IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®pominig®

(Fromilid®)

CKkn1ao:
ditoua pe4o8uHa: KIIapUTPOMIIINH;
1 TabneTka, BKpUTa IUTIBKOBOIO 000710HKOI0, MicTUTE 250 Mr a6o 500 MI' KJIapUTPOMILIUHY;

0onoMmidicHI peyo8uHU: KpOXMallb KYKYPYA3SHUY, LIe/TI0103a MiKDOKPUCTaTidyHa, KPeMHI0 JiOKCum
KOJIOImHUY 0€3BOIHME, KPOXMAaJllb IPeXeIaTHHI30BaHUM, KaJlilo IOIaKPHUIIiH, TaJabK, MarHilo cTeapar,
TiAPOKCUIIPOIIIME TUIIIIEITION03a, TIPOIiIeHT IiK0Jb, 6apBHUK 3ajtida okcup xkosTui (E 172), Tutany
miokcup (E 171).

JIikapcbka ¢opma. TabmeTKy, BKPUTI IIiBKOBOIO 000JIOHKOIO.

OcHOo8HI (i3uKo-XiMiyHI 81acmuBocmi: 0BalbHi OIyKIIi TaOJIeTKN 37IeTKa KOPHYHIOBATO-2KOBTOTO
KOJIbOPY, BKPHUTI IJIiBKOBOIO 000JIOHKOIO.

dapMakoTepaneBTHYHA rpymna. [IpotuMikpobHi 3aco6u [A1sE CUCTEMHOTO 3aCTOCYBaHHS.
Makponigy, niHko3amingu Ta ctpentorpaMinu. Knaputpominus. Kog ATX JO1F A09.

dPapmakono2iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mil

KnaputpoMminus - HaniBCUHTETUYHUM aHTUOIOTHUK I'PYIX MaKpoifiB. AHTUOaKTepianbHa Ois
KJIaPUTPOMILIMHY BU3HAYAETHCS HOT0 3B's13yBaHHAM 3 5OS-pubocoManbHO0 CyOOAUHUIIEI0 Yy TIIMBUX
OakTepill Ta npurHiveHHIM 6iocuHTe3y 6inka. [le MpU3BOOUTE [0 MOPYIIEHHS HOPMaIbHOTO
GbyHKIIOHYBaHHS 6aKTepiaabHOI KITITUHU. 3aBOSKU Pi3HOMaHITHIM CTPYKTypi pruO0COM II0CHKOI
KJIITUHY 3amobirae 3B’s13yBaHHIO MaKpOJIifiB 3 UM pub0oCcOMaMH, 1110, IMOBIpPHO, € IPUYUHOIO
HU3bKOI TOKCUYHOCTI MaKpOJIifiB Ag MofrHu. XnopaMdeHiKo i TiHKo3aMifu B IesKAX 0aKTepisax
KOHKYPYIOTh 3 MaKpOJIilaM{ 3a 3B’SI3yBaHHS 3 MENTUAWIBHIMY IIeHTpaMu puO0COMH, 110 TPU3BOTUTH
0O aHTATOHICTUYHOI Ail.

OkpiM KITapuTpOMinuHy, e(eKTUBHUM € TaKOXK Horo MetabostiT 14-rifpoKCUKIapuTPOMiliuH. Bil
yIBidi eektuBHimmy npotu Haemophilus influenzae, HiXK caM KJTapUTPOMIIIUH.



OcHoBHa [Iist MaKpoIifiB — 6akTepiocTaTuuHa. OgHAK BOHA 3aJIE3KUTh Bifl KiTbKOCTI MakpoIiny,
KiTbKOCTi HassBHUX GaKTepil i cTafil XKUTTEBOTO IUKITy OaKTePili Ha MOMEHT NMpU3HAYEHHS
anTtubioTrka. KnaputpominuH, 5K i iHIT MaKpoJIioyu, TaKoXK MOXKe MPOSIBNISITH OaKTEpULIUIHY [ito, a
came Ha Streptococcus pyogenes, Streptococcus pneumoniae ta Moraxella catarrhalis. TIpoBeneHi
CydYacHi [IOCTigXXKeHHS MaKpOJIifiiB II0Ka3yl0Th, 10 HalKpallliM II0OKa3HUKOM [J1 IIPOTHO3YBaHHS
e(peKTUBHOCTI MaKpOJIifiB € Yac, KOMM KOHIIEHTpAIlis IIboT0 aHTUOIOTHKa B CUPOBATIIi KPOBi
IepeBUINyE MiHiMasbHI MPUTHiYyBabHi KoHLIEeHTpalril (MIIK).

AnTu6akTepianbHa eQeKTUBHICTD

Knaputpomiiua YuHUTH OaKTepiocTaTU4Hy Ta 0aKTepPUIUAHY [il0 BiTHOCHO YKCIIEHHO KITiHIYHO
3HAQUYIIMX TPAMIIO3UTUBHUX Ta TPAaMHETaTUBHUX OaKTepiil, TaKUX SIK aepoOu, aHaepoOu abo yMOBHi
aHaepoOu, iHmri 6akTepii (MikomIa3mMu, ypeamnna3Mu, XJ1aMifii, 1erioHesn) Ta aTUIIOBI MikoGaKTepii.

