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1. UME HA JIEKAPCTBEHUA ITPOAYKT

®ogenun 250 mg puamupanu TabaeTKH
Fovelid 250 mg film-coated tablets
Dosenua 500 mg duamupanu TabsieTKu
Fovelid 500 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

®ogenuna 250 mg punmupanu TabneTku
Bcesika ¢punmupana tabaerka ebabpika 250 mg neBogiokcaluH (KaTo JIEBO(IOKCALMH XEMUXHpaT).

®oeenua 500 mg bunmupanu TablIeTKH
Bcesika punmupana tabnerka ceabpxka S00 mg neBodaokcaumH (Kato JieBOPIOKCAlMH XEMUXHUAPAT).

[loMOLIHHK BELIECTBA C U3BECTHO JACHCTBUE
®oenun 250 mg punmupanu TabneTku
Besika dunmupana tabserka cwabpxka 0,02 mg cbHeeT xbaTo anymunues jak (E110).

®ogenua 500 mg puamupanu TadneTku
Beska ¢punmupana tabaerka ceabpika 0,038 mg cbHceT kbaTo alymMmuHueB Jiak (E110).

3a MbJIHKUA CIUCBK Ha MOMOILIHHTE BEUICCTBA BHIKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

OuimMupaHa Tadserka.

®oBenua 250 mg duamupaHu TabneTKH ca pO30BH, MPOABLIArOBATH, ABOMHOM3ITbKHANMU TAONETKH C
JeNuTe/IHa YepTa, ¢ pasmepu 13,7 x 6,7 mm u nedbenuna 3,8 mm.
Tabnerkara Mmoxke na Ob11e pasjieseHa Ha paBHU JO3H.

dosenua 500 mg GuaMupaHu TaONETKH ca OpaHXKeBH, MPOABJIrOBaTH, JBOHHOM3MBKHAIM TAaONETKH C
AEJIUTE/IHA YyepTa, ¢ pa3mepu 19,3 x 7,8 mm u nedenunna 5,0 mm.
Tabnerkara moxxe 1a ObJe pa3aeneHa Ha paBHH J103H.

4. KJIMHUYHUA JAHHH

4.1 TepaneBTHYHH NOKA3AHHA

MdoBenu e rnokasaH MpHy Bb3pacTHH 3a JiIeYeHHe Ha cleHUTe HHPEeKLMH (BXK. TOUKH 4.4 1




dorenun TpsOBa Aa ce H3NOJ3BA NPY CIIOMEHATHTE NO-A0Y UH(EKLMH, CAMO KOrato ynorpedara Ha
APYTrH aHTHOAKTEPHAITHH CPEACTBA, KOUTO OOMKHOBEHO CE NPENOPHYBAT 3a NISHEHHE HA Te3d HHGEKLIUH,
CE€ CUMTA 3a HEeMNoAXoaq1a.

OcTtbp OaKkTepraieH CHHY3UT
e OctpH ex3auepbaLMH Ha XpOHH4HA OOCTpYKTHBHA DenopobHa OonecT, BKMIOYHTENHO OPOHXHT
¢ [THesmoOHMA, npuaOOUTA B OO1IECTBOTO
¢ YCIOXHECHH HHPEKLUH Ha KOXATa H MEKHTE ThbKaHH.
e HeycnoxuHeH uuctur (BX. Touka 4.4).

doBenna Moxke ChILO Ad ¢€ U3MO0/I3Ba 33 3aBBpPLLIBAHEC HA KypCa Ha NNICYCHHCE TIPH MTAUHMCHTH, NOKa3ald
HOHOGPGHHE MnpH HAYATHO JIEYEHHE C HHTPABE€HO3CH HBBOCIJJ'IOKCHI.I,HH.

HeoOxoaMMo € 1a ce B3eMaT npeaBya odHIIMATHATE NPENOPLKYU 32 NOAXOoAsa yrnoTpeda Ha
aHTHOaKTepHallHH CPEACTBA.

4.2 Jdo3apoBKa H HAYHH HA NPHIOKECHHE

Mopenun TabneTky ce NpUiaraT BeAHDXK WK OBa [ThTH JHEBHO. J{03MpOBKaTa 3aBUCH OT BHIA H
TEKECTTAa HAa HHEKLUMATE ¥ OT YYBCTBHUTEIHOCTTA HA MPEANOAaracMHs NMaToreHeH NpUUUHUTE.
®osenua TabreTKH MOXKeE CHILO Ja C€ H3IMO/I3Ba 3a 3aBbpllBaHE HA Kypca Ha JIEYCHHE NPH NalUeHTH,
MOKa3aJiyd nonoOpeHHe Npy HAYAJIHO JIEYEHHE C HHTPABEHO3EH JIEBOQIOKCALMH; fopaaH
6MOEKBHRAJIEHTHOCTTA HAa NAPEHTEPAIHATA M NepopaHaTa (JopMa MOXKE 2 CE W3N0/13Ba ChllaTa 1034a.

Jo3uposka
Morat na 6bpaaT JaieHH CleqHUTE MPENOPBKH 3a NO3HpaHe Ha (DOBEIH;

Hozupoexa npu nayuenmu ¢ Hopmanna bvopeyuna ynrkyus (kpeamununog kaupvuc > 50 ml/min)

Hoxazanue JineBHA N030Ba CXeMA HpoabIKETEJIROCT HA
(cnoped medicecmmay) JICYEHHAETO
(cnopeo mexcecmma)

BCAHBAK JHCBHO

XpoHH4Ha obcTpykTHBHA 6enoapobHa
fonect, BKIOUYUATENHO OPOHXUT

Octp nuenonedpur

YcnoxHeHH HHGEKLIUY HA MEKUTE
ThKaHU

250 mg BEAHEXK AHEBHO 3 nHu
500 mg BeAHBXK AHEBHO 28 v

YcnoxHeHH HHpEKUWH Ha koxkata i | 500 mg BeAHB>K WIH Ba ITETH
MEKMTE ThKAaHH JHEBHO

300 m

BEAHLBK AHCBHO

Creyuannu Ronyaayuy

Hapywena 6vbpeuna ynryua (kpeamununog kiupwvuc < 50 ml/min)




1 030BA CXEMA
500mg/24 h

nwpea ooza: 250 mg nvpea ooza: 500 mg nvpea 0o3a. 500 mg
KJIHDBHC

50 — 20 ml/min cned mosa: 125 cReo mosa. cAeo moea.
mg/24 h 250 mg/24 h 250 mg/12 h

19 - 10 ml/min creod mosa: 125 CReo0 moea. creod mosa:
mg/48 h 125 mg/24 h 125 mg/12 h

< 10 ml/min
(BKJTIOUHMTETHO

creod moea. 125 Caeo moeaa: cneo mosa.

XeMOJHATH3a H
12 4 125 24 h
| mg/48 h 5 mg/24 h mg/

| He ce Hanarat JOITBETHUTENTHK O03H Clle] XeMOAHANN3a WIH HelpeKkbcHaTa aMOynaTopHa NEpUTOHEaTHa
ananuza (HAILID).

Hapywena veprnoopobua gpynxyus

He ce Hanara xopekiiis Ha f03ara, Thid KaTo AeBO(IOKCallMH He c¢ MeTabonu3upa B 3HaUKUMa CTeneH OT
YepHUA Apod M ce ekckpeTHpa OCHOBHO 4pe3 Onbpeuure.

Ionynayua 6 cmapuecka ev3pacm

He ce Hanara kopexkiys Ha J03aTta MpyU NaLKMEHTH B CTaPYECKa BL3PACT, OCBEH aKO HE ChUIECTBYBAT
JaHHM 3a HapylieHa OpOpeuHa pyHkuus (BiK. Touka 4.4 ,, TeHAUMHUT U PYIITYPH HA CYXOXKHNHUATA™ U
» Y Ab/kaBaHe Ha QT-uaTepBana‘).

Ieduampuuna nonynayus
MoBenu € NpOTUBOINOKA3aH MpH Aela H IOHOLIH (BXK. ToUKa 4.3).

HauuH Ha NpUNOKEHHE

®osenna Tabnerky TpadbBa Aa ce norrbaT, 6€3 Aa ce pa3TPOLUABAT H ¢ JOCTATHYHO KOJIUYECTRO
TeYHOCT. Morar fa ce pasaensr no fenyuTeHaTa Yepra 3a ajanTHpaHe Ha no3aTa. 1a0JIeTKUTE MOXe Ja
Ce NPHEMAT IO BPEME Ha XpaHEeHe UMY Mex Oy xpaHeHUuaTa. Dosenua tTabnerky TpadBa aa ce npuemar
NOHE ABa 4aca NpeaH WIH Clel NPHIOKESHUETO Ha XKEC3HU COMH, LMHKOBH COJIM, MarHe3ui- WiH
ATYMHUHMA-CHOBPKALUM aHTHALMAK UM JMAAHO3MH (Camo aexapcmeenu (popMu Ha OUOAHO3UH C
ANYMUHUU- WU MazHe3ul-CoObpcayu Oydepupawyu cpeocmea) u cykpandar, Teil KATO MOXE Aa
HacTBIIU HaMaaBaHe Ha abcopbumsara My (BXK. Touka 4.5).

4.3 IIporuBonoxka3aHnAs

JlesodnokcaunH TabneTky He TpaOBa Aa ce U3MOA3BAT:

NOMOILIHHATE BELIECTBA, U3OpOECHHM B TOouKa 6.1,

* IPH MALHEHTH C CNUMENCHs,

* IPH NALIUEHTH C aHAMHE3a 332 HAPYLICHHUA Ha CYXOXKWITHATA, CBLP3aHH C MNP
(1yOpPOXHHOIOHH,




* [IPH JELA WIH IOHOILH,
* 10 BpeMe Ha OPEMEHHOCT,
* [IPH KbPMAUKH.

4.4 ChennajHH DpeIynpexiIcHus 4 NpeANaIHH MePKH NpH ynorpeba

Ynorpebara Ha nesodokcaurdH TpaOBa Aa ce u3bArsa Npy NaYKUEHTH, KOUTO C& HMAJIH CEPHO3HH
HEXEJIaHH peaklMyd B MUHAJI0TO npH ynoTpeda Ha NpOAYKTH, ChABPHKALUY XHHOIOHH WIH
(GAYOPOXUHONOHH (BXK. TOUKa 4.8).

JleueHHeTO HA TE3M NAlLHEHTH ¢ eBogroKcauMH TpsOBa aa ce 3anoyea caMo MpH JIHIICA Ha
AITEPHATHBHH BBE3MOXXHOCTH 33 JICYEHHE H CNel BHUMATE/IHA OLICHKA Ha ChbOTHOLUEHHETO MOoJ3a/pUCK
(BaK. cBILO TOUKA 4.3.)

