KPATKA XAPAKTEPUCTHUKA HA IIPOJ/IYKTA

v 3 b/IHWUTENHA ATERLNSR NO NEKAPCTBATA

1. UME HA JIEKAPCTBEHMSI ITPOJ/LYK'T DB XEDEKTGDUONTUKE 1 NDOGYXINE - [IDUACIHENU® |

dyoken 500 mg punmupann TabiieTkn KbMPBa Ne L e as e
Ilox1 500 mg film-coated tablets PaspeweHue Ne s
?0?2 Y O 21 -10- 2025

2 KAYECTBEH U KOJIMYECTBEH ChCTAB | BO/MAMP - ool i

OGOBPOHUE N .........cccoocccveeaaeaeeeoereereererrsrsrassesrasssssens

Besika puiimupana radsierka cbjibpka S00 mg snesoduiokcanmn (levofloxacin), chorBercrpalil Ha
512,46 mg siesoduiokcanmn xemuxujipar (levofloxacin hemihydrate).

34 1'BJIHUS CITUMCBK ¢ TTOMOILILHUTE BECIHICCTBA BUKTE TOUKA 6. 1.
3. JIEKAPCTBEHA ©OPMA

(Dusmupana radlnerka.
C uBsT Ha NpacKoBa, KalcyJIOBUJIHA, JIBOHHO-U3IIbKHAJIA, (priimupana Tabiierka. Peneduo o3nauenume
"ML 1 637 o1 BeTe cTpaly Ha Jie/iyrelinara yepra Ha rabsierkara.

4. KJMHWUYHW JIAHHHN
4.1.  Tepanesruuann HoKazanus

Jlesodhsiokcaimn e anrudakTepuaiio JICKApCTBO OT rpynara Ha (GpJiyopoxuHojJoHuTe, ¢ HIHPOK
CHEKTLP Ha Jiekdcrere. |lpejtnaznaucn e 3a JicycHUe Ha JICKM W YMEPCHO TCKKH HH(DCKUMH 11PH
BL3PACTHU, KOIaTo  MH(CKIIMUTE Cca 1PC/IM3BUKAHK  OT  YYBCTBHTCIHH Ha  JICBO(DIIOKCAIHI
MUKPOOPIaHU3MH:

- OCThp OaKTepHalict CHHY3HUT;

- Dakrepuaiiio odocTpste Ha XpoHUUCH OPOTIXHT;

- 1prj1odKTa U3BLHOOJIHMYHA ITHCBMOHUS

- HMeJIoHCPpUT M yel10KHeHH HHPCKIIMK HAa YpUHAPHUS TPAKT (BXK. T. 4.4);

- XpoHuuen DaKTepualieH IpoCcTaTuT;

- YCJIOKHCHHW HH(PCKIIMHU HA KOKATa U MCKHUTC ThKAaHH;

- HCYCJIOKHECH 1IUCTHT (BK. T. 4.4):

- MHXAJAIMOHCH anTpake: HpohuiIakTHKA CJIC/1 CKCIO3UIMS U JieucHue (BK. T. 4.4).

[]]]H HPCITTUCBAHC Ha (DIroken. 'I'}JEIGHH Jld CC UMat 1pejisy/i HallHOHAJITHHATC W/ WK JIOKaJIH HACOKH, 34
HPABHITHO TTPH IardaHe Had [I}JI}“U[)UHHHDJIUIIH_

4.2. JlosmpoBKa 1 HAYHH HA HPHJIOKEHHC

| [lcpopalino npuiioKeHue.
Duwimupanure radserku MUOKCH ce npuiarar BEJIHLK WIK JIBA IHTH JIHCBHO, CHIOPE/L TUIIA M
TCKECTTAa HAa MH(EKIMATA M YYBCTBHTCIIHOCTTA HA HPUYHUHHTCISA KbM JICBO(IIOKCAIHII.

LHpOLIKHTC IHOCT HA JICYHCHUCTO

LIpojibiKkuTesinocrra na reparmsara ¢ olpe/ieis, or xo/la Ha 3adonssancro. Kakro npu Besika
anTiOMOTHYLIA Tepalivs, NpyuiiaratieTo Ha Jesoduokcami npojibjkasa MUHUMYM 0T 48 j10 72 vaca.
CJICJL YCTAHOBABAHC  YHHUIILOKABAHCTO Ha Oakrepuasiara WHOCKIMS  WIK 114
apeOpuiien. AKO JicueHMETO € JICBO(UIOKCAIIMH € 3all0MHATO C TapeHTepasito
HAIMCHTH, 3@ KOUTO 1ICPOPAIIHOTO TIPUCMAHC € HCIOJIXO0/151110), BUHAI'M € BH3MO
HA TICPOPAICH HPHUEM, B3ABUCHMOCT OT CBLCTOSHUCTO Ha ntaimenra. |lepopal
MOTI'AT Jla CC Hpuiarat ¢JIHaKkKBM JI03H, 1IPC/IBK1L OMOCKBUBAJICHTHOCTTE 1A JICBO()

5.2)

LA -




| laupH Ha NpraOKEHUE

Ounmupanure tabnerkn Onokcn ce nobiar 1eid, 06e3 ua ce paznpodssar, C JIOCTATHYIO
KOJIMMECTBO TeqHocT. Morar Jla Obj1aT HpUCMani 110 BpEeME Ha XpaHCHE WA MCK/lY OT/ICNHU
xpaliciusa, MJIOKCH CC [IpyMeMa [IOHE JIBa vaca NpEjiM WKW CIIC NPUCMANE Ha XKCJIC3BU COJIH,
aHTHALKJHKY Cpe/ICTBa MK cyKpaldar, Hopaju BL3MOXIIOCTTA 3a lioHWxkasalic Ha abcopbiumsira

(BK. ToUuKa 4.5).

Jlo3nposka

3a (PIIOKCH MO1aT jld cC HpCHopbHaT CHCIIHATC JIO3HPOBKH.

JHozuposka npu nayuenmu ¢ nopmaina bvbpeuna
(hyuryus (kpeamununog Kaupvuc > 50 mi/min)

JlHeBEH PCIKHM HA JIOZHPOBKA
IIpojabirATCHHOCT UA
ITokazanun (@ 3QBUCUMOCT O MEXNCeCmmd
JICHCHUETO
na 3abouseaitemo)
Oc¢rbp Dakrepualict CHILY3UT 500 mg sejurbx JHEBHO 10 — 14 jium
bakTepraiiio obocTpsHe 11a
ARTED P 500 mg BCHBXK JIHEBHO 7—10 jthin
 XpOHHYEH OPOHXHUT
| [punobrra n3sLHOOHKWYHA 500 mg BCAHDK WIIA J1BA 1THTH 714
MIICBMOHMS JUICBHO ) )
| luciionedpur 500 mg BC/IHBXK JHICBHO
o bp __5 SR A o 7 — 10 juin
Y CHOMHEHH HHDCKIIMM 1A 500 mg BejUrs3 J(HCBIO 714 1mn
ypHIapHus Tpakr
Xponuuct dakrepuanc 500 mg Bejbx JUICBHO 28 Juin
UPOCTATHT ) o - o -
YCIoxkHeHn HHCKLMKY Ha
ek 500 mg BCHBAK JUICBHO WM jIBa 7-- 14 nuu
KOKara U MCKHTC ThKaHH
T L'BTH JIICBHO | o L
250 me BC)HBK JIHEBHO 3 nnn
”LyLJID)i{HCII ILUCTHT & BUA /A /A
HIIXdJId[lHOHC]I aHTpaKc 500 mg BCAHBLXK JIHCBCHO 8 CC/IMHILH

Josupoexa npu nayuenmu ¢ namanena 6vopeuna pynxyusi (Kpeamununog kruponc < 50 mi/min)

- - —— e —

PPesxum HA 1o3Mpane

250 mg ua 24 waca S00 mg na 24 yaca 500 mg na 12 yaca

[I.pBa 1032 I1bpea so3a [[1pBa no3a
KPCATWHMNOB IUMPYNC | 2S0mg | S00mg  |somg
Caen Koero: Ciej koeTo: Cnes kocero:
50--2
' U ml/min | 125 mg/ 24 vaca 250 mg/24 vaca | 250 mg/12 vaca
] Ciuien xkocro: Clic)t Koero: Cnent Koero:
19 10 ml/
o ___“_"___"1'“ 125 mg/ 48 uaca 125 mg/24 vaca | 125 mg/12 vaca
< 10 ml/min (sxynounrento | Clicit KoeTo: Cnell KoeTo: CJie/1 KocTo:
- xemojmannza u HALLL 125 mg/ 48 uaca 125 mg/24 yaca 125 mg/24 vaca

ncprronHeanna jimanuza (HATLD).
Josupoexa npu nayuenmu, ¢ napyuena wepnoopooua ghynryus

Fe ¢ neobxonuma Kopekidsg Ha j1lo3ara npy TakMBa naiwcHr. Jlesoduiokcanmy ¢ MSI
1HC3HAYMTCIIHA CTCIICH OT YepHHUs J1Ipod, OCHOBHO cc eKckpeTHpa oT 6LOpeiure.




