KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



-

| 3NLAHUTENHA ATEHUMS NO NEKAPCTBATA
Kpamxa m?p;mmpucmuu Ha npogyxma  lpuromernue ! W

1 UME HA JEKAPCTBEHHA IMTPOOYKT

Paspewerus Ne
BG/MA/MP - 5“7‘-"]'?/20[]1 .
Tasanuk 500 mg punMupaHy TabneTku | OgoBpeHIB Mo ........oeof...

Tavanic 500 mg film-coated tablets

2 KAYECTBEH U KOJIHYECTBEH CBCTAB

Beska dunmupana tabnerka Tapanuk 500 mg cvabpxka 500 mg nmesodnokcaumt (levotfloxacin) kato
neBOQJIOKCALHH XEMHUXHIpaT.

3a NBEJIHUA CMTHCHK HA NMOMOLLHHTE BELeCTBA BHXKTE TOUKa 6.1.

3 JIEKAPCTBEHA ©®OPMA
PunmupaHa Taberka.

bnenoxbareHukaBo-0enu 10 yepBeHHKaBO-0enH GruIMHpaHH TablieTKH ¢ AeNTHTE/IHA YyepTa.
TabneTkaTa Moxe na Obae pasneneHa Ha paBHH NOMOBHHH.

4 KJIHHWUYHH JAHHH
4.1 TepanneBTHYHRH NOKA3AHHSA

TapaHuK € MOKa3aH NPH BLEIPACTHH 34 JIEUEHHE Ha ClieAHHTE HHPEKUHH (BX. TOUKH 4.4 1 5.1):

. OcTbp MUEIOHEPPHT U YCNOKHEHH HHPEKLIMH HA MHKOYHUTE MbTHILA (BXK. TOUKa 4.4)
. XpoHuueH DakTepHalieH NMPOCTATUT
. AHTpaKc fApH BAULIBAHE: MPOPUIAKTHKA Clled €KCIO3MUMA U leueHHe (BXK. TOUKa 4.4).

3a no-goay nocodexure HHpekuMn Tapanuk Tpsadsa aa ce v3non3ea caMo kKoraro ynorpedara Ha
aHTHOAKTe pHAITHH MpenapaTH, KOUTo 0OHKHOBEHO ce MpeNopbYBaT 32 MbPBOHAYANHO JIEYEHHE HA Te3U
MH(}EKLIHMH, CE CMATA 32 HEMOAXOAALIA.

. OcTbp OakTepyaneH CHHY3HT

. OcTtpa ex3auepbaumsa Ha XpOHHUYHa 00CcTpyKTUBHA DenoapobHa OonecTt, BKIIOUMTENHO
OpOHXHUT

. [THeBmoHMs, npuaobHTa B 00UIECTBOTO

. YCNoXHEHH HHPEKLMU HAa KOXKATa U MEKHTE ThbKaHH

. HeycnoxueH uucTuT (Bx. Touka 4.4)

TaBaHHK MOXE CBHIUIO Ja CE H3IMOA3BA 33 3aBbPILIBAHE HA Kypca Ha JieueHHe MpH NalHeHTH, 0Ka3alu
noaoOpeHne NpH Ha4aNHO JIEYEHHE ¢ HHTPABEHO3EH NEBOGIOKCALIHH.

TpabBa na ce uMa Mpeasua 0OPHLIMANTHOTO PLKOBOACTBO 3a NMOAXOAAINO H3NOA3BAHE HA
aHTHOAKTepUANIHH CpeaCTBa.

4.2 HO3HpOBK2 H HAMHH HA NPHIOKEHHE

TaBaHHk TaONeTKX ce NpUaraT BEAHbX WM ABa MbTH AHEBHO. /l03MpOBKaTa 3aBHCH/A
TEXKECTTa Ha HHPEKIIMATA M OT YyBCTBHTEIHOCTTA Ha MpeanojiaraeMus narorcHeH gPud
TaBanuk TabNeTkH MOTraT CHLUO a Ce NPUIATAT 3a 3aBbPIIBAHE HA KypCa Ha NedeHeRy
KOWTO Ca NnokKasaiy noaodpeHue npu Ha4aaHo JieYeHHe ¢ HHTpaBeHo3eH nesodnokdalh
OUOEKBUBATIEHTHOCTTA Ha NapeHTepaliHaTa U nepopaiHata GopMa, MOXe 1a ce MPHY
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[o3upoBka

Morar aa 6baaT AaieHH CleqHHUTE NPenOpPBbKU 3a A03HpaHe Ha TaBaHHK:

Ho3uposxa npu nayuenmu ¢ nopmanua 6vbpeyna Qynxyua (xpeamunurnos krupvrc > 50 ml/min)

ITokazanue JHEeBHA 1030BA cXema MpaboKHTETHOCT HA
(cnoped medcecmma) JIeYEeHHETO
(cnopeo medcecmma)
OcThbp HaxkTepHaneH CHHY3HT 500 mg BeAHBK THEBHO 10 - 14 quu
baxktepuanHo obocTpgHe Ha 500 mg BeAHBK AHEBHO 7 - 10 ouu
XpOHHYHA OOCTPYKTHBHA OenoapobHa
bonecT BKI1. OPOHXHT
[Tuesmonus, npunobura B 500 mg BeaHBXK WM ABA MbTH | 7 - 14 oHM
00LLECTBOTO AHEBHO
OcTbp nHeETOHEPPHUT 500 mg BeaAHBXK AHEBHO 7-10 nHu
YcnoxkHeHH HHPEKLIHH Ha 500 mg BeAHBK OHEBHO 7 - 14 oHu
| YPHHApHHS TPakKT
HeycnoxseH UHCTHT 250 mg BeAHBX OTHEBHO 3 nuM
XpouuueH OakrepuaieH npoctatut | 500 mg BeAHBK JHEBHO 28 nuwM
YcnoxHeHu nHdekuyu Ha koxata i | 500 mg BeaHwx wim apa bt | 7 - 14 quu
MEKHTE ThKaHH AHEBHO
AHTpakKC NpH BAUILIBAHE 500 mg BeaAHBXK AHEBHO 8 ceaMuLy
Cneyuainu nonyaayuu
Hapywena 6vbpeuna gynxyua (kpeamurnunoe xaupvuc <50 mi/min)
Ho3oBa cxema
250 mg/24 h 500 mg/24 h 500 mg/12 h
KpearHHHHOB fIvpaa ooza: 250 mg | ITepsa ooza: 500 mg [Tvpsa ooza: 500 mg
KJIHPBHC
50-20 ml/min Caeo mosa: Caeo moaa: Cneo mosa:
125 mg/24 h 250 mg/24 h 250 mg/12 h
19-10 ml/min Creo mosa. Cneo mosa: Creo mosa:
125 mg/48 h 125 mg/24 h 125 mg/12 h
<10 ml/min Cheo mosa: Cneod mosa: Cneo mosa:
(BKIFOUMUTENHO 125 mg/48 h 125 mg/24 h 125 mg/24 h
xemoauanusa u HAIT)

'He ce HanaraT ZOMBIHUTENHU JO3H CJIE XEMOIHAH34 HITH HEMPEKBCHATA aMOyIaTopHa

repuToHeanHa auainusa (HAIL).

Hapywena uepnoopobrna pynxyus

He ce Hanara xopekiya Ha [103aTa, ThiH KaTO JEBOQIOKCALIMH He ce MeTabonu3npa B 3HaUHMMa CTeNeH
OT YepHHA Apo0 U ce eKCKpeTHpa OCHOBHO upe3 OubpeunTe.

Hanyﬂauuﬂ 68 CMApUecKkq sbipacm

He ce Hanara kopekims Ha 103aTa NIPH MALMEHTH B CTAPYECKA BH3PACT, OCBEH aKo He CHy
[laHHH 3a HapyleHa OpOpeuHa pyHkums (Bx. Touxa 4.4 ,, TeHAUHUT U PYIITYPH Ha CYX(] gv *

.Y Abxkaeane Ha QT uHTepBana”).




[leduampuuna nonyrayus

TaBanuk e NpOTHBOMOKAa3aH MPH Jeua M IOHOLUH (BXK. ToUKa 4.3).

HauWH Ha OpunoxkeHue

TaBanunk TabneTku TpAOGBa fa ce MOTBLIAT, 6€3 na ce pa3TpolaBaT H C JOCTATBbYHO KOJIMYECTBO
TE€YHOCT. Morat 1a ce pa3aendr no Jenure/lHaTa YepTa 3a aJanTHpaHe Ha Jo3ara. TabneTkure Morart
1a ce MPHEMAT MO BPEME Ha XpaHEHE WK MEXTy XpaHeHusTa. TaBaHuK TabneTky Tpabea nace
NMPUEMAT [OHE [(Ba 4aca NpeAr WIH Clie] NPUWIOKEHHETO Ha Xee3HH COJTH, IIMHKOBH COJIH, MarHe3uii-
HIIH AJTYMHHHH-ChABPKAUIN aHTHALUHAN WIH AUIAHO3HUH (camMo KoMOURayuu Ha OUOAHO3UH C
ATYMuKuU- wiu Mazue3ui-cvovpaicawyu bygepupawu cpeocmsa), v cykpandat, ThH KaTo MoXe fa
HaCTbIIM HaManaBaHe Ha abcopbuuaTa My (Bx. Touka 4.5).

4.3 IIporusonokazanus

JleBopnokcauuH TabneTku He TpAOBa na ce npwiarar:

. IPH MALMEHTH, CBPBXYYBCTBHTENHH KBM JCBOGNOKCAUMH HIAH OPYTH XHHOMOHH, WIH HAKOE OT
MOMOIILHUTE BellecTha, u3bpoeHu B Touka 6.1,

. NPH NALMEHTH ¢ EMUNENCHS,

. NPH MAIAEHTH ¢ aHAMHE3a 33 HapYLUEHHA Ha CYXOXKUIHATA, CBBP3aHH C NPUIOKEeHHE Ha
$NyOpOXHHOJNIOHH,

. NPHU A€l WK FOHOLIH,

. Nno BpeMe Ha BpeMeHHOoCT,

. NpH KbPMAvKH.

4.4 Cneunannu npeaynpexaeHHs H NpeaANa3HH MepPKH NpHd ynorpeda

Ynorpebara Ha neBoguokcaliiH TpabBa xa ce n304rea NpH NaMeHTH, KOUTO ¢a KMaJTH CEPHO3HH
HEKEeNaHH peakUMU B MHHANIOTO TpH ynioTpeba Ha NMPOIYKTH, ChAbPXKALLN XMHOMOHHU HITH
GbnyopoXHHONOHH (BX. Touka 4.8). JleueHreTo HA T€3H NALMEHTH ¢ NeBodNOKcalUMH TpiaOBa Aa ce
3a[104YBa CaMo FPH JIKIICA HA AJITEPHATHBHM BB3MOXKHOCTH 32 JIEYEHHE U CJiel BHUMATENHA OLIEHKA Ha
CHOTHOLLIEHHETO NMOa3a/pPHCK (BXK. ChLIO TOYKa 4.3).

