KPATKA XAPAKTEPUCTHUKA HA IMPOAYKTA

. HME HA JEKAPCTBEHHUS IPOXYKT LSO /ov0 5S4

Onekcua 500 mg punmupanu TabeTku 5 6‘3? }f% 4 7 -05- 2025
Flexid 500 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB
Beska dunmupana tabnetka cbabpxka 500 mg 1eBodokcallH (KaTo XeMUXHU/paT).

[ToMOILIHH BELIECTBA C U3BECTHO JACHCTBHUE
Bcsika Tabnerka chabpika 25,2 mg nakro3a (Kato MOHOXH/Ipar)

3a MbJIHUSA CMIMCHK Ha MOMOIIHUTE BELLIECTBA, BHXKTE TOYKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka

CBeT/I00paHKeBa 10 PO30Ba, OCMOBI'bIHA JBOMHOM3ITbKHAJIA QHIIMHpPaHa TabJleTKa OT e/IHaTa CTpaHa.

TaGnerkara Mmoxe na Obae pa3aesieHa Ha IBE paBHH J103H.

4. KJIAHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKaA3aHHHA

dnekcH/ € NoKa3aH 3a JeYEHHE Ha CJIeHUTE HH(PEKLIMK NPH Bb3pacTHH (BHKTE TOUKU 4.4 u 5.1 ):

® OcThp NHETOHEDPHUT U YCIOKHEHH HHPEKLIMH Ha THKOYHHUTE ITbTHINA (BHXKTE TOYKA 4.4)

@ XpoHHUUYeH DaKTepHaseH MpoCTaTHT

® [Ipu BauiIBaHe Ha aHTpaKC: (ClIel €KCIO3ULIMOHHA npoduiakTUKA U JIeYCHHE (BIKTE TOYKA
4.4))

dnekcu TpAOBa /1a Ce U3MOJI3BA 3a JIeYeHHe Ha 101y W30pOoeHHTe HH(EKLIMH, CAMO KOraTo
yrnorpebara Ha 4eCTO MpernopbYBaHUTE AaHTHOAKTEPHUAIIHH MPOAYKTH C€ CYMTA 3a HEYMECTHA 3a

JIe4eHue Ha Te3U HHOEKIIUH.

e OcTbp OakTepHaEH CUHY3UT




e OcTpu GaxTepyaHu ex3anepbalMi Ha XpOHRHYHA 0OCTPYKTHBHA Genoapobua bonecr,
BKJTFOUHATEAHO OpOHXUT

¢ [IxuesMoHua npugobura B 0OLIECTBOTO

e VYcnoxkHeHH HMHQEKLIMH Ha KOXKAaTa U MEKHMTE ThKaHH

e HeycnoxHed UMCTHT (BXK. TOUKa 4.4)

dnekcua MoXe Aa Ce M3MON3BAa ChIIO 32 AOBBLPLIBAaHE Ha JCUEHHETO NMPH NAaLHEHTH, MOKa3aini
nofoSpeHne pH MPOBEACHO HAYAJIHO JICHEHUE C HHTPABEHO3EH JIEBO(IIOKCALIMH.

Ila ce B3emat npeapua OPHUKATHATE PLKOBOACTBA 32 NPaBIIIHO NPHIOKEHHE HAa aHTHOAKTepHATHH
MPOLYKTH.

4.2 Jlo3HpOBKA H HAYHH HA HPHIOKEHHE

dnexcua GHUIMHpPaHHK TabNeTKH ¢e MpWiaraT BeHbX WIH ABa [TbTH JHEBHO. Jlo3ara 3aBUCH OT THINA H
TeXeCTTa Ha HHEKLMATA K YYBCTBUTEIHOCTTA HA MPEATIo/araeMuA MPpHYHHHTEI.

Onexcuy GrIMHPaHH TabIeTKU MOKE J1a ¢ M3MON3BA CBHIIO NPH NALKHEHTH, NMOKa3anu noaodpeHue
[IpH NPOBEACHO HAYAIHO JIeUeHHE C MHTPaBeHO3€eH JeBOQUIOKCALIHH 3a 3aBbpllUBaHe Ha Kypca Ha
TepanuATa; HMaiiku NpexBua OUHOEKBUBAIEHTHOCTTA HA MAPEHTEPANHUTE U NIEpopanHuTe HopMy,
MOXe Ia Ob/le H3MoN3BaHa eHa U Chilara fo3a.

JHo3upoBKa

3a Onexcua Morar Aa Obaar faaeHH CIISABHTE NMPEnopbKH 3a NO3UPaHE:.

Hozupoexa npu nayuenmu c Hopmania Gebpesna yrxyun
(kpearnHHHOB KITUPBHC > 50 ml/min)

Iloxazanns nenpen pexum Ha go3upane | IIpoan/DKATENHOCT HA
JIeI€HHETO (CIope]] TeXECTTA
(cropea TeXKeCTTa Ha
Ha HH}EKLIHATA)
HHPEKLHUATA)
OcTip bakTepuaneH cuHy3uT | 500 mg BeAHBK IHEBHO 10-14 auun
| OctpH bakTepHanHU S00 mg BeAHBXK THEBHO 7-10 gau
eK3alepbanuu Ha XpOHHYHa
obcTpykTHBHA Henoapobua
Gonect, BKIIOYHTEIHO |
OpOHXHT
[THeBMOHMA NpuAOOHUTA B 500 mg BeaHBXK WK ABa MbTH | 7-14 qHH
| ob1mecTBOTO JHEBHO
Octep nuenoHedpHUT 500 mg BeaHDBK AHEBHO




YenoxxHeHH HHQEKLIHH Ha
NMMKOMHHTE MbTHILE

500 mg BeAHBXK JHEBHO

HeycnoxHeH HUCTHT

250 mg BeXHBK JHEBHO

XpouudeH bakTepHalicH

NpOCTAaTHT

500 mg BeaAHBK NHEBHO

VYenokHEeHH HHQEKLHH Ha
KOXKaTa ¥ MEKHUTE ThKaHH

THEBHO

500 mg BeHBK WIH IBA TBTH

| HuxandpaHe Ha aHTpaKC

CrnennanHu rpynH DanHEeHTH

IMTayuernmu c napywena Gobpeuna Qyuxyun
(KpeaTHHHHOB KITHPBHC < 50ml/min)

PeskuM na X03HpaHE

500 mg BeIHBX ZHEBHO

8 ceaMULIH

250 mg/24 yaca

500 mg/24 qaca

500 mg/12 yaca

| KpeaTHHHAOB
KJIHPBLEC

nvpsa oo3a: 250 mg

nvpea ooza: 500 mg

nwpea 0oza: 500 mg

50-20 ml/min

caeo mosa: 125
mg/24 yaca

cred moea. 250
mg/24 4Jaca

creo mosa. 250
mg/12 yaca

19-10 ml/min

cneo moaa: 125
mg/48 uaca

cneo moea : 125
mg/24 Jaca

caeo moea: 125
mg/12 Haca

| < 10 ml/min

(BKJTIOYHTENHO

XeMoavanH13a u
CAPD)*

ciea ToBa: 125 mg/48
yaca

cnen Topa: 125 mg/24
yaca

cnen ToBa: 125 mg/24 |
yaca

* He e HeoOXx0oauMoO Aa ce NMpUiIara ZOITEJIHUTENHA 1032 C/IeA XEMOIHMANH3a WIH NPOAB/DKUTENIHA
ambynaropHa nepuroHeanHa auanusa (CAPD).

HHayuenmu ¢ Hapywena 4epHoopobHa QYHKUUR

He e HeoOx0AUMO KOPHIMpaHe Ha 103aTa, Thif KaTo 1eBOdUIOKCALHH He ce MeTabonn3npa B

3HAYMTEJIHA CTEIEH OT YepHHA Apo6 H OCHOBHO Ce EKCKpeTHpa OT OB0penrTe.




Cmapuecka evapacm
[Tpy nauMeHTH B CTAPYECKA BB3PACT HE € HEOOXOAMMO KOPUTMpaHe Ha 103aTa, Pa3/IHYHO OT

HAIAraHoTO OT 6BOpeunara GyHKUMs (BHKTe Touka 4.4 “TeHOOHUT H PYNTYpa Ha CyXOXUIHE”™
“Yopokasane Ha QT uHrepsana”).

Heouampuuna nonyaayun
JleBo(noKcauuH € MPOTHBOMOKA3aH MPH A€Lia WK IOHOLIH B NEPHOAA HA pacTex (BHXKTe Touka 4.3).

Hauug HA NIPAICKEHHE

®nekcua huiMupany TabneTkH TpAOBa Aa ce MONTHILAT LiesH §e3 aa ce YYNAT H ¢ JOCTAThYHO
KOJIMYECTBO TEUHOCT. 3a aJanTHpaHe Ha Ao3vpaHeTo TabieTkure MoraT Ja 654at pasaeliaHy upes
nenuTenHata Yepra. Tabnerkure Morar fa 6baar npHeMaHH MO BpeMe Ha XPaHEHE HITH MEXITY
OTAENHHUTE XpaHeHuA. Dnekcua duaMupaHy TabneTky TpaOBa Ja ce MpUeMa Hai-Masko /1Ba yaca
Mpead WM CeA MPHIOKEHHE Ha COMTM Ha JKeNIA30TO, IMHKOBU COJTH, MArHEe3Hi- WIH aTyMHHHH-
CHELPIKALLN AaHTHALIMAHH CPEACTBA, KK THIAHO3MH (CamMo OUOaro3un gopmynume, CoObPICAUfU
aryMUHULl Wi Mazne3uti xamo 6ygepupawyu azewmu) 1 CyKpangar, Thid KATO MOXe Ja HacTbIH
noHwxapaHe Ha abcopOumaTa (BHKTE TOUKA 4.5).

4.3 IIporABonmoxa3aHHA

Jlesodnokcauun TabneTku He TpAOBa Aa ce U3NON3BA!

® IIPH NALMEHTH CBPBXYYBCTBUTEIIHH KbM JICBOQNIOKCALIMH WK APYTH XHHOJIOHH WIH KbM
HAKOE OT NOMOLIHHUTE BelllecTBa, H3DpoeHH B TOYKa 6.1,

¢ [IpY HALMEHTH C SMNWIENCHA,

¢ [ipH NalMEHTH C aHAMHE3a 3a YBPESXKIAHHUA HA CYXOXKKWIHATA CBbP3aHH C NIPUIIOKEHHE Ha
dITYyOpPOXHHOMOHH,

® [IPH Aclia WIH IOHOLLIH B [epHO/ Ha PacTex,

® 110 BpeMe Ha OpeMEHHOCT,

® [pH KbPMEILH XKECHH.

