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1. HME HA JIEKAPCTBEHMS ITPOAYKT | Paspewstue N

JIEBO®JIOKCALIMH AKOPJI 500 mg dunmupanu TabneTku | BG/MA/A | _, .......................... S/ S———————
LEVOFLOXACIN ACCORD 500 mg film-coated tablets sl b L L T T

2. KAYECTBEH 4 KOJIMYECTBEH CbCTAB

Beaka ¢unmupana tabnerka cpabpka 500 mg nesoduokcaumH (evofloxacin) kaTto akTHBHO BELIECTBO,
ekBUBaJIeHTEH Ha 512,46 mg neBodnokcaunHoB xemuxuapar (levofloxacin hemihydrate).
3a MBJIHUA CIMTMCBHK Ha MOMOIIHHTE BEIECTBA BHXKTE TOUKa 6.1.

3 JJEKAPCTBEHA ®OPMA

®unmupaHa Tabnerka

Po3oBa, ¢ popma Ha Karncyna, IBOMHOM3MbKHANA punmMHupaHa TableTka ¢ Je/IMTe/IHa YepTa OT JBETE CTPaHH.
PenedHo o3nayenue ,,L”” 1 ,,V” OT nBeTe CTpaHu Ha JeNIMTENHATA Y€pTa, OT €JHaTa CTpaHa Ha TabseTkara.
Tabnerkara moxxe na Ob1€e pazzesieHa Ha B paBHH 03H.

4. K/IMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHA

JleBogiokcauuH AKopa € noka3aH NMpH Bb3PACTHHU 3a JIeYEHHE Ha clieAHUTe HH(peKuHUM (BHXKTE TOUKH 4.4 U
5.1)

e Octbp OaKkTEpHaANIEH CHHY3HT

Octpa ex3auepbauus Ha XpoHHYHa 06cTpykTHBHA Genoapo6Ha 6onecT, BKIIOYHTETHO GPOHXHT
HeycnoxxHeH uucTuT (Brkre Touka 4.4)

[Ipuaobura B 00LECTBOTO NHEBMOHHKS

YCcnoxxHeHH HH(PEKUMH Ha KOXKaTa U MEKHTE ThbKaHH

3a ropenocouyeHuTe HHPeKUHH, JleBopnokcauuH Akopa TpabBa Ja ce U3Mon3Ba caMo KoraTro ynorpebara Ha
JpYrd aHTHOAKTEpHaJIHH CPEACTBA, KOUTO 0OMYAMHO Ce MpenopbyBaT 3a JieYeHHE Ha Te3H HH(EKLIMH, Ce CMATA
3a HEMOAXOAA1Ia.

® OcTbp NUenoHEePPHUT U YCI0KHEHH HHPEKLIMH Ha MTMKOYHHUTE IMbTHINA (BHXKTE TOYKa 4.4)
@ XpoHHYeH OaKkTepHaneH MpoCTaTUT
® MHxanauuoHeH aHTpakc: NpodHiakTHKa Clel eKCNO3HLHsA U JIeueHHe (BIKTe TouKa 4.4)

JleBogiokcallMH AKOpA MOXKE a C€ M3MO/3Ba H 3a 3aBbpLIBaHE Ha KypC Ha JIYEHHE MPH MALUEHTH, KOUTO ca
oKasaji¥ TMoAOOpeHHe IO BpPEME Ha NbPBOHAYAIHOTO JIEYEHHWE C WHTPABEHO3HO TMPHJIOKEHHE Ha
NeBOQIIOKCALIUH.

Tpabsa na ce uMa npeaBHA OPHLUHMAIHOTO PHKOBOACTBO 3a MOAXOASLIO HM3MOJ3BAHE HA aHTUOAKTEPHATHH
CpEACTBaA.

4.2 Jl03HpOBKA H HAYHH HA NPHJIOKEHHE

Ha HH[[)EKIIHHTEI H HYBCTBHUTCJIHOCTTA Ha MPEANOJIaraCMus naToreH€H nMpH4YuHHUTE]I.

IIpoodvadicumennocm Ha Ae4eHuemo

[IpoabmkUTETHOCTTAa HA JIEYHEHUETO Bapydpa B 3aBUCHMMOCT OT X0Jia Ha 3a06osBaHeTo (B
nosy). Kakro npu Bcsika aHTHOMOTHYHA Tepanus, npuaoxeHuero Ha JleBoduokcaluH _ _
MpOOBL/DKH HaW-Maniko 48 10 72 yaca cnef KaTo NalMeHTbT cTaHe aheOpusieH WK ce noayy %ﬁﬁwk




3a OaKTepHaTHa epasMKalHA.
do3aposka
3a JlepoguiokcauMH AKOpA MOraT 12 e JaJaT CII€AHUTE NMPENnophKH 3a NO3HPAHE:

Hosuposxa npu nayuenmu ¢ nopmanna 6v6peyna dynxkyua (kpeamunos xnupwvnc > 50 ml/min)

il

Iloxaszanne IIpoORBLIIKHTEIHOCT HA
JHeBeH pexxuaM HA No3npaHe (B
JIeYUeHHue (8 3asucumMocm om
3ABHCHMOCT OT TEKECTTA)
| medicecmma)
Octbp baxTepHaIEH CHHY3HT 500 mg BeAHDBK JHEBHO 10 - 14 nuu
Octpu Gakrepuannu ek3auep6auy Ha
XpoHu4Ha 06cTpykTHBHA GemoapobHa | 500 mg BeaHBK JHEBHO 7-10 nuu
OPOHXHT, BIIIFOUHTETHO OPOHXHT |
Ipuno6HTa B O6LIECTBOTO MHEBMOHMS | ;gg;::g BE/ITOK HITH 1162 ITbTH 7 - 14 puu
Octep nenonedpur 500 mg BeAHBK AHEBHO 7-10 nun
;?;KHEHH MHQCKUHH HA yPHHAPHHA 500 mg BeAHBX AHEBHO 7 - 14 aHu
._HeyCHO}KHEH IHCTHT 250 mg BeaHBXK QHEBHO :3 JHH
XpoHHYeH GakTepHaneH NpocTaTHT | 500 mg BeAHBK JHEBHO 28 nHu
YcnoxHeHd HHPEKLIMH Ha KOXKATa H 500 mg BeaHBXK WIH ABA ITBTH 714 m
MEKHTE TBKaHH OHEBHO | AHH
HuxanaumoHeH aHTpakc | 500 m g BEAHDBK HEBHO 8 ceaMUuU
Creyuannu nonyaayuy
Yepeoena 6vbpeuna ynxyun (xpeamunos knupvrc < 50 ml/min)
| PecknM Ha Jo3HpaHe
KpeaTHHOB KJIMpPBHHC 250 mg/24 yaca | 500 mg/24 uaca 500 mg/12 yaca
ITupea posa 250 mg | ITupea no3a 500 mg il [IupBa no3a 500 mg
: Cnen koero: 125 Cnep xoero:
50-20 Enlfmm mg/24 uaca 250 mg/24 uaca | Cnen xoero: 250 mg/12 yaca
. Cnen xoero: 125 Cnen xoero: .

19-10 mi/min mg/48 vaca 125 mg/24 uaca Cnen koero: 125 mg/12 yaca
< 10 mU/min Cnen koero: 125 Cnen koeTo:
(BKIIIOYUTENHO mg/48 qaca. 125 mg/24 t;aca Cnen xoero: 125 mg/24 vaca
xemonuamusa u CAPD)!

' He ce Hanarar JOMBIHMTENHH O3 CNEJi XEMOHAIH3A WIH HENpeKbCHATA amMOyaTopHa NepHTOHEANIHA
auanu3a (CAPD).

Hapywena weprnodpobua hyurxyus
He ¢ HeobxoAHMO KOpHrHpaHe Ha 103aTa, Thif KATO IEBOGIIOKCALIMH HE ¢€ METAOOMH3UPA B 3HAYMTENIHA CTENEH
OT YEPHHA ApO0 H ce eKCKpeTHpa OCHOBHO ype3 OB6penure,

Ilonynayus e cmapyecka 6v3pacm
IIpu nanueHTH B cTapyecka Bb3pacT He € Heo6XoAUMO KOpHrHpaHe Ha J03aTa, OCBEH aKo He Cb
JaHHHW 33 HapymicHa OnOpeuynara ¢yHkuMa (Bwkre Touka 4.4 , TeHAHHHT H PYNTYPH Ha CY2 }S

.»Y AbJokaBane Ha QT uHTepBana®).

Q
Ieduampuuna nonyrayus S
JlesodiokcaliuH e MPOTHBONOKA3aH NPH JeLia U IOHOMIH (BHXTE TOuKa 4.3). 3
T
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Havna 5a npraoxenne

Tabnerkure Jlesodnokcaum Akopa Tpabea ga ce mornbmar, 6e3 ma ce pa3TpOIIABAT M ¢ JOCTATBHYHO
KOJTHYECTBO TEYHOCT. Te Morar na 6bJaT pasgesieHd Ha MACTOTO Ha Ne/IHTeTHATA YyepTa ¢ Iie)1 aAANTHPaHe Ha
Aosara. TabseTkuTe Morar na ce mpHemar no Bpeme Ha XpaHeHe WIH MeXny xpaHeHuaTta. Tabnerkure
Jleeodnoxcanun Axopa TpaGea na ce npHeMar noHe nBa Yaca NpeaH WIH Ciaeld NMPHIOKEHHETO Ha KeJle3HH
COJIH, UIHHKOBH COJIH, AHTHALMIH, CHABPXKALUK ATYMHHHH WK MarHesuii, Wiy JUAAHO3UH (CaMo komburnayuu
Ha OuOaHo3UK ¢ Oypepru azenmu, CoOBPICAU ATYMUNRYI UTUY mazne3ut) U cykpandar, Thii KaTo MOXKe a
HACTBIK HaMallABaHe Ha Ha abcopbumsaTa My (BrokTe Touka 4.5).

4.3 HporuBonokazanns
JleBonokcaumn Axopna He TpsGea na ce npunara;

° NPH NalHCHTH, CBPBX1YBCTBHTENHH KbM JIEBOQIOKCALMH WIH APYI'H XHHOJNIOHH, HIH KbM HSKOE OT
MOMOLIHHTE BELIECTBA, H3OPOEHH B TOuKa 6.1;

. NPH NALUEHTH C CITHICIICHUS;
° TIPH MALMEHTH ¢ aHAMHE3a 38 HApYLICHHA HA CYXO)KHIIHATA, CBBP34HH ¢ NPHIIOKEHHE Ha
GbnyopoxXHHONIOHH;

NpH Ae1ia WIH IOHOILK;
° o BpeMe Ha OpeMeHHOCT;
NPH KBPMA4KH.

