KPATKA XAPAKTEPUCTHUKA HA IIPOJAYKTA

[ AA0bNHWUTENHA ATEHUWR MO NEKAPCTBATA
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1. UME HA JIEKAPCTBEHMUS ITPOAYKT

!
 Kpamka xapakmepucmuka Ha npogyxma [puACxerue |

JIEBO®JIOKCALIMH AKOPI 500 mg duammpaiu tabnercn o Poz. ... @D ANDDA |

LEVOFLOXACIN ACCORD 500 mg film-coated tablets Pazpewenrue Nt
c95%% 30 -07- WS
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p 2 KAYECTBEH U KOJIMYECTBEH CHCTAB | JaoBpenue N ..., /

Beska ¢uamupana tabnerka ceabpxka 500 mg nesodaokcaumu (levofloxacin) KaTto aKTHMBHO BELIECTBO,
eKBUBaJIeHTeH Ha 512,46 mg neBodnokcauuHoB xemuxuapar (levofloxacin hemihydrate).
3a MbJIHKA CIIUCHK Ha MOMOLHUTE BELECTBA BUKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa Tabnerka

Po3osa, ¢ ¢opma Ha kancyna, IBOWHOM3ITbKHANA (PUIMHpaHa TabneTKa ¢ AeJIMTe/IHA YepTa OT ABeTe CTPaHH.
Penedno oznauenue ,,L” u,,V” OT ABeTe CTpaHU Ha AEJHMTE/IHATA YepTa, OT e[jHaTa CTpaHa Ha TabsieTkara.
TaGnerkara moxke na Obje pa3aesieHa Ha B€ paBHH J03H.

4. KJIAHAYHHU JAHHU

4.1 TepaneBTHYHH NOKA3aAHHHA

JleBodnokcauuH AKOp/ € MoKa3aH MpH Bb3pacTHH 3a JIEYEHHE Ha cliefIHUTE MH(pEeKUMH (BHXKTE TOYKH 4.4 H
5.1):

o OcTtbp OakTepHaAIEH CHHY3HUT

OcTpa ex3auepbanus Ha XpoHHUYHA 06CTpyKTHBHA GenoapoOHa GosecT, BKIKOYUTETHO OPOHXHT
HeycnoxxHeH uucTHUT (BHKTE TOUKa 4.4)

[Ipuno6uta B 00LIECTBOTO MHEBMOHHS

YcnoxxHeHH HHPEKUMH Ha KOKaTa U MEKHTE ThbKaHH

3a ropenocoueHuTe HHpekuuH, JleBodnokcaunn Akopa TpsadBa Ja ce M3Moj3Ba caMo Koraro ynorpebara Ha
IPyry aHTHOAKTEPHAIHH CPEICTBA, KOMTO 00MYaiHO ce MpenopbyYBaT 3a JieYeHHEe Ha Te3H HH(PEKLIHH, Ce CMATA
3a HenmoaXoAsALla.

5 OcCTbp NUETOHEPPHT M YCII0KHEHH HHPEKLMH HA MUKOYHHUTE MbTHLIA (BHXKTE TOYKa 4.4)
® XpoHHUYeH OaKkTepHasieH MPOCTATUT
® MHxanauMoHeH aHTpaKe: NpoGUIaKTHKA Clle]] eKCIIO3ULMS U JiedeHHe (BHKTE Touka 4.4)

JleBoiokcauMH AKOpPA MOXe /1a ce U3MO0J3Ba U 3a 3aBbpllBAHE HA KypC Ha JIeYeHHe NMPH MaLMeHTH, KOUTO ca
MokasaJi TnojaoOpeHHe Mo BpeMe Ha IbPBOHAYAIHOTO JIEYEHHE C MHTPAaBCHO3HO TMPHJIOXKEHHE Ha

NeBO(DIOKCALIHH.

TpabBa na ce uma mpeaBua OQHLHATHOTO PbKOBOACTBO 3a MOAXOAAILO H3MOJI3BAHE HAa aHTHOAKTEpHAIHH
CpeAcCTBa.

4.2 JIo3HpOBKA H HAYHH HA NPHJIOKEHHE

JleBodiokcaliH AKOp/ ce npuiara BeIHbK MJIH /1Ba MbTH JHEBHO. Jl03WpOBKaTa 3aBHCH Q
Ha HH(PEKUMATa U YYBCTBUTEJIHOCTTA Ha MpeanoyiaraéMus naToreHeH NpuYHHUTEN.

[Ipoodvacumennocm Ha 1eyeHuemo
[TpOABKUTENHOCTTA HA JICYEHHETO Bapypa B 3aBUCHMOCT OT X0/Ja Ha 3abosisBaHeTo (B
nony). Kakto mpu Bcsika aHTHOMOTMYHA Tepanus, NpuiiokeHWeTo Ha JleBoduokcauu
Npoab/KH Hal-Masiko 48 no 72 yaca crefl KaTo NaLKMEHTHT CTaHe aQeOprIeH UITH Ce MOy

|
|




3a GaxTepyanHa epaguKaLii.
Ho3apoBKA

3a JlepodrokcalluH AKOpJ MOTAT J1a C€ JaaaT CJIeAHUTe NPENOPbKH 3a JO3HPAHE!

Jlozuposxa npu nayuexmu ¢ HOpmanka 6vopeuna Qyuxyua (kpeamunog Kaupbre > 30 mi/min)

IHoka3aHHe HpoaLaKHTEIHOCT HA
JIneBeH peXHEM Ha J03HpaHe (B
JIeMenne (8 3asucumMocm om
3aBHCHMOCT OT TeXKecTTa)
meoicecmma)
OcTbp 6aKkTepHalieH CHHY3UT 500 mg BeAHBX THEBHO 10 - 14 gHu
Octpu bakTepHaiHH ek3auepbalun Ha
XpoHHYHa 06CTpYKTHBHA Genoapobra | 500 mg BeIHBIK AHEBHO 7-10 quu
OpOHXUT, BIJIFOUHTEIHO OPOHXHT
[Tpupobura B 0OLECTBOTO NHEBMOHKS >00 mg BeAHBHk WK 1BA MHTH 7- 14 ouu
JHEBHO |
Octbp nenoHedpur 500 mg BeAHBK JHEBHO 7 - 10 auu
zpcafrmem MHQCKUNH Ha YpUHAPHUA 500 mg BeAHBX JHEBHO 7 - 14 oun
HeycnoXHEH LHCTHT 250 mg BEOHBX JHEBHO 3 nHU
XpoHudeH OakTepHalIeH MPOCTaTHT 500 mg BeAHDBXK JHEBHO 28 nHu
YcnoxHeHH HRQEKUHUH Ha KOXKaTa H 500 mg BeqHbBK HIIH ABA ITBTH 714 gum
| MEKHTe ThKaHH AHEBHO A
HHxanalluOHEeH aHTpaKc 500 mg BeAHBK JHEBHO 8 cenMULM
Cneyuannu nonyaayuy
Vepedena 6vbpeuna gynxyun (kpeamuros kauporc < 50 mi/min)
PesxxaM HA JO3HPAHE
KpeaTnHOB KJIHPBHC 250 mg/24 vaca 500 mg/24 yaca 500 mg/12 yaca
[Tspra no3a 250 mg | ITupsa xo3a 500 mg [InpBa no3a 500 mg
: Cnen koero: 125 Cnen koero: _
50-20 mVmin mg/24 uaca 250 mg/24 uaca Cnen koeto: 250 mg/12 gaca
. Cnen xoero: 125 Crnen KoeTo: _
19-10 ml/min mg/48 uaca 125 mg/24 uaca Cnen xoeto: 125 mg/12 yaca
< 10 ml/min Cnen koero: 125 Cnen koero:
(BKJIFOUUTENTHO - g/flls qaca' 19 Siln o/24 l;aca Cnen xoero: 125 mg/24 4aca
xemoauanuza u CAPD)!

! He ce HanaraT AOMBLJIHHTENHH AO03M CJIeH XEMOIHAIH3a WIH HenmpeKbCcHaTa aMOynaTopHa NepUTOHealHa
avannsa (CAPD).

Hapywena yepnoopobuna ¢ynxyun
He ¢ HeOoBXOAUMO KOPHTHpaHE Ha J03aTa, Thil KaTo eBoduIoKcalHH He ¢¢ MeTalo/M31pa B 3HaYHTE/HA CTETICH
OT YepHHA Jpof H ce eKCKpeTHpa OCHOBHO 4pe3 OBnOpeuuTe.

ITonynayus e cmapuecxka gv3pacm
[Tpy mallMeHTH B CTAp4ecKa BB3pacT HE € HeoOXOAUMO KOPHFMpPaHE Ha 103aTa, OCBEH

JAHHH 3a HapylleHa OnOpeuHara yHkuusa (Bixkre Touka 4.4 ,, TeHAWHHT U PYNTYPH/F
S Vawmxasane Ha QT uareppana™).

IHeouampuuna nonyrayus
JleBo(hAOKCAUMH € NPOTUBONOKA3aH NPH AELa H IOHOLIHM (BIDKTE TOYKA 4.3).




HauHH Ba OPHJOXKEHHE

Ta6nerkute JleBoduoxcaunH Akopi TpaGBa Aa ce MOriysliar, 0e3 Ja ce pasTpollaBaT H ¢ AOCTaThYHO
KONMHYeCTBO TeYHOCT. Te Morar 1a Obaar pasaciieHd Ha MACTOTO Ha AC/IMTE/IHATA YEPTa C e aaanTHpaHe Ha
no3ata. Tabnerkure MoraTr jJa c¢e IpUeMaTr Mo BpeMe Ha XpaHeHE WIH MEXIy XpaHCHHATA. Tabnerkure
Jlerodnoxcaunn Akopa TpaGBa ga ce npyeMar MoHe ABa vaca MPEeAH WIH Cel NPUJIOKEHHETO Ha KEJIE3HH
CONH, UMHKOBH COJIH, AHTHALIMIH, CHABPXKAIM aTyMHHHH WM MarHe3uit, Wik AUAaHO3UH (Camo Kombunayuu
na oudarno3un ¢ bydepru azewmu, CoOBPICAWU ATYMURUN UNU MAZHe3UW) 1 cykpandar, ThH KaTo MOXe Ja
HACTBIIM HaMansBaHe Ha Ha abcopOumaTa My (BHIKTe TOYKa 4.5).