4.4 CpenuaJHH NpeaynpexIeHAs H Npeaua3HA MEPKH NpPH ynorpeba

Vnorpebara Ha neBoIOKCalMH TpAOBa fa ce H3bArsa Npy NaLUEeHTH, KOWTO Ca UMaJId CEPHO3HH
HEXE/IaHMU PEaKLiMM B MHHAJIOTO, TPH ynorpeda Ha NPOAYKTH, ChbAbPXAILM XHHOIOHK WIH
duryopoxuHOIOHHM (BXK.TouKa 4.8). JleueHHeTO Ha Te3H MALMEHTHU ¢ ieBoduIoKcaLHH TpadBa fa ce
3a1104Ba CaMO TIPH JIMNCA HA ATTCPHATHBHHY B3MOXHOCTH 34 JICUCHHE U ciie]l BHHMATETHa OLICHKA Ha
CBLOTHOLIEHHETO MM10/13a/pHCK {BK. CHIUO TO4KaA 4.3),

IIpodeaxcumennu, UHEATUOUSUPAULYU 1 ROMEHUUATHO HEOBpamuMu CEPUOIHU HEXHCENARU
JeKapcmeeHu peaKyitu
Cbo0Imara ce 3a MHOTO PEAKH CTy4ad Ha NPOAB/DKUTENHM (MPOXB/LKaBaLM MECELIM WIH MOAHHH),




HE3aBHCHMO OT TAXHATA BB3PacT H Beue CHUIECTBYBAILUTE PUCKOBH dakTopH. Jlepoduokcallid TpsOBa
[1a ¢€ [PeyCTaHOBH He3a0aBHO MPH ITHPBKTE MPU3HALM WIH CUMIITOMH Ha BCAKA CEPHO3HA HEXeNnaHa
peakLMs KaTo naluueHTHTe TpAOBa na 6bAaT NOCHBETBAaHH Aa C€ CEbPKAT ChC CBOA NMPEANHCBAN JIeKap
33 CbBET,

PUCKOBE OT pE€3UCTEHTHOCT

MeTHLMIMH-Pe3UCTEHTHH S. aureus HaH-BEPOATHO Ca pa3BUIH KO-PE3HCTEHTHOCT KbM
$ITyOpOXHHONOHH, BKIOUHTENHO U JeBodnoxcauuH. Ilopaau Toa nesouiokCaulH He Ce MpenopbLysa
pH JieueHye Ha MHGEKLHH, 38 KOMTO € M3BECTHO HITH ce M0/I03Mpa, Y€ Ca npHuuHeHH oT MRSA,
OCBEH aKo J1abopaTopHUTE pe3yNTaTd He ca NOTBbPAWIH YyBCTBHTEIHOCT HA OPraHN3Ma KbM
nepoduIoKcalKH (M 4Y€CTO NpelopbYBAHUTE AaHTUOAKTEPHATHH TIPOXYKTH, HU3TIONI3BAHHM 38 JIeHeHUe Ha
MRSA-HH}peKIMH ca ce OKa3aIH HENOAXOAAILH).

JleBodnoxcaliiH MOXeE Aa Ce H3MOJ3Ba 34 JICYeHHE Ha OCThP OaKTepHaeH CHHY3HT H Ha OCTpH
ex3auepOalMy Ha XpOHHYEH GPOHXHT, KOraro Te3d HHPEKLMH ¢a AMarHOCTHLIMPaHK NIPaBUITHO,

Pe3ucTeHTHOCTTa KbM DITYOPOXHHONOHH Ha E. coli- Hall-4eCTHUAT PHUHHMTEN, CBLP3aH ¢ HHQeKIUH
Ha YpHHapHHA TPaKT- Bapupa B EBpone#tickus cbio3. JlekapuTe ca ChBETBaHH J1a UMAT B NPeIBUN
MECTHOTO pasnpoCTpaHeHKe Ha pe3UcTeHTHOCT Ha E. coli KkbM duTyOpOXHHOIOHH.

Huxanupane Ha aHTpakc: Ynorpedara npH xopa ce 6a3upa Ha in vilro JaHHM 32 YyBCTBHTEIHOCT Ha
Bacillus anthracis 1 Ha eKCIEPUMEHTATHH AAHHH ¢ KUBOTHH 3a€QHO ¢ OrpaHHYEHH JaHHH MPH XOopa.
Jlexysammre nexkapy TpsOBa fa ce NPUABPIKAT KbM HALMOHAIIHHTE ¥ MEXAYHAPOAHH KOHCEHCYCHH
JOKYMEHTH, OTHACAIIM Ce 3a JICICHHETO Ha aHTpPaKc.

Tenoonum u pynmypa na cyxoxciiue

TEHIOHHT M pa3KbCBAHE Ha CYXOXKIWIHE (TIO-CTIELIMATHO aXHIIECOBO CYXOXHIIME, HO Oe3 11a ce
OrpaHM4aBa camo J0 HEro), MOHAKOra ABYCTPaHHO, MOXKE J1a CE MOJTY4H Olle B paMKUTE Ha 48 yaca ot
3aMoOYBaHe HA JIEYCHHETO C XHMHOMOHH H GIIYOPOXHHOIIOHH KaTO UMa ChOOLIECHHA 3a TAKHMBA, Pa3BUITH
ce JIOPH JI0 HAKOJIKO MeceLa Clie/l MPEKPaTABaHE Ha ieueHreTo. PUCKBT OT TEHIOHHT M pa3KhCBaHe Ha
CYXOXKHIIHE Ce MOBHILABA TIPH [O-Bb3PACTHH NALIMEHTH, NALIMEHTH ¢ OLOPEUHO YBpeXXIaHe, NaLHEeHTH
C TPAHCIUIAHTHPAH COTMICH OPraH H TAKHBA, JIEKYBaHH ChIIBTCTBANIO ¢ KOPTHKOCTEPOMAH, KAKTO H
MPH NALMEHTH, NMoJTy4asauy AHeBHH 1034 no 1 000 mg nesodaokcaiyH. Ito Ta3n npu4HHa
CBIBLTCTBANATA yrioTpefa Ha KOPTHKOCTEpOHAH TpabBsa na ce n3barea.

[Tpy mbpBHsA MpHU3HAK HA TEHZOHUT (Hanp. 60JIE3HEHO MOAYBAHE, Bh3NaleHHe) JIe4EHHETO ¢
nesodiokcaly TPAOBa Aa ce MPEeKpaTHH U Aa ce OOMMCIIH aNTePHATHBHO JIeUeHHE. 3aCerHaTHAT(Te)
kpaiiHuk(uK) Tpa6pa na 6nae(at) nekysaH(H) no moaxonsAil HauyKH (Hanp. obeanswkaane). He TpsaOpa
Ia ¢e U3TON3BAT KOPTHKOCTEPOHIH, aKO C€ OABAT NPH3HALM HA TEHIHHOMNATHA.

Muoxnonyc
Ciyyau Ha MMOKJIOHYC ¢a chOOIIIaBaHH MPH MALMEHTH, NOTy4YaBally JeBoQnokcaluH (BXK. Touka 4.8).
PHCKBT OT MHOK/IOHYC € TIOBHIUCH MPH MO - Bb3PACTHH MALUMEHTH M NMpPH NalMeHTH ¢ 650pedHo
YBpeKIaHe, ako J03aTa Ha 1eBo¢IIOKCAlHMH HE € KOPHTHpaHa Criope] KpeaTHHHHOBUSA KIIHPBHC.
JlesodnokcaumH TpabBa aa ce crnpe He3abaBHO MpH ITbpBaTa MOABA HA MHOKJIOHYC H TpAOBa dace
3aII0YHE MOAXOIALLO JICYCHME.




3aboaneane, cevpiano ¢ Clostridium difficilelnapus, 0COOEHO aKo € CHJTHO M3pa3eHa, NEPCHCTHPAILA
W/WY C IPHMECH Ha KPEB, B XO/Id HA WK CIe]] JIeUeHHE C NeBO¢IOKCALHH (BIUTIOUHTENHO HAKOJIKO
MeceLa Clien ledeHueTo) Moxke 1a 6sae u3spa Ha Clostridium difficile-csppaano 3abonasate (CDC3).
CDC3 Moxe Aa BaApHPa MO TEKECT OT yMEPEHa JI0 XKHBOTO3acTpauiasama gpopma, HaH-TexKaTa oT
KOHMTO € nceBIoMeMOpaHo3eH KoauT (BokTe Touka 4.8). 3aToBa € BaXXHO Ja ce HMa NMpEABU)L Ta3K
AKArHO3a TIPH MALMEHTH, KOHTO NOJIYYaT TEXKKA JHApHA I10 BPEME HIH Clel JICHCHUE C
nesodokcausH. B cyuaii ye ce nopo3upa Hanuuuero Ha CDC3, npueMsT Ha DnekcH PUIMHPaHH
rabneTkH cneaBa Aa 6bae npekpareH He3abaBHO U 1a Obae Ha3HAUCHO MOAXOIALIO JiedeHue Oe3
1a6aBane. B Tazu cUTYalua € MPOTHBONIOKA3aHO TIPWIOKEHHETO Ha ICKAPCTBEHH NMPOMYKTH, 3abaBAiy
MePUCTANTHKATA.

Hayuenmu, npedpa3nononcenu Kom 2opuioee

XHHONOHWTE MOTaT AAa CHIDKAT IIpara Ha MMosiBa Ha I'bPpYyOBE M MOraT Jla OTKIIOYAT TAXHATA N0ABA.
JleBodhOKCALIMH € MPOTHBOMOKA3AH MPH MALMEHTH C AHAMHE3A 33 ENUWIENICHS (BIDKTE TOUKa 4.3) M
KAKTO OCTAHAJIMTE XWHOJIOHHW TpAOBa Aa ce mpuiiara ¢b¢ CTporo NOBHILEHO BHUMAHKE NIPH MALMCHTH,
[peapasnoioXeHH KbM I'bpYOBE, WIH CHBMECTHO JICYEHHE C JIEKAPCTBEHH NPOAYKTH, KOHTO
MOHMKABAT MLPHOBHA NPar Ha MO3bKa KaTo TeodHIMH (BIKTe To4Ka 4.5). B ciyuaHd Ha KOHBYJICHH
(BIDKTE TOuKa 4.8) neueHHeTo ¢ neBoduiokcanuH Tpabea Aa 6bae npeyCcTaHOBEHO.

ITauuenmu ¢ 2110K030 -6-pochamoexudpozenazna Heoocmanrvirocm

[TanMeHTy ¢ NaTeHTEH WM H3sBeH aedekT Ha Moko30-6-gocdar aexuaporeHasHara akTHBHOCT MOTaT
Aa 6baaT MpeApasnoNeKeHH KbM XEMOIMTHYHH PeaKLIMH, KOraTo MpOBEX/aT JIEYCHHE ¢ XHHOJIOHOBH
aHTHGAKTEPHATHH JIeKapCTBEHH NPOAYKTH. Cle/I0BaTeNHO, ako € HeOOX0AMMO JIEBO(IOKCALIMH 1a Ce
H3MON3BA NPH TAKHBA MALMEHTH, Bb3MO)XKHATA NTOABA HAa XEMOJIH3a TpsAOBa la ce MOHHTOPHPA.

