TIHCTPYKIIIA

IJIs1 MEJUYIHOT 0 3aCTOCYBaHHSI JTIKaPCHKOT0 3aC00y

®pominix® yHo

(Fromilid® uno)

CKkn1ao:
Oitoua peuosuHda: KJIapUTPOMIIUH;
1 tabnetka mictTuTth 500 MI' KJTapUTPOMILIUHY;

0onomidcHi peyo8uUHU: HATPilO albriHAT, HATPiIO ajbriHaT Kasblli€BUM, TaKTO3W MOHOTIgpAT, IOBiIOH,
moricopbaT 80, KpeMHi0 mioOKCHM KOJIOimHUY 0€3BOIHME, MarHilo cTeapaT, TalbK, TillPOMeo3a,
3aniza okcup xkoBtuil (E 172), Tutany gmiokcup (E 171), npomineHrikomib.

JIikapcbKka ¢popma. TabrmeTku 3 MoguGpiKOBAHUM BUBITbHEHHSIM.

OcHosHi ¢i3uko-xiMiyHi 81acmusocmi: OBaIbHi IBOOIMYKIIi TabIeTKU, BKPHUTI IIJIiBKOBOIO 000JIOHKOIO,
KOPHUYHIOBATO-2KOBTOT'O KOJIHOPY 3 BUTUCHEHOIO JIiTEPOI0 «U» 3 OMHOT0 OOKY.

(I)apMaKOTepaneBanHa rpyia. AHTI/IGaKTepiaJ'IBHi 3aco0u [IJIsi CUCTEMHOTO 3aCTOCYBaHHI.

Makpomnigu, niHKo3aMigu Ta ctpentorpaminu. Knaputpominus. Kog ATX JO1F A09.

dPapmaKo102iuHi e1acmueocmi.
dapmakoOuHamika.

KnaputpoMminus - HaniBCUHTETUYHUM aHTUOIOTUK IPYIX MaKpoifiB. AHTUOaKTepianbHa Ois
KJIAPUTPOMILIMHY BU3HAYAETHCS MOT0 3B’13yBaHHAM 3 5OS-pub0ocoManbHO0 CyOOIUHUIIEI0 YYTIUBUX
OakTepill Ta mpurHiyeHHAM GiocuHTe3y Oinka. TabneTku 3 MOAU(IKOBaHUM BHUBIIbHEHHSM €
OIHOPIAHOI0 KPUCTaIIYHOI0 OCHOBOM, IKa IIPU IIPOXOAKEHH] yepe3 LITyHKOBO-KUIIIKOBUY TPAKT
3a0e3meyye MPOJIOHTOBaHEe BUBIIbHEHHS [iI04Y0i PEYOBUHH.

[TpemapaT mPOsIBIIsi€ BUCOKY €(PEeKTUBHICTh in Vitro BiMHOCHO IIMPOKOI0 CIIEKTPa aepo0HUX Ta
aHaepoOHUX TPAMIIO3UTUBHUX i rpaMHETaTUBHUX MiKPOOPTaHi3MiB, Y TOMY YHCIIi TOCHiTaIbHUAX
mTaMiB. MiHimManbHiI mpurHivyBanbHi KoHIeHTpalil (MIIK) knapuTpoMinuHy 3a3Bu4ail BABIYI HUXKYi
3a MIIK eputpowminusy.



Knaputpowminus in vitro BucokoepeKTHBHUM CTOCOBHO Legionella pneumophila i Mycoplasma
pneumonie. Mae 6akTepuIIUANY [it0 TPOTU H. pylori; akTUBHICTh KITaPUTPOMIIIMHY BUILA TPU
HeuTpanbHOMYy pH, HiX nmpu Kucnomy pH. Knaputpominus edheKTUBHUM IPOTH KIiHIYHO 3HAYYIIAX
mTamiB MikoOakTepii. [JOCiAKeHHS in vitro mokasany, mo mraMu Enterobacteriaceae i
Pseudomonas, siK i rpaMHeraTHBHi 0akTepii, 1110 He PePMEHTYIOTh TaKTO3y, HEUYTIMBI 10
KJIapATPOMILIUHY.

Mikpobiomoris

KnapuTtpomiliui akTUBHUY in Vitro i B KJTiHiYHOI MPaKTHUIIi BiTHOCHO OiNbIIOCTI MITaMiB TaKUX
MIKpOOpraHi3MiB:

'pamno3uTtuBHi 6akTepil: Staphylococcus aureus (4yTIUBICTh O METULMIIHY); Streptococcus
pyogenes; Streptococcus pneumoniae; Streptococcus agalactiae; Listeria monocytogenes.

['pamueratuBHi 6akTepil: Haemophilus influenzae, Haemophilus parainfluenzae, Moraxella
catarrhalis, Neisseria gonorrhoeae; Legionella pneumophila, Bordetella pertussis, Helicobacter
pylori; Campylobacter jejuni.

Mikonna3ma: Mycoplasma pneumoniae; Ureaplasma urealyticum.

Iami opranismu: Chlamydia trachomatis; Mycobacterium avium; Mycobacterium leprae; Chlamydia
pneumoniae.

Anaepo6ni: YyTnusuil mo MakponigiB Bacteriodes fragilis; Clostridium perfringens; Peptococcus
species; Peptostreptococcus species; Propionibacterium acnes.

KnapuTtpominuu 4uHUT OaKTEePULMOHY Ail0 MPOTH KiNbKox mTaMiB 6akTepiii: Haemophilus
influenzae, Streptococcus pyogenes, Streptococcus pneumoniae, Streptococcus agalactiae, Moraxella
(Branhamella) catarrhalis, Neisseria gonorrhoeae, Campylobacter spp. Ta Helicobacter pylori.

OcHOBHUM MeTab0IiTOM KIapUTPOMIIIMHY B OpraHi3Mi TI0OUHY € MiKp06ionoriyHo akTuBHUM 14-
TiIPOKCHUKIIAaPUTPOMILIMH. MeTaboIiT MEHINI aKTHBHUH, HiXK BUXiTHA PeYOBHUHA [JIS OilbIIOCTi
opraHi3MiB, BKIo4ayu Mycobacterium spp. Buasatkom € Haemophilus influenza, ge 14-
rifpokcuMeTaboIiT € BABIYi aKTUBHIIINM, HiXK BUXifIHa CIIOJIyKa.

dapmMaKoKiHemuxka.

KineTuka TabneToOK KIapATPOMIIIMHY ITPOJIOHTOBAHOI [Iii TOPiBHIOBAJIACS 3 TAKOIO AJIST TabJIeTOK
HerauHoro BUBiNbHeHHS 10 250 i 500 Mr. BenuurHa abcopOiiii Oyna ekBiBalleHTHA IPX 3aCTOCYBaHHI
eKBiBalleHTHUX [03. AGcomoTHa 6i000CTYMHICTb CTaHOBUTH 61113bK0 50 %. ITpu GaraTopa3oBoMy
IpuUiioMi Ipenapary KyMyJisilil He BUSIBJIEHO i XxapakTep MeTa0o0/1i3My B OpraHi3mi TOAUHY He
3MIHIOETHCH.

30oposi cyb’ekmu

[Ticns npuiioMy KIapuTpPOMIIIUHY, TabJIETOK IIPOJIOHT0BaHOI Iil, BHYTPIIIHLO micnd 1Xi o 500 Mr Ha
IeHb PiBHOBaXKHI MaKCHMMaJbHi KoHIeHTpalil (C,,,,) KiapuTpoMinuHy i 14-TifpoKCUKIapUTPOMILUHY Y
na3mi KpoBi ctanosuiu 1,3 i 0,48 mkr/mi BignosigHo. Ilepiofy HamiBBUBEOEeHHS Ipenapary i 1oro
MeTaboiTy cTaHOBMIM BigmoBigHO 5,3 Ta 7,7 roguuu. [licns npuiiomy 1000 Mr KjapuTpoMiluHY 3
IIPOJIOHTOBAHOIO Ticto Ha moO0y (2 TabneTku mo 500 Mr) piBHOBaXKHI MaKCHUMasIbHi KOHIIEHTpAaIlii
KJIQaPUTPOMIIMHY 1 14-TigpOKCUKIIAPUTPOMIILIUHY CTAHOBUIIU y cepesHboMy 2,4 MKr/Mi i 0,67 MKr/mit
BifmoBigHo. [Tepiogu HamiBBUBENEHHS IIPenapaTy Ta K0ro OCHOBHOTO MeTa0O0JIiTy CTaHOBUIIN



BigmoBigHO 5,8 Ta 8,9 rogunu. T, mpu npuiomMi o3 mo 500 Mr i 1000 Mr Ha geHb AOCSATaBCS Yepel 6
roguH. PiBHOBaXKHi KOHLIEHTPAIlil i 14-TiTpOKCUKIIAapUTPOMILIMHY He 30iIbIIYIOTHCS MTPOIOPIINHO 00
[03U KJIapUTPOMIIIMHY, a ITepiofu HalliBBUBEEHHS KIIaPUTPOMIIIMHY i HOTO OCHOBHOTO MeTaboJiTa
30iNBIIYIOTHCS 3 MiABUIIEHHSAM H03U. HelniHiiHNI XapaKTep dapMaKOKiHETUKY KJIapATPOMILIUHY
TIOB’SI3aHMH 31 3MEHIIIeHHSIM YTBOPEHHS 14-TigpoKCUIb0BaHOT0 Ta N-IeMeTHIb0BAaHOT0 MeTaloJIiTiB
IIPY 3aCTOCYBaHHi Oi/IbIll BUCOKUX 003. 3 ce4Yet0 BUBOAUTHCS Onu3bK0 40 % mo3u KIapUTPOMIILIUHY,
yepe3 kumevHuk - 30 %.

ITayienmu

KnapuTpominuH i #0ro MeTaboIiT LIMPOKO PO3MOIINAIOTECA Y TKaHUHAX i piguHax opraniamy. Ilicns
[IePOPaIbHOTO IPUUOMY BMICT KJIapUTPOMILIMHY Y CIMHHOMO3KOBIN PiAVHI 3a/IUIIa€ThCSA HEBUCOKUM
(1-2 % Bip piBHS Yy cUpOBATIi KPOBi IpU HOPMAaJIbLHOMY CTaHi reMaToeHIedanigyHoro 6ap’epa).
KonIeHTpanis KIapuTpoMIlMHy ¥ TKaHMHAX 3a3BAYal y KiJlbKa pa3iB BUIA, HiXK y CHPOBATII KPOBI.
ITopyweHHA PyHKUII NneviHKU.

V narnieHTiB 3 MOMipHUMY Ta TSKKHUM IOPYIIeHHSM GYHKII IediHKH, ane 3i 36epexkeHo0 QyHKITE0
HUPOK KOPEKIIis 031 KIapUTPOMIIIMHY He MOTpiOHa.

ITopyweHHA PYHKUII HUPOK.

[Tpu nopyeHHi QyHKIII HUPOK 30iNMbIIYIOTHCS MiHiMasbHI i MaKCHMalbHi KOHIIEHTpaLil y Iia3mi
KPOBI, ITepiof HaIliBBUBEOEHH i IJI011a il KPUBOK «KOHLIEHTpaLlis/4ac» KJIapuTpoMiuuny i 14-
rinpokcukinapuTpoMinuuy. KoHcTaHTa eniMiHallii Ta BUBEOEHHS i3 ceyeto 3MeHIIyI0ThCs. CTyITiHb

3MiHU 1IUX TIOKA3HUKIB 3aJI€3KUTh Bifl CTYIIeHS IOPYIIeHHS (QYHKII HUPOK - YUM TsSK4e IOPYIIeHHS,
TUM OifbIlle BUPaXKeHi 3MiHU MOKa3HUKIB.