Jozuposka npu nayuenmu 6 Cmapuecra Gv3pachi

Ile ¢ HeoOX0/MMa KOPCKLIMSA Ha J103aTa, OCBCH aKO HAMA NAJIMUIIM Jlaliig 3a tapyiuciia 6Lopcuiia
Gynkums (Bx. Touka 4.4, noprovka Y imnkarane na Q1 mirreprasa).

lleouampuuna nonynayus

[ Ipriioxketinero na MUIOKCH € IIPOTUBROMNOKA3HO 1IPH JICIIZ M IOHOIIW, B 1EPHO/IA 114 pacTexk (1101 18
'0JIMHU) (BXK. TOouka 4.3).

4.3. IIporuBoiiokazanus

(DHOKCH He 'l‘pHﬁEH Ja CcC¢ N3I10J138a B CJIC/THHUTC CJ1IYHAH.
- [1PH NIAIIHCHTH ChC CBPBLXYYBCTBHTCTHOCT KbM J]CBOd]JIUKCH[lHH, KbM JIPYT'H XUHOJIOHOBH

[IPOU3BOAHH, WK KbM HAKOC OT MOMOIIIHUATE BClllccTa, H3dpocii B 6.1,

- [IPH 1ALMENTH ¢ CITHIICIICHS,

- IPH NAIMCITTY C aHAMEIC3a 3a YBPCAJIAIC Ha CYXOXKMIIMATA, CBBP3AIIN ¢ ynorpedara 1a
(PJIYOPOXMHOJIOHH;

- 11PH JICIIA U OTIOLIIW B 1ICpHO/L Ha pacTex (1101 18 rojimin);

- 110 BpecMe Ha OpeMCHIIOCT;

- KbpMAUKH.

4.4. CrienHaaHu PEIYHPEXK/ICHHS H NPEAIIAZHH MCPKH 1IPH Ynorpeba

Ipy Texku cayuau Ha BBTPCOONHUUHKM UHODCKIMUW, JIBBKAIA ce Ha P. aeruginosa, MOXe Jla cc
OK&XE, HE € HAIOKKUTEIIHA KOMOWHMpaHa Teparus.

JICIED(bIIDKCHLIHH MOXKC J1a CC IIpyJiara 3a JNCUHCHHC 11a OCThD 6HK'I‘GPHEJ[EH CHUHY3HT H Oﬁﬂﬂ'l‘p}lllﬂ Ha
XPOHHYCH 6]}{)1{){“'1', KOT'a'lo TC3H HH(bGK]IHH ca [IPAaBHJIHO JIHATI'HTOCTHIIHPAHHA.

PC3UCTCHTHOCTTA CUPAMO QUIYOPOXUHOIONH Ha K. ¢oli — nal-yccTust 11aToreH, CBLp3al ¢ HH(PCKIIHK
114 ypUHApHHUs TPAKT — Bapupa B Lippolncickus cuio3, Hpeanmcsaiunre tpadra jia R3CMAT HPCUBK/L
J0KaltHo npeobjtajiaganiara pcaucTeTIocT CpaMo QJIyopoXUHouonu 1ipu F. coll

Huxaiayuonen arimpaxc

| IpriioxkeHUETOo Npy Xopa ¢e OCHOBAaRa Ha JlaHliM 32 YyBCTBUTCIHIOCTTA in vilro ua Bacillus anthracis v
HA CKCIEPUMEHTANIHM JIAHHH 1IPHA AKUBOTHH, 3a¢{HO C OFPAHUKYUCIHIH JIAHHH NIpH X0pa. JIekyBauyre
Jickapu 1Tpsabsa ja ce pedepupal KbM HAIIMOHAJIHUTS H/ I MCHKI1YHAPOIHN KOHCCHCYCHH JIOKYMCHTH

OTHOCHO JICYEHHETO HA aHTPAKC.
Memuyunun — pezucmenmen Staphylococcus aureus (MRSA)

T'epanusra ¢ JIlesodnokcarmn, He ¢ chekTrria npy niidexitnu, lipuudteny or MRSA (8. ‘rouka

5.1 DapmakonMHAMHYHK CBOKWCTBE), Thd KaTo ¢ BeposTiio MRSA jla umar Ko-pe3ucTeHTHOCT KEM
(NIYOPOXHHOIONM, B TO0BAa 4ucilo U neodnokcaimi. leobxonmma ¢ koMbunupana Teparus c
HPOJYKT, 0J100pei 34 JicucHUE Ha Hderimu ¢ MRSA.




Tenounum u menoo pynmypu

B pcaku ciiydad Ha Teparys ¢ XWUHOJIOHH, € BB3MOXKHO )18 BL3HKMKIC TCHJIMHHT, KOHTO MOXE Jla
JIOBEJIC /10 pyIITYpa Ha AXWIECOBOTO CYX0XKWIKUC. PUCKBT OT TCHUMHUT W PpyIrTypa 11a CYXOXUIIUCTO ¢
HOBUILCH, NPHK MaLMEeHTH B cTapuccka swapacrt (nan 60 rojguin), 11py HalnyeHTh, 1prUCMalllv JIHICBIHN
no3m or 1000 mg vau caHOBpeMEHa Tepallds ¢ KOpTHkocTeponav. I3 ciiyvan, ue ce nojio3upa
TCIJIKHUAT, JICYEHUETO ¢ JieBodiokcalintl, Hesadasho TpadBa Jla Ce 1IpeycTalnoBd U jla ce HPUIIOKH
aJICKBATHA TCPAIHS OT JICKYBALIMA CriCIMAIUCT (Hanp. UMODKUIIK3ALIMA ), HA 38CCIHATOTO CYXOXKHIIUC.

3aborneanus, cevpsanu ¢ Clostridium difficile

T'exka, nepcucTrpallia W/wiv KbpBasa JiMapus, 10 BPCMC Ha WJIM CJIC)| TCPAlIMA C JICBOMIIOKCAIUI,
MOxe /12 Objie cumnTom 3a 3abosiseane acoumupano ¢ Clostridium difficile, uasro nait-rexka popma
¢ 1iceB/loMeMOpano3e koiuT. [Ipy n1oj103penue 3a ncesjiomemMOpaltoscil KoiurT, HpUeMbT Ha Miokeu,
1padBa ja Obac He3adaBHO [1PEYCTAHOBEH M Ha nauMcHThl Tpsbna n1a ce nasnayu 1esabasna
HOJUThpXallla U criennduuna Teparnus (Hanp. 1ICpopalcit MCTPOHKMNA30) Wik BaHKOMULMID. B ra3u
KJIMHAYHA CUTYAIlMA ¢ IPOTHBOIOKA3ZHO HIPHJIOKCHHUCTO HA IPOJIYKTH, DIIOKHpAlM 1ICpUCTalITHKATA.

Hanuenmu ¢ npeopasnoiodicenue Kkem npunadviyu

(DJIOKCH € HPOTHBOIIOKA3AaH [MPH LIAI[MCHTH € aHaMHC34 34 CHHAICHCHA W KAKTO OCTaHAJIHTC XHHOMIOHA,
'I”pHGHH Jla Ccc lipHilara ¢ IOBHUICHO BHHMAHHWC [IpH NHALHKUCHTH, NPpC/Ipa3liONOKCHH KbBM I'bP4YOBC,
HAIUCHTH C TIPCXOJIHK JIC3UH la IliCiTpalinara HepBila CUCTCMa WKW TaKHUBa CLC ChHDLTCTBRAINIO
JICHCHHC C [])Ellﬁ}’(beil H IIEUIDE?HH HCCTCPOHUAHHK 1IPOTHBOBBL3HAJIMTCIIIN CPCJICTBA UK C MCJTHKAMCITTH
IHOHAXKABAUA 1'hPHOBKUA TIPal” HAd VJIdBIHIWA MO3'LK, KA'TO Hallp. ’l“CDd)HJIHH (BH{. TOYKd 45) B3 CJIyl‘IHﬁ 1
KOHBYJICABHHA 1IpHTIAITBIIK, JCHCIHHCTO C JICHD(I)JIDKCHIIHIL '1'pH6I!H Jld CC 1IPCYCTAIIORBA.

Hayuenmu ¢ oehuyum na emoxoso — 6 - ghocgham dexudpoeenasa

31L3MOKHO ¢ NAIMCHTH C JaTCHTCH MK HU3MBCH ACPCKT B 1T10K030—-6—-hochhar jiexujiporchiaznara
AKTUBHOCT, Jia ObjiaT npe/ipasiooKeHd KbM XCMOJIIMTHUIIM PCAKIMK 1LIPK JICUCHHUC ¢ XHUHOIOHORH
anrubakTepHaiHKM Cpe/ICTBA, 1IOPaj il TOBA [IPH TAKUBA NAIMCIITH, JicBoduiokcallMi ciic/sa jla cc
Hpuiiara ¢ MoBHINCHO BHUMAHHC,

Hayuenmu c napyuwena 6vbpevuna hynxyus

1w karo nesodiokcallMl ce CKCKpeTHpa OCHOBHO 1pe3 OLOpCUMTE, Npyu HAIMCHTH ¢ HAPYHICHA
OLOpecuna dyuxima, j1o3ara Ha Ditokey, 1psbia jla ce KOpUrupa.

