECTEIHH WITH ¢1a60CT NPH NaLHeHTH, pHeMAIlH XMHONIOHH H (IyOPOXHHOIIOHH,
BKIIOUHTEHO MOKCHokcarmH. ITpenu fa npoasmkaT NeweHUeTo, MAIHEHTHTE, KOHTO IIPHEMaT
MOKkcH(oKcaluH, TpAGBa Ja OBAAT IOCHBETBAHH a MHGOPMHPAT CBOA JIEKap, AKO Pa3BHAT
CHMIITOMH Ha HEBPONATHA, KaTo Gonka, NapeHe, MpaBydxaHe, W3TphilBane Wi c1abocT, 3a Aa ce
OpejOTBPATH ZOCTHIAHETO Ha MOTeHiHanHO HeobpaTuMo cecTodnue (Bx. Touka 4.8).

INcHxH9IHYU peaKUHH

TlcHXHYHHA peakiUMH MOTAT Ja ce NPOSBST AOPH Cle ITLPBHA NPHEM HA XHHOJIOHH, BKITIOYHTETHO
MOKCH(MIOKCAIHH. B MHOrO pe/KH ciryvan JenpecusTa HiH NCHXOTHYHMTE PeakuuH ca
[POTPECHPATH 10 MHCH 33 CaMOYOHACTBO H CaMOHAPAHABAIIO TIOBEASHHE, HAalp. OITUTH 3a
caMoyOHicTBO (BIDKTE TO4Ka 4.8). B Cifyuaii ue mpu nauderTa ce MPOSBAT TAKWBAR PEAKIHMY, TpIOBa
Ia ce crpe MpUeMBbT HA MOKCH(IOKCAIHH H J1a ce IpeAnpHeMar oaXo auiH Mepky. [Ipenoppusa ce
OOBHUWICHO BHHMAHKE, aKO MOKCH}NIOKCAIMH ce M3NoN3Ba NPH IMCHXOTHYHH NANHEHTH HIH NIAlACHTH
€ aHaMHe3a 34 NICHXHYHO 3aboraHe.

Crup3aHa ¢ aHTUOHOTHKE AMApHE, BKIL, KOTHT
HWima cbobmenns 3a cebp3ana ¢ aHTHGHOTHKA Juapus (AAD) u cBBp3aH ¢ AHTHOHOTHKA KOJIMT

(AAC), BxmounTenHo ficeromMeMGpaHo3eH KOJHT, U cBbp3ana ¢ Clostridium difficile pnapus, npu
H3TI0/I3BAHETO HA IHPOKO-CNIEKThPHH AHTHOHOTHIM, BKJIKOYHTENHO MOKCHGNIOKCALIHH, KOHTO
MOraT /1a BRpHpar 1o TeXKECT OT IeKa qHapus o darancH xonut. [lopaaw ToBa € BAXKHO 2 & HMa
npefBH] Ta3H JHATHO3A NIPH NALMEHTH, KOHTO HMAT Te)KKa AHAPHSA (10 BPeMe HITH CJIe]
W3NON3BAHETO Ha MOKCH(IIOKCALMHA. AKO C& TIOZIO3UPA HIH NOTBEPAH CBHpP3aHA ¢ AHTHOHOTHKA
JMapHA WIH CBBP3aH ¢ AHTHOHOTHKA KOJIHT, TpA(Ba 1a Ce MPeKPaTH NPOBSKAAHOTO B MOMEHTa
nevenne ¢ aHTHOAKTepHAIHE CPEICTBA, BKIIOYHTEIHO MOKCH{IOKCallHH, H He3abaBHO 1a ce
MPeANpHEMAaT aAeKBaTHH TepaneBTHYHA MepkH. JomrpiHETenHO TpAGBa qa OLaaT npelnpHeTH
HOIXOAIIH MEPKH 33 KOHTPOJI Ha HH(eKungTa, 3a 13 Ce HAMAIH PUCKET OT NpeiaBadeTo H.
JlekapcTBa, KOMTO NOTHCKAT MIEPACTAITHKATA, Ca IPOTHBONOKAIAHM NIPH NALMEHTH, KOHTO HMAT
TEXKa JHapHs

TlanpeHTH ¢ MHACTEHUA TPABHC
Moxkcuprokcanus Tpadea Ja ce 13N0/138a ¢ NOBHILIEHO BHUMAHHE TIPH MALHEHTH ¢ MHACTEHHS

IPaBHC, Thil KATO MOXKE 14 3aCHIH CUMITTOMHTE HM.

TeHNHHAT ¥ pa3KbCBaHE HA CYXMKHIIHE
TeHAHHHT H Pa3KBLCBAHE HA CYXOXKHIHE (ITO-CHElBATHO axHIECOBO CYXOXHIHE, HO Ge3 fia ce

OrPaHHYaBa CaMo A0 HETro), MOHAKOra ABYCTPAHHO, MONE 1A ¢ NOMYYH o1ie B pamkaTe Ha 48 yaca or
3aII0YBAHE HA ICYEHHETO ¢ XMHOJIOHH H (hIyOpOXHHOIOHH KATO HMa CHODIICHMA 3a TAKHBA, PA3BIIH
Ce JIOpH A0 HAKOJKO MeCelia Chell NIPEeKpPaTABaHe Ha ICUSHHETO. PHCKBT OT TEHAHMHHT M pasKbeBaHe
Ha CYXOKHJIHE C€ MOBHINaBa NP NO-BH3PACTHH MALHEHTH, NALHEHTH ¢ 6b0peyno yBpexKnaHe,
NIALMEHTH ¢ TPAHCTUIAHTHPaH CONMIEH OPTaH M TAKKHBA, JIEKYBaHH ChITBTCTBAIO ¢ KOPTHKOCTEPOH/IH.
[1o TasH NpUYHHA CHITBTCTBANIATA YNOTpeOa HA KOPTHKOCTEpPOMaY Tpa6sa Aa ce H30sArea.

Ilpu mepBHA MpH3HAK HA TeHAHHUT (Hanp. GONEC3HEHO NOXYBAHE, Bh3NANCHHE) TEHEHUETO ¢
MOKcHdIOKcalHH Tpa6Ba fa Ce IIPEKPATH H Ja ce OOMHUC/H ANTEPHATHBHO J1eueHHe. 3ace
kpaiinAk(uH) TpadBa na Gvae(ar) nexysan(y) 0o NOAXOAAIN HAUME (Hanp. o0e3ABIDKBAHE;
Jia Ce H3NOM3BaT KOPTHKOCTEPOHIIH, KO Ce OABAT NPH3HALM Ha TEHIAHOMATHSA.

MarmenTy ¢ 66peuHo YBpeXkaane




TlaupeHT B cTapyecka BB3pacT ¢ Gu0peuny HapyueHus TPEOBa 4a H3NOA3BAT MOKCH(IOKCALMH
BHHMATECIHO, AKO HE MOTAT Ja NOAABPXKAT aACKBATEH NpPHEM HA TCYHOCTH, 3alll0TO JexXuiparaquaTra
MOJKE 712 NOBHMIUK pHCeKa oT OEOpeYHa HeloCTATHUHOCT.

AHeBpH3Ma M IHcEKallUd Ha A0PTATA H PErypruTauns/He0CTATHYHOCT HA ChpAeYHHTE KIAMH
EnvaemMHOMOrHYHH NPOY4BAHHS IFOKA3BAT NOBHILICH PHCK OT AHEBPH3Ma M AUCEKALMA Ha aopTara,
0coGeHO IPH NALMEHTH B CTapUecka BL3pacT, KaKTO M OT perypruTauMs Ha aopTHaTa H MHTpanHara
Kjiana cnej npueM Ha guyopoxuHonoHd. CroOlieHH ca cy4an Ha aHeBPH3Ma H AMCEKALIAA Ha
A0pTaTa, NOHAKOra YCN0KHEHH NOPaay Pa3KbeBaHe (BKIIOMHTEIHO ¢ NeTaleH H3XO0A) U
PETYPruTaLHA/HEAOCTATEYHOCT HA HAKOH OT CHPACHHHTE KIAIH [IPH NALHEHTH, NPHEMAalIH
tdhnyopoxnHoaoHH {BxK. Touka 4.8).