ITayieHmu AiMHbO20 BIKY.
Y nmatieHTiB NiTHHOTO BiKYy piBeHb KJIAPUTPOMIIIUHY i 14-TiIpOKCUKIIapUTPOMIIINHY B KPOBi OyB BUILIKM,
a BUBENEHHS - NIOBLIbHIIIe TOPIBHAHO 3 TAKUM Y JIIOflel MOJIOAIIOTrO BiKy. 3MiHa (hapMaKOKiHETUKY y

MaIli€HTIB JTITHBHOTO BiKY IOB’sI3aHa y MEPIIY Yepry 3 MOpPYIIeHHIM (QYHKITIOHATbHOTO CTaHy HUPOK, a
He 3 BiKOM IIallieHTa.

KiiHiuHi XapaKTepHuCTHKH.

Iloka3aHnHus.

[ns nikyBaHHS iHGEKLiN, COPUUYNHEHNX YYTIUBUMU [0 KJIapUTPOMIIMHY MiKpOOpraHi3aMaMu:
- [HbeKIil HUXKHIX IUXalbHUX OIISXiB (OPOHXIT, THEBMOHIS TOIIO).

- [HGek1il BepXHiX AUXalIbHUX LIIAXiB (CHHYCUT, (GapHHTIT TOIIO).

- [adexuil mKipu Ta M’gkux TKaHUH (GoJikymiT, 6emuxa ToIo).

KmapuTpoMiliuH npu3HavyaTy JOPOCIKUM Ta AiTAM Bif 12 pokis.

Crip 3BepHYTH yBary Ha OQilliliHi peKOMeHfallil I0A0 PaBUIBHOTO 3aCTOCYBaHHS
aHTHOaKTepiambHUX 3ac00iB.



IIpomunoka3aHHs.

- [TigBuiieHa YyTIUBICTH [0 KJIAPUTPOMILIMHY a00 [0 iHIINX MaKpPOMigHUX aHTUOIOTHUKIB YU 10O
Oynmb-sIKUX iHTPEieHTIB JIiKapChKOTo 3acoby.

- OpHoyacHe 3aCTOCYBaHHS 3 TaKMMMU IIpellapaTaMy: acTeMi30J, Hu3anpul, JOMIEPUIOH,
miMo3up, TepheHaguH — OCKIUIbKY IIe MOXKe IIPU3BECTH [0 NoAoBKeHHd iHTepBany QT i po3BUTKY
CepleBUX apUTMil, BKJII0YAIOYH MITYHOYKOBY Taxikapito, Gibpunsiiio MIyHOUKIB Ta MipyeTHY
IIJTYHOYKOBY Taxikapmito (torsades de pointes) (muB. po3minu «OcoONMMBOCTI 3aCTOCYBAHHS» i
«Bzaemogis 3 iHIIUMY JTiIKapCbKUMHU 3aco0aMH Ta iHIIM BUTU B3aEMOIIN»).

- BpomxeHe yu BCTaHOBNIeHe HabyTe momoBxkeHHs iHTepBany QT abo IITyHOYKOBI cepliesi
apuTMil B aHaMHe3i, BKJII0Ual4y MipyeTHY IUIYHOUYKOBY TaxXikKapaiio (torsade de pointes) (ous.
po3minu «B3aeMopmis 3 iHIMMH JTiKapChbKUMK 3aC00aMu Ta iHIII BUAKM B3aeMOii» i «Oco6IuBOCTi
3aCTOCYBaHHS»).

- OpgHo4YacCHe 3aCTOCYBaHHS KJIaPUTPOMILIMHY ¥ eproTaMiny abo AUTigpoeproTaMiHy — OCKiTbKU
I1e MOXKe MPU3BECTU OO0 €ProOTOKCUYHOCTI.

- OpHOYacCHe 3aCTOCYBaHHS KJIapUTPOMIIIMHY 3 JTOMiTamifioM (AuB. po3ain «B3aemMopis 3 iHuMu
JiKapChKUMU 3aco0aMu Ta iHIIi BUIKM B3aEMOIiN»).

- OpnouacHe 3acTocyBaHHA 3 iHribiTopamu 'MI-KoA-penyKTa3u (CTaTHHaAMH), 1110 3HAYHOIO
Mipoio MeTabori3yioThcsi CYP3A4 (moBacTaTiH ab0 CUMBacTaTHH), — Yepe3 MiiBUILIEHUN PU3UK
BUHUKHEHHS MiomarTii, BK/IIo4aw4u padboomioni3 (ouB. po3min «B3aeMopmist 3 iHIUMY JTiKapChbKUMU
3aco0aMu Ta iHIIi BUOW B3aEMOMIl»).

- OpHOYacCHe 3aCTOCYBaHHS KJIapUTPOMIIMHY 1 IepopabHOT0 Mifa3ojiaMy (OUB. PO3OiIu
«Bzaemogis 3 iHIIEMY JTiKapCHKUMHU 3aco0aMu Ta iHIM BUAM B3aeMOfii» i «Oco6auBOCTI
3aCTOCYBaHHS»).

- EnekTpormitHi mopymeHnHs (rimokamiemis abo rimoMaruiemiss) — yepe3 pu3uK MOOOBKEHHS
inTepBany QT.

- TsKKa meviHKOBa HEJOCTATHICTh Ta CYIIyTHA HUPKOBA HEeJOCTaTHICTh.

- OpHoYacHe 3aCTOCYBaHHS KIAapUTPOMINMHY (Ta iHIMMX cUIbHUX iHTiOiTOpiB CYP3A4) 3
KOJIXIiIIMHOM TIalliEHTaM 3 HUPKOBOIO a00 MMeYiHKOBOIO HEJOCTATHICTIO (IUB. po3minu «B3aemomist 3
iHImMMY MiKapchKUMM 3acobaMu Ta iHII BUAYM B3aeMOMii» i «OcoOOMUBOCTI 3aCTOCYBAHHSI»).

- OpHOYaCHe 3aCTOCYBAHHS KIAPUTPOMIIIMHY 3 TUKArpeaopoM abo paHOIa3uHOM.

- Knipenc kpeatuniny mMenie 30 MJI/XB — OCKiJIbKU LI JTiKapchKa (hopMa He [03BOJIIE 3MEHIIUTH
no3y Huxde 500 mMr Ha go0y.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

KnapuTpomilinH He B3aEMO[i€ 3 TepOpanbHUMUA KOHTPAIleITUBaMHU.

3acmOC§ZBGHHﬂ HUMC4Ye3d3Had4eHux nzzenagzamie CYB80PO Npomunoka3saHe yepes ModcAusul PO38UMOK



MANCKUX HACAIOKi8 83aEMO0ii

Acmemi3zon, yudanpud, domnepudoH, nimo3ud, i meppeHaduH

[TigBuIieHHS PiBHIB UM3AIpPUY Y CUPOBATLL KPOBi CIIOCTEPIragocs pu CYIyTHHOMY 3aCTOCYBaHHI 3
KJIaPUTPOMILIMHOM, 10 MOXKe CIPUYMHUTH [TOf0BXeHHA iHTepBany QT i mosgBy apuTMiy, y TOMY YUCIIi
IIJTYHOYKOBOI TaxXikappil, Gpibpunsuii mnyHoukiB i torsade de pointes. [ToniOHi edekTH Big3Havyanucs i
IIPY CyMiCHOMY 3aCTOCYBaHHI IIIMO3UAY Ta KIApUTPOMINUHY (IUB. po3pin «IIpoTunoka3aHHa»).

[ToBimoMIsinu PO 37aTHICTh MAaKPOiMiB 3MiHIOBaTH MeTab01i3M TepdeHafuHy, IPU3BOASUH 10
MigBUIIEHHS PiBHIB TepdeHafuHy B CUPOBATII KPOBi, 1[0 iHOMi acoLif0BaloCcs 3 CEPILEBUMU
apUTMisIMU, TAKUMHU SIK TTOMOBXKeHHS inTepBany QT, mIITyHOYKOBa Taxikapmis, GiOpumnsirisa mnyHouKiB
i torsade de pointes (muB. po3min «IIpoTunoka3aHHs»). Y xofi gocmigxkeHHs v 14 moOPOBOJIBIIB IIPU
CyMiCHOMY 3aCTOCyBaHHI TepheHaauHy Ta KJIapUTPOMILMHY CIOCTEPIraaocs MiiBUIIEHHS PiBHS
KHCJIOTHOTO MeTabomiTy TepdpeHanuny y 2-3 pa3u Ta MomoBxkeHHs inTepBany QT, 1110 He IPU3BETIO 10
KJTIiHiYHO 3Hauymoro edbekTy. [TomibHi edekTH Bin3Havamucs i mpu cyMicHOMY 3aCTOCyBaHHI
acTeMi30J1y Ta IHIIMX MaKpOJIifiB.

Epzomamin/duziopoepzomamin

[TocTMapKeTUHI0OBI IOBIAOMJIEHHS CBiAYaTh, 1[0 ONHOYACHE 3aCTOCYBaHHS KJIAPUTPOMILIUHY Ta
eprotaMiny abo AUTigpOepProTamiHy acollifoBasiocs 3 IMOSBOI0 03HAK I'OCTPOT0 eProTHU3MY, 1110
XapaKTepHr3yBaJioCs Ba30CIa3MOM Ta illleMi€lo KiHIIBOK i iHIMX TKaHWH, BKII0Yal04M LIeHTPaJIbHY
HepBOBY cucTeMy. OgHOYACHE NMPU3HAYEHHS KJIaPUTPOMIILIMHY Ta ajIKaJloifiB PiKKiB IPOTUIIOKa3aHe
(muB. po3min «IIpoTUIIOKA3aHHS»).

ITepopasavHutl midazonram

[Tpu 3acTocyBaHHi Miga3ojgamy 3 TabneTkamu Kinaputpominuny (500 Mr 2 pasu Ha mo0y) AUC
Mina3onamy 30inbInyBanacs y 7 pasiB micis mepopaabHOr0 3aCTOCYBaHHS Mifma3ojnaMy. OfHOYacHE
3aCTOCYBaHHS IIEPOPAIbHOTO Mifla301aMy i KITapuTPOMIIIMHY IPOTUIIOKa3aHe (OuB.
«ITpoTUTIOKa3aHHS»).

IH2i6imopu I'MI-KoA-pedykmasu (cmamuHu)

KombiHOBaHe 3aCTOCYBaHHS KJIapUTPOMINUHY 3 JI0BACTaTUHOM ab0 CUMBacTaTUHOM IIPOTUIIOKAa3aHe
(muB. po3min «IIPOTUIIOKA3aHHS»), OCKINIbKY IIi CTATHHHA 3HAYHOI0 Mipoi0 MeTaboJIi3yI0ThCs
CYP3A4 i ogHOYacHe 3aCTOCYyBaHHS 3 KJIaPUTPOMILIMHOM IMiBUIYE 1X KOHIIEHTPALII0 y
TI71a3Mi KpOBi, 110, CBOEIO YEProlo, MigBUIIYEe PU3UK BUHUKHEHHS MiolaTii, BKITI0Yalo4yu
pabpomionis. [ToBimoOMISANIK PO PO3BUTOK pabooMioni3y y MallieHTiB IpU CyMiCHOMY
3aCTOCYBaHHI KJIaPUTPOMILIMHY Ta LIUX CTATHUHIB. AKIIO JIIKYBaHHA KJIIaPUTPOMILHHOM
HEMOXKJIMBO YHUKHYTH, TEPAIilo T0BACTaTUHOM a00 CUMBAaCTaTUHOM HEOOXigHO IPUITUHUTH
IIiJ Yac KypcCy JIIKyBaHHS.