Pearkyuu na cgpuxuyscmeumenocm

Jlcsoguiokcaumy  MOXE  Jla  UPHUYKIKM CCPUO3HH,  HOTCHUMAINIO  (aTaliid  pecakilMK  Ha
CBPBXUYBCTBHTCIHIOCT (HALIP. aHI'MOC/ICM 10 aHAad#IaKTHUICH LIOK), 1101IAKOIa CIIC/L HIPACMABC 114
I'bpBONavaiiHarTa jiosa (Bx. rouka 4.8). |lanmcurure tpsidBa jta npeycralossT jieucHucTo 1i¢czabaniio
M /i CC CBBPXAT C JICKYBALIMA JieKap WIA JICKap OT chcelilia 1i0MOll, KOWTO 1C 1IpeiilIprueMe
aJICKBATHHA WHTEH3MBHU MEPKH,

Xunocnuxemus
Kakro v 1pd BCHYKM XHHOJOHH C¢ C€1,001i1aBa 3a XHMHOUJIMKCMUS, OOMKHOBCIIO TIPH HANUCHTH C
jimaber  noJiydaral  CBNBICTRAL@  TCpanvd ¢ HCPOPAICIl  XHUIOITIAKEMUYCH  areirr  (nanp.
timbenkiamu)) miam ¢ uieysini, [lpy nanmenTu ¢ nuadber ¢ nperopbyna BHUMATCHAHO HPOCICAABALIC
f1a KpbBHAaTa 3axap (Bx. Touka 4.8).

{Ipeonassane om homocencubunuzayust

[ IpK Jicuciine ¢ siesodrokcalyvi, (POToCCHCHOWIM3AIIMATA ¢ MIIOI'O PSJIKO CPElII




LIpENopbLYBa, MALUCHTHTE J1a He ce uanarar 6¢3 11cobX0MMOocCT, Ha CHITHE CIIBHYCBA CBETIIMHA MIIH 1A
nikyctTeeHo Y B sibuenune (Hanp. kBapiiosa namiia, Cojlapuym),

Hayuenmu nexyeanu ¢ anmazonucmu Ha sumamun K

| [py nanenT# nekysanu ¢ Muoken xomOuunpaH ¢ anTaroHUCTH Ha BuramMun K (nanp. sapgapui), ¢
Bh3MOKHO YBCJIMYABAHE HA [10KA3ATCIIUTC HA KPLBOCHLCHPBANC (KOAI'yJIallHOMIIHUTC TCCTOBC —
P'I/INR) w/unu xnpeene. Llopajiu roBa ¢ HEODXOUHMMO CHCTCMHO TIPOBCPHABALIC 1A TC3U 110Ka3aTC/u
(BK. TO4Ka 4.5).

{lcuxomuunu peaxyuu

| lpy manuenTH nNpMeManiv XHHOJIOHHK, BKJIHOYHUTCIHO JIeBO(JIOKCAlMH, YMa Jtalild 3a HICUXOTHYHH
PCaKIMH. 3 MHOIO peAKKA caydaW ca IIPOrpeCUpaIM JIO CYHMIIMIHKM MUCIM A CAMO3AILIAINBALILO
HOBCJICHAC, 1IOHMKOIA JIOPH CNC/L C/IMHKYNA Jlo3a JicBodiokcanmn (k. Touka 4.8). B cuyuai, uc
NAUMCHTHT pa3BUC TC3U  pCaKkliMH, 1IpUEMBT 1la DIIOKCH ¢ npeycraioBsiBa He3adasHO Mo ce
lHPEC/ILIPUCMAT ChOTBCTHATE MCPKK OT JICKYBalKA Jickap. 1Ipy 1IcUuXoTriyin nanmesru niM naimMeiru
¢ aHaMHc3a 3a neuxuuio zabonspane, Mioken, ciiglsa na ce npuiiara ¢ 110BUIIICHO BHUMAaHHUC.

Vowuocasane na Q1-unmepsaia

[pyemsT HA (QAIYOPOXUHOJIOHHM, BKJIOYHMTEIHO JieBOdIOKCAlMH, € ¢ 1IOBULICHO BHHUMANNC HPH
HAIMCHTH C aHAMHE3a 32 PUCKOBH (akTOpH, 3a yabipkaBane na QT unreprana, nanpuMmep:
- Bpojicy cijipoM Ha yasioken Q1 — nurepsali;
- CHI'BTCTRANLO JICUCHHME C JICKAPCTRA, KOUTO ¢ M3BCCTHO, ue ynjkasar Q1 wurepsaiia (nanp.
kiac IA u 111 arrrvaputMunM, TPUIMKIKYIIK alTUICHIPCCAHTH, MAKPOJIUIH, AITUIICUXOTHIIN);
- HICKOPUIUPAH CJICKTPOJINTCH JMcbaiiate (Halp, XHIIOKANCMHUS, XHIIOMal'lIC3UCMUA );
- NaLUCHTH B CTAPYCCKA RBH3PaACT;
- ¢Chp/IcUHO 3aDonaBane (Hanp. CbpIcHHa HCJOCTATHLUHOCT, MHOKAp/ICT UHbapkT, Opajinkapaus)
(Bx. roukn 4.2 n4.5,48u49)

Hepudbepna nesponamiust

Choblasa ce 3a cen3opHa WM CCH30-MOTOpHA LICpUQEepHa HCRPONATHS LIPH IAIMCHTH, HpPUCMAalili
(p:1YOPOXHHOJIOHH, BKIIIOYHTCIIHO JICBO(YIOKCALMH, KOSTO MOKE J1a O611¢ ¢ 01p30 navano. 13 cnyyvai,
4C NALMCHTDBLT [I0JYHH TAKUBA CUMITTOMM HA HCBPOHATHSA, JICHCHUCTO ¢ (1csodnokecalin TpadBa jla ce
IIPCYCTAHOBH, C 11€)1 [IPCAOTBPATIBANIEC PAZBHTUCTO HA HCOBPATHMMU ABIICHHS.

(Onuamu

”HIIHG'HTH, [TPHCMaAIIH JICB(HIJJIDI{CEIIIHII, MOraT Ja najliar C]'JEUIHIHBD HOJIOKUTCJIHK PC3YJITATH 34
OHPC/CIIHHE Ha OlIMAaTH B YpUutilara. Moxc Jdd CC HANOXKHA [OTBLPAKABAHC HA TOJIOKHTCIIHATC
CKPHHHIITOBHW OIMHATIHHN TCCTOBC, C IID—CIICIlHdJHHClI MCTO/.

Xenamobunuapuu HapyuwieHus

Crobitasa ce 3a ciyuar na yepnojpobua 1eckposa /10 KUBoTO3acTpalllapaia 4cepHojipobua
HCAOCTATHLYHOCT, HIPCJIMMHO 11PY HAIMCHTH ¢ HojuIekallto 3abonssanc, Haip. celicue (8. Touxa 4.8) .
 faimenrure tpsdBa jla OBAAT HOCHLBETRAIM /14 CLPAT JICHCHHUCTO M Jla CC CRBPXKAT ChC CBOH JICKap.
AKO CC PA3BUAT HIPHIHALIKM U CHMIITOMH HAa 4cpHO)PpOOHO 3aD0isBale KATO AHOPCKCHS, XKBIITCHHMIA,
HOTBMHABAHC HA YPUHATA, ChpOCIK MIIM TCHKECT B KOPCMa.

QObocmpsite HA MUQCMEHUW! 2PAGUC




¢1,00111aB2HH NpK (BJIYOPOXHHOJIOHH, W3IIOI3BAHY [IPU HAIMEHTH C MHACTEHHs 'PABUC.

Ipumentu Hapyuwenus

AKO 3peHHeTo OBJIC YBPC/ICHO WM BL3HUKIAT HIKAKBH cpCKIH BLPXY oudTe, Hezabasno Tpsadea Na
CC HPOBC/IC KOHCYJITAIMA ¢ O4CH cnenpraiycT (82K, Touku 4.7 n 4.8)

Cynepundpexyust

| [puiioxkeHKeTO Ha JICeBODIOKCAIIMH, 0CODEHO NPOIBIKUTEIIHOTO, MOXKC /18 JIOBE/IC JIO CBPLXPACTCK
Ha 1HE4YBCTBUTEJIHW MUKpooprauuamMu. Tpadbra jla ce npeinpreMaT NnojaxoHusii MCPKU, aKo HacThln
CYNnepHH(pCKIIHA N0 BpEME Ha TCPanuATa.

4.5. BiaumojcHcTBHE ¢ JIPYIH JICKAPCTEA W JIPYIH GOPMH 112 B3AUMOICHCTBHC

Bausnue na Opy2u jexkapcmeenu npooyxkmu svpxy Prokcu

Kenesnu conu, anmuayuonu cpeocmed CbObPICAU MATHEIUU U AIYMUHUU

I3 10BpeMeHHOTO 1NpUueMane Ha MIIOKCH ¢ XKEJIC3HH COJIM WM alITHALIM]IK, ChITBPAKALLY MAIC3UH Wi
AJlYMHUHHI, 3HAYUTENHO HIOHWXKARA HerosaTa abcopbumi. Lipenophusa e JICKApCTBCHUTE 1IPOJIYKTH,
Ch/IBPXKAINA JBYBAJICHTHU WIM TPUBANCHTHY KAaTIOHHW, KATO XCEJIC31WA COJIM, KAKTO MU Mardesvii u
AIYMHHHA ChALPKAIA aHTHALIMIW CPCAUCTBA, J1a HIC CC LIPUEMAT 110-pao O 2 Haca 11pcjii MK CJIC)|
npwioketne Ha Puokcn dunmupany tabsicrkd. Hsma janiy 3a B3AUMONCHCTBHUS € Kallucs
kapbonar.