4.4 Cnennanmm npegynpexaenns B npeqnaznn MEPKH npH ynorpeda

Yrnotpebara Ha neBoduiokcaLMH TpA6GBa Ja ce H36area NPH NALKCHTH, KOHTO Ca UMAJIM CEPHO3HH HEXEJIaHH
peakiMH B MHHAIOTO NpPH yNnoTpeba Ha MPOXYKTH, CHALPHKALUK XUHONIOHH WIH (TyOPOXHHONOHH (BX. TOUKA
4.8). JleueHueTo Ha Te3u MALHEHTH C JIeBOGIOKCALMH TPAGBA 2 Ce 3aM0YBa CAMO MPH JIMNICA Ha ATTEPHATHBHH
BL3IMOXHOCTH 34 JICYCHHE U CJICAl BHUMATE!HA OLIEHKA HA CHOTHOWEHHETO MON3a/PUCK (BXK. CHILO TOYKA 4.3).

Anespusma u oucexayun na aopmama u pezypaumayus/nedocmanvurocm Ha coplevHume Kiany

OT CLPACYHHTE KJIaNH NPH NaLKMEHTH, NpHeMally GIyOPOXHHOIOHH (BX. TouKa 4.8).

Cnenosarento ¢uryopoxuHOOHHTe TpA6Ba Na Ce M3MON3BAT CAMO CICl BHHUMATE/IHA OIIEHKA Ha
CBHOTHOLIEHHETO MON3a/PUCK H CNieX OGMHCIIAHE Ha APYrM TEPANEBTHYHH BB3MOKHOCTH NpH MALMEHTH C
[OIOXKHTENH GaMWIHA aHAMHE3a 33 aHEBPHM3Ma WIH BPOAEHO 3a00NABaHE Ha CBPACYHHTE KJIANH, WIH NIPH
NALMCHTH, NTHATHOCTHLMPAHH ¢ MPEAIICCTBAINA aHEBPM3MA W/WNM AHCEKALMS WIM NPH HATMYHE Ha ApPYTH
PHCKOBH QakTopd MIH 3a0oJsiBaHMsA, npeapasnoJaral# KbM aHCBPH3Ma H AMCEKALUUS Ha A0pTaTa HIIH
3a00/19BaHe Ha CHPACYHMTE KNMANH, W, WM NPH HaAHYME Ha APYrH pPHCKOBH (pakTopH wiM 3abonaBanug
npeapa3noaaramu
- KakTO 33 AHCBpH3MAa, TAKA M 3a JMCCKAlMA HA QOPTATA H 32 PErypruTalMs/HEOCTATHMHOCT Ha
CbpACHHHTE KIANH (Hanp. HapyIIEHHS HA CHEAHHHMTETHATA THKAH, Hanp. CHHApOM Ha Marfan wau
cunapom Ha Ehlers-Danlos, cuniapom Ha Turner, Gonecr Ha Behcet, XHNEPTOHHA, PEBMAaTOUACH APTPHT)
HJIH JOITBJTHUTETHO
- TIpY aHCBpW3Ma M IMCeKAlWs Ha 20pTaTa (Hanp. CbAOBH HApYIIEHHS, Hanp. aprepuut Ha Takayasu,
PHTAHTOKIICTRYCH AaPTEPHHT, W/IH H3BECTHA AaTEPOCKICpPO3a HIM CHHAOPOM Ha S MU
AOITBITHUTETHO
- TPH PErypruTaiysi/HeJOCTATLYHOCT Ha ChPEYHHTE KNarH (Hamp. MH(EKLHO3EH €

PHCKBT OT aHeBpH3Ma H INCEKALMA HA AOPTATA H TAXHOTO PA3KbCBAHE MOXE CBILIO A& ce Mo
JIEKyBaHH €[IHOBPEMEHHO ChC CHCTEMHH KOPTHKOCTEPOHIH.




[Ipu BHe3anHa 0ONKa B KOpema, 'PhAHHS KOLI WM rupba naumeHTHTe TpAOBa Na OBAAT MOCHBETBAHH Na Ce€
KOHCYJITUpAT He3a0aBHO ¢ JieKap B CELIHO OTACAECHHE.

[TaumenTtuTe TpabBa aa OBLAAT NOCHBETBAHM Aa NOTHPCAT He3a0aBHO MEAMLIMHCKA MOMOLL B CAy4Yal Ha OocTpa
AMUCINHeA, NoABa HA ChpUeOUeHe (MannuTauyr) Uav pa3sBUTUE HA OTOK Ha KOPEMA WITH NOJIHUTE KPAaHHHMUM.

Puck om peszucmenmuocm.
MHOro e BepoATHO METHLIWIHH-PE3HCTEHTHHTE WAMOBE Ha S. aureus € Aa NPUTEKABAT KO-PE3HCTEHTHOCT KbM

GIIyOpOXHHONOHYU, BKIIOUHTENHO JeBodaokcaunH. ETo 3a1i10, 1€BOGUIOKCALIMH HE C€ MPENOpbYBa 3a NeUeHHe
Ha M3BECTHM MNH nozo3upaHd MRSA uH(exuuu, ocBeH ako NnadopaTropHUTE pe3ysiTaTH ca NOTBLPAHIH
YYBCTBHUTEJIHOCTTA HA OPraHM3Ma KbM AeBogokcauuH (M 06HKHOBEHO MPENOPBUBAHUTE AHTHOAKTEpUATHU
areHTH 3a neyeHne Ha MRSA nHdexuud ce cuuTar 3a HenoaXoAsILH).

Jlesodnoxcauus MoXe Ja ce H3MON3Ba 3a AeUECHHE Ha ocThp OaKTepHaneH CHHY3HT M O0cTpa eK3auepbaums Ha
XPOHUYEH OPOHXMT, KOraro re3v uudexunu ca OWIM ageKBaTHO AHArHOCTHLIMPAHH.

PeaucteHTHOCTTa KBM (UTyopoxuHonoHM Ha E.coli, Hali-4ecTO cpellaHus naroreH npv HHpEKUMH Ha
NMKOYHHTE NBTHILA, BApHpa B paMkHTe Ha EBponeickus cbio3. Ha nekapure, npeanucsaiiy TOBa JIEKapcTBO,
ce Mpenopbyba Ja B3IEMAT NpeABH] IOKANHATA YeCTOTa Ha PE3UCTEHTHOCT Ha E. coli kbM (yOpPOXHHOIOHH.

Huxanayuonen anmpaxc: RPWIONCEHUEMo npu Xopa ce OCHO8ABA HA in Vilro OanHume 3a ¥yecmeumeanocm Ha
Bacillus anthracis, xaxmo u na excnepumernmanrume OQHHU HPU HCUCOMHU, 30E0HO C O2PAHUYEHU OAHKHU NPU
xopa. Jlexysawume nexapu mpabea oa ce cvobpazam ¢ HAYUOHAIHUME WUIU MENCOVHAPOOHU KOHCEHCYCHU
OOKYMEHMU NO OMHOUWEHUE HA NEYEHUEMO HA AHMPAKC.

TenQunum u pasKvCeaHe HA CYXONCUnUE

TeHOHMHUT W pa3KbCBaHE HA CYXOKMIHE (NO-CNEUHaNHO, HO HE CaMO aXHMIIECOBO CYXOXKMIIME), MOHAKOra
ABYCTPAHHO, MOXe Ja CE MOIYy4H oule B pamKuTe Ha 48 yaca OT 3anmo4YBaHE Ha JICYCHHETO ¢ XMHOJIOHH H
($byOPOXMHOJIOHH KATO MMa ChOOLIEHUA 3a TAKKBA, Pa3BHIIM C€ JOPH A0 HAKOJIKO Mecela Cite]l fipeKkpaTaBaHe
HA NeYeHUETo. PUCKBT OT TEHAMHHT H pa3sKbCBaHE Ha CYXOXCWIHE C€ NOBUIIABA NPH NO-BL3PACTHH NALUEHTH,
nauueHTy ¢ 6OpeuHo yBpexzane, MaLMEHTH C TPAHCIUIAHTHPAH COJIMIAEH OpraH, NMpH NMauueHTH, TIpUeMallH
nHeBHHU ao34 ot 1000 mg nesoduokcaumH, U TaKUBA, JIEKYBAHH CBITBTCTBALIO ¢ KOpTHKOCTepouau. I1o Tasm
NpHYHHA CHIBLTCTBALLATA YNIOTpeda Ha KOPTUKOCTEpOUAH TpaOBa aa ce u3barea.

[Tpy nbpBus NpU3HaK HAa TEHZMHUT (Hanp. O0e3HEHO NOAYBaHE, BL3MAJIEHHE) JICUEHHETO C JIEBO(IOKCAUMH
TpabBa Aa ce npexpaTH H Aa ce OOMHCIH anTepHaTUBHO JieyeHue. 3acerHaTHAT(Te) KpahHUk(M) Tpadsa na
Obae(ar) nekyean(H) nO noaxondml HaudH (Hanp. ofesnswxkeaHe). He Tpabea pa ce wM3nonssar
KOPTHKOCTEPOUIH, AKO C€ NOSBAT NPU3HALIH Ha TEHAUHONATHA.