Crnip 3 06epeXHiCTIO MpU3HaYaTH KJIaPUTPOMILIMH OHOYACHO 3 iHIIMMU CTaTHHAMU. Y CUTYaIlifX,
KOJIX OOHOYACHOT0 3aCTOCYBaHHS KJIaPUTPOMILIMHY 3i CTaTUHAMU YHUKHYTU HEMOXKIIUBO,
PEKOMEHAYEThCS NPU3HaYaT HaMEeHIITY 3apeeCTPOBaHy 03y CTaTUHY. MOXKJIMBe 3aCTOCYBaHHS
CTaTHHY, SKU He 3a7eXuTh Bif MeTaboniamy CYP3A (mampukinap, dbiayBactaTuny). HeobxigHui
MOHITOPHUHT CTaHy IaIli€HTIB OO0 O3HAK i CUMIITOMIB Miomaril.

Jlomimanio



OpHOYacHUM MIPUKOM KITapPATPOMIILIMHY 3 TOMITaIligoM MPOTUIIOKa3aHUl Yepe3 MOKIIUBICTh 3HAYHOTO
MigBUIIEHHS PiBHIB TpaHCaMiHa3 (OuB. po3min «[IpoTUIIOKa3aHHS»).

Bnius iHwux sikapcvkux 3acobi8 Ha (papMaKoOKiHemuKy KAapumpoMiuuHy

Jlikapceki 3aco6wu, mio € ingykropamu CYP3A (manpukiap, pudamminuH, GeHiToiH, KapbaMa3elriH,
dbenobapbitas, mpenapaTy 3Bipo00I0), MOKYTh iHIYKYBaTH MeTab0Ji3M KilapuTpoMinuHy. e Moxe
TIPU3BECTH 10 CyOTepaleBTUYHUX PiBHIB KJIAapUTPOMIIIMHY Ta 3HUKEHHS HOT0 edeKTUBHOCTI. Kpim
TOro, Moxe GyTH HeoOXimHUM KOHTPOJIb IIJTa3MOBUX PiBHIB iHgyKTOpa CYP3A, siKi MOXYyTb OyTH
nigBuieHi yepes inrioyBanus CYP3A KmapuTpoMilliHOM (OMB. TaKOXK iHCTPYKIIiO OIst
Me[UYHOTr0 3aCTOCyBaHHA BiamoBigHOro iHAyKTOpa CYP3A4). OgHOYacCHE 3aCTOCYBaHHS
pudabyTuHY i KITapUTPOMILIMHY ITPU3BOAUIIO [0 MiIBUILIEHHS PiBHIB pudabyTuny Ta
3HUXKEHHS PIBHIB KJIAPUTPOMILIMHY B CUPOBATLIL KPOBi 3 OMHOYACHUM ITiIBUAILEHHAM PU3SUKY
IIOSIBU YBEITY.

BrnnuB HaCTyIHMX TiKapChKMX 3ac00iB Ha KOHIIEHTPAIIil0 KJIapPUTPOMIIIMHY Y KPOBi Bimomuii abo
IOIYCKAETLCS, TOMY MOXKe 3HamoOuTHCs 3MiHa 003U ab0 3aCTOCYBAHHS albTePHATHBHOI Teparii.

EgasipeHu, HegipaniH, pupamniyuH, pugpabymut i pupaneHmuH

[ToTyxHi iHOyKTOPU (pepMeHTiB 1uToxpoMy P450, Taki gk edaBipeHI], HeBiparmiH, pudaMITilyH,
pucdabyTuH i pudaneHTHH MOXKYTh TPUCKOPIOBATH MeTab0/1i3M KJIapUTPOMIILIUHY, 3MEHIIYI0YU HOTO
KOHIIEHTPAILIil0 V I1a3Mi KPoBi, ajye 30iIbIy0un KOHLIEHTpalilo 14-rifpoKCUKIapUTPOMIIIMHY —
MikpoOiosoriuHo akKTUBHOT0 MeTaboJiTy. OCKinbKK MiKpo0ioloTiuHa aKTHBHICTh KJITaPUTPOMIIIUHY i
14-rifpoKCUKIIapUTPOMILIMHY Pi3Ha IO BiHOIIEHHIO N0 Pi3HUX OaKTepil, 04iKyBaHOTO
TepaneBTUYHOIO eeKTy MoxKe OyTH He HOCATHYTO Yepe3 OJHOYACHE 3aCTOCYBAHHS KJIapUTPOMILUHY
Ta IHOYKTOPiB pepMeHTiB 1uToxpoMy P450.

Empasipux

Iis KmapuTpoMinuHy mmocnabioBanach eTpaBipuHOM; OJHAK KOHIIEHTpallii akTUBHOTO MeTabomity 14-
TiAPOKCUKIIaPUTPOMILIMHY MigBUIlyBanuch. OCKimbKY 14-TiIPOKCUKIAPUTPOMIIIUH Ma€ 3HUKEHY
aKTHBHICTh monx0 Mycobacterium avium complex (MAC), 3aranbHa aKTUBHICTh IIOM0 IIbOTO TATOTEHY
Moxke OyTu 3MineHa. Tomy mns nikyBaHHsS MAC ciifi po3rIsiHyTH 3aCTOCYBaHHS allbTePHAaTUBHUX
KJIAPUTPOMILIMHY JTiKapChKUX 3aC00iB.

P 1ykoHazon

PiBHOBaxXKHi KOHIIeHTPaIlil aKTUBHOTO MeTaboJIiTy 14-TiIpOKCUKIapUTPOMILIMHY 3HAYHO He
3MiHIOBa/IUCS TIPU CYMiCHOMY 3aCTOCYBaHHi 3 QIyKOHa30J10M. 3MiHa [[03U KJIaPUTPOMILIMHY He
noTpibHa.

Pumonasip

3actocyBanHs 200 Mr puToHaBipy KOxHi 8 roguH i 500 Mr Kj1apuTpOMILMHY KOXHi 12 rogux
IIPU3BOMIMIIO [I0 3HAYHOT0 NIPUTHIYeHHS MeTab0i3My KinaputpoMinuny. C, .. KTapuTPOMIIMHY
migsumtyBanacs Ha 31 %, C,;,, - Ha 182 % i AUC - Ha 77 % npu ogHOYaCHOMY 3aCTOCYBaHHI
pUTOHaBipy. Bu3Hauanocs moBHe NIPUTHIYeHHS YTBOPEHHS 14-TiIpOKCUKIapuTpoMinuHy. Yepes
BeJIMKe TepaleBTAYHEe BIKHO 3MEeHIIeHHS N03U KIIapUTPOMIIMHY [JId [TAlll€HTIB 3 HOPMaJIbHOI0
GyHKIIi€10 HUPOK He ToTpibHe. [I/151 mallieHTiB i3 HUPKOBOIO HEAOCTATHICTIO HEOOXiHE KOPUTYBaHHS
no3u: npu CLqx 30-60 My1/XB m03y KJ1apuTpoMiuuHy HeoOxigHo 3MeHIuTH Ha 50 %; mpu CLq < 30
MJI/XB - He0OXigHO 3MeHIIUTH Ha 75 %. [103u KJIapuTPOMIIIMHY, 110 TIepeBUIy0Th 1 r/moby, He cif



3aCTOCOBYBATH PA30M 3 pI/ITOHaBipOM.

Taki K KOpUTYBaHHS 03U CJIi[l TPOBOJUTH IJIS MAIiEHTIB 3 0cnabeHo0 QyHKITEI0 HUPOK IIPU
3aCTOCYBaHHI pUTOHABIPY B SIKOCTi (hapMaKOKiHETUYHOTIO MiICUII0BaYa pa3oM 3 iHIIKUMHU iHTibiTOpamMu
BIJI-nmpoTeasu, BK/IYaO4U aTa3aHaBip i cakBiHaBIP.

Bnaue K1apumpoMiuuHy Ha papMakoKiHemuky iHwux AikapcbkKux 3acobis.

CYP3A-noe’a3aHi e3aemodii

OpHOYacHe 3aCTOCYBaHHS KJIaPUTPOMILMHY, BimoMoro iuribitopy depmenty CYP3A, i mpemapary, 110
TOJIOBHUM YMHOM MeTabosi3yeThcsi CYP3A, Moxke MPHU3BECTH [0 MigBUIEHHS KOHIIEHTPAIlil
OCTaHHBOTO Y IIJIa3Mi KPOBi, 1110, ¥ CBOIO YEPTY, MOXKe MOCUTTUTH ab0 IOJOBKUTH KOT0
TepaneBTUYHUY e(eKT i pU3UK BUHUKHEHHS IMOOIYHUX peakilii.

3acTocyBaHHS KJIapUTPOMIIIMHY IPOTUIIOKA3aHO MallieHTaM, IKi oTpuMyi0Th cyocTpaTtu CYP3A
acTeMi3oJ1, IU3anpuy, JOMIEPUIOH, TiIMO3UL i TeppeHaiuH, Yepe3 pU3UK N0J0BKeHH iHTepBany QT
i ceprieBuX apuTMil, BKITI0Yal04H IIYHOUYKOBY TaxXikappito, Gi6pusiiio NITyHOUYKIB Ta IipyeTHY
IIJTYHOYKOBY Taxikapmito (torsades de pointes) (muB. po3ninu «ITpoTtunokasanHs» i «OcobmMuBOCTI
3aCTOCYBaHHS»).

TakoXK MPOTUIIOKAa3aHO 3aCTOCYBaHHS KJIaPUTPOMIIIMHY 3 alKalolfaMHy PiXKKiB, IepopalbHUM
Mima3onmamow, iHribiTopamu I'MI-KoA-penykTasu, siki MeTabomi3yioThcs mepeBaxHo CYP3A4
(HampuKIaf, 10BaCTaTHH i CUMBaCTaTHH), KOJIXIIIMHOM, TUKarpeJopoM Ta paHOIa3WuHOM (OUB. PO3AiN
«IIpoTunoka3anHsa»).

HeobxigHa 06epeKHICTh IPU OJHOYACHOMY 3aCTOCYBaHHI KJIaPUTPOMILIMHY 3 iHIIMMHU IIpenapaTaMu,
gKi € cyocTpaTtamu ¢pepmenTy CYP3A, ocobnuBo ko cyoctpaT CYP3A mMae By3bKuii 3amac 6e3meku
(Hanpukinag, kapOama3semnin) Ta/abo cybcTpaT iHTEHCUBHO MeTal0li3yeThCA UM (pepMEeHTOM. Y
TAKOMY pa3i Moxe OyTH MOTPiOHUM KOPUTYBAHHS [I03H, i, AKIII0 MOXKIIUBO, CIIifi PeTeIhHO
KOHTPOJTIOBATH KOHIIEHTpAllii y CUpOBaTIli KPOBi IIpemapariB, sKi MeTabo1i3yI0ThCs IIepeBakKHO
CYP3A. JlikapcbKi 3acobu abo Kyacu jgikapchbKux 3aco0iB, po sKi BigoMo abo0 MpUIyCcKaeThCs, 110
BOHU MeTabo0mi3yioTbcad TUM camMuM idodpepmenToM CYP3A, BKIII0YAlOTh (CIIMCOK He BUYEPITHUM):
anmpa3onaM, Kap6aMa3seriH, IUI0CTa30J1, IUKIIOCIIOPUH, TU30mmipamin, i6pyTuHio,
MEeTUJIIPEeNHI30JI0H, Mifla30/laM (BHYTPIITHLOBEHHO), OMEIPAa30J1, IepopaibHi aHTUKOATYIISTHTH
(Hampukitan, BapdaprH, puBapokcabaH, anikcabaH), aTUIIOBI HEWPOIENTUKY (HAaIPUKIaj, KBeTialiH),
XiHiguH, pudabyTul, cunmeHadin, cuponiMyc, TaKpoliMyc, Tprua3onaM i BiHOIaCTHH.

[Moni6uuMI MexaHi3M B3aeMOfil Bif3HaueHU IIPU 3aCTOCYyBaHHi GeHiTOIHY, Teodininy i Banbnpoary,
1m0 MeTabomi3y0ThCs iHIMM i30pepMeHTOM crucTeMu IuToxpoMy P450.