4.3 IIpoTHBONOKA3AHHSA

JlerodnokcauuH Akopz He TpsOBa Ja ce npuiara:

. NPH MALMEHTH, CBPBXYYBCTBHTENHH KbM NE€BO(IOKCALMH WIH APYTH XHHOJIOHH, WM KbM HAKOE OT
NOMOILLHUTE BellecTBa, H30poeHHu B ToUKa 6.1;
NpH NMaUHCHTH C ENUWISNICHUS,;

. NpH NAlMEHTH ¢ aHAMHE3a 33 HApyLICHHUA Ha CYXOXKHJIHATA, CBHP3aHH C MPHIOKEHHE Ha
($bNyOpOXHHOJIOHH;

. npH Aaela Win HOINH;

. 1o BpeMe Ha OpEMEHHOCT;

NpH KbpMadKH.
4.4 CrneudaiHH NpenynpexIeHas H NPeAna3HH MEePKH NPpH ynoTpeda

Vnorpe6ara Ha neBodiokcauH TpsOBa Ja ce u30Arsa Npy NalMeHTH, KOUTO €A HMAJIH CEPHUO3HH HEXKE/IaHH
peakLiH B MHHAJIOTO MpH ynoTpeda Ha NpOAyKTH, ChABPXKAIIH XHHOJIOHH HITH ¢h1yOpOXHHOIOHH (BXK. TOUKA
4.8). JleueHneTo Ha TE3U NaLUKEHTH C JIeBOIIOKCalH TPAOBA Aa ce 3ano4Ba caMo MPH JIMIICA Ha aTePHATHBHH
BEIMOXKHOCTH 38 JICUEHHE M CJiel BHUMATEMHA OLIEHKA Ha CHOTHONIEHHETO MOA3a/pHCK (BXX. CBLIO TOYKa 4.3).

Anespuama u OUCeKayua Ha aopmama U pezypzumayus/nedocmamvyHocm Ha CopOeuHume Kaanu

EnuaeMHOIOrHYHHTE NMPOYyYBaHHs [MOKA3BaT MMOBHLIEH PUCK OT aHEBPH3Ma H JHCCKALMA HA aopTaTa, ocobeHo
pH MalMEHTH B CTap4yecka BB3PACT, KaKTO M OT PErypruTalus Ha aopTHaTta W MHTPA/IHATA Kjana Cich
ynotpeba Ha QuiyopoxuHonoHH. CpoOlIeHH ca CirydaH Ha aHEBpPH3Ma M QMCEKauMs Ha aopTraTa, NMOHAKOra
YCIOAHEHH NOPaay PasKbCBaHe (BIIIIOYHTETHO C JIETANICH H3XO0[) M perypruTaums/HeJOCTaTbYHOCT Ha HAKOH
OT CbPJECYHHTE KJIAMH NPH NAIHEHTH, IPUEMaLIH (JIyOPOXHHOIOHH (Bxk. TOUKa 4.8).

CnegosarenHo GIYOPOXHHONOHHTE TpAbBa na Ce H3MOMA3BAT CaMO CJ€] BHHMATENHa OlEHka Ha
ChOTHOLUEHHETO MMOM3a/PHCK H ClIeA OOMHCIAHE Ha JApYrd TepaneBTHYHH BB3MOMKHOCTH [PH MALIHEHTH C
MONOXHTEAHA (aMIWTHA aHAMHE3a 33 aHEBPH3Ma WM BPOAEHO 3a0oniBaHe Ha CBPACYHHTE KIAIH, UIH PH
NaLMeHTH, JUACHOCTHLIMPAHM C MpeuiecTBAlla aHEBPHU3Ma W/WIH JWCEKalys WM TPH HalK4Me Ha ApYTH
PUCKOBH (aKTOpH WNM 3aGoNABaHMA, NMpeApasnonarallld KbM aHEBpM3MA M JMCEKaLHA Ha aopTara WK
1a60oNdBaHe HA CHPACUHMTE KJIAaNM, M, WM NpH HATHYHE Ha JPYTH PUCKOBH (aKTOpH HIH 3a00naBaHKA
npeapa3nonaraiH
- KAKTO 3@ AHEBpM3Ma, TAKA M 3a JWCEKAUMd Ha aopTaTa M 3a PerypruTauis/HeROCTATBYHOCT HA
ChpACYHHTE Kianu (Hanp. HapyuleHHs Ha CheAWHHTENHATa THKAH, HAMp. CHHIPOM Ha Marfan wnm
cunapoM Ha Ehlers-Danlos, cutapom Ha Turner, 6onect Ha Behcet, xunepTonus, peBMaToneH aApPTPUT)
WJIH JOITLHHTETHO
- [IpM 3HEBpH3MA M JHCEKallysd Ha aopTaTa (Hanp. ChAOBH HapYLICHHs, HaNp. apTEPHUHT Ha Takayasu,
[MraHTOKJEThYEH APTEPHHT, WIH H3BECTHAa aTepockiiepo3a WM CHHAPOM Ha S U
IOMBJIHUTENIHO |
- MM PErypruTauyus/HENOCTATEYHOCT HA ChPACYHUTE KIaNH (Hamp. HHPEKUHO3CH eH

PUCKET OT aHEBpPH3MA H TUCEKALUs Ha a0PTATa M TAXHOTO paskbCBaHEe MOXKe CBLUO A2 CC I10B
NIEKYBAHH €IHOBPEMEHHO CHC CHCTEMHH KOPTHKOCTEPOHIH.




[Ipu BHe3anHa Gojika B KOpema, IPhAHHMA KOl Wik rbpba nauuenture TpAGBa na OBAAT NOCHBETBAHM J1a Ce
KOHCYNTHpAT He3abaBHO ¢ jeKkap B CMELIHO OTAC/IEHHE.

MMauuenrure TpAGsa na GbaaT NOCHBETBAHM Aa NOTHPCAT He3a0aBHO MEAHIIMHCKA MOMOL B CTy4aH Ha OCTpa
NMCITHes, I0ABA Ha ChpLebHeHe (MAINMUTALMHK) WIH PA3BUTHE HA OTOK Ha KOpeMa WIH JOJIHMTE KpaHHHLIH.

Puck om pezucmenmuocm.
MHOIO € BEpOATHO METHLIWIKH-PE3HCTEHTHHTE LIAMOBE Ha S. aureus € 1a NpPHUTEKABAT KO-PE3HCTCHTHOCT KbM

hTyOPOXHHOIOHH, BKITIOUMHTENHO JieBodiokcaluH. ETo 3alio, nesodiokcalliH He CE NPENOphUBa 34 JICUeHHE
Ha M3BeCTHH WM nozo3dpaHd MRSA uHpekunn, ocseH axo nabopaTOpHHTE pe3yaTaTH ¢a NOTBLPAWIH
YYBCTBHTEJIHOCTTA HA OpraHM3Ma KbM JeBoduiokcalH (M OOMKHOBEHO NPENOpPHYBAHHTE aHTHOAKTEPHATHH
aredTH 3a JieueHue Ha MRSA uH(peKUMH ce CUMTAT 3a HEMOAXOAALIH).

JleBopnoKcalMH MOXKE Ja Ce M3MO/I3BA 32 JiedeHHe Ha OCThp OaKTepHaieH CHHY3HT H OCTpa ek3auepOallud Ha
XPOHHYEH OPOHXHMT, KOTAaTO T€3H HH(PEKLMH ¢a OIWIH aIeKBATHO JHArHOCTHLIMPAHH.

PeancTeHTHOCTTa KbM QIyOpPOXMHOMOHM Ha FE.coli, Hali-4eCTo CpEUIaHHS NaTOreH NpH HHGEeKUWH Ha
MAKOYHUTE IThTHIA, BapyUpa B paMkuTe Ha EBponeiickus ¢bi03. Ha nekapure, npeanycBally TOBa JICKAPCTRBO,
ce MpenopbYBa 1a B3EMAT NpeBH JJOKTHATa YeCTOTa Ha PE3UCTEHTHOCT Ha L. coli KbM QJTYOPOXHHOJIOHH.

Huxarayuones aumpaxc: NPUAOICEHUemo npyu Xopa ce OCHO8Aea HA in Vilro 0anKume 3d HysCmeUMeaHocm Ha
Bacillus anthracis, kaxmo u Ha excnepumenmankume OaNNU NP JCUBOMHY, 3GEOHO C 02PARUYEHU OAHHU NPU

xopa. Jlexyeawjume nexapu mpaoea 0a ce_cobobpazsm ¢ HAYUOHARHUME WUAY MENCOYHADOOHU KOHCEHCYCHY
QOKYMEHMU N0 OMHOUIeHUE HA EYEHUCINO KA GHRMPAKC.

Tenounum u pazKoceane Ha CyXONCunue
TeHAHHHUT B pa3kbCBaHE HA CYXOXKHWIHE (MTO-CNIeUMAanHO aXHUIeCOBO CYXOXKHIIHE, HO 0e3 na ¢ce orpaHvyaBa

caMO /10 HEro), MOHAKOra ABYCTPaHHO, MOXKE [a Ce MOJy4YH Olle B paMKWTe Ha 48 yaca OT 3ano4BaHC Ha
JIEYEHHETO C XMHOMOHH M (GIYOPOXHHOIOHH KaTO MMa ChOOWIEHHS 32 TaKHBa, Pa3BWIH Ce AOPU A0 HAKOJIKO
Mecella CJIeA NpEKpaTsaBaHe Ha JieYeHHeTO. PUCKBT OT TEHAHHHT H pa3sKbCBaHE Ha CYXOXKWIHE CE MOBULIABA
TIPH M0-BB3PACTHH NallHEeHTH, NaHeHTH ¢ 650peUHo yBpexaaHe, MaUHEeHTH C TPAHCTIJIAHTHPAH COJIMACH OpTaH,
NpH MAlMeHTH, NpreMaliy JHeBHH 1034 oT 1000 mg neBodnokcallu, H TaKMBA, JICKYBaHH CHIBTCTBALIO C
kopTHKocTepoHaH. 1o Tasu npUYHHA CHITBTCTBALIATA YTIOTPe6a Ha KOPTHKOCTEPOMIN TpAOBa Ja ce H30ArBa.

ITpu rbpBHA NPH3HAK HA TEHAWHUT (Hanp. 6one3HeHO NofyBaHe, BE3NANEHHE) ICHEHHETO ¢ nerodhAoOKCaLUH
Tpa6Ba Na ce MPEKPaTH U Ja ce OOMUCIIM aNTepPHATHBHO NeYeHHe. 3acerHaTnaT(re) KpaHHHK(1H) TpabBa Ja
6bae(aT) nexkypan(d) no noaxoaswy HauuH (Hamp. oOesgBwksane). He TpsOea pa ce H3nonssar
KOPTHKOCTEPOMH, aKO C€ MOABAT NPHU3HAUM Ha TEHIAWHONATHS.