3abonssanus, cevpsanu ¢ Clostridium difficile

Huapusa, ocobDeHO ako € Texka, NMEepCHCTHpalla W/HMAM KbpBaBa, MO BpeME Ha WM Cliel JIEHEHHETO ¢
NeBOPIOKCAUHMH (BKJIIOUHTENHO HAKONKO CEAMHUM Cheh JICYCHHETO) MOXKE Ja ObAae CUMNTOMATHYHA 3a
sabonasaHe, csbp3ano ¢ Clostridium difficile (CDAD). CDAD moxe na Bapupa no TeXeCT OT JIEKO 0
’>KHBOTO3aCTpAalLlaBalllo, KATO HaH-TexKaTa GpopMa € ncesaoMeMOpaHo3eH KOaUT (BuxTe Touka 4.8). ETo 3ampo
€ BAXXHO Ta3W JUarHo3a Ja ce MMa NpeaBHA NPU NALHEHTH, KOUTO PAa3BUBAT TEXKa AMAPHA 110 BpeMe Ha HIH
cjie[ JleyeHue ¢ JeBoguiokcauuH. Ako ce mogo3upa wiM notsspxkaaBa CDAD, nesodnokcauun tpsaopa
He3abaBHO Ja ObAE€ COpAH M BeaHara Aa ce 3anmoyHe noaxonsuia teparus. JlekapcTBeHM NPOIYKTH,
HHXHOHpaLllW NepUCTANTHKATA, Ca MPOTURONOKA3aHHU B Ta3u KJIMHWYHA CUTYaLIH4.

lHayuenmu, npedpanonroNCeHu KoM Zbpuoae -
XHHOIOHUTE MOraT fa NMOHWKAT MbPYOBMA Mpar ¥ MOraT ga AOBeJaT A0 npunaabuu. Jlesst
NPOTUBONOKa3aH MPH NalHeHTH ¢ aHAMHE3a 32 CMTUIENICUA (BUAKTE TOUKA 4.3), K KAKTO OCT? /1'@( -
TpaOBa Ja ce npunara ¢ MOBHIUEHO BHHMAHWE NPU MALMEHTH, NPEJPA3NONOKEHH KE i/ BhpuQiesslivie < \\
CHAbTCTBALLO JEUESHHE C AKTMBHHM BELLECTBA, KOUTO MOHHXKABAT LepebpanHus IbpUuoB Nffals karhydo:
(BWXKTe Touka 4.5). B ciy4alt Ha KOHBYICHBHH TTpUNagbLM (BHKTEe Touxa 4.8), neueHueyd

TpsbBa ga Obae NpeKpaTeHo.




Ilayuenmu c anwoxo3o -6-dhocgham dexudpozenasna HedocmamvyHoCm

[NanueHTH ¢ NATEHTEH HIH H3ABeH AeheKT Ha MIOK030-6-pochaT AexuaporeHasHa aKTHBHOCT MOTAT Aa ObaaT
MPeApasMoNoXCHH KbM XEMOJIMTHYHH PpEaKLMH, KOraTO ¢4 JIEKYBAHH C XMHOJIOHOBH aHTHOaKTepHaIHH
cpeactea. ETo 3aimo, ako nesodiokcanuy Tpa6sa Aa ce M3NON3BA NPH Te3M MALMEHTH, T¢ TpaOBa na GbaaT
HaOJIIOAaBaHH 3a MOTEHUMATHA MOABA Ha XEMOJIH3A.

Ilayuenmu c 6v6peyno yepescoare
Tsii kaTo NeBodIOKCALMH Ce eKCKpeTHpa [M1aBHO upes Gb6peunTe, no3aTa Ha Jlerodnokcanmy Axopa TpaGsa

Aa ce KOpHrypa NMpH nanueHTH ¢ 6s0pedHo yrpexnate (BroKTe Touka 4.2).

Peaxyuu na cepvxuyscmsumensocm

JleBoiokCauMH MoXe [a NPHYMHH CEPHO3HHM, MOTEHUHATHO (GAaTANTHH peaKlMy Ha CBPBXUYBCTBUTENHOCT
(Ranp. aHrHoeAeM A0 aHaWIAKTHYEH LIOK), MOHAKOTa MOCNSABAIM HAYANHATa N03a (BHXKTe TouKa 4.8).
[Taunentute TpsabBa HezabaBHO Ja MpEKpaTAT JEUEHHETO M Ja Ce CBBPXKAT CBC CBOA JIEKap WIH C niekap ot
CrELIHA MOMOIil, KOUTO Aa NpeAnpHeMe NOAXOAALLH CIIEHIHH MEPKH.

Teoicku KONCHYU HENCENARU DeaKYUY

Texxku xoxHH HexenaHu peakuuu (SCARs), BKo4yBaiy TOKCHYHA enuaepmania Hekpomnsa (TEN: HasecTHa
ome karo cHHApoM Ha Lyell), cunapom Ha Stevens Johnson (SJS) u nekapcTeHa peakuus ¢ €03HHOGWINA
cHcTeMHH cUMNTOMH (DRESS), xo1TO MOXe Aa ca )KHBOTO3ACTPALLABALLH HITH C JIETANIEH H3XO]1, ce ChOBLIABAT
BLB BpB3Ka C ynoTpedata Ha nesoduiokcaluH (Bx. Touka 4.8). IIpH npeanyMcBaHeTo HA IEKAPCTBEHNS NPORYKT,
naiueHTHTe TPAOBA Ja ObAaT MHGPOPMHpPAHH 3a NPH3HALIMTE H CHMITOMHTE HA TEXKKH KOXHM PEaKLHMHK H 18
Obpar HabmonaBaH ¢ NOBHIIEHO BHUMAHHE. AKO CE MOSBAT NMPH3HALH U CHMITTOMH, NOKa3aTe/IHH 33 Te3M
PCaKiUHH, NPHIOKECHHETO Ha nieBoduioKcaliH TpaOBa He3abaBHO xa ce

NPEyCTAHOBH H Jia C¢ OOMHCIIM ANTEPHATHBHO JIEYEHHE. AKO MaLMEHTHT € Pa3BHJI CEPHO3HA PeaKLHs, KATO
Hanpumep SJS, TEN nm DRESS npu ynorpe6ara Ha nesoguiokcaums, nevenue ¢ nepodokcanus ve tpsbea
Ja Cce 3aro4ea OTHOBO IPH TO3H MAaLMEHT.

ﬂHC&THKEMHH

Kaxro npy BCHYKM XHHOJIOHH, ca CHOOILABAHK HapyILICHH B KPBBHATA IIIOK034, BKJTIOYHTENHO XHIIOTTHKEMHS
H XHNEPriHKEMUA, BE3HHKBALIH IO-YECTO B CTAPUYECKA BB3pacT, OOMKHOBEHO NMPH NALHEHTH ¢ AHaber, KOUTO
Ca NOJJIOKEHH Ha CHITETCTBALLO IeUeHHe ¢ MePOPATHO XMNOTIHKEMHYHO CPEACTBO (Hanp. rubenKiaMus) win
¢ MHCynHH. CpobuiaBar c€ ciiyyau Ha XMNOrTHKeMH4Ha Koma. [Ipu maumentv ¢ guaber, ce npenopsusa
BHUMATEJIHOTO NPOCNEAABaHE Ha KPbBHATA IJIKOKO3a (BIDKTE TOuKa 4.2).

L

JleueHuero ¢ nepodaokcaiuy Tpsbea na cnpe He3abaBHO, AKO MALUMEHTHT CHLOOLIM 33 HapyLISHHUE B HUBATA Ha
KpbBHATA 3aXap U TpAOBa Jja ce 0OMMCIIH anTepHaTHBHA He-(h/TyOpPOXMHONOHOBA anTHOaKTEepHaNHa Tepanus.

IIpesenyun na gpomocencubunuzayus

[Tpu neyenne ¢ nesodnokcanuH ce chobiuara 3a GoTOCEHCHOUNM3ALMA (BIDKTe TouKa 4.8). Ha nauueHTHTE ce
IPENophYBA A HE C€ H3JAraT MITHIIHO HA CWIHA CTBHYEBA CBETNHHA WIH Ha W3KycTBeHH UV nhum (Hamp.
KBapLOBa JlaMria, CONTapHyM) 110 BpeMe Ha JICYEHHETO WJIM B MpPOAB/DKCHHE Ha 48 yaca ciie crupaHe Ha
NICYEHHETO, 32 A C€ NPeaoTBPaTH (POTOCCHCHOHNM3aLMA.

llayuenmu, nposexcoawu revenue ¢ aumazontcmu va sumamur K

[Topaau BBE3MOXHO NOBHILABAHE HA CTOMHOCTHTE Ha Koarynauponuute recrose (PT/INR) w/unu kbpBene npu
NALMEHTH, JIEKYBaHK C JIEBOQUIOKCAUMH B KOMOMHALIMA C aHTarOHMCTH Ha BHTaMuH K (Hanp. Bapdapun),
KOary/lallHOHHHTE TECTOBE TPAOBa Aa OBbAAT MPOCACASBAHH, KOTATO TE3H NIEKAPCTBEHH NMPOAYKTH CE MPHIAraT
eAHOBPEMEHHO (BIDKTE TOYKa 4.5).

Ilcuxomuynu peaxyuu
Cro011aBa ce 38 NCUXOTHYHH peakKUHH NPH NALHEHTH, IPHEMALLHY XMHOMOHH, BKIIOYHTE]

4
B MHOTO peIKH CITy4aH Te3H PEaKLMH MPOrpeCcHpaT A0 MUCIH 33 caMoyOuiCcTBO M caMOHa / i paLe
CaMo cnej €AHOKpaTHa 103a nesodiokcauuH (Bikre Touka 4.8). B cimyuait e maupeHTsT -{. €3K 71
neBogIokcalMH Tpsbpa na ce npekpaTH He3a0aBHO NPH ITEPBATE NPU3HALH HIIH CHMITTOM R A RIiH ﬁﬁ ‘,
1 e . ,H'
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OoOMHCIIH aTTepHATHBHA HE-(PJIyOpPOXHHOJIOHOBA aHTHOAKTEpHANHA Tepanus H Ja ce MPWIOKAT NMOAXOAALIH
MepkH. [IpenoprpuBa ce MOBUIIIEHO BHUMAHHKE, aKO 1EBOIOKCALMH LS Ce NpHiara NnpH MCUXOTHYHH TTALIMEHTH
WM MPH MaLMEeHTH C aHaMHe3a 33 NCHXUUHO 3a00n1BaHe.