ITepopanvHi anmukoaz2yaaHumu npamoi 0ii (ITAII])

[TATI]I gaGiraTpan € cy6cTpaToM e(dIIIOKCHOTO IIepeHocHuKa P-gp (P-rimikonpoTeiny). PuBapokcaban
Ta anikcaOaH MeTaboi3yoThcs 3 yuacTio CYP3A4 i Takox € cyOcTpaTtamu P-gp. Cnig 6yt
o0epeXHUM IIPY OOHOYACHOMY 3aCTOCYBaHHI KIapUTPOMIIMHY 3 IMMHU IIpernapaTaMu, 0COOINBO
nalieHTaM i3 BUCOKMM PU3UKOM KpoBoTedi (auB. «OCOoOIMBOCTI 3aCTOCYBaHHS»).

AHmuapummiyuHi 3acobu

[cHYIOTH TOCTMapPKETUHTOBI IIOBiIOMJIEHHS [P0 PO3BUTOK MiPyeTHOI IIYHOYKOBOI TaxXiKapil, 110
BHMHUKJIA ITPY OMHOYACHOMY 3aCTOCYBaHHI KJIapUTPOMIIMHY 3 XiHiguHOM ab0 Au3omipamimoM.
Pexomenpnyetsca npoBopuTty EKI'-KOHTPOIIB [AJ1s1 CBOEYACHOTO BUSIBIIEHHS OA0BXKeHHs iHTepBany QT.



[Tig gyac Teparil KTapUTPOMILIMHOM CJIifl CTEKUTH 3@ KOHLEHTPAI[iAMH IIUX IIperapariB y CUPOBaTII
KPOBI.

[ToBigoMIISANIM PO TIMOTIIKEMi0 IPU ODHOYACHOMY 3aCTOCYBaHHI KJITapUTPOMIIMHY 1 Au30mipaMiny,
TOMY HeOOXiTHUY MOHITOPUHT PiBHS I'IFOKO3U KPOBi IPY OMHOYACHOMY 3aCTOCYBaHHI ITUX 3aC00iB.

ITepopanvHi 2inoeaikeMiyHi 3acobu/iHcyaiH

[Tpu cymicHOMY 3aCTOCyBaHHi 3 IeBHUMH TilOrIiKeMiYHUMY 3aco0aMy, TaKUMHU K HaTerIiHif i
pemnariiHif, K1apuTpoMinuH Moxe iHribyBatu eH3uM CYP3A, 110 MOXe COIPUYUHUTH TilOTTiKeMilo.
PexoMeH0BaHUY peTEIbHUI MOHITOPUHT PiBHSA IJIIOKO3MU.

Owmenpason

3acrocyBaHHA KiapuTtpoMinuHy (500 Mr KoxHi 8 roguH) y koM0OiHa1il 3 omenpa3sonoMm (40 Mr Ha
no0y) y MOPOCIIUX 3MOPOBUX JOOPOBOJIBIIB ITPU3BOIUIIO [0 IiIBUINEHHS PiBHOBAXKHUX KOHIIEHTPALIiN
omenpasony (C,.,, AUC,,,, t,, migsumysanucsa Ha 30 %, 89 % i 34 % BignosigHO). IIpu 3acTocyBaHHI
TiJIBKM OMEeNPa30jly CepefHe 3HaYeHHs PH IIJIyHKOBOrO COKY IIpX BUMipIOBaHHI IPOTATOM 24 TOOUH
CTaHOBUJIO 5,2, IIPU CyMiCHOMY 3aCTOCYyBaHHI OMeINpa30jy 3 KJIapUTPOMIIIUHOM - 5,7.

CundeHagin, madaaain i eapoeHain

OpHoYacHe 3aCTOCYyBaHHS KJIapUPOTMIIMHY 3 cuipeHadinoM, Taganadinom abo BapgeHadinom, sKi
K MiHIMyM 4acTKoBO MeTabomnizyioTbcsa CYP3A, mBuaine 3a Bce mpu3Befe 00 30iIbIIeHHS eKCII03Ullil
inri6iTopa dbocdomiecTepasy, 10 Moxke nMoTpebyBaTH 3MEHIIEHHS 003U iHTi6iTOPiB hochomiecTepasu.

TeoginiH, kapbama3zeniH

PesynbraTy KiiHIYHNX OOCHIAXKEHD IT0Ka3aly, 110 iCHye He3Ha4yHe, ajie CTaTUCTUYHO 3Hauylle (p
<0,05) 36inbiIeHHS KOHIIEeHTpalii Teodininy abo kapbamaseniny y mi1a3Mi KpOBi TP iX 0IHOYACHOMY
3aCTOCYBaHHI 3 KJIapUTPOMILIMHOM. MoKe 3HafloOUTHCS 3MEHIIEHHS NO3H.

ToamepoduH

TonTepoguH roloBHUM YUHOM MeTaboJi3yeThest 2D6-i30dopmoro rutoxpomy P450 (CYP2D6). OnHak
y nomynsil nanienTiB 6e3 CYP2D6 meTta6omni3m BinOyBaeThcsa yepe3 CYP3A. V mitt monynsii
npurHidveHHs1 CYP3A npu3BOOUTH 10 3HAYHOT'O MiABUINIEHHS [1JITa3MOBUX KOHLIEHTPAI[iM TOITEPOOUHY.
II71s1 TaKuX TMAIlieHTiB 3HUKEHHS NO3U TOJITEPOIUHY MOXKe OyTH HeoOXimHUM IIPHU MOT0 3aCTOCYBaHHi 3
inriitopamu CYP3A, TaKuMM SIK KJIaPUTPOMILIMH.

TpuasoabeHaodiazeniHu (Hanpukaad, anenpasonam, Midazosam, mpuasonam)

[Tpu 3acTocyBaHHI Miga3zonaMy 3 TabneTkaMu Knaputpominuay (500 Mr 2 pa3u Ha mo6y) AUC
Mifa3onamy 30inbInyBanacs y 2,7 pasa Mmiciis BHYTPILIHLOBEHHOT'O BBEJIEHHS Ta y 7 pa3iB micns
IIepopPajIbHOTO 3aCTOCYBaHHS Miga3onamy. Criig yHUKaTH KOMOIHOBAaHOTO 3aCTOCYBaHHS
[IepOPaJIbHOTO Mifja30iaMy i KJlapuTpoMinuHy. [Ipy BHYTPIIIHEOBEHHOMY 3aCTOCYBaHHI Mifila3ojaMy 3
KJIaPUTPOMILIMHOM CJIifi IPOBONUTH PETEeNbHE CIIOCTEPEXKEHHS 3a CTAHOM IallieHTa AJIsI CBOEYAaCHOT 0
KOPUTYBAaHHSA OO3MH.

Cnip goTpuMyBaTHCS TaKUX CaMUX 3aro0iKHUX 3aX0f[iB ITPX 3aCTOCYBaHHI iHIINX OeH30/ia3eliHiB,
gKi MeTabomnisyioTecsa CYP3A, BKIl0o4Yaouu TpralosiaM i anbnpa3onaM. [I1sg 6eH30/ia3emiHis,
eniMiHalig 9Kux He 3anexkuTh Big CYP3A (TeMa3emnaM, HiTpa3enawm, Jopa3enaM), PO3BUTOK KITiIHIYHO
3HAUyIIol B3aEMOZIl 3 KJIapUTPOMIIIMHOM MaJIOMMOBIpHUH.



[CHYIOTh TOCTMapKETUHT OB TOBiOMJIEHHS NIPO JIiIKapChKY B3AEMOZIIO i PO3BUTOK NMOOIYHUX SBUII 3
00Ky LIeHTpaJIbHOI HEPBOBOI CUCTEeMHU (TaKi SIK COHJIUBICTB i CITyTaHICTh CBIIOMOCTI) TpU CyMiCHOMY
3aCTOCYBaHHI KJIapuTPOMILMHY 1 Tpra3oiaMy. CIlifi CioCTepiraTy 3a MalliEHTOM, BPaXOBYHOUYU
MOXKJIUBICTb ITOCUNEHHS (hapMaKoJIOTiuHuX eeKTiB 3 60Ky IIeHTPaIbHOI HEPBOBOI CUCTEMHU.

Inwi eudu e3aemodiil

AmiHo21iK0o3udu

PekoMeHIYy€ETHCSA 00epeKHICTh IPH OMHOYAaCHOMY 3aCTOCYBaHHI KJIAPUTPOMIIUHY 3 iHIIHMH OTOTOKCHUYHHMH
nmpemnapaTaM#, 0CO0IMBO 3 aMiHOTTiKo3uaaMu (IHB. Po3aiI «OC00IMBOCTi 3aCTOCYBaHHSI»).

Koaxiuun

Konxinusn € cy6ctpaTom CYP3A i P-riuikompoTeiny (Pgp). BimoMo, 110 KmapuTpoMiluH Ta iHmri
Makpostiau 3gaTtHi npuraiyysaty CYP3A i Pgp. [Ipu ogHOYacHOMY 3aCTOCYBaHHI KJIIapUTPOMILUHY 1
KoJxinuHy npurHidenHs Pgp i CYP3A KmapuTpOMIIIMHOM MOXKe PU3BECTHU OO0 MiABUIIEHHS
eKCmo3uilil KonxinuHy. OmHOYaCHE 3aCTOCYBaHHS KJIAPUTPOMIIIMHY 3 KOJIXIIIMHOM IalliEHTaM 3
HUPKOBOIO a00 MMeYiHKOBOIO HEOOCTATHICTIO MPOTUIIOKa3aHe (quB. po3minu «IIpoTUoKa3aHHI» Ta
«0Oc06IUBOCTI 3aCTOCYBaHHS»).

ITu20KCcuH

IUTOKCHUH BBaXkKaeThcs cyocTpaToM P-riikomnporeiny (Pgp). Bimomo, 1110 KapuTpOMIIIMH MOXKe
npurHivyysatu Pgp. [Ipu ogHOYacHOMY 3aCTOCYBaHHI IIpUTHiYeHHSA Pgp MoXKe IIpU3BECTH [0
MiOBUIIIEHHS €KCIIO3UIlil AUTOKCHHY. [T0OBiHOMIISINIM PO MifiBUINEHHS KOHIIEHTPallil JUTOKCUHY Y
CHUPOBATIIi KPOBI MAalli€HTIB, SKi 3aCTOCOBYBaIX KJIaPATPOMILIMH Pa30M 3 QUTOKCUHOM. Y OesKuX
NalieHTiB PO3BUHYINCS O3HAKW OUTITANTiCHOI TOKCUYHOCTI, Y TOMY YXCIIi TOTEHLIVHO JIeTalbHOL
aputMil. Crif peTeIbHO KOHTPOJIIOBAaTH KOHILIEHTpAIlil AUTOKCHUHY y CHUPOBATIIl KPOBi MAlli€eHTiB IIpU
10T0 3aCTOCYBaHHI 3 KJIAPUTPOMILITHOM.

3udoeyduHn

OmHovacHe 3aCTOCYBaHHS TabJIeTOK KIapUTPOMIIIMHY HETAaWHOTO BUBLIbHEHHS i 3UI0BYAUHY Y BiJl-
iH(piKOBaHUX MAIiEHTIB MOXKe CIPUYNHATH 3HUKEHHS PIBHOBaXXKHUX KOHI[EHTPALM 3UTOBYOUHY Y
cupoBaTIi KpoBi. Kimaputpomilue Moxe mepernkonxkaT abcopOiiii mepopanbHOro 3UIOBYOUHY IIPU
OJHOYACHOMY NIPUUOMI; IOTO 3HAYHOIO MIpOI0 MOXHA YHUKHYTH, JOTPUMYIOUUCH 4-TOOUHHOTO
iHTepBaly MixX NpuiioMaMu KJIapUTPOMILKHY i 3ufoByauHY. IIpo Taky B3a€MO[i0 IpX 3aCTOCYBaHHI
CyCIleH3il KJIapUTPOMILIMHY Ta 3UAOBYAUHY ab0 IUAeOKCUiHO3UHY OiTAM He moBimoMsanu. Taka
B3a€EMO/isl MaJIOUMOBIpHA IIpY IPU3Ha4YEHH] KJIaPUTPOMILUHY [JI BHYTPIITHEOBEHHOT O BBEIE€HHS.