3aroBa, GITyOpOXHHOIOHHTE TpAORA Ja ce H3MON3BAT CAMO CJie]l BHHMATE/NHA OLEHKa Ha
CBOTHOILICHHETO NION3a-PHCK U cliel 00OMHUCNAHE Ha APYTH TEPaNeBTUYHHA Bb3MOKHOCTH MpH
NALMEHTHTE C NONOXKHUTENRHA (aMHIIHA aHAMHE?a 38 AHEBPM3IMA WM BPOCHO 3abonsBaHe Ha
CHPACHMHHTE KIAIM, KAKTO W DY NALHEHTH ¢ AHATHOCTHLIHPAHA MpeIeCTBallia AHSBPH3MA H/WITH
JUCEKALHA Ha a0pTaTa KWIH 3a00/M4BaHe Ha ChpJESHHUTE KIallH, a ChILC M NPH HAMTHYHETO Ha APYTH
PUCKOBH (HaKTOPH WIH CHLCTOAHHS, OPSAPA3NOoIaraly

- K2KTO 32 aHeBPH3Ma, TaKa M 33 AUCEKALWA HA A0PTATA H 32 PErypruTalla/HeA0CTaThHHOCT Ha
CBPACHHHTE KIaH (HATIP. HAPYLIICHHAS Ha CHEAHHUTENHATA ThKaH, Hanp. CHHApPOM Ha
Mapdan wmn curapom Ha Ehlers-Danlos, cutnpom na Turner, Gonect Ha bexuer,
XMIICPTOHKA, PEBMATOH/IEH PTPUT) HITH AOITBIHKUTENHO
- NMPH aHEeBPH3Ma M JIHCEKAaLHA Ha a0pTaTa (HamNp. CbJOBH HapYLICHHA, HAaNp. apTepHUT Ha
Takayasu, rHraHTOK/IETHUEH APTEPHHT, WIH H3BECTHA aTEPOCKIIEPO3a HIIH CHHAPOM HA
Sjogren), HIH AOMBAHUTENHO
- TIPH PErYPTrHTALMA/HEAOCTATEYHOCT HA ChpPACUHHTE KIaNH (Hanp. HH(EKIHO3EH
C€HACKAPINT).

PuCKBT OT aHeBpH3IMA H AHCEKALNs Ha A0OPTATA H TAXHOTO Pa3KbCBAaHE MOXKE ChILO Ja C& NOBHINH IpH
TMalHeHnTH, JE€KYBAHH €AHOBPCMCHHO CbC CHCTEMHH KOPTHROCTCPOH/IH..

B ciyuaii Ha BHe3anHa kopemHa, rppaHa Gonka wim Gonku B rbpba, nausenTuTe TpaGea na 6L1aT
MOCHBETBAaHH He3a0aBHO Ja ce KOHCY/ITHPAT C JieKap B CNELIeH LIEHTHP.

TlaupeHTHTe TPA6Ba Na OBJAT MOCHLBETBAHM Ja MOTHPCAT He3abaBHO MeMIIHHCKA MOMOIL B Cly4aii Ha
OCTpa AMCNHEA, NOsABa Ha ChpUeOHeHe (IaNNUTALKH) HAH Pa3BHTHE Ha OTOK HA KOPEMA WIH JO/HHTE
KpaiHHLH.

3pHTEHH HapyINeHUs
Tlpu nosBa Ha yBpex/iaHe Ha 3pEHHETO WIH KAKBHTO U Na € edeKTH BBpXY OuiTe, HezabapHo

Tpa6Ba na ce NoTEPCH KOHCY.TTalKs ¢ odranmMonor (swkre ToukH 4.7 1 4.8).

E]JCI‘J]HKBMPH[

KakTto mpH BCHYKH XHHONOHH, ¢a NOKNAABAHA HAPYIICHHA B HUBATA HA KPHBHATA 3aXap, BKIIOYBALUN
KAKTO XHIOTTHKEMH, TaKa H XHIIEPITIHKEMAS (BIDKTE Touka 4.8), ofuuaiiHo npH naunedTH ¢ aHaber,
NOJTy4aBallH ChNBLTCTBAILO ICUEHHE ¢ EPOPANTHO XHNOTIIHKSMHYHO CPEeICTBO (HANpHMED
CAHOSHKIIAMK]) WITH ¢ HHCYNKH. JEOKIafiBaHuU ca Cy4aH Ha XHNOTIMKEMHYHA KoMa. [1pH naunenTH ¢
auaber ce NpenopbYBa BHEMATETHO MOHHTOPHPAHE Ha CTOHHOCTHTE Ha [IIOKO03a B KPLBTA.

IIpepeHiins Ha peakiiM Ha GOTOUYBCTBHTENIHOCT i
Jioka3aHo €, vie XHHOJIOHHTE MIPEAM3BHKBAT PEAKUHH Ha (POTOTYBCTBHTENHOCT NPH [TaL
Tlpoyusanusa obave ca JoKa3ajH, ¥e MOKCHQIOKCALMH Ce XapaKTePH3Hpa C MO-MATbK
HHIYLHHPaHeTO Ha (GOTOTYBCTBHTENHH peakiyy. Bripeku ToBa, mauneHTHTe TPAOB
CHBETRAHH Na H30arear VB Irb4H WIH NPOABIDKMTENHO H3/IaraHe W/HITH CHJIHA CJTBH
CBET/IHHA 110 BpEME Ha NIeYEHHE ¢ MOKCH(IOKCALIHH.




IMTarmenTd ¢ rIKIOK030-6- T 2ig rEHAIEH JIE

TamueHTH ¢ paMHIHA aHAMHE3A KITH ¢ HATHYSH FIKIOK030-6-¢ocdaT AexuaporeHaseH AebulmT ca
NPeApasnoioXkeHH KbM NOABA HA XEMONHTHYHH PEaKiiiH IIPH Tepanyd ¢ XHHOJIOHH.
Cneposarenno, MOKCH(JIOKCALMH TPROBA Ja Ce H3MOT3Ba BHHMATENHO TIPH TE3H NALHCHTH.

ITaureHTH ¢ Ta30B0 BER3NAIATEMHA GoniecT

Tlpu malpesTH ¢ YCnoxKHEHa Ta30BO Bh3NaiuTenHa GonecT (Hanp. cebp3aHa ¢ Ty00-oBapHaleH Wid
Ta30B aficnec), 3a KOHTO € HeOOXOMHMO HHTPAaBEHOZHO JieUeHue, JederuneTo ¢ LIEMOIMHOKC He &
MPENOPBYATEITHO.

Tazoeo Bp3ManuTenHa GonecT Moxe Aa € IPHIHHEHA OT (IYOPOXHHOIIOH pe3HCTeHTHA Neisseria
gonorrhoeae. CIEAOBATENHO B TE3H CITyYaH MOKCH(IOKCALMH Tpa6Ba fa ce IPHIAra eZHOEPEMEHHO C
APYT MOMXOAAIN AHTHOHOTHK (Hanp.NedaIoCIOPHE), OCBEH aKO MOME J1a e H3KITIO9H
MOKCH}IOKCAIMH-pe3ncTeHTHA Neisseria gonorrhoeae. Axo 10 3 1HM chejl 3arouBaHe

Ha JICYEHHETO HE ¢¢ TIOCTHIHE KIIMHHYHO Ttonobperue, repanunra Tpabea aa 6b1e npeoneHeHa.

TauneHTH cBe celmanHy HHAEKIMH HA KOXKATA M MeKHTe Thkanwu {cSSSI)

Knunngnata eukacHOCT Ha HHTPABEHO3HHA MOKCH()IOKCALMH [IPH JIEYCHHE HA TEXKKH MHOEKUHA
BCNISACTRBHE HA HW3rapaung, GacluuTe B HHOEKIMH HA ARAGETHO CTHIANO ¢ OCTCOMHEIIHT HE &
YCTaHOBEHa,

BiauMoneiicTene ¢ OHOJIOrHUHM H3CISABaHMS
Br3MOKHO € B3aMMOEHCTBHE MEXIY JIEUEHHETO C MOKCH(IOKCALHH H MHKPOOHOIONMYHO M3CTICBAHE

3a Mycobacterium spp. 9pes notvckane Ha GaxTEPHATHHS PACTEK, KOETO MOXKE 114 [ioBe/e /0 (PalimmBo
OTPHLATEHH PE3YIITaTH NPH MpoGH Ha MAIHEHTH, JIEKYBaHH ¢ MOKCH(IOKCAIHH.

Iaimentn ¢ MRSA undekimu

MokcunokcaliH He e MoKasaH 3a JedeHue Ha MRSA uHbekunn, B cnyuaii Ha npegnonaraemMa Hin
ycTaHOBeHa HHGeKIwsA, NprdHHena oT MRSA, Tpa6ea fa ce 3anogre nekdeHHe ¢ NOAXOAAMI
aHTHOMOTHK (BXK. TOuKa 3.1).

HeanaTpuyna NOMYASIHA

Ilopaay HexkenaHWTe peaKIMH BBLPXY XPymAia TPH MIAJH KHBOTHH (BIDKTE Touka 5.3),
ynotpebara Ha MOKCHGIIOKCAIME NMPH Ae11a ¥ IOHOIM 1o 18 roaMHy ¢ IPOTHBONOKA3AHA
(proxre TouKz 4.3),

Tosu nexapcTBeH NPORyKT ChABpKA MO-Mako oT 1 mmol HaTpwii (23 mg) Ha QO30Ba €AWHHIA, T.¢
TIPAKTHYECKH HE ChARPKA HATPHi.