Yovorcasane na QI-unmepeana
HeobxoauMo € NoBHIIIEHO BHHMAHHE, KOraTo QUTyOpOXHHOJIOHH, BIUTIOMHTENHO IeBOGIIOKCALIMH, Ce IPHIaraT

MpH NALMEHTH C H3BECTHH PHCKOBH (aKTOpPH 3a yab/bkaBaHe Ha QT uHTepBana KkaTo HanpuMep:

- CHHAPOM Ha BpOACHO yaw/DKapaHe Ha QT-uHTepBana;

- €IHOBPEMEHHA YnoTpeOa Ha JieKapCTBEHH NPOAYKTH, 38 KOHTO € H3BECTHO, 4e yanpkasaT QT uHTeprana
(vanp. xnac 1A u III auTHapUTMHULH, TPHLMKIHYHH AHTHACTIPECAHTH, MAKPOJIHAM, AHTHIICHXOTHIIH );

- HEKOPUIHpaH eJIEKTPONUTEH AUCHananc (Hanp. XMNOKAHEMHS, XMIIOMarHe3UeMus );

- chpAcuHo 3abonasaHe (Hamp. ChbpAeYHA HEAOCTATPYHOCT, MH(PAPKT HA MHOKapaa, Opagukapans).
ITaupeHTHTe B CTapuecKa BB3pacT M JKEHHMTE MOrar Aa ObaaT mo-UyBCTBHTE/NHU KBM yABIDKaBauwute QT
HHTEpBana nexapcTea. (CneaoBaTeNHO, NPH Te3H NOMyNauydH € HeoOXOAMMO MOBHIIEHO BHUMaHHWE NpH
H3MOJ/I3BaHe Ha (UTyOPOXHHOJIOHH, BIJIIOYHTENHO NeBoduoxcalyH (Bikre Touka 4.2 , Jlonynayus 6 cmapyecka
gvapacm’’, Touka 4.5, Touka 4.8, Touka 4.9).

llepugheprna nesponamus

CrobmaBa ce 3a CIyyaH Ha CEH30pHA MM CEH3OMOTOPHA TOJHMHEBPOIATHA, BOACIOH A0 NApECTE3HH,
XHIMOECTE3HA, AH3ECTE3HA WIH CIA0OCT NPH NAUMCHTH, NPHEMANIH XHHOJIOHH B (TyOpPOXHHONOHH.
[laneHTHTE, KOUTO Ce JIEKYBAT JIeBo(oKcalHH, TpA6Ba Aa 6bAaT MOCHBETBAHH J1a HHOPMHPAT CBOS JIEKAP,
NpeaH Aa NPOAB/DKAT JEUCHHETO, aKO C€ MOABAT CHMITTOMH Ha HeBponaTus, kato 60ika, ycelaHe 3a napexe,
MpaBy4KaHe, H3TPBNBaHe Wi cnadocT, 3a Ja ¢e NPEeNOTBPATUH Pa3sBUTHETO Ha NOTEHLMATHO HeoOGpaTHMO
3abonaBaHe (BK. Touka 4.8).

Xenamobunuapru sapyuienus
[Ipu neyenre ¢ neBodaOKCAUMH ca ChOOIIABAHH CTy4aH Ha YepHOAPOGHa Hekpo3sa Ao daTanHa yepHoapoOHa

HEJOCTATHYHOCT, INIABHO NPH MALMEHTH ¢ TEXKH ONIeXKAIH 3abonaBanui, Hanp. cencuc (BIDKTe Touka 4.8).
[NaunenTure TpAGBa na 6bAAT MOCHBETBAHH Ja IPEKPATAT JIEUESHHUETO U [a C€ CBBPXAT ChC CBOSA JIEKap, aKo Ce
Pa3sBUAT MPH3HALM M CHMITTOMH Ha 4epHOApPoOHO 3abonsABaHE, KaTO aHOPEKCHs, XBATCHHLA, ThMHA YPHHA,
cbpbex win 60sie3HEH KOpeM.

Exzaye HAO MUACMEHUs 2pasuc

DyOpOXMHONOHHTE, BKIIOUKTENHO JIEBO(IOKCALUH, UMAT HEPBHO-MYCKYJIHO OJI0KHpaIo AefcTBHE H MoOTaT
Aa H30CTPAT MYCKynHaTa cnaCocT MpH NalMEeHTH ¢ MHAcTeHMs rpaBuc. [locTMapkeTHHrOBH CepHO3HH
HEeXEJIaHH PEAKIHH, BKIIOYHTEIHO CMBPTHH CIy4yaH K HEOOXOAMMOCT OT MOAABPKAHE HA JHIIAHETO, Ca
CBBP3aHH C NPHIOKEHHETO Ha (IyOPOXHHOIOHH NPH NMALWEHTH ¢ MHacTeHHus rpaBuc. JleBodiokcamH He ce
NpenopbyBa NMPH NALMEHTH C aHAMHe3a HA MHACTeHH I'PaBHC.

Ha HUR HQ 3DERUECMO
AKO HACTBIIM HAPYLUICHHE HA 3PEHMETO WIH Ce NOABAT KAKBHTO M A4 € e(peKTH BhpPXY OUMTE, TpaOBra He3abaBHO

A4 C€ HANpaBH KOHCYJITALMA C O4YEH CneuManucT (Bwkre Toukd 4.7 U 4.8).

Cynepurigpexyun

[Iprnoxennero Ha nesoduokcaldH, 0cOOEHO aKoO € MPOABDKUTENHO, MOXE Ja AOBeAe IO CBPBXPAacTeK Ha
HEYYBCTBHTEIHH MUKPOOPraHH3MH. AKO 110 BpeMe Ha JICHCHHETO BB3HHKHE cynepundexims, Tpsbea na ce

npeanpueMar rmoaxoasiil MCpPDKH.

Brusnue ebpxy 1ab60pamopru u3caeoeanus
[Ipy maiMeHTH, JEeKyBaHH ¢ NeBOQJIOKCALHH, ONPSAENAHETO Ha OMMATH B YPHHATA MOXE [a Jafe an.anBﬂ
MONOXKHUTESHH pe3yaraTd. Moxe na € HeoOXOAMMO NONOKHTE/IHUTE pe3yATaTH 3a OIIMATH O3
No-CreLH(pHYEH METOA.

JlepoduiokcanuH Moxe J1a wHxubupa pacrexxa Ha Mycobacierium tuberculosis u cneposa
(anuHBo OTPHLIATENTHH pe3yNITaTH NpH (aKTepHONOrHYHaTa AMarHo3a Ha TyGepKynosa.



{Ipodvadicumenty, UHEANUOUSUDAULY U NOMEHYUATHO HEOODAMUMY CEPUOIHU HENCENANY NeKADCIMBEHU
peaxyuu

Cpobmasa ce 3a MHOro penku Ciy4au Ha TPOABIDKMTETHH (MPONBDKABALIH MeCEUd WM F'OAMHH),
HHBATWAW3HPALUM H TMOTCHUHATHO HEOOpATHMH CepHO3HM HEXeNaHH JIEKAPCTBEHM pEeaKkiuH, 3acAraiy
Pa3IH4HH, MOHAKOra MHOIO CHCTEMH B OpraHu3Ma (MyCKY/THO-CKeJIETHA, HEPBHA CHCTEMA, NICHXHKA H CeTHBHK
OpraHM) NpH MaUHEHTH, MOTY4aBallH XUHONOHH K (UTyOPOXHHONOHH, HE3ABUCHMO OT TAXHATA BE3PACT M Beye
CHIIECTBYBALIMTE PHCKOBH (haxTopH. JleBodmnokcaunn Tpabpa aa ce cnpe He3abaBHO NPH ITHPBHTE NpH3HALIK
WIH CHMIITOMH Ha BCAKA CEpHO3HA HEXEJaHa peaklMd Karo naljueHTHTe TpAOBa Aa ce IOCHBETBAT Ja ce
CBLPJKAT C TEXHHA Jiekap, MPEeANHCal 1IeKapCTBOTO, 38 ChBET.

Ocmvp nankpeamum

[pn nauvenTy, npuemMaw nesoduIOKCaUMH, MOXeE Aa ce HabMoaaBa OCThpP MAHKPeaTHT. ITalHeHTHTe TpaOBa
Aa 6baaT HHQOPMHPAHH 33 XAPAKTEPHHTE CHMNTOMH HA OCTBP INAHKPeaTHT. IlaiuHeHTHTe, KOWTO M3MHTBAT
raneHe, HepasrnonoXeHue, KOpeMeH IHCKOMPOpT, 0CTpa KopeMHa 60/1Ka HIH MOBPBLaHe, Tps6Ba fa NpeMHHAT
He3a0aBHA MEIHMIMHCKA OLEHKA. AKO Ce MOIO3MPa OCTbP MAHKPEATHT, JeBO(IOKCALMH TpaOBa pa ce
NpeyCTaHOBH; KO C€ NOTBBPAH, JIEBOPJIOKCALHMH He Tp:A6Ba Aa ce 3anoyBa oTHOBO. Tpa6ea na ce BHUMaBa npH
MaLMEeHTH ¢ aHaMHe3a 3a NaHKpeaTwuT (BX. To4ka 4.8).

4.5 BsaaMojelicTBEE ¢ JPYTH JIEKRPCTBEHH UPOXYKTH H APYTH GOPME HA BIAHMOACHCTBHE

Edexmu na opyzu nexapcmeenu npoovimu e Jdeesodhaoxcauitn

Kenesnu conu, yunxoeu conu, anmuayudy, CbOLPICAUU MAZHEIUTl WIK QTYMURY, JudanoIun

AGcopbumara Ha neBodnOKCalMH Ce MOHIKABA 3HAYHTENHO, KOTATO JKENe3HM CONH MM aHTHALIHH,
CbABbPXKAIMM MArHE3MA WIM aTyMHHHW, WIM JUOAHO3HH (caMmo gopmu na Oudanosun ¢ Gydhepnu azenmu,
COOLPXCAYU QRYMUNUIL UTY MA2HE3Ul) Ce NMPUIATAT eJHOBPEMEHHO C Jlesonokcauun Axopa. HUsrnexnaa ye
€AHOBPEMEHHOTO MPHIIOKEHHE Ha (ITyOPOXHHONOHH C MYJITHBUTAMMHH, ChIbPIKALIH LIAHK, HAMAJISABA TAXHATA
nepopaiHa abcopbums. [Ipenopeupa ce npenaparite, ChABPKALA ABYBATSHTHH WIH TPHBAJICHTHH KATHOHHU
KaTO 2KEJIC3HH COJM, UMHKOBH COJIM WJIH AHTHALIWAH, CHABPAKAILH MarHe3uil HiIH aTyMHHHI, WM AWIAHO3HH
(camo gopmu Ha Oudaroszun ¢ bygepru azenmu, CoObPICAWU ANYMUHUT UNU MAZHEIUT), JA HE Ce NMpHEeMaT 2
Haca npead WM cnen npunarade Ha JlepogaokcauMH Akopa (Bikre Touka 4.2). Kanuuesure conn umar
MHHHMAaJEH eQeKT BbpXy NepopanHata abcopbuua Ha iepodIoKcaLHH.

