KPATKA XAPAKTEPUCTHKA HA IIPO)IYI{TA
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1. HME HA JIEKAPCTBEHHUA TIPOAYKT
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®nekcua 5 mg/ml uHby3HOHEH pa3TBOP B
Flexid 5 mg/ml solution for infusion | Paspevuerue e (50 713 -03- s
\ BG/ MA/MP - ... :‘Q .....................................................

1 0goBREHUE Nt wovvevooossnessesieii

2. KAYECTBEH H KOJIMMECTBEH CbhCTAB

Bcexu ml oT HHOY3HOHHHMA pa3TBOp ChABPKA 5 mg neBoduiokcaumH (levofloxacin) (kato xeMHXHIpaT
(levofloxacin hemihydrate)).

Bceki cak ot 50 ml cuabpxka 250 mg nesodiokcauut (levofloxacin) (kato xemuxuapar) (as
hemihydrate)).

Bceeku cak ot 100 ml chabpka 500 mg nesodnokcauuH (levofloxacin) (karo xemuxuapar (as
hemihydrate)).

[TomouiHo(H) BenlecTBo(a) ¢ M3BECTHO ACHCTBHE:

Bcekn ml ot undy3ronHus pastop cbabpka 0,15 mmol (3,542 mg) natpui
Bceku cak ot 50 ml ceaspka 7,76 mmol (178,4 mg) HaTpui
Bceeku cak ot 100 ml ceabpxka 15,53 mmol (357,0 mg) HaTpuii

3a MBJIHHS CITHCHK C TOMOLLHUTE BELeCTBa BHKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA
HUHby3noHEH pa3TBOp

BHCTBp 3€NeHHKABO->KbIT pa3TBop 0e3 YacTHLH
pH43-53
Ocmonanurer 280-340 mOsm/kg

4. KJINHUYHHU JAHHH
4.1 TepaneBTHYHH NOKa3aHHHA

®nexcua 5 mg/ml uHdy3HoHEH pa3TBOP € NMOKa3aH NPH Bb3PACTHH 3a JIeYEHHE Ha CIICAHHTE
WHpeKurH (BXK. ToUkH 4.4 1 5.1):

« OcThbp NUeNoHEPHUT U YCIOKHEHH HH(EKLIMH Ha MTMKOYHHMTE MbTHILA (BXK. TO4YKa 4.4)

« XpoHudeH GakTepHalieH MpoCTaTHT

« MHXanauuoHeH aHTpakc: NpoQHIakTHKA Cle/l EKCIO3ULIMA H JiedeHHe (BX. Touka 4.4).

dnexcua TpabGBa a ce M3MOJI3BA 32 JIeYeHHE Ha 10J1y M36pOeHHTe HHPEKIIMH, CaMO KOraTo
ynotpe6ara Ha APyTH 4€CTO NpernopbYBaHH aHTHOAKTEPHAIIHHU MPOAYKTH C€ CYUTA 32 HEYMECTHa 3a
JIeyeHHe Ha Te3H UHDEKLHH

« [IneBMOHHA, NpHAOOHTA B 001LIECTBOTO

+» VenoxkHeHH HHeKIMKM Ha KO)KaTa H MEKHTE ThKaHH

4.2 [Mo3HpoBKA H HAYHH HA NPHJIOKEHHE

®nexcua HHGY3HOHEH pa3TBOP ce MpHiara ype3 6aBHa HHTPaBEeHO3HA HH(Y3US BEAHD
IbTH JHEBHO. JI03MpOBKATA 3aBUCH OT BHJIA M TEKECTTa Ha MH(EKLMATA H YYBCTBUTEI
npeanonaraeMus natoreneH npuuuamUTeNn. Jleuennero ¢ MGnekcua ciea MbpBOHavalHa

—



HHTPaBEHO3€H NPOAYKT 3a MOJXe jia Ob/ie 3aBbPLUICHO ¢ TOAXO/AILA NEPOpaTHa dopma B
cvotserctede ¢ KXIT na dpunmupaniTe TabneTkH H KaKTO € MOAXOMAMIO HHAHBHIYAJIHO 34 NIALHCHTA.
IpeaBu 6HOSKBHBATEHTHOCTTA HA NAPEHTEPATHHTE U NIEPOPATHH (POPMH, MOXKE 1A CE H3NON3Ba e/Ha
M ChIL@ JO3HPOBKA.

Ho3upoexa:
Moxe Aa ce HANPABAT cJeIRNTE NPENOPHLKH 33 Ro3upane HA DaexcHa HEYIHN:

Jo3upoBKa NPH NANHEHTH ¢ HopMana 6u0peuna pynknug
(kpeaTMHMHOB KIMpbHC > 50 ml/min)

O6ma npoALKHTEIHOCT HA
neuennero

(cnoped mexcecmma)
[1HeBMOHHS, MPUAOOHTA B 500 mg BeAH®K WAK ABa MBTH (7 - 14 1K

o0111ecTBOTO ITHEBHO

/Inepen 10308 PeKAM
{cnopeo mexcecmma)

[[onaaamm

OcTop nHENOHEDPHT 500 mg BegHBXK JHEBHO 7 - 10 nHu
'V cnoxkHeHM HHOEKLIMH Ha 00 mg BeAH®K JHEBHO 7 - 14 ouu
MUKOYHUTE ITBTHIIA

poHKveH GakrepuancH npoctatuTdy00 mg BeAHBXK THEBHO 28 anm
VcnoxkueHH HHGeKUMK Ha Koxkata 500 mg BeHbXK WK iBa MTH (7 - 14 1K
i MEKHTE ThKaHH THEBHO
[Plea.naTopeH aHTpaKC 500 mg BenHDBHkK THEBHO 8 ceamula

' TIpoaLIXHTENHOCTTA Ha JICYEHHETO BK/IKOUBA MHTPABEHO3HO ILTIOC NIEPOPAITHO JIEUEHHE. Bpemero 3a
NpeMHHaBaHe OT HHTPABEHO3HO KbM MEPOPATIHO NIEHEHHE 3aBHCH OT KINBHHYHATA CHTYalHs, HO
OOMKHOBCHO € 2 10 4 IHH.

Crnenna/iHA nONy.JTa0HH

Yepeoena 6vbpeuna Pynxuun
(xpeamunurnos xrupvic < 50mi/min)
0308 pPeXHM

250 mg/24 h 500 mg/24 h 500 mg/12 h
[KpeaTEHHROB KIAPLECHbPEQ 003A: mvpea doia: nopea 0o3a:

250 mg 500 mg 500 mg
50 - 20 ml/min cred moaa: cred mosa: cred mosa:

125 mg/24 h 250 mg/24 h 250 mg/12 h
19 - 10 ml/min then: then: then:

125 mg/48 h 125 mg/24 h 125 mg/12 h
< 10 ml/min cred moea: ced moea: c1ed moea:
(BITIOYHTETHO 125 mg/48 h 125 mg/24 h 125 mg/24 h

emonunanusa u ATIJI)'

! He ca neobxodumu Oomvanumentu 003u Ciied XeMoOUaRU3a win KenpeKxscHama ambyaamopra

nepumoneanna ouanusza (AI1]J1).

Hayuenmu ¢ napyuiena 4eprodpobra Pynkyus
He ce Hanara xopuripase Ha 1o3ara, Thil kaTo Onexcua ce Metabonusupa B He3HAYHTENHA CTEMNEH B

yepHH:A Apob M ce eKCKpeTHpa raeHo upes 6ubpenure.

Hayuernmu e cmapuecka gvipacm




He ce Hanara KOpeKLiHA Ha 203aTa NpY NALMEHTH B CTAPYECKA BB3PACT, OCBEH IIPH YBPEACHa
6u6peuna dyHxims (Bx. Touka 4.4 “TeHIOHMT ¥ PYNITYpa Ha CYXOXHNNE” H “Y IbhkaBaHe Ha QT-
HHTepRaia’).

Heduampuuna nonyarayun
drexcua € TPOTHBOMOKA3AH TPH Aela U IIOAPACTBANIM IOHOWM (BXK. TOUKa 4.3).

Hauun na npunodceniue

dnekcu nHGYIHOHEH PasTBOp € NpeJHa3HayeH caMo 32 GABAA WHTPaBeHO3HA HH]Y3HA; NpHara ce
BeIHEX KM [Ba IBTH JHEBHO, BpemeTo 3a uudysus Tps6ea aa 6pae Hali-manko 30 maryTn 3a 250
mg unx 60 MaEyTH 32 500 mg ®aexcan HadyIHOHeH pasTBOP (BX. TouKa 4.4).

3a HeChBMECTUMOCTH BIDKTE TOMKa 6.2 M 33 CBBMECTHMOCT ¢ JAPYTH HHOY3HOHHH pa3TBOPH BIDKTE
TO4YKa 6.6,

4.3 IIpoTEBONOKA3AHMA

®nexcua HHQY3HOHEH pasTBOp He TpADBa a ce M3NOM3Ba!
® [P MALHEHTH ChC CBPBXYYBCTBHTEHOCT KBM JIEBO(IOKCAUMH WIH APYTH XHHONOHH HiIH

KbM HAKOE OT MOMOILHHUTE BEIECTBA, H3OpoeHH B Touka 6.1,
TNPH MALMEHTH C eMHIENCHA,
TIpH MALMEHTH C aHAMEE3a 32 YBPeX/laHe Ha CYXOXKHIMATA ¢/l IPHIOKEHHE Ha
$ITYyOpOXHHOIIOHH,
NPH Jela Wi NOAPacTBAlM IOHOILH,
1o Bpeme Ha GpeMEHHOCT,
Mo BpeME Ha KbPMEHE.

44 CoennajHn npeaynpexAeHBS H NpeANa3AH MEPKH OpRA ynorpeba

Yrorpebara Ha dnexcua TpaGea na ce u30ArBa NpH NALUEHTH, KOUTO €2 HMaTH CCPHO3HH HEXE/TaHH
peaKLHH B MHHANOTO, TIPH YIIOTpe6a Ha [POAYKTH, CHIBPKAIIH XUHONOHH HIH QIyOpPOXHHOJIOHH
(Bx.TOuKA 4.8). JleueHneTo Ha Te3H NALMEHTH ¢ eBodioKcalHH TpabBa fa ce 3arovBa caMo NpH
[THIICA HA aNTEPHATHBHYM BE3MOKHOCTH 34 IEUCHHE M Clle[l BHUMATE/Ha OLEHKa HA CROTHOILEHHETO
nonsa/puck (BX. cblIo Touka 4.3).