Iayuenmu c 6vbpeuno napyuierue
Tt KaTo NeBoGIIOKCALIMH C€ SKCKPETHpa OCHOBHO upe3 OnbperTe, 103aTa Ha NEBOIOKCALMH
TpA6Ba 1a Ce KOPUTHpa NPH NaLMeHTH ¢ 6OpevHo yBpekaaHe (BIKTe ToUKa 4.2).

Pearxyuu Ha cepoxuyscmeumenHocm

JleBodnokcallMH MOXE Aa MPUYHHK CEPHO3HH, NOTEHUHMANTHO paTanHK peakliii Ha
CBPBXUYBCTBHTEIHOCT (HAAP. aHTHOEAEM 0 aHaQHIAKTHYEH LLIOK), TOHAKOTA C/ie/l MbPBOHA4AJTHATA
A03a (Bwk Touka 4.8). [Naimenrure Tpabea He3abaBHO ia NPEYCTAHOBAT JICUCHHUETO U 1a C€ CBLPXKAT C
NEKyBallHA CH JIEKap WIH C JIEKap OT CHELIHO 3B€HO, KOKTO 1€ 3arIO4MHAT MNOAXOAALIO HHTECH3HBHO
NeUeHHeE.

Tercku KONHCHU HENCETARYU DEaKU U

Texxu KoxHH Hexenanu peakuy (SCARs), BKIIOUBaLlH TOKCHYHA ervaepmanta Hekponusa (TEN:
M3BECTHA ole KaTo cuHApoM Ha Lyell), cuaapom Ha Stevens Johnson (SJS) 1 nekapcTBeHa peakiius C
e03HHOMHIHA ¥ cHcTeMHH cuMITTOMH (DRESS), kouto MOKe 12 ¢a )KMBOTO3aCTpalllaBallM WK ©
NeTajieH M3X0/, ce ChoOIaBsaT BbB Bpb3Ka ¢ ynorpebara Ha nesoduiokcaums (BK. Touka 4.8). Ilpu
MpeAHCBAHETO Ha JIEKapCTBEHUS POAYKT MaLMeHTHTe TpA6Ba na Obaar HHQOpMHpaHH 34




nesodnokcanyH TpaGBa He3a6aBHO Ja ce NMPEyCTAHOBH U Ja ce OOMUCIIM ANTEPHATUBHO IEYEHHE. AKO
MAaLMEHTHT € Pa3BIJI cepHO3HA peakuus, kato Hanpumep SJS, TEN unn DRESS npu ynorpebara Ha
neBoduIoOKCaLMH, JIeueHH e ¢ NeBodIoKcalMH He TPAOBa Jja ce 3ano4yBa OTHOBO IPH TO3H NALKEHT.

Hucnuxemusn

KaxTo npy BcHYKH XMHONMOHH, ¥Ma ChOOILEHHS 3a 3aciAraHe Ha HHBATa Ha IIIOKO32 B KPBETA,
BKJTIOYBALIA KAKTO XUIOINTHKEMHS, TAKA H XHNEPIITHKEMHS, MO-YECTO IPH NaLMEHTH B CTapHeCKa
BB3PACT, OCOOEHO NPH MALMEHTH ¢ AMA0ET, KOMTO NOJTy4YaBaT CHIIBTCTBAILO JICYEHHE ¢ NEPOPANIHH
aHTHAMAOETHH JIEKapCTBEHH NMPOAYKTH (Hanp. MUOEHKIAMUI) WIIH ¢ HHCYNHH. JloKnaaBaHH ca Ciry4an
Ha XMrnornukeMudHa koma. [Ipy nmauuenT ¢ guaber ce npenopby4Ba BHHMATE/THO MOHUTOPHPAHE Ha
CTOHHOCTHMTE Ha KpbBHATa 3aXap (XK. Touka 4.8). Jleuennero ¢ dnekcua TpaOBa aa ce cnpe
He3aGaBHO, aKO MALMEHTLT CHOOLIM 3a HapylLIEHHE Ha KpbBHaTa 3axap H Tpa6Ba n1a ce oOMHCH
anTepHaTHBHA aHTHOaKTepHaiHa Tepanus, 0e3 GyopOXHHONMOHH.

IIpeeenyun na ghomocencubunusayun

JoxknaneaHo e 3a GoTOCEHCHBUIKAAIHA B X012 Ha JiedeHHe ¢ JieBouIoKCallMH (BIDKTe Touka 4.8), Ha
NaLMEHTHTE CE NPENOoPhYBa Aa HEe CE M3JIAaraT W3THIIHO HAa CHJTHA CThHYEBA CBET/IMHA HIIH Ha
uikycTseHo UV nbueHre (Hamp. YATPABHONETOBA IAMIIa, COJIapHyM) [0 BpEMe Ha jieHeHHeTo H 10 438
yaca cJIel CNMPAHeTo MY C LieN Aa ce NpeAoTBPaTH GOTOCEHCHOUNH3aLIUA.

ITaguenmu, nposexcoauiu nevenue ¢ aHMAzOHUCMU Ha sumanun K

[MTopaay 3aBHILIABAHE HA CTOWHOCTHTE Ha MokasarenuTe Ha koarynauuara (PT/INR) w/unu kbpBeHe
MPY NALMEHTH, JE€KyBaHH ¢ JIeBOGIOKCALIHH B KOMOUHALIMA ¢ AHTArOHHUCTH Ha BUTaMuH K (Harp.
papdapuH), OKa3aTeIUTe Ha koarynauuaTa TpsOBa qa OpAar npocieasBaHH, KOraTo TE3H
IEKAPCTBEHH MPOAYKTH C€ MPUIIAraT eTHOBPEMEHHO (BIDKTE TOYKA 4.5).

IHcuxomuunu peakyuu

CpoliiaBa ce 3a NCUXOTHYHM PeaklHH IMPH NALKUEHTH, KOHTO NPOBEXIAT JEYCHHE C XUHOJIOHH,
BKJTIOYUTENTHO NieBogIoKcaliMH. B MHOTO peakH ciryyau TOBa NMpOrpeCHpa A0 CYHUHIHA MHCIH H
caMOHapaHABAILO NOBEJCHHE — MIOHAKOra CaMo Cllell €AHOKPATHA 032 JEBOQIOKCALIMH (BHXTE TOUKA
4.8). B ciryuait ye nalMeHTHT pa3BUe TE3H PEaKLIMK NIEYEHHETO ¢ ieBodiokcaliH TpadBa aa ce
[peycTaHOBM He3aBaBHO NpPH THPBHU MPHU3HALH M CHMITTOMH HA Te3H peakUMH U MalueHTa Ja Obaar
OCHBETBAH Jla Ce CBbpIKE C MPEANnUCBaiiis JieKap 3a cbBeT. Tpadsa na ce 0OMHUCNK anTepHaTHBHA
aHTHOMOTHYHA TEpamH, KOATO He BKIOUYBA (TyOpOXUHOIOHH H J1a C€ IIPUIIOXKAT MOAXOAALIH MEPKH.
[IpernopruBa ce MOBHILEHO BHUMaHHE, KOraTo JIeBOGIOKCALMH 111¢ Ce Mpuiiara Ipu NCUXOTHYHH
NaliHeHTH WK NpH NMALHEHTH ¢ aHaMHe3a 3a NCUXHYHO 3abonsaBaKe.

Yovaxcasane na QT-unmepeana
Heo6x0oa1MO € NOBHILCHO BHUMaHHKE, KOraTo (JIyOpPOXHHONIOHH, BKJITIOYMTETHO €BOQUIOKCAIIHH, Ce
MpUIAraT NpH NaLMEHTH C U3BECTHH PUCKOBH (axToOpH 3a yabJDKaBaHe Ha Q T-MHTepBasa Karo,
HaTnpuMep:
¢ CHHApPOM Ha BPOOCHO yAb/DKaBaHe Ha QT-uHTepBana
®  COHOBPEMEHHO NPHIOKEHHE Ha JIEKAPCTBEHH NPOXYKTH, 3@ KOHTO € H3BECTHO, “€ YAB/LKABAT
QT-unrtepBana (Hanp. knac [A u 1] anTHapHTMHLIH, TPHLIMKIHYHY AaHTHACT]
MaKpOJIMAH, aHTHUINCHXOTHLIH)




® HEKOPHTHpaH €NeKTPONHTEH AUCcOaIaHC (HaNp. XMIIOKANHEMHA, XHIIOMArHe3HEMHA )

e chpaecyHO 3abonasaHe (Hamp. ChpAeYHa HEXOCTATHLYHOCT, MEOKApAEeH HHpapKT, Opanukapaus)
TTalMeHTH B cTapyecka BB3PACT U XKEHH MOrarT ja ObAar rno-4yBCTBUTENHH KbM JICKAPCTBEHH
NpOXYKTH, kouTo yabmkasar QT-unrepsana. Eto 3aumo Tpa6Ba Na ce B3eme MpeABU], Ha3HAYaABAHETO
Ha JieueHHe ¢ QTyOPOXHHOIOHH, BKTIOYUTENHO JEBOQIOKCALIMH, TIPH Te3H TIOITyJIaLMH.

(BixTe Touka 4.2 TTaumMeHTH B cTapyecka BB3pacT, ToHKa 4.5, Touka 4.8, Touxa 4.9)

AHespuIMa u OUCeKauuA A AoPMAMA U Peyp2umanuA/Hedocmantvyiocnt Ha ChpoedHama Kiana
EnmiaeMHONOrHYHHTE MPOY4YBaHUSA TIOKA3BAT NIOBUILICH PHCK OT aHEBPH3Ma M JIMCEKallMs Ha aopTara
OCHOBHO TIPH MALIMEHTH B CTapyecKa Bb3pacT H OT a0PTHa K MHUTpAJTHA peryprarauMs Cie/l MpHeM Ha
¢ryopoxnnononn. CrobiaBaHy ca cTyyan Ha aHEBpH3Ma H MCeKallui Ha aopTaTa, IOHAKOora
YCJIOXKHEHH OT paskbeBaHe (BKJIIOUMTENHO GaTalHM) M Ha PErypruTaums/HeAOCTaTBYHOCT Ha HAKOA OT
CHPACHHATE KIANH MPH NALMEHTH, NoTy4aBaiy (ryopoOXUHOAOHY (BX. Touka 4.8).