Pucx om pezucmenmnocm

MHOro BEpOATHO € METHUWIHH-PE3UCTEHTHH S. aureus 1a UMAT KOPE3HCTEHTHOCT KbM
(AyOPOXHHOIOHH, BKIKOYHTENHO JicBodiokcauuH. [Topanu ToBa AeBodoKcaliMH HE Ce MpenopbyBa
3a JICYEHHETO HA U3BECTHH MK NoLo3upaHK HHGekuun ¢ MRSA, ocBeH ako n1abopaTopHH pe3ynTaTH
MOTBBLPAAT YYBCTBUTENHOCT Ha MUKPOOPraHu3ma crpsaMo JeBopAOKCAIIUH (H MPenopbLYBAHHUTE
OOMKHOBEHO aHTHOAKTEPHAJIHH cpe/cTBa 3a JeueHue Ha uHbekunu ¢ MRSA ca cueTeHH 3a
HEMOAXOAALLH).

Jlesodnoxcally MOXe 1a Ce€ NPUIATa 3a JIeYEHHE HA OCThP OakTepHaNeH CHHY3UT M 000CTpsHE Ha
XpOHHYEH OPOHXHT, KOTaTo T€3W UHPEKLMH Ca NPABHIHO JHATHOCTHIHPAHH.

PesncTeHTHOCTTa clipaMO GITyOPOXMHONOHH Ha E, coli — HaH-4eCTHAT MaTorex, CBLP3aH ¢ HHPEKLIMH
Ha ypHHApHHUA TPakT - Bapupa B EBponeifickua cbio3. [Ipeanuceaiuute TpsaGBa 1a B3eMaT ApeaBHI
JIOKANHO npeobagasaiiaTa pe3aucTEHTHOCT CpaMo ¢pnayopoxunononu npu E. Coli.

AHTpakc npu BauiuBaHe: [IpinoxkeRHeTO NpU Xopa ¢ce OCHOBaBa Ha NAHHH 33 YYBCTBY
vitro Ha Bacillus anthracis v Ha eKCIEPUMEHTATHY 1aHHH MIPH XKHBOTHH, 3a€IHO C QYpg
npu xopa. JlekyBawure nexapu TpadBa 1a ce peepupaT KbM HAUHOHANTHHTE W/
KOHCEHCYCHHM JOKYMEHTH OTHOCHO JIEYEHHETO Ha aHTPaKC.



Tlpoodvroicumennu, unearuouzupawyu ¥ NOMeHYUTHO HeODPAMUMU CePUOIHU HEXCENARU NeKAPCMBEHU
peaxkyuu

Cpoburapa c€ 3a MHOTO PEIKH CITYYaH Ha NMPOABDKHTENHH (NMpOoIb/DKaBalild MeCeUr WIH FOAHHH),
UHBATHAM3HPALIM U MTOTEHUHAHO HeoOpaTHMH CEPHO3HH HEXENTaHH NTEKAPCTBEHH PEaKIIHH,
3acAraliy pa3yiMyHU, MOHAKOra MHOTO CUCTEMHU B OpraHM3aMa (MyCKYTHO-CKEJIETHA, HEPBHA CHCTEMA,
[ICHXHKA U CETHBHH OpraHH) MpH MaUUEHTH, NOTyHaBalllid XHHOIOHHA U GJIyOPOXHHOJIOHH,
HE3aBHCHUMO OT TAXHATA Bb3PACT H BEY€E CHILECTBYBAUIMTE PUCKOBH dakTopH. JleBodnokcaunH TpsOBa
1a ce cnpe He3abaBHO MPH [TbPBHTE NPU3HALIA WIM CHMITTOMM Ha BCAKA CEPHO3HA HEXeNlaHa peakLus
KaTO NMaLMEHTHTE TpabBa Aa ce MOCHBETBAT 1d €€ CBBPXKAT C TEXHUA JIEKap, peAnucal JIEKapcTBOTO,
33 CbBET.

Tenounum u pazkvceane Ha Cyxodxcuiue

TeHauHHUT M pa3KbCBaHE HA CYXO0XKWIHNE (MO-CNELMATHO aXHIECOBO CyXO0XKHIue, HO Oe3 aa ce
OorpaHH4aBa caMoO 10 Hero), OHAKOra AByCTPaHHO, MOXKE [1a Ce MOYYH OLIE B paMKHTE Ha 48 yaca ot
3aM0yBaHe Ha ICHEHHUETO ¢ XHHOMOHHU H PIYOPOXHHONOHH KaTo MMa ChOOIIEeHH 3a TAKKHBA, Pa3BHITH
ce NOpH 10 HAKOIKO MECeLa ciiell NPeKpaTaBaHe Ha JIEYEHHETO. PUCKBT OT TEHAUHUT U pa3KbCBaHe Ha
CYXOXHUITHE Ce MOBHIIABa MPU NO-Bb3pacTHH NAUHEHTH, NaUHeHTH ¢ ObOpeYHO yBpexKIaHe, nauMeHTH
C TPAHCILIAaHTHPAH COIKAEH OpraH, MpH NauMeHTH, NoayvaBaluy AHeBHM 1034 no 1000 mg
NeBO(IOKCALIMH U TAKHBA, JIEKYBAHH CBHITBTCTBALIO ¢ KOpTHKOocTepouaH. [1o Tazu npuunHa
CbhNbTCTBaLLATa yroTpeda Ha KOpTUKOCTEpoUaAH Tpa0OBa na ce u3barea. [Ipu mepBUs NpU3HaK Ha
TeHAUHUT (Hanp. Hone3HEeHO NONYBaHe, Bh3NAIEHHE) JEYSHUETO ¢ NeBodUIoKCaLlMH TpAOBa aa ce
NpEeKpaTy U Aa ce OOMHCIIH ATTEpPHATHBHO NeYEHHE, 3acerHaTHAT(Te) KpalHHK(LUH) TpaAOBa Aa
Obae(ar) nexkysaH(1) no noaxoaawl Ha4MH (Hanp. obezasixkBaHe). He Tpabea aa ce nanonssar
KOPTHKOCTEPOMAH, AKO CE MOABAT NMPH3HALN HA TEHIHHOMATHA.

Muoxaornyc

CpobiaBaHy ca cityyan Ha MMOKJIOHYC MPH MalMeHTH, NpUeMalLiiy 1eBo@IoKCaLMH (BX. ToukKa 4.8).
PHCKBT OT MHOKIOHYC C€ MOBHLIABA NPH [10-BL3PACTHH NMALMEHTH H MPH NAUHEHTH ¢ OBE0pedHo
yBpeKJaHe, aKo 103aTa Ha JieBO(QIOKCALIMH He C€ KOPHIMpa Criopel KpeaTHHHHOBHA KIHPHHC.
JlesodnokcauvH TpabBa na ce npekpaTH He3abaBHO NpY MbPBATA NOABA HA MHOKJIOHYC H J1a ¢
3arouHe NMOJXOAALIO IeYeHHE.

3aborasanud cewvpzanu ¢ Clostridium difficile

Huapus, 0cobeHO ako € TexKa, NPOABL/DKUTENHA W/HIH KbPBaBa, 10 BPEME Ha WIIH CJiE]l IEYCHHE C
neBodIOKCALIMH (BKTIOHHTENHO HAKOJIKO CeIMMLIH CJiel JIEHEHHETO), MOXe Aa Obe CUMITOMATHYHA
3a 3abosaBane, cebp3ado ¢ Clostridium difficile (CDAD). CDAD moxe ga Bapupa no TeXecT OT JIEKO
A0 JKHMBOTO3ACTPALLABALIO, HAH-TeXKKaTa Popma HA KOETO € nceBToMeMOpaHo3eH KOHT (BXK. TOYKA
4.8). ETo 3a110 € BaXKHO Aa Ce B3eME NMPpeIBHA Ta3M AHArHO3a MpH MalyMeHTH, KOUTO pa3BUBAT TEXKKAa
AMAapHA MO BpeMe Ha WK clle JiedeHHe ¢ JIeBOPNOKCaLUMH. AKO HMa CbMHEHHME WIH ce [IOTBbLPIH
CDAD, nepodiokcauuH TpabBa Aa ce ciipe He3a0aBHO U BeHAra Ja ce 3anovyHe noaxoasilo JeyeHHe.
JNlexapcTBeHHM NPOIYKTH, IOATUCKALIH NEPUCTAITHKATA, Ca NPOTHBONCKA3aHH MPH Ta3y KIMHUYHA
CHUTYaLHA.

ITayuenmu, npedpaznonoxceru KoM npunadvy

[pH ApYrMTe XMHONOHH, TPAOBa Aa ce Mpwiara ¢ NOBHUIEHO BHUMAaHHE MPH nauue
npeapasnookeHH KbM MPHNAaIbUY UNH HA CBIBTCTRALLO JIEYEHHE C AKTHBHH BE
CHH)KaBaT LepeOpaTHHA rpar Ha NpUNagbUH, KaTo TeodUInH (BK. Touka 4.5). B¢
KOHBYJCHBHHU NpUnanbuM (Bx. Touka 4.8), eueHueTo ¢ neBodIokcauuH Tpadea a



llayuenumu ¢ degpuyum na 2moxo30-6-gocam dexudpozenaza

[NaumneHTH C NnaTeHTEH UK M34BeH aedekT Ha roko30-6-gocdar geXxuaporeHa3HaTa aKTHBHOCT,
MOTaT 14 NPOABAT CKUIOHHOCT KbM XEMOJHTUYHH PEAKLIMM, KOTaTO Ca JIEKYBAaHH C XMHOJIOHOBH
aHTubaxkTepuanHu cpeactea. [Topaau ToBa, ako neBOGAOKCALMH C€ H3NOJI3BA TPH TAKWBA NALIMEHTH,
TpabBa 1a ce cleaM 3a eBeHTYATHA NOABA HA XEMOJIH3a.,

Hayuenmu ¢ 6vbpeunu yapexcoanus

T kaTo nesodnokcailud ce EKCKpeTHpa OCHOBHO upe3 On0peunTe, no3ara Ha TaBaHHK TpsaOBa 1a
Obae kopHrupaHa npu nauueHTH ¢ 6L6peyHo yBpexaaHe (Bx. Touka 4.2).