®eHimoiH ma sasbnpoam

Bynu cniorTaHHi abo ony0ikoBaHi IOBiHOMIIEHHS IIPO B3aeMofito iHribiTopis CYP3A, BKI0oUao4n
KJIapUTPOMIIIMH, 3 JIIKapCbKUMU 3aco0aMu, sIKi He BBaXKalOThCA TaKuMHU, 1110 MeTabommi3yoTecss CYP3A
(manmpuknan, GeHiTOIH Ta Banmbnpoar). PeKOMeHyeThCS BU3HAYEHHS PiBHIB LKX JiKapChKUX 3ac06iB y
CHPOBATIIi KPOBi IPY OJHOYACHOMY IIPU3HAY€eHHi 1X 3 KJTapUTPOMilmHOM. [ToBigoMIsinu Ipo
IiABUINEHHS IX PiBHIB ¥ CHpPOBATIIi KPOBI.

Ile06iuHO cnpsamoeaHi aikapcvki 83aemodii

Ama3aHnaeip

3acTocyBaHHs KinaputpoMinury (500 Mr 2 pa3u Ha mo0y) 3 aTazaHasipoM (400 mr 1 pa3 Ha 0o0y), sSKi



€ cyOcTpaTtamu Ta iHribitopamu CYP3A, npusBoauio go 30iblIeHHS eKCIO3HU1lii KJIapUTPOMILIUHY Y 2
pas3u Ta 3MeHIIeHHs eKcrno3utlii 14-rigpokcuknaputpoMinuny Ha 70 % 3i 36inpmenasm AUC
aTta3aBipy Ha 28 %. OCKinbKY KJIapUTPOMILIMH Ma€ BEJIMKUY TEPAlleBTUYHUY [ialla30H, HEMAE
HeoOXiTHOCTI Y 3HUXKEHHI 031 Y NalliEHTiB 3 HOPMaJIbHOIO (QYHKIIi€I0 HUPOK. [103y KJTapUTPOMILIUHY
HeoOximHO 3MeHIIUTH Ha 50 % [7ia nmaiienTiB 3 KipeHcoM kpeaTusiny 30-60 mn/xB i Ha 75 % mns
TallieHTiB 3 KJTipeHcoM KpeaTuHiny < 30 mii/xB. [1o3u KinaputpoMinuHy noHap 1000 mMr Ha moby He
CJIi[T 3aCTOCOBYBATU pa30M 3 iHTiOiTOpaMu IpoTeaswy.

Baokamopu Kaavuiegux KaHanis

Yepe3 pU3UK apTepianbHOI TinoTeH3il 3 00epeKHICTIO CIifl 3aCTOCOBYBATH KIIAapPATPOMIIINH
OJIHOYACHO 3 6I0KaTOpaMHU KaJbI[iEBUX KaHauiB, 110 MeTabommi3dyioTecss CYP3A4 (Hanpuknafm,
BeparaMisl, aMJIouIIiH, funTiazeM). [Ipyu B3aeMofii MOXKYTb MiIBUIYBATUCS I1JTa3MOBi KOHIIEHTPallii
K KJIaPUTPOMIIMHY, TaK i 6710KaTOPiB KabllieBUX KaHAJIiB.

Y nanieHTiB, SKi OTPUMYyBa/IU KJIapUTPOMILIMH Pa30M 3 BepamnaMilioM, CIIOCTepirajaucs apTepiaabHa
rinoTeHsis, 6pagrapuTMil Ta TAKTOALKO3.

ImpakoHason

Knaputpowminus Ta iHpakoHa301 € cyoctpaTtamu Ta iHridiTopamu CYP3A, y 3B'513Ky 3 UUM
KJIQPAUTPOMILIMH MOXKe IiABUIYBATU I1J1a3MOBi PiBHI iTpakKOHa30Jly Ta HaBnaku. IIpu 3acToCcyBaHHI
iHpaKoHa30J1y Pa30M 3 KJIaPUTPOMIIIMHOM TalliEHTH IOBUHHI mepe0yBaTy Iif MUIbHUM HaTJISIOM IS
BUSIBJIEHHS NTPOSIBiB @00 CUMIITOMIB MifiCHIeHOT0 a0 IIPOJIOHTOBAHOTO e(eKTy.

CakeiHasip

3acToCcyBaHHS KIapUTPOMIIIMHY 3 CaKBiHaBipoM (M’SKi KeJaTHHOBI Karcynu 3 pa3u Ha [o0y), sKi €
cybctpatamu Ta inribitopamu CYP3A, npussonuno no 30insiennss AUC piBHOBaXKHOTO CTaHy Ha 177
% Ta C,,, Ha 187 % nopiBHAHO i3 3aCTOCYBaHHAM Ti/IbKM cakBiHasipy. [Ipu upomy AUC Ta C,,
KJIAaPUTPOMiLIMHY 30inmbIryBanucs npubnau3no Ha 40 % MOPiBHSHO 3 3aCTOCYBAHHSM TilTbKU
KJIapuTpoMinuHy. HeMae HeoOXimHOCTI ¥ KOpUTYBaHHI 003, SKIIO 00uBa TiKapchKi 3acobu
3aCTOCOBYBATH OJHOYACHO MIPOTSATOM 00MEXKEHOT0 TPOMIXKKY Yacy Ta y BUIe3rajaHux [03ax i
nikapcbKux ¢hopmax. Pe3ymbraTil JOCHIIXKEHHS JTiKapCchKOi B3aEMO[Iil i3 3aCTOCyBaHHI M’ IKUX
JKeJaTUHOBUX KalCyJl MOXKYTh He BifilloBigatu edeKTaM, SIKi CIIOCTEpiraloThCs MPU 3aCTOCYBaHHI
CakBiHaBipy y ¢hopMi TBepAUX KeJTaTUHOBUX KallCyl. Pe3ymbTaTy OOCHiIKEeHHS TiKapChKOl B3aEMOIl
JuIIe CaKBiHaBipy MOXKYTh He BifoBigaTu edeKTaM, SKi CIOCTepiraroThCs IPU Teparil
CakBiHaBipoM/puUTOHaBipoM. FAKIIO CaKBiHaBip 3aCTOCOBYBATH Pa3oM 3 PUTOHABIpOM, HEOOXiTHO
BpaxyBaTHU MOXKJIMBUH BIIJIUB PUTOHABIPY Ha KIApUTPOMILMH (IUB. BULIE).

Oco6.1ueocmi 3acmocyeaHHsi.

KnapuTtpowmilius He CJlifg Ipr3HayaTH BariTHUM 6e3 peTesbHOI OIiHKY CITiBBiTHOIIEHHS
KOPHCTH/PU3UK, 0cO0MMBO y I TpuMecTpi BariTHOCTI (quB. po3Min «3acTOCYBaHHS y Iepio BariTHOCTI
abo romyBaHHS TPYOOIO»).

Tpusase a60 MOBTOPHE 3aCTOCYBaHHS aHTUOIOTUKIB MOXKe CIPUYMHSTY HaAMipHUN PiCT HEYYTIUBUX
6akTepil i rpubiB. [Ipu BUHUKHEHH] CcynepiHQeKIIil CTi MPUIUHUTY 3aCTOCYBaHHS KJIaPUTPOMILUHY i

po3IoYaTy BifIOBiIHY Tepallio.

3 06epekHICTIO CITifT 3aCTOCOBYBATH IIperapar MallieHTaM i3 TSKK0I HUPKOBOIO HEJOCTATHICTIO (IUB.



po3pin «[IpoTunoka3aHHs»).

KnapuTpoMmiliuH B 0OCHOBHOMY BUBOOUTLCS Yepe3 MediHKy. ToMy ciif 3 00epexkHiCcTIo Mpru3HadaTu
aHTUOIOTHK MAaIli€eHTaM 3 MOPYLUIeHHSAMU QYHKIN] nevyinku. Takox cyif 0yTu 06epekHUM y pasi
IpU3HauYeHHS KJIaPUTPOMIINHY NalieHTaM i3 MOMIPHOIO Ta TSKKOK HUPKOBOI HEJOCTATHICTIO (OUB.
po3min «Croci6 3acToCyBaHHS Ta HO3U»).

[Tig 9ac 3acTOCyBaHHS KJIapPUTPOMIIIMHY IOBITOMIISITIM PO MOPYIIeHHs (QYHKII1 Ie4iHKY, BKI0Yalo4du
IiABUINEHUY PiBeHb MEeYiHKOBUX (EPMEHTIB, i PO remaToLeToNIsIpHUN Ta/ab0 X0neCTaTUYHUN
TenaTuT 3 XKOBTSHUIEI0 abo 6e3 Heil. Lle mopymeHHs QYHKIIII Me4iHKY MOxKe OYTH TSIKKOTO CTYIIeHS
Ta € 3a3BUYail 000POTHUM. V JesIKuX BUIIafKaX IOBIOMIISIIK PO MeYiHKOBY HEIOCTATHICTh 3
JeTalbHUM HacligkoM (ouB. po3pin «[To0iyHi peakiii»), 1Ka B OCHOBHOMY OyJla acoljifioBaHa 3
CEepHOo3HUMHU OCHOBHUMH XBOpoOaMu Ta/ab0 CYmyTHIM MeOuKaMeHTO3HUM JIiKyBaHHSIM. HeoOximHO
HeTaVHO [IPUIVHUTHU 3aCTOCYBAHHSA KJIaPUTPOMIIMHY IIPY BUHUKHEHHI TaKUX [IPOSBIB Ta CUMIITOMIB
TelaTUTy SIK aHOPEKCis, XKOBTSHUIS, IOTEeMHIHHS cedi, cBepOixk abo 6inb y OinsHI XKUBOTA.

[Tpo po3BUTOK miapel Bif IErKOro CTYIEHS TSIXKKOCTI 0 ICeBIoMeMOPaHO3HOT0 KOJIITY 3 JIeTaIbHUM
HacnigkoM, cipuyuHeHoro Clostridium difficile (CDAD), moBimoMmsiu pu 3aCTOCYBaHHI IPaKTUYHO
BCiX aHTMOaKTEepialbHUX IIPenapariB, Y TOMY YKCIIi KinapuTpoMinuHy. Crif 3aBXK oy mam’iTaTé Ipo
MOXKJIMBICTb PO3BUTKY Aiapei, cipuunHeHoi Clostridium difficile, y Bcix malli€HTiB 3 fiapee€io mics
3acToCyBaHHS aHTUOi0THKIB. KpiM TOr0, HE0OXiAHO peTenbHO 3i0paTy aHaMHe3, OCKiIbKY IIPO
PO3BUTOK miapel, cupuunHeHoi Clostridium difficile, moBigoMsIN HaBiTh Yepes3 2 MicAlli micis
3aCTOCyBaHHS aHTUOAKTEepialbHUX IIpenapaTiB. Y pa3i BUHUKHEHHS IICeBAoMeMOpPaHO3HOI0 KOJITy
He0oOXiTHO IPUNUHUTHU JIiKyBaHHS KJIaPUTPOMILIMHOM He3aJleKHO Bij IT0Ka3aHb, 3a IKUMHU ®0ro 0yio
npu3HayeHo. HeoOximHO mpoBecTu MikpoOionoriyHe HOCTiIXKEeHHS Ta PO3MoYaTy HeoOXigHe
nikyBaHHS. CIifl yHUKATH IIpenaparis, 10 IPUTHIYYIOTh TEPUCTATbTUKY.