Cyvkpandham

[:JINOBPEMEHHOTO 1IPHUIIOKEHHC Ha uiMUpalin TabNCTKH (UIOKCU ChC cykpaidar, 3auuTeiitio
HaMmansapa buonannmynocTTa Ha Jicgoduiokcali. B ciiyyad, ye narMen T ¢ 1yxIac or napajiciiio
jgucHWe ¢ue cykpasipar 1 Dnioxeu, nan-jo0pe ¢ cykpasiar, jla ce 1ipuiara 2 vaca, ¢ie/{ IIpUeM Ha
rabnerxkure MNOKCH.

Teodhunun, Qenbygen u Opyeu nodobnu necmepoudnu NPOMUGVELINANUMENY NEKUADCMEU

3 KIMHUYHHATC [IPOYYUBAHUA, 1€ CC  ycraloBsBaT (GapMakOKMHCTHYUIIM  B3aMMOJICHCTBUS 114
siesoduiokcanuu ¢ reopuini. BuaMoxio ¢ obauc, /1a ¢ pazBUe U3pa3clio CHUXABANC HA M'EPUOBUS
lpar Ha rJaBHUS MO3BLK HPU KOMOMHUPAHO 1IpUHaraHe 1Ha XMUIOJIOHH € TCOMHWIINH, HCCTCPOM I
HPOTUBOBLAIAIMWTCIIHU CPCJICTBA WM JIPYTY NPCHAPATH HOITHMKABAIUMA 'bPYORUKS HIpar.
Komicirrpatinure na Jiceodriokcalilii B TNIpUCHLCTBHAC Ha (peHOydenn ca okono 13% no-sucokn.
OTKOAKOTO [IPH CAMOCTOSATCITHOTO MY H{PHIIOXKCHHC.

Hpobeneyuo u yumemudun

lipobeHellia U IMMETH/IMH OKa3Bal CTATHCTHYCCKH 3HAUMM cdICKT BbLPXY CHUMMHHPAHCTO 114
yicrogiokcanmd, bLopedyHusT KINpLHC Ha JICROMIIOKCAIMHA CC Hamalisra OT iMMCTAIUH (24%) |
Hpobetietnl (34%). Tosa ce jibjiXKM HA CBOUCTBOTO HA TC3H JIBC JICKAPCTBA, 1a dliokupar 6nOpeutara
1ybyntia cekpenuds  na  acsoguiokcatimd.  llpw  u3chciupandre 8 npoyusancro jo3n  obauc,
CHATUCTHYCCKH 3HAYMMU PA3JIMKK B KUHCTHKATA ¢ MAJIKO BEPOATHO Jia 0B1aT OT KIIMHKWYHO 3HAYCHHUC.
C HOBHIICHO BIMMAIIKC, CHIEABA Jld CC OCBLUICCTBH €JHOBPCMCHHOTO I1IPUIIOKCHHC HA JICBO(JIOKCalMt
¢ JickapcTBa, [OBIMABAINMA TyOyhaHara Obbpcunia cckpenurs (kKaro 1HpoOCHCHML M LHMMCTEIMIL),
ocobeHo npH 1alneHTH ¢ 6LOpeUHO YBPCKIaHC.
JIpyea sasicua unghopmaryis

Kiunnnuiiv rapMaKoIOrduiy 11pOYHBANMS HOKA3BAT, YC¢ GapMAKOKUICTHKATA 134 JIC
CC NOBJIMABA JIO KJIMITMYHO 31Ia4AMa CTCHCI, Koraro JicBo(hIOKCallMH ¢C 11pH
CJAC/ITHTE JICKApCTBA: Kalllnes kapbouar, JIMrokeuin, 1IM0CHKIIaMH/L, palluTH/IMIL




Brusiriue na Droxcu @bpxy 0py2u AeKapCmeeHy NPOOYKMu

[{uxnocnopun

[ [01yKHUBOTBT Ha LIMIIOCNIOPHH ce yBesiMuaBa ¢ 33 % [1py HErOBOTO ¢€/(HOBPEMEHHO [IPHIIOXKEHHUE C
JieBoIIOKCAlIMH,

Anmaconucmu na esumamun K

[loBuilcHKUTE CTORHOCTH Ha nokasare/iure Ha koarynauus (PT/INR) w/unn kbprene, xkocro moxe )a
¢ TCHKKO M3pazcHo, c¢c cbOOIAaBaT 1IPpU HAIMEHTH, 11OJUIOKCHH A JICHCHHUC ¢ JICBOMIIOKCAIMI, B
koMOKHAIMY ¢ aHTarolucty Ha sBuramui K (naup. sapdgapud). llopanm rosa, nokasarenure lia
koaryiauus, TpsbOsa jla c€ IpOCIC/HHBAT CUCTEMHO, IIPH [ALMCHTH, 1TPOBEX/allH JICUCHHE ¢
airraroiiuctTy Ha ButaMmui K (Bx. Touka 4.4).

Jlexapcmea, 3a koumo e usgecmno, we yowvancasam Q1T — unmepsana

lipy matMeHTH npUeMamu JieKapcTBa, KOUTO yib/pkasar Q1 uurepsana (nanp. xkiac 1A v 1
AHTHAPUTMULIK, TPUIIMKIIAYHHA aHTUJICIIPCCAHTH, MAaKpOJIMJIM, aHTHIICUXOTHIHK) (BXK. Touka 4.4),
sieBoUIOKCaLINH, KAKTO H JipyruTe ¢JIYOPOXHHONIOHH, TpAOBA 1a ce 1pyiiara ¢ 110BHIIIEeHO BHUMaHMC.

Hpyea cviygecmaena unhopmayun

3 upoyuaHe 3a  (apMaAKOKMHCTHYHH  B3aWUMOJICHCTBHMH,  JICBO(JIOKCAIMII ¢ 3acHra
(papmakoknHeTHkara Ha TeoduiMH (kodro ¢ Tecros cybcrpar 3a CYPIA2), kocro 1okaszga 4c
siesodutokcatui 1ie € CYP1A2 nuxnburop.

Jpyrn dopMH Ha B3aUMONICHCTRUC

Xpaene

tHe cc orbenassar KiIMHUYHO 3HAYUMMH B3aUMOACHCTBHA € XpaHu. llopajnu rasu npuunna, puiiMupanu
rabiierkn DIokcH, MOraT Jla ce npuaara’ HE3aBUCUMO OT IIPHEMA Ha XpaHa.

Biaumooeticmaue ¢ rabopamoprume tu OUQeHOCIMUYHU MeCmose

Ipu DakTepHONOrMYHO JIMArHOCTULIMpANE Ha TyOCpKYyJi0o3a, JICBOQIIOKCAIMI MOXC Jla MHXuDupa
pacrexka na Mycobacterium tuberculosis m nopaau Tosa ja cc nosiywar QajliMBO OTPHUIATCHW
PCIYIITATH,

lHanuenrry, npuemaiiiv JicBoiokcalivll, Morar /1a jiajar Qaimuso HOJOKHTSIIHU PE3YJITATH 1PH
OHPCACISHE HAa ONKUATH B YpUHaTa. 3a 110TBBKIaBaHC HA MNONOKWITCIHUTC pe3ylitaTH, ¢ HCODXONUMO

HPOBCX/IAHC HA ITG—CI'ICIIH(I}HIIHH TCCTORC,

4.6. @epruanrer, GpcMCHHOCT H KLPMCHC

bpemennoct
Mva orpannucHM Jlaniu ot yriorpebara tia neropnoxcaninit ipy opecMmctlin e, Pelipotyktusuuie
HPOYUYBAHUS 1PU KUBOTIH, HE JIABAT 110BO/1 32 KOHKPCTHH CLMIICHHUS.

Bunpeku 1oBa, nopajii JIMICca Ha jiatiiy 11py Xopa obauc, KakTo v 11opa)in dhakra, ue 1po
3LPXY XKUBOTHM 110KA3BaT PUCK OT YBPCXKAAHC 11a HOCCIIATC TCKECTTa XPYUlstiiy
OpraHu3sLM OT C¢TpaHa Ha (JIYOPOXHHOJIOHHWTE, lcBoduioKcaiiul He TpsadBa jla ¢

OpCcMCIHHN XCHHU (BXK. To4ka 4.3 1 5.3).




KnpMelie

yioKCH € 1IPOTHBONOKA34H 11pU KbpMeltin xeHu. TMopasin aurica 1a jjauHu 11pu xopa obaye, Kak1o M
opajit QakTa, 4e MpPoOyUBAHMATA BBLPXY XKHBOTHH TOKa3BaT PUCK OT YBPCHA/IAHC Ha HOCCILMTC
TCXKECTTA XPYLIAIW Ha pacTAlLLUS OPraHKM3bM OT ¢rpaHa Ha GuyopoOXHHOJIOHHTE, JICBOQUIOKCALIMH |IC
TpstOBa J1a ce i1puiiara npy KbpMeIly e (Bx. Toukd 4.3 v 5.3).