3aToBa (IIYOpPOXHHOIOHUTE TPAOBa Aa Ce M3MOJI3BaT CaMO CJIEA, BHHMATE/IHA OLCHKA Ha

CHOTHOWICHUETO MON3a/PUCK W Cnej pa3riekaHe Ha APYrd TepaneBTHYRH Bb3MOXXHOCTH TPH

MALMEHTH C MOJIOXKHUTETHA PaMKIHA aHaMHE3a 32 aHEBPH3Ma WIH BpoAeHa bonecT Ha ChpAaeuHara

KJ1aMa, MM NpH MaUKEeHTH, AHarHOCTHLMPaHH ¢ MPEIIIECTBALlA AHEBPH3MA H/HITH AMCeKallHa Ha

aoprara WiH 60ecT Ha ChpAeYHaTa Kiiana, Wik IPH HaTM4He Ha APYTrd PHCKOBH (aKTOPH HIH

3a0onABaHUsA, Mpeapa3nosaraiiu

- KbM aHEBPHU3Ma Y JMCEKALMS HAa a0OpTaTa ¥ PErypruTauys/HeA0CTaTBHYHOCT Ha Chp/eYHaTa
knana (Hanp. HapyleHHs Ha CheIWHMTEHATa ThKaH KaTo CHHIPOM Ha Marfan, win cHHApOM
ua Ehlers-Danlos, cuaapom Ha Turner, Gonect Ha Behcet, xuneproHus, peBMaTOMACH apTPUT)
WU B AOMBJIHCHHE

- KbM aHEBPU3MA M IUCEKALIMA Ha aopTara (Harp. BaCKyJlapHH HapyIlIeHHs KATO apTCPHHT Ha
Takayasu WM rHraHTOKIETHYEH APTEPHHT, HIIM H3BECTHA aT¢POCKIIEpO3a, HIIH CHHAPOM Ha
Sj6égren B AOMbIHEHHE

- KbM perypruTaluns/HeAOCTaThUHOCT Ha ChpJeYHaTa Kiana (Hanp. MHGEeKIHO3EH eHAOKAPIUT).

PUCKBT OT aHEBPM3Ma M AHCEKALMS HA a0PTaTa M HEHHOTO PasKbCBAHE MOXKE CBILIO [a C€ YBE/THYH NPH
NAaLMEHTH, JIEKYBaHH €JTHOBPEMEHHO ChC CHCTEMHH KOPTHKOCTEPOHIM.

B cryuaii Ha BHe3anHa 60/1ka B KopeMa, rphAHMA Kol Wi repba nauuenTate Tpabea aa Obaar
OoChBETBAHM Aa C€ KOHCYITHpAT He3a0aBHO ¢ JieKap B CIICLIHO OTACACHHE.

IMaumenTuTe TpAOBa Ja OBAAT MOCHBETBAHH Aa NOTHPCAT He3abaBHa MEJMLIMHCKA IIOMOLL B ClTy4ai Ha
OCTpa JHCMHEs, HOBO Ha4yalno Ha ChpueOHeHe WIH pa3sBMTHE Ha OTOK Ha KOpeMa HWIH JONHHTE

KpaHHHLIM.

Hepucpepna nesponamun

CrobuiaBa ce 3a ¢Jiyyay Ha CEH3OPHA WK CEH30MOTOPHA NOMHWHEBPOIATHSA, BOACIIM 0 MapEeCTE3HH,
XHIIOECTE3UA, JU3ECTE3HA UK ¢NaboCT NMpH NaLMEHTH, NPHEMAIH XHHONOHHY H GITYOPOXHHOIOHH.
[laiMeHTHTE, KOMTO NPHEMAT JIEBO(IIOKCALMH, TpAOBa Aa ObaaT MOCHBETBAHH Ja HHPOPMHPAT CBOS
NeKap, NpeAH Aa MPOABJDKAT JICYEHHETO, aKO CE MOABAT CHMITTOMH Ha HEBpONAaTH, A,




ycelllaHe 3a napeHe, MpaBy4YKaHe, H3TPLIBaHe WK CnabocCT, 3a 1a ce MpeoTBpaTH pa3BUTHETO Ha
NOoTeHLMAIHO HeoOpaTHMo 3abonaBane (BX. Touka 4.8).

XenamobunuapHu HaApy e UA

TIpu neuyenme ¢ neBOGUIOKCALINH ca ChOOLIABAHH CTyYaHn Ha YepHOApOoOHA HEKpo3a JO
SKHBOTO3aCTpallaBalla YepHoApoOHa HEAOCTATEHHOCT, OCHOBHO MPH TALHEHTH € TEXKH MOk
3abonaBaHus, Hanp. cencuc (BkTe Touka 4.8). Ilanyenture TpadBa 1a ObAaT MOCHBETBAHH Ja
MPEYCTAHOBAT JIEHEHHETO U 1A CE CBbPHKAT C TEXHHS JICKap, 8KO HACTBIAT MPH3HALM U CUMITTOMH Ha
4epHOAPOOHO 3a60/I9BaHE KATO AHOPEKCHA, KBITEHHULIA, MOTBMHSABAHE HA ypHHaTa, ChpOex i Gonka
B KOpeMa.

Bnowuasane na muacmenua zpasuc

PrryopOXMHOJOHHUTE, BKIOUUTEIHO TEBOQIOKCALMH HUMaT OIOKMpaILa HEBPOMYCKY/THE AKTHBHOCT M
MOTAT J1a BJIOLIAT MYCKYJIHATa c/1a00CT 1pH MaLMeHTH ¢ MHACTEHHA rpaBHC. [locTMapkeTHHIOBH
CEPHO3HH HEXEJIAHH PeaKlMy, BKIIIOYHTETHO CMbPT H HYXa OT NOAIbPKaHe HA NHXATeNnHaTa
¢yHKLMA, Ce CBBpP3BAT ¢ ynorpedara Ha (uTyOPOXHHOJIOHH NPH MNALIMEHTH ¢ MMACTEHHA IPaBHC.
JleBonioKCallMH HE ce MpenoprYBa NpH NalMeHTH ¢ aHAMHE3a 32 MMACTEHHs I'PaBHC.,

3pumennu Hapyuienus
AKO ce NosABH BIIOLLIABAHE Ha 3peHUETO WM HAKAKBM JpYrd eeKTH Ha O4uTe, TpAOBa Aa ce HanpaBH
BeAHAra KOHCYITauMs ¢ odranMonor (Bwkre Toukd 4.7 4 4.8).

Cynepungexyus
Ynorpebara Ha eBodUIOKCALMH, OCOOCHO MPONBIKUTEIHATA MOXKE J1a JOBEAE A0 CBPBX PAcTeXkK Ha
HEYYBCTBUTEIHA MUKpOOpraHu3Mu. IlosBu 11 ce cyneprHGeKLus [0 BpeMe Ha TepanHsaTa, Tpadsa aa

ce NMpeAnpHEMaT HEOOXOAUMHTE MEPKH.

Ocnrop nauxkpeamum

[1py mauyeHTH, NpHUeMality ieBouiokcaluH, Moxe Aa ce Habmonaea OCTbp NaHKpeaTuT. IlalueHTHTe
TpsaOBa na ObaaT UHGOPMHUPAHH 3a XapaKTePHUTE CUMITTOMH Ha OCTHp naHkpeaTHt. [lamtueHTHre,
KOMTO H3IHTBAT rafieHe, Hepa3nooKeHHE, KopeMer AUCKOMQOPT, OCTpa KOpeMHa 6onka WU
MOBpBILaHe, TPAOBA Ia NOIy4aT CBOEBpEeMEHHA MEIULIMHCKA OLIEHKA. AKO C€ 10I03HPa OCThP
NaHKPeaTHT, MPHEMBT Ha feBoduiokcalliH TpAbBa Aa ce NPeyCTaHOBH, aKO C€ MOTBbpPAH, MPHEMBT Ha
nepodokcaliH He TpaOea Ja ce Bp306HOBABA. HeoOX0AMMO € NOBHIIEHO BHUMAHHE MPH NALMECHTH ¢
aHaMHe3a 3a naHKpeaTuT (BXK. Touka 4.8).

Hapywernun na xpoema

[To BpeMe Ha JeYeHHE C TEBOPIOKCALMH MOXE Aa C€ pa3BHe KOCTHOMO3bYHA HEAOCTAThYHOCT,
BK/TFOUHMTEJTHO JIEBKOTIEHHA, HEYTPOIIeH!A, NAHIUTONCHH, XEMO/IMTHYHA aHEMHs, TPOMOOLIMTOTIEH! A,
arUiaCTHYHA aHEMHs WIH arpaHyJoudTo3a (BK. Touka 4.8). AKO ce MoAo3upa HEKOE OT TE3H
HapylIeHHA Ha KpbBTa, TpAOBa Ja ce cliean KpbBHaTa KapTuHa. B ciyuail Ha aOHOpMHH pe3yIITaTH,
TpaOBa fa ce OOMHCIM NMPEKPATIBAHE Ha JICHEHUETO C JIEBOGIOKCALIMH.

Brusnue evpxy nrabopamoprnu mecmoege




[Ipy nmaiHeHTH, IEKYBaHH C N€eBOJUIOKCALIMH H3IC/ICABAHETO 32 HATHYHE Ha OMHATH B YpHHaTa MOXe Ja
nokaxke GanlMBO-NOIOKHUTENEH pe3yaTaT. Moxe [a ¢e HaloXK{ MOATBPbKAABAHETO Ha MONIOXKHUTENIEH
pe3y/Tar 3a ONUaTH ¢ no-cneurduued Meroa. JlesoduiokcaunH MOXKe 1a NOTUCHE pacTexka Ha
Mycobacterium tuberculosis ¥ cireA0OBaTENHO MOXKE J1a TIOKaXe PaIMBO-OTPHLATEHHA PE3YITATH NIPH
OakTepHONOrMYHO H3CNeABaHE Ha TyOepKyno3a.

JTakxmo3a

To3u nexkapcTBeH NPOAYKT ChABbPXKa Nakro3a. [TaumeHTHTE C pelkH HacJeACTBEHH MPOoOJIEMH KATO
rajlakTo3Ha HEMOHOCUMOCT, 001 JIakTa3eH AePUIUT WIM NIKKO030-TajlaKTo3Ha Matabcopbuna He
TpabBa na NpUeMar TOBa JICKAPCTRO.

Hampui
Tosa nekapcTBO ChABPKA MO-Maiko oT | mmol varpuit (23 mg) Ha TabneTka, T.€. NPAKTHYECKH HE
ChIbPXKA HATPHH.