Puck om pe3ucmesmrocm

MHOro BEpOATHO € METHLULTHH-PE3HCTEHTHHTE S. qureus Ja NPHTEKABAT e[JHOBPEMEHHA
PE3UCTEHTHOCT K KbM GITYOPOXHHONIOHH, BKIHOYHTENHO JieBoduiokcauwH. [Topamu Toea,
NeBOqUIOKCAIHH He Ce NPENopbyBa 34 iedeHHe Ha H3BECTHH WK nonosupani MPC nugexuuy, oceeH
ako nabopaTopHUTE Pe3yNITAaTH He NOTBEPAAT YyBCTBHTENHOCTTA HA MHKPOOPraHM3MHTE KbM
NeBO(IOKCALIMH (M KOTATO YECTO NPEeropbYBaHHUTE aHTHOAKTEPHAIHH CpeACTBa 33 NeyeHne Ha MPC
HHGEKUWH Ce CUMTAT 32 HETMOAXOIALIH).

Pe3uCTEHTHOCTTA KbM (ITyOpPOXHHONOHH Ha E. coli — Hali-4eCTHAT naToreH npy HEQEKLUHY HA
MMKOYHHTE MBTHIIA — Bapupa B EBponeiickus cuvio3. [Ipu mpeanxcpate ce mpenopsuea a ce vMa
NpeBH MECTHATA 9€CTOTA HA PE3HCTEHTHOCT Ha E. coli kbM (IryOpOXHHONOHHTE.

Huxanamopen aumpaxc
VnorpeSaTa npH Xopa ce 0CHOBaBa Ha IAHHK in Vitro 3a UyBCTBUTENHOCTTa Ha Bacillus anthracis v Ha
EKCTIEPHMEHTAIHY JAHHH MPH XHBOTHH 3a€/1HO C OTPaHWYeHH JaHHH NpH xopa. JlekyBatpTe nekapn
Tpa6Ba a HAMPABAT CNPaBKa ¢ HALMOHANHHTE WM MEXIYHAPOAHWTE KOHCEHCYCHH NOKYMEHTH 33
JeyeHHe Ha aHTPakKC.

Hpodeaxcumennu, HHEQNUOUIUPALLY U ROMEHUUATHO HeOOPAMUMU CEPUOIHU HediceNIaH
neKapcmeenu peaKyuu




Cnofmasa ce 3a MHOTO peJIKH CTy4aH Ha NPOJB/DKHTENHH (IPOIL/IKABAILM MECELIH WK FOQHHH),
MHBATHIM3HPALIH ¥ IOTEHLUHATHO HEOOPATUMH CEPHO3HM HEXETAHH JIEKAPCTBEHH PEaKLInH,
3aCATAIIA PA3INYHY, TOHAKOra MHOXKECTBO CHCTEMHM B OPraHi3Ma (MyCKyTHO-CKE/eTHa, HepBHa
CHCTEMA, NCHXHKA H CETHBHHM OPraHH) MpH MalHEHTH, TIOTy4aBally XHHOIOHH H (ITyOpOXHHONOHH,
HEe3aBUCHMO OT TAXHATA BE3PAcT M BEYe CHUUECTBYBaLIMTE pHCKOBH dakTopy. Jlepodnokcauuu tpabpa
7a ce IpeyCTaHoBK He3a0aBHO NPH ITBPRHTE NPH3HALM WK CHMITTOMH Ha BCAKA CEPHO3HA HeXenaHa
peaxius Karo NnanueHTHTe TpaGea na 61aaT MOCHBETBAHM Ja Ce CBBLPKAT ChC CBOA NpeNUCBall IeKap
3a CBBET.

HMpodsancumennocm na unysun

IIpenoprupaHaTa MPOALLKHTENHOCT Ha WHDY3HA OT Hal-Manko 30 MUHYTH 3a 250 mg uu 60
MHHYTH 3a 500 mg ®nekcin ungy3nonex pasTsop Tpabsa aa ce cnasea. MasecTHo ¢ 3a opnokcauus,
ye 110 BpeMe Ha MH(Y3nATa MOXKE J1a Ce TIOABH TAXMKAPAHA M BPEMEHHO NOHWKaBaHe Ha KPBBHOTO
Hangrase. B penxu cayua, BCAECTBUE Ha CHITHO H3PA3€HOTO NOHMXKABaHEe Ha KPHBHOTO HanAraHe
MOJKE /12 Ce TIOABH LIMPKYJIaTopeH Konanc. B cyuai Ha ABHO MOHMKEHHE HA KPEBHOTO HANAraHe 1o
BpeMe Ha HH(y3usTa Ha nesodnokcatmH (/-n3oMep Ha odnokcauuH), undysnara TpaGsa aa ce cripe
He3abaBHo.

Tendonum u pynmypa Ha CyXoxcuue

TeHAOHHT H Pa3sKbCBAHE Ha CYXOXKHHE (MO-CIIENHATHO aXHIECOBO CyXOXKHIME, HO Oe3 f1a ce
OrpaHMuyaBa caMo 10 Hero), MOHAKOra ABYCTPaHHO, MOXKE Jla Ce MOTYYH ollle B paMKHTE Ha 48 uaca oT
3amoyBaHe Ha JICYCHHETO C XHHOJIOHH M (NTyOPOXHHONOHH KaTo MMa chOOIIEHNs 3a TAKMBA, Pa3BHM
ce JOpM 40 HAKOJIKO Mecela crej] MPEKpaTABAHe Ha TeYEHHETO. PHCKBT OT TEHAOHHT M pasKbCBaHe Ha
CYXOXHIIHE Ce NOBHIIABa [IPH [0-B3PACTHH NMAUMEHTH, NAalKEHTH ¢ 6b0pedHo yBpeKaaHe, MaLMeHTH
€ TPaHCIUIARHTHPaH CONMMAEH OpraH H TakHBa, JIEKyBaHH CHITBTCTBAILO ¢ KOPTHKOCTEPOUIH, KAKTO H
MpH MaLUMeHTH, N0oy4aBally JHeBHH A03H o 1 000 mg nesodnokcauud. [To Tasu npH4KHa
CBLITHTCTBALIATE YNIOTpeOa Ha KopTHKOCTEpOoMaH TpabBa Na ce uabarsa.

Ilpu bpBHA NPH3HAK HAa TEHOOHHUT (Hanp. Gone3HeHo NOAYBaHe, BhaNaleHHe) JIeUCHHETO ¢
nerodIoKcaurH TpAOBa Aa ce NpeKpatiH U Aa ce 0OMHCITA ANTEPHATUBHO JieYeHHe. 3acerHaTHAT(Te)
kpaituux({un) Tpa6ea na Gbae(ar) NeKyBaH(#) no noaxoaA HauHH (Hanp. obesasiwksane). He TpaGea
J1a ¢e M3MOI3BAT KOPTHKOCTEPOHIH, KO €& [OABAT [IPH3HALM HA TeHIMHOIATHA.

Muoxnonyc

Cnyuan Ha MHOKIOHYC ¢a ChoOLIaBaHK NPH MTALMEHTH, MOJy4aBally JepodIoKcalHH (BK. Todka 4.8).
PHCKEBT OT MHOKIIOHYC € MOBHLIEH [IPH NO - BH3PacTHH MALMEHTH H NPH NauMeHTH ¢ 60peuno
yBpeKAaHe, ako A03aTa Ha JIeBO(IOKCALIMH HE € KOPHTHPaHa CNIOpe/ KPEeaTHHHHOBHA KITHPBHC.
JlesodhiokcauyH Tpa6ra qa ce chpe He3a0aBHO MpH ITbpBATa MO4BA H2 MHOKIIOHYC H TpADBa na ce
3arO4He NOAXOIALIO JIEUEHHE.

3abonneane, cevpiano c Clostridium difficile

JInapus, ocobeHo ako e TexKa, IepCHCTHPAILA W/WITH C KPBB, [0 BPEME HA HJIM CleJl IeueHHe ¢
aeroduiokcatuH HHGY3us (BITIOHMHTENHO HAKONKO CeAMHIM CEL JIEHCHHETO), MOXKE 1a NIPEACTaRIABA
CHMATOM Ha 3a6o/aBaHe, cBbp3ano ¢ Clostridium difficile (anapus, cabpiana ¢ BKHDEKLMS OT
Clostridium difficile , JCUCD). ICUCD moxe fa BapHpa I10 TEXECT OT JieKa J0
’KHBOTO3ACTpaIlABALlla, KATO Hali-TexkKaTa Qopma € nceBaoMeMOpaHO3eH KOJHT (BK. To4Ka 4.8).
IMopaau ToBa e BKHO Ja ¢€ HMa MPEJBH Ta3H JHATHO3a [PH MalHEHTH, KOHTO Pa3BHAT CEPHO3HA
AUAPMSA TIO BPEME Ha WM cllell ledeHHe ¢ JeBoQnokcaliit. [Ipu chMHeHHe WiH NOTBLPXKACHHE 32
JICUCD peanara Tpa6Ba na ce npekpars ynorpeGata Ha neBodIOKCalHH H He3a0aBHO Aa Ce 3arouHe
noaxoAdila Tepamusi. B Tasi KTHHHYHA CHTYAUMA JIEKAPCTBEHHTE IIPOJYKTH, KHXHOHpallH
MEPHUCTAATHKATA, Ca [IPOTHBOTIOKAa3aHH.

Hayuenmu, npedpasnonoxcenit Kem zovpiose
XHHOMOHHTE MOMKE Ja MOHIKAT IbPUOBHA NPAr H MOXE fia MpeAU3BHKAT repyose. Jlero
APOTHBOMOKA3aH TIPH MALHEHTH ¢ AaHAMHECTHYHH AAaHHH 3a eNWiIencus (BK. Touka 4.3)
IOpYTHTE XHHONOHM, TpAbBa Ja ce U3MoN3Ba ¢ MOBHILCHO BHUMAaHHE MPH NMALKEHTH,



NpenpasnoioKeH: KbM IbPYOBE MM MPH CHILTCTBALLO JIEYEHHE C AKTUBHH BEILCCTBA, TIOHWXKABAIIH
MO3BYHHMS TIpar 3a [LPUOBE, KaTo Teodiun (BK. Touka 4.5). B cmy4aii Ha KOHBYIICHBHH bPYOBE (BX.
Touka 4.8), neyenHeTo ¢ nesodokcalH TpAGBa aa Obje npexpareHo.

Hayuenmu c znwKo3zo-6-ghocgham dexuopozenasen depuyum

[NauMeHTH ¢ NTaTEHTeH HIH W3sBeH JedeKT B AKTHBHOCTTA Ha TIioKo30-6-docdat nexuaporenasara
MOTAT J1a POSBAT CKIOHHOCT KbM XEMOJIHTHYHH PEAKLIMH 110 BPEME Ha JIeUeHHE C HAKOH
aHTUGaKTepHanHu cpeacTea. [Topaay ToBa, ako epookcaunH TpabBa Aa Ce H3MON3BA NPH TAKMBA
nalKeHTH, TpaOBa Ja ce ey 3a eBEHTYANHO Bb3HHKBAHE HA XeMOJTH3a.