Puck om pesucmenmuocm

MHOro BEpOATHO € METHLIWIHH-PE3UCTEHTHH S. gureus 1a UMAT KO-PE3UCTEHTHOCT KbM

(G 1yOopOXHHOJIOHH, BKIIOHHTENHO JieBodokcauuH. [lopaau ToBa sieBo¢nokcalMH He C€ NpENnopbYBa 3a
NleYeHHeTO Ha H3BECTHH WIHM NOJO3HPAaHH HH(EKIIHU C METHLIWJIHH-PE3SUCTEHTHH Staphylococcus aureus
(methicillin-resistant Staphylococcus aureus, MRSA), ocBeH ako 1abopaTOpHU pe3yITATH NMOTBBPAAT
qyBCTBHTEJIHOCT HA MHKPOOPTaHH3Ma CITpSMO JIEBOGIOKCALIMH (M NMPenopbYBaHUTE OOUKHOBEHO
aHTHOAKTepHaHU CpEICTBa 3a NeueHHe Ha HHpekuun ¢ MRSA ca cyereHHd 3a HeNOAXOAALIK).

JlesodniokcanyH MOXe Ja ce U3MOJI3BA 33 JIeUSHHE Ha OCTBHP DaKTepHANICH CUHY3HT H OCTpa
ex3auepbaupsa Ha XpOHHUYEH OPOHXHMT, KOraTo Te3u HHPEKLUHH ca NMPaBHIHO AHArHOCTULIMPAHH.

Pe3ncrenTHocTTa cipamo guiyopoxHHONIOHH Ha E. coli — Hai-4ecTHs NaroreH, CBbp3aH ¢ HHPEKLHH Ha
[MMKOYHUTE ITHTHLIA — BapHpa B paMKuTe Ha EBponeickus cbio3. [IpenopsuBa ce nekapHTe na B3eMaT
MpeABH JIOKATHO NpeobianaBaliaTa pe3aucTeHTHOCT crnpaMo GITyopoXHHOJIOHH npu E. coli.

HuxanaTopeH aHTpake: ynorpebaTa Mpu Xxopa ce OCHOBaBa Ha JaHHM 3a UyBCTBUTEJIHOCTTa Ha Bacillus
anthracis in vitro ¥ Ha eKCTIEPUMEHTAIHY JAHHHM NMPH )KHBOTHH, 3a€JHO C OrpaHH4YEHH JaHHHU NPH XOopa.
JlekyBauiure nexkapy TpabBa Aa HaNpaBAT CNPABKa ¢ HALMOHAITHMTE H/WIH MEXAYHAPOIRHTE
KOHCEHCYCHHM NOKYMEHTH 3a JIeYeHHUE Ha aHTPaKC.

IIpodvioicumennu, uHeATUOURUPAU U NOMEHYUWIHO HEODDAMUMU CEPUOIHU HENCENAHU NEKAPCMBEHU
peaxkyuu

Cpobuiasa ce 3a MHOTO pelIKd CN1ydad Ha NPOAB/DKUTENHH (ITPOAB/DKABALIH MECEHH WITH MOAHHH),
WHBANIMAAZHUPALLM M TOTEHUMANTHO HeoOpaTHMH CEPUO3HH HEXENAaHH JIEKAPCTBEHU Peakiivy, 3acaralliy
pa3IM4YH{, MOHAKOra MHOIO, CUCTEMH B OpPraHu3Ma (MyCKY/JHO-CKEJIETHA, HEPBH& CHCTEMA, NCHXHKA H
CETUBHHU OpraHHn) NpM Nau{eHTH, MOTy4YaBalld XHHOJIOHHU H (PTYOPOXHHOJIOHH, HE3aBUCHMO OT TAXHATa
Bb3PacT K Bede CHINECTBYBAIINTE PUCKOBH (pakTopH. JleBodnokcauns Tpgbea aa ce cnpe He3abaBHO NpH
[TbPBUTE MPH3HALIM WKW CHMIITOMM Ha BCAKA CEPHO3HA HEXKEJaHa peakiys, kaTo nauMeHTHTe Tpabaa na
ObJaT NOCHLBETBAHM Ja CE€ CBBLPXKAT C JieKaps, NPEeANHCAa 1EKApCTBOTO, 3a ChBET.

Tenounum u pazxwcearne Ha cyxoxncuiue

TeHAMHUT H pa3KbCBAHE HA CYXOXKWIKE (MO-CMELIMANTHO aXHWIECOBO CYXOXKHIIHE, HO |
CaMo OO0 Hero), MOHAKOra ABYCTPaHHO, MOKE 1a CE€ MOJYYH OLIE B pAMKHTE Ha 48 ufrs
NICYEHUETO C XMHOJIOHM H (PNYOPOXHHOJIOHH, KaTO HMa ChOOLIIEHMA 32 TAKUBA, pa3B




HAKOJIKO MEcella Cjie]l MPeKpaTABaHe HA JICUEHHETO. PUCKBT OT TCHOKHUT 4 Pa3KbCBaHE Ha CYXOXKHIIHE CE
NOBHILIABA MPH NO-BB3PACTHH NALMEHTH, NALMEHTH ¢ OBOPEYHO YBpEXIaHE, MALIMEHTH C
TPAHCIUIAHTUPAH COJIHIEH OpraH, NMalMeHTH, NoMy4aBall nesoduiokcauuH B AHEBHHU 0034 1000 mg, u
TAKMBA, TeKYBaHH CBITBTCTBAINO C KOPTHKOCcTepouau. ITo Tazu npuuuHa cenbTcTBallaTa ynorpeba Ha
KOPTUKOCTEPOUAU TpAOBa na ce u3bsarea.

[Ipu mbpBHA NPHU3HAK HA TEHAUHMUT (Hamp. 60NE€3HEHO MOOYRAHE, BH3MAICHUE) IEUEHHUETO C
aesodiokcaldH TpabBa fa ¢e npexkpaTh H Ja ce OOMUCIIU anTepHaTUBHO JIEYEHHUE. 3acerHaTUAT(Te)
kpaiiHuKk(LM) TpsaOBa na 6vae(arT) nekyBas(u) no noaxoaai HauuH (Hanp. o6e3nsuwxkeaHe). He tpabsa na
C€ H3MOJI3BAT KOPTHKOCTEPOKIIH, aKO C€ MOABAT NPU3HALM HA TEHAUHOIATHA.

Muoxaonyc

CpobmiaBaHH ¢a CIy4ad Ha MHOKJIOHYC TPH NMaLHMEHTH, TPHEMALIH 1eBodUIOKCAUMH (BaK. TO4Ka 4.8).
PHCKBT OT MMOKJIOHYC C€ MOBH1LIABA [TPH NO-Bb3PACTHHU NMALMEHTH M NPY NalHeHTH ¢ 6B0peuHo
YBpeXIaHe, aKo A03aTa Ha JIEBOQUIOKCALIMH HE C€ KOPUIHpa Criopel KpeaTHHUHOBHA KIIHPBHC.
JleodnokcauyH TpadOBa f1a ce npexkpaTtH He3abaBHO NpH MbPBATA NOABA HA MHOKJIOHYC H J1a C€ 3arnouHe
MOAXOAALLO JIEUEHHE.

3abonaeanun, cevpzanu ¢ Clostridium difficile

Hnapudara, ocobeHO aKo € Texka, NPOAL/DKUTE/IHA U/WIK KbpBaBa, 10 BpeME Ha WU C/E] JICYEHHE C
neBogIOKCALHH ( BKIIIOYHTEHO HAKOJIKO CEAMHLIM CIIC/l NEYEHHUETO), MOXKe Aa ObJe CHMITTOMATHYHA 33
3abonsBaHe, cBbp3aHo ¢ Clostridium difficile (Clostridium difficile-associated disease, CDAD). CDAD
MOJKE JIa Bapupa 10 TEXECT — OT JIEKO [0 »KHUBOTO3aCcTpaLlaBamlo, Hal-Texkkara opMa Ha KOETO €
NceBAOMEMOpaHO3eH KOIUT (BXK. TOUKa 4.8). ETo 3a110 e BaKHO Ta3u OHarHo3a Ja ce B3eMe NpeaBU] ITpH
MalyeHTH, KOUTO Pa3sBHBAT TEXKA AHAPHSA N0 BPEME Ha WIH CJIe ICYEHHUE ¢ JIEBOGIOKCALMH. AKO HMa
cbMHeHHe WiH ¢e noTeepau CDAD, nepodnokcaurH TpabBa aa ce cnpe He3abaBHO M BeHAra na ce
3aMOYHE NOAXOOAIO NedeHue. JlexapcTBeHUTe NPOAYKTH, MOTHCKAUIK NEPHCTANTHKATA, €4
[IPOTUBOMOKA3AHH B Ta3W KJIMHUYHA CUTyaLus.

Ilayuenmu, npedpaznoaoxcenu KoM 2opHose

XMHOJIOHUTE MOTaT Ja CHHXKAT MbpYOBHA Mpar W [ia NpeaH3BUKAT rvpuoBe. JleBodnokcauyH €
MIPOTHBOIOKAa3aH MpH NALMEHTH ¢ aHAMHE3a 33 eNUIETNCHA (BX. TOUKa 4.3) U, KaKTO NMPH APYruTe
XHMHOJIOHH, TpaORa Aa ce npuiara ¢ NOBULIEHO BHUMAaHHE NPH MaLMEHTH, NPeapasnookeHH KbM
rbPYOBE WIH HA CEITHTCTBALIO JIEYEHHE C AKTHBHH BELIECTBA, KOMTO CHIDKABAT LiepeOpaHHA IbpUoOB
npar, kaTo TeodunuH (Bx. Touka 4.5). B cayuaii Ha KOHBYJICMBHH I'bp4OBe (BXK. TOUKa 4.8) JIEHYECHUETO C

nesoduokcaurH TpadBa aa ce npexparTHu.
Iayuenumu c nedocmuz na 2moxo3o-6-gpocham Sexudpozenasa

[TanueHTHTE ¢ TATEHTEH WIH U3ABEH HEJOCTHUT Ha NIKOK030-6-docdaTr 1exuaporeHasHa akTHBHOCT MOXeE
Aa ¢a MpeapasnonoXeHd KbM XeMOJIIMTHUYHY peaKUrU, KOraTo ca Ha JIeU€HHE ¢ XHHOMOHOBH
aHTHOAKTepHAITHH CPEACTBA. 3aTOBA aKO NMPH TaKMBA NaLUMEHTH TpA6Ba Aa ce H3MN0A3Ba JEBOIOKCALMH,
€ HeoOXOAWMO 1a Ce CNeAU 3a €BEHTYATHA NOABA HAa XEMOJTH3a.

ITayuenmu c 6vbpeuno yepexcoaue

Tbit karo NeBoGIOKCALMH Ce€ EKCKPETHPA OCHOBHO Ype3 ObOpeunTe, 103aTa Ha JieB
na Obje KOpUripaHa NpH MalHeHTH ¢ ObOpEeYHO yBpeKIaHe (BXK. Touka 4. 2).




Peaxyuu na cepvxuyscmeumeniocm

Jlesonokcalun MoxKe Ja MPUHHHHA CEPHO3HH, IOTCHUHATHO (PaTalHH peakLHHl Ha
CBPBXYYBCTBHUTEJIHOCT (Hamp. aHrHoeaeM A0 aHahuNaKTHYEH LIOK), MOHAKOra cnell HayajaHaTa fo3a (BX.
Touka 4.8). [lauuenture TpsOBa Aa nNpekpaTAT NeUeHHETO He3abaBHO U J1a Ce CRBPKAT C JieKapsd CH WU C
JeKap OT CNELIHA MOMOLL, KOUTO Aa npeanpUeMe MoAXOASWH CIIEIHA MEPKH.