PE‘GKI{HIM HA cgpbvbxuiysecmeumeinocm

JlesodrnokcalH MOXe Aa NPHYHHH CEPHO3HH, NOTEHIMANIHO (PaTANHU peakuyH Ha
CBPBbXHYBCTBHTEIHOCT (T.€. AHTHOEAEM [0 aHA(DWIAKTHYEH LUOK), [IOHAKOra MOCaeABallY Ha4aTHaTa
no3a (Bx. Touka 4.8). [launentute TpsOBa Aa NpeKpaTAT JieUeHHETO He3a0aBHO U a €€ CBbPXKAT ¢
TEXHHS JIEKAp WK € JIEKAP OT CIEIIHA MOMOILL, KOHTO 1a HHHUHKPA NOAXOAALIH CIICIHHNA NEHCTBHA.

Texcxu KoXCHU Hederanu Peaxkyi

Texky KOXKHH HexxenaHd peakuuy (SCARS), Br1oYBaLIM TOKCHUYHA enHaepMaiiHa Hekponu3a ( TEN:
H3BECTHA OLUE KaTO CHHApOM Ha Lyell), cunapom Ha Stevens Johnson (SJS) u nekapcTBeHa peakums ¢
€O3MHOPWIHA K cUcTeMHH cuMnTOMU (DRESS), kouTo MOXe na ca »KHBOTO3acTpallaBallli WiH ¢
neTalieH U3Xo[, ce cbodLLaBaT BLB BPb3Ka ¢ yrnoTpebara Ha jeBoduiokcalurH (Bx. Touka 4.8). [Ipu
NpearnuCcBaHeTO NauMeHTUTe TpAOBa Aa 6baaT MHGOPMHPAHH 3a MPH3HALIMTE M CUMIITOMHUTE HAa TEXKH
KOXHH peaKkLHH H 1a 6baaT Habnio1aBaHH ¢ NOBUILIEHO BHUMaHHUE. AKO Ce€ MOABAT MPU3HALM M
CHUMITTOMH, MOKA3aTENHH 3a TE3H pPeakLUH, NPUIOKEHHETO Ha IEBOQUIOKCALIME TpAOBa HezabaBHo na
ce MpeyCcTaHOBH U 1a ce 0OMHCIIH ANTEPHATHBHO JIeYCHHUE, AKO MaLHEHTBT € pa3BU/l CepHO3HA
peakums Kato SIS, TEN wau DRESS npu ynorpebata Ha nesodnokcauuH, 1€4eHHETO ¢
nesopaoKcalUHH He TpadBa aa ce 3anousa OTHOBO NPH TO3H NALMEHT.

HHucenuxemis

KaxTo nNpu BCHUKH XHHONOHH, ca ChOOWABaHH HapyUICHUA B KPBBHATA 3aXap, BKIKOYBAUIH KAKTO
XHMOrJTUKEMHA TaKa U XHUMNEPriMKEeMHs, BE3HMKBALUHK N10-YECTO MPH NALMEHTHU B CTApYECKa Bb3pacT,
OOHKHOBEHO [IpU NAUMEHTH ¢ AuabeT, NpUeMallH ChIIBTCTRALLO JIEHEHHE C MePOPaHO
XHMOFTUKEMHYHO CpeACTBO (Hanp. rMHOEHKIaMHA) WK ¢ HHCYAMH. ChoOLUaBaHM ca CTydYau Ha
XUNornukemMuyHa koma. [lpu nauuenTH ¢ gHaber ce NpenopbUYBa BHUMATEHO NpOCiieasBaHe Ha
KpbBHATa 3axap (BxK. Toyka 4.8).

Jleuenueto ¢ TapaHuk TpsaOBa na ce cnpe He3zabaBHO, aKO MALMEHTHT CHOOIILM 3a HApYUIEHHE Ha
KpBBHATA 3aXxap H TpsA0Ba /1a c€ UMa Nnpeasul aITepHATHBHA aHTHOAKTEpUAHA Teparus C
He(TYOPOXHHOIOHH.

IIpeonaszeane om gomouyscmaumennocm

[1pu nesodnokcanyu e cbobiiaBaHa PoTodyBCTBHTENHOCT (BX. Touka 4.8). [Ipenopbura ce
MaUKEHTHTE [a HE Ce M3NAarat UAJIMIIHO Ha CWIHA CJTLHYEBA CBETJIMHA MK HA H3KYcTBeHH UV nbuM
(Hanp. kBapLOBa JlaMMna, CONapuyM) Mo BpeMe Ha JieueHHeTo W 48 yaca clien rpeKkpaTaBaHeTo My, ¢

e MpeAna3BaHe OT (POTOUYBCTBUTEIHOCT.

HQMHEHHIH, JAeKysdadru ¢ sumdmiin K anmaconucmu

[Topanu Bb3MOKHOTO NMOBHLIABAHE Ha KoarynaudoHuTe tectoee (PT/INR) w/unu
MALIHEHTH, JIEKY BAHH ¢ N€BOGIOKCAlHH B KOMOWHAUKA ¢ BUTaMHH K aHTarosumc



€ HeOOXOAMMO NPOCIEAABAHE Ha KOoaryJalHOHHUTE TECTOBE, KOraTo Te3M JIEKApCTBa ca NpWiaraHu
eAHOBPEMEHHO (BHXK TOUKa 4.5).

Hcuxuunu peaxyuu

ChobLuasaHu ca NCHXUYHH PEaKLMH [PH MAUHEHTH, IPUEMallii XHHOMOHH, BIJTFOHUHTEITHO
nesognokcaurH. B MHOrO penku cnyyau ca nporpecHpaiy A0 CYHMUHAHH MHCITH H
CaMO03acTpallaBallO NOBEACHHE, NOHAKOra caMo ciiell eIMHHYHA 103a N1eBOGIOKCALMH {BXK. TOYKA
4.8). B cnyuail, 4e NaLMEHTHT pa3BHUe T€3W peakuUMH, [IPHEMBT HA AeBo¢IOKCaLMH TPAOBa na ce
peKpaTy He3abaBHO, NPH MbPBH NMPH3HALUM M CHMITTOMH Ha Te3H peakLMH, H NauyeHThT TpadBa Aa
Obae NOCBBETBAH JIa C€ CBBPXE C NIPEANHCBALLINA Jiekap 3a cbReT. TpsbBa na ce obmucnu
AITCPHATHBHA HEQITYOPOXHHOIOHOBA aHTHOAKTEpHATHA TepanMa U Aa ce MPHIMKAT NOAXOAAIH
Mepku. [IpenopryBa ce NOBHLIEHO BHUMaHHe, ako 1eBOPNOKCALIMH C€ NPUIIa MPH NMCHXOTHYHH
MaUMEHTH WIH IIPH NALUMEHTH C AHAMHE3A 3a NTCHXHYHO 3abonspaHe.

Yovancasane na QT unmepeana

HeobxoauMo € noBHILEHO BHHMaHHe, KoraTo (JTyOpOXUHOOHH, BKIKOUYHTEHO NeBOIOKCALIMH, CE
MpHiaraT NpH NaLUeHTH ¢ U3BECTHU pHCKOBHU dakTOopH 3a yawikapaHe Ha QT wHTepBana, kato
HarpHMep:

- CHHAPOM Ha BpolieH yawipkeH QT

- €IHOBPEMEHHO NMPUIOKEHHE Ha JIEKApPCTBA, 3a KOMTO € U3BECTHO, Y€ yab/mkarat QT uHTepBana
(Hanp. Knac A u I1l aHTHapHTMHYHH, TPULHKIHYHH aHTHAECNPECAHTH, MAKPOIHAH, AHTHIICHXOTHLIK)
- HEKOPMTHpaH eNIEKTPOJHTEH AnchanaHc (Hanp. XHNoKaTMeMHusa, XHMOMarHe3ueMms )

- Chbpae4HO 3abonaBaHe (Hanp. CbpAe4yHa HEAOCTATLYHOCT, HHpAPKT Ha MHOKapaa, OpaankapaHsa)
[TanmeHTHTE B CTapUecKa BB3pacT W )KEHHTE MoraT aa 6baaT no-4yBCTBUTENHH CIIPAMO NIEKAPCTBa,
yabspkasaiuy QTc. [opaau ToBa € HEOOXOAHMO MOBHLLEHO BHHMAaHME, KOIaTo MPH TE3H NONYIALMH
ce npunarat QTyOPOXHHONOHH, BKIIOUHTEHO J1€BOQIOKCALIMH.

(Bx. ToukM 4.2 [layuenmu 6 cmapuecka ev3pacm, 4.5, 4.8 n 4.9).

Iepughepna neeponamus

CrpobLuasa ce 3a ciIy4an Ha CEH30PHA WIH CEH30MOTOPHA MOJIMHEBPONATHA, BOAELIMN A0 NapecTe3uH,
XHUIIOECTE3HA, AM3ECTE3NA WIH cnaboCT MpH NaUKUeHTH, NMpHeMallli XHHOMOHH H QUTYOPOXHHOIOHH.
[TauueHTHTE, KOUTO MpUEMAT JieBopIOKCaUMH, TpAORa fJa 6baaT NOCHBETBAHU AA HHPOPMMPAT CBOA
neKap, npeaM Aa NpoabAKaT JISYEHHETO, aKo ce MOABAT CHMITTOMH Ha HEBpONaTHA, KaTo OOJKa,
yCEIAHe 32 NapeHe, MpaBy4yKaHe, M3TpbIiBaHe WK ¢nabocT, 3a Aa ce NpeJ0TBpaTH pa3BUTHETO Ha
MOTEHLIMATHO HeoOpaTuMO 3abonaBaKe (Bx. Touka 4.8).

XenamobuwiuapHu HapyuieHun

Cro0LLIaBaHH ca cyyad Ha yepHOApoOHa HEKpo3a A0 daTanHa yepHoApoOHA HEAOCTATBYHOCT MPH
NeBOPIOKCALIMH, MPEJIUWMHO MPH NMAUUEHTH C TeKKH noanexalun 3adbonssaHus, Hamp. cencuc (Bx.
TO4YKa 4.8). [laumenture Tpadea na 6bAaT CHBETBAHU Ja CNIPAT IEUEHHETO U 14 CE CBBPXKAT C JIeKaps
CH, aKO Pa3BHAT [IPU3HALIM M CUMITTOMH Ha YepHOAPOOHO 3a001ABaHe KATO AHOPEKCHS, KBJITCHHLA,
ThbMHA YpHHa, cbpOexk Uik O0NE3HEH KOpeM.