Muoxaonyc
Cro6uwasaHy ca CIy4aH Ha MAOKJIOHYC MPH NALMEeHTH, IpHeMalny JesodiioKcatyH (Bx. Touka 4.8). PHCKbT OT

MHOKJIOHYC C€ TIOBHLIABA MPH NO-Bb3PACTHH NALMEHTH M MIpH NaudeHT ¢ OpOpeyHo yBpeXkaaHe, ako 103aTa
Ha JIEBOMJIOKCAIIMH HE CE& KOPUTHpa CNopesl KpeaTHHHHOBHS KITUPBHC. JIeBogaokcaltiH TpaOBa fa ce IpeKpaTH
He3aGaBHO NpH IMHPBaTa MOABa HA MUOKIIOHYC H JIa C€ 3an04HE MOAXOAALIO JICUCHHE.

Jabonasanus, cevpianu ¢ Clostridium difficile
Tuapua, ocofeHo ako € TeXKa, MEePCHCTHpallla W/HWIH KbpBaBa, [0 BpeME Ha WIH CICA NEYCHHETO C
NeBoQIOKCAUHMH (BKAIOUMTENHO HAKOJIKO CEAMHLM CNEA JIeYEHHETO) MOXKe Ja ObAe CHMITTOMATHYHA 34
sabonapane, cebp3aHo ¢ Clostridium difficile (CDAD). CDAD Moxe na papupa no TEXKECT OT JIEKO HO
»KMBOTO3ACTPALLIABAILO, KATO Hali-TexxkaTa dopMma e ncesaoMeMbpaHo3eH KOUT (BidkTe Touka 4.8), Ban-3:
e BAXKHO Ta3u JMArHo3a [a ce MMa MpeJBH] NpY NauHUEeHTH, KOUTO Pa3sBUBAT TEXKKa AXapHA M0 :1 N
cien neueHwe ¢ NeBoduiokcaluH. Axo ce mogosWpa wnu moteepkaasa CDAD, nesodi 'l/ ﬁ
He3abaBHO Ia ObOe cnpsAH H BeAHara Aa ce 3amouHe noAaxoisiua. JlekapcTBeHH NpOnyKyH

[MEPHCTAUITHKATA, €A NIPOTHBOIIOKA3aHH B Ta3H KIHHHYHA CHTYAallHuA.

Hayuenmu, npedpasnoroNceHu KoM ebpuoge
XHHOMOHHMTE MOTAT N1a TIOHWXKAT I'bPYOBHA Mpar M MOrar ja JOBemaT A0 TIPHUNaabLH. JleE




NPOTHERONOKA3aH NPH NaUMEHTH ¢ aHaMHe3a 33 eNWIENCcHUs (BHKTe ToYKa 4.3), H KAKTO OCTaHAJINTe XHHOJIOHH,
TpsaOBa Na ce npunara ¢ NOBHIIEHO BHUMAHHWE TPH NALMEHTH, NpPEeJpasnojoKEHH KbM I'bpuYOBE WIH Ha
CBITBTCTBALLO JEYEHHE ¢ aKTUBHH BEllECTBA, KOWTO NMOHMXKABAT LiepeOpanHus repyoB Mpar, KaTo TeOdpHIHH
(ByoxTe TOuKa 4.5). B cnyuail Ha KOHBYJICHBHM NpUnaabLM (BHKTE TOYKA 4.8), IEYCHHETO C JIEBOGUIOKCALIMH
TpsOBa 1a ObAC NPEKPATEHO.

Hayuenmu ¢ 2110K030 -6-hocham dexudpozeHazna HedocmamuvyHocm

[TaumeHTH C NATEHTEH WIN U3SBEH Ne(EKT Ha NMoKo30-6-PocdaT nexuaporeHa3Ha aKTUBHOCT MOraT Aa Osaar
NpeApasnoNiOKEHH KbM XEMOJAHTHYHH PEaKUMH, KOraTo €a JIeKyBaHH € XHHOIOHOBH aHTHOaKTepHalHH
cpeactsa. Ero 3auio, ako nesodnokcaunH Tpabea Aa ce H3MON3Ba NPH TE€3H NAalUMEHTH, Te TpAOBa Ja Obaar
HaOmoaBaHH 3a NOTEHUMANHA [OKBA Ha XEMOJIH3A.

Hayuenmu ¢ 6vbpeuno yepesicoane
Twit kaTo neBodIOKCALKH C& €KCKpeTHpa M1aBHO upe3 61nOpeuure, no3arta Ha Jlesodnokcauus Akopa Tpadea
71a ce KOpHrupa npH naumeHTH ¢ 66peuHo yBpexkaaHe (BHXTE TOuKa 4.2).

Peaxyuu Ha c6pbXuYECMEUMEAROC
JlesodhniokcalMH MOXKE Aa MPHYHMHH CEPHO3HH, MOTEHUMATHO (QAaTATHH PEAKIMH Ha CBPBXYYBCTBHTEIHOCT

(Hanp. aHruoeaeM N0 aHapUNaKTHYEH LIOK), MOHAKOra MMOCJeABallld HavanHata no3a (BHXTe Touka 4.8).
[Maupenrure TpaOBa He3abaBHO Aa MpEKPaTAT NEYSHUETO H Aa C€ CBBPXAT CHC CBOA JICKAP WIM C NieKap OT
CMELIHA TIOMOIL, KOHTO J1a npearnpueMe MOAXOAALUH CIIeIIHH MEPKH,

Tedcku KOJNCHU HeNCeNan peaKyuy
Texxu koxuu Hexenanu peakiivd (SCARs), BIrouBalld TOKCHYHa enuaepMaitHa Hekposn3a (TEN: uspectHa

ole kato cuHApoM Ha Lyell), cunapom Ha Stevens Johnson (SJS) u nekapcTBeHa peakuus ¢ €O3HHOPHAUA H
cucremMHn cumrroMu (DRESS), xouTo MoKe a ca )KHBOTO3acTpalllaBalli MITH ¢ fleTaJleH M3X0/, ce cho0LaBar
BbLB Bpb3Ka ¢ ynorpebara Ha teBoduiokcanuH (Bxk. Touka 4.8). [Ipn npeanucBaHeTO Ha JISKAPCTBEHUSA MPOAYKT,
naupeHTuTe TpabBa ga 6baaT MHPOPMHUpPAHH 3a NMPH3HALMTE U CHMIITOMMTE Ha TEXKKH KOXKHHM peaklMH U Ja
O6boaT HaOMIOOaBaHU C MOBHIUIEHO BHHMaHHe. AKO C€ NOABAT MPU3HALK M CUMNTOMH, TIOKa3aTeNIHH 3a TE3H

peaxLiMH, TPUIOKEHHETO Ha esoduokcaluH Tpadsa HesabaBHO Oa ce
MPEYCTAHOBU H A3 ce OOMMCIH anTepHaTHBHO NeueHHe. AKO NaUHEHTHT € Pa3sBHI CEPHO3HA peakuus, KaTo

Hanpumep SIS, TEN unu DRESS npu ynorpe6ata Ha nesodiokcaluH, JjedeHue ¢ nesodrokcaliud He TpabBa
Jia Ce 3aro4YyBa OTHOBO IMPH TO3HU MALIUEHT.

ﬂ UCSTUKEMUNR

KakTo npH BCHYKH XHHOJIOHH, ca ChOOIaBaHH HApYILIEHHA B KpPBBHATA IVIIOKO3a, BKJIFOYHTETHO XHIIOTNHKEeMH
M XHNEPrIIMKEMHA, Bh3HHKBAUIH M0-YECTO B CTap4YecKa Bb3pacT, 0OHKHOBEHO MPH MALMEHTH ¢ JHa0eT, KOHTO
¢a NMOJUI0KEHH Ha CHIThTCTBALILO JeUEeHUE C NTEPOPATHO XUMOMTHKEMHUYHO CPEACTBO (Hanp. NIHbeHKAaMua) uiu
¢ uHcynuH. C»o0LuaBaT ce Cc/iyyan Ha XHNOriHkemMH4yHa koMma. IIpy maupentd ¢ auaber, ce mpenopnusa
BHMMATEJIHOTO NMPOCNeAdBaHE HA KPbBHATA IJIFOKO34a (BibKTE TOUKA 4.2).

Jleuenuero ¢ nepodaokcalind Tabnaerku Tpabea aa ce cnpe HezabaBHO, aKO MALHEHTHT CHOOIIM 3a HapylleHHe
HA KPbBHATA 3axap U TpaOBa Aa ce oGMUCIH anTepHATHBHA HEQUIYOPOXHHONOHOBA aHTHOAKTEPHAITHA TEPATIHA.

Ilpesenyus na gomocencubwruzayus

[Tpu neuenue ¢ nepoduioKcaLrH ce crobiana 3a porocencubunusaumsa (Brokre Touka 4.8). Ha naumeHnrure ce
ApenopbyYBa [a HE Ce H3/araT W3MIIHO Ha CHJIHa CTbHYEBA CBETJIHHA WIH Ha M3KycTBeHH UV NIb4H (Hamp.
KBApLIOBA JlaMIia, CONapuyM) MO BpeME Ha JICHEHHETO WM B NPOALIDKEHHEe Ha 48 yaca cnea CnHpaHe Ha
NleYeHHeTo, 3a J1a ce NpeAoTBpaTH GOTOCCHCHORITH3aLHA.

Hayuenmu, nposexcoauju neyenue ¢ aymazonucmuy Ha eumaviun K
[Topanu BBE3MOXKHO MOBHILIABAHE HA CTOHHOCTHUTE Ha KoarynauuoHHHTe TecToBe (PT/INR)

NaLMeHTH, NEKYBaHHU C JIEBOGUIOKCALMH B KOMOHHALMA ¢ aHTArOHHCTH Ha BHTaMMH ;/
KOaryJallMOHHHTE TecTOBe TpAbBa fa O6bAaT npocneasBaHH, KOTaTo Te3H JIEKAPCTBEHH MJOZk
eTHOBPEMEHHO (BIKTE TOUKa 4.5).




Icuxomuunu peaxyuu
Cpo6u1aBa ce 3a NCHXOTHYHH PeaKLH¥ IPH MAaLKEHTH, MPHEMALLIH XHHOJIOHH, BIHOYHTENHO JIEBO(IOKCALIMH.