Hayuenmu c 6vbpeunc yspexncoane
Tsii kaTo NeBOIOKCAIIMH CE EKCKPETHpa [NaBHo npe3 6ubpenmTe, no3aTa Ha nesodIokcaumk Tpabsa
Ja GBje KOPHTEpaHa NpH nanuuesTH ¢ 6s0peyHo yspexaane (BkK. Touka 4.2).

Peaxuuu Ha cepvxyyecmeumentocm

JleBothnoKcaupH MOXKe [a IpeAH3BUKA TEKKH, MOTEHUHATHO GaTATHH PeaKHH Ha
CBPBXHYBCTBHTEHOCT (HANP. aHTOENEM 10 AHA(QHIAKTHYEH WIOK), KOHTO MOHAKOTa HACTBIBAT CIIEN
HayaJHaTta fo3a (Bx. Touka 4.8). [NTaumeHTuTe Tpa6bBa He3abaBHO Ja IPEKPATAT TEPaNMATA U Ja Ce
CBBPKAT C JIEKYBAILHA CH JIEKap WM C eKap OT Gbp3a NOMOIL, KOMTO Lie NPAIOKAT HeOGXOAUMHTE
CrelHA MEPKH.

TeoicKku KOMCRU HEIKENAHU Pearyun

TexxH KoKHH HexenaHd peakunn (TKHP), Bxmousailiy TOKCHYHA enuaepmanta Hexponusa (TEH:
M3BECTHa olle KaTo cHHapom Ha Lyell), cunapom Ha Stevens Johnson (SJS), nexapcTBeHa peakums ¢
eo3uHOGuUs ¥ cucTeMHH cumMnTomu (DRESS) 1 ocTpa reHepali3HpaHa eK3aHTEMATO3HA MyCTY30/2
(AGEP), KOHTO MOXE /13 ¢a >KMBOTO3ACTPALIABAILM HIH ¢ JIETATIEH H3X0[, e chobIIaBaT BB Bpb3Ka C
ynotpebara Ha neBodokcalus (Bx. Touka 4.8). [Ipu npeanucBaHeTo Ha ICKAPCTBEHHS MPOAYKT
naupeHTHTe TpAGBA Aa ObAaT HHGOPMUpaHH 33 MPH3HALMTE H CUMITOMMTE Ha TEXKH KOXKHH peaklyH
H 1a 6baaT HabmoaaBaHK ¢ NOBHIIEHO BHUMAHHE, AKO C€ NMOABAT NPH3HALIA H CHMITTOMH,
MoKa3aTe/THH 33 TE3H PeaKiMH, IPHIOKEHHETO Ha IeBoQIoKcaUMH TpsbBsa He3abaBHO aa ce
npeyCTAHOBH M a ce 0OMHCIIH aTepHATHBHO JIEHCHHE. AKO NALMEHTHT € Pa3BI/I CEPHO3HA PCAKIMA,
kato Hanpumep SJS, TEH, DRESS umu AGEP npu ynotpebara Ha neodiokcalyH, 1e4eHHe ¢
nesodoKcalMH He Tpsa6Ba 1a ce 3anoysa OTHORO MPH TO3H NALMEHT.

Hucznuxemun

KaxTo BCHYKH XMHOMOHH, OGMKHOBEHO MpPH NALKEHTH ChC 3aXapeH AHabeT Ha NeueHHe ¢ TIepopanHu
XHMOMTHKEMH3APALIH TPOJYKTH {Hanp. riubeHKIaMHT) HWiH HHCYJTHH UMa ChOOIIEHHA 3a HADYIEHHS
HA KPBBHATA 3aXap, BKIOYHTENHO M104Ba KAKTO HA XMIIOTITHKEMHEA, TAKA M Ha XUMNEPIIIHKeMHA, No-
YECTO NpH MAIKEHTH B CTapyecka Br3pacT. Cbo6ilaBarT ce Clly4aH Ha XMNornMkeMUyHa koma. [Ipu
NALWEHTH ¢ JHa0eT e MPenopbYHTENHO BHUMATETHO MOHHTOPHPAHE HA KPBBHATA 3aXap (BXK. TOYKa
4.8).

Jleuenuerto ¢ Mnexcua tpabsa aa ce cnpe He3abaBHO, KO MALMEHTHT CHOOIIM 33 HAPYLICHHE Ha
KpBBHaTa 3axap M TpaGea fa ce 0GMHCIH anTepHaTHBHA aHTHOaKTepHaHa Tepanns, 6e3
(IyOPOXHHONOHH.

IIpeonazeare om pomocerncubunuzayun

Crobasa ce 3a poroceHCHOHIH3ALMS NPH TedeHHe ¢ neBodoxcaluH (Bx. Touxa 4.8). IIpenopbusa
ce MaLMEHTHTE Ja HE ¢€ MAIATaT, aKO He € HEOOX0AMMO, Ha CHITHA CITBHYEBA CBETIHHA W/TH Ha
u3kycTBeHH UV J1s4d (Hamp. KBaplioBa JIaMna WiIH cOfapHyM) 1O BPEME Ha JIEYEHHE U B
npoab/oKeHUe Ha 48 uaca cliell peyCTAHOBABAHE Ha JIEUCHHETO, 34 1A e NPEANasaT OT
¢boToceHcubUIH3ALMA.

HMayuenmu, nexyeanu c anmazonucmu na eumamun K
TTopaau BE3MOMHOTO NOBUILIABAHE HA NOKA3aTeNHTe Ha koarynauusTa (PT/INR) u/win BpeMm
KbpBEHE TIPH MALMEHTH, eKyBaHH C eBoduokcallHH B KOMOMHALMSA ¢ AHTATOHHCTH HA BHT
(nanp. BapapuH), KOaryJIaLMOHHUTE TecToBe TPAOBa 12 6BAaT MOHMTOPHPAHH, KOTATO Te
NEKapCTBEHM NPOMYKTH C€ MPHIIaraT eJHOBPEMEHHO (BXK. TO4Ka 4.5).



Hecuxomuunu peakyuu

TTcHxOTHYHK PEaKLMH ca AOKIAJBaHH NPH MALHEHTH, MOTY4aBallli XUHOJIOHH, BKITIOYHTETHO
neBoGUIOKCALMH. B MHOTO peaike C/Ty4ad T€ ¢a NPOrpecHpany A0 CYHLIMIHM MHCITH U
CaMOHAPaHABALIO NOBEJEHH — IOHAKOTa JOPH C/ie]l €HOKPaTHa f03a ieBodIOKCALMH (BXK. TOUKa
4.8). B ciryuaii, ye NAMEHTHT pa3Bue TAKMBA PEaKLkH, JesodiokcaumH Tpabea na 6vae cipas
He3a6aBHO NpPH ITEPBH NPH3HALM K CUMITTOMH Ha TE3H PeaKilMH W NauMeHTa 1a 6baaT noceBeTBaH Ja
ce CBbpIKE C peanuUcBalus exap 3a cbeet. TpaGBa Aa ce o6MHCIN ANTepHAaTHBHA AHTUOHOTHYHA
Tepanus, KOSTO He BKII0YBa (IyOPOXHHOIOHH | JIa C€ MPEATIPHEMAT HOAXOAAIIE MEPKH.
Tpenopb4Ba ce NOBUILIEHO BHUMAHME, AKO JIEBOGIOKCALHH Ce H3T0/3Ba NPH NCHXOTHYHH NMALMEHTH
WIH NallHEeHTH C aHaMHe3a 3a NICHXOTHYHO 3abonaBaHe.

Yovaxncasane na QT-unmepeana

Heo6X0aHMO € NIOBHIICHO BHUMAHHE NIPH NPWIOKEHHETO Ha (MyOPOXHHONOHH, BKITIOYHTETHO
neBo¢IOKCALIMH, TIPH NALMEHTH C H3BECTHH PHCKOBH (akTopH 3a yib/mkasaHe Ha QT-uHrepsana,
KaTO HaTlpHMep:

- BPOJEH CHHAPOM Ha yabmkeH QT-uHTepBan

- eIHOBpeMeHHa ynoTpeba Ha NeKapcTBa, 3a KOMTO € H3BECTHO, Ye yawmkasaT QT-uHrepsana (Hanp.
ot Kiac IA u Il aHTHAPUTMHYHH NEKAPCTBA, TPHLHMKIHYHH @HTHAENPECAHTH, MAKPOJIH/IH,
AHTHIICHXOTHLH).

- HEKOPHTHpPaH eNEKTPONUTEH ANcOaaHe (HaNp. XHNOKATHEMHS, XUIIOMArHE3HEMHA )

- chpAeuHO 3a0onABaHe (HAND. Chp/eUHA HELOCTATEYHOCT, MHOKap/eH HHapKT, Opanukapaus)
[TauMeHTHTE B cTApYECKa BB3PACT H )KEHHTE MOXKE J1a Ca MO-YYBCTBHTE/IHH KbM JIeKapCTBa,
yabmokaba QTc-unreppana. [Topany Toba, TpaGea fa ce BHUMABa, KOTATO CE TIPHJIAraT
TyOPOXHHOAOHH, BKIIOHHTETHO JIEBOGIOKCALIHH, MPH Te3u nomyaunH. (Bxk. Touxy 4.2 [TauneHtH B
cTapuecka Bb3pact, 4.5, 4.8 1 4.9).

ITeputhepna negponamusn

CpobmaBa ce 3a C/Iyuad Ha CEH30pHA HIH CEH30MOTOPHA MOJIMHEBPONATHS, BOACILM 0 NAPECTEIHH,
XMII0ECTe3Hs, THIECTe3HA WK ¢1a60CT NPH NALMEHTH, NPHEMAIH XHHOMOHH H (IyOPOXHHOMIOHH.
TNauMeHTHTE, KOUTO NpHeMaT JieBodnokcauH, Tpabba Na 6bAaT NOCHBETBAHH Ja HHGOPMHUPAT CBOA
Jexap, Npe/iu Aa NPOIBLIDKAT JIEYEHHETO, AKO C€ MOABAT CUMITTOMH Ha HeBpOTIaTHs, KaTo Borika,
yCElLIaHe 3a napeHe, MpaBy4KaHe, H3TpbIBaHe MM ¢1a6ocCT, 38 fa ce MPeOTBPATH Pa3BHTHETO HA
noTeHUHaTHO HeoOpaTuMo 3abonaeade (Bxk. Touka 4.8).

XenamoOuwiuapru HapyieHuR

TIpH NalMEeHTH ¢ TEXKO OCHOBHO 3a60/1BaHe, HATp. CENCHC, JIEKYBaHH C JIEBOGIOKCALNH ca
[OKJIAJ[BAHH CTydaH Ha YepHOAPOOHA HeKpo3a 0 GaTarHa YepHOAPOoGHA HeNOCTATBYHOCT (BXK. TOUKa
4.8). TTauuenTuTe TpAGEa ga 6baat NpeaynpeeHH Aa CIIPAT IEHEHHETO M Jia ce O0BPHAT KbM
NeKyBAIMA CH JIeKap, 8KO CE NMOSBAT NPU3HALM H CHMITTOMH Ha YepHOAPoOHO 3abomiBane KaTo
HaNpHMEp aHOPEKCHS, XLITEHMIA, IOTBMHABAHE HA YPUHATA, MPYPUTYC HIH HalpexeHHe B Kopema.