Texcxu KOJICHU HeJICEeRaHU Peakyuu

[Tpn ynotpeba Ha neBoAOKCALHH ca CHOOLIABAHM TEXKKH KOXHH HekellaHH peakuuu (SCARs),
BK/TIOUBAINM TOKCHYHA enuaepMania Hekpoausa (TEN: u3BectHa oule karo cuHapoM Ha Lyell), cunapom
Ha Stevens-Johnson (8JS) u nekapcTBeHa peakums ¢ €oO3nHOGUNUA U CUCTEMHH CHMITTOMH (DRESS) ¢
OCTpa reHepanusupaHa ekzaHTematosHa nycrynoza (AGEP), kouTo MOxe fa ca )KMBOTO3acTpallaBalily
WIH ¢ netaneH u3xoa (Bx. Touka 4.8). [Ipu npeanucsaHeTo Ha JI€eKApCTBEHUS NMPOAYKT MaLMEHTHTE
TpsaOBa Ja 6baaT HKHPOPMHUpAHH 32 NPUIHALIMTE U CHMIITOMHUTE HA TEXKKHUTE KOXXHU peakliMH U Aa Ovaar
HaOMOAaBaHHU C MOBHILEHO BHUMaHHE. AKO €€ MOABAT fIPH3HALK H CUMNTOMH, MOKA3aTE/THH 33 TE3H
peakilMM, NPUIOKEHUETO Ha JIEBOGUIOKCAIIMH TPAOBA A4 ce NpeyCTaHOBY He3abaBHO M Aa ce 0OMHUCIIH
aANTEPHATHURHO JIeUeHHe. AXO npH ynorpedaTa Ha JIeROQIOKCALMH MALHEHTLT € Pa3BHI CEpPHO3HA
peakuus, kato Hanpumep SIS, TEN, DRESS unu AGEP, npu To34 nauudeHT He Tpa0Ba aa ce 3ano4sa
OTHOBO JIC4YeHHe C IeBOGIIOKCALIHH, B KOWTO H fa 6HI10 MOMEHT.

Jucznuxemun

KaxkTo npH BCHYKHM XHHOJIOHH, ¢a ¢bOOLIaBaHH HAPYLIEHUS B KpBBHATA 3aXap, BKIIOUBALIH KAKTO
XMIOTJIKKEMHS, TAKa H XHIEPriIHKeMHA, OOUKHOBECHO NPH NALKEHTH ¢ A1abeT, NpHeMally ChbITbTCTBALIO
NeyeHre ¢ NEPOPATHO XUTMOTTHKEMHYHO CpeacTBO (Hanp. rnubeHknamua) Wi ¢ HHCYJuH. CpobiiaBaHy
ca CJly4yay Ha XMrnorjiMkeMuuHa koma. [lpu nanmpenTu ¢ auaber ce npenopbyuBa BHUMATENHO HabnoacHue
Ha CTOHHOCTHTE HA KpbBHaTa 3axap (Bxk. Touka 4.8).

Jleuenuero ¢ PoBenua TpadOBa 1a Obae NpekpaTeHo He3a0aBHO, aKO NALMEHTAa A0KIaBa 38 U3IMEHEHHE B
KPBBHATA 3axap M TpabBa na ce 0OMHUCIIH ANTEpHAaTHBHA HEXHHOJIOHOBA Tepanus.

Ilpeonassane om gpomouyscmesumennocm

[Tpm nepodnokcanmi ¢ chobiasaHa GoTOUYBCTBUTENHOCT (BXK. TouKa 4.8). IlpenopbuBa ce NALIHEHTHTE
Ja He ce w3naraT 0€3 Hy»Ja Ha CHJIHA CJTbHYEBa CBET/IMHA WIH Ha H3KYyCTBeHH UV mbun (Hanp. KBapLoBa
JlaMIa, coflapyyM) o BpeMe Ha JiedeHueTo K 48 yaca cnen npekpaTaBaHETO MY € L€ NMPeAna3BaHe oT
(OTOYYBCTBHTENHOCT.

Ilayuenmu, nexysanu ¢ aumazonucmu va sumamun K
[Topanu BBL3IMOKHOTO NOBHIIARAHE HA NOKa3aTeauTe Ha koaryaauuoHHute tectoBe (PT/INR) w/nnu
KBhPBEHE [PH MAalMEHTH, IEKYBaHH ¢ neBodIOKCAlHH B KOMOWHALMS ¢ AHTATOHUCTH Ha BUTaMHH K

(namnp. sapdapuH), e HeoOxoauMo Aa ObAAT HabNIOAABAHH, KOraTO TE3H JIEKApCTBa CE€ NpUiarat
eHOBPEMEHHO (BXK. TO4UKa 4.5).

Heuxomuunu peaxyuu

[TpH nauMeHTH, MpUeMAalld XHHOJIOHH, B TOBA YHCJIO IEBOQUIOKCALIMH, Ca ChOOLLAE
peaklidiH. B MHOTO peaKH CJTydya TaKMBa PeakLMM Ca NMPOrpeCHpaliy A0 CYMLHAH
CaMO03acTpalliaBalllo MOBEeHHE, MOHAKOra caMo Clie] eHHHYHA 1038 JIEBOQIIOKC?
cltydaii ue NalueHThT pa3BUe Te3U peaklMy, JieBodIoKCauuH TpabBa Aa ce npekpa




rnpeanpyueMaT noaxoasaiiH MCpKH. HPGHOP'B‘IBH CC INNOBHLLICHO BHUMaHHC, AKO HEBDC])HGI{CRHHH ce
H3noja3ea rnpy NCHXOTHYHH NALTMCHTH WJIH NMPH MAUMCHTH C aHAMHE34 34 IICUXHUYHO 3abosBaHe.

Yovnorcasane na QT-unmepeana

Heo6xoanMo e nmoBHILIEHO BHUMAaHHE, KOraTo (UTYOPOXHHONOHH, BKIIOUUTETHO JIEBO(IOKCALIUH, ce
U3MOJ3BAT MPH MALHEHTH C U3BECTHU PUCKOBH (PaKkTOpH 3a yabinKapaHe Ha QT-uHTepBana, KkaTo
HanpuMep:

- BpOOEH CHHAPOM Ha YaAbMXKeH QT-uHrepan

- €IHOBpEMEHHA ynoTpe0ba Ha JIeKapCTBa, 3a KOHTO € H3BECTHO, 4e yannkasar QT-uHrepsana (Harnp.
aHTHapHUTMHULH OT Knac 1A u 11, Tpuuuknuuim aHTuaenpecaHT, MAKpPOJIUIH, aHTHNICHXOTHLIH).

- HEKOPHI'HMpaH enekrponuTeH gucbananc (Hanp. XMnokaiueMus, XHrnoMarHe3ueMHs )

- cbpaeyHo 3a6onaBane (Hanp. ChpACYHA HEAOCTATHYHOCT, HHPAPKT HAa MHOKapaa, Opaaukapaus)
[laneHTHTE B CTAp4ECKA BH3PacT M )KEHUTE MOXKE Aa CA MNO-YYBCTBUTE/IHA KHM J1eKapCTaa, YA B/KaBALLA
QTc-unTeprana. [lopagu ToBa € HeOOXOAMMO NOBUINEHO BHUMaHUE Npy ynoTpebara Ha
(hITyOPOXHHOIOHH, BKIKOYHTETHO JICBOPIOKCALIMH, [IPH TE3H MOMYNaLlHH.

(Bx. ToukH 4.2 Ilayuenmu 8 cmapuecka ev3pacm, 4.5, 4.8 u 4.9).

Ilepughepna nesponamuc

Crobiasa ce 3a CIyyad Ha CeH30pHA MM CEH30MOTOPHA MOJKWHEBPONATHA, BOACLUU 10 NapecTe3na,
XHIIOECTE3HSA, AU3ECTEIHA WK ¢1ab0oCT NpH NaLHEHTH, MPpHEMAaIUH XHHOMOHH H (PiTyOPOXHHOMOHH.
[lauueHTUTE Ha NeueHHe ¢ nepodiokcalMH Tpadea Aa OBAAT NOCEBETBAHH Ja UHPOPMUPAT CBOA JIEKap,
npeau Aa pOAB/DKAT NeHEHUETO, aKO C€ NOSBAT CHMNTOMU Ha HeBponaTHi KaTo 60ika, ycelaHe 3a
napeHe, MpaBy4KaHe, M3TPbIIBaHe WIH cabocCT, 3a Aa c€ MPEeAOTBPATH Pa3BUTHETO Ha MTOTCHUHAIHO
HeobpaTuMo 3abosisiBaHe. (Bx. Touka 4.8).

Xenamobuiuapru napyuienus

Cro0laBaHH ca ciy4ad Ha YepHoApoOHa Hekpo3a a0 ¢daTtainHa YyepHoapoOHa HEAOCTATHYHOCT MNMpPH
neBoMNOKCALIHH, MPEAMMHO NMPH MaLHEHTH ¢ TEXKHA OCHOBHH 3a00NaBaHUA, Halp. CENCHUC (BIK.

Touka 4.8). [NauueHTHTe TpAOBa Na OBAAT CHBETBAHU Aa CNPAT NEYEHHETO U 1a C€ CBHPXKAT C JIeKaps CH,
axo pa3BUAT MPU3HALM M CUMITTOMM Ha uepHOApoOHO 3abongBaHe KATO AHOPEKCHA, )KBJITECHULIA,
MOTBMHABAHE HA YPUHATA, NMPYPUTYC WU OONE3HEH KOPEM.

Obocmpsne HQ MUQCMERUA 2PABUC

(OnyopOXHHONMOHUTE, BIJIIOUHTENHO JIEBOJIOKCALMH, [TPUTEKaBaT JeHCTBHE, O10KUpALLIO
HEBPOMYCKYJTHaTa MPOBOAMMOCT, ¥ MOTaT Aa 000CTPAT MYyCKYJ/THaTa c/1abOCT NPy NallUeHTH ¢ MHACTCHHA
rpaBuc. Ynorpetara Ha QJTyOpOXHHONIOHH MPH NalLMEHTH ¢ MUACTEHHA MPAaBHC € 61ia NpuapyxeHa oT
NOCTMApPKETHHIOBY CHOOLLIEHKS 32 CEPHO3HH HEXKENIAHH JIEKAPCTBEHH PEaKLMH, BKIIOYHTENHO CMBPT H
HeOOX0OHMOCT OT NOAALPKAHE HA AHLLAHETO. JICBOGIOKCAUMH HE ¢€ NMPEeNnopbYBa NPH MALMEHTH C
M3BE€CTH& AaHAMHE3Aa 32 MUACTEHHS PaBUC.