4.5 BsammoaeiicTBEe ¢ APYIA JIeKaPCTBEeHN OPOAYKTH B ApYrH GopmMe HA B3amMoneicTBHE

BaaumoneiicTBre ¢ feKkapcTBEHN MPOAYKTH

He Moxe na 6b4e H3KmoUeE anuTHBeH edekT BBPXy yasmKkapadero Ha QT WHTEpBana Ha

MOKCH(UIOKCALIHH H JIPYTH JICKAPCTBEHH NPOAYKTH, KOWTO Morat /1a yawokat QTc uurepsana. Tosu

edekT MoXe 1ta oBee A0 HOBHILEH PHCK OT KAMEPHH apHTMHH H NIO-CTIELMAITHO forsade de pointes.

Tlopapm ToBa € MPOTHBOMOKA3aHA ¢AHOBPEMEHHATA YTIOTpeGa Ha MOKCH(QUIOKCAITHH M CIICAHHTE

NIEKApPCTBEHH MPOAYKTH (BHKTe CHINO TouKa 4.3):

- AHTHAPHTMHIHH JEKApCTRa OTKIAC [A (Hanp. XHHMAHH, XHAPOXWHHINH, KHIOIMHPaMHX);

- AHTHAPHTMHYHH JieKapeTsa oT Kiac III (sanp. amMuozapoH, coranon, aoderuua, HOYTHIHA);

- HEBPONIENTHLM (HANp. (PeHOTHAIHHM, THMOIMJ, CEPTHHAOL, XANOTIEPHAOL, CYITOND T

- TPHLMKIHYHH aHTHACTIPECAHTH;

- onpeze/neH: AaHTUMHKPOOHH MPOLYKTH (CAKBHHARUD, CNIAP(IOKCALIAH, EpHTPO
NCHTAMMHH, IPOTHBOMANAPHITHY JIEKAPCTRA, H I0-CISHMATHO XATO(haHTPHH); (

- HAKOM aHTHXHCTAMHHOBH TIPOAYKTH (TepdeHATHH, ACTEMH30]L, MHIOIACTHH)

- JpyrH {LM3anpu, BUHKamMuH IV, Genpamin, auheMannn).




Moxcuurokcatus TpaGea fa Ghoe H3NOM3BAH ¢ NOBUIIEHO BHHMAHHE [PH HALHEHTH, KOHTO IPHEMAT
JIEKApCTBA, CIOCOOHH [Ia NOHIDKAT HMBATA HA KATHS (Hamp. GPUMKOBH M THASHAHH AHYPETHIIH,
NAKCATHBH M KIIM3MK (BHCOKH JIO3H), KOPTHKOCTEpOUAY, aMmpoTepriH B) WM xOHTO ¢4 CBBp3aHH ¢
KIHHMYHO 3HaYHMa OpagHKapiHs.

Mexay npHeMa Ha IPONYKTH, ChABPKALIH OHBANEHTHH WIH TPHBANIEHTHH KaTHOHH (AHTHAUMIHH
TIPONYKTH, ChIABPAKAIIH MATHE3HH HIH ayMHHWH; TablleTKH THAaHO3HH; Cykpandar B NpenapaTH,
CHOBPKALIM XKENA0 U UMHK) W nipHeMa Ha MoKcH(pIoKcalniH TpaGea Aa HMa HHTEPBAJ OT okono 6
daca.

EAHOBpeMEHHOTO IPHIIOIKEHHNE Ha BEIJICH ¢ NepopanHa 103a ot 400 mg MOKCHAIOKCAUMH € A0BEN0
AO H3pa3eHO NOTUCKaHe Ha abcopOIMATA Ha JIEKapCTBOTO H peAyLIHpaHa CHCTEMHA HAMIHOCT Ha
NEKAPCTBOTO ¢ MoBeye oT 80%. CnemopaTestio, eAnoBpeMeHHaTa ynoTpeba Ha Te3H ABe IEKApCTBa HE
ce npenopbusa {OCBEH B CIydadTe Ha Npejo3HpaHe, BIKTE TouKa 4.9).

Cnen noBTOpHO NpHIarase NpH 3ApaBH A0OPOBOMIH MOKCU(NOKCALMH OBUIIARA Cry HA JHTOKCHH ¢
okono 30% 6e3 na nosmassa AUC ami trough levels. He ca HeoBXomumy mpeanasHu MEPKH IIPH
UNOMBAHETO HA AWNOKCHH.

B npoyusanud, npoeeseHu npH quabeTHin A0GPOBONLM, eAHOBPEMEHHOTO MPIIOKEHHE Ha
MOKCHGTOKCALMH 1 InbeHKNaMH/ BOJH 0 HAMaNeHHe ¢ npulmmurenso 21% Ha mukosarta
uIa3MeHa KOHIICHTpalus Ha riubenknamuy. KomOuHamaTa Ha rimbeHKIaMun 1 MOKCHIOKCAI[HH
MOXE TEOPSTHYHO Ja AOBeAE 10 NieKa U NMpexonHa xunepraukemud. Obave HabmonaBaHHTe MPOMEHH
BBE (apMAKOKAHETHKATA HA INIHOCHIIAMM He BOIAT IO NPOMEHH BEB (HapMaKOAHEAMHYHA
niapaMeTpH (HMBO Ha KpBBHATA 3aXap, HHCY/IuH). CleqoBaTento, He € HabmoAaBaHO KIHHHYHO
3HATHMO B3aHMOJCHCTBHE MEXTY IMTHOSHKTAMHA]T H MOKCHGIOKCAIHH.

Ipomenu na INR

Crobimasany ca roaM Gpoii cryyau Ha OBHLIABAHE HA TIEPOPANHATA AHTHKOAIYJIAHTHA aKTMBHOCT FIPH
TAHEHTH, NOTY4aBalllH aHTHOAKTepHAIHH MPONYKTH, CIIELHATHO (UIyOpOXHHONOHH, MAKPOTHITH,
TETPALMKITHHH, KOTPHMOKCA30/1 ¥ HAKOH uedanocnopunu. Hsrnexaa, ue HhakTopHre, CREPIAHU ©
HH(PEKUMATA H BB3NANHTE/IHHA TPOLIEC, BE3PACcTTa H 06LIOTO CHCTOAHHE HA TALMEHT: Ca PHCKOBH
daxrops. ITpu Tean obcTosTEACTRA € TPYAHO Na CE IPELIeHH NaTi MApEKIHLTE HIH TEpanUaTa ca
NPHYHHWIA HapyiieHns B INR (MexxyHaponHo HopManH3HpaHo cboTHOIenHe). [TpenmasHa Mapka e mo-
4ecToTo MoHHTOpHpane Ha INR. Ako e He06X0aHMO, JOZHPOBKATA HA AaHTHKOATYNIaHTa TpAOEa Aa
OBblie CHOTBETHO KOPHIHpaHa.

B xomHiHM npoyBaHiHs HE Ca YCTaHOBEHH B3aMMONCHCTEHS CIE/l HOBPEMEHEH IPHEM Ha
MOKCH(GIIOKCAIH C: PAHHTHIHH, NIPOOEHELM ], HEPOPATIHH KOHTPALEIITHEH, KAJlHeBH N00ABKH,
NIApEHTEPATHO NPHIKEH MOPMHH, TeodhHWMH, UHKIOCTIOPHH HIH HTPaKOHA30JL.

Hn aumpo w3cnenBaHksA ¢ YoBeNIKH cH3MU P-450 notespkaasar esn ganau. Criope]] Te3H pesyITTam €
MAIKO BEpOSTHO MeTaboimrHo B3aumMoneticrele mocpeacteoMm P-450 ensumure.

B3auMoAeHCTBHE ¢ XpaHa
He e ycraHOBeHO KITHHMYHO 3HAYHMO B3AHMOACHCTBHE MEXKY MOKCHGBNOKCALME B XpaHa, B T.4.

MICYHH NMPOAYKTH.

46 @eprannaTer, GpeMenHOCT B KpPMeRe

bpeMeRHOCT
BbezonacHoCcTTa Ha MOKCH{(IOKCALIMH [IC BpeMe Ha DpeMeHHOCT IIPH X0pa He € Ole

MpoyuBanusTa Npp XWBOTHM MOKA3RAT PENMpPOAYKTHBHA TOKCHIHOCT (BHXTE




TloTeHupaTHBAT PHCK NPH X0pa He e w3BecteH. [lopaau excnepHMEHTATHAA PHCK OT YBPEKAZHE Ha
XPYIIAa Ha HOCELHTE CTABK HA HE3PEH JXHBOTHH H OOPATHMHE CTABHH KOHTY3UH NPH Je1a,
JIeKyBaHH C HAKOH (IyOpOXHHONIOHH, MOKCH(IOKCAIMH He Tps6Ba aa ce MpHiara mpH OpeMeHHH
3eHH (BIDK TouYka 4.3).