ObocmpAne Ha MUACMEHUA ZpABUC

DyopOXMHONOHHTE, BKITIOYHTENHO N€BOGIOKCALIHH, HMAT HEPBHO-MYCKY/1Ha G/I0KHpalla aKTHBHOCT
H MO3Ke J1a OGOCTPAT MyCKYJIHa ¢ialoCT IIpH NALMEHTH ¢ MUACTEHHS rpasuc. CepHO3HM HEXENaHu
PEAaKUHH, BKTIOUMTEIHO CMBPTHH CIIy4aH H HeOOX0AMMOCT OT MOAAbPXKAHE Ha AHIIAHETO, ¢a
CBBP3aHH ¢ IOCTMAPKETHHIOBATa ynioTpeba Ha (TyOpPOXHHOIOHH MPK MALMEHTH C MHACTEHHA TPaBHC.
JIEBOCI)HOKC&L[HH HE ¢¢ MpenoprYBa NpH IMManHeHTH € H3BCCTHA aHaMHeE3a 3a MHACTCHH:A T'paBHC.

3pumennu napyrenus
AKO ce yBpe/u 3peHHETO WIH Ce NIOTy4aT HAKaKBH eeKTH BbpPXy OuMTe, TpabBa He3abaBHO Aa ce
HANPaBH KOHCYJTTALMA C OMEH CHELHANHCT (BXK. ToukH 4.7 1 4.8).

Cynepungexyun
Vnorpe6ara Ha ieBodIoOKCaLHH, 0c0OEHO aKo € NPOABIDKUTEIHA, MOXKE /ia IOBEAE A0 pa
HeYyBCTBHTEIHH MUKPOOPraHH3MH. AKO BB3HMKHE CyNepHH{EKLus 10 BPEME Ha Tepan
Jla CE B3eMaT NOAXOIALIH MEPKH.



Hapywenun na xpvema

ITo Bpeme Ha NieveHHe ¢ NeBOQIIOKCALIMHE MOXKE [ia ¢¢ Pa3BHe KOCTHOMO3BYHA HEAOCTATEYHOCT,
BKJIFOYHTETHO AeBKONCHHA, HEYTPOIEHHA, TAHIMTONEHNAA, XCMOJINTHYHA AHEMHA, TpoMboLHTONEeHNY,
anacTHYHA aHEMHSA WIH arpaHyAoLUHTo3a (BkK. TouKa 4.8). Ako ce Moao3vpa HAKOE OT TE3H
HapYLIIEHHS Ha KPbBTa, TpAGBa Ja ce cleH KpbBHATa KapTHHa. B cyyaii Ha abHopMHM pesyrrTaTh,
Tpabea Na ce OGMHUCIH NpeKpaTABaHe Ha JICYEHHETO C NEBOGIOKCALHH.

Bauanue evpxy AabopamopHu u3cie08aHuR

ITpH nauMeHTH, TeKyBaHH ¢ JIeBO(IIOKCALIMH, ONPEAE/INHETO HA ONHATH B YPHHATa MOXe Ja lazie
thanumBo NONOKHUTETHHA pe3ynTaTH. Moxe Aa c¢ HATOXKH NOTBHPHK/IABAHE HA NOJOXKHTCIIHHTE
Pe3yNITaTH [IPK CKPHHHpPAHE 3a ONTHATH Ype3 no-crneuudutieH MeTox.

JlesodnokcalMy Moske 1a MHXuGHpa pacteka Ha Mycobacterium tuberculosis v nopaau ToBa Moxe
Aa fane GaamuMBo OTPULATEHH Pe3y/ITaTH npH GaKTepHONOTHYHA IMarHo3a Ha TySepKynosa.

AHRespuama u OuceKauuA Ha AOPMAMA U PeyPUMANUR/HEDOCMAMBUHOCH HA CPOEUHAMA KAANA
EnuaeMHONTOrHUHKMTE NPOY4YBAHUA MOKA3BaT NOBHIIEH PHCK OT AHEBPH3Ma M JIHCEKallMA Ha aopTaTa,
OCHOBHO TPH NAaLMEHTH B CTApYeCcKa BB3PAcT H OT a0PTHA H MUTPAIHA PEryPrHTALIUS Clie]l IPHEM Ha
dayopoxunonoHu. CrobiaBaHu ca cTyyad Ha aHCBPH3MAa M JUCEKALMA Ha a0pTaTa, MOHAKOra
YCII0’KHEHH OT pa3sKhCBaHe (BITIOUHTENHO (haTAHH) H HA PErypruTalyia/HeAOCTATEYHOCT HA HAKOA
OT CHPAEYHHUTE KA [IPH [TALMEHTH, NoMy4YaBallH (TyopOXHHONOHH (BX. ToUKA 4.8).

3aToBa QTyopoXHHONOHHTE TpAGBa Ja ce H3MOJ3BAT CaMO Clie]] BHHMATEHA OLleHKa Ha
CHOTHOLIEHHETO MOM3a/PHCK H ClEN pasryiekaaHe Ha APYTH TEPanesTHYHH Bh3MOKHOCTH [PH
MALMEeHTH ¢ MONOXKUTENHA haMIIHA aHAMHe3a 38 aHEBPH3Ma WM BpozieHa O0MIecT Ha chpredHaTa
KJIamna, Wik NpH MaLHEHTH, JMArHOCTHLMPAHH ¢ TIPEALIECTRAIlA AaHEBPHIMA WM MCEKAIMA Ha
aopraTa WK GONECT HA ChpevHaTa KIAMNa WK NPH HaJH4YHE Ha APYrd PUCKOBH (haKTOpH W
zaonaBaHus, Ipeapasnoarauy:
- KBbM 8HEBpH3Ma H JHCEKALIs Ha A0PTaTa U PerypruTauu/HeI0CTaThYHOCT HA Chp/IEHHATA
knana (Hanp. HapylleHus Ha CheIMHHTEITHATA ThKAH KATO CHHApoM Ha Marfan WM cHHIpOM
Ha Ehlers-Danlos, cuaapom Ha Turner, Gonect Ha Behcet, XMnepToHHs, peBMaTOHIIEH apTPHT)
HIIH B AOITbTHEHHE
- KbM aHEBpH3Ma K JHUCEKallsa Ha aopTaTa (Halp. BaCKyJapHH HAPYIIEHHS KaTo apTEPHHT Ha
Takayasu WM THraHTOKJIETEYEH apTePHHUT, WK H3BECTHA ATEPOCKIIEPO3a, HIM CHHIPOM Ha
SjOgren UK B NOITBIHEHHE
- KBbM perypruTauMs/HEA0CTATHYHOCT Ha ChpAICYHATA Kiana (Hamp. HHPEKUHMO3CH EHAOKAPAHT).

PHCKELT OT aHeBPH3Ma M IMCEKALMs Ha a0pTaTa H HEHHOTO Pa3KbCBAHE MOXKE CBLIO 4a €8 YBEIHUM
MPH NALKEHTH, JIEKYBaHH €AHOBPEMEHHO ChC CHCTEMHH KOPTHKOCTEPOH/IH.

B cnyuaii Ha BHe3anHa 6o/ika B KOpeMa, TPBHHA Koui KK repba nanxeHTuTe Tpabsa na 6baat
MOCHLBETBAHH Ja C€ KOHCY/ITHpAT He3abaBHO ¢ JieKap B CTICIIHO OTAC/ICHHE,

IauperTHTE Tpa6Ba A2 6BAAT MOCHBETBAHH Ja MOTHPCAT He3abaBHAa MEHLIMHCKA MIOMOIL, B CITy4ai Ha
0CTpa AHCIHEs, HOBO HAYAIO Ha ChplicOHEHEe WIH pa3sBHTHE HA OTOK HA KOpeMa WIH JI0JHUTe
Kpabtauuy.

Ocmop nauxpeamum
TIpu nauuesTH, NpHeMaIlK eBo(IoOKcalHH, Moxke Ja ce Habmoaasa OCThLp MaHKpeaTHT. [lanueHTHTe
Tpa6sa aa 6boaT HHGOPMHPaHH 3a XapaKTePHHUTE CUMITTOMH Ha OCTBbP naHkpeaTHT. [lauenTure,
KOMTO M3MMTBAT rajieHe, HepasnoNoKeHHe, KopeMeH AHcKompopT, ocTpa KopeMHa 6onka i
noBpbillaHe, TpAGRA 3 MOMy4aT CBOEBPEMEHHA MEAHLIMHCKA OLIEHKA. AKO ¢€ NIOJ03HPA OCThP
NaHKPeaTHT, MPUEMBT Ha leBodioKcalH TpaOBa a ce MpeyCTAHOBH; aKo CE MOTBLPAH,
nesogpmokcauuH He TpAGBa da ce Bb30GHOBABA. HeoOX0aMMO € NOBHILIEHO BHHMAHHE TIp
aHaMHe3a 3a NaHKpeaTHT (Bx. Touka 4.8).




Coovpaicanue Ha Hampui

50 ml cak:

To3u NekapcTBeH MPOAYKT ChABPKa 178,4 mg HaTpuii B CaK, EKBHBAIEHTHO Ha 8,92 %
npenopsuntenus ot C30 MakcUManeH AHEBECH MPHEM OT 2 g HaTpHii 33 BL3PACTHH.

100 ml cax:
To31 JIeKApCTBEH IPOAYKT Chabpka 357,0 mg HaTpHii B cak, €KBHBATEHTHO Ha 17,85 %
npenopbauTentus oT C30 MaKCHMANEH HEBEH NPHEM OT 2 g HaTPHH 3a BB3PACTHH.

4.5 BianamoaelicTBHe ¢ JPYTH JeKAPCTBeHE NPOIYKTH H Apyr# GopMH Ha B3aHMoJelicTBRE
EdjexT Ha APYTH NeKAPCTBEHH HPOAYKTH BHPXY Paexca nagy3InoHeH PAITBOD

Teogpunun, gernobyden uru nodobru HeCMepoUOHU RPOMUSOELINATUMENHY IEKAPCME

TTo BpeMe Ha KITHHWHHO H3MATBAHE HE Ca YCTAHOBEHH (apMaKOKHHETHIHH B3aMMOACHCTBHA Ha
NEBOQIIOKCALIMH ¢ TeOPHIHE. Bp3mokio ¢ 06aye Ja ce NoTyUH H3pa3eHO NOHKEHHE HA MbPHOBHA
TIpar B rIaBHHA MO3BK IPH €HOBPEMEHHO MPHIOKEHHE HA XHHOJIOHH TeOQHIHH, HECTEPOHIHH
NPOTHBOBB3NATHTE/HH ICKAPCTBA WM JPYTH NPOAYKTH, KOUTO MOHIKABAT FEPHOBHS Mpar.
KoHueHTpanuHTe Ha NesodokcaunH ca 6win npubnuzurento 13% no-BHCOKH IPH HaJTHYHE Ha
tenbyden, B CpaBHEHHE CBC CAMOCTOATENIHOTO My NpHJAraxe.