Cyxpangham

buonanuuHocrra Ha JleBoduiokcaumH AKOpPA ce IMOHHXKABA 3HAYMTENHO, KOTATO Ce npuiara 3aciHo ChC
cykpandar. Ako mauMeHTsT TpsaGBa Aa npueme M cykpandar u JleBodnokcauun Axopza, Haii-nobpe e
CyKpandar aa ce npuoxkH 2 yaca ciiel NPWIOXKEHHETO Ha JlesodnokcaLpH AKOpA (BHKTE TOYKA 4.2),

Teogunun, henbygen wiu cxodnu HecmepoudHY nPOMUSOEHLINANUMENHY NEKADCMBERY npooyxmu

B KIMHHYHO Npoy4BaHE HE Ca YCTAHOBEHH (apMaKOKMHETHYHM B3aMMONEHCTBMA Ha nesodnoKcanuH ¢
TeOQWNHH. BBnpeku TOBa MOXe Ja HACTHIH W3PAa3seHO TIOHHXKABAHE HA LiEpeSpaTHus bpYOB Ipar, Npw
CAHOBPEMCHHO NPHIOXKCHHE HA XMHONOHH € TEO(HIIUH, HECTEPOHAHH NPOTHBOBBL3NATMTEIHH JIEKAPCTBEHH
MPOAYKTH WIH APYTH CPEACTEA, KOHTO MOHWKABAT MbPYOBHA 1par. KOHUEHTpaunaTa Ha 1eBodIOKCAlHH ¢

¢ okono 13 % mo-BHCOKA B IPHCHCTBMETO Ha (eHbYdeH, OTKOIKOTO NPH CAMOCTOATENTHO NPHIOKEHHE,

IIpobeneyuod u yumemuoun
[lpobeneumn B UMMETHOMH MMAT CTATHCTHYECKH 3HAYHUM e(eKT BBpXY CIIMMHHHPAHETO Ha JIEBO(IOKCALIHH.

bEOpeHHHAT KIMPBHC Ha NeBOdUIOKCAlMH ce HAMAIABa OT LUMeTHAKH (24 %) U npoGeHeunn (34 %). Tosa ce
C.Ty4Ba, 3al0TO H BATa JIEKAPCTBEHH NPOAYKTA ca CriocoOHH Aa Gnokupat 6s6peuHara Ty6yn /,- SRS
neponokcauyH. Berpeku ToBa, Mpy M3NHTBAHUTE B NPOYYBAHETO O3, € MATKO BEPOSTHC cgal\ i
3HAYHMHUTC KHHETHYHH PalIHKH Aa UMAT KIHHHYHA 3HAYMMOCT. / N ey,
HeobxomuMo e MOBHILEHO BHHMaHHe, KOTaTo JeBOQIOKCAIMH Ce TpHiara eaHoBpeMek HE
NPOAYKTH, KOHTO MOBNHABAT TyOynHara 6nOpeuHa cekpelys, KaTo MpobeHeHa 1 LHME R

nauHeHTH ¢ OBE0peyHo yBpexaaHe. 2
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Knuuyund (apmMakoJOrHYHH NMpoyyBaHHA MOKa3BaT, 4Ye (APMAKOKMHETHKATA HA NE€BOQUIOKCALIMH He ce
MOB/IHABA B KIIHHHYHO 3HAYHMA CTEIEH, KOraTo JIEBO(IOKCalIHH Ce NMpUIara 3aeXHO ChC CISIHHTE JeKAPCTBEHH
NPOAYKTH:

- KaauueB kapboHar;

- AHUTOKCHH;

- rnmubeHKIaMH;

- PAHHTHAHH.

Edexm na nesodnoxcauiii év OPVei IeKapCmeery npooyKkmiu

Qumacnagﬂ

[Tosy>xHBOTBT Ha LIMKIOCTIOPHH C€ NMOBHULLABA ¢ 33 %, KOraTo € NPHI0KEH eJHOBPEMEHHO ¢ TeBOIIOKCALIHH.

Anmazonucmu na gumamur K
[ToBHIIEHHCTORHOCTH Ha KoarynausoHHuTe TectoBe (PT/INR) w/unu xppBeHe, KOETO Moke na Obae TEXKO

H3paseHo, ce ChOOINABAT IPH MALMEHTH, JIEKYBaHH C JIEBOQIOKCAUMH B KOMOMHAIMA ¢ AHTArOHMCTH Ha
BuTamuH K (Hanp. sapdapuu). Ilopaau ToBa, koarynauMOHHHTE TeCToBe TpA6Ba Aa 6BAAT NPoC/easSBaHK npy
NaUuHCHTH, JIEKYBAHH ¢ aHTArOHUCTH Ha BUTaMuH K (BibkTe TOuKa 4.4),

Jexapcmsa, 3a xoumo e uzgecmuo, ye yovaxcasam QT uumepsana

JleoduiokcanuH, kakTo Apyrute ¢uTyOpOXHHONOHH, TpAOBA fa 6bAe H3MON3BAH ¢ MOBMIICHO BHUMAHUE MpPH
NMalHEeHTH, IPUEMALIH T€KaPCTBEHH NMPOXYKTH, 38 KOHTO € U3BECTHO, Ye yanpkasat QT uHTeppana (Hanp. xiac
IA un 1l aHTHapUTMHLIM, TPHLMICIHMYHH aHTHACNPECAHTH, MAKPONHIH, aHTHIICUXOTHLM) (BIKTe Touka 4.4

Y nwiokapaHe Ha QT uHTepsana).

ﬂg yed 3RayuMa un@agmaym

B npoyuBaHe 3a ¢papMaKOKHMHETHYHH B3aUMOAEHCTRHS, JICBOGIOKCALMH He TIOBITHABA (PapMaKOKHHETHKATA Ha
TeodrmnH (kokTo ¢ TecToB cyberpar 3a CYP1A2), koeTo nokassa, ue ieBo(IOKCALIMH HE e HHXHOUTOp Ha
CYPIA2.

Lpyeu opmu na ezaumodeiicmeun

Xpana
HseMa KIMHHYHO 3HAYMMO B3aWMoJeHcTBHe ¢ xpaHaTa. Cnejoparento Jlesoduiokcauyn AKOpA MOXe Aa ce
NpHIara He3aBUCHMO OT ApHEMa Ha XpaHa.

4.6 PepTHANTET, peMEeHHOCT B KhpMeEHe

bpemeunocm

HMa orpaHuyeHH JaHHU OT ynotpebaTa Ha neBodJokcauuH rpH 6pemeHHH xeHu. ITpoyusanusTa MpH KABOTHH
HE MOKa3BaT AHPEKTHH HITH HHOHPAKTHH YBPEKIAIH €(heKTH, CBbP3aHH C PENPOIYKTHBHA TOKCHYHOCT (BHIKTE
TOKa 5.3). BBIIPEKH TOBA, MOPAJH JIHIICATA HA JAHHH MPH XOpa U MOPa]M TOBA, Y€ EKCIIEPUMEHTAIHHTE JaHHH
mpeanonaraT pHCK OT YBPEKIAHHA HA HOCELIMTE TeXECTTa XPYULUIH HA PacTAMA OPTaHH3LM OT
(pyopoxuxononure, nesodokcaliH He TpA6Ba Aa ce NpUnara npu GpeMEHHH JKeHH (BIKTe Touku 4.3 5.3).

Kvpumene
JlepoduiokcalliH AKOpA € MPOTHBONOKAa3aH NpH KbpMeIUM jkeHH. WMa HemocTaThuHa MHopMauud 3a
CKCKPELMATA Ha IeBOQIIOKCAUMHE B KbPMaTa; BBIIPEKH Ye APYTH (IIyOPOXMHOIOHH C€ EKCKPETHPAT B KEPMATA.

Ilopagu nuncara Ha DaHHU NMPH XOpa M NMOPagH TOBA, Y€ EKCIEPHMEHTATHHTE JAHHH TIPEAr 0J3PET PHCK F
YBPCKAAHHA HAa HOCCIIMTE TEKECTTa XpYLANIH Ha pacTAllUd OpPraHHW3bM OT r_.._ H0J1C
NeBoQIOKCALIMH He TPAOBa Aa ce H3MOM3Ba NP KbPMauKH (BHxXTe ToukH 4.3 H 5.3). S

Depmunumem
JlerodnoxkcaunH He NMPEAM3BHKBA YBpexdaHe Ha (GEPTIIHTET2 WIHM PeNPONYKTHBHHTE

UTHXOBE. N
\U}Emzﬂ},




4.7 E¢exrn BLpxy cnocobuocTTa 3a modupane H pa6ora ¢ Mamunm

JlepodiokcallH NOBNHABE B MaJIKa WM YMEDEHA CTeMNeH CrocoBHOCTTa 32 modHpaHe H paboTa ¢ MaIIMHM.
HAKOH HeXeNaHW JIeKAPCTBEHH peaKiMH (Hanp. 3aMasHOCT/CBETOBbPTEX, CHH/IHBOCT, HApYLICHWA Ha
3pEHHETO) MOTaT 2 HaPYILAT CIIOCOGHOCTTA HA MALMEHTA J1a CE KOHLICHTPHpA K peartpa U cieZIoBaTe/IHO MOTaT
/la Ch3RAZaT PUCK B CHTYAILIHH, IIPH KOMTO TE3H CMIOCOOHOCTH €a OT 0COOEHO 3HaueHHE (HAND. MPH WodHpaHe

K14 paboTa ¢ MaLLIKHH).

4.8 Hexenanu JexapcTBeHN peaKiun

[locoueHara no-pomy HHPOPMALIHA CE OCHOBABA HA AAHHH OT KITMHWYHH NpOY4YBaHHA MpU noeede oT 8§ 300
NallHEHTH, KAKTO M HA ITPOABJDKHTENIEH MTOCTMAPKETHHTOB OTTHT.

HecroTHTe ca AepHHHPAHH NPH M3MON3BAHE HA CACOHATA KOHBEHLIMA: MHOIC 9eCTH (=1/10), wectu (>1/100 no

<1/10), weuecru (1/1 000 mo <1/100), peaxu (1/10 000

HCH3BECTHA YeCTOTa (OT HATMYHHTE NaHHH He MOXe Ja 6b/ie HanpaBeHa OLICHKA).

mo <1/1 000), mHoro peaxu (<1/10 000), ¢

B paMKkHTe Ha BCAKO rpynHpaHe Mo Y€CTOTa, HeXENaHHTE JIeKAPCTBEHH peaKkUMH Ca MPeaCTABEHH B HH3XOAALL

P€A MO0 OTHOLIEHUEC HA TAXHATA TEXKECT.