Kspmete

HsamMa nanuyHu naHAH 33 ynotpela npH kbpmery xeHud. TTpeakMHIuHITe JaHHH COYAT, 9e MaTKH
KOJIHIECTBA MOKCH(NIOKCAIIHH ¢€ eKCKpeTHpaT B kbpmara. [lopaau jmancaTa Ha TaHHH 3a yioTpeba npu
XOpa H eKCIISPUMEHTATHHA PHCK OT YBpeXkIaHe Ha XPYHIUIA HA HOCEITMTE CTABH HA HE3PEJTH KHBOTHH,
NPHYHEHO OT (ITYOPOXHHOJIOHH, KBPMEHETO € TIPOTHBOTIOKA3AHO T10 BPEME Ha TEPAITHATA C
MOKCHGITOKCALH.

DepTHIAATET
[Ipoy4yBaHHATA NPH *HBOTHH HE NOKA3BaT BIKAHHE BBPXY QepTHIHTETA (BIDKTE TO4YKA 5.3).

4.7 EdexTa BbpXy cnocoGHOCTTA 32 mopHEpane # paboTa ¢ MAIARE

He ca nposexaasyu npoyupanud BepXy edekTHTe HA MOKCH(IIOKCALIMH BEPXY criocoOHOCTTa 38
wodupane u pabora ¢ MauHM. O6aue GiyopoXHHONOHKTE, BKIIOYUTETHO MOKCH(IOKCAlHH, MOraT
A2 JOBEIAT A0 BJIOLIABaHE HA CIIOCOOHOCTTA Ha [TAIHEHTHTE Jia iInoQHpaT HWITH Aa paGoTaT ¢ ManIuHA
nopaH peakudH ot crpada Ha LIHC (nanp. 3amaiiBane, Wi ocTpa, BpeMeHHa 3ary0a Ha 3peHHe,
BIDKTE TOYKa 4.8) WK ocTpa U KpaTKoTpaiiHa 3aryfa Ha ¢h3HaHMe (CHHKOIT, BIKTe Touka 4.8).
IMamenTire 61 cnexpano Aa GBAAT CHEETBAHH 2 NPOBEPAT Kak pearupat Ha MOKCH(IOKCALTHH
npend Aa modupat Wik paGoTAT ¢ MalHH.

48 Hexeians JeKaPCTBEHA PEAKIRE

Tlo-nomy ca npeACTaBeHH HEXEIAHHTE PEAKLIMH OT BCHUKH KIMHWMHA HANHTBAHHA H MOTy4CHH OT
TIOCTMAPKETMHIOBE CHOOLIEHHA ¢ MOKCcHpIoKkcaipH 400 mg (npriaraH nepopaTHO H KaTo Tioc/eBaia
TEPAITAA), FPYIHPAHH TI0 JECTOTa:

OcCBeH rafieHeTo ¥ JIMapHATA, BCHYKH HEIKETTAHH PeaKluy ca Hab/moZaBaHu ¢ 9ecToTa nog 3%.

Ipu BeAka rpymia Mo 4eCcTOTa, HEXKENAHHTE JICKAPCTBEHH PEAKIHE 2 H3GPOEHH B HU3XOMATI pell 10
OTHOIIEHHE HA TAXHATA CEPHO3HOCT:

- ugectH (= 1/100 go < 1/10)

- Hewectd (= 1/1,000 oo < 1/100)

- penaxu (> 1/10,000 mo < 1/1,000)

- MHoro pegk# (< 1/10,000)

- ¢ HEH3BECTHA 4YecToTa (He MoKe Jia ObAe YCTAHOBEHA OT HAIHMHHTE JAHHH)

CHcTemno- €CTH HeuecTn Penku MHoro peaxn rC'nesnec'ma
o

Opra"veH Kmac eCTOTA

Hudexnur n epHHbeKIMH
HAQeCTAIHE € PEIHCTCHTHH

aKTepHH WITH
H, Hanp.
epopaiHa H .
arnHaNHa 7 &
aHMpo3a i F
Hapymennsa AHEMHAS TToeHme#Ho

Ha KPBBTA H JleBkomieHus(H) | Ha nporpoMG

"-




JaMpHaTa €yTPOTIEHHA norroked INR
cHCTEMAa POMOOLIMTONEHHA IATPastyTIOHHTO34,
poMboOIMTEMHA MAHLHTONEHHA
PBBHA
O03HHO(HIHS
JBIDKEHO
OTPOMOHHORO
[Bpeme/ noBHIIEH
Hapymenns A nepruvHa AnadunakcHs
Ha HMYHHATA peakiius (BxK. TOMKA [BKI. MHOIO PAAKO
CHCTeMA 4.4) PKHBOTO3aCTpalla
Balll, IHOK {BXK.
TouKa 4.4)
AneprutieH 0TOK/
aHruoenieM (BKJL.
OTOK Ha
TapHHKCa,
MOTCHIHMAITHO
KHMBOTO3ACTpALIAB
alr, BX. TOYKA
4.4)
Hapymennsn XunepnanmiaeMus  [Xuneprnukemuss | XHIOTTHKEMHA,
Ha X uniepypHKeMHa [XHATOTTHKeMHYHA
MeTalommIMa fkoMa (BIDK TOYKA
# XpaHeHeTo 4.4)
Henxuann Tperoxau peakum [EMommMoHaNHA Jlenepconanmsa-
HapymeHus* [IchuxomoTopra TaGHITHOCT s TICHXOTHYIHE
XunepaktuBHocT  lenpecns (B [peaKiHA
pB30yna MHOTO PEIKH (MOTEHLHATHO
CITy4aH IMHHMPAINA B
MOTEHIMATHO ebeHapaHABALLO
[KYAMHHHpAIla B {IOBEJeHHE, HAIp.
ceOeHapaHABAILIO eCTABH, MHCITH
[TOBEICHHEE, HANP. [IH OIATH 34
FIPSICTABH, MHECJIH CaMOyOHHCTBO,
MM oTHTH 2a BiK. TOUKa 4.4)
icamoyOwuiicTso,
BK. TOUKA 4.4),
X anroiHanyy,
JICTHPHYM
Hapymenns ICanapom Ha
Ha HEeaJleKBATHA
e€HIOKPHHHAT CEKpeIHa Ha
a cHCTEMa [AHTHTHYPETHUHHA
XOPMOH
(SIADH)
Hapymenna [[nasoGomwme [[lap- m masecTesns [Xunoecresma Xumepectesust .
Ha HepBHaTa [3amajiBane Hapyiuen Biyc Hapymeno :
cHCTeMa* (BKJ1. B MEOTO 0OOHAHIE
PEOKH CITyqaH (BKJI. aHOCMHA)
Arey3us) AGHOPMHH
OOBpKRaHe H CHHHINA
nesopHeHTaLMA {Hapymena




Hapyines cbu

(Mpe/MHO
Ceschrne)
TpeMop
CBeToBBpTER
CBHIMBOCT
rBpYOBe (BIK.
rrodka 4.4)
Hapymeno
BHHEMAHUE
HapytueH rogop
[AmHesns
[Mepugepna
HEBPOMNATHA H
NOTHHEBPONIATHA
Hapymerinn H3yaJiHH Mpexomia 3ary6a
HA OIHTE CMYUICHHSA BKIL Ha spemHe
AHIUTOTINA H (ocobeHo npu
HapyticHa peakun ot LIHC,
SPHTEIIHA OCTPOTA BK. TOWKH 4.4 1
(ocobeHo npu 4.7)
E:(amm or ITHC,
. Touka 4.4)
Hapymennn [lym B ymuTe
HA YXOTO H
aabBEpEATA* i{g}:ﬁ;: otf[aHyX,
( 0OHKHOBEHO
obpaTuma)
Cupaeunn Y neiDkaBaHe Ha|Y ABKaBaHe Ha  [KamepHu HeonpeneneHn
mapymenng** [QT npn QT TAXHAPHTMHH APHTMUAH
OAUMEHTH C {Bxk. Touxa 4.4) CHukon (T.e. Torsade de
XHnokamemMAs  |Tlanmiragm 0CTpO Pointes (Bx.
(BK. ToukH 4.3 u |Taxukapaus HACTBIHUNA H Touka 4.4)
4.4) [Ipeacwpaso KparkoTpafina  [CupacyeH apect
MBKICHE 3aryba {BK. TOUKa 4.4)
AHTHHA NEKTOPHC  |Ha CB3HAHHE)
Cpi0BH Bazoaunaramus XumeproHus Backynur
HApymeana** XHNOTORNS
Pecnaparopn 3amyx
H, {BmIOYMTENHO
TpbAHHA B ACTMATHYHH
MeAHACTHHA L:chma)
JIHA
HAPYmICHAR
Cromamno- [Tagene Hamanen anetur 1 {Aucarng
9pesHH TloBpaiiase MpHEM HA XpaHa CroMarut
Hapywesna |CtoMammHo- 3amex Cerp3aH ¢
qpeBHa Hucnencus AHTHROWOTHIIH
H KOpeMHA Ilomysane Ha KOJTUT (BKJI