B MHOIO peAkH CITy4aH Te3H peaKLHy MpOorpecHpaT A0 MHCIH 3a caMOyOHHCTBO U CaMOHapaHIBALIO MOBEICHHE
- FIOHAKOra caMo ¢lie/l eITHOKpAaTHa J103a JeBoduokcauul (Bikre To4ka 4.8). B ciyyail ye nauMeHTET pa3BHe
Te3u peaklHH, JepodioKkcalluH TpAOBa Ja ce MpeKkpaTH He3abaBHO NMpPH MbPBHTE NPH3HALM WIH CUMITTOMH Ha
T€3U peakuMH M nauueHTuTe TpAdBa na OBAAT NOCHBETBAHM A4 CE CBBPKAT ¢ MPEANHCBAIIMA JISKap 33 CbBeT.
Tpabea na ce OOMHCIH anTepHaTHBHA HeTyOPOXHHONOHOBA aHTHOAKTepHaliHA TepanMsa H Ja C€ NPUIIOXKAT
moaxo/alM Mepku. [IpenopbhuBa ce MOBHMINEHO BHHUMAHHUE, aKO JIeBOQUIOKCALIMH L€ Ce MNpujiara Mpu
NCUXOTHUYHH TALHEHTH WIH NIPH NAllHEHTH ¢ aHAMHE3a 3a NICHXHUYHO 3a00/ABaHe.

Yovnorcaearne na QT-unmepeana

Heo0x0aUMO € MOBHIIEHO BHUMAHKE, KOraTto (UIyOpOXHHOIIOHH, BKIIOYUTEIHO JIEBOQIOKCALIMH, C€ MpHIarart
MPH NALMEHTH C H3BECTHH PHCKOBH (PaKTOPH 3a yab/KaBaHe Ha QT WuTepBasia KaToO HanNpUMep:

- CHHApPOM Ha BpPOJeHO yabibkaBaHe Ha QT-uHTepsana;

- eIHOBpPEMEHHA YoTpefa Ha IeKapCTReHM MPOAYKTH, 32 KOUTO € H3BECTHO, Y€ yabukasaT QT uxrepsana
(sanp. kiac [A u Il aHTHapUTMHLIY, TPHLIMKIHUHH aHTHIETIPECAHTH, MAKPOAUIH, AaHTHIICHXOTHLIN),

- HEKOPUIMpaH eNleKTPONHTeH auchanaHc (Hanp. XMNoKanHeMus, XMMOMarHe3HeMus),

- chpaeyHO 3abongBaHe (Hanp. CbpAeYHa HEJOCTATBYHOCT, HH(ApKT Ha MHOKapAa, OpaauKapaus).

[TalLMeHTHTE B CTAPUYECKA B3PACT H XKEeHHTE Morar Aa 6baar no-4yBCTBHTEIHH KbM YABDKAaBALUUTE
QT unHTepsana nexkapcrsa. Clea0BaTENHO, IPH T€3H NOMyNalHH € HeOOX0AHMO HOBHLIEHO BHUMAHHE
IPH H3NOJI3BaHe Ha (IyOPOXHHONOHH, BIITOUMTENHO eBofiokcalMH (ByokTe Touka 4.2 Jlonyrayus
g cmapuecka év3pacm “, Touka 4.5, Touka 4.8, Touka 4.9).

Iepucbepna nesponamus
CrobaBa ce 3a CIyyad Ha CEH30pHA WIM CEH30OMOTOpHAa MOJMMHEBPONATHA, BOACIIM O MNapecTe3uH,

XUMOECTE3UA, AN3ECTE3NA HITH C1aboCT MpU MALMEHTH, NPHeMaLly XHHOJIOHH W QUIyOpOXHHOJIOHH.
[TaumeHTUTE, KOUTO CE JIEKYBAT NeBoduiokcauuH, Tpa6Ba Aa 6baaT NOChBETBAHH Ja HHPOPMHPAT CBOS JIeKap,
Mpeay 13 NPOABDKAT JICYSHHETO, aKO CE MOKBAT CHMITTOMH Ha HEBpONATH:, Karo OOlka, ycelaHe 3a napeHe,
MpaBy4KaHe, M3TPBIBaHe WiIH clafocT, 3a Aa ce MPEAOTBPATH PA3BUTHETO HA MOTEHLHATHO HEOOpaTHMO
3a00/BaHe (BXK. Touxa 4.8).

Xenamoburuapru napyuienus
[Ipu neueHue ¢ JeBodUIOKCALMH ca choOMIaBaHH cly4aH Ha YepHoApoOHa Hekpo3a a0 ¢aranHa yepHoApoOHa

HENOCTATHYHOCT, [VIABHO MPH MALMEHTH ¢ TEXKKH NMoexauly 3abonssanud, Hanp. cencuc (BKTe Touka 4.8).
[Maunenture TpaGra na 6bAAT NOCHBETBAHK Aa NPEKPATAT JICYEHHETO K [a C& CBBPXKAT CHC CBOA JieKap, ako ce
pa3sBUAT MpH3HALKM U CUMMTOMH Ha YEpPHOAPOOHO 3abonfABaHE, KATO AHOPEKCHS, XXBJITCHHLR, TEBMHA YPHHA,

cbpberk win O0one3HeH KopeM.

Exzauepbayus na muacmenusa 2pasuc

O nyopOXHHONIOHHUTE, BKIKHUTENHO JeBOIOKCALMH, HMAT HEPBHO-MYCKYJIHO OJIOKHPALIO ACHCTBHE U MOrarT
Aa M30CTPAT MYyCKyJNHaTa ciabocT NpH NaudeHTH ¢ MUacTeHus rpaBuc. [locTMapkeTHHrOBH CEpHO3HM
HE)KEJIaHH PeaKLHH, BKJIIOYHTENHO CMBPTHH Cy4an M HeoBXO0AMMOCT OT NMOAAbp)KaHE Ha AKIIAHETO, Ca
CBBP3aHH ¢ NPUIOKEHHETO Ha (GITyOPOXHHONOHH MPH MALMEHTH ¢ MHACTCHHS IpaBHC. JieBodnokcalnH He ce
MpenophrYBa MpH MALUMEHTH C aHaMHEe3a Ha MHAaCTeHHS TPaBHC.

Hapywienun na 3penuemo
AKO HaCTBHIW HAPYLISHHE HA 3pEHHETO HIH C€ NMOABAT KAKBUTO U J1a € e(eKTH BbPXY OUHTE, TpabBa HezabaBHO

Ila ce HalpaBH KOHCYNITALMsA ¢ O4eH cneuyanuct (BrxTe Touku 4.7 u 4.8).

Cynepunexyus
[punoxeHHeTo Ha JIeBOGIOKCALMH, OCOOEHO aKO € MPOAB/DKUTENHO, MOXKE Aa Rosele A0 & "
HEUYYBCTBHTETHH MHKPOOPraHM3MH. AKO MO BpEME Ha JICYCHHETO BB3HHKHE CYNEPHHQYKE

NpeAnpHEMaT NOAXOAALUH MEPKH,

Brusanue evpxy nabopamopruy u3Caeo8anun
[Tpy nauMeHTH, NeKyBaHH ¢ JIEBOQIIOKCALMH, ONPENeSHEeTO Ha ONMAaTH B YPHHaTa MOXCE -"Jr*;i,-
NONOXKUTENHH Pe3ynTaTH. Moxe Aa € HeoOXOAUMO MOJIOKHTENHHTE PE3Y/ITATH 32 ONHATH AL 10T




no-creuupUueH MeTox,.

JleBodhioKcaH Moxe 1a MHXHGUpa pactexa Ha Mycobacterium tuberculosis 1 Clie0BATENHO, MOXE 11a Raje
(bamKHBO OTPHLIATENHH pe3yrTaTH NpH fakTepuonornyHara HarHo3a Ha TyOepkyno3sa.

ITpodbajcumenty, UHBARUOUIUPAUYU U ROMEHYUATHO KeQOPAMUMU CEPUOIHU HENCENAHU NEKAPCINBEHU
eaxyuy

CpoblaBa ce 3a MHOTO pPelKH CIyYau HAa NPOABDKUTENHH (MPOXBIDKABALUM MECEUM WIH TOAHHH),
HHBAIWIM3HpAId H TMOTEHUHATHO HEOOpaTHMHM CEPHO3HH HEXeJaHH JICKAPCTBEHH PEaKLMH, 3acirailli
pas/IH4HM, IOHAKOra MHOTO CHCTEMH B OpraHu3ma (MYCKYJTHO-CKEETHa, HEPBHA CHCTEMA, NICHXHKA H CCTHBHH
OpraHH) NpH NalLHEeHTH, NOTy4aBallly XMHOJIOHH H QJtyOPOXHHONIOKH, HE3aBHCHMO OT TAXHATA BLE3PACT H BEHE
ChlIECTBYBAILMTE PHCKOBH (akTopH. JleodnokcauuH Tpsabsa aa ce crpe He3a0aBHO NpH ITBPBHTE INPH3IHALIH
JIH CHMIITOMH Ha BCAKA CEpHO3HA HEXKeaHa peaKkLs KaTo NMauHeHTHTe TpaOBa Ja ce MOChBETBAT Ja Ce
CBBPKAT ¢ TEXHHA IeKap, NPEANHCal JIEKAPCTBOTO, 3a CHBET.

Ocmep naxkpeamum
[Ipx nmauMeHTH, NpreMaiy NeBodiokcalyH, MoXe a ce Hab/ioaaBa OCTBP NAHKPEATHT. [Maumenrure Tpadea

1a 6baaT MHGOPMHPAHH 3a XapaKTEPHHTE CHMITOMHM HA OCTbP NaHkpeaTuT. IIalMEHTHTe, KOMTO H3NUTBAT
rajieHe, Hepas3TnooxKeHHe, KOpeMeH IHCKoM(OpT, OCTpa KopeMHa 60J1ka WK NOBpPbIIAKE, TpaOBAa Aa MpeMUHAT
HezabaBHa MeIMIMHCKA OLIEHKA. AKO ce MOAO3HpAa OCThp IMAaHKpeaTuT, NeBoQIIOKCAUMH TpAOBa na ce
NIPeyCTaHOBH; aKO Ce MOTBBP/IH, JIEBOPIOKCALMH He TpOBa [a ce 3aMm04Ba OTHOBO. Tpabea na ce BHUMABA NIpH
MalHEeHTH C AHAMHE3a 3a NMaHKpeaTHT (BX. Touka 4.8).