3pumennu HapyuieHus

AKo 3peHHeTO OBbIe YBPEACHO WM BE3HUKHAT HAKAKBY €eKTU BBhpXY OunTe, HE3a0pHQN
IpoBe/ie KOHCYITauua ¢ odranmonor (Bx. ToUkn 4. 7 H 4.8).

Cynepungpexyun




Ynotpebara Ha NeBOPIAOKCALMH, OCOOEHO MPOAB/DKHTEIIHATA, MOXKE A4 JOBEAE 4O CBPBXPACTEXK HA
HEYYBCTBUTEIHH MUKPOOPraHHW3MH. AKO 1O BpEME Ha JICUCHHUETO ¢ MOABU cynepyHpekuud, Tpsba aa
ce NpeaAnpUeMar NnoAXoNALIH MEpPKHU.

Humepgepenyus ¢ nabopamopru u3caeo08anuA

[Ipu naumeHTH, NEKYBaHHU ¢ IEBOGNOKCALUHH, YCTAHOBABAHETO HA ONTMATH B YPUHATAE MOXKE 1a [TOKaXe
aATIMBO MOJIOKUTENHHU pe3ynTaTth. Moxe na € HeoOX0AUMO MOTBBPKACHHE HA NONOXKHUTETHHTE
Pe3YATATH OT CKPMHHMHIA 3a ONMHATH ¢ MO-CNeUUPUUECH METOA.

JlesodutokcauyH Moxe Ja HHXHOKpa pactexka Ha Mycobacterium tuberculosis ¥ nopanu ToBa na faje
$panuHBO OTpHLATE/IHH PE3YJITATH NMPH 0AKTepHOJIOrHYHATA THarHo3a Ha TybepKonoaa.

Anespuzma u Qucexayus HaQ aopmama u pe2yp2umayiil/Re0OCmamvy¥HOCM HA ChpOeyHume Kianu

EnuaeMHOAOrHYHATE MPOYUBAHHS MMOKA3BAT MOBHULUEH PUCK OT AaHEBPH3MA U AMCEKalMA HA aOpTaTa,
0COOEHO MPpH NALMEHTH B CTAPYECKA BB3PACT, KAKTO U OT perypruralus Ha aoprara U MHTpaJlHaTa Kiaana
cnen ynorpeba Ha PIYOPOXHHONOHH.
CrobluecHM ca CTyHau Ha aHEBPH3Ma M AHCEKAIIHA Ha a0PTAaTa, MOHAKOra YCJIOKHEHH [TOpaay pa3KbCBaHe
(BKITIOUHTENHO C JIETANEH M3X0[) U perypruralMs/HeJOCTATBYHOCT Ha HAKOU OT ChbPAECYHHTE Kany npH
NaLMEeHTH, NpUeMaliH GIyOPOXUHONIOHH (BXK. TOUKA 4.8).
Cnegosarenno GayopoxHHONOHKTE TPAOBA [a e M3MOI3BAT CaMO Clie€[l BHMMATEIHA OLICHKA Ha
CHOTHOLWIEHHETO NON3A/PHCK U cliel OOMHCIAHE Ha APYrd TepaneBTHYHHU Bb3MOXHOCTH [P NALHEHTH C
NONIOXKHTENHA (PaMIIHA aHAMHE3a 3a aHEBPHU3Ma WM BPOACHO 3a00nsBaHe HA ChPACYHUTE KIIANKU, WIH
NP NalMeHTH JHArHOCTHLHPaHH C NpeAIlecTBalla aHEBPU3Ma W/ HIH AUCCKALMA HA a0OpTaTa WiH
3a00/14BaHe Ha CHPACYHUTE KIIaNU, LK NP HAJTHYHE Ha JPYTrd PUCKOBH (aKTOpH KWiH 3abongBaHus
npeapasnoaaramm
- KaKTO 32 aHeBPH3Ma, TaKa H 33 JUCEeKalMs HAa aopTaTa M 3a perypruTallus/HeI0CTaTbYHOCT
Ha CbpAe4HWTE KianH (Hanp. cuHApoM Ha Marfan unu cuaapom Ha Ehlers-Danlos, cunapom
Ha Turner, 6osect Ha Behcet, xunepToHusa, peBMaToUZieH apTpUT) WIH AOITJIHHTEIHO
- DpPH aHEBPU3Ma M IMCEKAlLMA Ha aopTaTa (Hanp. ChAOBH HaApYLIEHUS, HAMIP. apTEPHHT HA
Takayasu, rHFaHTOKIIETLHYEH APTEPHUT, WIH H3BECTHA aTEPOCKIEPO3a WIH CHHAPOM Ha
Sjbgren), WX JOMBIHUTETHO
- TIpH pErypruTaiysa/HeoCTaTbYHOCT HA ChPASYHHUTE KJamnu (Hanp. UHGEKHOo3eH
€HJAOKAPIHT).
PHUCK®T OT aHEBpPH3Ma U IMCEKALIMA Ha a0pTaTa M TAXHOTO pa3KbCBaHE MOXKE CBHIIO Ja C€ MOBMIUH NpH
AALUEHTH, JIEKYBaHH €JHOBPEMEHHO CbC CUCTEMHH KOPTHKOCTEPOHIH.
[Ipu BHe3anua 6onka B KopeMa, IpbAHHA KOILI HNH rbpda NauneHTHTe TpAOBa na 6baaT NOCHLBETBAHH 1A
C€ KOHCYJITUpAT He3a0aBHO ¢ NeKap B OTAe/NICHHE 3a CIELHA MOMOLIL.

[Mauuenture TpsabBa ga ObAAT NOCHBETBAHM Aa NOTLPCAT He3abaBHO MEAHUIMHCKA IOMOILILL B CITyYaH Ha
OCTpPa AUCITHEA, MOABA HA ChpueOueHe (mannuralyi) HWIH pa3sBUTHE Ha OTOK HA KOpEMa WIH JOJAHUTE
KpaHHHLIH.

Ocmbp nankpeamum

[py maupeHTH, NpHEMaLIH TEBO(IOKCALIMH, MOXKE ia ce Hab/ioaBa OCThp NaHKpeay ﬁ -
TpaOBa na 6baaT HHPOPMUPAHH 3a XapaKTEPHATE CUMITTOMU Ha OCTBHP I'IaHeraTHT - _
HMaT rajicHe, Hepas3MnoNOKEHHE, KOpeMEH AUCKOMPOPT, OCTpa KopeMHa Hoka Wiy / : - B c‘* r EDRTR

na 6bJaT NoaNoKEHH Ha He3abaBHA MeIHLIHHCKA OLICHKA. AKO C€ NOA03Hpa OCTHY HRYK #;g o\ S
ynoTpebara Ha J1eBOQIOKCALMH TpsOBa J1a ce NpEYCTAaHOBH, AKO CE IOTBBLP/H, f‘ (76 hfﬁﬁ,},ﬁg &
fa ce 3arno4sa HaHoBO. TpabBa Aa ce BHUMAaBa NNPH NMALUWEHTH ¢ aHAMHE3a 3a MaH 2y 83 |
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Hapywenua na kpvrema

KOCTHOMO3BUYHA HEAOCTATHYHOCT, BKIIOUHTENHO JICBKONCHUA, HEYTPONEHUA, ITAaHUMUTONEHHS,
XEMOJIHTHYHA aHEMMUA, TPOMOOLIMTONICHHS, AarflaCTHYHA AaHEMHUSA WIH arpaHyJOUHTO3a, MOXE Ja Ce pa3BHe
1O BpeMe Ha JIEHEHHUETO ¢ JJeBouiokcalMH (BXK. Touka 4.8). [Ipy cbMHEHHE 3a HAKOE OT Te3H HapYLUCHHA

Ha KpbBTa TpAOBa Oa ce clneAu KpbBHATA kapTHHA. B cay4ail Ha aOHOpMHHU peaynraTH, TpsadBa na ce
OOMHCIIH NTPEKPATABAHE HA JISYCHHETO ¢ JIeBOIOKCALUH.

PoBennn ChABPIKA CBHCET XBINTO, KOETO MOXKE Ja ITPHYHHH AJICPrHiHH PCAKIIHH.

4.5 BiaumoaeilicTBHe ¢ APYrA JIEKAPCTBEHH NPOAYKTH H APYrA GOpMHA HA B3aHMOACHCTBHE

EdekT Ha Apyry JiekapcTBEHHU NPOAYKTH BbpXY Dosenua

XKenesnu conu, yunxosu coau, MazHe3uti- Wl AWIYMUHUU-CHOBPICALYYU AHMUAYUOU, OUOAHO3UH

AOcopbuusiTa Ha teBo(IOKCAIIMH € 3HAYMTENIHO HaMa/leHa, Koraro JeBodaokcaluH TabneTku ce npunara
E€IHOBPEMEHHO C XeJ1e3HU COJIM, MarHe3uii- WK alyMHHHH-CbIbPXKALLH AHTHALUMAN WK IHAAHO3HH
(camo nexapcmeenu opmu A OUOAHOIUH ¢ AAYMUHLT- WU MaZHe3Ul-ChOBpIcauyu bygepupayu
cpedcmea). Uirnexaa, 4e eQIHOBPEMEHHOTO NMPHIMKEHUE HA (PIYPOXHHONOHH ¢ MYJITHBHTAMHHH,
ChAbPXALIH [IMHK, HAMAJIABa TAXHATA nepopaiHa abcopdbuus. [Ipenopbupa ce npenapaTure, ChAbpXKaLLH
ABYBAJIEHTHH WM TPHBANCHTHH KATHOHM KATO JKENE3HH COMH, LMHKOBH COJIH MArHE3UH- WIH aTyMHMHHH-
ChAbPXKAIIH AHTHALMAH UK THUAAHO3UH (CaMo Aexapcmeenu Gopmu Ha OUOAHO3UH C QIIYMUKUU- UlU
MazHe3uli-cvovpxcaiyu byghepupawu cpeocmsa), 1a He 6BLAAT NPHEMaHH 10 2 Yyaca Mpeau UIU Cea
npuioxeHHeTo Ha Posenna TabneTkH (BX. Touka 4.2). Kanuyesure cony okasBaT MUHHMaJICH €deKT
BbPXY NepopanHara abcopOuna Ha neBOJUIOKCALMH.

Cyxpangpam

buonanmnydoctTa Ha nepoduiokcauuH TabneTkn HaMangBa 3HauMTENHO, KOraTo ce npuiarar
€AHOBPEMEHHO CBC CYKpandar. AKo nauueHTHTe TpaOBa Aa npyueMar U cykpangar, v PoBena, HaH-
100pe € na npuemar cykpaidar 2 yaca ciel npunoxeHueTo Ha Qopenua Tabnetku (BX. Touka 4. 2).