Kopema IceraomMembGparo
lacTpur -3€H KOJIHT, B
I loBHIDEHa amMIU1a3a (MHOTO PeaKH
CJTy4au CBBp3aH ¢
JKHBOTORacTpatila
Ba~1H
VYCHOKHEHHS, BXK.
Toyka 4.4)
Xenarto- YepHoapoGuo DKBITeHHuIA Dy IIMHHAHTEH
Onnmapnn TpancaMAdasy  lyspeknane (ren. Xerarur PLE (0748
HapYIICHRA moeHLer LDH) KrpeauMHO [OTEHLMANTHO
Tlopumen XONIECTATHYEH) BOZIEIL IO
GBIy OHH PKMBOTO38-
I TobHIeHA rama- CTpallaBaika
Ty TAMIUT- uepHOAPOOHA
TpaHcdepasa HEIOCTATEHHOCT
OBHILEHHE B (BK1. daranen
BTA HA ATKAIHA BXOA, BXK. TOMKA
pocarasa 4.4) _
Hapymenan Cupbex bynosas koxken  JOcTpa
HA KOXKATA H O6pHE PeaKIMH KaTo reHepanH3HpaHa
HOAKOKHATA VpruKapusa CHEAPOM Ha CKCIAHTEMATO3HA
TBKAH ICyxa Koxa CruBsrc- ITyCTYA03a
JDKOHCEH FTH (AGEP)
TOKCHHMHA
eIHACPMATHA
HEKpOTH3a
(noteniHanmHoO
JKHBOTO32-
CTpAlIARALLA, BiK.
Touka 4.4) _
Hapymenas ApTpamrus TenaAUHHT {(BK. PaskkcEane Ha Pabnomionnsa
Ha Muanus TOYKA CYXOMHITHE (BXK.
MYCKYJIHO- 4.4) TouKa 4.4)
CKeJIeTHATA Eycxymm KpamIH {ApTpHT
CHCTEMA H YCKYIHH crizsMH {MycKynHa
CHeIHHATENH YCKY/HA PHTHIHOCT
ara cabocr Oboctpsane
TEKaH* CHMITTOMATHKATA
w2
MHACTCHHS TPABHC
(5:x. TouKa 4.4)
Hapymenns Tlexuaparamga br6pesHO
Ha lyBpeskaane
0nOpenATe B (BKJ1. TTIOBHINICHH
NHKOTHHATE BUN
ObTHIA H KPCATHHHH)
BrOpedHa
HEROCTATBHHOCT
(Bx.
rouxa 4 .4)
O6mu Obuo Orok
HapYIEHES HEPasTIONOKEHHE
H ¢eKTH Ha (CIpeMMHO ACTEHHS




MECTOTO HA WY yMOpa)
npAJcKenne* Bonesnenu
CECTOAHMA (BKIL.
6onxa B rep0a,
TEP/IMTE, Ta3a U
KpafHHIHTE)

il/]zmmane

*Crobmana ce 33 MHOTO PEAKM CJTyT2H HA IPOFBILKUTENHA (IO MEeCELR IR ro,umm), HHBARHARIHPAINH H
NOTEHUHATHO HeOOPATHMH CEPHO3HH JIEKRPCTBEHH PEAKIHH, 3aCArallH HAKOJKO, [IOHAKOTa MHOTO, CHCTEMO-
Oprat#y KIacoBe H CETHBA (BRIHOMNTENHO PeakiMi KATe TeHIHHHT, Pa3KbCBAHE HA CYXOMKAIHE, ApTPAITHA,
fonka B KpalHMIMTE, HapyIICHHE HA IOXO0AKaTa, HEBPONIATHH, CBLP3AHH ¢ TAPECTE3HH, ASTIPECHH, YMOpa,
HapyLIEHHEe Ha TAMETTa, HAPYIUEHAA HA ChHA H YBPeR/AaHe 84 ClyXd, 3PSHMETO, BKYCA W 0GOHAHHETO) BBE
BpPB3Ka ¢ ynoTpe0aTa Ha XHHOIOHH H GAYOPOXHHOIIONH, B HAKOH CITyJaH HE3ABHCHMO OT B¢ CHINECTRYBAIATE
PHCKOBH (pakTopH (BXK. ToUKa 4.4).

** TIpH nanMeHTHTE, NPHEMAIH GIYOPOXUHONOHH, C4 CHOGIICHM CNYYaH HA AHEBPH3MA H THCEKAlHs Ha
aoprara, IOHAKOTS YCIOKHESHH NOpaiH PasKeCBate (BKIIOYUTENHO ¢ NETaNeH U3X00) H

PETYPrATaIMA/He JOCTATLIHOCT Ha HAKOH OT ChPACIHMATE KIaiH (BX. ToUKa 4.4).

Muoro paako ce cho6maBa 3a cIeIHUTE HeXXenaHH peaKll|u Clell ICUeHHE ¢ APYTH
$IIyOpPOXHHOIIOHH, KOHTO € BE3MOKHO 12 C¢ MOABAT H IIPH JICUCHHE ¢ MOKCHQIOKCALIMH:
XHNEPHATPHEMHA, XHIICPKATLIHEMES, XEMOIHTHYHA AHEMH, peaKi[HH Ha
toToceHcHOMM3aIMA (BIDKTE TOUKa 4.4),

CpobmapaHe HA MOJO3HPAHN HEWENAHH PEAKLHH
CrobiuapaHeTo Ha IOAO3HPaHH HEXeJIaHK PEAKIHM ClIER pa3peinaBaHe 3a ynoTpeda Ha NeKapCTBeHHA

NIPOJYKT € BaXKHO. TOBa O3BQIABA Ja NPOABLKH HallIONeHHETO Ha CHOTHOIIEHHETO NOI3A/PHCK 33
JIeKapCTBEHMS MPOAYKT. OT MEIHIHHCKHATE CIEUHATTHCTH ce H3HCKBA 1a chobImagaT BCAKa
TOAO3KPAHA HEXENAaHa PeaKiiis Ype3 HAHWOHANHA CHCTeMa 33 cholimaBaHe KbM Mameiaurensata
arenumA no nekapersara, Cogua 1303, ya. aman Ipyee 8, ten.: +35928903555; daxc:
+35928903434, e-mail: bda@bda.bg.

4.9 Ilpenozmpane

Hama cneumdiunm npeiiaznn Mepkd, KOWTO Ja Ce Npenopbyar cneA cayyalino npenosupane. Iipu
CIiydaii Ha peno3Mpane TPsa6pa a ¢e NPHAOKH CHMITTOMATHYHO fedenHe, Tpsbpa na ce npeanpHemMe
nabmoneHHe upes EKT™ mopanu epaMoxHo yabpkasane Ha QT-unrepeana. Exnospemenso
TIpHJIOSKEHHE Ha aKTHBUPAH BBIJIEH ¢ 1033 400 mg nepopaneH MokcHGIOKCALHH 1e peAyLHpa
CHcTEMHATa GHOHAMHYHOCT Ha JIEKAPCTBOTO ¢ nogede oT 80%. M3nomseakeTo Ha BBIJICH PaHO No
BpEME Ha aﬁcopﬁlmaTa MOXE Na € [IOJIC3HO 34 NpeAna3paHe OT MIPEKOMEpHO IoBHIIABAHE HA
MOKCH(IOKCAIMH B CITy9aH HA NEPOPAIHO NPENO3HPaHE.

S. PAPMAKOJIOTHYHHA CBOHCTBA

5.1 PapmaxosuBaMBYIEH CBOHCTEA

DapMakoTePaNeBTHUHA IPYHA: XMHONOHOBH AHTHOAKTEPUAHH, (IyOPOXMHONIOHH
ATC xon: JO1IMA14

Mexanu3rm Ha nelcTBHE
MokcudnokcaliH OpHTexaBa aKTHRHOCT Uk 6UMpo Cpely rosam 6poi I pau-nonoxcme.mm '
OTPHUATE/IHH NATOTeHH.

bakTepMIHAHOTO AckicTBHE Ha MOKCH(IOKCALIMH € Pe3yNITaT 0T HHXHOHpaHe Ha IpeTe
Tono#somepass (JIHK rupasa u ronomsomepasa IV), neoOxoaumu 3a GaxTepnannara pe



aKTHBHOCT H II0-HHCEK NoA0Op Ha pe3ucTeHTHH MYyTaHTH Ha I'paM-nionoskHTenHuTe Gakreph, B
cpasnenne ¢ C8-H rpynara. Hassranero Ha ronsM GuimxnoamuseH 3amectire Ha C-7 nO3HIHA
npeanassa ot epeKTHBHO HABNH3AHE, CBBP3aHO ¢ norA or pmrA renu, HaGMIOaBAHO NPH ONPENENCHH
I'paM-noNoXUTENHH GAKTEPHH.