Hapywenua na xpvema
KoCTHOMO3BYHA HEAOCTATBYHOCT, BIUTKOUHTETHO JIEBKONICHHSA, HEYTPONEH!A, NAHLIUTONCHHS, XEMOJINTHYHA

AHEMHA, TPOMOOLIUTONEHHMA, AIJIacTHYHa AaHEMHA WIH arpaHyjioLMT03a, MOXKE 1a C€ pa3sBHE N0 BpeME Ha
neyenueTo ¢ aesodnoxcaupH (Bx. Touka 4.8). [Ipu cbMHeHHe 32 HAKOE OT T€3H HapYLUCHHA Ha KPbBTA TpabBa
Ja ce Clieay KpbBHATa KapTHHA. B cryu4ait Ha aGHOPMHH pe3ynTaTy, TPSOBa Aa ce 0OMHCIH NPEKpaTABaHe Ha

JIGUEHHETO C ICBOPIOKCALIMH.
4.5 BiaumopelicTBHe ¢ APYTH JEKAPCTBEeHH NPOIYKTH H APYrH GOpMHM Ha B3AHMOACHCTBHE

Edvexmu Ha Opvei JeKapcmeerni npooyKkmil 6o nesodrokcauun

MKeneznu Cony, YUHKOBU CONU, GHMUAYUOU, CHODDICAUIU MAZHEIUN UNU ATYMUNUU, OUOGHOIUH
AGcopbrmara Ha seBodOKCcalMH Cc€ TOHHXKABAa 3HAYMTENHO, KOraTo JKEJIC3HM CONH WIH aHTHaLWAH,

CHOBDKAIH MATHE3UH WIM aTyMHHHH, HWIH JUAAHO3MH (Camo QopMu Ha OUOAHO3UH € Oyepru azenmu,
COOBPAHCAUYU ARYMURUY WU MAZKE3Ul) Ce NpUNaraT eqHOBPEMEHHO C Jlesodsiokcauun Akopa. Msrnexna ye
e IHOBPEMEHHOTO MPHUJICHKEHHE Ha (ITyOPOXHHONOHH ¢ MYNTHBUTAMHHH, ChAbPKAILM LIMHK, HAMAIABA TAXHATA
nepopanHa abcopbuus. IlpenopbuBa ce npenapaTuTe, ChbAbPXKALIK ABYBaICHTHH WIH TPHBAICHTHH KATHOHH
KATO KEJIE3HH COMM, LIMHKOBU COMM WIH AHTHALMAM, ChObpXKAIUM Marde3sHi WiM aTyMHHHH, WK AWAAHO3HH
(camo opmu Ha Judanozun ¢ Gypepru azenmu, CoOBPICAUU ALYMURUY UNU Ma2He3ul), 1a He ce mpuemar 2
yaca npeau WIM cien npunaraHe Ha JlepognokcauuH Akopa (Bixre Touka 4.2). KannueBuTe CONM HMAT
MUHUMaIeH edeKT BbpXY nepopanHara abcopOius Ha 1eBOQIOKCALIMH.

Cyxpargam
BuoHanuuHocTTa Ha JleBodyiokcauuH AKopJ ce NMOHWXaBa 3HAYMTENTHO, KOraro €€ IMpuiara 3aeHO ChbC

cykpandaT. AkO MauMeHTsT TpaGBa Ha npHeMe W Cykpanpar H Jlesodniokcauun Akopa, Haii-gobpe e
cykpandar Aa ce MPUIOKH 2 Haca el PUIIOKEHUETO Ha JIeBodokcaluH Axopn (BrwkTe TOuKa 4.2).

Teodwiun, dhenbyden uru cxoOHU HecmMepoOUOHU NPOMUBOBLINANUMENHY EKAPCMEENU NPOOYE

B xIMHMYHO TPOYHMBAHE HE €4 YCTAHOBEHH (PAPMAKOKHHETHYHM B3aHMOJCHCTBHA Ha 7o,
teopwirH. Benpeku ToBa MOKe Aa HACTBNH H3pa3eHO NMOHWKABAHE Ha uepedpanH
eHOBPEMEHHO NpPHJIMKEHHE Ha XHHOJIOHH ¢ TeOQHIHH, HECTEPOWAHH MPOTHBOBB3MAN
NPOAYKTH HWIH APYTH CPEACTBa, KOHTO MOHMKABAT IbpUOBHA Npar. KOHUEHTpaUuUaATa Ha JIEEBQVT L
¢ okoJ10 13 % no-BuCOKa B MPHCHCTBHETO Ha (eHOYdeH, OTKOAKOTO MPH CAMOCTOATENHO ;-- xelih



IIpobeneyuod u yumemuoun

[Ipo6eHeuua ¥ UAMETHOMH MMAT CTATHCTHUYECKH 3HAYHM eQeKT BhpXY €/TMMHHHPAHETO Ha neBodIOKCALIUH.
BL6peuHHAT KIMPBHC Ha JIeBO(IIOKCALMH CE HaMallABa OT LMMETHAUH (24 %) U npobenema (34 %). Tosa ce
CITyuBa, 3al0TO K ABATA JIEKAPCTBEHH TIPOAYKTa ca cnocobHu aa bnokupar Obp6peunaTa TyOy/IHa CeKpellHs Ha
neBoduIoKcalH. Bernpeku ToBa, NpH H3NUTBAHMTE B MPOY4YBAHETO JO3H, € MAJIKO BEPOATHO CTATHCTHIECKH
3HAYMMHUTE KHHETHYHH PA3IMKH Ja MMAT KIHHHYHA 3HAYHIMOCT.

HeoBX0OMMO € MOBMINEHO BHMMAHHE, KOTaTro NeBOQUIOKCAUMH C€ ApHaara €JHOBPEMEHHO C JICKAPCTBEHH
NPOAYKTH, KOMTO MOBAHABAT TyOyaHaTa Gb0peyHa cekpeuus, kato npobeHenua H IMMETHIRH, ocobeHO npH
nateHTH ¢ 6BpOpeuHo yBpexKnaHe.

Hpyea 3nauuma unopmayun

KiuauuHE BapMakoJOrHYHH MpOY4YBaHHUA MOKA3BaT, ue (apmMaKOKMHETUKATa Ha JIeBO(IOKCAUMH HE Ce
[IOBJIMSIBA B KJIMHHYHO 3HAYMMA CTEMNEH, KOraro JieBoQUIOKCaLIMH C€ MpUiara 3aeiHo CbC CIICAHHUTE JICKapCTBEHH
MIPOAYKTH:

- kanuueB KapOOHaT;

- IHUTOKCHH;

- raubeHKNaMHuI,

- pPaHUTHIHH.

Egpexm na nesoproxcayun 6bpxy OpyZiu 1eKapCmeeri HpoOyKmu

Lluxnocnopuu
[ToTy>KHBOTET Ha LIMKJIOCMIOPHH C€ NOBHLIAaBa € 33 %o, KOraTo € NPUJIOKEH CIHOBPEMEHHO C NneBO(IOKCALIUH.

Anmazonucmu na eumamun K
[MopuiLeHHCTORHOCTH Ha KoarynauuoHHute TectoBe (PT/INR) w/win KppBeHe, KoeTo Moxe aa ObAe TeKKO

H3pa3eHo, ce ChoOLWaBaT NPH MALMEHTH, JICKYBAHH C JIEBOQIOKCALMH B KOMOHMHALMA ¢ AHTArOHHCTH HAa
puTamu K (Hanp. Bapdapus). [Topaau ToBa, KoaryaalHOHHHTE TECTOBE TpAOBa fAa ObAAT MPOCICASIBAHN NPH
NaUMEHTH, JEKyBaHU C AHTArOHUCTH Ha BUTaMHH K (BrokTe TOUKA 4.4).

Jlexapemea, 3a Koumo e y36ecmuo, e youaicasam OT unmepsana

JleBodhnoKCaUMH, KakTo Apyrute GuIyopOXHHONOHH, TpAbBa aa ObAe H3NO0/3BaH C MOBHIICHO BHUMaHHE NpH
NaLKeHTH, PHEMAIIH JIEKAPCTBEHH MPOAYKTH, 38 KOHTO € H3BECTHO, ue yanDKkasaT QT nHTepBana (Hanp. Kiac
IA u 1] aHTHapUTMHMLM, TPHUMKJIHYHH AHTUACNPECAHTH, MAKPONHIAM, AHTHIICHMXOTHLH) (BHXKTE TOYKA 4.4
Vowmkasane Ha QT uHTepRana).

QE Vea 3HavimMd HH@OQM&HM

B npoyusaHe 3a GapMaKOKHHETHYHH B3aUMOJEHCTBHA, JIEBOPIOKCALMH HE TIOB/IHABA (hapMaKOKMHETHKATA Ha
teopunuH (xoifto e TectoB cyberpar 3a CYP1A2), koero nokasea, 4e nero¢IOKcallMH HE € NHXHOHTOp Ha

CYP1AZ2.

Hpyeu popmu na e3aumogeucmsus

Apana
Hsma KIHHHMHO 3HAYMMO B3auMmojelicTBue ¢ xpanara. Cnegosarento JleBodpnokcauu AKopa Moxe Aa ce

[puiara He3aBHCUMO OT MPHEMa Ha XpaHa.
4.6 @epTHIHTET, OPEMEHHOCT H KbPMEHE

bpemennocm
HMa orpaHuMeHH JaHHH OT ynotpebata Ha ieBodiokcaniH npd GpeMeHHH xkeHH. [1poyuBaHusTa IDERABOT:
He NOKa3BaT AMPEKTHH WK HHAMPAKTHH YBpEKAalld edeKTH, CBbP3aHH C PEeNpOAYKTHBHA TOK /fi,‘*;iﬂ“ 4
Touka 5.3). Benpexy ToBa, I0pajy JIKICATa Ha J]aHHH TIPA XOPa 1 NOPaJH TOBA, 1€ CKCNEPHMGFTEAHITE &
npeAnofaraT pMcK OT YBPEXKAAHHA Ha HOCCLUIWTE TOXKECTTa XPYLIATH Ha DACTALUHY Bf X
(T OPOXHHOIOHHTE, J1€BO(IOKCALMH He TPA6Ba Ja ce Mpunara npH 6peMeHHN KEHH (BIKTE




Kvpmene
JlesodnokcaunH AKopa € NpOTHBONOKa3zaH IpH KbpmellM >xeHH. MMa nenocrarbuna wHdopmalms 3a

eKCKpelMaTa Ha TeBoJIOKCALlMH B KbPMaTa; BBIIPEKH Y€ ApYrH QIIyOPOXHHOJOHH €€ EKCKPETHPAT B KbPMATa.
IMopany nMuncata Ha JaHHM MPH XOpa U MOpaaH TOBA, Y€ €KCIICPHMEHTATHUTE NAaHHH MPEANOJAraT PHCK OT
YBPEXKAAHHA HAa HOCEIMTE TEKECTTa XPYLANM Ha pacTAUIMA OpPraHH3BEM OT  (PIYOPOXHHOMOHHTE,
nesodIOKCaUHH He TpaOBa Ja ce H3M0NA3Ba IIPH KbPMadKH (BHXKTe TOYKH 4.3 1 5.3).