Obocmpsane Ha MUACMEHUR 2PABUC

OnyopoXHHONIOHHUTE, BKIKUYUTETHO 1eBOGIOKCALIHH, HMAT HEBPOMYCKYNHO ONOKMpallo TEHCTBHE H
MOTAT 18 00OCTPAT MyCKyJ/IHaTa cnabocCT MpH NaUMEHTH ¢ MHacTeHHA rpasuc. [TocTMapKeTHHroBH
CEPHO3HH HEXEJIaHH JIEKAPCTBEHH peaKklHy, BKIIOUBALLHA CMBPT H HEOOXOAHMOCT OT NOAEETRKALL MW
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Axo 3peHueTo OBbAE YBpeAeHO WIK Bb3HUKHAT HAKaKBH €(eKTH BBpXY OUMTE, He3abaBHO TpabBa na ce
pOBEae KOHCYITALMA C OYEH CNELMATHCT (BXK. TOYKH 4.7 u 4.8).

Cynepunghexyus

[IpunoxxeHHeTo Ha neBOPIOKCAUMH, 0COOEHO MPOABIDKHTENHOTO, MOXE a NOBEJE N0 CBPBXPACTEK
Ha HEYYBCTBHUTE/IHM MHUKpOOpraHu3MH. 1Tpabga aa ce npeanpueMar NoAXOA41H MEPKH, KO HACTBIIH
CYNepHHOMEKUHUA MO BPEME HA TEPANHUATA.

IIpomenu 6 rabopamoprume u3Ccae08anus

[1pu nauMeHTH, N1EKYBaHH C 1eBO(AOKCAIMH, YCTAHOBSBAHETO HA ONHATH B ypHHAaTa MOXE A Aale
¢GanKBO NOJOKHUTEAHH pe3ynTaTH. Moxke 1a € HeoOXoAUMO na ce MOTBbLPAH MOMOKHTETHHUAT
pe3yJITAT 3a OMHATH ¢ No-cneLudUUeH METO.

JlesoduiokcauMH MOXE [Ia TOTHCHE pactexxa Ha Mycobacterium tuberculosis v nopaau ToBa, MOXe aa
nane GanliMBO OTPHULIATE/IHH pe3yTaTH NpH OaKTepHOIOrHYHATa IHAarHoO3a Ha Tybepkonosa.

AHeepuzma u oucexayua Ha aopmama u Pezypeumayust/HeGoCmamuvYRoOCnm Ha ChPoeyHume Kian

EnmaeMHonorHyHyTe POyYBAHUA TIOKA3BAT MOBHLIEH PHCK OT AHEBPH3MA H IMCEKALIMA HA A0pTAaTa,
0CcO0€HO NMpU MALMEHTH B CTApPYECKa BB3PACT, KAKTO M OT PErypruTalus Ha aOpTHaTa U MUTpaJHaTa
KJana ciel npueM Ha (pTyOpOXHHOOHH.

C1o0l1IeHH ca cnyyad Ha aHEBPH3Ma U TMCEKALIMA Ha aopTaTa, MOHAKOra YCIIOXKHEHH NOpaau
Pa3KbCBaHe (BKIHOYHTENHO C JICTANIEH H3XO0[) H perypruTauHsa/HEJOCTaTbYHOCT Ha HAKOH OT
ChPACHHHUTE KIaMH NPH NALKHEHTH, NPHEMALK (TYOPOXHHONIOHH (BXK. TOUKa 4.8).

CnepoBatesiHO GyOpOXMHONMOHUTE TpAOBA Aa ce M3I0I3BaT CaMo Cel BHUMATE/IHA OLIEHKa Ha
CHOTHOLLEHHUETO MOI3a/PUCK U ClE pa3riiexaAaHe Ha APYTrH TepaneBTHYHH Bb3MOXKHOCTH MpPH
NalMEHTH C NOJIOKHUTETHA (PaMUITHA aHAMHE3a 33 aHEBPU3MAa WM BpPOAEHO 3abonsBaHe Ha
ChbpAEYHHUTE KNAalK, Wik NpH NAUHEeHTH, AMArHOCTHLUHPAHH ¢ NPeALLecTBaLla AaHEBPH3Ma W/ WITH
JNCEKallWA Ha aopTaTa WiH 3abosBaHe HA CHPACYHHUTE KIIATIH, WK MPH HATUYME Ha APy pUCKOBH
(daxkTopH WK 3a00NaBaHKs, Npeapa3noaralliu

- KAKTO 3a aHCBpH3Ma, TdKa H 32 AUCCKALIMA HA aA0pTaTa H 3a peryprmauuﬂfﬂe,uomamqﬂom

Ha CbpACYHMTE Kiany (Hanp. HapylleHHUs Ha CheAMHHUTEIHATA ThKaH KaTO CHHAPOM Ha
Marfan unu cuiapom Ha Ehlers-Danlos, cuiapom Ha Turner, 6onect Ha Behcet, xunepronus,

PECBMATOHACH ﬂprHT) HJIH JOMB/JTHHTCIHO

- [IpY aHEBpPHU3Ma H AUCEKALMA Ha aopTaTa (Hanp. CbJA0OBH HAPYLIEHHS KATO apTePHUT Ha
Takayasu, rHraHTOKI€TbUYEH apTEPHHUT HIIH K3BECTHA aTEPOCKIEpO3a WM CHHAPOM HA
Sjogren) WIH JOMBJIHHTENHO

- NIPH PETYPrUTALHA/HEAOCTATHYHOCT HAa CHPACYHHUTE KilanH (Hanp. KHPEKLHO3€EH
€HAOKApIUT).

PucksT o1 AHCBPHU3MA H JUCCKALHA Ha aopTaTa U TAXHOTO Pa3dKbCBAHC MOXE ChLIO Ja €€ ITOBHULIHA TIPH
NAalHEHTH, TIEKYBAHH €AHOBPEMECHHO CBC CHCTEMHH KOPTHKOCTCPOHAH.

[1pu BHe3anHa Oonka B KOpema, IrpbIHKA KOW Wiy rbpda nalHeHTHTe Tpa0Ba Aa ObAaT NOCHBETRAHH
Aa ce KOHCYNTHpaT He3aDaBHO C NIEKap B CMELIHO OTAETIEHHE.

[Taunenture TpaOra 1a 6BOAT NOCHBETBAHU A NOTHLPCAT HE3a0aBHO MEAMIIMHCKA TOMO
OCTpa JMCMHEs, HOBA [0sBa Ha cbpleduecHe (NannUTalUHH) WIK pa3BUTHE HA OTOK Ha K
JOITHUTE KPANMHHLIH.

Ocmvp nanxkpeamum



[Ipy nauneHTH, npueMally 1¢BOQIOKCALHH, MOXKE Aa ce HabmoaaBa ocThp NaHkpearyr. [lauueHTHTe
Tpabea 1a 6baaT HHGOPMHpPaHH 3a XapaKTEPHUTE CUMITTOMH Ha OCTbp NMaHKpeaTHT. [lauueHTure,
KOMTO UMAT rajieHe, Hepa3rnojoXeHHE, KOpEMEH AUCKOMGOPT, OcTpa kopeMHa 60ika WIH NOBpPbIIAHE,
TpaOra Aa 6pAAT NOMOKEHH Ha He3abaBHA MEeHLIMHCKA OLIEHKA. AKO ce Moao3upa ocThp
MaHKpeaTuT, ynorpedarta Ha nesodnokcalut TpaOBa Aa ce NpeyCTAHOBH, aKO C€ MOTBbP/IH,
ynorpebara Ha nepoduiokcalMH He TpsAOBa Ja ce 3ano4Ba oTHOBO. TpsabBa Aa ce BHUMaBa npu
NaLMEeHTH ¢ aHAMHE3a 3a NMaHKpeaTHT (BxK. To4ka 4.8).

Hapywenua na kxpvema

KOCTHOMO3BYHA HEAOCTATHYHOCT, BKIKOYHTENHO NIEBKOMEHHS, HEYTPONEHHA, MAHUMTONEHH,
XEMOJIHTHYHA aHEMHUA, TPOMOOUMTONEHMA, ATUTIaCTHYHA aHEMHUS WK arpaHyAOLMTO3a, MOXE 1A Ce
pa3BHe 0 BpEME Ha JICUEHHETO ¢ JieBodIoKcauuH (BxkK. Touka 4.8). [Ipu cbMHeHHe 3a HAKOE OT Te3H
HapylIeHUs Ha KpBBTa TpaOBa Ja ce c/ieaAH KpbBHATa KapTHHA. B ciyvai Ha aDHOpMHU pesyTaTi,
TpaOBa Ja ce OOMHUCIH NpekpaTABaHe Ha JIEYEHHETO C JIeBODIOKCALIHH.

Hampui

ToBa JiekapcTBO ChABPHKA 10 MaNko 0T 1 mmol HaTtpuii (23 mg) Ha TabneTka, T.e. MOXE Aa CE KaKe,
4ye NPAKTHYECKH HE ChAbPXKA HATPHH.

4.5 BiaumMogedcTBHE C APYIH JIEKAPCTBEHH OPOAYKTH H ApYrH ¢OPMH HA B3AMMOJEHCTBHE

EdexTy Ha ApYrH JeKapCcTBEHU NPOIYKTH BEPXY TapaHUK

Keneznu coau, yunxkosu coau, MAzHe3Uli- Wik AWIYMUHUL-CHOBPICAUIU AHMUAKUOU, OUOAHOIUH

AbcopbumaTa Ha NeBOJPUIOKCALIMH € 3HAYMTENHO HaManeHa, korato TapaHUK TabneTku ce npunara
€AHOBPEMEHHO € XKENE3HH COMH, MarHe3Hi- WiIH aTYMHHUH-CBABPXKALLY aHTHALMAK HNH AUIAHO3HH
(caMo opymu Ha OUOAHOZUH C ATYMUHUH- W MAZHEIUH-CBOBPIICaU bydepupauiu cpeocmea).
H3rnexna, ye eIHOBPEMEHHOTO NMPUAOKEHHE Ha QJITYPOXHHONOHH ¢ MYJITHBHTAMHHH, ChAbPKALLH
LUKHK, HAMaNsABa TAXHaTa nepopanHa abcopdbuusd. [Ipenopbusa ce npenapaTUre, ChbAbPKALUM
ABYBAJICHTHH WIH TPHBAJIEHTHH KATHOHM KaTO XeJie3HU COIH, LUMHKOBH COJIH, HIIH MAarHEe3uHh-, WiH
ATYMHHHH-CHABPIKALLA aHTHALMAU, WIH AUAAHO3HH (Cavo opMmu Ha OUOAHOIUH C AAVMURUN- Wil
Mazre3ul-cvoopoicawyu bygepupawiu cpeocmea) He Tpabea na 6baaT npueManun Ao 2 yaca npeaH Wiv
clex npunoxeHueTo Ha TaBaHuk TabneTku (Bx. Touka 4.2). Kanuuerute Conn HMaT MUHUMANEH
e¢eKkT BbpXy nepopanHara abcopbuusa Ha n1eBo¢IOKCAUMH.