Teogpunun, ghenbyghen wuru ROCOOHU HeCMEPOUOHY NPOMUBOGLINATUMENHU NEKAPCTNEA

[lo BpeMe Ha KIMHUYHO NMpOYy4YBaHe He ca OWiH ycTaHOBEHH (papMaKOKHHETHYHH B3aNMOACHCTBHA Ha
neBoduiokcalH ¢ TeopunuH. Brnpeku ToBa MOXe Aa HACTBIIH U3PA3EHO CHWKABAHE Ha LiepebpalHua
MEPYOB Npar NPy eJHOBPEMEHHO NIPUIOKEHHE Ha XMHOJIOHU ¢ TeO(UNHH, HECTEPOHIHH
NMPOTHBOBB3NAJIMTEIHH JIEKAPCTBA WK JPYTH CPEACTBA, KOMTO CHHKABAT MbPUOBHSA Mpar.
Konueurpauunre Ha nesodnokcanut ca 6uny ¢ okono 13% no-BucokH npH Hanuuue Ha ¢peHbyden,
OTKOJNKOTO NPH CAMOCTOATENHOTO MY ITPWIOIKEHHE.

IIpobeneyuo u yumemuouH

[Tpobenenna ¥ UUMETHANH UMAT CTATUCTHUECKN 3HAYHUM €QEKT BbpPXY EJIUMH

neBodaoKcalldH. brOpeuHuaT KNHpBHC Ha neBOpIOKCALMH CE€ HAMATTABA OT

npoSeHena (34%). Toea ce ABIKH Ha cnocoOHOCTTA HA TE3H ABE JIEKApCTBA ¢ Db

TyBynHa cexpeuns Ha Nesodokcauus. Bunpeku Topa Npu u3nurBaHuTe B NPQYE MRS

BEPOSTHO Aa OBbAAT YCTAHOBEHH CTATHCTHUYECKH 3HAYHMH KHHETHUYHH Paziiu Hé 3HauBMOCT.
OIﬁ E’b’iﬁ'}fﬁ .




HeobxoauMo € NOBHIIEHO BHUMaHKHe NpH eJHOBPEMEHHO NPHJIOKEHUE Ha NeBOQIOKCALIUH C IEKapCTBa,
3acaraiy 6ppeynara TyOyaHa cekpeuus, KaTo NpoOeHEUHa H LHMETHAKH, OCOOCHO NMPU NAUUEHTH C
OBLOpeUHH YBpEKIAHHA.,

Hpyea npunoxcuma ungpopmayun

[Tpy kNHHUYHY hapMaKOJIOrHYHHM NMPOYUBaHUA € MOKA3aHO, Ye PapMakOKUHETHUKATA Ha JIEBOQIIOKCALIMH
HE € 3aCErHaTa B KJIMHUYHO3HAYKMMA CTEMEH, KOraTo nesoduIoKCalMH ce NMpWiara 3aciHO CbC CACIHHTE
NIEKapCTBa: KallMeB KapOOHAT, AMrOKCHH, MHUOCHKIAMHUI, pAHUTUIUH.

EdexT Ha PoBenua BEPXY APYIH JIEKAPCTBEHH NPOAYKTH

Luxnocnopun

BpeMeTo Ha NOMY>KHUBOT HA LMKJIOCTIOPUH C€ yAbMKaBa ¢ 33%, KoraTto ce npuiara 3aeiHo ¢
neBOQIOKCALIUH,

Aumazonucmu na sumamun K

CpoOluasaHu ca NOBUIIEHH NOKa3areay Ha koarynaumonHure tecrose (PT/INR) wunu knpBene, koeto
MOXE 18 OBbHe TEXKKO, MPH NalMEHTH, IEKYBaHH C JIEBO(IOKCALMH B KOMOHHALUMA C AHTATOHHCTH Ha
ButaMuH K (Hanp. sapdapun.) [lopaau Toea € HEOOXOOUMO MOKA3aTEIMTE HA KOaryJlaldOHHHUTE TECTOBE
aa 6baaT HabnmoaaBaHM NMPH AALHEHTH, JIEKYBAHM ¢ AHTArOHUCTH Ha BUTaMKH K (BX. TOuka 4.4).

HAexapcmea, 3a xoumo e uzgecmuo, ue yowndcaeam QI-unmepsana

JlesodokcalMH, NOAOOHO HA OcTaHAIUTE GNYOPOXHHOJIOHH, TpAOBRa Aa Obae H3NO3BaH C MOBHLIEHO
BHHMaHHe NPH MalUeHTH, MPHEMALLM JIEKapCTBa, 33 KOUTO € U3BECTHO, Ye yammkaBaT QT-unrtepsana
(Hanp. anTHapUTMHLUM OT Kiac IA u III, TpAUMKIMYHY aHTUIENPECAHTH, MAKPOIMAY, AHTUIICHXOTHLIH)
(BXx. TouKa 4.4 ,,Y anxaBane Ha QT-uHTepBana®).

Lpyea npunoocuma ungpopmayusn
B equo npoyusaHe 3a papMakKOKHHETHYHH B3aUMOACHCTBHA JEBOQIIOKCALIHH HE € NPOMEHMIT

(apmakokHHeTHKaTa Ha TeoduTHH (KoiTo € TecToB cybcrpar Ha CYP1A2), koeTo nokasBa, ye
nerodriokcalMH He € HHXUOHTOp HAa CYPIA2.

Hpyru ¢opMH Ha B3aWMOIECHCTBHE

Xpana

Hama K1HHHYHO 3HAYMMO B3aUMOJEHCTBHE ¢ XpaHa. 3arosa Dosenua TabaeTkn MOrar 2a ce npuiarar
HE3aBUCHMO OT MPHEMA HA XpaHa.

4.6 DepraauTeT, OPEMEHBOCT H KEpMeHe

bpeMEHHOCT
Hma orpaHnyeHH JaHHH OT ynorpedaTa Ha 1eBOMIOKCALMH NMpH OPEMEHHH KEHH.
XKUBOTHH HE MOKA3BAT NPeKH WIH HeNIPEKH BPeOHH e(PEeKTH, CBBP3aHH C PEnpony

Touka 5.3). Brnpeku ToBa, nopanu nUncaTa Ha 1aHHH NpU Xopa H MopajaH TOBa, ye




JAaHHH npeanojiarat puckK OT YBpEXKAaHE Ha HOCCUHUTE TEIKECTTA XPYLUAJIKM Ha paCcTAllHA OPraHu3bM OT

(hJ1YOPOXHHOJIOHHUTE, JIEBO(JIOKCALIMH HE TpsOBa a ce M3MoJ3Ba Npyu OPEMEHHH KEHH (BXK. TOUKH 4.3 U
53).

KbpMeHe

dosenna € NMPOTUBOIOKA3aH NMpU KbpMaduku. MMa HeaocTaThyHa HH(OpPMALIMA 33 EKCKPELUATa Ha
NeBO(JIOKCALIMH B KbpMaTa, BLIIPEKH Y€ OCTAHAJIUTE (PJIyOPOXHHOJIOHH CE€ EKCKpPETUpaT B KbpMara.
[Topaau nurcara Ha JaHHW NPH XOpa M MOPaJIM TOBA, Y€ EKCNIEPUMEHTAIHUTE JaHHH MPEATonaraT pUucK
OT YBpPEXkK/1aHE Ha HOCELUTE TEKECTTA XPYLLUSJIM HA pacTALLIUs OPraHu3bM OT (UIyOPOXHHOJIOHHTE,
neBodIOKCallMH He TpsOBa 1a ce U3MoJI13Ba NPH KbpMayKH (BXK. TOYKH 4.3 1 5.3).

DepTunurer
JleBopioKCallMH HE NpeAU3BUKBA YBpeX/1aHe Ha (PepTHIIMTETA UK PENPOLYKTHBHHUTE CITIOCOOHOCTH NMpH
[JTbXOBE.

4.7 EdekTH BbpXY ¢cn0co0HOCTTA 32 IopHpaHe H padoTa ¢ MALIHHH

doBenu/1 He NOBJIMABA WJIK MOBJIMABA NpeHeOpexx Mo crnocoOHoCTTa 3a wodupaHe U paboTa ¢ MallMHH.
Hskoun HexxeslaHM JIEKAPCTBEHHW peakLMM (Hanp. 3aMasitHOCT/BEPTUIO, CbHIMBOCT, 3PUTEJIHH CMYLLEHHS )
MOraT Jla HapylaT CrioCOOHOCTTa HA NMALMEHTHUTE J1a C€ KOHLEHTPHUPAT U Ja pearupar, rnopaiu KoeTo €
Bb3MOKHO J1a Bb3HUKHE OMACHOCT B CUTYALIUH, ITPH KOUTO TE€3H CIIOCOOHOCTH ca OT 0COOEHa BaXXHOCT
(Hanp. wodupaHe UiK paboTa ¢ MalIUHK).

4.8 HexesaHH JIEeKAPCTBEHH peaKIHH

[IpeacraBenara no-aoay uHGOpMaLMs ce OCHOBaBa Ha JaHHU OT KJIMHUYHH MPOYYBAHHUS [PU NOBEYE OT
8 300 nauMeHTH, KaKTO U OT NPOABIKUTENIEH MOCTMAPKETUHIOB OIMMT.

YecroruTe ca neuHHUpaHH CbOOPA3HO CleaHaTa KOHBEHLUs: MHOro dectd (= 1/10), yectu (= 1/100 10
< 1/10), Hewectu (= 1/1 000 go < 1/100), peaku (= 1/10 000 go < 1/1 000), muoro peaku (< 1/10 000), ¢
HEHU3BECTHA YeCcTOTa (OT HAJIMYHMTE JaHHHU HE MOXKe /1a Ob/le HarpaBeHa OLIEHKA).

[Ipn BCSIKO rpynupaHe B 3aBUCUMOCT OT YECTOTAaTa HEXKEJIAHUTE JIEKAPCTBEHH pPeaKkLMKU ce U30posBar B
HU3XO/1A11l peA M0 OTHOLLIEHHE Ha TAXHATA CEPHO3HOCT.