Pepmunumem
JleBodnokcauyH HE MpeaHU3BUKBaE YBPEXKIAHE HAa (epTHAHTETa WIH PENPOMYKTHBHHTE CNOCODHOCTH npH
ILTHXOBE.

4.7 EdexkTRr BbpXy cnoco0HOCTTA 32 ModHpane H pabora ¢ MAIHHH

JlesonokcaurH NOBIMABA B MaJlka WIH yMepeHa CTeleH crnocobHOCTTa 3a 1odupate M paboTa ¢ MalllMHM.
Hakou HexeNnaHH JIEKapCTBEHH peakidu (Hamp. 3aMasHOCT/CBETOBBPTEK, CBHHIMBOCT, HADYLIEHHA HAa
3pEHHETO) MOTaT Ja HapylaT crnocoOHOCTTa Ha NaLMEeHTa Aa C€ KOHLUEHTPHPa U pearupa M CJIeI0BaTeIHO MOraT
Aa CBH3AaNAT PUCK B CHTYaLMH, NPH KOHUTO Te3H cnocoOHOCTH ca oT ocobeHo 3HaYeHue (Hanp. Npy wogpupate
1K paboTa ¢ MalliMHy).

4.8 Hesxenanu IeKAPCTBEHH PEAKIIHA

[NocodeHara no-goay HHGOpMauUHs ¢¢ OCHOBAaRa Ha JaHHH OT KIMHW4HH MpOy4YBaHHs rpH noseye ot 8 300
NaleHTH, KAKTO U Ha NMPOABJLDKUTENEH MOCTMAPKETHHIOB OITHT,

YectoTuTe ca AedHHUPAHH NMPH U3MOM3BAHE HA CieAHaTa KOHBEHUMA: MHOrO uecTH (>1/10), uectu (>1/100 x0
<1/10), weuectu (>1/1 000 mo <1/100), pepku (=1/10 000 no <1/1 000), muHoro peakn (<1/10000), ¢
HEW3BECTHA YeCTOTa {OT HATHYHHTE JaHHH He MOXe Aa ObJie HanpaBeHa OLIEHKa).

B paMKHTE Ha BCAKO IpyNUpaHe [0 YECTOTA, HEXKENAHHUTE JIEKAPCTBECHH PEaKLMH Ca MpeJCTaBeHH B HHU3XOAALL
pel Mo OTHOLICHHE HA TAXHATA TEXKECT.

CHcTeMo- OpraHeH HecTH HeueeTH Peaku C HenspecTHA “ecToTa (OT
KAac 1/100 no =1/1 000 oo =1/10 000 no HAJHYHHTE JAHHH He
<1/10) <1/100) <1/1 600) Moxe aa Obae HanpaBeHa
OLEHKA)
HWudekumu 1 [M6HM4yHa
HH(peCcTALIMH UHpEeKLHS,
BIJTIOMHTENHO
MHPEKUMUA OT
Candida,
[laToreHHa
PE3UCTEHTHOCT

HapyuweHna Ha JleBKoTICHHA TpombGouuTOneHus KoctHOMO3BbYHA

KpBBTa M TMM{pHaTa Eosurodunna HeyTtponenus HeAOCTaTBYHOCT,

CHCTEMA BIJIFOYMTEJTHO aIIacTHYHA
AHEMHMA, NAHIHTONEHHH,
arpasyJaoLuTOo3a,
XEMOJIUTHYHA aHEMHUA

HapymeHnua Ha AHrunoeaem Anadunakrudex mok®

HMYHHATa CHCTEMA CBpbX4YBCTBUTENHOCT | AHadmia KEGHTET T "

(BIDKTE TOYKE 4.4) (BIXKTE 7P




HapyiuenHs Ha AHOpeKcHA XHITOrTHKEMHA, XunepriukeMHus
meTabonn3Ma u ocobeHo mpH
XpaHEHETO NaLEHTH ¢ aHaber
XHUNOTIHKEeMHYHa
KoMa { BDKTE TOUKa
4.4)
[TeuxuyHH BescpHHE TpeBOXHOCT TTcuxoTnuHH peakuyd | IICHXOTHIHH peakunH CbC
HapyuieHus®* ChCTOSHHE HA (MpUAPYXEHW HAanp. ¢ | caMOHapaHsBamIo
OOBPKAHOCT XANWLNHALNH, noseJeHUE, BKJTIOYHTEITHO
HepBHOCT napaHon) CYHMUHAHHA UACALHH WU
Henpecus ONUT 3a CaMOYOHUHCTBO
Bn3byna (BHXTE TOUKA 4.4)
[TaTos0oTHYHM ChbHUILA | MaHud
KowMmapH
Jenvpuym
HapyuieHns Ha [ tapobonue COMHOJIEHTHOCT KoHByncus (BHxTe [lepudepHa ceH3opHa
HEepBHATa cHcTeMa™ 3amaiHOCT Tpemop Touka 4.3 u 4.4) HeBpONAaTHA (BIKTE TOUKA
Jucreysus [TapecTesus 4.4)
HapymeHus Ha [lepudepna
naMeTTa CEH3OPHOMOTOpHA
HEBPOMATUA (BIDKTE TOYKa
4.4)
[lapocMud, BKNKOYHUTEAHO
aHOCMHA
MHCKHHE3UR
ExcTpanupaMHIHH
HapyLUEHHUS
Arey3ns
CHHKON
ITobpoxauecTBeHa
HHTPAKPAHHATHA
XHIEPTOHHA
MHOKIIOHYC
HapyweHus Ha oqure* 3puTenHH HapyweHns | BpemenHa zary0a Ha
KaT0 3aMBITICHO 3peHUeTO (BHKTE TOUKa 4.4)
BHXiaHE Yeeur
(BrxTe TOuKa 4.4)
Hapyme#us Ha yXoTO Beprturo THHHTYC 3aryfa Ha cmyxa
M nabupuHTa®* VYBpexxaaHe Ha cyxa
CppacuHH Taxukapaus KamepHa Taxukapaus,
HapyuieHHa™** [Mannuraunu KOATO MOXE J1a A0BEAe 10
CbpHAEUEH apecT
KaMepHa apHTMHA H
torsades de pointes
(cpobluaBat ce MPEAUMHO
NpY NAUHEHTH C BUCOKH
PHUCKOBH (PaKTOpPH 3a
yabkaBaHe Ha QT
HMHTEpBANa),
EnekTpoKapaHorpama c
yabkeH QT uHTepnan
(Bi>KTe Touka 4.4 1 4.9)
CnaosH HapywieHUa** | Omnaca ce XUNOTOHUSA
camo 3a v
gopma:
Onedur
PecnivpaTopHy, IiucriHes
[PBAHH H
M€ IAACTHHATHH

HapyLICHHA




CToMalliHO-4pPEeBHA Jnapus bonka B kopeMa Juapus - XeMOoparuyHa,
HapyIICHUA H [loBpbiiane Hucnencus KOATO B MHOTQ PENKH
HapyIICHHA Ha [anene @natyneHUMs CIydan MOXe Ja Obae
MACTOTO Ha KoHCcTHNALHA nokKa3aTeslHa 3a
npHAoKeHue™ EHTEPOKOJIHT,
BKJIKOIUTEAHO
ncesaoMeMOpaHO3EH KOJIMT
(BIDKTE TOYKA 4.4)
[TankpearuT (BIDKTE TOUKA
4.4)
XenaTobOwiHapHH ITopumieH [ToBHILIcH ABITEeHHLA H TEXKKO
HApYIIECHUSA yepHOAPOOEH OUNMHpPYOHH B YepHOAPOOHO yBpEeKIaHe,
€H3UM KpLBTA BKJIIOMUTENHO CIY4aH ¢
(AJTIAT/ACAT, ocTpa 4yepHoApoOHa
ANKAMHA HEAOCTATBIHOCT, IVIABHO
(ocgarasa, MPH NMAMEHTH C TEXKKH
ITT) noanexamu 3abonsapanns
(BIDKTE TO4YKA 4.4)
XenaTuT
Hapymienus Ha Ob6pus JlexapcTBeHa peaKkLua ToxcuuHa enHaepMaHa
KOXKaTa H Cupbex C CO3HHO(PUMUA H HekponH3a CHHAPOM Ha
MOAKOXKHATA ThKaH ° VpTUKapus CHCTEMHHY CHMIITOMH Stevens-Johnson
Xunepxuapo3sa (DRESS) (Bx. Touka EputeMa MmyaTudopMe
4.4) Peaxkunsg Ha
QuUKCcUpaHa (POTOUYBCTBUTETHOCT
NEeXapCTBCHA epYITLIHA (BHXKTE TOYKA 4.4)
JIeBKOUHTOKIACTEH
BACKYJIUT
CromaTur
XuUnepnurMeHTanHa Ha
KOXara
ExnokpHHHH Cunapom Ha
HapylIeHHs HealeKBaTHa CEKPeLs
HA AaHTHIHYPETHICH
xopMoH {SIADH)
HapymeHns Ha ApTpanrus Hapyuwenue Ha Pabaomuanusa
MYCKYJTHO-CKeNETHaTa Muanrus CYXOXKITHATA Pyntypa Ha cyxoxunue
CHCTEMA H (BIDKTe TOUKa 4.3 (Hanp. axMnecoBoTo
CheHHHTEIHATA 4.4), BXTIOUHTENTHO CYXOXHAHE (BHXKTE TOUKa
ThKaH* TEHARHUT (Hamp. 43.14.4.)
aX HIECOBO Pynrypa Ha nurameHT
CYXOXKHIIHE) MyckynHa pyntypa
Myckynna cnabocr, ApTPHT
KOATO MOXe Ja € OT
0cOOECHO 3HAYMCHHE
[PH MALHEHTH ¢
MHACTEHHS TPaBUC
(BuxTe TOYKA 4.4)
Hapyimenus Ha [ToBuuIeH Octpa 666peuHa
Gebpenure H KPEaTHHHUH B HEAOCTATHLYHOCT
MUKOUHHUTE KPbBTA (Hanp. mopanu
MBETHUIIA HHTEPCTULIHANEH