DepTHiIMTET

Jlesoduiokcaiimi He npeiM3BUKBA YBpexJlatic Ha (PEPTUIIHTCTA WA PEHIPOAYKTHUBHUTC CIIOCOOHOCTH
HPH [JIBXOBE.

4.7. EdexrTH BbpXy crnocodnocrra 3a modpupane u padora ¢ maniunu

JlcroduiokcaliMH oka3Ba cnabo uix yYMEpeHO BAHSHKE BbpXY ciiocobHocTTa 3a tiodupalic U pabora ¢
MalllMHU. Hakou nexenaHyn JIekapcreeHu peakilud (Halp. 3aMasiioct, CBCTOWLPTCK, ChLIUIKBOCT,
CMYHICHMS B 3PCHUCTO), MOrar Jila Hapyuar clocoOHOCTTa 1a 11alMeirra jia ¢¢ KOHUCHTPUpA M
pcaripa, M LPCACTaBlABAT PUCKOB (haKTOp B CHTYAIMU, KOATO TaAKUBA ¢NocodNOCTH ca oT ocobeiio

—_—— e — —_——

JHAYCHHC.

4.8. Hexeianu JiekapcTBeRH peakumy

| IpesicraBenaTa no-nony HHGopMallys ¢ OCHORABA HA AaHHM OT KIIMHUYHU U3CIC/IBaling cpe)l
tioseye or 8300 nauueHTH ¥ Ha obiurped NOCTMAPKCTHHIOB O1IUT,

Hexxenannre JiekapeTBCHU peakilUU ¢a OlIUCaHH 10-10J1Y B CbOTBCTCTRUE CHC CHCTCMIIO-OpraHIiaTa

kiacudukalvs Ha MedDDRA.
YecToTure Ha HEXKENAaHWTC PEAKIIMU ca JICPHUHUPAHH, KaTo:

mMHo1o Yectu (= 1/10); uecrn (= 1/100 o <1/10); 1ie wecru (= 1/1 000 ;10 <1/100);

pesikd (> 1/10 000 no <1/1 000); MHoio pesiku (< 1/10 000); ¢ nenasecria yecrora (He MOXE 1a CC
LIpEICHH 110 HAJIMYHAaTa HHdopMatns).
3 pamkure Ha BCdKa YCCTOTHA 'PyNa, HEXENAHWTC PCaKklMK Ca [IPC/ICTABCHU B HA3ZXO/AIIL pe/l, B
3ABUCUMOCT OT THXHATA TCHKCCT.
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BKJIIOYHTCIIHO
HHPCKIHHU C

Cucremo-oprancn Yeeru Heweern Pexku C ucn3BecTHA

KJIAC (= 1/100 o = 1/1 000 o | (=1/10 000 o <1/1 gecTora (OF HAJIHYHHTE

(McdDRA) <1/10) <1/100) 000) JIAHHH HE MOXC j1a Ob/1c
HANIpaBcNna OIcHKA)

Undexknum u ["uO6uuHm

[APA3UTO3H HHDEKIIUH,

Kalijln/1a
aroresna
o PE3NCTEHTHOCT,
Hapymienus na Jleskoricnius, Tpombonuroncuus, [ latiumronenus,
KPbBTA H CO3HHODHIIUS HCYTpPOIICHUS AIpanyIoUNTO34,
JumM@HaTa CHCTEeMa XCMOJUTUUHA AHCMHS
Hapynicuns AHKOC/ICM, Anadgunaxryycii 1ok (Bx.

i HMYHIIATA

CH{ICMA
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(B>X. TOouKa 4.4}

CBPLXYYRBCTRHTCIIHOCT
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CucreMo-opranes Yecrn Heuecerw Pejixu C ucnisecrna
KJ1ac (= 1/100 xo = 1/1 000 o | (= 1/10 000 o <1/1 yeceToTa (0T HATHYHUTC
(MedDRA) <1/10) <1/100) 000) JTAHIH He MOXCE Aa Obj1e
nalpaBeHa OICHKA)
Hapymenns na AHOpCKCUA - XHIIONIMKEMUA, XHUCPIIIHKCMAA,
meraboiin3ma u 0cobClio LIpH JIMaDCTHIIM | XUIIOIIHKCMHUYHA KOMA
XPAHCHCTO (3. TOUKa 4.4) (BX. TOYKa 4.4)
Henxmunn bescnHue Tpesoxuocr, Mitoro pe/iku: l lcuxoruanK HapyHiciing
HADYHICHTUA ChCTOSHHUE HA IIcuxorudiin peakimm ChC camosacrpaliansatio
obbpKaHocT, (t1a11p. ¢ XaOIUHALMH, | HOBC/CHHUC, BKIIOUMTCIIHO
HCpBHOCT® napanos), CYHIIH/UIN MHACIIH U
Jctpecus, [IOBC/[CHHUC (BXK. TOYKA
Bb30Yy1a, 4.4).
SIDKH CBHUIIA,

o KOUIMApH, —_— I
Hapymennn ['nagobosive, | CLIUIMBOCT, KoHByJicHA (BX TOYKH CeH3opiia UK CCH30PHO-
1 HCPBHATA 3aMafHoOCT TPCMOP, 4.3 un44), MOTOpNA HIepHBEepHia
CHCTCMA JIMUCI'CY3H1s napecTe3us HCRPOHATUS (BXK. TOUKA

4.4), napaocmus,
BKJIIOMHTCITHO aHOCMUS,
JINCKHIIC3HH,
CKCTPalIUPAMUILUIIN
HAPYUICIIUS, aArCy3uns,
CHUHKOI

“llu-pyumuml Ha

C 11eu3BCCTIIa

SPH’I‘CJIHH CMYUICIHIHNA

Hpexonna 3aryba na

OUHTC YCCTOTA; KaTo 3aMDBIJICHO 3PEHHUE | 3pcHUC (Bx. Touka 4.4),
(8. TouKka 4.4) YBCHT

Hapymenun na CBeroBbprex TrHATYC 3aryba na ciyxa,

YXOTO H JIAOHPpHHTA HapyIlICH CltyX

Cupiednn Taxukap/ins, Kamepria raxukap) s,

napymecHHs HANTATAILIHN KOSTO MOXE J1a J{OBCLC 1O

ChLpJICHCH apect,
KAMCPHA APUTMUAS U
torsades de pointes™
(c,ob11aBa ce npeinmio
HPW 11AIACTITH C PUCK O
yibinkasanie 11a QI
uirrcpsana), yabinken Q|
HirrepBal lia
CJICKTPOKAP/IHOI' PAMATA
(8. To4ukH 4.4 n 4.9)




|

CucreMo-oprames YecrH HceuectH Pejkn C uensBecrna
KJ1aC (= 1/100 xo = 1/1 000 xo | (= 1/10 000 no <1/1 qeerora (0T HAJIMYHHATC
(MedDRA) <1/10) <1/100) 000) JAHNK 11e MOXKE /14 Ob/1c

NalpaBcHa ONCHKA)

CnioBu napymenus | CamozalV XRIOTOHUS

thopma;
hacoOuT
Pecnuparopnu, Jlnciines bpoiixocnasnsm,

I'PbIRK H aJicpIruicH ITHCBMOHMT
MC/(HACTCHAIH
NApyHIeHHA
Cromartino - napwns, AdroMunamia XeMmoparnuHa jiapus,
UPCBHHK HAPYUICHHA | 1'3JICHC, 00JIKa, KOS'TO B MHOI'O PCJIKH

[IOBpPblIAHE JIUCIICTICHU Y, CJIYHaW MOXKC J1a ¢
dJIaTyACHIUA, [10KA3ATCJIHA 34
KOHCTUIIAIUA CHTCPOKOJHUT,
BKJIIOUYHTECIIHO
lnees/loMeMbpatosct
KOJWT (B3. TOUuKa 4.4),

L nabgkpedatvi. =~
Xcuaro — oumsinapun | [lopuuicuu [{oBuuIcHU AKpirreduia ko rexKo
napyincnus yepHOApOOHM | HMBA Ha HEPITO/IPOOHO HAPYIICHHC,

CH3NMMU OWJtUpYOHUH B BKJIFOMHTCITHO CIIYUdH HA
(ALT/AST, KpbBTA TCHKKaA YepHo/Ipobiia
aJikajiHa HCJIOCTATHLYIIOCT, Ca
docdarasa, JIOKJIA/IREHU 11pH
GGT) [AIMCITTH ha
sicBoguioKcaluH, ocodelio
IIPH HALIMEHTH C TCHKKH
CBLUTTCTBAIINN
3a00J198aHUs (BXK. TOUYKA
- _ ] 4.4), xeniaruy
Ilapymenus Ob6pus, Toxcuuna enuvjicpmasiia
HY KOXKATa H chpOex, HCKpOJIN3a,
HOJIKOXKNATA ThKan’ YPTUKApHH, CHHIJIPOM Ha Stevens-
XUINEepXKnpo3a Johnson,
CPUTCMA MYNTHHOPMC,
peakiMy 1ia
POTOYYBCTBUTCIHOCT (BAK.
TOYKa 4.4),
JICBKONUTOKZCTCH

o BACKyJIUT, croMaTvr
Hapymennn na Aprpanrus, Hapyiienns na Pab;ioMuonuza, pynrypa
MYCKYJIHO - MU AJITUSA CYXOXKUIMATA (BXK. Ha cyxoxuimce (nanp. na
CKeJIernara Touka 4.4 Cncimainm AXUICCOBOTO CYXOMKHKIING)

L cnereMa
L CLOIMHATEINATA
LKA

[PCILYIPCHJICHHUS U
11pC/Ia3HU MCPKU 11pY
yuorpeba),

BEJNHOYATC]IHO TCHIAWEHAT

(Hanp. TEHJIMHHUT Ha
AXHWIIECOBOTO
CYXOKHIIUC), MYCKYJiHIA
cJ1aDOCT, KOSTO MOXKC J1a
¢ OT ocobeHo 3Hauenue
[IPH [TA1IMEHTH C
MHACTEIINS IPABHC (BXK.