Cyxpangham

buonanuuHoctTa Ha TaBaHuk TabneTku ce HaMaABa 3HAUMUTENTHO, KOraTo C€ NMpunara €1HOBpeMEHHO
ChC cyKpandar. AKO naudeHTUTe TpabBa na npueMar U cykpandar, U TaBaHuK, Hali-100pe € na
npHeMaT cykpandar 2 Jaca ciea NpuiokeHreTo Ha TaBaHUk TabneTku (BXK. Touka 4.2).

Teoguaun, ghenbyghen wiu no0obrU HecmepOUOHI NPOMUBOELINATUMETHU AEKAPCIBA

He ca HabmionasaHu ¢papMakOKHHETHUHH B3aUMOAEHCTBUS HA 1eBOIIOKCALMH ¢ TeO(HINH B
KIMHHYHO NMpoy4YBaHe. BLAPEKH TOBA MOXKE 1a HACTLIY U3pAa3eHO NOHWXKABAHE Ha uepedpaiHuA nmpar
Ha NPUNagbUH MPH €JHOBPEMEHHO TIPHIOKECHHAE HA XHHONOHH ¢ TeO(PUNHH, HECTEPOUIHH
MPOTUBOBB3NAINTETHH JIEKAPCTBA WIH APYTH CpeAcTBa, KOHTO CHWXABAT Mpara Ha NMpUngs E\'\W Np
KoHueHTpauusta Ha 1eBOGIOKCaUHH € okoo 13% ro-BHCOKA B NPUCHCTBUETO Ha GeHHy ey Q“.QO
OTKOJTKOTO MPH CAMOCTOATEAHOTO MY TIPHITOKEHHE. 3 t.é ;
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[Ipobenenna U UMMETHAMH UMAT CTATUCTHYECKH 3HAYUM €(DEKT BbPXY EIIMMHHHPAHETO Ha
NeBOPIIOKCAUHH, bEOpeYHHAT KIHPHHC Ha 1eBOdIIOKCALIMH C€ HaMaNiABa OT UMMETHIHH (24%) u
npobeneuna (34%). Tosa ce cirydBa Thil KaTO ABETE JEKAPCTBa ¢a B ChCTOAHHE Aa ONOKHpaT
Oubpeunara TyOynHa cexkpelHa Ha neBoduIokcaurH. Benpeky ToBa MPH H3NMUTBAHUTE 103H B
MPOYYBAHETO, MANIKO BEPOATHO € CTATUCTHUECKH 3HAYNMHUTE KMHETHYHY Pa3/IMKH /1a €a OT KIHMHHYHA
3HAYMMOCT.

HeobxonuMo € noBullieHO BHUMaHHWE NPH €AHOBPEMEHHO NMPHJIOKEHHE HA JIEBO(DIOKCALMH C
NeKapeTBa, 3acAraily 6x0peunara TyOysiHa cekpenus kaTo npobeHeur U UMMETHAHH, 0co0eHO npH
nauHeHTH ¢ 6bOpeUHn yBpeXxaaHus.

lpyea cvwyecmeena unopmayus

KnuHu4HHY (papMakonOruyHu NpoyyBaHHUA NOKa3RaT, Ye (apMaKOKMHETHKATA Ha JIEBOGNOKCALHH HE €
3aCE€rHATa B KIIHHHYHO 3Ha4YHMa CTEIEeH, KOraTo JIeBOQUIOKCALIMH Ce MTpWiara 3aeIHO Che¢ C/ICTHHUTE
NIEKapCTBA: KALMEB KapOOHAT, IMIOKCHH, rHOeHKIaMM, PAHUTHIHH.

E¢ekTy Ha TaBaHMK BBPX 'Y JIEKapCTBEHM NPOAYKTH

Lluxnocnopun

HonayXHBOTHT Ha LMKJIOCMOPHH c€ NOBHIUABa ¢ 33%, KOraTo ce npuiara ¢ nesoguIOKCaLUH.
Bumamun K aumazonucmu

CpoOLuaBaHH ca MOBHULLIEHH CTOHHOCTH NpH KoarynaudoHHH tectoBe (PT/INR) w/wnu kbpBeHe, koeTo
MOXe 1a Obae TeXKO, IPH NALHUEHTH, JIEKYBaHH C IEBOQIIOKCALIHH B KOMOHHALMA ¢ BUTaMKH K
aHTaroHUcT (Hanp. sapgapuH). Ilopaan ToBa KoarynaLHOHHUTE TecToBe TpabBa Aa Obaar
MpOCNeAABaHY NPH NAUHEHTH, JIeKyBaHH ¢ BUTaMUH K aHTaroHucTH (BHXK TO4Ka 4.4).

Hexapcmea, yovaoicasawu QT unmepsana

JleBonoxcaliMH, KaKTO APYTHTE XHHONIOHH, TpAOBa Aa Obje MPWIArad ¢ NOBHILEHO BHUMAaHHE NpH
NaLtMeHTH, NMpHEMALlHY NEKAPCTBa, 32 KOMTO € W3BECTHO, He yawnKasaT QT uHTepsana (Hanp. knac IA
# 11 aHTHAPUTMHYHH, TPHLUHUKIHYHH aHTHACHIPECAHTH, MAKPOIHIH, AHTHNCUXOTHLN) (BHXK Tovka 4.4
yabJokaBaHe Ha QT unTepsana).

Hpyea cviyecmeena ungopmayus

B npoyusaHe 3a papMaKOKHHETHYHH B3aWMOAEHCTBHSA, 1€BOPAOKCALMH He 3acara

(papMakOKHHETHKATa Ha TeOPUNUH (koHTO € TecToB cybetpar 3a CYP1A2), koeTo moka3ea ue
nesoguokcauuH He € CYP1A2Z uuxuburop.

Jdpyru ¢dOopMH Ha B3aUMOIEHCTBHSA
Xpara

Hsama iIMHHYHO 3HAYMMO B3aUMOJENCTBHE C XpaHa. 3aToBa TaBaHHK Tal/NeTKH MOTAT Aa ce Npuiarar
HE3aBUCHMO OT [PHEMA Ha XpaHa.

4.6 DeprHianTeT, OPEMEHHOCT H KbPMENE

bpeMeHHoCT

Hma orpaHndeHu aaHHK OoT ynotpebaTa Ha eBognokcaldH npy OpeMEeHHH KEHH.
)XMBOTHH HE MOKa3BaT QMPEKTHH WIH HHAMPEKTHH YBpexaalty edeKTy ¢ ornea Ha
TOKCHYHOCT (BX. TOUKa 5.3).
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Bbrnpeku ToBa ropazau JiMricata Ha IaHHH [IPH XOpa M 10paIH TOBA, Y€ EKCIEPHUMEHTAIHHTE JIaHHH
MpeanojiaraT puck OT YBPEK/1aHe Ha HOCELIMTE TeKeCTTa XPYLLS/IH Ha PacTALIHA OPraHu3bM OT
¢uryopoxuHosIOHHTE, JIeBO(IIOKCALIMH He TpsOBa /a ce npujara npy OpeMeHHH KeHH (BXK. Touka 4.3 H
9.3}

Kbpmene

TaBaHuk € NpOTHBOMNOKA3aH IPH KEHHU, KOUTO KbpMAT. Hama noctarbuHo uHpopmaums 3a
EKCKpeLHsaTa Ha JIeBO(JIOKCALIMH B KbpMaTa, BBIIPEKH Y€ OCTaHAIUTE (DIYOPOXHHOJIOHH Ce
eKCKpeTHpaT B KbpMmara. [lopaau nuncara Ha 71aHHHW TP XOpa M 1Opaad TOBA, Y€ eKCNEPHMEHTAITHHUTE
JAHHM MpEeArnoJiarat pUCK OT YBPEkKJIaHe Ha HOCCIIIMTE TEKECTTa XPYIIJIH Ha pacTALLUsA OPraHH3bM
0T (hJIYOPOXHHOJIOHHTE, JieBO(10KCalMH TabJeTKH He TpsaOBa /1a ce nmpuiara rnpu KbpMayukH (BiK.
TOouku 4.3 1 5.3).

he priimem

JleBohyioKCaLIMH HE NMpeIM3BUKBA YBPEKIaHE HA (PepTHIIMTETA WIH PENPOIAYKTHBHHUTE CIIOCOOHOCTH
[PH [UTbXOBE.

4.7 EdexkTn Bbpxy cnnocodHoctTa 32 modupane u padora ¢ MAIHHH

TapaHuk NMOBIMABA B MaJIKa /10 YMEpPEHa CTErNeH crnocoOHOCTTa 3a wodHpaHe U paboTa ¢ MalIHHH.
Hsakon HeKelaHH JIeKapCTBEHH peakUMH (Hanp. 3amaiBaHe/BEPTHIO, CHHIMBOCT, 3pHTE/IHH
CMYIIEHHS ) MOTaT Jla HapyuiaT crnocoOHOCTTA Ha MalMeHTHTE /1a e KOHLIEHTPHpAT M Jla pearupar,
MOpaanu KOETO € Bb3MOKHO /1a Bb3HMKHE ONACHOCT B CUTYALIUH, MPH KOUTO TE€3H CIOCOOHOCTH ca OT
oco0eHa BaKHOCT (Harnp. wodupane wiu padbora ¢ MalIHHK).

4.8 Hexkenann J1IeKapcTBEHH peaKuHH

anﬂCTﬂBEHﬂTa Mo-10.1¥ HH(I)Op.\IaLlHﬂ CC OCHOBAaBa Ha J1JaHHH OT KJIHHHYHH MNMPOYUYBAHHA IPH MOBCYHC
o1 8 300 mauMeHTH. KAKTO U NMPOABIKHTEIEH NOCTMAPKETHHIOB OITHT.

YectoTuTe B TabaMuata ca aeuuupaHn cboOpa3HO cjleiHaTa KOHBEHUMS: MHOIO yecTH (=1/10),
yectH (=1/100 no <1/10), neuectu (=1/1 000 no <1/100), peaku (=1/10 000 o <1/1 000), mHOrO
peaku (<1/10 000), ¢ Hen3BecTHA yecTOTa (OT HAJIMYHHUTE JJAHHHU HE MOJKe J1a Ob/Ie HarpaBeHa
OLIEHKA).