PapMakoJHHAMHYHM TIPOYYBAHHA TOKA3BAT, Y€ MOKCH(TIOKCALMH NPHTEKARA OakTeprITaeH odekT,
3aBHCHMM OT KOHLIEHTpaiMaTa. MuHMManHuTe Gaxrepuunany koruenTpamus {MBC) ca nogo6HH Ha
MHHHMA/IHATE HHXHOHTOPHHU koxLieHTpainiu (MIC).

Bingume 85 €BHATa (rigpa npy xopa

Cnen nepopaiHo NpHIIOKeHHE Ha MOKCHUIOKCALIMH NP A0GPOBONIM ca HAOIIOAABAHM CIIEHUTE
npoMeHH B upepHata Qnopa: Escherichia coli, Bacillus spp., Enterococcus spp., v Klebsiella spp. ca
Peylpany, xakto | anaepobure Bacteroides vulgatus, Bifidobacterium spp., Eubacterium spp., n
Peptostreptococcus spp.. Bacteroides fragilis e nowmmn 6pos cu. Tean IPOMEHH CE BBICTAHORIBAT B
HOPMAJIHHTE CTOMHOCTH /0 IBE CEIMHIIH,

MexaHM3BM Ha PE3UCTEHTHOCT

MexaHH3MHTE HA PE3UCTEHTHOCT, KOUTO HHAKTHBHPAT NEHHLHIHHH, He(DanoCTIOPHHH,
AMHHOTTTHKO3H/TH, MaKPOITHTH H TCTPAITHIUIMHH HE B3aHMOJEHCTBAT ¢ AHTHOAKTEPHATHATA AKTHBHOCT
Ha MOKCH(UIOKCALTHH. JIpyrH MexaHW3MK Ha Pe3HCTEHTHOCT, KATO 3AlMTHH GapuepH (00w npr
Pseudomonas aeruginosa) n MEXAHWIMHTE HA HYTH3AHE MOTAT 13 NOBJHSST YyBCTBHTEIIHOCTTA KBM
MOKCHQUIOKCALHH.

Hy 6umpo pe3ucTEHTHOCT KBM MOKCH(IIAKCAUMH C¢ PA3RUBA OCTENEHHO 4pe3 TOUKOBH MYTallHy B
Asete un I ronousomepasu, JTHK rapaza v tonomsomepasa I'V. MokcHgnokcami e cyberpar,
KOATO TPYAHO NPEMHHABA Ype3 MEXAHM3IMHTE 33 AKTHBHO HaBJIH3aHE MPH | paM-NOIOKHTEIHHTE

MEKPOOPTAHWIMH.

KprerocaHa pesHcTeHTHOCT ¢ HabmoaBaHa ¢ Apyru xuHononu. Obave, Thi KaTo MOKCH(IOKCalH
wHxuOHpa apere Tonorsomepasy I 1 IV ¢ nogobua akrueroct npu T paM-noNoxkUTe/IHHTE GakTepHH,
Te3n GAKTEPHH MOTAT [1a C2 PE3HCTEHTHH KBM JPYTH XHHOIOHH, HO YyBCTBHTEIHH KbM
MokcH(pIOKCaIH.,

I'paHminy cTOMHOCTH
EUCAST xnvHuuHy kpATHYHH KoHueHTpaimnd (MIC) # THCKOBO-AMQY3HOHHN rPaHHHMHY CTOHHOCTH

3a MokcHGoKcaLH (tabmuua epeus 8.0, Banuana or 01.01.2018):

IMMamone UyBCTBATEIHH PesncrenTun
8. aureus <0.25 mg/t > 0,25 mg/l
=25 mm <25 mm




Coagulase-negative staphylococci <0.25 mg/l >0.25 mg/]
>28 mm <28 mm
S. pneumoniae < 0.5 mg/l > 0.5 mg/
> 22 mm <22 mm
Streptococcus Groups A,.B,C,G < 0.5 mg/1 > 0,5 mg/l
> 19 mm <19 mm
H. influenzae <0.125 mg/l >0.125 mg/]
> 28 mm <28 mm
M catarrhalis <0.25 mg/l > 0.25 mg/l
> 26 mm <26 mm
Enterobacterales <0.25 mg/l >0.25 mg/l
>22 mm <22 mm
I'panuvnu cmoiinocmu, necevpzanu ¢ <0.25 mg/l >0.25 mg/]
onpedenen 6ud *
*Tesu zpanuunu cmolinocmuy ce usnoazeam camo xozamo ca nanuye Ipanwunu cmoiinocmu,
HECEBbP3aNY ¢ onpedener euounu Opy2u NPenopbRu(mupe Wiy 3abenexcka) 6b6 udoeo-
cneyughuunume mabauyu

MuKpoOHOIOrHYHA YYRCTBHTETHOCT

IlpeobnanasakeTo Ha IPHAOOHTA PE3HCTEHTHOCT MOYKE /12 BAPHPA B 3aBHCHMOCT OT reorpadckara
00JTacT ¥ BBE BPEMETO NpH U30PAHM LIAMOBE, TIOPATH KOSTO € XKEJIATeIHO A4 C¢ ThPCH HRpOpMaITHs
3a JIOKAMHA PE3HCTEHTHOCT, 0CO0DEHO TIPH JiedeHHe Ha Texky Hudekuud. [Ipa HeobxomMocT, Tpabea
7a e THPCH CKCMEPTHA KOHCYNTALAA, KOMATO MECTHHAT NpO¢ KN Ha PE3HCTEHTHOCT € TaKbB, U
TO/I3aT4 OT AreHTa B [IOHEe HAKOH OT BHAOBETE HH(EKIIMH € M0 BHIIpOC.

O61mo 1yBCTBHTE/INA BHAOBE

AepobuH ['paM-NoI0KETEIHH MEKPOOPTAHA3IMH

Gardnerella vaginalis

Staphylococcus aureus * (methicillin-uyscteurenen)

Streptococcus agalactiae (rpyna B)

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

Streptococcus pyogenes * (rpyna A)

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

Aepob6an I'paM-0TpHDaTEeIHH MEKPOOPTaHH3IME

Acinetobacter baumanii

Haemophilus influenzae *
Haemophilus parainfluenzae *
Klebsiella pneumoniae **

Legionella pneumophila

Moraxella (Branhamella) catarrhalis *

AHaepoOHE MAKPOOPranA3IMHE

Fusobacterium spp.
Prevotella spp.

Apyra MHKpPOOPTAHHIMHE

Chlamydophila (Chlamydia) pneumoniae *
Chlamydia trachomatis *

Coxiella burnetii

Mycopiasma genitalivm




Mycoplasma hominis
Mycoplasma preumoniae *

BajoBe 33 KOHNTO NPHACOATATA PEIRCTEHTHOCT MOXKE 13 € Opobaem

Aepobau I'paM-noNokHTE/IHE MEKPOOPraREIME

Enterococcus faecalis *
Enterococcus faecium *
Staphylococcus aureus (MUTHLIJIHH-PE3HCTEHTEH)

Aepobad I'paM-0TpANATEIRHE MEKPOOPTaHA3IMA

Enterobacter cloacae *
Escherichia coli *
Klebsiella pneumonia **
Kliebsiella oxytoca
Neisseria gonorrhoeae * *
Proteus mirabilis *

AHaepoOHH MHKPOOPraHH3MHE

Bacteroides fragilis *
Peptostreptococcus spp.*

Hac.ﬂegcmeno PEIHCTEHTHA MAKDOOPrAHHIMH

Aepotan I'paM-0TpHIaTEIH MEKPOOPTaHAIMHE

Pevudomonas aeruginosa

* AKTHRHOCTTA € 33/i0BOJIHTENHO AEMOHCTPHPAHA HA YyBCTBHTENIHH IAMOBE IPH KIHHHYHH
NPOY4YBaHHA HA 0N00pEeHH KITHHHYHH NOKa3aHus.

* ESBL- npoA3Be ALY AMORE ¢4 OOHKHOBRSHO PE3NCTEHTHH KM DAYOPOXMHONOHHK.

"YecToTa Ha pe3HCTEHTHOCT > 50% B eHA WM HOBEYE CTPAHH.