HedpHT)




OO0 HapylleHHd U Omuacs ce AcTeHus [Tupexcus bonka (BKIOYHTEHO

e()eKTH Ha MACTOTO Camo 3a iv Gonka B repba, rpeAHUA
HA MPAJIOKECHUE dopma: KOLII M KpalHHLMTE)

Peakimd Ha
MACTOTO Ha
UHQy3Hs
(6onka,
3aUyepBABaHe)

" AHaQHIAKTHYHY K aHaQHIAKTOUIHU peaKkIliH MOraT NMOHAKOra Ia HACTBIAT JOPH CNel ITbpPBaTa 1032

% Ko)XHO-NHraBMMHH peaKlMK MOHIKOra MOTaT 1a Ce MOABAT JOPH CJIEA MbpPBAaTa J032

*Cpo0lIaBa ce 33 MHOTO PelKH CJIy4aH Ha MPOABDKUTENHH (J0 Mecend HWIH FOAWMHH), HHBATMIU3HPAINN H
NOTEHUMATHO HeOOpaTHMH CEpPHO3HM JIEKAPCTBEHH peaklMH, 3acsaralid HAKOJIKO, MOHAKOra MHOI0 CHCTEMO-
OPraHHH KJIacOBE H ceTHBa (BIIIOUWTENIHO peaKkUMU KATO TEHAHHUT, Pa3sKbCBaHE HA CyXOXKWIHe, apTpanrud,
Oosika B KpaliHHLIMTE, HApyLIEHHE Ha TIOXOAKATA, HEBPONATHH, CBBP3aHHM C MAPECTC3UH, AETPECHS, YMOpa,
HapyLICHUE Ha MMaMeTTa, HApYIUEHNA Ha ChHA M YBDEXKIAAHE HA CllyXa, 3PEHHETO, BKyCa H ODOHAHHETO) BBHB
Bpb3Ka ¢ ynorpefaTa Ha XHHOJNOHH H (JIYOPOXHHOIOHH, B HAKOM CITyuaH, HE3aBHCHMO OT Bede
CBILECTBYBAIMTE PUCKOBH (pakTopH (BiK. TOUKA 4.4).

“*TIpu nauMeHTHTe, NpHeMay GIYOPOXHHOIOHHM, ca ChOOIIEHH Cyyad Ha aHeBpU3Ma M JAMCCKalMs Ha
aopTaTa, MOHAKOra YCJOXKHEHM TOpaaH  paskbeBaHe (BKIIOUHTENHO C JICTAICH U3X0N) W
perypruTauus/HeIoCTaTbYHOCT HAa HAKOM OT ChpACUHHTE KIanH (BXK. Touka 4.4).

Jlpyry HexesaHu JIEKapCTBEHH PeakLMn, KOMTO Ca CBbP3BaHH C MPUIAraHETO HA (PIyOPOXHHOJIOH, BKIIOYBAT:
. nopGHPHUYHK MPHUCTHITH NPH NALMEHTH € NOPPUpH.

CrobluaBaHe Ha NOJO3HPAHH HEXEIAHU PEaKLHH
C10o611aBaHeTO Ha NMOJO3HPAHH HEXEIaHH PeaKiiuy clie]] pa3peluaBaHe 3a yrnorpeda Ha TIeKapCTBEHHs NPOAYKT

e BaXHO. ToBa MO3BONIABA Ja NMPOABLKKH HAONMIOAEHMETO HAa CLOTHOLICHHETO MOJ3a/pHCK 34 JICKAPCTBEHHS
npoAyKT. OT MEJAULUHUHCKUTE CNELUATHCTH C€ W3KMCKBa Jia ChOOLLABAT BCAKA MOAO3MPpAHA HEXENAaHa peaKivs
ypes:

HManbaHyMTeIHA areHuMs 1o JIeKapCcTBaTa

yia. ,,JJamad I'pyes” Ne 8

1303 Copus

TesL.: +359 2 8903417

yebGcaiiT: www.bda.bg

4.9 IIpexo3npane

CBriacHO M3CA€JBAHMATA 3a TOKCHYHOCT NPH XXHBOTHH WIH KIHHHKO-(apMaKOJIOTHYHHTE H3IHTBaHHA,
NPOBEACHH CBC CYNpaTepaneBTHYHH JO3H, Hali-BaXKHHTE MPH3HALM, KOHTO TPAOBA 1a ce OYaKBaT CJIeA OCTPO
peao3HpaHe Ha IeBOGIOKCAHH, Ca CHMITTOMH OT CTPaHa Ha UCHTPA/IHATA HEPBHA CHCTEMa, KaTo O0BPKaHOCT,
3aMagHOCT, HapYIIEHO CBH3HAHME W KOHBYJICUBHH MNpPHNaAbLH, yAbKapaHe Ha QT MHTEpBana, KakTo M
CTOMALUHO-YPEBHH PEaKIHH, KaTO raJeHe H JTMraBH1HHA CPO3HH.

Edekru sepxy [IHC, BrmoyBailid CbCTOAHHME HA OOBPKAHOCT, KOHBYJICHH, MHOKIIOHYC, XaNIOUHHALMH H
TpeMOp ca HabMoaaBaHH NMPH NOCTMAPKETHHIOBHS OTIHT.

B ciyuwaii Ha npenosupaHe, TpAGBa na ce MPHIOXKH CHMNTOMATHYHO neuende. Tpabsa ga ce mposene
npocnenapase Ha EKT', nopangu Bp3MoxkHOCTTa OT yampkasaHe Ha QT unreppana. Moxe na ce MpHIOXaT
aHTHAUMHH CPEICTBA 3a NpeANna3paHe Ha CTOMALIHATA AMTaBrLia. XeMOAWaIn3a, BKTIOYHTETHO NICPUTOHEATHA

nuanmn3a U CAPD, ue ca edexTHBHH 3a OTCTpaHABaHE Ha JEBOQUIOKCALIMH OT OpPraHM3Ma, J#C ChIICCRRYBRa
crielMpHYeH aHTHJIOT. @@F

5. GAPMAKOJOTI'HMYHM CBOUCTBA

3.1 dapMAKOAHHAMHYHH CBOHCTBA




dapmakoTepaneBTHYHa rpyna: AHTHHUHPEKIHOZHM CpeACTBA 3a CHCTEMHO MPWIOKEHHE -
AHTHOAKTEpHAIIHM CpeACTBA 32 CHCTEMHO MNpWIOXKeHHe- XHHOJNOHOBH aHTHOAaKTEepHalHH CpenacTsa -

DITyOpOXHHOJIOHHU
ATC xon: JOIMA12

JIepopIOKCALMH € CHHTETHYHO AHTHOAKTEPHANHO CPENCTBO OT rpynara Ha dUIyOpPOXMHOIOHHTE H € S (-)
eHaHTHOMEP Ha PalleMHUYHOTO aKTHBHO BEIIECTBO O(IOKCALIHH.

Mexanuzem na oelicmaue
Karo ¢payopoxHHOMOHOBO aHTHOaKTEpHalHO CPEACTBO, JIeBodUIOKCaUMH AeHCTBA BEpXY KoMruiekca JIHK-

JTHK-rupaza ¥ Tonounzomepasa IV.

Bzaumospwvixra OK/ D]
Crenenta Ha OakTepulMAHA AKTHBHOCT Ha NeBO(]IOKCALUWH 3aBUCH OT ChOTHOLICHHETO HA MAKCHMAlHara

cepyMHa KOHIEHTpaLUHA (Cmax) WM tutomTa noa kpusara (AUC) u MUHMMallHaTa HHXMOUTOpPHA KOHLIEHTpaLUs
(MIC).

Mexanuzvm(u) na pezucmenmuocm

Pe3HCTEHTHOCTTA KbM JIeBOGIOKCALIMH ce MPHAOOHRBA Ype3 noeraneH Npouec Ha TApreTHH JIOKAJIHH MyTauHuH
Ha Tornousomepasa II, JIHK rupaza u tonmomzomepsa IV. [lpyrn MexaHH3MH Ha PE3HCTEHTHOCT, KaTo
nepMeallHoHHN Gapuepn (uecTH nipu Pseudomonas aeruginosa) U €PIYKCHH MEXaHH3MH, MOraT ChILO 1A
MOBJIHSAT YYBCTBHUTENHOCTTA KbM JIEBOPITOKCALHH.

Ha6nronapa ce KpPbCTOCaHA PE3UCTEHTHOCT MEXAY JeBO(IOKCauMH M JpyrH ¢uayopoxuHonoud. Ilopaau
MEXaHW3Ma HA AEHCTBHE, KATO L0 JIMIICBA KPBCTOCAHA PE3UCTEHTHOCT MEXKAY JIEBOQUIOKCALMH U APYTH

Ki1acoBe aHTHOAKTEpHUATHY CPECTRA.

I panuynu cmounocmu

['paHr4HHU CTOHHOCTH 32 H3MHTBAHE 32 YYBCTBHTEIHOCT
TenkyBatenuure kputepud 3a MIC (MuaMmanHa uoHXMOHpallla KOHLEHTpALMd) 33 U3NUTBaHe Ha
YYBCTBHTEIHOCTTA €4 YCTaHOBEHH oOT EBpone#ckus KOMMTET 3a H3CACABAHE Ha aHTUMHKpoOHaTa

yyscTeHTeaHOCT (EUCAST) 3a nesodnokcaliyt M ca H30pOeHH Tyk:
<https://www.ema.europa.eu/documents/other/minimum-inhibitory-concentration-mic-breakpoints_en.xlsx>

O0nuaitHO YYBCTBHTEJIHH BHI0OBE
AepobaH rpaM-nON0KHTETHH faKTepHu

Bacillus anthracis

Staphylococcus aureus MeTHUWIHH YyBCTBHUTE/IEH
Staphylococcus saprophyticus

Streptococci, rpyna Cun G

Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

Ae@nﬂ [PAM-OTPHIATEIHE OaKTepHH

FEikenella corrodens
Haemophilus influenzae
Haemophilus para-influenzae
Klebsiella oxytoca

Moraxella catarrhalis
Pasteurella multocida
Proteus vulgaris

Providencia rettgeri

AHaepoOHH OaKTepHH
Peptostreptococcus




ggxm

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

Bujiose, 1P KOATO NPUAOOGHTATA PE3HCTEHTHOCT MOXKE AR NPE/CTAB/INBA npod.iemM
AepoOHH rpaM-NoJI0KHTEIHH OaKTepHH

Enterococcus faecalis
Staphylococcus aureus METHLMIHH PE3UCTEHTEH
Koarynasa HeraTueeH Staphylococcus spp

AepofHH rpaM-OTPHIATEIRH OaKTepHH

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

AnaepoOHR DaKTEPHH
Bacteroides fragilis

HacieaAcTBEHO PE3HCTEHTHH IIAMOBE
AepoOBH rpaM-moJIOKHTEIHH OakTepHH

Enterococcus faecium

# MHOro € BEpPOATHO METHLWIMH-PE3HCTEHTHH S. qureus € Ja NPHMTEKABAT KO-PE3UCTEHTHOCT KBM
ITyOPOXHHOJIOHH, BKITFOMHTETHO J1€BOGQUIOKCALIUH.