B pamkuTe Ha BCAKO rpynupaHe 1o 4ectoTa, HeXKeIaHUTEe peakiiiy ca MpeacTaBeHn B HU3XO/1s1L pel

MO OTHOILICHHEC Ha TAXHATA CCPHO3HOCT.

Tabnuua ¢ Hekes1laHW peakiiiM

Cucremo-opranen Yectn Heuectn Peakn C nensBecTHa
KJIAC (>1/100 no (>1/1 000 xo (=1/10 000 xo yecrora (or
<1/10) <1/100) <1/1 000) HAJIHYHHTE JJaHHH

He MOKe 12 Obje
HANIpABEHA OLEHKA)

HUudexumm u [ 5OMuHM
HH(ecTaluH HH(EKLIHH,
BKJIIOUHTETHO
HH(PEKLIHH C
Kanaunaa
[laTorenna
PE3HCTEHTHOCT

|




CucreMo-opranex Yectn HeuecTn Peaku C Hen3BecTHa
KJI1ac (=1/100 no (=1/1 000 xo (=1/10 000 o yecToTa (0T
<1/10) <1/100) <1/1 000) HAJIHYHHTE 1aHHH
He MozKe 1a Obae
HANIpABEHA OLIEHKA)
Hapyuwenus Ha JleBkonenus TpomOoumTOoneHus KOCTHOMO3bYHA
KpbBTa M JIMM(HaTa Eosunopuausa | Heyrponenwus HEI0CTATBbYHOCT,
cHcTema BKJIFOYHTEITHO
arJlaCTU4YHa aHEMMH,
MaHLMTONEHHS,
arpaHyJIoLMTO3a,
XEMOJIMTHYHA aHEMHS
Hapyenus na AHTHOE1EM AHapuIaKkTHYEH
UMYHHaTa CUCTEMa CBpBXUYBCTBUTEITHOC | IIOK®
T AHaduiaKkTOH/1eH
(BK. TOuKa 4.4) IOK(BXK. TOYKa 4.4)
Hapyiuenus Ha CHHApPOM Ha
€H/IOKpHHHATA Hea/leKBaTHaTa
cucTeMa CEKpeLMs Ha
AHTH/IMY PETHYEH
xopmoH (SIADH)
Hapyuienus na AHOpekcus XHMOTJTHKEMHUS, XHIEepPriIHKEeMHS
meTadoIM3Ma U 0CcO0OEHO IpH (BK. TOuka 4.4)
XPaHEHETO MaLMEHTH ¢ JuadeT
(BK. TOuKa 4.4)
[lcuxnuHm bescbuue TpeBoskHOCT [ lcuxuunm peakumu | [IcCHXOTHUHH
HapylueHus CbCTOsAHHE HA | (Hanp. ¢ HapyLLIEHHS ChC
00bpKaHOCT XaTHOLHHALIHH, camo3acTpaliasailo
HepsHocT napaHos ) MOBE/IEHHE,
Jlenpecwus BKJIFOUBALH
B130yna CYMLIMTHH MHCJTH WITH
JlpKku cbHMILLA OIUT 3a
Kowmmapu caMOyOHHCTBO
Jlenupuym (BK. Touka 4.4)
MaHusi
Hapyienus Ha [ napodonue | CbHAMBOCT KoHBy/icus (B, [lepudepna censopna
HepBHATa cucTtema™® | 3amasHOCT Tpemop TOYKkH 4.3 u 4.4) HEBpONATHA (BIK.
Jlucryesus [lapecTesus Touka 4.4)
Hapyienue Ha [lepudepna cenzopna
nameTTa MOTOpHA HEBPOIATHS

(BkK. Touka 4.4)

[ lapocmus,
BKJIFOUHTEJIHO
AaHOCMUS
JInCcKkuHe3uA
ExkcTpanupamu/iHu
HElpVUJEHHFI
Are},
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Cucremo-opranen
KJ1ac¢

Yecrn
(=1/100 ao
<1/10)

HeuecrTn
(=1/1 000 xo
<1/100)

Peakn
(=1/10 000 no
<1/1 000)

C HeH3BecTHA
yecToTa (0T
HAJHYHHTE JaHHH
He MOKe 1a Obae
HANIPABEHA OLIEHKA)

Hapyluenus Ha
ouurte*

3pHUTEIHH CMYILECHHS
KaTo 3aMbIJICHO
3peHHe

(BK. TOUKa 4.4)

[lpexona 3aryba na
3peHHe (BK. TOUKA
4.4), yBeut

Hapyuienus Ha yxXoTo
1 nabupuHTa*

CBeTOBBPTEK

TunuTyc

3aryba Ha ciyx
Hapyiuen ciyx

Cbpaeynu
HapylueHus ™ *

Taxukapaus
[lannmuraumm

BeHnTpukyiapHa
TaxHKapaus, KOATO
MOJKe J1a 10Be/1€ J10
Chp/EUYEH apecT
BenrtpukynapHa
apuTmus M torsade de
pointes (cboOIIaBaHH
[peIMMHO TPH
[NalMEHTH C PUCKOBH
dakTopH 3a
yabikaBaHe Ha QT),
yab/okeH Ha QT B
eJIEKTpOKap/AHOIrpama
(BK. TOUkH 4.4 1 4.9)

Cbaosu
HapyleHus ™ *

Camo 3a iv
Gopma:
(Dnedut

XHUITOTOHHSA

Pecnupatophu,
IPBAHHA U
Me/IHaCTHHAITHH
HapyLLIEHHUs

Jlucnues

bpoHnxocna3sm
Anepruyex
[MTHEBMOHHT

CTOMHUJHO-L][JQBHH
HApPYILUCHHUA

Jlnapus
[loBpbluane
l'anene

AOOMHHAJIHA
0Oo0JIKa
Jlucnencus
dnaryneHums
KoHcTHnanms

Jnapus -
XeMoparuuHa, Kosito
B MHOTI'O PeIKH
CilyvyaH Moxke /1a Ob/e
[oKasartesiHa 3a
CHTEPOKOJIUT,
BKJIFOUHTETHO
[cB10MeMOpaHoO3eH
KOJIMT (BkK. TOuKa 4.4)
[lankpeatur
(BK.TOUKa 4.4)

Xenaro-OHiMapHH
HapylIeHHUs

[loBHiIEHH
YEepPHOIPOOHH
CH3UMH
(ALT/AST,
a/IkajIHa
pocdarasa,
GGT)

[loBHIIIEH
OMIMpYOHH B
KpbBTa

JKbJITEHHLIA U TEKKO
YEPHOAPOOHO
YBpEK/IaHe,
BKJIKOUHTEITHO C/TYYaH
Ha (haTasiHa OCTpa
4yepHOAPOOHA

HC1OCTATBbYHOCT,

[E—
'[‘._J




Cucremo-opranen Yecrn HeuectTn Peakn C HeH3BecTHA
KJIac (=1/100 no (=1/1 000 no (=1/10 000 xo yecToTa (oT
<1/10) <1/100) <1/1 000) HAJIHYHHTE JIAHHH
He MOKe 1a Obje
HANPABEHA OLIEHKA)
HapyuieHus Ha OOpwuB JlekapcTBeHna peakuus | TokcHuHa
KOKaTa H CbpOex C €03HHODUIHA U enuaepMasiHa
MoJIKO’KHATa ThKaH ° Yprukapwus CHCTEMHH CUMIITOMH | HEKPOJIH3a
Xunepxuaposa |(DRESS) (k. touka | CuHapom Ha
4.4), Stevens-Johnson
dukcupaHa Epurema
JIeKapcTBeHa epynuus | MyJitupopme
Peakuus Ha
($OTOUYBCTBHTETHOCT
(BK. TOuka 4.4)
JleBKOUMTOK1ACTEH
BaCKYJIUT
Cromartur
XHIIepIHIMeHTaLHA
Ha KoJKaTa
Hapyiwienus Ha ApTtpairus CyXOKHITHH Pabnomuonusa
MVYCKYJTHO- Muanrus Hapy1eHus (BK. Pynrypa Ha
CKeJleTHaTa cucTema TOUKH 4.3 u 4.4), CYXOJKHIIMe (Harnp.Ha
M CbeJMHMUTEIHATA BKJIFOYHTEITHO axHJIECOBOTO
ThbKaH* TEH/IMHUT (Harp. Ha CYXOKHITHE ) (BIK.
AXHWJIECOBOTO TOouku 4.3 n4.4)
CYXOKHIIHE) Pynrypa Ha avrament
MyckysiHa ciadoct, | Myckysina pynrypa
KOATO MOJKE J1a € OT | ApTpHUT
0CO0€HO 3HaYeHHE
MPH MaLHEHTH C
MHACTEHHs IPABHUC
(BK. TOuka 4.4 )
Hapywenus Ha [ToBHILEH Octpa ObOpeyHa
ObOpeumTe H KpeaTHHHH B HE10CTATbYHOCT
MHKOYHHTE MbTHILA KpbBTA (Harnp. nopaau
HHTEPCTHILIHAJIEH
HepHT)
OO0wm Hapywenus u | Cawo 3a iv AcTeHus [lupekcus boaka (BKIIOYHTETHO
eheKTH Ha MICTOTO | hopma. OoJiKa B repoa,
Ha NpHIIOKEHHE™ Peakuuu Ha FPBAHUA KOLII H
MSACTOTO Ha KpanHHLIMTE)
HHDY3Hs
(Oosika,
3aUepBsABAHE)

" aHaQUIAKTHYHH W aHAPHIAKTOM/IHH PEAKLIMM MOHAKOra MOraT /1a Bb3HUKHAT JI0PH CJ1e/1 MbpBaTa

J10734a.

¢ KOKHO-JIHTTABHYHH PCAKLHH IMOHAKOTIa MOTIaTt Jla Bb3HHKHAT J0OPpH CJIC IThbpBaTa /1034,

JIpyru HeKelaHu peakiMH, CBbP3aHH C
e [ [pucTbnu Ha nopupus nNpu nauMeHTH ¢ nopdupus

MPHIA0KCHHUCTO HA (I]ﬂ\ OPOXHHOJ/IOHH BRKJIKOYBAT:
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CBBbP3aHH C MapecTe3HH, ACNpPECH, YMOpa, HapylIeHHEe Ha MaMEeTTa, HAPYLIEHHS Ha ChbHSA H
YBPEXK/IAHE Ha CJTyXa, 3pEHHETO, BKyca H OOOHSHHETO) BBB Bpb3Ka ¢ ynotpebara Ha XHHONOHH H
(1yOPOXHHOIOHH, B HAKOH CITy4aH, He3aBUCHMO OT Beue ChIUECTBYBALIKUTE PUCKOBH dakToph (BXK.
TouKka 4.4).