[ToBimoMIsiNIOCS TIPO 3arOCTPEHHS CUMIITOMIB MiaCTeHil y MallieHTiB, SKi OTpHMyBasX Tepalliio
KJIaPUTPOMIIIUHOM.

[TpemapaT BUBOAUTLCA MEUiHKOIO i HUpKamu. Cig 6yTy 00epeXHUM IIPU 3aCTOCYBaHHI IIpenapaTry
nalieHTaM i3 mopymeHHAM QYHKIIIl IediHKY, i3 cepefHiM ab0 TIKKUM CTyIeHeM IOpPYyIIeHHS QyHKII1
HUPOK.

KoaxiuuH

[ToBimOMISINIK TIPO PO3BUTOK KOIXIIIMHOBOI TOKCUYHOCTI (Y TOMY YHKCJIi 3 JIeTaJIbHUM HaCJIigKOM) IIpU
CYyMiCHOMY 3aCTOCYBaHHi KJIapUTPOMILIMHY i KOJIXIiIIMHY, 0COOIMBO Malli€HTaM JIiTHLOT'O BiKY, Y TOMY
YHUCIIi Ha TJIi HUPKOBOI HefoCcTaTHOCTI OgHOYaCcHe 3aCTOCYBaHHSA KJIaPUTPOMILIMHY 3 KONXIIIHHOM
HaIfieHTaM i3 HUPKOBOIO ab0 IIeYiHKOBOI HEOOCTATHICTIO MPOTUIIOKA3aHO (OUB. PO3Mil
«ITpoTUTIOKa3aHHS»).

3 06epekHICTIO CITifT 3aCTOCOBYBATH OJHOYACHO KJIaPUTPOMIIIMH Ta TPHUa3010eH30/Iia3elniHy,
HAMPHUKIIA, TPHA30JlaM, BHYTPIlTHhOBEHHUY Mifma3o0j1aM (IuB. po3min «B3aeMomisa 3 IHIIUMU
JMiKapChKUMU 3aco0aMu Ta iHIIM BUOYM B3aEMOIiii»).

3 06epekHICTIO CITifl 3aCTOCOBYBATH KIapUTPOMIIIMH OOHOYACHO 3 iHIIMMU OTOTOKCHUYHUMHU
3acob6amMu, 0co0MMBO 3 amiHorikKo3ugaMu. Crii TPOBOAUTH MOHITOPUHT BeCTUOYIISIPHOI Ta CIIyX0BO1
GbyHKLI mif 9ac Ta micis NiKyBaHHS.

Cepueg0-cyOuHHi YCKAAOHEeHHA



[TomoBxkenHs iHTepBany QT, sike BigoOpazKa€e BIJIMB Ha PEIOISPU3alliio Cepis, 1[0 CTBOPIOE PU3UK
PO3BUTKY CepIieBOi apuTMii Ta torsades de pointes, CIIOCTepiraaocs y MalLli€HTIB IIPH JTiKyBaHHI
MaKpoJlilaM¥, BKJTIOUAal04YH KJIapUTPOMinuH (ouB. po3min «[1o6iuHi peakiiii»). Yepe3
MiOBUINEHUN PU3UK IIOAOBXKEHHS iHTepBany QT Ta MITyHOYKOBUX apUTMill (BK/II0YAIOUN
torsade de pointes) 3acToCyBaHHS KIapUTPOMILIMHY IIPOTUIIOKA3aHO: MallieHTaM, SKi
IIPUKMalOTh aCTEMi30J1, II3anpHUl, JOMIEPUIOH, IiMO3U Ta TepheHaarH; MalliEHTaM 3
rimokajieMiero; nmarieHTam i3 momoBxkeHHAM iHTepBany QT a0o MIIYHOYKOBOIO CEPIIEBOIO
apuUTMi€l0 B aHaMHe3i (OuB. po3nin «IIpoTUunoKka3aHHg»).

Kpim Toro, K1apuTpOoMiIiuH ciif 3 06epekHiCTI0 3aCTOCOBYBATH HUKYe3a3HAYEHUM I'PyIaM
MAllieHTiB.

- [MamieHTH 3 imeMiyHO0 XBOPOOOIO CeplIsi, TIKKOI CEePIIeBOI0 HEJOCTATHICTIO, TOPYIIEHHIMU
npoBigHOCTI a0 3 KIiHIYHO 3HaYyII00 OpaguKapHieo.

- [TamieHTH, K1 OMHOYACHO IPUKXMAIOTh iHIII IpenapaTH, AKi CIPUSAIOTh II0TOBXKEHHIO
inTepBany QT, KpiM TUX, AKi IPOTUIIOKA3aHi.

PesynbraTy enifgeMiosorivyHux JOCHiIXKeHb 00 PU3UKY HECIIPUATIUBUX CEPLEBO-CyIUHHUX
HACJIiKiB 3aCTOCYBaHHS MaKpOJIifiB JOCUTH Pi3Hi. [lesKi ClIoCTepeKeHHS BUSBUIIN PiOKICHUN
KOPOTKOTEPMiHOBUY PU3KK PO3BUTKY apUTMii, iH(apKTy MioKapaa Ta JIeTaJbHOTO CepleBo-
CYAVHHOTO HACIIJKY, ITI0B’I3aHOT0 3 3aCTOCYBaHHSIM MaKpOJIifiiB, BKIII04Yal4yX KJIIapUTPOMILIKH.
Po3rnsm nux pe3ynbTaTiB IpU IPU3HAYEHHI KIIAaPUTPOMIIMHY Ma€e 0yTu 30a1aHCOBAaHUM ILI00
IepeBar JIiKyBaHHA.

ITHesMmOHI A

OckinbKy MOXKIIMBE iCHYBaHHS PEe3UCTEHTHOCTI Streptococcus pneumoniae 0o MakKpoOJIifiiB, BaXKJIMBO
IIPOBOOMTY TECT Ha YYTJIUBICTh IPU IPU3HAUYEHHI KJIaPUTPOMILIMHY [J1S JIiKyBaHHS HErOCHiTaabHOl
ITHEeBMOHII. Y BUIaKy rocriTaabHOI MTHEBMOHII KJIapUTPOMILIMH MOTPiIOHO 3aCTOCOBYBATH y KOMOiHaITil
3 IHIMUMY BiIOBIMHUMM aHTUOIOTUKAMHU.

IHpeKuil wKipu ma m’AKuUX MKAHUH 8i0 n1e2K020 00 NOMIPHO20 CMYyNeHsa MAXCKoCcmi

[ani iHdeKIIil HalyacTillle CIpUYWHEH] MikpoopraHidmamu Staphylococcus aureus ta Streptococcus
pyogenes, KOXKeH 3 IKAX MOoXe OyTH Pe3UCTEHTHUM [I0 MaKpoifiB. ToMy BaK/IMBO IIPOBOJUTH TECT
Ha YyTIUBICTh. Y BUIagKaX, KOJIM HEMOXKI/IMBO 3aCTOCYBaTH OeTa-TaKTaMHi aHTUOIOTUKY (HallpUKIIaf,
asiepris), B IKOCTi IIpemnapartiB IepiIoro Bu60py MoxkKHa 3aCTOCOBYBaTH iHII aHTUOIOTHKY,
HanpuKian, KIHAaMIinuH. Y faHUM 4ac MakpOJIiAu BigirpamTh POJIb TiIBKY Y JIIKyBaHHI JesIKUX
iH(eKLil mKipy Ta M'IKAX TKaHUH, HaNpuKiap: indekuil, cipuuuneHi Corynebacterium
minutissimum (epuTpasma), acne vulgaris, 6e1InXoBe 3alajieHHs; Ta Y CUTYallisgX, KOJIK He MOXKHa
3aCTOCOBYBaTHU JIiIKyBaHHS NEHIUIIIHAMU.

Y BUMagKy PO3BUTKY TAKKHUX TOCTPHUX PeakIliil TiepuyyTIUBOCTI, TAKUX K aHa(inakCisg, CAHOPOM
CriBeHca-JI2KOHCOHA, TOKCUYHUM emigmepManbauil HeKpoi3, DRESS, xBopo0a IllennsitHa-I'eHoxa,
Tepallilo KJIapuTPOMIIIMHOM CIIil HeraiHo NPUIMHUTY Ta 0fpa3y XK PO3MO0YaTH BiATIOBiHE JIIKyBaHHS.

Knaputpowmiia noTpibHO 3aCTOCOBYBaTH 3 00€PEKHICTIO IIPU OOHOYACHOMY ITpH3HaYeHHi 3
iHmykTOpamu GepmenTy mutoxpomy CYP3A4 (muB. po3min «B3aeMofis 3 IHIIMMHU JTiKapCbKUMU
3aco0aMu Ta iHIIT BUOU B3aEMOMII»).

Crnip 3BepHYTH yBary Ha MOXKJIMBICTh ITepeXpeCcHOl PE3UCTEHTHOCTI MiXK KIapUTPOMIIIMHOM Ta



IHIIMMU MaKpOJigaMH, a TaKOXK JTIHKOMIIIMHOM i KITiHAaMiIIMHOM.

3acTocyBaHHs Oyab-9KOi aHTUMIKPOOHOI Teparil, y T.4. KJIapUTPOMILIMHY, AJg TiKyBaHHS iH(peKil
Helicobacter pylori MoXe TPU3BECTH 0 BUHUKHEHHS MiKPOOHOI PE3UCTEHTHOCTI.

IHeibimopu I'me-KoA-pedykmas3su

KombGiHoOBaHe 3aCTOCYyBaHHS KIaPUTPOMILIMHY 3 JI0BaCTaTUHOM ab0 CUMBacCTaTUHOM IIPOTUIIOKa3aHe
(muB. po3min «IIpoTunokalanHs»). Ciig 3 060epexXHiCTI0 TPU3HAYATH KIAaPUTPOMIIIMH OMHOYACHO 3
iHmmMu cTatTuHaMu. [10BigOMIISIIOCS PO PO3BUTOK PabMOMioJIi3y y MallieHTiB TPU OMHOYACHOMY
3aCTOCYBaHHI KJIapUTPOMIIMHY i cTaTuHiB. HeoOxigHUM MOHITOPUHT CTaHy Malli€eHTiB 100
BUSIBIIEHHS O3HAaK i CUMIITOMIB MionarTil. ¥ pa3i Kol 0OgHOYaCHOTO 3aCTOCYBaHHS KJIaPUTPOMILIMHY 3i
CTaTHHAMU YHUKHYTHA HEMOXKJINBO, PEKOMEHYETLCS MPU3HadYaTh HalMEeHIy 3ape€eCTPOBaHy [03y
cTtaTuHy. MOXKJIMBe 3aCTOCYBaHHS CTaTUHY, SKUM He 3a/7eXUTh Bil MeTabomiamy CYP3A (Hampuknag,
bmyBacTaTuHy).

ITepopaavHi 2inoesnikemivHi 3acobu/iHcyniH

KombGiHOBaHe 3aCTOCYyBaHHS KJIaPUTPOMILIMHY Ta IepopasibHUX TilnoriikeMigyHuX 3aco0iB (TakKux K
noxigHi cynb@oHinICce4oBUHM) Ta/abo iHCYTIiHY MOXe COIPUYUHSATY BUpaXKeHy TilorIiKeMiro.
PekomeHnpoBaHuii peTeNbHUY MOHITOPUHT PiBHSA I'IIOKO3U (OUB. PO3ain «B3aemopmis 3 iHIIUMU
TMiKapChbKUMU 3aco0aMu Ta iHIII BUOU B3AEMOIIN»).