Ipobeneyuo u yumemuoun

TIpoGeHeri 1 IMMETHAMH PHTEKABAT CTATHCTUYECKH 3HAUHM eeKT BbpXy eNHMUHHPAHETO Ha
nesodokcauuH. BEOPEUHMAT KITMPELHC Ha ICBOGIOKCALIHH € MOHIKEH OT UMMETHAKH (24%) u
npoGeneumnn (34%). Tora ce nuwkH Ha daxta, 4e H JABETE JICKApCTBa MOTraT Aa onoxupar 666peunara
Ty6ynHa cexpels Ha neodnokcausH. B xoia Ha NPOYYBAHETO NPH H3CICBAHKTE N03H, obaue,
CTATHCTHUECKH 3HAYHMHTE KWHETHYHH Pa3fiyKH € MAJIKO BEPOATHO 3 UMAT KIMHHYHA 3HAUHMOCT.

Heo6XxogHMO € TIOBMIIEHO BHUMaHHe, KOraTo IeBO(QIOKCALMH ¢ NIPHIara eTHOBpEMEHHO ¢
NEKapCTBa, KOHTO MORITMABAT TyOynHaTa 6p0pevHa CeKpellnd, KaTo npobeHel U LIMMETHIHH,
ocobeno npH nauxeHTH ¢ 650peyHO yBpexaaLe.

Jpyza sadicna ungpopmayun

KnuHMHKTe GapMaKOTOrHUHH H3MHTBAHKA [TOKAIBAT, Y€ (PAPMAKOKMHETHKATA Ha JIEBOGIOKCALMH He
ce MOBIMABA B KAMHWYHO 3HAYHMa CTETeH, KOraTo IeBOGIOKCalMH Ce Mpuara 3aeJJHO CbC CIEMHHTE
JNIeKapCTBa: KanuHes KapOOHAT, AMTOKCHH, IMHOEHKIIaMU/l, PAHHTH/HH.

EdexT na daexcaa BHQYIHOREH PA3TBOP BEPXY APYrH JEKAPCTBEHH NPOAYKTR

Huxnocnopun
Tlomy*HBOTHT Ha LMKJIOCTIOPHH € YIBIDKEH ¢ 33%, KoraTto ce mpuiara neBodUIOKCALHH.

Anmazonucmu na sumanun K

C1bo6masa ce 3a NOBHIIEHH nokasateny 3a Koarynauus (PT/INR) w/iwin BpemMeTo Ha KbpBeHE, KOETO
Moxce 13 6bJie CHIIHO H3pa3eHo NPH NALMEHTH, JIEKYBAHH C TeBO(IOKCALMH B KOMOHHalmS ¢
aHTaroHucTH Ha BUTaMuH K (Hanp. Bapgapun). Ilopanu ToBa, Npy MAUMEHTH, JIEKYBaHH C
aHTaroHdcTH Ha BuTaMuH K e HeofXoauMo MOHHTOpHpAaHE Ha NOKA3ATENMHTe Ha KPBBOCHCHPBAHETO
(Bx. Touka 4.4).

Jexapcmaa, yovixcasauwiu QT-unmepeana
Jleoduokcaims, nogo6HO Ha ApyrHTe GIIYOPOXMHONOHH, TpA6Ba A2 6b/le H3NON3BAH C MOBHIIEHO
BHUMAHHME MPH NALUHEHTH, KOMTO MpHEMAT JIEKAPCTBA, 34 KOUTO & U3BECTHO, Ye yABDKaBaT Q
MHTEpBAIa (HANp. AHTHAPUTMHULH OT Kiac IA u [II, TPHUHKNHYHH aHTHACTPECAHTH, MAKPO
AHTHIICHXOTHLM) {BX. TouKa 4.4 Y abvokapaHe Ha QT-uHTepBana). f
’ .

Jpyra sakna sEGopMaAnER ‘ %



B npoyuBaHe 3a ()apMakOKMHETHYHO B3aUMOJIEHCTBHE, 1eBOGIIOKCALIMH He MOBIHABA
dapmaxokuHeTHKaTa Ha TeoduimH (koiTo e cyGetpar Ha CYP1A2), koeTo nokassa, ye JieBodiokcalnH
He e uaxuouTop Ha CYP1A2.

4.6 @epTHAHTET, OPEMEHHOCT H KbpPMeHe

Bpemennocm

WMa orpaHHYeHH JaHHH OT ynoTpeGara Ha JieBoiokcalMH npH GpeMeHHH yeHH. M3cneBaHuATa BBPXY
JKMBOTHH HE MOKA3BaT [PEKH WK HeNpeKy BPeIHH e(pEeKTH MO OTHOLLIEHHE Ha PENpOyKTHBHATA
TOKCHYHOCT (B3K. TouKa 5.3). BbrpekH ToBa, mopa/iy JIMIICa Ha JIAHHH MPH XOpa ¥ nopajau
eKCNepHMEHTAJIHHM IaHHH, TIOKA3BaLlK PUCK OT YBpEXIaHe Ha XpYIUsia Ha HOCEIUTe TeXKEeCTTa CTaBH Ha
pacTAIMSA OPraHU3bLM OT ITYOPOXHHOJIOHHTE, eBodIOKcallMH He TpA6Ba J1a ce M3M10/13Ba NpH OpeMeHH!
seHH (BK. ToukH 4.3 1 5.3).

Kvpmene

dneKcH € MPOTHBONOKA3aH IIPH JKEHH, KOMTO KbpMAT. Hama nocTaTbuHo HHpOpMaLus OTHOCHO
eKCKpeLMATA Ha 1eBO(IOKCALIMH B KbPMaTa NPH YOBeKa; APYTH GuTyopoXHHOJIOHH 0baye ce eKCKpeTHpar
B Kbpmara. [TpH nuricaTa Ha JaHHH NIPY XOpa M NMOPajii €KCIIEPUMEHTATHH IAHHH, TOKa3BallH PUCK OT
YBpesKIaHe Ha XPYILsIa Ha HOCEIIMTE TEXKECTTa CTABH Ha PaCTALIMS OPraHHU3BM OT GITyOPOXHHOIIOHHTE,
neBo¢UIOKCALIMH He TPsOBa Ja ce npuIiara NpH KeHH, KOUTO KbpMSAT (Bxk. To4kH 4.3 u 5.3).

Depmuwrumem
JleBopOKCALMH HE OKa3Ba BIMAHHE BhPXY (DepTHIMTETa MM PENPOLYKTHBHOCTTA MPH TLTBXOBE.

4.7 EdexTn Bbpxy cnocobHocTTa 32 opHpaHe H paboTa ¢ MAMIHHH

drieKcH NMOB/IMABA B MaJIKa 710 YMEPEHa CTeMNeH CrocoOHOCTTa 3a 1opHpaHe H paboTa ¢ MallMHH.

HskoM HexeNaHH peakiuy (Harp. 3aMasHOCT/CBETOBBPTEXK, CHHIMBOCT, HAPYIICHHS Ha 3DEHMETO) MOraT
Jla Hapy1laT crocoGHOCTTA Ha MAalMeHTa [ja e KOHIEHTPHpa U pearupa M MpeJIcTa/IaBaT PUCKOB (akTop
B CHTYAalIMH, B KOMTO T€3H CIIOCOOHOCTH ca 0T 0coOeHO 3Ha4eHHe (Harnp. wodupane 1 paboTa ¢ MalUIHHH).

4.8 HexelaHH 1eKAPCTBEHH PeaKUHH
[MocoueHara no-101y HHGOPMAIMA Ce OCHOBaBa Ha JaHHUTE OT KIIMHMYHH MPOYYBaHMsA MPH NOBeYe
oT 8 300 naLMeHTH ¥ Ha IWHUPOKHA MOCTMAPKETHHIOB OITHT.

YecToTaTa B Ta3M Tab/MIa € onpe/eieHa, KaTo ce M3MoJI3Ba clleIHaTa K1acHpHKaLus:

mHoro yectH (>1/10), uectu (=1/100 go <1/10), Heuectn (=1/1 000 no <1/100), peaxu (=1/10 000 xo
<1/1 000), muoro peaxH (<1/10 000), ¢ Heu3BecTHa YecTOTa (OT HAIMYHUTE JaHHU HE MOXe J1a 6bae
HarpaBeHa OLIeHKa).

B paMKuTe Ha BCAKa rpyna o 4ecToTa, HeXKelaHUTe JIeKapCTBEHH PEeakLMu ca NMpeACTaBeHH 10 peaa
Ha HAMaJIABAlIIA CEPHO3HOCT.

Tabnuua ¢ HeXKeJIaH! peakIHu

Cucremo- Yecrn (21/100 | Hewectn Peaxu (21/10 000 no | C nen3BecTHa
OpraHeH KJiac a0 <1/10) (=1/1 000 no <1/1 000) gecToTa (OT
<1/100) HAJIHYHHATE JaHHH
He MO3Ke aa Obje
HAaNpaBeHa ONEHKAa)
Hudexuun n ['B6MuHM
nHdecTanHn MH(EKLMH,
BIUTIOYMTEITHO
Kannuna
uHpekLmu
[laTorenHa : i |
PE3UCTEHTHOCT 7 | g g 3|



Cucremo- Yecru (21/100 | Hegecrn Peaxn (=1/10 000 no | C Hen3BecTHA
opraHeH KJac no <1/10) (=1/1 000 o <1/1 000) 4ecToTa (0T
<1/100) HAJHYHHATE JaHHH
He MOXKe 1a Obae
HANpaBeHA OLEHKA)
Hapymenus na Jlekonenus Tpom6ouuTonenus KocTHOMO3BYHA
KpbBTa H Eosunopunusa | Heyrponenus HEeJIOCTaTh4YHOCT,
aambuaTa BKJIFOYHTETHO
cHCTEMA anJlacTH4YHa aHEeMHH,
MaHLMTOIIEHUS,
arpaHyJIoLMTO3a,
X€MOJIMTHYHA
aHeMus
Hapymenns Ha AHruoeiem AHajunakTH4eH
HMYHHATa CBpBXYYBCTBHTEIHOCT | IIOK®
CHCTEMA (Bk. Touka 4.4) AHaduiakTonaeH
wokK® (BX. Touka 4.4)
EHAOKpHHHH CunapoM Ha
HApYIIEeHHS HapylleHa ceKpeLus
Ha aHTHAHYPETHYEH
xopmoH (CHCAX)
Hapymennsa Ha AHopekcHs Xunornukemus, XuneprinvkeMus (Bx.
meTabonnima u ocobeHo npu Touka 4.4)
XpaHeHeTo nau|eHTH ¢ quaber,
XUNoriMKkeMH4uHa
KoMa (BK. Touka 4.4)
IMcuxa4HA bescbHue BeznokoiicTeo | [lcuxuunu peakuum [TenxoTruHM
HApYLIEHHA * O6BpKaHoCcT (namp. ¢ peakiIMH ¢
HepeHocT XATFOLIMHALIMH, aBTOArpecHBHO
napaHos) MOBEJIEHHUE,
JHenpecus BIJTFOYHMTETHO
B1b30yna CYMLIMAHH HaeaLHH
HeoOHnuaiiHu CbHHILIA | WJTH OTHTH 3a
Kowuimapu caMoyOHHCTBO (BXK.
Henupuym To4ka 4.4), MaHus,
NaHHK aTaKa
Hapymenns na I'naBoGonue CpHIMBOCT Kousyncuu (Bx. Touka | Ilepudepna
HepBHATA 3amasHOCT Tpemop 43u44) CEH30pHa
cucrema* Hucreysus IMapectesus HeBponaTHs (Bix.
HapyuieHue Ha Touka 4.4)
namerTa ITepudepna
CEH30PHOMOTOPHA
HeBponaTtHs (SBK.
Touka 4.4)
[MTapocmus,
BKJIIOUHUTENTHO
aHOCMHUS
JIMCcKHHe3Hs
EkcTpanupamuiaiHu
HapyleHUus
Arey3us