Cucremo- opranen YeeTn Heuectn Peaxn C HeniBecTHa YecTOTA (OT
KJIAC (=1/100 no (=1/1 000 no (=1/10 000 ao HAJIMYHHTE ZAHHH He
<1/10) <1/100) <1/1 600) MOXke na 6ba¢ HanpaBeHa
| OLIeHKA)
Hndexumu 1 I':61yna
HHpECTAIlHH MHpeKIHs,
BKITIOYUTENHO
HH$pEKLUA OT
Candida,
Ilarorenna
PE3HCTEHTHOCT
Hapymenus Ha JleBrONEHUA TpomOoumuroneHuA T INaHuuTONmeHNKA
KpBBTa H nuMHaTa Eozunopunus Heytponeuns ATpaHyJIOUHTO3a
CHACTEMA XeMOIUTHIHA aHEMHUSA
Hapymenus Ha AHrroeaem | Anadunaxkriden mok®
HMYHHATa CHCTEMA CBPBXYYBCTBHTENHOCT | AHadunakToMaeH mox®
(BIXTE TO4Ka 4.4) (BIkTe TOYKA 4.4)
- - — | . -
Hapymenus Ha AHopekcus XHUIIOTIMKEMHS, XHNepriuKkeMus
MeTabonusma 0CODEHO NpH
XpaHEHeTO NaLMeHTH ¢ gHaber
XHINOLNAHKEMHIHA ,
KOMa (BIDKTE TOYKA
4.4)
[Meuxauy bescpHue TpeBoxnocT [lcuxorvyny peakimn | TICHXOTHYHH peakuMH CBe
HapyleHua* CBCTOAHHE Ha (MpUApPYXEHH Hanp. ¢ | caMOHapaHABALIO
o0bpKaHoCT XQTIOLHHALIMH, NOBEACHHE, BKITIOYHTENHO
HepsHocT napaHos) CYHUMIHH UACALHH Wil
Henpecus ONMHT 33 camMoybulicTeo
Bp30yaa (BikTe TOuKa 4.4)
[IaTonornasu ceHHINA
Kowmapn

JenpuyM




Hapyuienna Ha
HEPBHATA CUCTEMa*

I'naBobonue
3aMmasHocT

COMHONEHTHOCT

Tpemop
Hucreysus

KoHByncua (Bixre
TO4Yka 4.3 u 4.4)
INapecresns
HapyuieHns Ha
naMeTTa

[TepudepHa censopHa
HeBpPOMaTHA (BIDKTE TOYKa
4.4)

[epudepna
CEH30PHOMOTOpHA
HeBpoOnaTHA (BIDKTE T04YKa
4.4)

[lapocMus, BRIKYHTENIHO
AHOCMMUA

HJAHCKHHE3 NS
ExctpanupamMuanu
HapyIueHus

Areysus

CHHKon
HobOpoxayecTeena

HHTpPaKpaHUaIHA
XHNEPTOHUA

Hapymenus Ha ounte*

3PHTEIIHH HApYILEHUA
Karo 3aMbINIEHO

BUXXJIaHE
(BrKTE TOUKA 4.4)

-4

BpeMenHa 3aryba Ha
3pEHHETO (BHXKTE TouKa 4.4)
YBeut

Hapymenus Ha yxoto
H nabupunra*

1

BeptHro

TuHUTYC

3ary6a Ha ciryxa
YBpexaaHe Ha ClTyxa

Chpaednn
HapymeHHa* *

Taxuxapnus
[Tannmuranun

Kamepua taxukapmms,
KOATO MOXeE fa AOBEAE O
CbpPAEYEH apecT

KamepHa apuT™Mug
torsades de pointes
(cro0maBar ce npeauMHO
INPH NalMEHTH C BUCOKH
pPHCKOBH (aKTOpH 32
yawkasane Ha QT
HHTEpBana),
EnextpokapauorpaMa ¢
yawmked QT uxreppan
(BiDKTE TOYKA 4.4 1 4.9)

CbaoBu Hapyiuermn* *

—

Omuacst ce
caMo 3a v

gopma:
Dnebur

XHOOTOHHUA

Pecniuparopuuy,
rPLIHH U
MEIHACTHHANNHY
HApYLICHHA

Hucrnnes

)

bporxocnasmm
AnepruvdeH MHEBMOHHT

CToMalIHO-YpeBHH
HapylIeHHs U
HApYINeHHUA Ha
MACTOTO Ha
pHIOXKEeHHe*

INospbinane
I'agene

bonxa B KopeMma
Axucnencus
Qnatynerum
Kounctunaumia

Huapus - xeMoparudua,
KOATO B MHOT'O PEJIKH
cirydaH Moxe na 6oae
NOKA3aTeNIHa 32
€HTEPOKOIIMT,
BKIIIOYHTENHO




XenatoOWIHapHH ITopumeH [lopnmer XBITEHHUA ¥ TEXKO
HapyIEHHA qepHOAPOOEH Swmpy6un B YepHOApOOHO YBpeKAAHE,
CH3HM KPBBTA BKJTIOUHTETHO CITY4aH C
(AJIAT/ACAT, 0CTpa YepHOapoOHa
HEJOCTATBYHOCT, IJIABHO
¢ocarasa, NPH NALACHTH C TEXKH
[TT) noanexamH 3abonspanus
(BIKTE TOUKA 4.4)
Xenarer
HapymeHus Ha Obpus JlekapcTBeHa peaklya ToxcHuna enHaepMarHa
KOXaTa H Crpbex C €CO3HHODWIHA H HeKpon3a CHHIPOM Ha
MOAKOXKHATA THKaH ° YpTHKapus CHCTEMHH CHMNTOMH Stevens-Johnson
Xumnepxngposa | (DRESS) (Bx. Touka Epurema myntudopme
4.4) Peakiia Ha
DuKCHpaHa ($OTOTYBCTBHTENIHOCT
NeKapCTBEHA epynIHa (BIDKTE TOYKA 4.4)
JIeBKOLIHTOKIIACTEH
BacKyJIHT
CroMaruT
EHIOKpMHHU CuHapoM Ha
HapYIEHA HEaJeKBaTHA CeKpeLHs
Ha aHTHAUYPETHYCH
xopMoH (SIADH)
HapyuieHus Ha ApTtpanrusa Hapymenue Ha PabnoMnanusa
MYCKYJIHO-CKEJICTHATA Muanrus CYXOXHIHATA PynTypa Ha CyXoxniHe
CHCTEMA H (BkTE TOUKa 4.3 M (Hanp. axuaecoBoTO
CheJHHUTENHATA 4.4), BKIIOUHTENHO CYXOXKWIHe (BIDKTE TOYKA
ThKAH* | TennuuuT (Hanp. 4.3.n4.4.)
aXHIECORO PynTypa Ha nUraMeHT
CYXOXKHIHE) MycKkynHa pynrypa
MyckynHa ciabocr, Aprpur
KOSITO MOKE I3 € OT
ocofeHo 3HaYeHKe
NpH NALHCHTH C
MHACTEHHA [PaBUC
(BrxTe TOuKa 4.4)
Hapywenns Ha [Mosuimen Octpa 660peuHa
Onbpeumre KpEaTHHUH B HEIOCTATBYHOCT
MHKOYHHTE KpLBTa (Hanp. mopaau |'
ITbTHILA HMHTEPCTHLUHANCH
HedpHT)
OOLM HapyIIeHHA U Omnacs ce |~ Acrenus | ITupexcus bonka (BxnoyuTenno
edekTH Ha MACTOTO camo 3a iv Oonxa B repba, rpeAHNA
Ha NPUJIOKEHHE dopma: KOII U KpalHHLHTE)
Peaxkuus Ha
MACTOTO Ha
HHY3uH
(bomxka,
3adepBABaHe)

* AHaQUNaKTHYHY H aHaCl}HJ'IaKI‘OHIlHH peakL{H MOraT [OHSKOTa Iia HACTBIAT ,IlOpH cen mpsam Aosa
® KoKHO-NHraBHYHM peakLMy MOHAKOra MOraT [a ¢e MONBAT JOPH cliel MbPBaTa JO3a

*CpobiaBa ce 3a MHOroO peixd CIy4ad Ha NpPOABIDKHTENHH (A0 MecellH WAH roaHHM), BARAR] e
MOTEHLHANIHO HEOOPATHMM CEPHO3HH JIEKAPCTBEHH PeakLMH, 3aCATAINH HAKOJIKO, MOHAKORY MHQITE CHCTRME
CPraHHH K1acoB€ H CETHRA {BIUTIOUYHTENHO PEaKilMH KAaTO TeHAHHHT, pa3KbCBaHE HA c AN & ' FRArH ~
6onka B KpaHHULIMTE, HAPYLIEHHE HA MOXOIKATA, HEBPONATHH, CBLP3aHH C NapecTe % E’I}"i' 45 ,,.,y:}ﬁa‘;’-i'
HapyLUCHHE HA I1aMETTa, HADYIIEHHA HAa CHHA W YBPEXAAHE HA CIIyXa, 3PEHUETO, BKY \ ﬁ " St e i) b ) P":g /
Bpb3ka ¢ ynorpebara Ha XHHOJOHH H (PIYOPOXMHONOHHM, B HAKOHM ClIyYaw, B cuﬂo ot __.faﬂggt‘egj-

g
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CBILIECTBYBAIlMTE PUCKOBH (akTopH (BX. TO4YKa 4.4).

**IIpu nauueHTHuTe, MpHEMaIM (IyOPOXHHONOHHM, ca CHOOILLEHH CITydad Ha aHEBpPH3Ma M JMCEKALMs Ha
aoprara, TOHAKOra YCIIOXKHEHH TOpaiH pa3KbCBaHe (BKIIOYMTENHO C JieTaleH M3X0HA) H
perypruTauys/HeA0CTaTBYHOCT Ha HAKOH OT ChPACHHHTE Ki1anu (BXK. Touka 4.4).

JAPYru HeXeNaHu EKapCTBEHH peakLMH, KOHTO ¢a CBBP3BaHK ¢ MPWIAraHeTo Ha (GIYOPOXHHONOH, BKTIOYBAT:
° NOpQHPHYHH MPHUCTHHHM MPH MALHEHTH C NOpPHPHA.