ITepopanbHi aHmMuKoazyAssHmu

[Tpu cyMicHOMY 3aCTOCyBaHHi KJIapUTPOMILIMHY 3 Bap(papruHOM iCHY€ pH3UK BUHUKHEHHS CEPHO3HOI
KPOBOTEYi, 3HAaUYHOTO MiABUILEHHS MoKa3HMKa MHB (MixkHapogHe HOpMasi3oBaHe BiJHOIIEHHS) Ta
IpoTpoMOiHOBOTO Yacy (muB. po3min «B3aemomis 3 iHIIMMYU JTiIKAPCHKUMHU 3aco0aM¥u Ta iHIIT BUOK
B3a€eMOfiN»). [I0Ku MallieHTH OTPUMYIOTh OGHOYACHO KJIaPUTPOMILIMH i IIepopaibHi aHTUKOATyJISIHTH,
OTPiOHO YaCTO KOHTPOJIIOBATHU moKa3HuK MHB Ta mpoTpoM0OiHOBHUii Hac.

Cnip 6yTy 06epeXHUMU IIPH OJHOYACHOMY 3aCTOCYBaHHI KJIapUTPOMIILIMHY 3 IEPOpPaIbHIMU
AQHTHKOATYJISTHTAMHU MIPSAMOI [iii, TaKUMMU 5K mabiraTpaH, puBapokcabaH Ta amikcabaH, 0CO6IUBO
nalieHTaM 3 BUCOKMM PU3UKOM KPOBOTeYi (OUB. po3min «OcobIUBOCTI 3aCTOCYBaHHS»).

IlonomidcHI pevo8uHu

JlikapceKui 3aci0d MiCTUTB T1aKTO3y, TOMY IallieHTaM 3 PiAKiCHUMU CIIagKOBUMU (hopMaMu
HEeIMepeHOCHMOCTi rajlakTo31, HeJJOCTaTHICTIO JTakKTa3u abo CUHAPOMOM TJIF0K030-TalaKTO3HOl
MasibabcopO1iii He CITig 3aCTOCOBYBATH ITpermapar.

3acmocyeanHs y nepiod eazimnocmi abo 200y8aHHs1 2py0dio.
BariTHicTb

Beameka 3acToCyBaHHS KJIaPUTPOMILIMHY Y Iepiof BariTHOCTI ab0 rogyBaHHS I'PYAII0 He
BCTaHOBJIeHa. Buxogdauu 3 pe3ysbTaTiB, OTPUMAHUX Y JOCIIIIXKEHHIX Ha TBapUHAX, Ta LOCBILYy
3aCTOCYBaHHS KIapUTPOMILIMHY JTIOOIM, He MOXKHA BUKJTIOUUTHA MOXK/IMBICTh HETAaTUBHOTO BIIJIMBY Ha
eMOpioHabHUM PO3BUTOK. [lesKi 06cepBaliiHi JOCTIIXKEHHS, 10 OL[iHIOBAIN BIUIUB KIaPUTPOMIIIMHY
npotsaroM I ta Il TpumecTpy, BUSBUIIU IiABUILEHUN PU3UK BUKUOHS IOPIBHSIHO 3 BiACYTHICTIO
3aCTOCyBaHHS aHTUOIOTUKIB a00 BUKOPUCTAHHSAM iHIINX aHTUOIOTUKIB IIPOTSITOM TOTO XK IIEPiofy.



[ocTymnHi gaHi enifgeMionoriyHuX OOCHIAXKEHb 040 PU3UKY CEPUO3HUX BPOIXKEHUX Bafl PO3BUTKY
IIPY 3aCTOCYBaHHI MakpOJIiAiB, BKIIOYAOYX KJIaPUTPOMIIUH, Tl Yac BariTHOCTI CyIlepeYsIuBi.

KnapuTtpominuH MOXXHa IpU3HavyaTH JIullle y BUllafKaX, KOJIU O4iKyBaHa KOPUCTh OJIs MaTepi
niepeBaXae MOXKJIMBUM PU3UK [JIS IJI0fia, 0COOJIMBO MPOTSATOM MEPILINX TPhOX MiCSIIB BariTHOCTI.

T'ogyBaHHS TPYOIIO

KnapuTpoMminuH y HeBeJIUKUX KiTbKOCTSX BUOIISETHCS y TPYIHE MOJIOKO JIONUHY. BU3HayeHo, 1110
OUTUHA, 9Ka 3HaXOOUTHCS BUKIIOYHO Ha TPYAHOMY BUTOLNOBYBaHHi, oTpuMae 01u3bKo 1,7 % mo3u
KJIapUTPOMILIMHY (CKOPUTOBaHO! 3a Baroio) MarTepi.

ToMy KJTapUTPOMILIMH IPOTUIIOKA3aHUY XKiHKaM, SKi TOOYIOTh T'PYAAL0.

DepTUNLHICTD

HocnigxeHHS pepTUNIBHOCTI Ha IIypax He BUSBUIN XKOJHUX O3HAK IIKiAJIMBOTO BIIJIUBY.

30amHicmb enaueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

Hani mpo BryuB BigcyTHi. OQHAK epeq KepyBaHHIM aBTOTPAHCIIOPTOM Ta IHIIMMU
MexaHi3MaMu HeoOXigHO OpaTu J0 YBard MOX/IKMBE BUHUKHEHHS MOGIYHUX PEakKIii 3 GOKy
HEPBOBOI CHUCTEMHU, TaKUX K CyIOMH, 3allaMOPOYEHHS, BEPTUTO, CILIyTaHICTh CBiIOMOCTI,
Ie30pieHTalid.

Cnoci6 3acmocyeaHHss ma do3u.
3aCTOCOBYBATH BHYTPIMIHBO Iiff 9aC IPAUOMY 1XKi, HE PO32KOBYIOYY i 3alIMBAIOYU BOLOI.

PekoMeHOBaHA 003a KIAPUTPOMIIIMHY [IJIs MOPOC/IMX Ta [AiTed BikoM Bif 12 pokiB CTaHOBUTH 500
Mr (1 TabneTka) yepes3 KOXHi 24 TOOWHY, IIPU TAXKKUX iHPEKITigX 103y MOKHA 30iMbIIATH [0
1000 mr (2 TabneTku) yepe3 KOXHi 24 TOOUHM.

3BUYaliHa TPUBAJIICTh JIiKyBaHHSI CTAHOBUTS Bif 5 10 14 OHIB, 3a BUHATKOM JIiKyBaHHS
HEeroCHiTasbHOl ITHEBMOHIl i CHHYCHTIB, 5IKi BUMaraoTh 6-14 mHiB Teparrii.

3acmocysaHHsa 014 nauieHmis i3 HUPKOBOW HedocmamHicmio: 1o HopMy IIpemnaparty He
3aCTOCOBYBATH NallieHTaM 3 TSKKO0I HUPKOBOIO HEJOCTATHICTIO (KJIipeHC KpeaTuHiHy < 30 MI/XB),
OCKIJIbKY BOHA He [I03BOJISIE afleKBaTHO 3MEHIIUTH A03y. TaKuM IallieHTaM CJIifi 3aCTOCOBYBaTHU
TabNeTKN KIapUTPOMIIIMHY HeralHoro BuBinbHeHHS (OpoMinin®, TabneTku mo 250 mMr abo mo 500
Mr). [I71s1 malfieHTiB i3 HUPKOBOIO HENOCTATHICTIO CePeNHbOI TSIKKOCTI (KiipeHc kpeaTuHiny 30-60
MJI/XB) 03y 3HUXKYBaTH Ha 50 % [0 MakCHMalnbHOI 003U KJIapUTpOMiluHy - 1 TabneTka
IIPOJIOHTOBAHOI [Iil Ha mo0y.

Himu.



3acTocyBaHHS TabIeTOK KJIAaPUTPOMIIIMHY OiTSAM BiKOM [0 12 pokiB He BUBYanU. TakKUM IallieHTaM
CJIi[T 3aCTOCOBYBATU KJIAPUTPOMIINH ¥ (HhopMi CycreH3il.

Ilepedo3yeanns.

Cumnmomu. IcHy0OUl ITOBITOMJIEHHSI BKa3ylOTh Ha Te, L0 IIepefo3yBaHHS KJIapUTPOMILIUHY MOXKe
CIPUYMHUTH NIOSBY CUMITOMIB 3 60Ky IUIYHKOBO-KHUIIIKOBOTO TPAKTy. B ofHOro0 marienTa 3
OimonspHUM PO37IaJOM B aHaMHe3i, SKUl 3aCTOCyBaB 8 rpaMiB KJIapUTPOMIIIMHY, PO3BUHYIIUCS
NOpYIIeHHS MEeHTaIbHOT0 CTaTyCy, TapaHoifaibHa Ha MOBeiHKa, TinoKalieMis i rimokcemis.

JlixyeaHHA. [106i4Hi peaxiiil, 10 CyIPOBOMKYIOTEh IIepe0o3yBaHHs, CIifl JIIKyBaTH 3a HOIIOMOTOI0
HEeTalHOT'0 TPOMUBAHHS IIIYHKA i CHMIITOMATUYHOI Tepatii. 4K i mofo iHImMX MaKpolifiB,
MaJIOMMOBIpHO, 1100 remopiani3 abo mepuToHeanbHUM diali3 iCTOTHO 3MiHIOBAIU PiBEHb
KJIapUTPOMILIMHY B CUPOBATLI KPOBI.

ITo6iuni peakuii.

HaiiyacTimumu Ta MOMMUPeHUMHU MOOIYHUMY PeaklisiMy, 0B’ I3aHUMHU 3 Tepalli€io
KJIapUTPOMILIMHOM, K V TOPOCIIUX, TaK i y mitel, Oynu Oinb y KUBOTI, Aiapes, HygoTa, O/10BaHHS Ta
CIIOTBOpPeHHs cMaky. L1i mob6iuHi peakirii 3a3Buyail He3HAYHi 3a iIHTEHCUBHICTIO i BigIIOBiIaIOTh
BimoMoMy IpoGiio Ge3meKu MaKpOIimHUX aHTHOIOTHKIB (muB. po3min «I1oGiuni peakunii»). He Gyno
CYTTEBOI Pi3HUII B YACTOTI I[UX MOGIYHUX peakililt 3 00Ky IITYHKOBO-KUIITKOBOTO TPAKTY ITif
Yac KIIHIYHUX JOCTiAXKeHb MiXK IOMYJISIi€l0 MallieHTiB i3 MikoOaKTepialbHUMHU iHPEKIIIMY i
namieHTiB 663 TaKux iHGEKIin.

3 06epekHiCTIO 3aCTOCOBYBATH KJIaPUTPOMIIIKH i3 TpHa30jlaMOM Yepe3 PU3UK BUHUKHEHHS
nopyiieHs 3 60Ky IIeHTpaibHOI HEPBOBOI CUCTEMHU (HAIPUKJIIa[, COHIUBICTD Ta CILUIYTaHICTh
CBimoMoOcCTi).