Cunkon fj* >
Jlobpokayecrsena *

MHTpaKpaHuaiIHa
XHIIePTEeH3Us

MHUOKJIOHYC




CHcTemo-
OpraHeH KJiac

Yectn (21/100
mo <1/10)

Heuecrn
(=1/1 000 a0
<1/100)

Penaxn (=1/10 000 1o
<1/1 000)

C Hen3BecTHa
yecToTa (0T
HAJIHYHHTE JaHHH
He Moxe aa 0be
HANpPaBeHA OLIEHKA)

Hespanrus

Hapymenns Ha
ounrte*

HapyiueHnus Ha
3pEHHETO KaTo
3aMBIJIEHO BHX/IaHE
(Bk. Touka 4.4)

[IpexoaHa 3aryba Ha
3peHHe (BXK. TOUKA
4.4)

VBeut

Hapymenns na
yYXOTO H
aAabupuaTa*

Bepturo

Tunutyc

3ary0a Ha ciyxa
HapymieHus Ha

cyxa

Cbpaeunn
HapyleHus **

Taxukapaus
[Tannurauuu

KamepHa
TaXMKapaus, KOATO
MOJKE J1a 10BeJe 10
chpAeyeH apecT
KaMepHa apHT™MHA H
torsades de pointes
(cbpoOIIEeHUSA
NpeauMHO NIPH
NaLMUeHTH C pUCKOBH
(axTopH 3a
yabbkaBane Ha QT-
uHTepBana), EKT"
yabkaBane Ha QT-
HHTepBaa (BXK.
To4KH 4.4 1 4.9)

CuaoBu
HApYmeHHus**

Dnedur

XHUnoToHus

Pecnupatopuu,
rPLAHH H
MeQHACTHHAJIHH
HApYIIEHHS

JucnHes

Bponxocnasbm
AnepruyeH
MTHEBMOHHT

CromamHo-
YpeBHH
HApYIIeHHS

Juapus
[NoBpbane
l'apene

bonka B
Kopema
Jucnencus
dnaryneHuus
KoHcTunauus

Huapmus -
XeMoparv4Ha, KoATO
B MHOTO pPEIKH
cJIy4ad MOXe J1a

ObIe nokasaTe/Ha 3a
CHTEPOKOJIHT,
BKJIOYHTEC/THO
nceBAOMeMOpaHO3eH

4.4) &~
[TaHkpeatuT (B,

KONMT (BXK. TOYKA -, -

touka 4.4) | Lo oy

S\“



CucreMo- Yecrn (21/100 | Heuectn Peaxu (=1/10 000 xo | C nenspecTHa
OpraseH Kjac mo <1/10) (21/1 000 no | <1/1 000) qecToTa (OT
<1/100) HAJIHYHHTE JaHHH
He Moxe aa Obae
HANpaBeHA OMEHKA)
Xenaro6nanapuu | [Topuinenu [ToBuieHn JKBnTeHULa U TEKKO
HapylIEeHHs CTOMHOCTH Ha CTOMHOCTH Ha yepHOApPOOHO
yepHOApoOHUTE | OUAMPYOUH B yBpexaaHe,
€H3HMH KpBBTa BKJTIOUMTETHO
(AJIAT/ACAT, CITy4aH ¢ ocTpa
aNKanHa yepHoapoOHa
¢ocdaraza, HEJOCTATBYHOCT,
ITT) OCHOBHO IpH
MAlMEHTH C TEXKH
CBITBTCTBALIM
3abonsaBaHus (BXK.
Touka 4.4)
Xenatur
Hapymenns Ha O6pus JlekapcTBeHa peakuus | TokchuHa
KOKaTa H [pypuryc ¢ €03UHOGWIHA H enuaepMaiHa
NOAKOKHATA VYprukapus CHCTEMHH CHMIITOMH | HEKpOJIM3a
ThKaH® Xunepxuapo- | (DRESS) (Bx. Touka CuHApOM Ha
3a 4.4), ®ukcupaHa Stevens-Johnson
nekapcTBeHa epynuus | Eputema
myntudopme
Peakuus Ha
(hOTOYYBCTBUTETHOCT
(Bak. Touka 4.4)
JleBkOLMTOKIACTH-
4yeH BAaCKYJIUT
Cromatur
XunepnurmeHTaLus
Ha KO)KaTa
Octpa
reHepaM3ipaHa
€K3aHTeMaTo3Ha
nycrynosa (AGEP)
(Bx. Touka 4.4.)
Hapywmenus Ha Aptpanrus Hapymenus Ha Pabaomuonuza
MYCKYJIHO- Muanrus CYXOXKMIIMATA (BXK. Pyntypa Ha
CKeJIeTHATA ToukH 4.3 u 4.4), CYXOXKMIIHe (Hamp.
cHCcTEeMAa H BKJIIOYUTEITHO AxunecoBo
CheANHHTE/IHATA TEHIOHHT (Harmp. CYXOKHIIHE) (BK.
ThKaH* AxwunecoBo ToukK 4.3 U 4.4)
CYXOXKHIIHE) Pynrypa Ha
MyckynHa cnabocr, JIUraMeHT
KOATO MOJXeE J1a € OT PynTypa Ha MycKyn
oco0eHO 3HaYeHHe ApTpuT
MPH NALKUEHTH C
MHAcTeHHs rpaBHC -
(Bxk. Touka 4.4) o
HapymeHnus Ha [ToBHILEHH Octpa 6B6peuna P T i
6nOpennTe B CTOWHOCTH HA | HEJAOCTATHYHOCT N
NHKOYHHTE KpeaTHHWHa B | (Hamp. B pe3y/TaT Ha .
NbTHIIA KpbBTa HHTEPCTHLIHAIEH
HedpUT)




Cucremo- Yecrn (21/100 | Hevecrn Peaxu (21/10 000 xo | C Hen3BecTHA
opraseH KJjac no <1/10) (=1/1 000 no | <1/1 000) gecToTa (oT
<1/100) HAJMYHHTE JaHHH

He MOXke 1a Obje
HANpABeHA OlleHKA)

O6mmn Peakuus Ha AcTeHHA [Mupekcus Bonka (BKIHOYMTETHO

HApYLIEHHS H MSACTOTO Ha fonka B repba,

epexkTH Ha HH}Y3HATA IbPINTE H

MSCTOTO HA (bonka, KpaiHULHTE)

npHJIoKeHHe* 3ayepBsiBaHe)

2 AHaQWIAKTHYHH U aHADUIAKTOMIHH PEAKLIMH MOXKE TMOHAKOra [1a HACTBIAT A0PH Clie]l ITbpBaTa
J03a.
6 Peak1iMM OT CTpaHa HA KOXATa M JIMraBHLIMTE MOXKE MOHAKOra /1a HaCTBIAT I0PH CJIE bPBATa /103a.

JIpyry HeXeaHH PeaKiliHi, KOUTO Ca CBbP3aHH C MPU/IOKEHHETO Ha (ITyOPOXHHOIOHH BKITIOYBAT:
- nopdHpUYHH MPHCTHITH MPH MALMEHTH ¢ MOPHHPHSL.

* CpoblaBa ce 3a MHOTO PeIKH CITy4ad Ha MPOIBIDKHTETHH (10 MECELIH WK FO/IMHH),
MHBAJTMIM3MPALIN W TIOTEHLMAJIHO HeOOPATHMH CEPHO3HH JIEKAPCTBEHH PEAaKLHMH, 3aCATallH HAKOJIKO,
NOHAKOra MHOTO, CHCTEMO-OPraHHH KJIACOBE M CEeTHBA (BKIIOYHMTEIHO PEAKLMH KATO TeHOHHT,
pa3KbCBAaHE Ha CYXOXKHIIMe, apTpajirus, 6oka B KpaHHLMTE, HApYLLIEHHe Ha [OXO/IKaTa, HEBPOTIaTHH,
CBBP3aHHM C MApeCTe3HH M HEBPAITHs, YMOpPa, ICHXHYHH CHMINTOMH (BKJIKOYHMTEIHO HAPYLUIEHHA Ha
CBHS, TPEBOXKHOCT, MAHKMK aTaKH, JeNpecHs U CYMLMIHH UEH), HApYLIEHHE Ha NaMeTTa 1
KOHLIEHTPALIMATA U YBPEXKIaHe Ha CITyXa, 3peHHeTO, BKyca H 0OOHAHHMETO) BbB Bpb3ka ¢ ynotpebara
Ha XMHOJIOHH H ()JTyOpPOXHHOJIOHH, B HAKOHM CJTyYaH HE3aBHCHMO OT BEYE ChLIECTBYBAILUTE PUCKOBH
(dakTopu (Bxk. Touka 4.4).

** CpobluaBaHH ca cyYaH Ha AHEBPU3Ma M AMCEKalMs HAa a0pTarTa, MOHAKOra YCIO0KHEHH OT
pa3KkbeBaHe (BKIIIOYMTENHO daTalHK), U Ha PeryPruTalui/He0CTaThYHOCT Ha HAKOU OT ChpJeYHHUTE

KJany npy nauyeHTH, nojayvyapamniy !bﬂ!OQOXHHOJ'IOHPl (BXK. TOUYKA 44!