** [Ipn naunenTHTE, NpHEMalLM PIYOPOXHHONOHH, ca ChOOLLEHH CITy4aH Ha aHEBPH3IMA M JIHCEKALHA
Ha aoOpTaTa, NIOHAKOra YCIOXKHEHH NOPaAM pa3KbCBAHE (BITIOUUATEITHO € IETANICH H3X0) H
perypruTalysa/HeA0CTaTbYHOCT Ha HAKOH OT ChplleHHHTe Kitanu (BXK. Touka 4.4).

CopobliaBaHe Ha NOJO3UPAHY HEXKENAHH PEAKIIHM

Cro01aBaHeTo Ha NOAO3HPAHH HEXENaHH peakLidu cliell paspelliaBane 3a yrnoTpeba Ha eKapCTBEHHS
MPOAYKT € BaxkHO. T0Ba MO3BOMABA A4 NMPOABLIDKH HABMNIOAEHUETO Ha CHOTHOLUEHHETO NMON3a/PHCK 3a
JIEKApCTBEHUA MPOAYKT. OT MEMIIMHCKUTE CIIEIIHATUCTH C€ M3UCKBA Ja choOIIaBaT BCaka

NoaO3HpaHa HexXeNlaHa peakudsa Yypes M3nwiHuTenHa areHuMs no nekapcreara yi. ,,Jlamsas [pyes” Ne
8, 1303 Codusa, Ten.: +35 928903417, yebeaiit: www.bda.bg.

4.9 Ilpeao3upane

Cnopes TOKCHKOIOTHYHHTE NMPOYUYBaHHUA NPH SKHBOTHU WNH KIIHHHYHO-()apMaKoJIOrHYHHTE
MPOY4YBaHHA, NPOBEIEHH CbC CYNpaTepaneBTUMHN AO3H, Hali-BaXXHUTE NMPU3HALIK, KOUTO TpaOBa fa ce
OYaKBaT CJIE] OCTPO Npeac3Hpane Ha TapaHUK TabNEeTKU ca CHMIITTOMH OT CTPaHa Ha LiEHTpanHarTa
HepBHA CUCTEMA, KaTO OBBLPKAHOCT, 3aMaAHOCT, HAPYLIEHO Ch3HAHHE U KOHBYJICMBHH NMPHIIATBIIH,
yawDKkaBaHe Ha QT uHTEpBana, KAKTO M CTOMALIHO-YPEBHH PEAKIHH KaTO rageHe H JIMTaBHYHH
EPO3HH.

Edextn pbpxy LIHC, Britousaiun coctosHue Ha 00bPKaHOCT, KOHBYACHH, MHOKJIOHYC,
XANMKLUKMRALMHK H TpeMOop ¢a Ha0II0AaBaHH MPH NOCTMAPKETHHTOBHSA OFTHT.

B cny4ai Ha npeno3HpaHe, TpaOBa aa ¢e NPHI0KH CHMIITOMATHYHO neveHHe. Tpaba aa ce
npeanpueMe EKI mouuTopHpane, nopaay Bb3MOXHOCTTA 3a yAbLkaBake Ha QT unrepana. Morar
na 6baaT npunaraHy aHTUALKWOY 3a NpeArna3BaHe Ha CTOMALIHATA JIUTaBULla. XeMOAraH3a,
BKJIIOYHUTENHO nepuToHeaHa A4anu3a U HATIJ] He ca edexTUBHH 3a OTCTpaHsIBaHE Ha
NeBO(PIIOKCAUHH 0T opraiu3zMa. He cpluecTeyBa cniuMgyueH aHTHIOT.

5. GAPMAKOJIOTHYHHA CBOUCTBA

5.1 dapMakoIHHAMHYHHA CBOHCTBRA

dapmakoTepaneBTUUHA rpyna: aHTUOAKTePHATHH XMHOJIOHH, PITYOPOXHHOMOHH

ATC xon: JOIMAI12

JleBod1oKCaUMH € CHHTETHYHO aHTHOAKTEPHANHO CPEACTBO OT Kac GnyopoXUHONOHM H € S (-)
CHAHTUOMEPET Ha PALEMHYHOTO aKTHBHO BelLecTBO OGNOKCALHH.

Mexauuzwsm Ha oeticmeue

Kato ¢yopoxnHonoHOBO aHTHOaKTepUaHo cpeaCcTBO, NeBO(IOKCALIMH A€HCTBa BBPXY KOMILIEKCa
JHK-THK rupasa u tonouzomepasa IV.

Bpvika hapmaxoxunemura/ hapmaxoounamuxa

CreneHTa Ha DakTepHaiHa aKTUBHOCT Ha 1eBOGIOKCALIMH 3aBUCH OT CBOTHOLIIEHHET
MakCcHMasiHaTa KOHLUEHTpauusa B cepyma (C max) unu nnouita noa kpusata (AUC)
HHXHOMpaila koHUueHTpauus (MIC).

Mexanuzvym Ha pezucmenmuocm
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Pe3HCTEHTHOCT KBbM IEBOQIOKCALIMH C€ MpUAOOHBA Ype3 noeTaneH Npouec Ha MyTalHH B TAPreTHUTE
MecTa 4 Ha asete tornousomepasu T I, JHK rupaza u tonomsomepasa IV, JIpyrd MeXaHH3MH Ha
PE3HUCTEHTHOCT KaTo DapHepH Ha NpOMyCKIKMBOCTTA (decTo NpH Pseudomonas aeruginosa) n
MEXAHH3MH 32 ePIYKC, MOTaT CHILO Ja MOBJIMAAT HA YyBCTBHTENIHOCTTA CIIPAMO JieBO(DNOKCALIHH.

HaOnmonaBa ce KpbCTOCaHa pE3MCTEHTHOCT MEXIY JIEBO(NOKCAUMH M APYTH (DJIIyOPOXMHOOHH.
[Topaan MexaHu3Ma Ha AefiCTBHE, KATO LIANIO HAMA KPBCTOCAHA PE3UCTEHTHOCT MEXTY IEBOPIOKCALIMH
U ApyTrUTEe KlacoBe aHTHOAKTEpHATIHU Cpe/ICTBRA.

[ panuynu cmouinocmu
ITpenopskure Ha EUCAST 3a rpanvunure croiiHocT Ha MIC 3a nepodokcaunH, pasaensiy

HYBCTBHTCMTHHTC OT HYBCTBHTCJIHHUTE OPraHU3MH € MOBHLUCHA CKCMO3HLIHA B MYBCTBHTCITHHTE C

NOBHILEHA €KCMO3ULIMA OT PE3UCTEHTHUTE OPraHH3MHU, ca MpeACTaBeHH NMo-A0y B Tabanuara 3a
tectBaHe Ha MIC (mg/]).

Knyuunuun MIC rpannunn ctoitHOCTH Ha EUCAST 3a neBodnokcaumn (sepcus 10.0; 2020-01-01):

IlaToren YyscTBHTEAEH PesncreHTen
Enterobacterales <0,5mg/1 >1 mg/l
Pseudomonas spp. <0,001 mg/l >1 mg/l
Acinetobacter spp. <0,5 mg/i >1 mg/l
Staphylococcus aureus
<0,001 mg/1 >1 mg/i
Coagulase-negative staphylococci
Enterococcus spp.' <4 mg/I >4 mg/|
Streptococcus pneumoniae <0,001 mg/l >2 mg/l
Streptococcus groups A, B, Cand G <0,001 mg/l >2 mg/l
Haemophilus influenzae <0,06 mg/l >(0,06 mg/l
Moraxella catarrhalis <0,125 mg/] >0,125 mg/l
Helicobacter pylori <1 mg/l >1 mg/l
Aerococcus sanguinicola and urinae’ <2 mg/! >2 mg/l
Aeromonas spp. <0,5 mg/l >1 mg/l
OK-O/I (Hecrup3aHu ¢ BUAOBETE) IPAHHYHH CTOHHOCTH <0,5 mg/l >1 mg/l

l: camo NnpU HeYCNOKHEHH HHDEKLIMH HAa YPHHAPHHS TPaKT
2: HyBCTBHTETHOCTTA MOXE 11a ObJe W3BeAeHA OT MYBCTBHTENHOCTTA KbM LMNPOdI0K
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KOrar¢ MCCTHaTa npeoﬁna,uaaama PE3HCTCHTHOCT € TAKaBa, 4€ NPWIOKCHHETO HA CPEACTBOTO MNOHC
[MPH HAKOH BHUOBC HH@EKL[HH, € 101 BBIIPOC.
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O0rualiH0 YYBCTBHTEJIHH BHAOBE

Aepobru I pam-nonoxcumennu baxmepuu
Bacillus anthracis

Staphylococcus aureus memuywiun Hygcmgumensu
Staphylococcus saprophyticus

Streptococci, group C and G

Streptococcus agalactiae

Streptococcus pneumoniae

Strepfococcus pyogenes

Aepobuu I pam-ompuuamennu bakmepuu
Eikenella corrodens

Haemophilus influenzae

Haemophilus para-influenzae

Klebsiella oxytoca

Moraxella catarrhalis

Pasteuwrella multocida

Proteus vulgaris

Providencia rettgeri

Anaepobru baxmepuu
Peptostreptococcus

Apyzu
Chiamydophila pneumoniae

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

Bnaose, npH KOHNTO NPHAOCOHTATA PE3HCTEHTHOCT MOJXKE 1A Ce€ OKAXKe NpodJaem

Aepobuu I pam-noaoycumennu bakmepuu
Enterococcus faecalis

Staphylococcus aureus METHLILITHH PE3HCTEHTHH
Koarynasa weratueeH Staphylococcus spp

Aepobru I pam-ompuyameninu baxmepuu

Acinetobacter baumannii
Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Klebsiella pneumoniae
Morganella morganii
Proteus mirabilis
Providencia stuartii
Pseudomonas aeruginosa
Serratia marcescens

Anaepobnu baxmepuud
Bacteroides fragilis

HﬂCJIegCTBEHD PEIHCTEHTHH LIIAMOBE
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Aepobnu I pam-nonodxcumennu baxmepuu

Enterococcus faecium

" MHOro € BEpOSTHO METHLIWIHH-PE3HCTEHTHH S. aureus Aa KMAT KOPE3UCTEHTHOCT KbM
GAYyOpOXHHONIOHH, BKIHOUHTENHO IEBOGIOKCALIHH.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbuus

[ipu nepopaJsiHo nMpuUnoKeHHe nesoduokcaumH ce abcopbupa 6bp30 H NOYTH HAITBJIHO ¥ NOCTHI A NTHK
Ha naa3MeHaTa KOHUeHTpauma 1o 1 - 2 yaca. AbcomoTHaTa OHOHATHYHOCT € 99 - 100%.