CnobiapaHe Ha NONO3HPAHH HEXKEJIAHH PEaKIIHK
CrolinapaneTo Ha MOAO3MPAHK HEXEIAHH peaKLMH Clie/l paspellaBaHe 3a ynorpeba Ha eKapcTBeHHS NPOXYKT

e BaxHO. ToBa no3BonABa Ja MPOAB/KH HADMIOAEHHETO HAa CHOTHOWICHHETO MON3a/PHCK 34 JIEKAPCTBEHHS
NpoAyKT. OT MEAHLUMHCKHUTE CNEIMANHCTH Ce M3HCKBA 13 ChOOIIABAT BCAKA MOJO3UPAHA HEKENNaHa peaKLus
ypes:

HamnnnuTenHa areHuys no jeKapcreara

yin. ,,JlamaH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcanT: www.bda.bg

4.9 IIpeno3upane

CEriacHo M3CAEABAHHATA 33 TOKCHYHOCT TMPU KMBOTHR HJIH KIHHHKO-(PApMaKOJIOrMYHHTEe H3MKHTBAHHA,
MPOBCACHH CBC CYNPATEPANeBTHYHH NO3H, Hal-BAXXHUTE [IPU3HALH, KOHTO TPA6Ba Aa ce OYaKBaT C/IEH OCTPO
MpeAo3upaHe Ha ICBO(IOKCallMH, Ca CHMITTOMH OT CTpaHa Ha LIEHTpa/lHaTa HEpBHA CUCTEMA, KaTo 06bPKaHOCT,
3aMasHOCT, HApYIIEHO Cbh3HAHWE H KOHBYJICMBHH NpHnanblH, yAwpkasaHe Ha QT wuHTepBana, xakrto H
CTOMALIHO-YPEBHH peakiliH, KaTo raJicHe H JIMFaBHYHH €PO3HH.

E¢exru Bppxy LUHC, BKIIOYHTENHO CBCTOSHHE HA OOBPKAHOCT, KOHBYJICHM, XATIOLMHALIMH H TPEMOp ca
HaOMIOaBaHH NPU NOCTMAPKETHHIOBHSA OITHT.

B cmyvaii Ha mpenosupane, Tpabma na ce NpWIOKH CHMHTOMATHYHO JeueHHe, Tpabea jna ce nposene
npocaepasaHe Ha EKI, nopaay pe3MoxkHOCTTa OT yARDKaBaHe Ha QT vHTepBana. Moxe Ja ce MpWIOKAT
aHTHALMAHYU CPE/ICTBA 32 MPENa3BaHe Ha CTOMAIIHATA JIMIaBHLIA. XeMOLHANIH34, BIJTIOUUTENIHO NEPUTOHEANHA
avanusa U CAPD, He ca edekTHBHH 3a OTCTpaHsBaHE HA JIEBOGUIOKCAUMH OT OopraHu3Ma. He chluecTByBa

cneuHpHICH aHTHIOT.

5. OAPMAKOJIOT'HYHH CBOHUCTBA

3.1 @apMaKOAHHAMHYHM CBOHCTBA

PapMakoTepaneBTHYHA rpyna:  AHTHMHOEKUHMO3HH CpeACTBa 3a CHCTEMHO TIPHAOKECHHE -
AHTuOaKTEpHANHH CpeACTBA 3a CHCTEMHO NpHIOkeHHe- XHHONOHOBH AHTHOAKTEPHANHM CpeicTBa -

OIIyOPOXHHONMOHM
ATC xoa: J0OIMAI]2

JleBoQnoOKCALUHH € CHHTETHYHO AHTHOAKTEpPHATHO CPEACTBO OT rpyrnara Ha (GayopoXMHONOHHTE U € S ()
€HAHTHOMEP Ha PaLlEMHYHOTO AKTUBHO BELIECTBO OQIIOKCALIHH.

Mexanuzvm na Oeticmaue
Kato ¢uryopoXHHONOHOBO aHTHOAKTEpHAIHO CPEACTRO, NEBOGIOKCALIMH AeiCTBa BEPXY KO
JAHK-rupaza u Torniomsomepasa IV.

Bsaumospvaxa OK/DL |
CreneHra Ha OaxTepuLMAHA aKTUBHOCT HA JIEBO(IOKCAIIMH 3aBHCH OT CBHOTHOIIEHH P‘gﬂ

cepyMHa KOHLCHTpaLUs (Cmax) Wi 1wrowra noa kpusara (AUC) 1 MHHHMAaNHAaTa HHXMOHTO }ﬁ,ﬂbmuem;patmm




(MIC).

Mexanuszvm(u) na pezucmenmuocm

Pe3uCTeHTHOCTTa KbM JIEBO(JIOKCALIMH C€ NPUA00HBa Ype3 MOEeTaneH NpoLeC Ha TAPreTHH JIOKAJIHH MYTaLUH
Ha Tomousomepasa II, JIHK rupasa u Tonousomeps3a IV. Jlpyru MeXaHM3MH Ha PE3HUCTEHTHOCT, KATO
nepMealMoHHH OapuepH (yectH npu Pseudomonas aeruginosa) u epiyKCHH MEXaHW3MH, MOTaT ChILO /A
MOBJIHAAT YYBCTBUTEIIHOCTTA KBM JIEBO(JIOKCALIMH.

HabnionaBa ce KpbCTOCaHa PE3UCTEHTHOCT MEXAY JIeBOGIOKCAUMH M Apyrd (uiyopoxuHosnonu. IMopanu
MEXaHW3Ma Ha [CHCTBHE, KaTO LIAJIO JIMIICBA KPBCTOCAHA PE3UCTEHTHOCT MEXAY JIEBO(IOKCALMH U JPYrH
KJ1acOBE€ aHTHOAKTepHaJIHU CpeCTBA.

I'panuynu cmotinocmu

[lpenopbuanure or EUCAST rpanuunm croinocty Ha MIC 3a neBoQuiokcaumH, pasrpaHHyYaBally
HYBCTBMTE/THHTE OT 4YYBCTBHUTEJIHWUTE TMpPH TMOBHLIEHA €KCIO3WLMA OPraHU3MH M YYBCTBUTEJHHTE TMpH
MOBHLIEHA €KCIIO3HLHUS OT Pe3UCTEHTHUTE OPraHW3MH, Ca Npe/AcTaBeHH B TabiMuaTa no-i0y 3a U3CneaBaHe

Ha MIC (mg/]).

EUCAST xnunwunu epanuunu cmoiinocmu na MIC 3a nesoghnokcayun (sepcus 10.0, 2020-01-01) ca:

| PO, | YyBcTBHTEIEH | Pe3aucrenTen
Enterobacterales < 0,5mg/l >1 mg/l
Pseudomonas spp. <0,001 mg/I >1 mg/l
Acinetobacter spp. <0,5 mg /1 >1 mg/l
Staphylococcus aureus. <0,001 mg/I >1 mg/l
Coagulase-negative staphylococci
Enterococcus spp.’ <4 mg/I >4 mg/I
Streptococcus pneumoniae <0,001 mg/I >2 mg/I
Streptococcus groups A,B,C and G <0,001 mg/I >2 mg/l
Moraxella catarrhalis <0,125 mg/I >0,125 mg/l
Haemophilus influenzae <0,06 mg/I >0,06 mg/I
Helicobacter pylori <1 mg/I >1 mg/I
PK-PD (HecBbp3aHH ¢ BUAa) rpaHuyHHu Toukd | <0,5 mg/l >1 mg/l
Aerococcussanguinicola and urinaée’ <2 mg/I >2 mg/l
Aeromonas spp. <0,5 mg/I

' Camo HeyclI0KHEHH HHPEKIMH Ha MUKOYHHUTE ITHTHLIA.
? YyBCTBHTENIHOCTTA MOJKe Ja Gb/ie U3BEeHa OT YyBCTBUTETHOCTTA KbM LIMMPOGIOKCALIHH.

[IpeobnanaBamara pe3aMCTEHTHOCT MOX€E Jla Bapupa reorpad)Ckd U BbB BPEMETO 3a ONpeNe/ieHH BHIOBE M
Mopajy TOBa € KEJaTe/HO Ja ce TbpCH HHQOpMalMs 3a JIOKaNHa PEe3UCTEHTHOCT, OCOOEHO MpH JIeYeHHE Ha
TeXKH HHQekuuH. [Ipn HeoOxoaumocT, TpsaOBa fa ce MOTBPCH €KCMEPTHA KOHCYATALMA, KOraTo JIOKAIHATA
YECTOTa Ha PEe3UCTEHTHOCT € TaKaBa, Y€ r0Ji3aTa OT MPHIOKEHHETO Ha MPOAYKTA INMOHE NMPH HAKOH BHIOBE
HH()EKLMH € MOoJ BLIIPOC.

O0OH4YaiiHO YYBCTBHTEJIHH BHIOBE
Aegoﬁnn rPaM-NoJ10KHTEJIHH ﬁamegnn

Bacillus anthracis

Staphylococcus aureus METULIMJIHH YYBCTBHTEJIEH
Staphylococcus saprophyticus

Streptococci, rpyna Cu G

Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

AEEDﬁHH rPaM-OTPHLATETHH ﬁamegnn

Eikenella corrodens
Haemophilus influenzae
Haemophilus para-influenzae




Klebsiella oxytoca
Moraxella catarrhalis
Pasteurella multocida
Proteus vulgaris
Providencia retigeri

AHaepobnn GaKTepun 1

Peptostreptococcus
| Apyra
Chlamydophila pneumoniae
Chlamydophila psittaci
Chlamydia trachomatis
Legionella pneumophila
Mycoplasma pneumoniae
Mycoplasma hominis
Ureaplasma urealyticum

BHgoBe, NIpH KOHTO NPHAOOHTATA PEIHCTERTHOCT MOXe 1a NpEACTABANBA npobJieM

AepobHn rpaM-mOJOKHTENHE OAKTEepAR
Enterococcus faecalis

Staphylococcus aureus METHUHMNHH pe3UCTeHTEH
Koarynasa neratuseH Staphylococcus spp

AepolHu rpaM-oTpHNAaTEHH GaKTEpHH

Acinetobacter baumannii
Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Klebsiella pneumoniae
Morganella morganii
Proteus mirabilis

| Providencia stuartii
Pseudomonas aeruginosa
Serratia marcescens

Angepobnn Oaxrepun
Bacteroides fragilis

HacencreeHo pe3dCTEeHTHH IIAMOBE

Aepobnn rpamM-noiokHTENHA OaKTepHHA
Enterococcus faecium

# MHOro ¢ BEpPOATHO METHLWIHH-PE3HCTEHTHH S. aQureus € [a TPUTEXKABAT KO-PE3HCTEHTHOCT KbM
GITYOPOXHHOJIOHH, BKIIIOYHTENIHO JIEBOIOKCALHH.