[ToGiyHi epekTH, 110 MOKYTh BUHUKHYTH IIPU Teparlil KITapuTPOMIlIHHOM, Kilacu(pikKoBaHO 3a
CACTeMaMHU OpraHis:

CucteMa oprasis [To6iyHi peakiii
acto (= 1/100 — [HeuyacTo (= 1/1000 — < 1/100) |[HeBigomo (He MOzKHa
< 1/10) OLIIHATH YaCTOTYy 3a
HAsSBHUMU TaHUMU)
[Hdekil Ta iHBa3il [Temonit', KaHAUKO3 poToBoi  |[lceBmOMeMOPaHO3HUH
MOPOKXHUHY, TACTPOEHTEpUT , [KOJIT, Gelmxose
indexmnis®, BarinanpHa 3allaJIeHHs, epurpasMa
iHpeKisa
3 GoKy KpOBi i TlelikomeHis, HeliTponewis®,  |ATPaHyIOLUTOS3,
miMbaTHYHOI CUCTEMU TpoMGoIHTOMIST, e03uHOMIMig" [TPOMOOIMTONEHIs
3 GOKy iMyHHOI AHadinakToinHi peaxmii', AHadimaKTHYHI peakiiii,
CUCTEeMU rinepyyTIuBiCT QHIIOHEBPOTUYHHUH
HaOpsK
3 6oky MeTaboi3my i AHOpPEKCisl, 3HUXKEHHS alleTUTy
Xap4yBaHHS




3 OOKY IICUXiKH

be3coHHA

TpUBOXKHICT, HEPBO3HICTH

[Icrx03, CIIyTaHICTh
CBimOMOCTI,
merepcoHatisalis,
merpecis, me3opieHTallis,
TaJIIolMHAIll, KaXJIuBi
CHOBHU[IHHS, MaHiq

3 00Ky LIeHTpaJIbHOI
HEPBOBOI CUCTEMU

[In3reB3id,
TOJIOBHUU OiNTh

Brpata cBimomocTi',
MUCKiHe3is', 3a1aMOpOYeHHS,
COHIIMBICTh, TPEMOP

Cymomu, areBsis (BTpaTa
CMaKOBOl YyTJIUBOCTI),
MapoCMisi, aHOCMis,
rmapecresisa

3 OOKy OopraHiB CIIyXy
i mabipuHTHI
OPYIIEHHS

3armaMOpOYeHHs, OTipIIeHHS
CJIyXy, O3BiH y ByXax

BTparta ciyxy

3 00Ky cepis

3ynuHKa cepis’', Gi6punsmia
Nepencepnb’, IONOBXKEHHS
inTepsany QT, eKCTaCHCTONH ,
Bio4yTTs cepuebuTTS

[lipyeTHa IUIyHOYKOBA
Taxikapmis (torsades de
pointes), IIIYHOYKOBa
Taxikapmais

3 60Ky CynouH BasomuyaTargis’ KpOBOBHIIUB

3 00Ky muXabHOI Hocosa KpoBoTeda®, actMa’,

CHCTEMH, OpraHiB eMO00JTist CyTuH nerenis’

rPYOHOIL KJTITKU Ta

CepenoCTiHHSA

3 60Ky TPaBHOTO [liapes, E3odarit’, [oCcTpuil MaHKpPEaTHuT,

TPaKTy 0JTI0BaHHS, racTpoe3odareanbHa 3MiHa KOJIbOPY A3UKa,
[UCIIETICis, pedioKCHa XBopo6a’, racTpHuT, [3MiHa Kombopy 3y0iB

HymoTa, 6inb y
PKIBOTI

[POKTaIrigd’, CTOMaTHUT,
[JIOCUT, 3MyTTs KHUBOTA’,
3a10p, CyXiCTh y POTi,
BipMKKa, METEOPU3M

3 00Ky
rernaTobinmiapHol
CUCTEMU

BigxuneHHS Bif
HOPMHU
(byHKITIOHATTBHUX
TECTiB IeYiHKHU

Xonectas', remaTut’,
mimBuimenHs piBHA AJIT, ACT,
[TT

[leyiHKOBa
HeIOCTaTHICTS,
XO/IecTaTuYHa
PKOBTSTHUIIS,
remnaToIleNionIsIpHa
DKOBTSTHUIIS

3 00Ky LIKipH i
MiIIIKipHOI
KJIITKOBUHU

Bucumanus,
rineprigpos

BynbLO3HUI TepMaTuT,
cBepOixK, KPOIIUB'THKA,
MaKyJI0-IIanyJib03Hi
BUCUIAHHS

Ts1kKi mKipHi mo6ivHi
peakitil (HalmpukKapm,
TOCTPUM
reHepasi30BaHuN
eK3aHTeMaTO3HUHI
TyCTYJIb03, CUHIPOM
CriBeHca-I[?KOHCOHA",
TOKCUYHUM
emigepManbHUR
HeKpoi3®,
DRESS-cuHapoM, akHe,
xBOpoOa

[MTennsaiHa-I eHoxa




3 OOKY OIIOPHO-
PYXOBOI CUCTEMHU Ta
CIIOJIyYHOI TKaHUHU

M’s130Bi crta3mMu’, CKeJleTHO-
M’s130Ba PUTIAHICTD', MianTis’

Pa6momionis® (3a
mesTKuMU
TIOBiMOMJIEHHSIMHY,
PabmoMiosTi3 BUHKMKAB,
KOJIY KJIapUTPOMIIIUH
3aCTOCOBYBa/I CyMICHO 3
IHIIKMY JTIKapChbKUMU
3acobaMu, Ipo SKi
BiIOMO, 1[0 BOHU
ACOILII0I0THCA 3
pabmomiosizoM (Taki sSIK
ctaTuny, GibpaTH,
KOJIXilIH a60
AJIONYPUHOII)), MiomarTis

3 60Ky HUPOK i
CeYOBUIIIBHOI
CHCTEeMHU

[TigBUllleHHSA KPEaTUHIHY
KpOBil, HinBHUIIEHHS CEYOBUHU
KpPOBi'

HupkoBa HEOCTATHICTS,
iHTepCTULiaTbHUI
He(ppUT

3arasibHi IOpYyIIEeHHS
Ta MiClle BBeIeHHS

®nebiT y micti
BBEIEHHS', Gillb,
3amaseHHs y
Miciri BBemeHHs '

HesnyxXaHHS', rapsgdka’,
acTeHis, 6inb y rpymax’,
03H06', BTOMJTIOBaHICTH

JlabopaTopHi
TIOCIIIMXXEeHHS

[TinBUIleHHS PiBHS JTyKHOI
(bocdarasu y Kposi’,
[MiIBUINIEHHS PiBHSA
TakTaTHerimporeHasy y KpoBi',
3MiHa CIiBBIJHOIIEHHS

aIE0yMiH-T106yIiH'

[TigBumienHss MHB,
30i/TbIIEHH S
IPOTPOMOiIHOBOTO Yacy,
3MiHa KOJIbOPY Cedi

1,234

ITpo daHi nobiuHi peakyii nogidomasau Miabku Nnpu 3acmocye8aHHi npenapamy y ¢opmi: 1 -

NOpowKy Aioghiniz08aH020 011 NPU20MYyBAHHA PO3UUHY 045 iHQY3ill, 2 - mabsiemok Npos10H208aHOT
0ii, 3 - cycneHsii, 4 - mabsemok Hea2aliH020 BUBIIbLHEHHSI.

Onuc okpeMux nobivHux peakuii*

[ToBigoMnsinu PO apTpariio, aHTioHeBPOTUYHUYN HaOpsK, aHadinaKTUYHI peakllii Ta mapecTesiio.

Bynu myXe pigKicHi IOBiIOMIEHHS IIPO YBeIT TepeBakKHUM YMHOM Y TAIli€HTIB, IKi OGHOYACHO
npuiimanu pudabyTus. BinbiricTs BunaakiB 6ymu 000POTHUMHU.

[ToBimOMIISITM TTPO PO3BUTOK KOJIXIIIMHOBOI TOKCUYHOCTi, 0COOIMBO Y MAIi€HTIB JTiITHHOTO BiKY (IUB.
po3ginu «IIpoTunoka3aHHsa» i «OCOOIMBOCTI 3aCTOCYBAHHS»).

*JacToTa HeBijoMa, OCKiTbKHY IIPO IIi peakiiil IOBiIOMIISAIOCA CIIOHTAHHO 1 pO3Mip nmomynsunil
TalliEHTiB HeBU3HaYeHUH. He 3aBX M BHAETHCSI BCTAHOBUTH YaCTOTY MOOIYHUX Peakiiil 4yu
IIPUYMHHUN 3B’5130K i3 3aCTOCYBaHHAM IIpelapaTy. 3arajbHi faHi PO 3aCTOCYBaHHSA
KJIapUTPOMILIMHY — TOHan 1 Minbgapp namieHTo-HiB.

YacToTa, TUI Ta TSAXKKIiCTh MOOIYHUX peaklifl y miTed momibHi TaKUM XkKe Y TOPOCIIHX.

[HWi epynu nauieHmia

ITauienmu 3 nopyweHHAMU iIMYHHOI cucmeMu.




Y xBopux Ha CHIJ] Ta iHIIKX MaIi€HTiB i3 TOPyIIeHHAME iIMyHHOI CUCTEMH, 5IKi 3aCTOCOBYBaJIX BUCOKI
MO3HU KIaPUTPOMIIIMHY HOBIIE, HiXK PeKOMEHI0OBAHO, [JIS JTiKyBaHHS MiKoOaKTepiambHUX iHeKIIiH, He
3aBXKOM MOXKHA BigpidHUTH MOGiYHI peakilii, MoB’sg3aHi i3 3aCTOCYBaHHSIM IIpernapaTy, Ta CUMITOMHU
OCHOBHOT0 260 CYITyTHiX 3aXBOPIOBAHb.

Y mopocnux XBOpHX, SKi OTPUMYBaJIX KIapuTpoMinuH v mo6osiit go3i 1000 mr i 2000 mr,
HalyacTimumMu nobivnuMu edektamu 6y HyooTa, 610BaHHS, CIIOTBOPEHHS CMaKy, 6iflb y KUBOT,
Iiapes, BUCHIIQHHS, 3MYTTS KUBOTA, TOJIOBHUY 0ifib, 3a110p, MOPYIIEHHS CIyXy. 3a IUM KPUTEPIieEM, ¥
2-3 % 1uX Malli€eHTIB CIoCTepiranocs 3HayHe aHoManbHe migBullleHHs piBHiB AJIT Ta ACT Ta
aHOMaJIbHe 3HUKEHHS KiJIbKOCTi JIEMKOIIMTIB Ta TPOMOOLIMTIB V¥ KPOBi. Y MEHIIIOro BigCOTKa MAlli€HTiB
CIIOCTepiranocs MigBUILIeHHS PiBHIB @30Ty CEYOBUHU KPOB.

38imysaHHs npo nido3pro.aHi nobiyHi peakuii

[ToBimomneHHs mpo mo6iuHi peakiril micis peecTpallii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HAYEHHS.
Lle mae 3MOr'y MPOBOOUTH MOHITOPUHT CITiBBiIHOIIEHHS KOPHUCThL/PU3UK IIPHU 3aCTOCYBaHHI IIOTO
niKapchbKOro 3acoby. MeguyHuM Ta ¢apMalleBTUYHUM IIpalliBHUKAM, a TaKOXK MalieHTam abo ix
3aKOHHUM ITpe[CTaBHUKAM CJIiT] TIOBiTOMJISITH TIPO YCi BUTTAAKHU IiI03PI0OBaHUX MOOIYHUX Peakilii Ta
BifmcyTHOCTI epeKTUBHOCTI NiKapchKoro 3aco0y mo [IepxKaBHOTO eKcrepTHOro ueHTpy MO3 Ykpainu
3a nmocumaHHsAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi. 3 POKH.

YMmoBH 30epiranssi.

30epiraTu nmpu TemmepaTypi He Buine 25 °C B OpUriHaNbHIN YIAKOBIi OIS 3aXUCTY Bif [ii BOJIOTH.
30epiratu y HeJOCTYIIHOMY OJIS1 OiTeU MiCIIi.

VYnaxoBka.

ITo 5 TabneTok y 6micTepi; mo 1 6icTepy B KapTOHHiHM KOPOOITi.

[To 7 TabneTok y 6mictepi; mo 1 abo 2 GrmicTepu B KapTOHHIM KOPOOITi.

Kareropis Bigmycky. 3a perenTtom.

Bupo6nuk. KPKA, n.1., HoBo mecto, CrnoBenisi/KRKA, d.d., Novo mesto, Slovenia.

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca MicIs MpoBaIXKeHHs HOro Tis/IbHOCTI.

[IImap’emika necra 6, 8501 HoBo mecto, CrnoBeHisi/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.