4.5 B3anmoaeficTBMe ¢ APYIrH JeKAPCTBEHH NPOIYKTH H ApYra GopMHA Ha B3aHMOAeHCTBHE
EdexTn Ha APYrH JeKAPCTBEHH NPoAYKTH ¢ Pekcnn TadieTKkn

AKene3nu conu, YHHKOBU COTH, MAZHEIUNH- UTU AYMUHUG-COOBDPIHCAW U GHMUAHUOHY CPeocmea,
OUOAHOCUH

AGcopbisaTa Ha JIeBOQUIOKCALIMH € 3HAYMTEIHO NMOHIKEHA, KOTaTo ¢ Mnpuiara eAHOBPEMEHHO ¢
sKeNne3HH CONMM WIH MAarHe3ni- WK aTlyMHHHH-CBABPXKALLM aHTHAUHUAH WIH JHAAHOCHH {CaMo
OUAAHO3HH GOPMYJIHTE, ChABPKALLM AJTYMMHUMHA WK MarHe3uH kato Oydepupaiy areHTH).
ERHOBpeMEHHOTO NMPHIMKEHUE HAa (PITyOPOXHHOJIOHH ¢ MYJITUBHTAMHHH, ChbABPKAILM LIMHK JOBEX1a
IO BaMasieHaTa UM pesopoums. IIpenopbusa ce nekapCTBEHHTE NMPOAYKTH, ChABPKAlllH ABYBAJIEHTHH
WK TPUBAJIEHTHY KATHOHU KaTo XeJIe3HH COMH, [IHHKOBH COJIH, aHTHALMIHH CPEACTBA, ChAbPXKAIIH
MarHe3Hii WIH aJTlyMHHHI, WIH AMAaHOCHH (CaMO JIHIAHOCHH (QOPMYHTE, ChAbPIKALIM ATYMUHHR HIH
Marhestii kato Oydepupalli areHTH) Ja He c€ mpHeMar 1o paHo oT 2 yaca Ipeay WIH Ciel
npunoxenune Ha Drekcua punMupanu Tabnerku (Bwkre Touka 4.2). Kanuuesure conu umar
MHHHMAJIEH eeKT BbpXY pe3opOLmaTa Ha JIeBOGUIOKCALHH.

Cykpangam

BuoHamnuHOCTTa HAa TabneTkuTe 1eBOGUIOKCALIMH € 3HAYHTENHO MOHWKEHA IIPH €IHOBPEMEHHO
NPUICKEHHE CBhC cyKpandar. B cnydail ye nauueHTsT TpAOBa Ja NpHeMa eTHOBPEMEHHO CYKpai(ar U
neBo(IoKcalIMH, Hali-1o0pe € cykpandar Ja ce NpWIoKH 2 yaca cliefl I[pHeMa Ha 1eBOQIIOKCaLHH

TabneTku (BixTe TOuKa 4.2).

Teogrunun, heribyhen unu cxXo0HU HECMEPOUOHU NPOMUBOCHINATIUMENNRU TIEKAPCMEERYU
npooykmu

B KIKHHYHO MPOYYBAHE HE C€ YCTAHOBABAT (apMAKOKHHETHYHH B3aUMONIEHCTBUA MEXIY
nepoduiokcaiiH U TeornnH. U3paszeHo noHW»kaBaHe Ha MO3BMHMA I'bPHOB Mpar, ofaue, MOXKe Ja
HACTBIIH, KOTaTO XMHOJIOHH Ce MPUNAraT eAHOBPEMEHHO ¢ TCOPHIHH, HECTEPOHAHH
MPOTHBOBB3NAIIUTE/THH JIEKAPCTBEHH CPEICTBA M APYIH JIEKAPCTBA, KOUTO NOHWKABAT MbPYOB




KonueHTpaummTe Ha neBoIOKCaLHH ca ¢ okono 13% mo-BHCOKM MpH HANHUHE Ha GpeHOydeH,
OTKOJIKOTO TIPH CAMOCTOATETHO TIPHIOKEHHE.

Ilpobeneyud u yumemuoun

[TpoSeHeuuT M UMMETHAWH UMAT CTATUCTHYECKH 3HAYMM e(DeKT BbPXy €IMMHHHPAHETO Ha
neBodiokcaumH. BrOpeuHns KITHPBHC Ha IeBOQUIOKCALMH C€ MIOHWXKaBa OT IMMETHIHH (24%) 1
npobenenns (34%). Topa ce cnyuBa Thii KaTo W ABaTA JIEKAPCTBEHHU MPOMYKTA Ca CrIOCOOHH Ja
Gnokupar 6s0peyHara TyOyHa cekpelina Ha JesodaokcauuH, Llpn uacneasaHuTe B IPOYYBAHETO
03U, 00ade, CTAaTHCTHYECKH 3HAYHMHTE Pa3IMKH B KHHETHKATa HAMA BEPOATHOCT J1a HMAT KITHHA4YHA
3HAYUMOCT.

HeobxonuMMo € noBHILEHO BHUMaHHE, KOTaTo TEBOGUIOKCALIMH C€ NpUiiara €IHOBPEMEHHO ¢
NeKapCTBEHM MTPOAYKTH, KOMTO MOBIHABAT TyOynHara 660peuHa eKcKpelns KaTo npodeHe A Wi
LIMMETHAUH, 0coOeHO NpH NaKEeHTH ¢ OBOpEeUHO yBpeXKaaHe.

Jpyza penesanmua unopmayun

B xaMHUYHH $apMAKOAOrHYHH MPOYYBAHHA € YCTAHOBEHO, Ye apMaKOKHHETHKATa Ha
neBodIOKCALMH HE C€ MOB/IMABA B KIIHHHYHO 3HAYMMA CTENEH, KOraTo JieBoQJIOKCaLlMH ce npuiara
3a€HO ChC CJIEHHTE JIEKAPCTBEHH NPOAYKTH: KAJILMEB KapOOHAT, THIOKCHH, IMHOSHKIIaMH/I,
PAHHTHIKH.

B3anmoneiicTeue Ha Oaexcna TadjeTKH ¢ APYrH JeKapCTBEHH NPOAYKTH

Luxnocnopun
[Tomy>kHBOTHT Ha LIMKIIOCTIOPHH C¢ NOBHILIaBa ¢ 33%, KOrato ce rnpujiara ¢JHOBPEMEHHO C
NeBOGUIOKCALIMH.

Anmazorucmu na eumamun K

[ToBumIEHUTE CTOWHOCTH Ha nokasartenuTte Ha xoarynauuara (PT/INR) w/wiu kbpBeHe, KOETO MOXKE 1a
€ TEeXKO H3pa3eHo, ce ChOOLIABAT NPH MALMEHTH, KOMTO NOIY4aBar JieyeHHe C JIeBOPIOKCALIMH B
KOMOHHALIMA ¢ AHTArOHMCTH Ha BuraMuH K (Hanp. Bapdapun). Ilopanu ToBa, NoKa3aTeJMTEe Ha

KoarynaumsTa TpaOBa Aa ce NMpocneaqaraT NpH NaudeHTH, NPOBEXKIAIIH JIEYeHHEe C aHTATOHHWCTH Ha
suTaMHiH K (BixTe TOuKa 4.4).

Jdexapcmaa, 3a xoumo e u3secmno, de yovaxcasam QI-unmepeana

JleBodmokcanmH, KakTo ocTaHaauTe QIyopOXHHONIOHH, TpAOBa Aa ce npuara ¢ NOBUIIEHO BHUMaHHe
MpH NalMEeHTH, KOUTO NOTY4YaBaT JICKAPCTBa, 3@ KOUTO € M3BECTHO, “ie yIb/DKaBaT QT-unreppana
(nanp. knac IA u Il aHTHapUTMHLM, TPHIHKIHYHH AaHTHACPECAHTH, MAKPOJTUAH, RHTHIICHXOTHLIM)
(BrokTe TOuKa 4.4 “YubmxapaHe Ha QT-uHTepBana™).

Jpyza peresanmna unopmayun
BsB (hapMakonorvuHo nNpoyyBaHe 3a B3aMMOAEHCTBHA, TEBO(IOKCALHH HE € MOBINA BLPXY

apmaxokuHeTHKara Ha Teodwun (npoben CYP1A2-cybeTpar), KOoeTo nokassa, 4e JeBOqUIOKCALMH He €
CYPI1 A2-unxuburop.




Jpyra dopmn Ha B3AHMOACHCTBHE

Xpana

HsiMa KIMHHYHO 3HAUMMHM B3aMMOZeHcTBUA ¢ XpaHaTa. ClieIOBATEIHO NEBOGNIOKCALIHH MOJKE ia Ce
MpUara He3aBUCHMO OT NpHeMa Ha XpaHa.

4.6 PepTRAATET, OPeMEHHOCT H KbpMeEHE

bpesmennocm

HMiMa orpaHHueHH JaHHH 3a yrotpedara Ha JIeBOQUIOKCALMH MpH OpeMeHHH xeHH. [1poyuBaHusTa C
>KMBOTHH HE TOKA3BaT MPEKM WK KOCBEHH BpeIHH €(PEKTH, OTHACAHILU C€ 32 PENPOAYKTUBHA TOKCHIHOCT
(BIDKTE TOYKA 5.3).

[Topanu nunicara Ha JAHHM TTPH XOpa H NOpaaH €KCNEPUMEHTaNHHA PHCK OT YBpE)XAaHe Ha HOCEILIHTE
XPYILSUTH Ha PACTAILMA OPraHH3bM, IPUMHHEHO OT (NTYOPOXHHO/IOHHTE, JIeBOGUIOKCALIMH He TpAbBa na ce
npuiara npyu OpeMeHHH XeHu (Brk Touka 4.3 u 5.3).

Kypmene

JleBoduioKcaLMH € MPOTHBONOKA3EH MPH XKEHM, KOHTO KbpMaT. HHdopMaliisTa 3a eKCKpeLms Ha
neBOGUIOKCAIMH B MaifYMHOTO MJIAKO € HEJOCTATBHYHA; HO OCTaHAJIHTE (ITYOPOXHHOMOHH CE€ CKCKPETHPAT
B MaifuMHOTO MIAKO. [Topanay JUncara Ha JaHHM IPH XOpa H NOpaJid eKCNEPHMEHTAITHUSA PUCK OT
yBpexaaHe oT ITyOpOXHHOIOHHTE Ha HOCELUHTE XPYLIAIH Ha PACTALIHMSA OPraHM3bM, JIEBOQUIOKCALIMH HE
TpsAGBa Na ce Mpuiara MpH XKEHH, KOUTO KbPMAT(BKOK TOUKa 4.3 U 3.3).

Depmunrumem
JlesodnokcalMH He OKa3Ba BIMAHHE BhPXY QEPTHIHNTETA H PENPOLYKTHBHOCTTA NIPH ILUTBXOBE.