(B3, 104Kk 4.3 n 4.4) -
TA3KW HCKCJIalld PCaK s
MOXKC Jla HACTLIIK B
pamMku1e Ha 48 vaca ot
HAYAJIO0TO Ha JICHCHTUCTO U
MOMXC ,,T
Onita P
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Cucremo-opranen Yeern Heuecry Pejkn C nen3Becrna

KJiac = 1/100 1o = 1/1 000 0 | (= 1/10 000 no <1/1 yectrora (0T BAJIMUHHTE
(MedDRA) <1/10) <1/100) 000) JIANHH HE MOXKeE j1a OjIC
HAlLPABCNA OTICHKA)
Touka 4.4)
Hapymenus na [ loBHiCH Ocrpa 6L,Opcuna
OLOpennTe M KpeaTHHHI HEOCTATLUHOCT
HHKOYMHHTE ILTHINA B KpbBTa (JBJpKala ce HalnpuMep
Ha UHTCPCTHIIKANICI
wegppur) .
O6mn napymcHus Camo 3a i.v. Acreuns * I Inpekcus boJsika (BKIHOHUTCHHO
Ji Qdopma: OOJIKA B IPbHHUA KOLI,
chekTH na Pcakimy na "'bpba ¥ KparHuIIC)
MHCTOTO KA MSACTOTO Ha
I PHIIOKEHHE nHgpy3una
(00JIKa,
) 3a4CpBABAHE) L

"AHauNaKkTHYHYA ¥ aHA(DUNAKTOUJIHH PCaKLIMK NNOHSIKOTa MOXE J1a HACThIISIT JIOPH CJIe)1 IThpBRaTa j1034.
®)IuraBMHHO-KOXHH PEaKIIMK IIOHAKOra MOTAT J1a BL3HUKIAT JIOPH CJIC)L IbpBata 1034,

Jpyzu nexicenanu peaxuyuu, cevplanu ¢ nPpuROICenUemo Ha PIIVoOpoOXunoIOnY eKII0H8aM:
- [IPUCTBITA HA NOPPUPHA 11PH TTALIMEHTH € OpRUpHA.

C]rﬂﬁlllﬂﬂﬂllﬁ Ha NoRO3NPalH HOXKCITAHK PCAKIIHH

C'I:GSIIIEIHEIHCTO lHa NOJIO3HWPAHH HEXKCIIAIIN PCAKIIMA CJIC/L Ppa3pClildBaliC 3a yno*rpeﬁa Ha JICKapCTBCHHUA
IIPOJIYKT € B&KHO. Toma 11o3BosnsABa Ha [IPOJABIIAKH HaOIOACHHUCTO HA CHOTHOIICHUCTO [IOJ]BMPHCK 3a
JCKADCTBCHHUA NIPOJIYKT. Or MCJ/IUIIMHCKHTC ClICIIHAJTUCTH CC H3HUCKRA /14 chOoDIlaBaT BCAKA 1MOJ1I03HMpPaHa

lHCHKES1aa peaKIlMs 1pes HalMoHalHa cruerema 3a cholinanatic B U3ubiinareina arcitilds 110
nekapernsara yi. L. Jlamsing 'pyes” Ne 8, 1303 Codus, ren.: +359 2 8903417, yebeaiit: www.bda.b

4.9. llpenosupanc

ChIMIaCHO TOKCHKOIONMYHHUTC W3CIIENBAHHA BLPXY MHUBOTHHA WK KIMHUYHO — DapMaKOJIOIMUHUTE
H3cJicABaliis, H3BBLPILCHK C JIO3M HAJI TCPANCBTHUHWTC, HAR-BAKIIATC 1IPUHAIIM, KOUTO MOTAT J1a cC
O4aKBaT Clci OCTpO lipesiodnpane Ha MIOKCH, ca CHMIITOMU CBLP3AliM ¢ lICHTpaJiHaTa Hepelia
cucreMa — ODBPKANHOCT, CBCTORBLPTEK, YBPEXNAHC 112 CBL3HAIUCTO, KOHRYJICHBHH 1IPHIAITBIH,
y)Ibibkapane Ha Q1 unrepBana, KakTto W CTOMAILHO — YPEBHHK PEAKIMK KAaTO I'a)ICHIC WIIKM CPO3UM Ha
JIMIaBU1IaEa.

ey supxy LUIC, Brutousamy cserosiime na oObpraHocT, KOHBYJICHH, XaJIIOIMHAIIMK W TPCMOP
ca nadino/laBali 1IpH HOCTMAPKCTUHIOBUSE OIIUT.,

I3 ciryual Ha pejlozvpanice, ¢ HCOOX0/(MMO J1a CC NPUIIOKH LIOJIXO)IIIO CUMITTOMATHUIIO JICYCHUC,
Tpsbra na ce monuropupa bEKI, nopaam seposriocr or yanipkasane va QT wirrepsadia.
AnTHaliMIlIMTe  CpeacTBa MOraT jia Ce€ M3IIoN3BaT 33 3aliydra na  croMalliHara  JIMrasy
XEMOMAIM3aTa, BKIIOYKIENHO nepuroncannara jinanusa v HAIL, ne ca edexrubiu 3a
Ha JicBogUIoKcaln o1 opraunaMa.

lle euinecrayBa ClCUMPHUCH alTTH/LOT.
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5, OAPMAKOJOI'TYHH CBOUCTBA

5.1. <PapmakoannaMHJIIH CBOHCTBA

MdapMakoTeparneBTUYHA [Pyna: XMHONOHOBHU alrTdaxkrepHaliiy cpejicTsna,

gnyopoxunononu ATC kon: JOIMAIL2

JIenodiiokcaiui e cuHTeTHuden anrubakrepualic areHT o1 Kiaca Ha (QuYOPOXMHOJIOHHUTE W
lpeacTanistBa S (-) cCHAHTHOMED Ha PaIIEMHYHOTO JICKAPCTBEHO BELICCTBO OIOKCANMH.,

McxaHW3IbLM Ha JICHCTRUC

Karo ¢pnyopoXHHOIOHOBO alTHOAKTCPHANINO CPEJICTBO, JICBOMJIOKCAIMH J(CHCTBA BLPXY KOMIUICKCA
JIHK — JIHK — rupa3za 4 tonouszomepasa [V.

Mexanuzrom na pezucmenmiocm

I'JTaBHUAT Mexallu3bM  Ha  PE3UCTEHTHOCT C¢ JIBJKM Ha  gyr-A  MyTanuds, 3acsialiia  Jscice
tononzomepaszu Tin I, JIHK rupasza v ronousomepasa 1V. Jlpyru mMexaimamu na pesucrerrtioct
ka1o Dapuepy Ha HPOIYCKIIMBOCTTA (MecTO NpYU Pseudomonas aeruginosa) v McxaiimiMm 3a cuiyke,
MOT'AT CBILO /14 1IOBJIMAAT HAa YYBCTBUTCIHOCTTA CIPSMO JICBOPIIOKCALIMH.

In vitro ce HabjnonaBa, KpbCTOCaiia PC3UCTCHTHOCT MOXKJLY JICBO(UIOKCAllMH W APYIH
bayopoxuHononu. Ilopaxu  mexanmzma Ha  JICHCTBHE, ODHMKHOBCHO JIMIICBA  KpbLCTOCAla
PE3UCTCIITHOCT MCHKJLY JICBOMIIOKCATIMH W JIPYYH KJIACOBE aHTHDAKTCpHAIIHK al'CHTH.

I panuvnu cmounocmiu

| IpctiopbuBanrre or LEUCAST rpanvuun croiinocry a MIC sa sicsoduioxcanun, pasjcisimy
HYBCTBUTCIIHUTC  OF  CPEJIHO  UYBCTBUICHHWATC OPrallidMHd W CPC/IIOYYBCTBUTENIMTC  OT
PE3UCTCHTHUTC OPraHU3MH, Ca 11pc/IcTaBcHH B Tabiiniara no-j1ony:

Kimmtuunan MIC rpanmuiiv croiinoctu Ha LUCAST 3a siegodnioxcanmn (2012-01-01)

FIATOFEL YYBCTBUTLEJIEH pr3vucredTel
Enterobacteriacae
Pseudomonas spp. B
Acinetobacter spp. <1 mg/l > 2 my/t

Staphyvlococcus spp.
Streptococcus spp.