CrobulaBaHe Ha NOJO3HPAHM HEXEAHU PEAKLIHU

CpobIaBaHeTo Ha M003MPaHH HeXellaHH PeaKkLMH clie]l pa3pelllaBaHe 3a ynoTpeba Ha IeKapCTBEHHA
NpoayKT € BaxkHo. ToBa Mo3B0/ABA J1a MPOABIDKH HaG/MIOIEHHETO Ha ChOTHOILEHHETO I10J13a/pHUCK 3a
nekapcTBeHUs NpoayKT. OT MeJIMLIHHCKHTE CIIELMATHCTH Ce H3MCKBa J1a chollaBar Besaka
NoJ03MpaHa HeXellaHa peakiius Ype3 HallHOHATHA cHcTeMa 3a cboOulaBane KbM MsnbiHuTenHaTa
areHLMs 10 JiekapcTeara, yi. ,.Jlaman I'pyes Ne 8, 1303 Codus, Ten.: +35928903417, yeGeaiir:

www.bda.bg.

4.9 Ilpeaozmpane

CBIr1acHO W3CJIeIBAHMATA 38 TOKCHYHOCT MPH )KHBOTHH MM KJIMHHKO-()apMaKoJIOrHuHH NPOyYBaHHUS,
TPOBEJIEHH C JI03H, MO-BUCOKH OT TepareBTHYHHUTE, Hali-BaXXKHHTE CHMIITOMH, KOMTO Tps6Ba aa ce
O4YaKBar cjefl ocTpo npenosupate ¢ Onexcua HHPY3MOHEH Pa3TBOP Ca CHMITOMH OT CTPaHa Ha
LIEHTpa/THaTa HepBHA CHCTEMa KaTo 00BbPKAHOCT, 3aMasHOCT, HapyLIaBaHE HAa Ch3HAHHETO,
KOHBYJICHBHH I'bpuOBe, yAbDKaBaHe Ha QT-uHTeppana.

[1pH MOCTMapKETHHIOBO MpHJIOXKEHHe ca Habmonasanu edexTH ot crpaHa Ha [THC, BkmounTenHo
CbCTOSHHE Ha 00BPKAHOCT, KOHBYJICHH, MHOK/IOHYC, XaJIIOLIMHALIMH H TPEMOP.

B ciyuaii Ha npego3upate TpAGBa a ce MPHJIOKH cCUMNTOMaTHYHa Tepanusa. Heobxoaumo e na ce
cneau EKI™ nopaau Bs3MoxHOCTTa OT yAb/kaBaHe Ha QT-unreppana.

— -
XeMopauanusara, BKIIOYMTEIHO IlepUTOHeaNHaTa qHanusa v AT1J] He ca edpekTHBHH 3a OTCTp;g/aqﬂ'e Ha,

V4 (o)
a4

nesoduioKcalMH oT opranu3Ma. He chiecTByBa cneungHyueH aHTHAOT. /



5. @®APMAKOJIOIHYHH CBOHCTBA
5.1 ®apMakoIHHAMHYHH CBOHCTBA

DapMaKoTEpaNeBTHMHA IPyNa: XHHONOHOBH AaHTHGAKTEPHATHH CPEAICTEA, (ITyOPOXHHOIOHH
ATC xoa: JOIMAI12

JTeBodIOKCALIMH € CHHTETHYHO aHTHOAKTEPHAIIHO CPEJICTBO OT kiiaca Ha GuryopoXMHONOHHTE M e S(-)
€HaHTHOMED Ha PaLIEMHYHOTO aKTHBHO BEIIECTBO OQOKCAlMH.

Mexanuzem na deticmeue
Kato ¢yopoXHHONIOHOBO aHTHOAKTEPHATTHO CPECTBO, IEBOQUIOKCALIMH NeicTBa BbPXY KOMILTIEKCa
JHK-IHK-rupasa u Tononsomepasa IV,

Bzaumospvika @apmaxoxunemuxa/Papmaxoounamuxa
CreneHTta Ha GaKkTepHLUMAHA aKTHBHOCT Ha NeBO(IOKCALHH 3aBHCH OT CHOTHOILEHHETO HA

MaKCHMaJHaTa cepyMHa KoHueHTpaums (Cmax) WM mionrra noa kpusata (AUC) v MuUHMMAanHaTa
uHxuGuTOpHa KOHUEeHTpauui (MHUK).

Mexaruzwm Ha pezucmenmuocm

Pe3HCTEHTHOCTTA KbM JIEBODIOKCALIMHE CE Pa3BHBA B CTHIIANOBHACH NPOLEC HA MYTALMH Ha JiBaTa THI
IT ronousomepasu, [IHK rupasa u Tononsomepasa [V. JIpyrd MeXaHH3MH Ha PE3HCTEHTHOCT KATO
6MOKMpaHE Ha HaBNH3aHeTO (decTo npu Pseudomonas aeruginosa) v ehryKCHH MEXaHH3MH CBILIO
MOFAaT /1a MOBJIHAAT YYBCTBHMTEIHOCTTA KBM JieBoriokcald. Habmoznasana € kpseTocaHa
PE3NCTEHTHOCT MEXTY NeBOGIOKCALIH M ApyruTe GyopoxuHonoHu. [lopaau MexaHH3Ma Ha
AelficTBME KATO LIAIO JIMTICBA KPhCTOCAHA PE3UCTEHTHOCT MEXY JIEBO(IIOKCAMH M IPYTH Kiacose
anTubaKTepuanHy CpelcTBa.

Ipanuyu na wyecmeumennocm

MIC (MuHMManHa MHXUOHpama KOHLIEHTPALHA) HHTEPIPETATHBHH KPHTEPHH 3a TSCTRAHE Ha
YyBCTBHTETHOCTTA ca YCTaHOBeHH oT EBponelickus KOMHTET 32 TECTBaHE HA aHTUMUKpoOHaTa
vyscteurentoct (EUCAST) 3a neBoduiokcaiut H ¢a H30poeHH TyK:

https://www.ema.europa.ew/documents/other/minimum-inhibitory-concentration-mic-
breakpoints_en.xlsx

[NpeobnagapamaTa 4eCTOTa HA PE3UCTEHTHOCT MOXe Jla BAPHPA B 3aBHCHMOCT OT reorpagckara
0BIACT H BPEMETO 3a OTPEAEICHH BHIOBE, 33TOBA € JKENATENHO Ja HMa JIOKalHa HHQOpMaLHs
OTHOCHO PE3KCTEHTHOCTTA, 0COBEHO KOTaTO ce NieKyBaT TexkH nHpexumH. [1pu Heobxonumoct
Tps6Ba 1a 6bae NOTHPCEH eKCNEPTEH CHBET, KOraTo npeobiagaBamiaTa YecTOTa Ha PE3HCTEHTHOCT €
TAKABA, Y€ NON3ATa OT JIEKAPCTBEHOTO CPEACTBO MPH HAKOH BHIOBE HH(EKLHH € MO BLNPOC.

Braobe, KoRTO 00ATaHHO €A YYBCTBHTEIHNA

Aepobuu I'paM-nooxHTEIHE HaKTEPHR:
Bacillus anthracis

Staphylococcus aureus Memuyuun-yyscmeumenu
Staphylococcus saprophyticus

Streptococci, zpynaCu G

Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

Aepo6un I'paM-oTpunaTenun 6akrepan
Eikenella corrodens

Haemophilus influenzae

Haemophilus para-influenzae

Klebsiella oxytoca




Moraxella catarrhalis
Pasteurella multocida
Proteus vulgaris
Providencia retigeri

Anaepofnn GakTepHH
Peptostreptococcus

Apyru
Chlamydophila pneumoniae

Chlamydophila psittaci
Chlamydia trachomatis
Legionella pneumophila
Mycoplasma pneumoniae
Mycoplasma hominis
Ureaplasma urealyticum

BuaoBe, NpH KOHTO HNPHAOGHTATA Pe3HCTEHTHOCT MOKe /i3
npeacTARIABA npobiaeM

Aepoban I'pam-noroxaTennn 6aKTepHl
Enterococcus faecalis

Staphylococcus aureus METHLIIHH-PE3HCTEHTHH
Staphylococcus spp koaryna3o-HeraTHBHU

Aepo6nn I'pamM-oTpHIATEIHA
Acinetobacter baumannii
Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Klebsiella pneumoniae
Morganella morganii
Proteus mirabilis
Providencia stuartii
Pseudomonas aeruginosa
Serratia marcescens

AnaepoGEn Gakrepdan
Bacteroides fragilis

BaaoBe ¢ OpHCHINA PEIHCTEHTHOCT

Aepo6un I'pam-nosoxnaTeHE faKkTepun
Enterococcus faecium

# MeTHLULTHH-PE3HCTEHTHH S. aureus € MHOrO BEPOATHO Aa
TPHTEXABAT KPBCTOCAHA PE3HCTEHTHOCT KbM (TyOpPOXHHONOHH,
BIJIIOYHTENHO JIeBO(IOKCAIIMH.

5.2 @apMaKoKHHEeTHYHH cBoHcTBA

Abcopbyun

T[IpunokeHHAT nepopanso nesodnokcanuy ce abcopbupa 6P30 W MOYTH HAIILIHO ¢ NOCTHTAHE HA
NMKOBH IUTa3MEHH KOHLIEHTPALMH B PaMKHTe Ha | - 2 Jaca. A6comoTrHara SHoHanH4YHOCT € 99 -
100%.

Xpanara HMa ManbK edekT BbpXy abcopOumuaTa Ha 1CBOQIOKCALMH.
PaBHOBECHO CBCTOSHME C€ MOCTHra B paMKUTe Ha 48 yaca npu cxemMa Ha nosnpaﬂaiégt’(mg ne,gmm&'*
WIIH /1B ITbTH THEBHO. "

-‘QMFA * i,

Pasnpedenenue



TIpuGnusurento 30 - 40% ot nesodnokcaurH ce CBHP3Ba CbC CCPYMHHUTE NIPOTEHHH. CpeaHuar obeM
Ha pasnpeieneH e Ha NeBoduIokcalH ¢ npubausutento 100 1 cnen eHOKPATHO HIH MHOTOKPATHO
npuaoxkeHue Ha 1o3a ot 500 mg, nokassaill IIHPOKO Pasnpee/ICHHE B TEICCHUTE TBKAHH.

IHponuxeane 8 nroKanume i meiecHunme MewHOCMU;

VCTAHOBEHO €, 4e IEBO(IOKCAlIHH NPeMHHaBa B OpOHXHANHATA IUTaBHLIA, CIIUTENTHATA IOKPHBHA
TeYHOCT, AlBeoapHHuTe Maxpodary, GenoapobHara TEKaH, KOXaTa (TeYHOCTTa B MEXYPHTE),
NPOCTATHATA ThKaH W ypuHara. Jlesodnokcaumt obade npoHuKBa cnabo B uepebpo-cnHHanHaTa
TEYHOCT.

Buompancopmayus

Jlesodnokcaiuu ce MeTaGoM3Mpa B MHOTO MaJIka CTETeH A0 METaCONMNTHTE fe3METHII-
neBodiokcaly ¥ nesoduokcaun N-okcus. Tesu veTabonuTi npeacTapnaBar < 5 % ot no3ara,
KOATO CE OTAeNA B ypuHata. JIeroQIOKCALMH € CTEPEOXHMHUYHO CTaGIUIEH H HE Ce NOJnara Ha
XHpajiHa HHBEPCHA.