4.7 E¢dexrn Bopxy cnocobnocrTa Ha modHrpane B padoTa ¢ MAIUHHA

Driekcu MOBIHABA B MaJIKa IO YMEpeHa cTeneH crnocobHocTTa 3a wodupane 1 pabora ¢ MalIHHH.
Hsaxon HexxenaHH! JICKAPCTBEHH peakiiiK (Harp. 3aMasHOCT/CRETOBLPTEK, ChHIIMBOCT, HAPYLICHHA Ha
3PEHUETO) MOr'aT J1a Hapy1llaT clocoOHOCTTA Ha MallMeHTa [1a ce KOHLIEHTPHpa U pearupa v
[peJCTaB/IABAT PHCKOB (hJakTOp B CHTYALMH, B KOWTO TE3H COCOOHOCTH ¢a OT 0cobeHO 3HaYeHHE (Harp.
ioupane Wi padora ¢ MallMHH).

4.8 Hexenann ieKapcTBeHH PeaKIHA

[TocoueHaTa no-zony UHGOPMALIMA C€ OCHOBaBa Ha JJAHHWUTE OT KIMHHYHH NPOYYBAHHA IPH NOBEYE OT
8 300 nauMeHTH U Ha LIHPOKHA NMOCTMAPKETHHIOB OIIHT.

YecToTHTE ce nedMHHUPAT KaTo: MHoro yectH (=>1/10), yectu (=1/100, <1/10), neuectu (=1/1 000,

<1/100), peaxu (=1/10 000, <1/1 000), Muoro peaku (<1/10 000), ¢ HenapecTHa YecToTa (HE MOXKE O
OBbAe OLeHEHA OT HAIHYHUTE JJaHHH ).

B HU3XOOALL pea MO OTHOLICHHE Ha TAXHATA CCPHO3HOCLT.




Undexkunu u

[ bOMYHM

HHecTalHH UH(EKLIMH, BKII.
Kanauna
UH(EKLIMH,
[laTtoreHHa
PE3UCTEHTHOCT
Hapymenus JleBKOTIEHMA, TpombOoumnTOoneHus, KocTHOMO3bYHA
HA KPbBTA H Eosunodunus HeyTporieHus HE10CTAaTbYHOCT,
Jumpnara BKJIKOUUTEITHO
cHCcTeMa arJiacTH4Ha
aHEeMHus,
MaHUMTONEHHS,
arpaHyJIoUMTO3a,
XEMOJIMTHYHA
aHEMHUS
Hapymenus AHruoeaem AHaduaKTHYEH
HA HMYHHATA CBpbX4YYBCTBUTEIHO | LIOK *
CHCTEeMA cT (BMIKTE TOUKA 4.4)
aHa()MIAKTOU/IEH
IIOK ? (BUK TOUKA
4.4)
EHAOKpHHHH CuHapOM Ha
HApYUIEHH s HEaeKBaTHa
CEeKpeLHrs Ha
AHTU/IMYPETUYEH
xopMmoH (SIADH)
Hapyumenus AHOpeKcHs XHUIMOTTTUKEMHS, XHUNepriiMkemMus
HA 0COOEHO MNpH (BWKTE TOuka 4.4)
meTabo/IH3MAa MauMEHTH ¢ auader

H XpaHEeHeTo

XUIOIJIMKEMHUUYHA

KOMa ( BUKTE TOYKaA
4.4)




IIcuxuyHHU be3cbHHue besnokoncTRO, | IICHXHUYHM [lcuxoTHyHH
HAPYIIEHUA ™ OOBPKAHOCT. HapyllIeHHUs (Hanp. ¢ | peakuUHH ¢
HEPBHOCT XATHOLIMHALIMM, aBTOArpecUuBHO
rnapaHos ) Jernpecus, | NoBeJAeHHUE,
Bb30y/a, BKJIKOUUTEJTHO
HeoOMYanHH CYULIMHH HacalIUH
ChHHULLIA, KOLLIMAPH WJIA OTUTH 34
Jlennpuym caMmOyOUHUCTBO
(BHaKTE TOUKa 4.4),
MaHHUs
Hapymenus [ napoOosume, CbHIUBOCT KoHBYJICMH (BHIKTE [Tlepudepna
HA HepBHATA 3amasgHOCT Tpemop TOukU 4.3 u 4.4) CEH30pHa
cucrema™ Jlucrey3us [ lapecTesus HEeBpONaTHus (BHKTE
HapylieHue Ha Touka 4.4)
[amerra [lepudepna
CEH30pPHOMOTOpPHA
nepudepHa
HEBPOIIaTHA,
(BMKTE TOUKa 4.4)
[lapo3mus,
BKJIFOUUTETHO
aHO3MMS,
JIMCKUHEe3us
ExcTpanupamuia
HW HapyLUeHHsl
Arey3us,
CHHKOIN
JloOpokauecTBeHa
MHTpaKpaHHaJiHa
XHUIEPTEH3US
MHUOKJIOHYC
Hapymenus Hapyuienus Ha [TpexonHa 3ary0Oa
Ha OUHTEe™ 3PEHUETO KaTo Ha 3peHHE (BHIKTE
3aMbBITIEHO BWK1aHe | Touka 4.4)
(BHoKTE TOUKa 4.4) YBeuT
Hapymenus Bepruro Tunuryc oaryBh s EnyRn
HA YXOTO H . &
Ja0MpHHTA™ Py LICHIA Ma
o
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ciyxa

Cobpaeuynmu Taxukapaus KamepHa
HAPYILIEHHA™ ™ | TaxuKap/us, KosTo
[ lannuTaums

MOKe J1a J10BejIe 110
Chbp/AEUYEH apecT
KamepHa apurMus
W torsades de
pointes
(CbOOLLIEHUS
NPEJIMMHO TpH
NalMEHTH C
PUCKOBH (paKTOpPH
3a ybJ/I’KaBaHE Ha
Q1 — uHTepBana),
EKI yabikaBaHe
Ha QT — unTepBana
(BH)KTE TOYKHU 4.4 M
4.9).

Cba0BH XHUIMOTOHUSA

HApYLIEHHA ™

Pecnupartop- Jlucnues bpoHxocna3zsm

HHM, TPBAHH H AnepruueH

Me/IHACTHHAJIH [THEBMOHMT

H HApPYIIEHHHA

Cromammuo- Jnapwus, bonka B Jlnapus —

YpeBHH KopeMma, XeMoparviHa,

[loBpbluaHe,
HApPYUWIEHHH s JIACTIETICHA, KOSSITO B MHOTO
dnaryneHums, PEJKHU Cllyyau

KOHCTHUIIALIUA

MOJXKE Ja Obj1e
moKasareJiHa 3a
EHTEPOKOJIUT,
BKJIKOUUTEJTHO
rncesaoMemMoOpaHose
H KOJIUT ( BUIKTE
Touka 4.4) _

.
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Touka 4.4.)

XenarooH. 1H-
APHH
HApYIIEeHHd

[loBUuLLIEHH
CTOMHOCTH Ha
YepHOAPOOHHTE
EH3UMH
(AJIAT/ACAT,
aJIKajiHa

docdarasa.
[TT)

[ loBHIIEHH
CTOMHOCTH Ha
OUIMPYOHH B
KpbBTa

KbJTeHHLIA U
TEKKO
YEPHOAPOOHO
YBpEKIaHE,
BKJIFOUUTEJTHO
C/Iy4yaM ¢ ocTpa
yepHOApOOHa
HE/10CTATbYHOCT,
OCHOBHO TpH
MaLMEHTH C TEKKH
ChIMbTCTBRAILO
3a00J19BaHUs
(BHoKTE TOUKa 4.4).

XEernaruT

Hapymenus
HA KOKATA U
NOAKOKHATA
ThKaH "

OOpusB,

[ Ipypuryc,
Yprukapus,
Xunepxu/po3a

JlekapcTBeHa
peaKLMs C
€O3UHODUIINA U
CUCTEMHH CUMITTOMH
(DRESS) (BX. TOuKa
4.4), DukcupaHa
JIEKapCTBEHA

CPYIILIHA

TokcuuHa

eru/iepmMasiHa
HEKPOJIU3a,
CUHIPOM Ha
Stevens-Johnson,
epUTEMA
MyJaTHdOpMeE,
pEaKIMM Ha
(oTOUYBCTBUTEITHO
CT (BUXKTE TOUYKA
4.4)
JIEBKOLIMTOKJIACTHY
€H BaCKY/IUT,
CroMarur
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Hapymienus ApTrpairus Hapyuenus Ha Pabnomuonusa
HA MYCKYJ/IHO- cyxoxkuausta (BHKTe | CKbCBaHE Ha
Muanrus .
CKe/leTHATA ToukH 4.3 u 4.4) CYXOKHUJIME (Hamp.
cHCcTEMA M BKJIIOYHUTEITHO AXHJIECOBO
Che/IHHHTE/IHA TEH/IOHMUT (Hamnp. CYXOXKH/THE BHIKTE
Ta ThbKaH* AXHJ1ECOBO TOuku 4.3 u 4.4)
CYXOXKHIIUE ),
PynTypa Ha
MyckynHa ¢i1abocT, | JIMTAMEHTHTE
KOSITO MOXKE J1a € OT
PynTypa Ha
3HAYEHHUE TPH
MYCKYJIUTE
MaLUEHTH C
MHACTEHHs IPaABUC ApTpUT
(BHKTE TOUKA 4.4)
Hapymenus [loBuLLIEHH Octpa ObOpeuHa
HA ObOpenunTe CTOMHOCTH Ha HEOCTATBLYHOCT
H MHKOYHHTE KpeaTuHUHA B (Hanp. B pe3y/iTaT Ha
NbTHIIA KpbBTA UHTEPCTULIMATIEH
HeppUT)
O0mn ACTEeHUS [ lupekcus bonka
HAPYUIEHHS H (BKJIFOUMTEJTHO

epexTHn Ha
MSACTOTO HA
NPHJIOKEHHE™

0osika B rep0a,
bPAUTE H
KpauHULIUTE)

* AHauIaKTHYHH U aHA(PUIAKTOUIHH peaKLIMM MOXKeE MOHAKOra Jla HaCTBIIAT JOPH CJie/l MbpBaTa

03a.

. Peakuuu ot CTpaHa Ha KoXKara U JIMFaBULIUTE MOXKE IMOHAKOra Ja HaCTBhITAT JA0PH CJIC/L ITbpPBdATa /1034d.