5.2 PapMaKOKAHETHIHHA CBOHCTBA

Abcopbyus
[TpunoxeHUaT nepopanHo fnesoduokcauus ce abcopbupa 6bp30 M MOYTH HAMBIHO ¢ TIOCTHIAaHE HA NHKOBH

1a3MeHH KOHLIEHTPalHH B paMKuTe Ha 1-2 yaca. AGcomotHara 6HoHaNH4YHOCT € 99 - 100 %.

Xpanata uma cnab edext Bppxy abcopbuuaTa Ha IEBOPIOKCALHH,

CtabWiIHM CTAUMOHAPHH ChCTOSHHA CE AOCTHIaT B paMKHTE Ha 48 yaca cien 10308 pexuM oT 500 mg Beaubx
WIH JBa [TbTH JHEBHO.

Pasnpeoenerue
Mpubnumsurendo 30 - 40 % ot neBodnokcalMH ce CBBP3BAT ChC CEPYMHHTE NMPOTEHHH. C

pasnpeacneHie Ha iepoduiokcaudH ¢ oxono 100 1 cnen eAHOKPATHH MM MHOTOKPAaTHH ]
OKa3Ba LHIMPOKO pasripeie/ICHHE B TEIECHUTE ThKaHHTE.

IIponuxeane 8 mvxanume u mejecHume meyHocmuy

TfokazaHo e, 4e JeBoioKCalMH MPOHUKBA B OpPOHXHANHATA JIMTABHLA, CMNHUTENHATA
anBeonapHuTe Makpodaru, GemoapoOHaTa ThkaH, KoXKaTa (TEYHOCTTa B MEXYPHTE), MpY
ypHHaTa. Bbnpeku ToBa, 1e80¢IIOKCAlHH HMa J1011a NPOHHLIAeMOCT B LiepebpocnHHanHaTa




buompancgopmayus
Jlepodnokcalyn ce MeTaGoNU3Mpa B MHOIO MaJIKa CTENEH, KaTO METaDOIMTHTE Ca AE3METHIT- NeBO(IOKCALIMH
n nesodnoxcaumd N-okcua., Tesu MeTaboNHTH CbCTaBAT < 5 % OT J103aTa, SKCKpETHpaHa B ypUHaTa.

JleBohIOKCALIMH € CTEPEOXMMHYHO CTAOMIIEH H HE MPEeTHPIIABa XHPaJIHA HHBEPCHA.

Enumunupane
Crel nepopaiHO ¥ HHTPaBEHO3HO MPHIOKEHHE Ha NeBOQIIOKCALMH, TOH CE eJTMMHHUPA OTHOCHTE/THO O6aBHO OT

nasmara (t: 6 - 8 aca). Exckpeunsta e ocHOBHO npe3 6n6penute (> 85 % 0T npunoxeHara 103a).

CpeaHUAT NPUBKACH 001 TeNeCeH KIMPBHC Ha JIEBOPIOKCALMH CNejl CAHWHHYHA 1032 OT 500 mge 175 +/-29,2
ml/MuH.

Hsama ronemu pasnuuus BbB (papMaKOKMHETHKATa Ha JEBOQAOKCALMH ClieJl MHTPaBEHO3HO H IEPOpPAIHO
NPH/IOKEHHE, KOETO NIPEeIoNara B3aiMO3aMeHAEMOCT Ha NEPOPATHUA K HHTPABEHO3IHHUA ITBT.

Juneunocm
JlerodnokcaliH NpUTExaBa vHeliHa GapMakoKMHETHKa B AuanasoH ot 50 no 1 000 mg.

CoennrajHH NONYJAnHMA

JTuya ¢ 6v0peuna nedocmampunocm

DapMaKOKHHETHKATA Ha NeBOQIOKCALUMH ce NORIMABA OT yBpekaaHe Ha ObOpeuHara QyHkums. Ilpu
pnolaBaHe Ha 6L6peunaTa pyHKUMA, 6HOPEUHOTO ENUMHHHpaHe H KIHPBHC HAMANABAT H CTHMHHALMOHHHAT
MOJNY>KMBOT C€ NNOBHILABA, KAKTO € MOKAa3aHOo B TabaKlaTa no-maouy.

dapMakOKHHETHKA NPH 60peuHa HeIOCTaATLYHOCT ciel e AHHHYHA nepopanHa ao3a ot 500 mg
Clg [m)/min]
ClR [l_nl/minl

JTuya e cmapuecka b3pacm
Hama 3HaYHMH pa3iuKg BbB (papMaKOKHHETHKATA Ha JIEBOGIOKCALIMH IIPH MNIaJH H JIMLA B CTap4eCka BH3pacT,

C U3KNKYEHHKE HA Te3H, CBBbP3aHH C Pa3/IMKHUTC B KPCATHHOBHA KJIIHPBHC.

I[lonoeu pasauxu
OT/ieIHY aHATH3M NPH MBKE W 3KEHH TOKA3BAT MAIKH 0 FPAHM4HH MOJIOBH PA3IYHA BEB (papMaKOKHHETHKATA

Ha jesodaokcaumH. Hama noxka3aTescTsa, Ye Te3U NOJAOBH Pa3jIHKH Ca OT KIHHHYHO 3HAYCHHC.

3.3 IlpeakNHAHYHEH JAHHH 32 0€30MACHOCT

HelUIHHHYHKTE IaHHH HE NOKa3BaT ocoBeH PUCK 3a Xopa Ha 6a3aTa Ha KOHBEHLIHOHATHUTE (apMaKoIOrHiHH
NpOYUYBaHHs 3a TOKCHYHOCT TIPU €AHOKPaTHa K033, TOKCHYHOCT NPH MHOTOKPATHO NpuiaraHe, KapLUMHOrCHEH
NOTEHLHAI, peNPOAYKTHBHA TOKCUUHOCT U TOKCHYHOCT 32 Pa3BUTHETO

JlepodiokcaurH He MpeM3BHKBa HAPYIIEHHA Ha (pepTUIANTETa HITH PENPONYKTHBHATA (GYHKLMA TIPH NNBHXOBE
H eAMHCTBEHHAT My ¢eKT BbpXy eMOpHOHHTE € 3abaBsHe Ha CH3PABAHETO KAaTO PE3YJITAT OT TOKCHYHOCT IpH

Mapkara.

MHAYLMpa XpOMO30MHH abGepauuu B 6e10apo6HH KJIETKH Ha KUTAHCKH XaMCTep in Vilro. s
aa 6baaT NPUNKCaHH HAa MHXMOWpaHeTo Ha Tomousomepasa Il. In vivo TectoBe (MHKpPO 'N -.
CECTPHHCKH XpOMaTHAu, HempenaBHieH cuHTes Ha [JIHK, MOMHHaHTHH J€TalHy '
FEHOTOKCHUYEH MOTEHLHA.



HaMaNsBa Pa3BUTHETO HAa TyYMOpa IPH NPOy4BaHe 3a (POTOKAPLHHON¢HHOCT.

KakTo ¥ ocTtaHanuTe (uUIyOpOXHHOJIOHH, JIeBO(UIOKCALIMH OKa3Ba €(eKTH BBPXY Xpyluanure (oOpa3zyBaHe Ha
IIYTUTH ¥ KYXHHH) TIPH TUTEXOBE W Ky4eTa. Te3H HaXOOKH ca Mo-H3Pa3eHH NPH MIIAIH XKUBOTHM.

6. DPAPMAUEBTHYHH JAHHH

6.1 Corecbk HA DOMOUIHHTE BeIecTBa

Copuesuna na mabaemxama:
[ToBvaoH

KpocnosuaoH (Tun-b)
MHukpokpucTaAIHA Liemyno3a

Marnesues cTeapat

KonoupeH be3poaeH CUIULINER AUOKCH

Ob6euexa Ha mabnemxama:

Xunpomenosa ES

Tank

Turanos auoxcua (E171)

Makporon 400

A nat xeneseH okeun (E172)

Hepeen xeneseH okcun (E172)

6.2 HechbBMECTHMOCTH

Henpunoxumo.

6.3 Cpox Ha roasocT

3 roauHu

6.4 CoennajHH ycJ10BHSA HA CLXpaHeHHe

To3u nexapcreer NPOAYKT HE H3UCKBA CICLHAIHH YCIIOBHA 3a ChbXPaHEHHe
6.5 JIaHHH 32 OMAKOBKATA

Tabnerxkure ca onakoanu 8 PVC/anymunauesu Gnucrepu.

TaGnerkure or 500 mg ce npeanarar B onakoeku or 1, 2, 5, 7, 10, 30, 50, 200 u 500 Tabnerkm.
He BcHUYKH BHOOBE OMAaKOBKH MOraT aa ObaaT IyCHATH B npogaxda.

6.6 Coenuanay opeAna3HH MepKH NpH H3XBbpJiaHe

Hsma crielidaiHH H3MCKBAHMA.

Hensnoa3spaHMAT NEKAPCTBEH NPOLYKT WIH OTIAABYHHTE MATEPHANH OT HEro TpsaOea /ia ce U
CBHOTBETCTBHE C MECTHUTE H3HCKBAHHS,

7. IIPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA H ITPOHU3BO

Accord Healthcare Polska Sp. z 0.0.,
ul. Tasmowa 7,




02-677, Warszawa, Mazowieckie,
Ionma

8. HOMEP(A) HA PASPEIIEHMETO 3A YIIOTPEBA

Per. Ne: 20110532

9. HATA HA TBPBO PASPEINIABAHE/TIOJHOBABAHE HA PA3PEINIEHHUETO 3A
YIIOTPEBA

JlaTa Ha mepBO paspewasane: 15.09.2011 r.
Iara Ha nocaegHo nogHoBaeaHe: 09.08.2018 r.

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

SAuyapu 2025 r.
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