5.2 DapMakOKHHETHYHM CBOHCTRA

AGcopbuma ¥ GHOHATHYIHOCT

Cren nepopanno npusjjokeHHe MokciA(aoKcamH ce aGecopbupa 65p30 H NOYTH HAITEIHO.
Ab6comoTHaTa GHOHATHHHOCT MPeACTABABA npubnusurenHo 91%.

DapMaKOKHHETHKHTE €a JTMHEHH npH eaHokpaTHa Ho3a 50 - 800 mg u a0 600 mg BeaHBX THEBHO B
NpoAb/okeHue Ha nosede oT 10 xem. Cien 400 mg nepopaina A03a MAKCHMATHHTE KOHIEHTpalH 3.1
mg/! ce mocturat 0,5 - 4 4. cnex nprnoxkeHue. [IMKOBATe H NOCTOAHHKTE PABHOBECHH MJIa3MEHH
xoHuenTpaimH (400 mg BeANbIK NHEBHO) ca CHOTBETHO 3,2 1 0,6 mg/l. B paBHOBecHa KOHLEHTpaLMA
eKCIIO3HIIHATA B PAMKHTE Ha NO30BHA HHTEpRAI € oKono 30% no-BUcoOka B CPABHEHHE ¢ TEpPBaTa
ao3a.

PaznpenencHue

MokcurtuiokcaudH ce pasnpenend Gbp30 KbM eKCTPABACKYJIAPHOTO MPOCTPAHCTBO; ciie fo3a oT 400
mg ¢ yctanoseda AUC 35 mg.h/l. Hunmanuar ofiem 3a pasnpeseneHye B paBHOBECHA KOHLIGHTPAIHMA
(Vss) e npubnusurenno 2 Vkg. EkcriepuMeHTHTE €KC BHBO H HH BHTPO IIOKA3BaT CBBP3BaHe C
npoTedH NpubmusHTeHO 40-42%, HE3aBUCHMO OT KOHIIEHTPALMATA Ha JIEKAPCTBOTO.
MokcrbnokcaiMt ¢e CBbp3Ba IMABHO Che CEPYMHHA anbyMuH.

CrienMre MHKOBH KOHIEHTPAUMH (FEOMETPHYHA CTORHOCT) €8 YCTAHOBEHY CIIEH NEPOPATHO
IpHIICKEHHe Ha €IHOKpaTHa nepopaiHa feo3a ot 400 mg MokcHpNOKCaMH:

Toxan KonuenTpauns Mscro: niazMenoy ‘3‘8‘
A

1lnazma 3.1 mg/l

Cnronka 3.6 mg/l 0.75-1.3




MexypHa TEYHOCT 1.6 ' mg/l 1.71
bpouxwania Mykosa 5.4mgkg 1.7-21
AnBeosiapHa Makpodaru 56.7 mg/kg 18.6 - 70.0
TeunocT, nokpueaina emyrena | 20.7 mg/l 5-7
Makcunapes CHHYC T5mg/kg 2.0
ETMoHaneH cHHYC 8.2 mg/kg 2.1
[onuny B Hoca 9.1 mg/kg 2.6
HHTepcTHIMATHA TEYHOCT 1.0 *mg/l 08-1423
Yencka nonosa cucTeMa * 102 * mg/kg 1.724

* HHTPABEHO3HO NPUIOKEHHE HA SAHOKPATHA A03a ot 400 mg
110 4 cien npunokenne

? HeCBBP3aHA KOHLIEHTPALHA

Y013 u no 36 4 cnex noza

* B kpas Ha uay3uaTa

bu cthopm.

Moxkcutnokcanmn € nonioxken Ha Suorpancdopmamus daza I1 u ce exckperupa 4pes Gnbpenu u
ATBHKA/H3TPKHCHHA KATO HEPOMEHEHO JIEKAPCTBO, KAKTO ¥ NOI (JOPMETA HAa KOMIIOHEHT,
ceabpiKaim capa (M1) u xaro rmokyponng (M2). M1 1 M2 ca eauncTBeHuTe METaOOMHTH,
XapaKTepHH 34 XOPaTa, KaTo H JBATA 2 MHKPOOHOJIOTHYHO HEAKTHBHH.

[Mpy xmMAKYHH npoyyusanns 1 ¢aza W HH BHTPO NpoyuBaHHs He ca HaGmonasaHH MeTabOIMTHH
(papMaKOKHHETHYHH B3aHMOJICHCTBHA ¢ OPYTH NeKapcTsa, HOANMKEHM Ha GroTpancdopmanms daza I,
H3MOJI3RaNE HHToXpoM P-450 emsnma. Hama nauAu 3a OKHCIHTENEH METa0ONHIBM.

Enumuanpane
Mokcudnokcaiis ce eTHMMHHMpA OT IUTA3MATA C KPaeH ETHMHHALMOHEH MOMYKHBOT MPHONHZHTETHO

12 gaca. CrofiHocTTa Ha OOUIHAT TEeceH KIMPBHC Clle] eHOKpaTHa f03a oT 400 mg sapupa ot 179
Ao 246 ml/min. BeOpeyHHAT KIMPBHC, BBUTA3AM] HA OKOIO 24 - 53 ml/min, Npeionara 9acTHIHA
TyGymHa peaficopbums Ha nekapcrsoro ot Gppermre.

Cnen no3a ot 400 mg Be3cTaHOBABAHE B ypHHAaTa (npulinranTenso 19% HENPOMEHCHO EKAPCTRO,
npubnu3mTenHo 2,5% 3a M1 1 npubmusurento 14% 3a M2) u usnpaxkHeHHATA (ripuGmsHTenHo 25%
HEMPOMEHEHO ACKAPCTRO, NpHOHInTeNHO 36% 3a M1, 11 He ce ycTanoBsBa 3a M2) obuio
npubauzuTesHo 96%.

EnHOBpeMeHHOTO NpUIIOKeHHE HA MOKCH(IOKCALMH ¢ PAHHTHAHH WIH MpoOeHelH| HE ITPOMEHA
6L0peyHHa KIHPBHC HA IEKSPCTBOTO.

Cmapuecka 6b3pacm u RAYUERMY C HUCKO MERECHO MENO
Tlo-BHCOKH NMAA3MEHH KOHLISHTPAAH ¢a HaOMoAABaHY K 30paBy AoOPOBOTIIM ¢ HACKO TENECHO
Terio (KATO KeHH) M Npu JOGPOBOJILIH B CTapuecKa BLIpacT.

Ilayuenmu c 6vbpeuno yapesicdane

DapMaKOKHHETHZHHTE CBOHCTBE Ha MOKCHUIOKCALIMH He ca 3HAYHTETHC pa3/IHuHH NPH AIHEHTH C
6B0peuno yBpesxaaHe (BKTIOMHTEHO KPEaTHHHHOB KIHPEHC > 20 ml/min/1.73 m?). Trit kato
6p0peunara GyHKIHA ce IOHIDKABA, KOHLEHTpaUMATA Ha MeTabonuT M2 (roKypoRsz) ce NOBHINABA
¢ daxrop 2,5 (kpeaTHHMHOB KIMpsHC < 30 ml/min/1.73 m?).

Tlayuenmu ¢ weproOpobHO yepexcoane i
B13 ocHOBa Ha apMakOKHHETHUHWTE NPOYYBAHMSA, IPOBEAEHH 0 Cera npu TALEHTH C - /
yepHOApoOHa HeaocTaThunHocT (Child Pugh A, B), He e BB3MOXHO A2 ce onpeaendT far
paslIAYHA B CPABHCHHE CBC 3ApaBH A0OPOBOIMIK. VBpeneraTa YepHOAPOOHA QYHKIMA

OO-NPOFBIDKHTENHA eKCTIO3HIHA ¢ M1 B 11asMara, JOKATO eKCIO3HIHATA HA JIeK|



CPaBHHMMA ¢ CKCIIO3MIMATA MPH 34paBH A0Oposomm, HaMa A0CTaTEYHO OMUT ¢ KNMHAYHATA yriotpeda
Ha MOKCH(IIOKCAIIMH NPH NAUHEHTH C YBPEACHa YepHOAPOGHa GyHKIHA.