* CpoOllaBa ce 3a MHOTO Pe/1KH CJ1y4au Ha NMPOABIKHUTEIHHU (10 MECELIM HJTH TOJIMHH),

HHBAJIW/IU3UpALIH U [TOTCHLIHAJTHO HeﬂﬁpﬂTHMH CEPHO3HH JICKAPCTBCHHU PCAKLIMH, 3aCiATldlllH HAKOJIKO,

MOHAKOra MHOro, CHCTEMO-OpraHHH KJ1aCoOBC H CCTHBA (BM}D‘{HTEHHO pE€aKllHH KAdTO TCHIHHHT,

pPa3’sKbCBAHE HA CYXOXKHIIHUC, APTPaJIl Ui, OoJIKa B KPHEHHU’,HTQ. HAPYWCHUEC HA MNMOXO/IKaTa, HCBPOIIATHH,

CBBbp3dHH C IApeCTE3HH H HEBPAJIT'HA, YMOpa, ICHXWYHH CUMIITOMH (BHHI‘OHHTeJIHD HAPYLUCHHA HA

CbHA, TPEBOKHOCT, INAHHUK aTaKH, JACIPCECHUA H CYHLIH/IHH HJZ[EH).. HAPYLUCHHUC HA 11aMCTTd H

KOHLIEHTPALMUATA U YBPEXK/IaHE Ha Ci1yXa, 3peHHETO, BKyca U 0OOHAHHUETO) BbB BpPb3Ka ¢ yrorpedara

Hd XHHOIOHH H bel}’DPDKHHDHDHH, B HAKOH CJ1Yy4aH HC3aBUCHUMO OT BCHC CHLUICCTBYBALIHUTC pHCK(?_E

dakTopm (BK. TOuKa 4.4).

H




** Cpo0IaBaHy ¢a CTYYad HA aHEBPH3Ma U AUCEKALMA HA 40pTaTa, NOHAKOra YCI0KHEHH OT
pa3kbCBaHe (BKIIOYHTENHO (ataiiK), M HA PErypruTauHs/HeJOCTATLYHOCT Ha HAKOW OT ChpPACYHHTE

KJIaNy TIPH NalMeHTH, roayyasamy GryopoxuHoioHd (mx. Touka 4.4).

JIpyr HexeNaHH TeKAPCTBEHH PEaKLIMK, KOWTO Ca CBbP3aHH ¢ NPHAOKEHHETO Ha (ITyOPOXUHOIOHH
BK/TKOYRAT:
- nopdUPHYHH NPHCTHIIK NPH MALMEHTH C NOpPHpHA.

CrolLiaBaHe Ha MOAO3UPAHH HEXETAHH PEaKIUH
Cro01aBaHeTO HA MOJO3UPAHU HEXENAHU PEaKIIHH CIIeH pa3pellaBaHe 3a ynorpeba Ha TeKapCTBEHHA

MPOAYKT € BakHO. ToBa MO3BO/IABA Aa MPOABLILKH HabOAEHHETO Ha CHOTHOMICHHETO MOJI3a/ PUCK 34
NeKapcTBeHHA NPOAYKT. OT MeTHLIMHCKHTE CNELIMATMCTH Ce H3MCKBA Ja ChOOIIaBaT BCAKA NOJO3HpaHa
He)KeaHa peaKLMa Ype3 HalMOHATHA CHCTEMa 3a ¢hoOIlaBaHe KbM H3mbiHUTENHATa areHU|A 110
nexapcTsara, yi. ,,Jaman Ipyes” Ne 8, 1303 Codus, Ten.: +35928903417, yebcaiiT: www.bda.bg.

4.9 IIpeno3mpane

ChIVIaCHO M3CIEIBAHHATA 38 TOKCHYHOCT MPH XKHBOTHH WIH KIHHHKO-(apMakoIOrHUHM NpOYyYBaHHA,
[POBEAEHH ChC CYNpaTepaneBTHYHH A03H, Hali-BAXKHHTE CHMITTOMH, KOHUTO TpAOBa [a ce o4aKBar clell
ocTpo npenosupane ¢ Gnekcu GuaMHpany Tab/IeTKH Ca CHMIITOMM OT CTpaHA Ha UEHTpa/IHATa HEPBHA
CHCTEMA KaTo OGBLPKAHOCT, 3aMasHOCT, HapylllaBaHe Ha Ch3HAHHETO, KOHBYJICHH, YAb/DKaBaHe Ha QT-
MHTEPBalla, KAKTO H CTOMALIHO-YPEBHH CUMITTOMH KaTO rajieHe M JIMMABUYHH €PO3HH.

Edextn or ¢Tpana Ha [JTHC BKIIOMMTENIHO CBCTOAHUE HA 0OBPKAHOCT, KOHBYJICHH, MHOK/IOHYC,
XATIOLMHALIMY, M TpeMop ca 6w HabmoaaBaHH B MOCT-MAapKETHHIOBHA NMEPHOL.

B ciayuait Ha npeno3dpade Tpabsa na Obae NpoBeNEeHO CUMITTOMaTHYHO NeueHue. TpaOBa na ce mposene
moHuTopupane Ha EKI" nopaau Bb3MOXKHOCTTA 32 yAwDKaBaHe Ha QT-HHTeppana. AHTHALMIHH
cpencTBa MOTAT Aa ObJaT H3NOM3BaHM 33 NPOTEKLMA Ha CTOMAIIIHATA JIMTaBHLIA.

Xemonuanu3ara, BKJIIOYHTENHO nepuToHeanHaTta auanu3a 1 CAPD He ca e(eKTUBHH 3a OTCTPaHABAHE
Ha neBodnoKcalMH oT opraHu3ma. He cbiiecTByBa CrieUMPUYECH AaHTHAOT.

5. ®APMAKOJOI'MYHH CBOUCTBA
5.1 ®dapmMaxkogRHAMHYHH CBOHCTBA

dapMaxoTEpaneBTH4Ha rPyna: XHHOJIOHOBH aHTUOAKTEpHAIIHH areHTH, QIIyOPOXHHONOHH

ATC xonm: JOIMAI12

JiesodnoxcalyH € CHHTETHUEH aHTHOaKTEpHaIEeH IEKAPCTBEH NPOAYKT OT Ipynara Ha
bITyOPOXHHOMIOHHTE H € S (-) EHaHTHOMEpP Ha PaLIEeMHYHOTO JIEKAPCTBEHO BEWECTBO OGUIOKCALMH.

Mexanuzwvm Ra oelicmeue
Karo ¢myopOXMHONOHOB aHTHOaKTepHaIeH IIPOAYKT JCBO(IOKCALIMH ACHCTBA BhP
JTHK-JJHK-rupa3za u Tononsomepasa 1V.




B3aumospvixa ®apmaxoxuremuxa/@apmMakoounanuxa

CrenenTa Ha DaKTEpHIMIHA AKTUBHOCT Ha JI€BOQUIOKCALIHH 3aBUCH OT CbOTHOLICHHETO HA
MaKCHMAJIHaTa cepyMHa KoHueHTpauust (Cmax) wiM 1iomra noa xpueara (AUC) 1 MHHUMAJIHATA
HHXKHOUTOpHA KoHLEeHTpaLms (MIC).

Mexanuzwm Ha pezucmeRmHocm

Pe3ncTeHTHOCTTA KbM JeBOQIOKCALIMH Ce pa3B¥Ba B CTHIOJOBUACH NPOLICC Ha MyTallMH Ha 1BaTa
tvn 11 Tonomsomepasu, JJHK rupasza u TonowsoMepasa IV, Jpyrn MexaHH3MH Ha Pe3UCTEHTHOCT KaTo
6rokMpaHe Ha HaBIH3aHeTO (YecTo MpH Pseudomonas aeruginosa) U eIyKCHH MEXaHH3MH CHILO
MOTaT [a NOBJUAAT YYBCTBUTENHOCTTA KbM JIEBOQIIOKCALIMH.

Ha61ronapana € KPCTOCAHA PEIMCTEHTHOCT MEXY JIEBOQIOKCAUMH U APYTUTE QUIYOPOXHHOIIOHH.

[Mopaau MexaHu3Ma Ha ACHCTBHE KATO LAIO JIMIICBA KPHCTOCAHA PE3UCTEHTHOCT M€
nesonoKkcallH U IPYTH KIacOBe aHTHOAKTEpUAIHMN arcHTH.

HHTepnpeTarMBHATE KPHTEPUH HA MHHUMANHaTa HHXHOUTOpHA koHUeHTpalms (MIC) 3a TecTsaHe Ha
YyBCTBHTEJHOCTTA Ca YCTAHOBEHH 0T EBpOneHCKHa KOMUTET 3a H3CIE€ABAHE Ha AHTHMHMKpOOHaTa
yyscTBurenHocT (EUCAST) 3a neBodnokcauyH v ¢a U30pOSHH TyK:
https://www.ema.europa.euw/documents/other/minimum-inhibitory-concentration-mic-
breakpoints_en.xlsx

YecTOTATA HA PE3UCTEHTHOCT MOXE /1a BADHPA B 3aBHCUMOCT OT reorpadckara obnacT H BbB BPEMETO
MPH ONpEAEEHH BUAOBE M NOPaJH TOBA € XKEIAaTeHO 1a HMa HH(OPMaUHA HA MECTHO HHMBO, Kacaela
PE3UCTEHTHOCTTA, 0COBEHO NpPH JieueHne Ha TeXKH uHpekuuu. [1pu neobxonumocT TpsOBa 1a ce
MOTHPCH CHBET HA EKCIIEPT, KOTAaTO MECTHATA 4€CTOTa Ha PE3HCTCHTHOCT € TaKaBa, 1€ 11o/isara or
fIEKAPCTBOTO TPH HAKOH THTIOBE HH(EKLIMH € MO/ BBIPOC.

BujaoBe, KOATO OOHYAHHO Ca YYBCTBHTE/IHH
AepobHH rpaM-no3UTHBH GakTepHH

Bacillus anthracis
Staphylococcus aureus METHRLWIMH-1YBCTBHTEJICH
Staphylococcus saprophyticus

Streptococei, rpyna Cu G
Streptococcus agalactiae
Streptococcus pneumoniae
Streptococcus pyogenes

Aepo6HH rpaM-HeraTuBHH GaKTEpHH

Eikenella corrodens
Haemophilus influenzae
Haemophilus para-influenzae




Klebsiella oxytoca

Moraxella catarrhalis
Pasteurella multocida
Proteus vulgaris
Providencia retigeri

AHaepoGHu Saxrepun
Peptostreptococcus

EE!FH

Chlamydophila pneumoniae
Chlamydophila psittaci
Chlamydia trachomatis

Legionella pneumophila
Mycoplasma pneumoniae
Mycoplasma hominis
Ureaplasma urealyticum

Bazose, npn KOHTO NpuA06HTATA PE3HCTEHTHOCT MOXKE 1A IpeAcTas/saBa npobiem

AepoGHH rpaM-no3MTHBHH DaKTepHH
Enterococcus faecalis

Staphylococcus aureus METHUWITHH-PE3UCTEHTEH”
Koarynasa nerarusen Staphylococcus spp

AepoOHH rpaM-HeraTUBHU OaKTepUH

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

AHaepoOHu Gaxrepuu
Bacteroides fragilis

I[IlaMoBe ¢ OpACHMA PEIACTERTHOCT
AepoOHU rpaM-no3UTHBHH DaKTEPUH




Enterococcus faecium
*METHLMNHH-PE3HCTERTHH Staphylococcus aureus € MEOTO BEPOATHO J1a TIPUTEXABAT KPBCTOCAHA
PE3HCTEHTHOCT KbM (UTYOPOXHHOIIOHH, BITIOUHTETHO JIEBO(IIOKCALIMH.