Enumunupane

Criez NEpOpAIHO M MHTPABEHO3HO NPHIIOKEHHE JIEBOGUIOKCAIIHH C¢ STHMMHEPA CPABHUTENHO GaBHO
ot mnasmara (t'%: 6 - 8 h). Ekckpewmsara ocHoBHO e npes Gp6pette (> 85 % oT npuiioxenara 103a).
CpenHHAT NPUBUAEH 06 TeNeCeH KIHPHHC Ha TeBOGIOKCALMH cilell eNHOKPaTHA 1038 OT 500mge
175 +/-29,2 ml/min.

Hsma rosemn paiinky BbB GapMakOKHHETHKATA Ha JIEBOPIOKCAUMH Ce HHTPaBEHO3HO U
TIEPOPAHO TIPHIICXKEHHE, KOETO NpPeToNara, Ye epopanHHAT H HHTPABEHO3HMAT NBT Ca
B3aHMMO3aMEHAEMH.

Juneiinocm
JlenodnokcalliH ce NOATMHABA Ha MHHEeHHaTa hapMAKOKHHETHKA B rpaHHLMTe OT 50 10 1000 mg.

CoenHANHH OONYTALHH

Hayuenmu c 6vbpeuna HedocmamvytHocm

DapMaKOKHHETHKATA Ha 1EBOQUIOKCALIME ce Binae oT 6u6peqno yepexaane. C HaMangBaHe Ha
6u6peunara ¢yHkimA, GEOpeyHaTa eNTMMHHALMA K KIUPBHCA CE NOHHMKABAT, 8 C/IHMUHALIHOHHHMAT

MOMYXKHBOT C€ YABJ/DKABA, KAKTO € TIOKa3aHO B Tabanuara o-IOIy:

bapMakoKHHETHKa Tpy GBEOpPeYHa HeJOCTATLHHOCT ClEA €MMHHYHE epopanHa Ao3a oT 500 mg

Cle [mUmin] <20 20-49 50-80
Clz {mV/min] 13 26 57
b1z [] 35 27 9

Hayuenmu & cmapuecka gv3pacm

HsMa 3HaYHMH pazHyKd BbB (apMaKOKMHETHKATA Ha JEBOGIIOKCALIHH MEXTY MAATH NAUHEeHTH U
NALMEHTH B CTAPUECcKa BB3PACT, ¢ H3KIIOUEHHE Ha Te3H, CBBP3AHH ¢ Pa3/IHKH B KPEATHHHHOBHA
KJIHPBHC.

Honosu painuviir

OTAeNnHM aHATH3K NP MBIKE M XKEHH NOKA3BAT MAJIKH 1O I'PAHHYHH NOJIOBH pasiuvHi BLB
(apMaKoKHHETHKATa Ha NeBoduiokcaluy. HaMa [oka3aTencTsa, ue Te3H padIu4H B MONOBETE Ca OT
KIMHHYHO 3HAYECHHE,

5.3 IipeaxknAEEYHH 1aAnH 3a GezonacHoCT

Hek/IMHHYHKUTE JaHHM He MOKAa3BaT CreLMAIeH PHCK 3a XOpaTa Bb3 OCHOBA H'f
NPOYYBAHMA HA TOKCHYHOCT NPH €THOKPATHO NPHIOKEHHE, TOKCHYHOCT [IPH MH



Jleo(hIOKCAUMH He TIPeIN3BHKBA YBpEkaHe HA QepTUAMTET WIH PENMPOTYKTHBHOTO MOBEECHHE TIPH
[UTEXOBE K eHHCTBEHHAT My e(eKT BBpXy 1utoja e 6w 3afapeHo Ch3pABaHE BCACACTBHE TOKCHYHOCT
TIpH Maiikara.

JlerodpnoxcauyH He NpeIM3BUKBA TeHHH MyTALMH B OAKTEPHANHY KIIETKU WM KIETKH OT Go3alHHLM,
HO MHIYIKpPa XPOMO30MHH abepausH in vitro B 6enoapoGHH KIETKH OT KHTAHACKM XxamcTtep. Tean
e)eKTH MOXKe [1a ce OTAANAT Ha HHxuOMpaHe Ha TonousoMepasa II. MsnuTBaHus in vivo
(MHKpOHYKeYC, 0GMeH Ha CeCTPHHCKH xpoMaTiaH, Henpeasuaen JTHK cunTes, noMHHaHTHA
JIETANHA TECTOBE) He MOKA3BaT NeHOTOKCHYEH MOTEHLHA.

M3nuTBaHHs NPH MHILKH [OKA3BaT, Ye 1eBOQIIOKCALMH NPHTEXABA GOTOTOKCHYHA 8KTHBHOCT CaMo
ITpH MHOTO BHCOKH J03H. JIeBoOKCALIMH HE NMOKa3Ba reHOTOKCHYEH MOTEHILHA B aHATH3a 33
(poTOMyTareHHOCT M HaMansBa 06pa3yBaHeTO Ha TYMOPH MPH Npoy4BaHe Ha HOTOKAHLEPOreHHOCTTA.

Kakrto u ocTananute duTyOpOXMHONOHH, 1eBOGIIOKCALMH OKa3Ba eeKT BHPXY Xpyiusna (oGpasysaHe
Ha MEXYPH ¥ KyXMHH) [PH TUTLXOBE H KyueTa. Te3n Haxo[KH ca N0-H3Pa3eHH NpH MIAIH HBOTHH.

6. ©GAPMAINEBTHYHH JAHHH

6.1 CoEcbK HAa DOMOIMHBHTE BEIIECTBA

Hartpuer xnopnn

Hatpues xuapokcun (3a kopekuua Ha pH) (E524)
XnopoeoaopoaHa kucenuHa (3a kopexuus Ha pH) (E507)
Bopa 3a MIDKEKIIKH

6.2 HechbBMeCTEHMOCTH

®nexcua 5 mg/ml vdy3HOHEH pasTBOp He TpAOBA Na ce CMECBA ¢ XENAapHH WIH alKalIHKU pa3TBOPH
(nanp. HaTpHeB XHAporeHKapboHar).

To34 neKapcTBEH MPOAYKT He TpAGBa 1a Ce CMECBA ¢ APYTH JIEKAPCTBEHH NPOAYKTH, ¢ H3KIIIOUSHHE Ha
MOCOMEHHTE B TOYKA 6.6.

6.3 Cpox Ha rogHoCT
3 roaMHu

Cmabunnocm cred npuzomeane

Cnen nipuroteaue ¢ 9 mg/ml ¢puznonoruyen pasreop (0,9%), 50 mg/ml rmokozen pasrsop (5%) u 25
mg/ml pa3top Ha Punrep (2,5%), HH}Y3HOHHHAT pa3TBOp NeBodIOKCcalMH 5 mg/ml octaBa
cTabuieH B IPOaLDKEHKHE HA 8 waca Mpy cTaliHa TeMIepaTypa d He Ce Hy)Kae OT [PeAna3BaHe ot
CBETIIHHA.

Ot MEKpOGHOIOrHYHa riefiHa TOUKA MPOAYKTET TPAGBa Aa Ce M3MoM3Ba BeHara. B npoTuBeH cayuai
noTpeSUTENST HOCH OTTOBOPHOCT 38 CPOKA M YCJIOBHATA HA ChXPAHEHHE, KATO 0OMKHOBEHO TE Ca B
pamkuTe Ha 24 yaca npu TeMneparypa 2 o 8 °C, ocBeH ako pa3TBapAHETO € HANPABEHO NPH
KOHTPOIIUPaHH H BaJTHAMPAHH YCIOBHA.

6.4 CoennansHH ycJIOBHS HA ChXPaHeHHE
ConxpaHsaBaiiTe B OPHTMHATHATA OMAKOBKA, 33 J1a Ce NPEINa3H OT CBeTuHA. Tosu 1

He H3MCKBa CMIELHANHH TEMIEPATYPHH YCIOBHA 33 ChXPaHEHHE.
3a yCNOBHATA HA CBXPaHEHHE Clell pa3TBapAHE Ha JIEKapPCTRCHHS MPOIYKT,

6.5 Baan coabpxkadBe HA OMAKOBKATA



Cak 0T HUCKOILTETHOCTEH [ONMHETIIIEH.

Buaoee OnakoBKH

1 x50ml, 5x50ml, 10x 50 ml, 20 x 50 ml
1x 100 ml, 5 x 100 ml, 10 x 100 ml, 20 x 100 ml

He BcHYKH BHIOBE OMAKOBKH MOTAT Aa OBbJaT MycHaTH B npoaaxoa.

6.6 CrnenualEHA DpeiNa3HA MEPKH NPH H3XBLpaARKE B pabora

[ToaroToBKa 3a NpHiOKeHHE!

1. MposepeTe caka npeau yriotpeGa. Manon3paiite caMo ako pasTBOPBT € OMCTHP, ChC 3€ICHHKABO-

SKBIIT LIBAT, 03 4YacTHIIH.

2. Otnenere npeanasHHA CIOM.

3. Bkapaiite cucTeMa 3a HHOY3HA C LA C JBOCH NyMeH.

4. OKauete caka Ha cToHKaTa.

[lo Bpeme Ha uHbY3HATA He € HeoOXOAKUMO NMpEeaNa3BaHe OT CBETAHHA.

Mnexcun S mg/ml HHy3UOHEH pasTBOp He TPAGBA 1a ce CMECBa C APYTH JIEKAPCTBEHH IPOAYKTH, C

M3KJTIIOYEHHE HA CIIeAHHTE HH(Y3HOHHH PAa3TBOPH:

dnekcun 5 mg/ml uuy3uOHeH PasTBOP € CHBMECTHM CBC CEAHHTE MH(Y3HOHHH Pa3TBOP:

9 mg/ml HaTpues xnopua (0,9%)

50 mg/ml rmoxo3a (5%)

25 mg/ml pasTBOp Ha rmoko3a B Punrep (2,5%)

3a HECHBMECTHMOCTH BIDKTE Touxa 6.2,

Camo 3a eaHoKkpaTHa ynorpe0ba. HemsnonssaHoTo KOMHYECTBO CE& H3XBBPJIA.

Hen3non3BaHUAT JIEKAPCTBEH MPOAYKT WIH OTTIaABYHHTE MATEPUAIH OT HETO TpabBa 1a Ce M3XBLPAAT

B CHOTBETCTBHE C MECTHHTE H3HCKBAHHSL.

7. IIPHTEXATEJ HA PA3PEIIEHHUETO 3A YITIOTPEBA

Sandoz d.d.

VerovEkova 57, 1000 Ljubljana

CnopeHus

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20160010

9. JTATA HA II'BPBO PA3PEINABAHE/MOHOBABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Jara Ha mepBo pazpeinasane: 07.01.2016

JiaTa Ha nocneaHO MOJAHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

08/2025