5.2 PapMAKOKHMHETHYHH CBONHCTBA

Abcopbyus

IlpunoxeHUAT NepopanHo JieBoduiokcauuH ce abcopbupa OHp30 M MOYTH HANBJIHO C MOCTHraHE HA NHKOBH
IIa3MEHH KOHLICHTPaLMH B paMKHTe Ha 1-2 yaca. AGcomoTHaTa OHOHANHYHOCT € 99 - 100 %.

Xpanara uMma cnab edekr Bppxy abcopbunsara Ha reBodnokcalHH.

CrabunHu craiMoOHApHU CHCTOAHMA Ce JOCTUraT B paMkuTe Ha 48 uaca cnes 40308 pe
HJIH JBA ITETH JHEBHO.

Paznpedenenue
[Tpubnuzurento 30 - 40 % ot nepodniokcaliH ce CBBP3BAT CHC CEPYMHHTE NMPOTEHHH.



pasnpeacncHne Ha sieoguokcauuy e okono 100 | cnen eaHokparHu win MHOT'OKpaTHH A03H OT 500 mg, u
MOKa3Ba LIHPOKO pasfnpee/iCHHE B TEJIECHUTE THKAHUTE.

[Iponuxeare 6 mvxanume u menecuume meynocmy

JlokasaHo e, ue NeBOdIOKCALMH NPOHHKBA B OPOHXHANHATA JIMraBvlia, €NMHUTETHATA TMOKPHBHA TEYHOCT,
alBeoiapHuTe Makpodary, 6e10apobHaTa ThKaH, KOKATA (TEYHOCTTA B MEXYpHTe), NPOCTATHATA THKAH H
ypuHaTa. Bunpeku T0Ba, 1eBOGAOKCALMH UMA JIOIIA POHHLAEMOCT B LepebpocIMHANHATE TEHHOCT.

buompancdopmanun

JleBognokcauuH ce MeTaGonu3npa B MHOTO MaJika CTeNeH, KaTo MeTaboIHTHTeE ca AC3IMETHI- IEBOGIOKCALIMH
u aesodiokcauwH N-okcup. Tesn MerabonuTH cheTaBAT < 5 % oT A03aTa, €KCKPETHpaHa B YpHHATA.
JleBoduokcalmH € cTEpeOXHMHUYHO cTabuNeH K He NPEThPIIBA XHPAJHA HHBEPCHA.

Enumunupane
Chnex nepopajiHO M HHTPABEHO3HO NPIWIOKEHHE HA NIeBOQIIOKCALIHH, TOM Ce eTMMHUHMPA OTHOCHTENHO GABHO OT

nnasmara (ty: 6 - 8 yaca). Excxpeunsra e ocHOBHO npes Gu6pennTe (> 85 % ot npunoxeHara no3a).

Cpennuar npuBHAEH o611 TeNleceH KIHPBHC Ha N€BOGIOKCALIMH G € JHHHHYHA aosaor 300 mge 175 +/-29.2
ml/MuH.

Hama ronemu paszmuumsa BeB dapMakoKMHETHKATA Ha JIEBOQUIOKCALIHH CJIEA HHTPABEHO3HO M NEPOPANIHO
TNPHIIOKCHHE, KOCTO NPEATIONara B3aHMO3aMEHACMOCT Ha MEPOPATHHA H HHTPABEHO3HHS ITET.

Juneinocm
Jlerodnokcaumn npuTexkara nuHeHa GapMaKOKMHETHKA B QMANAZ0H OT 50 o 1 000 mg,

Cnenransn nomyaanun

Juya ¢ 6v6peuna nedocmamvunocm

DapMakOKHHETHKATA Ha JIEBOQIOKCALMH C€ MOBIUSBA OT yBpexzaaHe Ha OnOpeunata ¢ynxums. ITpn
BNIOLIaBAHE Ha OBOpeuHaTa pyHkiuA, GB6peUHOTO ENMMHHHpaHE U KIIMPBHC HAMANABAT U CJIHMHHALHOHHHMAT
MOMYXHUBOT C€ NOBHILIABA, KAKTO € NOKAa3aHO B Tab/MLaTa no-naouy.

PapMakoKHHETHKA NpH OEOpeYHa HENOCTATEYHOCT Clea eNHHHYHA NnepopasiHa ao3a ot 500 mg
Clx [ml/min]
CIR [ml/min_'L

Juya e cmapyecka ev3pacm
Hsama 3sHaunMu pa3nnuns BbB (hapMaKOKHHETHKATA HA eBo¢IOKCALIMH TIPH MIAIH 1 IHIIA B crap4ecka BB3pacT,
C H3KNIOYCHHE Ha TE3H, CBBP3aHH C Pa3NIMKHTE B KPEATHHOBUA KIIMPBHC.

IToroeu paznuxu
OTaenHy aHaNW3H IPU MBIKE K XKEHH NMOKA3BAT MAJIKH JI0 rPAHHYHH NOJIOBH pa3IMyHA BbB apMaKOKHHETHKATA
Ha nepodrokcaunn. Hama nokasaTencrsa, ue Te3H NONOBH PA3TUKH ¢4 OT KNHHAYHO 3HAYSHME.

5.3 IIpeaxnanA9HH JaHAH 3a Ge3omacHocT

HeinHHW4HATE JaHHH He NOKA3BAT OCOOEH PHCK 32 X0pa HA 6a3aTa HA KOHBEHLMOHANHUTE ¢apMaKoONOrHYHu
MPOY'BAHMA 32 TOKCHIHOCT NPH €AHOKPaTHa A038, TOKCHYHOCT MPH MHOTOKPATHO MPHNATAHE, KIpIafoTeHe:
IOTEHUHAT, PeNPOAYKTHBHAE TOKCHYHOCT H TOKCHYHOCT 38 Pa3BHTHETO

JleBogokcallH He NPeJM3BHKBA HapyLIeHUs Ha QEPTUIHTETA WIH PenpoLyKTHBHATA ¢ KL/ p APT e '
E g g e
1 CAMHCTBEHHAT My €QeKT BbpXy eMOpHOHHTE ¢ 3a6aBiHe Ha CH3PABAHETO KATO Pe3yaTaT HTadi oy

MaHKAaTA.




JleBonokcauuH He HHAYLMpa FEHHH MyTallui B GaKTEpHATHHTE KIETKH WIH KICTKUTEe Ha Go3aliHHIMTE, HO
HHIOYUMpa XpOoMO30MHH abepaunu B Getonpobny KieTkH Ha KHTalicku xaMcTep in vitro. Tesu edextu Morar
Aa ObaaT npunMcaHy Ha HHXHMOUpaHeTO Ha TomousoMepasa II. In vivo TectoBe (MMKPOHYKIEapHH, 0OMEH Ha
CCCTPHHCKM XpOMaTHAH, HenpeaBHIOeH CcHHTe3 Ha JIHK, NOMHMHaHTHM NeTalHH TECTOBE) He NOKa3Bar
NeHOTOKCHYEH NOTeHLHAI.

IIpoy4yBaHHd NpH MHILUKH NOKA3BaT, 4Ye NeBo(rOKcAUHH HMa (POTOTOKCMYHA AKTMBHOCT CAMO MPH MHOTO
BHCOKH Z103H. JIEBOGNIOKCALIMH He MTOKa3Ba HHKAKBB NEHOTOKCHYEH MOTEHIMAN NPH (POTOMYTAreHEH aHATH3 U
HaManaBa pasBHTHETO HA TYMOpA NP NpoyuBaHe 3a GOTOKAPIIMHOTCHHOCT.

Kakto # ocraHanuTe QryOpOXHHONOHH, TEBO(IOKCAMH OKa3Ba ebeKTH BBPXY XpywsanuTe (06pasyBane Ha
WYIUTH B KyXHHH) NIPH IUTbXOBE H Ky4deTa. Te3u HaXOAKHU Ca M0o-H3Pa3eHu NPU MIIaJH KHBOTHH.

6. ®APMAIEBTHYHHU NAHHH

6.1 Conachx Ha DOMOHIHHTE BellecTBA

Chpueeuna na mabnemrxama:
TToBHaou

Kpocnosugon (Tun-b)
MukpokpHCTaTHA LIeTyno3a

Marzesues creapar

KonouneH 6e3B0acH CHNHIINEB THOKCHA

Obesusxa na mabnemxama:

Xunpomenosa ES

Tank

Turanos auokeua (E171)

Maxporon 400

XCurT xeneseH okeun (E172)

YepeeH xeneszen okcugn (E172)

6.2 HechBMECTHMOCTH

Henpunoxumo=

6.3 Cpox ma rogaOCT

3 roguHH

6.4 Cnennannn ycj10BHEE HR ChXpaHEHHE

To3u nekapcTBeH NPOAYKT HE M3HCKBA CHIELIHAIHH YCIOBHS 33 ChXpaHEHHE
6.5 JAHHH 32 ODAKOBKATA

Tabnerkure ca onakoBanu B PVC/anymMunuesu 6nucrepw.

Tabnerkure ot 500 mg ce npeanarar B onakoeku ot 1, 2, 5, 7, 10, 30, 50, 200 1 500 Tabnerxy.
He BCHYKH BHAOBE ONMaKOBKH MoraT Aa 6bAaT mycHaTH B nponaxba.

6.6 Coensaidd npeAna3HH MEPKH OPH H3IXBLPJIHHE

Hama cneuyaiiu H3HCKBaHUA.




HeHsnonsBaHUAT NeKapCTBEH NPOLYKT WK OTNaABYHHTE MaTepHATH OT Hero TpAOBA [a ce H3XBBLPIAT B
CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHMA.

7. NPATEXATEJI HA PAZPENIEHHETO 3A YIIOTPEBA H ITPOA3BOJHATEJ
Accord Healthcare Polska Sp. z 0.0.,

ul. Taémowa 7,

02-677, Warszawa, Mazowieckie,

[lomma

8. HOMEP(A) HA PAZPEINIEHHETO 3A YIIOTPEEA

Per. Ne: 20110532

9. JAATA HA ITbPBO PASPEHIABAHE/TIOJHOBABAHE HA PAZPEINIEHHETO 3A
YIIOTPEBA

IlaTa Ha mepBO pa3petwiaBale: 15.09.2011 r.
Hata Ha nocneaHo noaHosaBane: (09.08.2018 r.

10. JATA HA AKTYAJINBUPAHE HA TEKCTA

Asrycr 2024 r.