Taﬁﬂnua C HCXKECJIAHH pPCaKLIHH

Cucremo- | Yecrn (21/100 | Hewectn Peaxn (>1/10 000 | C HemsBecTHA
opraneH kiac | Ao < 1/10) 1100050 | xo < 1/1 000) yecToTa (oT
e | < 1/100) e HAJTHYHMTE AAHHH
He MoXxe 1a Obae
HanpaBeHa
OlleHKA)
Unbekuun m [ 5OUYHK
UH(pecTaluu MH(DEKLIMH,
BKJIFOYHTETHO
MH(DEKLIUSA C
Candida
Pe3ucTteHTHOCT
Ha
UH(EKLIHO3HUSA

MaTorcH




Cucremo- | Yeern (>1/100 | Heuecrn Peaxn (> 1/10 000 | C nen3BecTHa
opranen kjaac | xo < 1/10) (= 1/1 000 no 110 < 1/1 000) yecrora (0T
-- <1/100) HAJIHYHHTE JAHHH
He MozKe J1a Obae
HANPABEHA
OLIEHKA)
HapyleHus Ha JleBKOMNeHus TpomObouuTonenus | KocTtHOMO3b4YHA
KpbBTa M Eo3nHOohHus HeyTponenus HEAOCTaTbYHOCT,
numdHara BKJIFOYMTENHO
cUCTEMA arJjlaCTU4Ha aHEeMMH,
MaHLKUTOINEHHUS,
arpaHyJiouuro3a,
X€MOJIMTHYHA
aHEMMs
Hapyuienus Ha AHruoeaem AHa(dunakTHyeH
MMYHHATa CBpbXYYBCTBUTEJIH | LIOK®
cUCcTEMA OCT AHa(punIakTOUAEH
(BK. TOuKa 4.4) oK (BXK.
TO4Ka 4.4)
Hapyuienus Ha AHOpeKcuUs XHUINOTJIUKEMMUS, XHUINEpriiukeMus
MeTabonu3ma u 0coOeHO rnpu XUNOrjiMKeMU4Ha
XPaHEHETO MaLMeHTH ¢ auabetr | koma (BXK.
(BkK. Touka 4.4) Touka 4.4)
Hapymenus Ha CuHApPOM Ha
€HJIOKpHMHHAaTa Hea/IeKBaTHA
cUcTemMa CEeKpeLUs Ha
aHTHUIWYPETHYECH
xopMmoH (SIADH)
[lcuxuynm be3cbHue TpeBoxHOCT [lcuxoTHuHH [IcuxoTHYHH
HapyLueHus ™ CbCTOSIHME Ha peakiuuu (Harp. C HapyLIEHUS
O0OBPKAHOCT XaJIFOLMHALIMH, ChC
HepBHocT napaHos ) camMo3acTpallaBalio
Jlenpecus MOBEJICHHME,
AdKUTalus BKJIKOUYBALLIH
HeoOuuakinu CYMUMIHA uaeauus
CBhHHLIIA WJIKA OIMT 3a
Kowmapu CaMOYOUMCTBO (BXK.
Jlenupuym Touka 4.4).
MaHus
I lanuk aTaka
HapymieHnus Ha [ napobosine ComHoneHTHOCT | KOHBYJICHS (BXK. [lepudepHa
HEpBHATA 3aMasiHOCT Tpenepene ToukH 4.3 u 4.4) CEH30pHa
cucrema*™ Jlucreysus [lapecTe3us, HeBpornaTHus (BXx.

HapylueHnue Ha
nameTTa




CHCTeMO-
OprameH Kjac

| Yeern (> 1/100

o < 1/10)

HevectHn
(=1/1 000 no
<1/100)

| Pexkn (= 1/10 000

no < 1/1 000)

C HeH3BeCTHA
yecroTa (oT
HAJTHYHHTE JaAHHH
He MOXe 1a 0bae
HANpaBeHa
OlleHKA)

[lapocmus,
BKJIFOYMTETHO
aHOCMMS
JIMucKuHe3us
ExcTpanupaMuiHO
HapyLIeHHE
Areysus

CuHkon
JloOpokayecTBeHa
BbTpeyeperHa
XMUIEePTOHMSA
MuoKIJ10HYyC
Hespasirus

Hapywenus Ha
oyurte*

3pUTENHH
CMYLLEHHUS KaTo
3aMBIJIEHO 3PEHUE
(BK. TOuKa 4.4)

[Ipexonna 3aryba Ha
3pEHHUE (BXK.
TO4YKka 4.4), yBEHUT

Hapyluenus Ha
YXOTO H
nadupuHTa*

Bepturo

Tunutyc

3ary0a Ha ciyxa
HapyuueH ciyx

CbpaedHu
cucrema**

Taxukapaus
[Tannurauuu

BeHTpuKkynapHa
TaXUKapaus, KOATO
MOJKe J1a 10Be/1e 10
CbpAEYEH apecT
BeHTpuKkynapHa
apuTMHUs M torsade
de pointes
(croOl1iaBaHu
NMpeaUMHO MpH
MaUHEHTH C
PUCKOBH (haKTOPH 3a
yab/kapane Ha QT-
UHTEpBaJa)

Y abmxen QT-
HUHTEpBaJI NpPH
€JIEKTPOKapAUOrpam
a (BXK. TOYkH 4.4 u
4.9)

CbOoBH
cucrema**

Ommuacsi ce camo
3d
UHMPABEHO3HAM
a 1ekapcmeenda

_Qéﬂ pmd.

Dnedur

XHUIOTOHUA




Cucremo-
OpraHeH KJac

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

Heuectn
(= 1/1 000 no
< 1/100)

| Peaxn (> 1/10 000

ao < 1/1 000)

C HeH3BecTHA
YyecToTa (oT
HAJTHYHHTE JAHHH
He MOXe 1a Obae
HanpaBeHa
OllEeHKA)

PecnupaTopHu,
PbAHH U
Me/IMaCTUHAJIHU
cucTeMa

JlucnHes

bpoHxocnaszbm
AJlepruyeH
MHEBMOHHMT

CroMaluHo-
YpEBHH
XPaHEHETO

Juapus
[loBpbluane
[‘aneHe

KopemHa 6ouika
Jlucnencus
dnaryneHums
3anek

Jlnapus —
XeMOparuyHa, Kosito
B MHOI'O pPeJIKH
cllydyau MOKe Ja
ObJ1e moka3are/iHa
3a €EHTEPOKOJIHUT,
BKJIKOUMTETHO
ncesaoMemMOpaHose
H KOJIMT (BXK.

Toyka 4.4)
[lankpeatuT (BXK.
Touka 4.4)

XenaroouiavapH
U cCUCTEMA

[ToBuLIEHH
YepHOAPOOHH
€H3UMH
(ALT/AST,
aJIKajiHa
¢docdarasa,
GGT)

[loBUlLLIEH
OWIMpYOUH B
KpbBTa

KbareHuua u
TEXKKO 4epHOAPOOHO
YBpEXK/1aHe,
BKJIKOYHUTEJTHO
cily4yau Ha (paTajiHa
OCTpa 4epHOApOOHa
HE10CTATbYHOCT,
MPEeAUMHO TpH
MalHEHTH C TEIKKH
OCHOBHH
3a001sBaHHs (BIK.
TO4YKa 4.4)

XenaTrur

Hapyluenus Ha
KO)KaTa U
MOJAKOXKHATa
ThKaH’

Ex3anrema
Ilpypuryc
Yprukapus
XHUIepxuaposa

JlekapcTBEHH
peaKiiHm C
€03MHO(HIHUA U
CUCTEMHH
cumMnToMHd (DRESS)
(BXk. TO4YKa 4.4),
¢ukcupaHa
JIeKapCTBEeHA

epynums

TokcHuHa
enuaepmasiHa
HEKpOJi13a
CUHIpOM Ha
Stevens-Johnson
Epurema
MyJaTUdopme
Peakuus Ha
(OTOUYBCTBUTETHOC
T (BXK. TOUKA 4:_&)




.....

Cucremo- | Yecrn (>1/100 | Heuectn Penkn (> 1/10 000 | C Hen3BecTHA

OpraHeH KJjac ao < 1/10) (= 1/1 000 no o < 1/1 000) yecToTa (0T
| : | - <1/100) | | _ HAJHYHHATE JaHHH
He MOKe J1a Obje
HanpaBeHa
OIIeHKA)
OcTtpa
reHepain3upaHa
€K3aHTeMaTO3Ha
MycTyj03a (BXK.
Touka 4.4)
HapyiueHus Ha ApTpanrus Hapylienue Ha Pabnomuonunza
MYCKYJTHO- Muasnrus CYXOXKMIIUATA (BX. Pynrypa Ha
CKeJleTHaTa TOYKU 4.3 u 4.4), CyXOXKHIMe (Harp.
CUCTEMA M BKJIKOUMTETHO Ha aXMJIECOBOTO
CbEIMHUTE/THATA TeH/IMHUT (Hanp. Ha | CYXOXHJIHe) (BXK.
TbKaH* aXHJ1€COBOTO TOYkU 4.3 u 4.4)
CYXOXKHJTHE) PynTtypa Ha

MyckynHa cnabocrt, | aurameHTt Pynrypa
KOSTO MOJKE J1a € OT | Ha MYCKYJI
0COOEHO 3HaYeHHE ApTpUT

NP NaLUMEHTH C
MUACTEHHS I'PaBUC
(BXK. TOYKa 4.4)

Hapyuienus Ha [ToBuilEeH OcTpa 6b0peyHa
ObOpeumTe U KpeaTUHHUH B HE10CTaTb4YHOCT
[TAKOYHMUTE KpbBTa (Hanp. nopaau
MbTHULLA MHTEPCTHULIHAJIEH
HEe(pHT)

OO0 Ommuacsa ce camo | AcTteHus Bucoka bonka
HapyuLIEHUs U 3a Temrieparypa (BKJIFOUMTEITHO
eekTH Ha UHMPABEHO3HAM Oonka B rep0a,
MSICTOTO Ha a lekapcmeena rpbAHUS KOLI M
npuioKeHue™* gopma: KpaiHULIMTE)

Peakuusa Ha

MSCTOTO Ha

uHy3us (bonka,

3a4epBsIBaHe)

" AHaUNAKTUYHH U aHA(MIAKTOMIHM PEaKLIMK MOHAKOra MOraT Jia Bb3HUKHAT JOPHU Clie/l MbpBara /1032
5 KOKHO-JIMraBUYHM PEAKIIMU MOHAKOra MOraT /1a Bb3HUKHAT JIOPH CJie]l TbpBara /103a

Jlpyru HexxenaHu peakUMH, CBbP3aHH C MPUJI0KEHUETO Ha (PJTYPOXHUHOJIOHH, BKJIKOYBAT:
* MIPUCTBITK Ha NOPQPUPHS NMPHU NMALMEHTH C nopdupus.

*CpoOl1uaBa ce 3a MHOTO PeJIKH CJIy4au Ha MPOABIKUTETHH (10 MECELIM WU IOJIMHM ), UHBAJIMAU3UpAlLHY

W MOTEHLIMAJIHO HEOOPaTHMH CEPHO3HHM JIEKAPCTBEHH PEAKLIMH, 3acArallli HAKOJIKO, NOBSKQ WFB
CUCTEMO-OPraHHH KJ1aCOBE U CETHBA (BKJIKOUMTEIHO PEAKLIMH KaTO TEHAUHHUT, PYNTYp KU
o (VT 'f'? ]

w

apTpaJirus, 0ojika B KpalHUMLIMTE, HAPYLUEHWE Ha MOX0/KaTa, HEBPOIaTHH, ca'bpfsaH
HEeBpaJIrks, yMOpa, NCHXHATPUYHH CUMIITOMH (BK.J'[}OHHTBHHO HapyllIeHUs Ha C'l::HH



M YBpeXKIaHe Ha CTyXa, 3peHUEeTO, BKyCca H ODOHSHUETO) BBB BPBb3Ka ¢ ynorpedara Ha XHHOIOHK U
GAYOPOXHHOJIOHH, B HAKOM CITYHaH HE3aBHCHMO OT BEYE ChIUECTBYBALLHUTE PHCKOBH DAKTOPH (BX.
TO4uKa 4.4).

** [Ipu nauHeHTHUTE, NpUeMaLluH QIIYOPOXHHOJIOHH, ¢a ChOOLLIEHH CTydyald Ha aHEBpH3Ma U JHCeKalHs Ha
aoprara, MOHAKOra ycnoXHeHH Nopaiu pa3KbCeBaHE (BKIIFOUHTEHO C IeTaNeH H3X0/)
perypruTaumsa/HeIOCTATBYHOCT Ha HAKOHM OT ChpJeUHUTe Kaanu (Bx. Touka 4.4).