34,1080 11CCBBP3AHM 'PAHUYHN
- CTOHHOCTH ?
8. preumoniae ! <2 mg/ > 2 my/i

1 influenzae®’
. < )
M catarrhalis © < 1 mg/ ” l mg/ l
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'["panmunmre croinocTy 3a JcBoGIOKCaIlMI CC OTHACHT J10 TCPallus ¢ BUCOKA 1034
*PE3MCTCHTHOCT FIPH 1IMCKK 1HMBA na Guiyopoxyionionu (tuipoguioxcanmi MIC 0,12-0.5 mg/ml)
MOC J1a HACTBITW, HO HAMA JIOKA3ATEIICTRO, 4C TasKh PCIUCTCHTHOCT € OT KIIMIMYHO 3HAYCHUC 1IpY
WIPEKIMK Ha pecnuparopins tpakt ¢ H. influenzae.

[Hlamore ¢ MIC croitHocTy Haa S/I rpalnyHaTa CTORHOCT, €a MHOI'O PC/IKH WJIM BCE OLIIC HE ©
cLo01aBalo 3a TakKBa. TecroBe 3a HACHTUPHUKAIUS W AlITUMUKPOO1Ia YYBCTBHTCIIHOCT Ha BCCKH
nojioben nzonar TpsadBa Ja cc NOBTOPAT W aKO pe3ynTarsT ObJe 1HOTBEPACH, U30UATHT CC H3L

OTYUTAT KATO PCIMCTCHTHM.
I"'pannytnTe CTORNOCTH Ca HPHIIOKKUMU 3a icpopaiia Jiosa ot 500 mg x 1 10 500
nurTpasctosia jioza or 300 mg x 1 go 500 mg x 2.



Anmubaxkmepuaien cneknrop

UccToTara Ha pe3dCTCHTHOCTTA BapHpa, B 3aBUCUMOCT OT I'corpatpekara obJ1acT M BLB BPEMETO, 34
u3bpanum wamose. Ilo Tazu NpuUMHAa ¢ NPENOPBLUHTENHO /12 UMa MHOPMalM 33 IOKaJIHATA
PC3UCTEHTHOCT, OCODEHO IPH CITYHaNTC Ha JICHCHUC Ha TCXKKW HHPCKIMU. AKO ¢ HCODX0/MMO, cC
THPCH EKCIIEPTHO CTAHOBHIILE, KOraTO MECTHHAT NPodHiI Ha PCIUCTCIITHOCT € TAKLB, YC CC
[MOCTABS [10/] BLITPOC HIPHIIOKUMOCTTA Ha JICKapCTBOTO LIPH HIOHE HSKOH OT BUJIOBCTC HII(PECKIUHM.

OO6HualilH0 YYBCTBHTC/IHH BH0BE

Acpofuu rpaM - noJioxkuTenNin dakrepuu

Bucillus anthracis

Staphylococcus aureus memuyuaun uyecmeumeneu
Staphvlococcus saprophyticus

Streptococci, epynu C u G

Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

Acpobuy_rpam-orpuuareaiin Gakrepuu

Likenella corrodens
lHaemophilus influenzae

[ laemophilus para-influenzae
Klebsiella oxytoca

Moraxella catarrhalis
Pasteurella multocida
Proteus vulgaris

Providencia rettgeri

Artacpobiin bakTepupn

LA T T

Peplostreptococcus

Jpyry

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

[

3n)108¢, HIpH KOHTO IDHJI00UTATA PEIUCTCHTHOCT, MOMKE /1A Ce OKaXKe 1PodJiem

Acpobnuy rpam — nonoxureniu dakrepuu

Enterococcus faecalis

Staphylococcus aureus - memuyunun pesucmenmen
Stuphylococcus coagulase spp — koazynasa-nezamugen Memuyuaun pe3ucmenmen
Acpobuu 1'pam - orpunarciim fakrepun
Acinetobacter bawmannii

Citrobacter freundii

Faterobacter acrogenes

l.nterobacter agglomerans

Ienterobacter cloacae ™

lscherichia coli

TN ERAM - T TEma _— — - — _—r [ —r o TEmam —




Klensiella pneumoniae
Morganella morganii
Proteus mirabilis*
Providencia stuartii
Pseudomonas aeruginosa*
Serratia marcescens ™ _ B B |

- Bacteroides fragilis
lHaciejiIcTBCHO PE3HCTEHTHH LIIAMOBE

AcpoOHU IpaM — MONOKUTEITHH OaKTepUU
linterococcus faecium

*MHOI'0 ¢ BepOoSTIHO METHLIHJIMH-PE3UCTEHTHH S. aureus /1la MMaTt KOPC3UCTCHTIIOCT KbM
(hIIYOpPOXMHONOHH, BKIIOUMHUTEITHO JIEBOGIIOKCALIHH,

Honvanumeana unchopmayus

[1pn HozokomMmanv HHGPEKIWK, IPUYUHEHH OT Pseudomonas aeruginosa wiu memuyuaun -
pesucmenmen Staphylococcus aureus (MRSA), moxe pa ce Halloxy KOMOMHKpaHa Tepalusi.

5.2. dMapMaKOKHHCTHYNEK CBOHCTBA

ADCOpOIMs

| Ipy nepopaliito tpwioxenue, Jiesouiokcalmna ¢ pesopdbupa ObP20 W 1HOYTH HAIBLIHO, KATO JlaBa
MakCHMallHa CepyMHa KOHIeHTpalng B pamkure Ha 1,3 uaca. Abcosnornara OHonalnuliocr ¢

HpubausuTento 100%.

[ IpneMBT Ha Xpana OKa3Ba HE3HAUUTENIHO BIIMAHUC, BbPXY pe3opbiusira Ha JICBO]IIOKCAl M.

Pasiipe/ieneiue

[ [puOumzurennio 30 — 40% ot siesodiokcatlMl ce CBBbP3Ba CbC CEPYMHHUTE IIPOTCHHU. MHOrOKpaTHO
tpuiaarase Ha 500 mg nesodriokcalui BeANLXK JHEBHO, MOKa3Ba He3HauUTCIIHA akyMynalua. [Ipu
ipunarade Ha no3d 500 mg sierogilokcallMH ABa ITbTH JAHCBHO, CC YCTAlOBABA OTPaHUYEHO, HO
I1PE/IBHIMMO KYMYJinpatce. PaBliOBECHC Ce JIOCTHIA B pAMKHUTE Ha 3 JIHH.

Cpeaninar obceMm 11a pasiperielicliie Ha JieBoioKcalmi ¢ upubimnsuresmo 100:1 cie/l einokpariia u
MITOI'OKpaTIM jlo3n 0T 300 mg, 1 110Ka38a NIMPOKO pas3npe/IC/ICHUE B TCIICCHUTC THLKAHMU.

IIponuxeane 8 nmrokanume u mejechume mevHocmu

lIponukeane 8 bponxuannama aucasuya u enumennama nokpusna mevwocm (EIlT)
Cmax Ha JsicsoduiokcalldH B OpolixuanHara JiHraBulia W CHHTC/INA [IOKPUBHA TCYHOCT, CIIC/]
ncpopaiien npveM Ha 500 mg ca crorserno 8.3 pg/g v 10,8 ug/ml, cLoTBCTHO B CLOTHONICHHKC Ha

IIpOHHKBaHe B OponxuaiHaTa JIMraBMlla ¥ CIIMTEIaTa IIOKPUBHA TCHIIOCT, ClipsMo cepyMa — o1 0,9
no 1.8 nor 0,8 no 3. Te ce yocrurar upubriuznrenno | yac ciiej npucma.

[ Iponuxsane ¢ 6erodpobrama muvran
Cmax na Jjcsoguiokcalimn B Oenosipobiiata mbkan, cJIcH  LCPOpAiicH UPHUEM  Ha
npubumsuremio 11,3 pg/g v ce jlocrura 3a nepuojt ot 4 10 6 yvaca, cieyt npucma, Koutl
Oenvre )podoBe, IHAUMTCIIHO HAJIBAILIABAT KOHIICHTPAIMXIC B [U1a3MaTa.




Hponukeane 6 meunocmma Ha KOJICHY MEXYPU
Cmax Ha aeBodiIOKCaIlMH B TEUHOCTTA HA Mexyp, Jioctura 4,0 v 6,7 pg/ml. T'eau konnecnrpanvu ca

JIOCTHUFHATH B nepuoa oT 2 — 4 qaca, ciiea 1nipuem na 500 mg (¢/1MH UM J18a IrbTW INEBHO), B TCUCHHUC
1a 3 jiuu.

Hponuxeane 6 kocmuama mukan

Jlcsodnokcaunn uma jobpa npoHUKBallia cnocobHOCT B KOPTUKAIHATA W CHIOHIMHO3HA ThKaH U B
Oc/ipeHuTe KOCTH, KaTo choTHOuICHHMeTo Koct/tuiazMa ¢ 0,1 — 3. Cmax Ha 1IpOHHUKBAaHE B KOCTHTE, CC

JOCTHNA 3d OKOJI0O 2 yaca.

Hponuxeane 6 yepebpocnunarnama mewnocm
Jesodiokcailii nMa ciaba npoHKkaalla crocofHoOCT B iepeOpocnMHaliHATA TEHHOCT.