5.3 IlpeaxnandYHM AaHuHE 3a GezonacnocT

EdexTHre BEpXY XeMOMOETHYHATA CHCTEMA (JIeKO TOHMKABAHE HA 6pOs HA ePHTPOLIATHTE H
TpoMGOLHTHTE) Ca HabMOAABAHK NPH IUTHXOBE H MaliMyHH. KakTo npu Apyrare XMHONOHH,
XETIAaTOTOKCHYHOCT (IIOBHINEHH YePHOAPOOHH eH3HMH H BaKYO/THA ieTeHepaliA) ¢ HaGmoNapada IpH
ILILXOBE, MafiMyHH H KydeTa. [Ipu MaliMyHu ¢ HabmmogaBana TokcaudocT Bbpxy ITHC (repwose).
Tesu edextu ca HAGMIOAARAHK CAMO CEH NCUCHUE C BRCOKH JO3M Wilt CILH NPOALIDKATENHO AeUCHMe
¢ MOKCH(IIOKCALIHH,

Moxcndnokcalls, KakTo APYFHTE XHHOJIOHH, € TEHOTOKCHUYEH B HH BHTPO TECTOBE C H3MON3BAHETO
Ha GaxTepum Wi KIeTkH oT Gozaknmim. Tesn edekru Morar fa ce o6ACHAT ¢ B3aHMOAEHCTBHETO C
THpazaTa » faKTepHUTE H - NIPH IIO-BHCOKH KOHIIEHTPALMH - ¢ B3aHMOAEHCTBHETO ¢ TonousoMepasa 11
B KIETKHTE Ha G03aHHMLM, MOTaT Jia e ONPEAENAT NPAroBH KOHUEHTPaHHK 338 FeHOTOKCHYHOCT. I1pu
HH BHBO TECTOBE HAMA JAHHH 32 FeHOTOKCHIHOCT, HE3aBHCHMO OT (JaKTa, Ye Ca HINONA3BaHH MHOTO
BHCOKH J03H MOKcH(IOKcauH. [1o To3n HAYHH MOTAT /1a ¢ YCTAHOBAT JOCTATHYHH TPAHHLH Ha
Ge30nacHOCT Ha TepaneBTHYHATA 1034 IPH Xopa. MOKCH(IOKCAIMH He € KAHIIEPOreHEH B
MPOYYBAHHS [IPH TUTEXOBE,

Msoro XuHONOHH ca GOTOYYBCTBHTEIHM B MOTaT Ja MHAYLHPAT GOTOTOKCHYHH, HOTOMYTATCHHU H
dorokanueporeHHH edext. O6paTHO Ha TOBa, JOKA3aHO €, Ye MOKCH(IOKCAIIMH HAMA
GOTOTOKCHYHHM H (POTOr€HOTOKCHYHH CBOMCTBA, KOTATO € H3CNEeABaH B OGUIHPHA HpOTPaMAa HA. HH
BHTPO A MH BHBO NpoyuBaHus. [Ipy chlumTe ycnoBHA APYTH XHHOIOHH NPeH3BUKBAT edexTH,

BLB BUCOKH KOHLEHTPALHH MOKCH(IIOKCALIHH € HHXHOMTOP Ha Ghp3aTa KOMIIOHEHT Ha GaBHOTO
BB3CTaHOBABAHE HA KATHEBATA IOMIIA Ha CHPLETO H MO)Ke A4 PHYHHH yab/vkaBaue Ha QT
uHTepRana. TOKCHKOMOrHUHEA NPOyuBaHuUA Ha KyueTa ¢ nepopanta Aosa > 90 mg/kg poaenmm no
[1a3MeHH KOHUEHTpauHH > 16 mg/l npusmnsaeat yabmkapade Ha QT uHTEpBaNia, HO HE APATMHA.
Camo cnies IpAIOXEHHE HA MHOT'O BHCOKH KyMY/IATHRHE MHTPABEHO3HH J03H 50 MBTH IO-BHCOKH OT
no3aTa npu xopa, (> 300 mg/kg), Bofewsn N0 rnasMeHa KoHenTpauua > 200 mg/1 (an 40-kpaTHO
YBEIIHYEHHE Ha TePallcBTHYHO HHBO), ca HabmonaBann oOpaTimMu, HedaTaTHH KaMEPHH apHTMHH.

H3pecTHO €, 4e XHHOMOHHUTE TIPHYHHABET YBPEKIAHHA HA XPYIIAI2 HA FOIEMHTE CBBP3BAlM CTABH
MPH HEAOHOCEHH XKUBOTHH. Hali-HuckaTa nepopania no3a Ha MOKCHAIOKCAUMH, BPHIHHABAMA
TOKCHYHOCT Ha CTABHTE IPH MJIay KY4eTa, € 4 MbTH N0-BHCOKA OT MaKCHMAJHATA
NpenopbhYHTENIHATA TepaneBTHYHA A03a ot 400 mg (3a 50 kg Tenecho termo) Ha 6aza mg/kg, ¢
MIA3MEHH KOHUEHTPaLHH 2 A0 3 TBTH [0-BHCOKH OT MAKCHMMAITHATA TepaleBTHIHA 034,

Macnenpanmara 3a TOKCHYHOCT TIPH TUTEXOBE U MaliMyHA (TIOBTOPHO ZO3HpaHE IO MECT Mecena), He
NOKa3BAT JAHHH 33 TOKCHYHOCT 3a ounte. [Ipu xydera sacoknTe nepopailin aosu (> 60 mg/kg) Boast
A0 IIa3MEHH KOHUEHTpamuy > 20 mg/l NpHYMHABAT MPOMEHH B EMEKTPOPETHHOTPAMATA |, B OTIS/THE
Cllydad, aTpodHi Ha PETUHATA.

[lpoyusanus BbPXy pENPORYKUMATA, M3BLPLICHH [IPH IUTHXOBE, 3alilH H MaiiMyHH NOKa3BaT
MpeMHHABAHe HA MOKCHGJIOKCAITHH pe3 riauentara. [IpoyusaHuaTa Npy IWIbX0Be (TIEPOPAIHO H
UHTPABEHO3HO) M MaHMyHH (ISPOPAITHO) HE BPEACTABAT JOKA3ATEICTBA 33 TCPATOTEHHOCT WIH
yBpexiate Ha GbepTHIHTETA Clien IPHIOKeHHe HAa MokcupuiokcaipH. JIeko NOBHINEHA YecTOTa Ha

Ha aGopTHTE NPH MaMyHW ¥ 3a#HIlM C YOBEIIKH TePANEBTHYHH [UIA3MEHH KOHIICHTP?
TINEX0BE € YCTANOBEHO NOHIDKZBAHE HA TCJICCHOTO TErIO Ha ILI0HAA, Ho-rojsaM Opoii a
TIOBHINIEHA NPOXBDKHTENHOCT Ha OPEMEHHOCTTA H TIOBHIIECHA CMIOHTAHHA aKTHBHOCT



NOTOMCTBOTO OT ABATA M10/18, [TPH YNOTpeOa Ha 103H, KOHTO ¢a 63 ITKTH TTO-BHCOKH 0T MAKCHMAITHATA
npenopLiBaHa Ao3a Ma 6aza mg/kg TenecHo Ternmo B cpapHeHHe ¢ YOBCIIKATA TEPANEBTHYHA 1034,

6. DAPMAITEBTHYHH JAHHH

6.1 CpBcLK Ha TOMOIIEATE BEeIMECTBA

Crpriepyna Ha TabneTkara
MukpokprcTanHa Ley103a

[{aperruHo HUWECTE

Hartpuer HHmecTeH rimmkonar (Tho A)
CiwiniiHes AHOKCHE, KoMouaeH, Oeisozed
Marnesunes cTeapar

Hoxpurre

Xumpomenosa
Muxkpoxprcransa nenmynosa
Maxkporon creapar Tun 1
Tarauoe auoxcug (E 171)
XKenesen oxcun vepeeH (E 172)
Kapmunora xucenuna (E 120)

6.2 HecneMecTRMOCTH

Henpuanoxemo.

6.3 Cpox Ha rogEOCT

3 roaunm.
HDPE 6yranku crnep IthpBOTO OTRapaHe: 1 roguna

6.4 Cnennaane yc/I0BHSA HA ChXpaHeRHE

To3M NexapcTBeH NPOAYKT He MIUCKBA CTICUHATHH YCIOBHSA Ha ChXPaHEHHA.

6.5 /laHHH 33 ONAKOBKATR

POunvupannTe TabneTku ca onakoeany B PP-Al 6iucrepun onakopks, PVC/PVDC-Al 6nucTepau
onaxoexy wm HDPE 6yrunku ¢ HDPE kanayka Ha sunT.

Bunose onIakoBKH:
» Baucteps, ceanpxan 4, 5, 7, 10, 14, 20, 25, 50, 70, 80 u 100 punmupanu TabaeTky.
e HDPE OyTunku ¢ kanauxa Ha BUHT, ChIbpxaum 4, 5, 7, 10, 14, 25, 50, 70, 80 u 100 6pos
dunMEpany TabneTkH

He pewuxd BHIORE ONAKOBKHM MOTaT Aa GBAAT MycHATH B Apogaxsa.

6.6 CoemgaJsn NPeINAIHA MEPKH GPH WIXBLPILHEE

HeuznonspaHUAT NekapeTBeH NPOAYKT WM OTNAXBYMHUTE MaTepHarH TpAOBa na ce
CBOTBETCTBHE ¢ MECTHUTE HIKCKBAHUA. '
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