CboblLuapaHe Ha NONO3UPAHH HEXKETAHH DEaKLHH
Cpo01aBaHeTo Ha MOAO3MPAaHK HEXEIaHH PEaKLMM Clea pa3pelllaBane 3a ynorpeda Ha JIieKapCcTBEHHUS
NPOOYKT € BakHO. ToBa No3BosBa ga Npoabiaky HabM0eHHETO Ha ChOTHOLICHHETO 10/13a/PHCK 3a

NneKapcTBeHUs NMPOoayKT. OT MeIHLHHCKHTE CIIELIHAIUCTH Ce U3KCKBA Ja choOluaBaT BCsika Noao3upaHa
HexXeJlaHa peaKLius upes:

H3nsiHATENHA areHuUa 1o J1ekapcersara

ya. ,,JdamMsaH 'pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg.

4.9 Ilpeno3rpane

Criopes Nnpoy4BaHHUATA 32 TOKCHYHOCT MPH XHBOTHU WIH KIHHHYHO-()APMAKOJIOTHYHHTE [IPOYyYBaHHA,
NMPOBEACHH CbC CyNpaTepaneBTHYHH A03H, Hal-BAXKHUTE NMPU3HALIH, KOWTO TPAOBA Ja ce OUAaKBAT Cliel
OCTpO NpeaosupaHe Ha PoBenua TabneTku, ca CUMITTOMH OT CTpPaHa Ha LIEeHTPATHATA HEPBHA CUCTEMA
KaTo 0OBLPKAHOCT, 3aMasHOCT, HAPYLIEHHA Ha Chb3HAHHETO H KOHBYJICHBHM MbpUOBE, yIbbkaBaHe Ha QT-
MHTEpBaia, KaKTO ¥ CTOMALIHO-YPERHH pPEeaKLMH KaTo rajeHe ¥ JIMraBuMHH €PO3HH.

Edextu sbpxy LUHC, BriitouBaim ¢hcTOAHHE Ha OOBPKAHOCT, KOHBYCHH, MHOKJIOHYC, XATIOLIHHALIMH H
TPEMOP, ¢a HaOIIoAaBaHM IPH NOCTMAPKETHHIOBHA OIUT.,

B ciryyaii Ha npenosupaHe Tpsa6Ba Aa ce NPHUNOKH CUMITTOMATHYHO JieueHHe. [Topaau BL3MOXKHOCTTA 34
yawmkaBaHe Ha QT-uHreprana Tpsabea na ce H3pbpluBa HabmoaeHre Ha EKT. Morat ga 6baar
MpUWIaraHyd aHTHALMAHK 34 MPeAna3sBaHe HA CTOMALIHATA JIKraBHLA. XeMOAHATH3aTa, BKIIOYHTETHO
nepuToHeanHata auanusa v HAIL/, He ca edekTHBHM 3a OTCTpaHSBaHE Ha JIEBOGIOKCALMH OT
opraHu3Ma. He cpliecrByBa cnieu(pHyeH aHTHAOT.

5. ®APMAKOJIOI'HYHH CBOMCTBA
3.1 dapMaKoAHHAMAYHEA CBOHCTBA
QapMakoTepaneBTHUHa rpyna: aHTHOaKTepHaIHH XHHONOHH, ayopoxuHononH, ATC koa: JOIMA12

JleBogIOKCAUMH € CHHTETHYHO aHTHOAKTEpHUANHO CPEACTBO OT Kiac (PIyopOXHHONOHH H € S (-)
€HAHTHOMEPHT Ha PALEMHUYHOTO aKTHBHO BELUECTBO O(JIOKCALIHH.

Mexauu3ibM Ha NeACTBHE

KaTto (1yopOoXHHONOHOBO AaHTHOAKTEPHATHO CPEACTBO, NeBO(IOKCALIMH NeiCTBa BB
JHK-rupasa u Tonouszomepasa V.




CrotHolienne OK/QJ]

Ctenenra Ha OaxkrepuLIHIHA aKTHBHOCT Ha JAeBO(IIOKCAUMH 3aBHCH OT CBOTHOILLEHHETO MEXAY
MakCHMajTHaTa KOHuUeHTpanus B cepyMa (Cmax) WM mnouwrra noa kpueata (AUC) m mMuHumanHarta
uHxHOHpaua koHueHTpauus (MIC).

MexaHH3IbM Ha PE3UCTEHTHOCT

PeaucTeHTHOCT KBM JieBOodUIOKCAIIMH ce MPUAOOHBA 4Ype3 NnoeTaneH Npolec HA TAPreTHH MYTAalMH U Ha
ABere Tonoru3oMepasu tun ll,

JAHK-rupaza u tonousomepasalV. [pyrd MexaHHM3IMH Ha pE3HCTEHTHOCT KaTO IPOMYCKIHBOCT Ha
Oapuepute (decto npH Pseudomonas aeruginosa) ¥ MEXaHU3MH 33 €QUIYKC, ChINO MOrar Aa OKaxar
BJIMSHUE BBPXY HyBCTBUTEIIHOCTTA KbM JIEBO(IOKCALIMH.

HabmonaraHa e KpBCTOCAHA PE3HCTEHTHOCT MEXIY JIeBO(JIOKCALHMH U ApYTH dnyopoxuHonoHu. [lopaau
MEXaHM3Ma Ha ACHCTBHE KATO LIIO HAMA KPhCTOCAHA PE3UCTEHTHOCT MEXAY J€BOQIOKCALIMH H APYTrUTe
KJ1aCOBe aHTHOAKTEpUANHH CPeCTRa.

['paHWYHU CTOHHOCTH

[Tpenoprkure Ha EBponelckus KOMMTET M0 MHUKpoOHA JexapcTBeHa 4YYBCTBHTEIHOCT (European
Committee on Antimicrobial Susceptibility Testing, EUCAST) 3a rpannynuTe croiiHocTd Ha MIC 3a
nepodokcaluuH, pa3slieNfiliH YYBCTBUTEAHHUTE OT UYBCTBUTEJIHUTE MHUKPOOPraHH3MH C TMOBMULICHA
€KCMO3HLMA U YYBCTBHTENHUTE MUKPOOPraHH3IMH C MOBHLLIEHA EKCNO3ULIHA OT PE3UCTEHTHHTE OpraHH3MH,
ca NMpeACTaBeHH Mo-noJy B Tabnuuara 3a recteane Ha MIC (mg/L).

KnunnuHu rpaunyiu croiftHocT HAa EUCAST 3a MIC 3a nesoduniokcauuH (Bepeus 10.0, 2020-01-01):

IIaToreH YyBCTBHTE/1CH Pe3HCTEHTEH
Enterobacterales <0,5 mg/L > 1 mg/L
Pseudomonas spp. < 0,001 mg/L > 1 mg/L
Acinetobacter spp. <0,5 mg/L > 1 mg/L
Staphylococcus aureus < 0,001 mg/L > 1 mg/L
Coagulase-negative

staphylococci

Enterococcus spp.’ <4 mg/L > 4 mg/L.
Streptococcus pneumoniae <0,001 mg/L > 2 mg/L
Streptococcus groups A, B, C, G | 0,001 mg/L >2 mg/L
Haemophilus influenzae < 0,06 mg/L. > 0,06 mg/L
Moraxella catarrhalis <0,125 mg/L > 0,125 mg/L
Helicobacter pylori <1 mg/L > 1 mg/L
Aerococcus sanguinicola and | <2 mg/l >2 mg/l
urinae’

Aeromonas spp. <0,5 mg/I >1 mg/l
PK-PD (BuamoBo HecBbp3anM) | <0,5 mg/L > 1 mg/L
rpaHUYHH CTOWHOCTH

1: CamO HeyCNOXKHEHH HHPEKLMH HA MTHKOYHHTE MBETHILA

2: UyBCTBUTEIHOCTTa MOXeE [a CE 3aK/IH04H OT YyBCTBUTETHOCTTA KbM LIMITPOPAOKCH




YecTOTaTa HA PE3UCTEHTHOCT 34 ONpEeJe/iEHH BUIOBE MOXE Ja BapHpa B 3aBUCHMOCT OT reorpadckara
06J1aCT M BBB BPEMETO, NMOPAJH KOETO € JKEeJIATEHO 1A C€ ThbPCH HHPOPMAaLIHA 33 JIOKAJTHATA PE3HCTEHTHOCT,
ocobeHO NpH JedyeHHWe Ha TexKKM uHGpekuuu. [Ipu HeobxoaumocT TpabGBa na ce TBPCH EKCNEpTHa
KOHCY/TAalMUsA, KOraTO MECTHATA YECTOTa Ha PE3UCTECHTHOCT € TaKaBa, ue 10/13ata OT CpEACTBOTO NOHE NPH
HAKOH BHIOBE HH(EKLMM € [0 BBIIPOC.,

OO6HuYaHHO YYBCTBHTEJIHH BHA0BE

Aepobuu I pam-nonoixcumennu baxmepuu
Bacillus anthracis

Staphylococcus aureus memuyunun-syecmeumentu
Staphylococcus saprophyticus

Streptococci, epynaC u G

Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

Aepobnu I pam-ompunamennu baxmepuu
Eikenella corrodens

Haemophilus influenzae
Haemophilus para-influenzae
Klebsiella oxytoca

Moraxella catarrhalis
Pasteurella multocida
Proteus vulgaris

Providencia rettgeri

Anaepobru baxmepuu
Peptostreptococcus

Apyra
Chlamydophila pneumoniae

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

BuaoBe, IpH KOHTO NPHAOOHTATA Pe3HCTEHTHOCT MOXKe I3 ¢e OKAXKe NpodaeM

Aepobru I pam-nonodxicumennu bakmepuu
Enterococcus faecalis

Staphylococcus aureus METHLIHNMH-PEIUCTEHTHH'
Koarynaza HeraTUBHHM Staphylococcus spp

Aepobru I pam-ompuuameanu baxmepuu
Acinetobacter baumannii

Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae




Escherichia coli
Klebsiella pneumoniae
Morganella morganii
Proteus mirabilis
Providencia stuartii
Pseudomonas aeruginosa
Serratia marcescens

Anaepobnu bakmepuu
Bacteroides fragilis

HaceAcTBERO PEIHCTEHTHH IAMOBE

Aepobru I pam-nonoxcumennu bakmepuu
Enterococcus faecium

MHOro BepOATHO € METHULMW/IHH-PE3UCTEHTHH S. gureus Ja HMMAT KO-PE3HCTEHTHOCT KbM
byOpPOXHHONOHU, BKIIIOUHATETHO JIEBO(JIOKCALIMH,

#

5.2 PapMaKOKHHETHYHH CBOHCTBa

A6copbuius

[lepopanHo NpHIOKEHHUAT JeBodokcauMH ce abcopbupa OBP30 M MNOUTH HAMBIHO, 4 NHKOBUTE
[L1a3MEHH KOHLIEHTPALMHK € JOCTUTaT B paMKHTE Ha 1 — 2 yaca. AGconoTHaTa OHOHATHYHOCT €

99 — 100%.