[ Iponukeane ¢ npocmammania mvxan

CJie)r nepopasic npuem Ha Jicgodiiokcanus 500 mg, BCJAHLXK JIHCBHO B LIPO/ILIPKCHHC Ha TPH JIHMN,
CpeJHUTC CTOMHOCTH 1ia KOHIICHTpAIIMATA Ha JieBodiokcanu B ilpocrariiara ThKaii ca: 8,7 pug/g, 8,2
ug/g, 2,0 pg/g — pecricktuBHo 3a 2, 6 ¥ 24 yaca; CPeAHOTO CLOTHOUICHWUC HA KOHICHTPALIMWITC
lipocrara/iviazma ¢ ouito 1,84,

Konyenmpayus 6 ypunama
Cpe/inata KOHIEHTpallns Ha JicBoduiokcallid B ypuHarta, 8 -- 12 yaca, ciic/l ¢/lMlHUHA nepopaiiia
jto3a ot cwoTBerHo 150 mg, 300 mg wnin 600 mg ca chorserdo: 44 mg/l., 91 mg/l. n 200 mg/l..

brorpanchopmarins

Jlesodokcanuu ce merabonmzupa B MHOI0O majika crencH. Herosu merabonmnrn ca icameru
jicBoIOKCalIMH U JieBodiiokcallil N-okcy)l, Te npeactasnsBar < 5% o1 j103aTa, KOATO c¢
CKCKpeThupa B ypuHara. Jicsoduiokcaimu ¢ crabulicH CTCPCOXUMUUEIO, 1IC HO/UICKH Ha XHpalina
MIIBCPCHA,

boiMMunMpaunce

ClaielL ICpopasiio U UHTPABCHO3HO [IPUJIOXKCIIME HaA JNCBOGJIOKCAIIMH, TOH CC CHHMHUIIUPA OTHOCHTCINIO
basno or unasmara (tY4, = 6 — 8 waca). Exckpenusara ¢ ocnorHo 1ipez 0nOpenure (> 85% or

LIPUJIOKCHATA /i03a),

CpejiHuaT 1ipuBraeit obil TeneceH KIMPBHC Ha JIeBOQUIOKCAIIMH caejl ¢/ivnnynta j1o3a or 500 mg ¢
[75 £ 29,5 ml/min

dapmakokuHeTHKaTa H4 JICBOIOKCAUMH, CJIC/I MHTPABCHO3HO W [ICPOPAJIHO 1IpHiaralie, HC CC
Pa3/IMIABRA CLUICCTBCHO, CJICJOBATEIIHO — NCPOPAIHWIC U HHTPABCHO3ZHWIC IThTHIILA 11a BhBCXK/AHC Ca
B3aMMII0 3aMCHSICMH,

Bphika DapMmakokuieruka — DapMako/IMllaMUKa
Crenenra na Oakrepvnmanta akTMBHOCT Ha  JICBOQUIOKCAIMH  3aBHCH  OT  CLOTHOIHCHUCTO 1A
MaKcuMasina cecpymMiua konneorpanus (Cmax), uan niourra nojt kpurara (AUC), v myunuMmatiara
nuxuburopria kointieHrpatuus (MIC).

Cnreyuanniu nonyiaayuu

Hayuenmu ¢ 6vbpeuna nedocmantvunocm

(PapmakokuHeTHKaTa Ha JIeBodiokcallvil ¢e HoBJIHsIBA HpKY OLOpeUditn yspex/ialius.

na On6peunara dynkuns, 6LbpecutarTra ciiMMUHAIIMA U KIUPBLIC CC HOHMXABAT, a el
HOJIYXKHUBOT CC YABIDKABA, KAKTO ¢ OMKCAHO 1o-j10y B Tabliniara:




Hayuenmu 6 cmapuecka ev3pacm

KuiieTukara Ha neBodIIOKCAL{HIT TIPU MJIAJIM H Bh3PACTHU MIUJIMBUM, HC CC pazjituaBsa 31auunTelio, ¢
U3KJIIOYEHUE Ha pa3/IMKUTE, CBBP3aHH C KpEaTHHHUHIOBUA KIHPBIIC.

Paznuxu mexncoy nonogeme

Orile/IH - aHAJIM3K  [IPY MBXKE ¥ JKEHH [IOKAa3BaT MAJIKH, /IO HC3HAYMTENIM Pa3/IMKU  BbB
¢apmakokrMHeTHKaTa Ha JieBoduiokcaiMi. He ¢ u3gecTHO, Te3W 1HOJOBU pazfivuus, jla ca or
KJIIMHAYHO 3HAYCHUC.

5.3. Ilpeakinunun4unwu jJanuun 3a 6eszounacuoct

| [ekJimtMmvTe JlaHiu 11C [I0KasBar ocodel pyck 3a Xopa na bazara Ha KOHBCHI(MOHAIIHKWIC
(PAPMAKOJIOTI MUK LIPOYYBAHINS 32 TOKCHUYHOCT HA CAMHHAYHA 1032 H 1IPK MEIOIOKP&THO lipHilaratic,
KapIWHOI'CHEN MOTEHIMAJl, PEIPOYKTMBHA TOKCHHIIOCT U TOKCUYHOCT 34 Pa3BUTHETO.

Jlesogiokcanuy HE MPCJIM3IBMKBA HapyllieHHE HA (PCPTUIIMTCTA WA PCIIPOIYKTHBIIATA ClHOCOBHOCT
IPU IUTBXOBE U HEMOBMSAT €JIMHCTBEH €(PeKT FbpXY 1U10/1a € 3adaBctio Ch3pABAHE BCIICHACTBUE T1a
TOKCHYHOCT I1pH MaHKaTa.

Jlesoduokcatiyi He UIJYLIMPpA I'CHHN MyTaliMu 1B DaKTepRaIIN KICTKY WM KICTKHU Hia Bo3aflikiuM, HO
HiJlyurpa Xpomoszomiu abepanuu B 6esioapobHH KICTKM OT KWTaicku xamctep in vitro. 'T'e3u edexru
MOE J1a C¢ 1bJDKaT Ha WHXHOUpateTo 11a Tonouszomepasa [, In vivo TecToBe (MUKPOHYKIICAPIN,
pa3MALA Ha CCCTPUIICKHA XPOMATHY, HENpeiBUicH cuirres na JIHK, nomunatTiy neraisiu TecTose)
liC NMOKA3BaT HUKAKLB ICHOTOKCUYUEH TTOTCHIMAI,

| I[poyuBanmns ripyM MULIKH 110KA3BAT, ue JIcBOGUIOKCAIIMH HMa POTOTOKCHYNA dAKTUBHOCT CAMO 1IpH
MHOI'0 BUCOKH JI03H. JIesoguiokcal i 1IC NoKa3Ba HAKAKLE I'CHOTOKCHYCI 1TOTCHIIMAN [IPU TecTa 3a
(OTOMYTarCHHOCT ¥ HAMAJIABA TYMOPHOTO Pa3BUTUC LIPH HIPOYUBAHC 3a (POTOKAHIIEPOISHHOCT,

KakTo 11py APy Irure QJiyopoxXuHoNoiu, JICBOMJIOKCAIIAH 110KA38a CPCKTH BbPXY XPYILIAIUTC
(OIenBade ¥ o0pasyBanc 1a KyXuin) HIpH [UIBXOBC M Kyucta. Te3u Haxo/IKy ¢a 110-U3Pa3cHu 11pH
MJ1a/1H JKUBOTHH.

6. DGOAPMAIIEBTUYHH JJAHHHU

6.1. CnuchbK Na HOMOITHHTE BEIIICCTBA

Duoxcu S00 mg puimupann radiierkn
{abremuo a0po:

MukpoxpHcTalina ie/ysosa
XHPOMENo3a

Kpociosunon tun A

Marnesnes creapar

Dutvoeo nokpumue:
Xuupomenosa (I 464)
Twranons guoxewy (L3 171)
Maxporon 400
Honucopbar 80 (12 433)

Koirr xenesen okeun (E 172)




Uepse xenesen okeua (B 172)

6.2. HecnBMecTHMOCTH

| [enipMIIOKHKMO.

6.3. Cpok Ha rojHocr

3 1o/

0.4. Cuenuaiu ycJIOBHH HA ChXpPalclinie

10301 iekapcTBEH NPOAYKT HE U3HCKBA CNENUATHU YCIIOBUS 11a ChXPaHeHHE.
6.5. Bua u cujibpixanne na onakoBKara
O noxcu 500 mg puamupanu tabierkn

PVC/PVDC/AL 6stuctepy, chiabpxkatind 5 vk 7 puiimupaniv Tabliietkiy. Ljiun diucrtep, ¢ JIMCTOBKA 34
HHAIIMCHTa, B KAPTOHCHA KYTHSL.

6.6. Cuenuajnm HPCANAINYH MEPKH LIPH HIXBLPJIAHE

[ Hama crielmaliny M3UCKBAHUS.

7. ITPUTEXATEJI HA PASPEINEHHUETO 3A YIIOTPEBA

OAPMAKOHMHC AJ]

oyin.”llciio K. Asopor” Ne 44, cr. |
Codpus 1164

buL.arapus

8. HOMEP(A) HA PAZPEHIEHHUETO 3A YIIOTPEBA
Per.Ne: 20200141

9. HATA HA ITBPBO PAZPEHIABAHE/ITOJHOBABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA

/lara na nwpero pazpewasane: 26.08.2020
Jlara na nocneano 110{HOBYBaHC:

10. JIATA HA AKTYAJININPAHE HA TEKCTA

08/2024