5.2 @DapMAKOKHHETHYHH CBOHCTBA

AbGcopbuns

[TpuioxeHHAT nepopatHo JepodnokcaldH ce abcopdupa ObP30 K MOUTH HAMMBIHO ¢ JOCTHIaHe Ha
[MHKOBH IUIa3MEHH KOHLICHTpallMH B PaMKHTE Ha 1-2 uaca. A6comorHara SuoHanu4yHocT € 99- 100 %.
XpaHara uMa MalTbK eeKT BbpXy abcopOLMATa Ha JIeBOGIOKCALMH.

CrabuiHy HUBA c€ MOCTHIAT B paMKMTe Ha 48 yaca ciiel] €AHOKPATHO HJIH ABYKPAaTHO MPHJIOKECHHUE Ha
no3a ot 500 mg nHeBHO.

Pa3npeneienne

[Mpubnusutenno 30 - 40% ot 1€BOGUIOKCALIMH CE CBBbP3BA CBC CEPYMHHTE MMPOTCHHH.

CpeanuaT o6eM Ha pasnpeneneHue Ha Nepodiokcaliv € npubausurento 100 1 cnen eNHOKpaTHO WiN
NOBTAPAIIO Ce MPHWIOXKEHHE Ha N03a oT 500 mg, nokaspaill MMUPOKO pa3NpeJe/ICHHE B TEJIECHHTE
TBHKaHH.

ITpornuxeane 6 nrokanume u menecHume mewHocmu.

YCcTaHOBEHO €, Yye JieBoduiokcalliH NeHeTpupa B OpoHxHaiHaTa MyKo3a, CEKpeTa Ha OKPUBHHA
enuTeN, anBeonapHuTe Makpodars, 6enoapobHara ThkaH, KoXara (TEUHOCTTa Ha MEXYPH), MPOCTaTaTA
H ypHHara. JlesoduioxcauuH uMa ciaba neHerpauus B uepeOpo-CNMHAIHATA TEUHOCT.

broTpancpopManHg

JleBodnoxcallHH ce MeTaboNnu3ipa B MEOTO MaIKa CTENEH, KATO META0O/IHTH Ca Ae3METII-
nesodnokcauH 1 neBoduiokcalH N-okcua. Te3n MeTaboNnHTH ChCTaBAT < 3 %o OT 103aTa,
eKCKpeTHpaHa ¢ YpuHarta. JleBodokcaliuH € CTepeoXHMHYHO CTaOMiIeH M He Ce NoIara Ha XupajHa
MHBEPCHA.

EJAMBAEHpaHe

Cnen nepopaHO H HHTPABEHO3HO NPHIOKEHHE JIEBOGIOKCALMH Ce EJTMMHHHPA CPABHHUTEIHO OAaBHO
oT ia3Mmara (ty; 6 - 8 h). Exckpeumnsra ocHo8HO € npe3 6u6petiure (> 85 % or npunoxeHara 103a).
CpeauuaT npyBHAeH o011 KIMPBHC HA 1EBOQOKCALIMH, MOCNEABAIll MPHIAraHETO HAa €JHOKpAaTHA 032
or 500 mg e 175 £ 29.2 mL/min.

Hsama ronemu pa3nndrs BbB HapMaKOKWHETUKATA Ha JIEBO(AOKCALMH Clie]l MHTPaBEeHO3HO U
NEePOPATHO NMPHIOKEHUE, KOETO MPEANOara, 4e MepopajHMAT U HHTPaBEHO3HHAT MBT Ca
B3aHMO3aMEHACMHU.

JIRmeHHOCT
JleBodiokcaLMH ce NOAYHHABA Ha IMHEeHHaTa dapMakokHHETHKA B rpaHvuMTe oT 50 o 1000 mg.

CrnennaJHH rpynH NanHEeHTH




JTuna c 6vbpeuna neoocmanrvunocm

DapMaKOKMHETHKATA Ha JIEBOGJIOKCALIMH Ce MOBITHABA OT YBpeKaaHe Ha OnOpeunara gyHkums. C
HaManaBaHe Ha OnOpeuHaTa QYHKIMA eNTHMHHMPAHETO Npe3 OBOpenrTe U KIMpbHCA HAMAJIABAT H
¢IHMHHALIMOHHHKA NOJY»KUBOT Ce MOBHIIABA, KAKTO € MOKa3aHo B Tabiuuara no-goiy:

(dapMakokuHeTHKa NpH GBOpetHa HeOCTATEYHOCT Cell MPUIIAraHe Ha eHOKpaTHa 103a oT 500 mg

Clr [ml/min] <20 20 - 40 50 - 80
Clr [ml/min] 13 26 57
ti2 [h] 35 27 9

Hayuenmu 6 cmapuecka evipacm
Hsama 3HauMMK pa3inuusd BB (PapMaKOKWHETHKATa Ha JIEBOQIOKCALIMH MEX/TYy MM W NHLA B
cTapuecKa BB3pacT C H3KTIOUCHHE HAa CBbP3aHHUTE ¢ PA3IMKKTE B KPEATHHHHOBHS KITHPBHC.

Paznunue no omuowmerue Ha noaaq

OTneHH aHATH3M TIPH MBXe U )KeHH NOKA3BAT MAJIKM 10 FPAHHYHH NOJIOBH pa3Ii4Hs BbB
dapMaKkoKMHETHKaTa Ha eBoduiokcaiuH. HaMa noka3aresicTsa, 4e Te3H pas3iHuvi B NIOJIOBETE ¢a OT
KIIMHUYHO 3HAYCHHE.

5.3 Ilpeaxnman4nn JaHHH 3a 6e3onacHOCT

HexmmHuYHKTE AaHHH HE PA3KpUBAT 0co0eH puck 3a xopa. JlanHHTe ca 6asHpaHH Ha
KOHBEHLIMOHATTHH MPOYUBAHHA Ha OCTpaTa TOKCHYHOCT, TOKCHYHOCTTA MPH MHOTOKPAaTHO NMpPHJIaraHe,
KAHLIEpPOT€HHMA MOTEHLHAN H PENPOAYKTHBHATA TOKCHYHOCT.

JlesodnokcaLiMH HE OKa3Ba BIMAHHME BbPXY QEPTWIHTETA WK PENIPOAYKTHUBHHUTE Bh3MOXKHOCTH NPH
[UTBXOBE U €AMHCTBEHHAT MY €(eKT BbpXy derycure € 3adaBeHo ch3psABaHe, KaTo pe3yTaT Ha
MaH4YHHaTa TOKCHYHOCT.

JleBodnoxcaluH He HHAYLMpPa FeHHH MYTaLUUK Npy 6aKTepHanHu KIETKH WM KIIETKH 0T fo3aiHULM,
HO MHAYLIMpa XpoMO30MHH abepaiiu ripy GenoapolHH KIETKHM OT KHTaHCKH XaMcTep in vifro. Tesu
eekTH Morar Ja AoBeaaT 40 HHxUOHpaHe Ha Tononsomepasa Il. In vivo TecToBeTe (MUKPOHYKIIEYC,
o6MeH Ha CECTPHHCKH XpOMaTHAH, HemaHyBan JJHK cHHTe3, JOMHHAHTHH NIETANHH TECTOBE) HE
MOKA3BaT NEHOTOKCHYEH MOTEHLHA,

UsnuTBaHHA NPH MHILKK MOKA3BAT, Ye JEBOGIOKCaliMH NPHTEXaBa GOTOTOKCHYHA AKTHBHOCT CaMo
NPy MHOTO BHCOKHM N03H. JleBoduokcaniM He NOKa3Ba reHOTOKCHYEH IOTCHLMAN B aHANH3a 32
GOTOMYTareHHOCT ¥ HamasiABa oGpasyBaHeTO Ha TYMOPH MPH MpoyYBaHe Ha (POTOKAHLCPOTeHHOCTTA.




6. ©OAPMAIIEBTHYHM JAHHU

6.1 ChnHchK HA IOMOIIHHATE BELlECTBA

Copueceuna na mabremxkama:

JlakT0o3a MOHOXHApAT

IMoBuaon K30

Harpes HHIlleCTEH IMUKOIAT (THI A)
Tank

CunuuMeB IJHOKCHA, KOJMOHAEH Oe3roneH
Kpockapmenosa HaTpHH

[ muneponos AnbexeHar

Ob6euexa na mabnemrxama:

XHUrpoMesnosa

XHApOKCHTIIPONTHILIETYIO34

Makporoa 6000

Twuranor quokcua (E171)

JKenesen okcua, kbt (E172)

XKeneseH okcun, uepseH (E172)

Tank

6.2 HechEBMEeCTEMOCTH

Henpunoxumo.

6.3 Cpox na rogHocrT

3 roaMHH.

6.4 CoenHalHH YCJI0BHS HA ChXPaHCHHE

To3u nekapcTBEH NPOAYKT HE M3MCKBA CHELMANIHH YCITOBHA 3a ChXPaHEeHHE.

6.5 Baa B chAbLpXKAHHEE HA OIAKOBKATA

dunMupaHuTe TabneTku ca onakosaHu B anyMuHHeBW/PVC/TE/PVDC OnuMcTepH H NOCTaBEHH B
KAPTOHECHA KyTHA.

Bancrep: 1, 3,4, 5,7, 8, 10, 14, 20, 28, 30, 50, 60, 90, 100, 200 u 500 punmupanu TabreTKH.

He BcHuxy BUAOBE OMAKOBKH MOTraT Aa ObJaT IMycHATH B npofaxoa.

6.6 ChnenmaIad NpeINa3HHd MEPKH NpH H3XBLNISHE H padoTa




HaMa crierMaiiHyd U3HCKBaHHA.

7. TNIPHTEXATEJI HA PAZPEILIEHHETO 3A YIIOTPEBA

Sandoz d.d.

Verovskova 57, 1000 Ljubljana

CrnopeHU

8. HOMEP(A) HA PASPELHIEHHUETO 3A YIIOTPEBA

Per. Ne 20100093

9, JATA HA ITBPBO PAZPEINIABAHE/TIOTHOBABAHE HA PASPEINIEHHETO 3A

YIIOTPEBA

Jata Ha nwpeo pazpewapane: 11.02.2010
Jlara Ha nocienHo noaHoegsaHe: 26.05.2015

10. JATA HA AKTYAJIMBHPAHE HA TEKCTA

12/2024