Xpanata uma cnab edext Bppxy abcopbumnara Ha 1eBODIOKCAUMH.

YcnoBua Ha CTALMOHAPHO CHCTOAHUE ¢€ JOCTUTAT B paMKHTE Ha 48 yaca cien cxeMa Ha Mpuiarale
500 mg BeAHBK WU NBa ITETH AHEBHO.

PaznpeneneHue

[Ipubnusurento 30 — 40% nesodnokcauunH ce CBbP3Ba CHC CEPYMHUTE NPOTEHHH.
Cpennusat 0beM Ha pasnpenencHue Ha aeBoduiokcaluuH € npuonusurenHo 100 | cnen eauHuvHa U
MHOrOKpaTHH 1034 oT 300 mg, KoeTo noka3pa UIHPOKO pasfnpeacieHUe B TeIECHHUTE ThKAHH.

[1pOHHMKBAHE B THKAHUTE U TEJESCHUTE TEUHOCTH

YcTaHOBEHO €, ye NeBoGUIOKCALIMH NMPOHUKBA B OPOHXHAIHATA JIMraBHLa, EMTATEIHATA IOKPHBHA TEYHOCT,
anBeonapHuTe Makpodaru, 6enoapobHara TbKaH, KOXaTa (Te4YHOCTTa B MEXYPUTE), ThbKAHTa Ha
[pocraTtaTa ¥ ypuHara. JleBodokcauuH obaue mpoHUKBa ¢1abo B uepeOpocnuHaNIHATA TEUHOCT.

buorpancgopmanus

Jierodnoxcaiux ce metabonn3npa B MHOTO MAIKa CTENEH OO0 METAOOJIMTHTE Je3METHII-NIEBO¢NOKCALIMH
H nesodnokcauuH N-okcua. Te3u Merabonutu npeacTarisaBar < 5% ot no3ara U ce EKCKPETHPAT B
ypHHaTa. JIeBOhIOKCALNH € CTEPEOXHMHYHO CTaOWIEH U HE NPETHPIABA XUPATHAE UHBEPCHA

EauMHHUpaHe

Cnea nepopaiHO U MHTPaBEHO3HO MPWIOKEHHE JIEBOPIOKCALIMH CE ENNMMHHHpPA OTHOC
nnasMmara (t'2: 6 — 8 yaca). Ekckpeumsta ¢e 3BbpiliBa npeauMHo npe3 6uopeumnre (> 8
MPWIOXKEHATa 103a).



CpenHMAT NpUBHIEH O0L TeNneceH KTHPLHC Ha neBoduioKcalMH ciel eAMHHYHa 103a oT 500 mg e

175 £ 29,2 ml/min.

Hsama roneMu pa3ivky BbB GapMakKOKWHETHKATA Ha NeBOMIIOKCAIIMH CIE] HHTPABEHO3HO H NMEPOPATHO
NPUIOKEHHE, KOSTO NPEANoiara B3auMO3aMeHIEMOCT Ha NEPOPAITHUSL U HHTPABEHO3HUA MBT.

JIMHelHOCT

JlerodniokcalMH NpHUTEKaBa THHEHHA papMakokuHeTHka B AMana3oH ot 50 go 1 000 mg,

CrnelyansHy NonyJJalny

Iayuenmu ¢ 6vb6peuna nedoocmamuvynocm

PapMaKOKHHETHKATA Ha JIeBO(IIOKCALMH ce 3acara npu OsOpeuHo yBpexaaHe. [Ipu HamangBaHe Ha
ObOpeunara GyHKUMA OBOPEUHOTO eNMMUHNpaHe H OBOpPEeYHNAT KIMPBHC HAMAJIABAT, a
€MTMMHHALIKOHHHUTE TIONY>KMBOTH C€ YIb/DKABAT, KAKTO € NMOKa3aHo B Tabnuuara no-mony:
MdapmakokuHeTHKA NMpu 6B0peyHa HeOOCTATHHYHOCT Clle]l EAMHHYHA nepopasiHa no3a oT 500 mg

Cle: [ml/min]
Clr [rnl/min]

Cmapuecka év3pacm

Hsama sHauMTeHH pa3iHKy BB (apMaKOKHHETUKATA HA JIEBOIOKCALWH MPK MJIAIH MALUEHTH H
naliMeHTH B CTap4ecka Bb3pacT ¢ U3KIIIOYEHHE Ha Te3H, CBbP3aHM C Pa3IMKUTE B KPEAaTHHHUHOBHS
KJIMPBHC.

[lfonosu pazauxu

OTaesiHN aHATH3K NPH MbXKE M XKEHHM NOKa3BaT MAJIKH QO rpaHUYHK MONOBH PaiiInKH BHB
dbapmakoKHMHETHKATAa Ha JeBodioKkcauMH, HaMa JaHHH Te3H NOJIOBH palfIMKM Aa ¢a OT KIHHHYHO
3Ha4EHHE.

5.3 IlpeakIRHAYHHA JaHHA 34 6€30DACHOCT

HeknuHUYHHTE JaHHHM HE MTOKa3BaT oco0eH PHCK 3a XOp4a Ha 0azaTa Ha KOHBE€HLIMOHA/IHUTE Npoy4YBaHHA
34 TOKCHYHOCT HA €IMHUYHA 10334 H ITPH MHOMOKpaTHO rnpwiaraHe, KaHUEpPOIreHCH NOTCHLHaN,
pPENPOOYKTHBHE TOKCHYHOCT H TOKCHYHOCT 3a& Pa3BHTHCTO.

JlesodiokcaliiH He NpUYKHABA YBpeXKaaHe Ha depTHIHTeTa WIM PENPOAYKTHBHATA CMIOCOOHOCT NpH
INBHXOBE U HETOBUAT €AHHCTBEH e€eKT BhpXY Mnoaa € 3a0aBeHO Ch3psBaHe BCIEACTBHE HA TOKCHYHOCT

npyU MaHKaTta.

JlepodiokcalyH He HHAYLMPA FTeHHU MyTalMH B DaKTepHaniHU KIETKH HWIH KIETKH Ha Of3g
HMHAyLMpa XpOMO3OMHH abepauuu B 0e101pOOHH KIETKH OT KHTAaHCKH XaMCTEp in w‘. 3.
MO3K€e 1a ce JhJDKAT Ha MHXUOHpaHeTo Ha Tonou3oMepa3sa Il. /n vivo TecToBe (MHKpPO f
MEXKy CECTPHHCKH XpOMATHIM, HenpeaBUaeH cuHTe3 Ha JIHK, noMMHaHTHH JeTalHI

MoKa3saT r’CHOTOKCHYCH NOTECHLMAJ.




[IpoyuBaHus Mpy MHILIKH MOKA3BaT, Y€ JeBOPIOKCALMH UMA (POTOTOKCHYHA aKTHBHOCT CaMo MPH MHOTO
BHCOKH A03H. JIeBOogIOKCaAUHH HE NMOKAa3Ba N’eHOTOKCHYEH NOTEHIMA NPU TeCTa 32 (OTOMYTAreHHOCT U
HaMaJIaBa TYMOPHOTO Pa3BHUTHUE B MMPOYYBAHE 33 POTOKAHLECPOreHHOCT.

KaxTto npn octananute GiyopoXHHONOHH, IEBO(IOKCALMH NOKa3Ba €(PEeKTH BbPXY XPYLLUAIHTE
(oTnenBaHe H o6pa3yBaHe Ha KYXWMHHK) NPH IUThbXOBE M KyueTa. Te3u HaXOOKH ca No-Uu3pa3eHu MpH MIIadu
KHUBOTHH.

6. DAPMAIIEBTHYHU JAHHHA

6.1 Coachx HA DOMOIMAMTE BEeMIeCTBA

Copyesuna Ha mabremxama:
MHKpOKpHUCTAZTHA LETy103a
XHAPOKCUHTTPOTIHI LIENY103a
KpocnoruaoH

MarsesueB creapart

DQuamupayo noxpumue:

XunpoMmenosa

Huauro kapmuH anymuHueB nak (E132)
CeHeer xbi1To atymuHues jJak (E110)
Yepsen xeneseH okeua (E172)

Makporon 4000

Turanos puokcua (E171)
AKoat xeneseH okcul (E172) (camo 3a 500 mg)

6.2 HecbBMecTUMOCTH

Henpuioxxumo.

6.3 Cpox ua rogHocr

5 ronuHH

6.4 Chnenrajann ycJIOBAS HA CbXPAHEHHE

To3u srexkapCcTBEH MPOAYKT HE H3UCKBA OCOOEHU YCIIOBUS Ha ChXPaHEHME.
6.5 Bnan cuabpkanHe HA ONIAKOBKATA

®openua 250 mg punMupanm TabneTku
Tabnerkure ca onakoBanu B npo3payeH Oaucrep or PVC/PE/PVDC/anymMunnii, nocTaBeH B KAPTOHEHA

KyTHA.
KaproHeHaTta KyTHs cbpabpxka 5, 7 wnu 10 TabieTkd M IMCTOBKA.

®osenua 500 mg punmupanu rabnerku

Tabnerkure ca onakosaHu B rnpospaueH 6nucrep or PVC/PE/PVDC/anymMunuii, n
KYTHS.

KaproHeHnaTta kytus cbabpka S, 7 unu 10 TabneTku ¥ IMCTOBKA.




He BCcHuKkH BUAOBE ONMAakOBKK MOrat Aa ObaaT MyCHATH Ha nasapa.
6.6 CrnenraaHm npeanazHH MepKH NPH H3XBLPJsAHe H paboTa
JenvTennara yepra no3BosiiBa aJanTHPAHE HA JO3aTa NPH NALKMEHTH ¢ HapylleHa 0b0peyHa PyHKuuA.

Hen3non3saKUAT JIeKapCTBEH NMPOAYKT WIH OTNANBYHHTE MATEPHAIH OT HEro TpadBa Aa ce H3XBLPAAT B
CHOTBETCTBHME C MECTHHTE U3HCKBAHHA,

7.  TIPHTEXATEJ/I HA PAJPEIIIEHHETO 3A YIIOTPEBA

Alkaloid-INT d.o.0.

Slandrova ulica 4
1231 Ljubljana-Crnuée, Crnoenus
ten.: + 386 1 300 42 90

dakc: + 386 1 300 42 91
umeiin: info@alkaloid.si

8. HOMEP(A) HA PASPEIHEHHMETO 3A YIIOTPEBA

Doenua 250 mg dunMHpaHu TabneTKH Per Ne 20200161

dopenua 500 mg dunMupaHn TabneTky Per Ne 20200162

9. HJATA HA ITBPBO PAIPEINIABAHE/TIOAHOBSBAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA

Jara Ha mepBo paspewmaeane: 2 Oxkromepu 2020r,
Hara no nocnenuo noaHopasane: 7 Oepyapn 2025r.

10. JATA HA AKTYATIU3IUPAHE HA TEKCTA
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