XpaHata uma cnab edpext sppxy abcopbuuara Ha neBodIOKCAUHH.

Ycnopus Ha CTalHOHApHO CHCTOAHHE ce JocTHraT 10 48 vaca ciea cxema Ha npunarade 500 mg
BEAHBK WK ABA MHTH JHEBHO,

PasnpeneneHuve

[TpubmusuTenno 30 - 40% ot neBogIOKCaLMH Ce CBBP3BAT ChC CEPYMHHTE NPOTEHHH.

Cpennunat obemM Ha pasnpeneneHue Ha gesoduiokcaumH e npubnmsurenHo 100 | cnen enHokpaTHa U
MHOTrOKpaTHHU 403 oT 500 mg, ¥ noka3sa UIMPOKO pa3npeaeeHHe B TEIECHUTE ThKAHH.

HPOHHKBaHe B TbKAHHUTE H TCJICCHHUTE TEHHOCTH

JleBodnokcaluuH NpOHHUKBA B OpOHXHAIHATA JIMTaBULIZ, €NHTE/IHaTa NOKPHBHA TEYHOCT,
ajiBeoJlapHHTE Makpodar, 6enoapobHaTa ThKaH, KOXKaTa (TeUHOCTTa B MEXypHUTE), ThKaHTa Ha
npocraTtaTta ¥ ypruHaTa. Ofaue, 1eBO¢IOKCALNH HMA HE3HAUHUTENIHO NPOHHKBaHe B rPbOHAYHO-
MO3bYHATa TEYHOCT.

buoTtpaHchopmauud

JleBogpnokcatuH ce MeTabonu3uMpa B MHOTO MaJIKa CTENEH KaTo MeTaboNuTHTE ca Ae3METHI-
nesodiokcauun u nesodnokcaumu N-okcua. Tesu MetaboauTy npeacrasngsar <5% oOT 103aTa H ce
eKCKpETHpaT B ypHHaTa. JleBohaokcallHH € CTepeOXHMHYHO CTaOHIeH H He NMPeTLPNABa XHpasiHa
HHBEPCHA.

EnuMuHHpase

Cnen rnepopajsHO ¥ HHTPaBEHO3HO MPUIOKEHHE Ha NIEBOQIOKCAUMH, TOH ce eTMMHHHUPA OTHOCHTEIHO
6aBHO OT r1asmara (t;: 6 - 8 h). Ekckpeunsra e npeaumHo 4pes 6u6peunTe (>85% or npunoxeHarta
7032a).

CpenHHAT NpUBHAEH 0011 TeneceH KIHPLHC Ha 1eBodAOKCalUMH cel eAnHHYHA 1033 oT 500 mg e
175 +/-29.2 ml/muH.

Hsama ronemu pasnuky BbB (papMakKOKHHETHKATA Ha JIEeBODJIOKCALIMH ClNeA HHTPABEHO3 A A 7
. ‘
MepopasHO MPUIOKEHHE, KOETO NpeAnoaara B3auMo3aMeHAEMOCT Ha NEPOPaNHUA H MHTRABEHOSHHAS

MbT.

JIHHeHHOCT
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JlesodnokcaliMH NMpUTekapa JIHHEHHa dapMakOKHHETHKA B aAuWana3oH ot 50 ao 1 000 mg.

CrellManHy NomynaaluHu

Ilayuenmu c 6vbpeuna nedocmamuvunocm

bapMakokuHETHKATA Ha JIeBoNOKcaLMH ce 3acsara npu 6s0peuHo yBpexaaHe. I1pH HamanspaHe Ha
616peunata pyHkuma, 6B0peHHOTO eNMMHHHpaHe Y KIHPBHC HaMaNaBaT, eTUMHHAUUOHHHUSAT
MOMY>KHBOT C€ yIBb/DKABa, KAKTO € MoKa3aHo B TabauLaTa Mno-aoiy:

(DapMakoOKHHETHKA MpH OBOPEYHA HEAOCTATHYHOCT CJie/l €AMHHYHA nepopaniHa Ao3a ot 500 mg

Cle: [ml/min] <20 20-49 50 - 80
Clgr [ml/min] k3 26 57
tiz_[h] 35 27 9

Iayuenmu 6 cmapuecka ev3pacm

Hama 3Ha4ydTeNHM Pa3NHKH BLB (papMakKOKHHETHKATA HA JIEBOGUIOKCALMH TIPH MJIaJd M MaLMEHTH B
cTapyecka Bb3pacT, OCBEH TE3U CRbP3aHH C Pa3IHKH B KPEATHHUHOBHSA KJIUPBHC.

Ilonoeu pasnuxu

OTAaenHK aHATH3H NPH MB3KE H KEHY MMOKA3BaT MAKU J0 IPAHUYHHU MMOJIOBY Pa3/IUKH BbB
¢apMakOKHHeTHKaTa Ha neBodrokcaunH. HaMa faHHU Te3u NOJIOBH Pa3fiMKH Aa ca OT KIUHHUYHO
3HA4YCHHE.

3.3 [MpeaxknuanvHA AaHHK 32 De3onacHocT

HexiMHUYHHTE JaHHH HE NMoKa3BaT 0cobeH PHCK 3a X0pa Ha 0azaTa Ha KOHBEHLUWOHATTHUTE
cbapmaxonormﬂn NpoOydBaHHA 3a TOKCHYHOCT HA €JHHH'YHA 1034 H NPH MHOTOKPATHO [IpHJIaraHC,
KApUUHHOICHCH NOTCHLUHA, pENPOAYKTHBHA TOKCHYHOCT H TOKCHHHOCT 34 Pa3BHTHCTO.

JleBOIOKCALMH HE NPEeIU3BUKBA HAPYLIEHHE Ha GEPTUIIMTETA UK PENPOAYKTHBHATA CIIOCOOHOCT

NpH IUIBXOBC H HCTCBHAT CAHHCTBCH E(bEKT BBPXY MJ1014 € 3abaBeHo Ch3pABaHC BCJCACTBHC HA
TOKCHYHOCT NpH Ma#kara.

JleBodokcallMH He HHAYUHpA FTeHHH MyTalluM B OaKTepHaiHW KJIeTKH WIH KIIeTKH Ha 603afHULIM, HO
UHAYLMPa XpOMO30OMHH abepauuu B 6e104pobHH KIeTKM OT KMUTaNCKH XaMcTep in vitro. Te3u edekTH
MOJKE J1a C€ ObJbKaT Ha MHXubMpaHeTo Ha Tonou3omepasa Il. In vivo TecToBe (MHKPOHYKJICapHH,
pa3MsiHa Ha CECTPHHCKH XpoMaTHIY, BenpeasuacH cuutes Ha JIHK, noMHHAHTHH JIETalHU TECTORE)
HE MOKa3BaT HUKAKbB FEHOTOKCHHEH MOTEHUHA.

[IpoyuBaHHUA NP MULLKH NOKA3BAT, Y€ NeBodnokcald UMa GOTOTOKCHUYHA AKTUBHOCT CaMoO MpH
MHOIO BUCOKHM J1031. JIeBOdIOKCALIMH HE MOKA3Ba HUKAKBB MEHOTOKCHYEH MOTEHLMAN Npy TecTa 3a
GOTOMYTAreHHOCT ¥ HaMAalliBa TYMOPHOTO pPa3BUTHE NPH MPOyYBaHe 3a POTOKAHLEPOreHHOCT.

KakTo npu apyrute QayopoXHHOIOHH, JIEBOGUIOKCALIMH MOKa3Ba e(heKTH BLPXY XPYIUAIHTE

(oTnensaHe H 00Opa3yBaHe Ha KYXHHHU) NPH IVTBXOBE M KyueTa. T€3W HAXOAKH Ca NO-H3pa3eHH NpH
MJ1aH KHBOTHH.

6 ODAPMAUEBTHYHHU JAHHH

6.1 CnucuLkK HR MOMOLIHHTE BElUeCTBA




Tapanuk 500 mg ¢punMupanu TabneTkH cbabprKa CIeIHATE MOMOILHH BELIIECTBA 3a Maca Ha
tabnerkaTta 630 mg:

Tabaemno aopo:
KpocnoBuaoH
XHIIpoMeo3a
MukpoxpucTaiHa UenyJlo3a
Hatpues creapun dymapar

Hoxkpumue na mabnemxama:
XHIIpoMeno3a

TurtanoB guokcua E 171

Tank

Makporon

Xwnr xkeneseH okeua E 172
YepseH xeneszeH okcua kE 172
6.2 HecbBMeCTHMOCTH

Henpunoxxumo.

6.3 Cpok Ha rogHocT

3 roguHH

6.4 CneuHAa/HH YC/I0BHSE HA ChXpAHEHHE

To3u fnekapcTBEH NPOAYKT HE W3MCKBA CTIELMANHH YC/IOBHA Ha ChbXpaHEHHE.
6.5 BHA H CbABLpPKAHHE HA ONAKOBKATA

PVC/ anymuHueBH OnucCTEpH, ChAbPKALIN GUIMHPAHH TabaeTKH.

Onaxoeku ¢ 500 mg Tabnerku: 1, 5, 7, 10, 14, 50, 200 u# 500, npeanaranu Ha rnasapa.
He scuuru sudose onaxosxu mocam oa bvoam nychamu & npooaxcoa.

6.6 CnendanHH npeana3H{ MepKH NPH U3XBLPJIAHE

JenuTenHaTta yepTa Mo3BoNIABa aJlanTHPAHE Ha J03aTa MPHU NaLKHEeHTH ¢ HapyuleHa 610peyHa

GYHKUMSA.
KakTo npH BCHYKH N€KapCTBa, HEH3MOA3ZBAHHUAT JIEKAPCTBEH NPCOAYKT TpAOBa 1a ce U3IXBLPIA B
CbOTBETCTBUE C MECTHHTE M3UCKBAHMA 33 ONa3BaHe HA OKOJIHATA Cpeja.

7 IIPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly
Qpanuus

8 HOMEP(A) HA PA3PEILIEHHETO 3A YIIOTPEBA

20020443
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9 JATA HA ITbPBO PA3PEIHABAHE/TIOJHOBSBAHE HA PAZPELIIEHUETO 3A
YIIOTPEBA

Hata Ha mbpBo pa3speinasaHe: 04.06.2002 r.

HaTta Ha nocneano noaHoeaBane: 31.07.2012 r.

10 JATA HA AKTYANTHIUPAHE HA TEKCTA

8 aBryct 2024