Tabnuus 1. BakTepil, 4yTauBi 00 KIapUTPOMIIUHY.

AepoOHi, AepoOHi, AHaepoOHi OakTepii
rpaMIO3UTHBHI OakTepil [rpamueraTuBHi 6aKkTEpil
Streptococcus pyogenes [Haemophilus influenzae I'PaMNIIO3UTHBHI
[oakTepii
Streptococcus pneumoniae IMoraxella catarrhalis Fubacterium spp.
Methicillin-susceptible [.egionella pneumophila Clostridium perfringens
Staphylococcus aureus
Streptococcus agalactiae INeisseria gonorrhoeae [Peptococcus spp.
Streptococcus viridans Helicobacter pylori [Peptostreptococcus spp.
Corynebacterium spp. Campylobacter jejuni Propionibacterium acnes
[.isteria monocytogenes Bordetella pertussis
Bacillus spp. Pasteurella multocida I'paMHeraTuBHi
[pakTepii
Bacteroides spp.
Bacteroides fragilis
Prevotella melaninogenica

Inmi Mmikpooprasizmu

Chlamydia pneumoniae Mycobacterium avium complex
Chlamydia trachomatis Mycobacterium fortuitum
IMycoplasma pneumoniae Mycobacterium chelonae
Ureaplasma urealyticum Mycobacterium kansasii
Borrelia burgdorferi Mycobacterium xenopi
Toxoplasma gondii Mycobacterium lepra

dapmMaKkoKiHemuxka.

Ab6cop6irist

Knaputpowmitua mobpe aGcopOyeThCs 3i IMITyHKOBO-KMIIKOBOT'O TPAKTY. BiomOCTYIHICTE CTAHOBUTH
npubnu3Ho 55 % MicJis IepopaIbHOro NpUiMaHHS J03H. [Ka MoXe yIoBiIbHUTH abCcop61Iio, IpoTe
CYTTEBO He BIIMBA€E Ha 6iogoCcTynHiCTh KnapuTpoMinuHy. bnussko 20 % KIapuTPOMILIMHY 0gpasy XK
MeTab0i3y€eThCS 3 YTBOPEHHSIM OCHOBHOTO MeTabo0iTy 14-TiTpOKCUKIIAaPUTPOMIIIUHY, TKUH ITPOSIBIISE
TaKui caMuy OiooriyHuil eekT, 0 i KITapUTPOMILIMH. Y 3M0POBUX 0Ci0 BiH mocArae KOHIEHTpAlid y
CHPOBATIIi KPOBi, IPONOPLIMHUX A0 PO3Mipy IlepopaibHUX H03. MaKcuMalbHI KOHI[EeHTpalliil B
CHPOBATIIi KPOBi BiI3HAYAIOTHCS MEHII HiX 3a 3 roguHu. [1ic/is nepopasbHOro 3aCTOCYBaHHS
OJIHOPa30Bol 703u 250 Mr KJIapATPOMILIMHY CepefiHi KOHIIeHTpallil CTaHOBNATH Bif 0,62 MKr/Mi o



0,84 mkr/mmn; micns ogHOpasoBoi fo3u 500 Mr KiapuTpoMinuuy - Bifg 1,77 Mxr/mi go 1,89 Mxr/mi.
BignosigHi KoHIIEHTpanil 14-TifpOKCUKIapuTPOMiLMHY CTaHOBNIATE Bif 0,4 MKr/mn mo 0,7 MKT/Mn
micns mo3u 250 mr ta Big 0,67 Mkr/mn o 0,8 MKr/mi - micis npuroMy go3u 500 mr. 3HayeHHS M0
I KpUBOIO «KOHIleHTpallisg-4ac» (AUC x 9ac) cTaHOBNATH 4 MKr/ma[Jrof micias go3u 250 Mr Ta

11 Mxr/mn[Jrop micins mo3u 500 Mr.

CrabinpHi KOHIEHTpAIlil OCATAIOTHCS i IM'sITo1 03U 250 MI' KJIapUTPOMILIMHY IIPU 3aCTOCYBaHHi
2 pa3u Ha go0y; MaKcuMaJibHa KOHIIEHTPAIlis KJIapUTPOMIIIUHy CTaHOBUTDL 1 MKT/Mn Ta 14-
TiAPOKCUKIapUTPOMINUHY - 0,6 MKT/MII.

II POHUKHEHHA V TKAHWHU

Knaputpowminus mobpe IpoHUKAE Y PiIUHY | TKaHUHU OpraHi3My, e mocsarae KoHIeHTparii y 10
pasiB OinbIIKX, HiXK y I1a3Mi KpoBi. Benuki KoHLIeHTpallil BUSIBJIEH] y nereHsx (8,8 Mr/kr),
murganukax (1,6 Mr/kr), cnu3oBiii 00010HIN HOCA, IIKiPi, CIUHI, anbBeojiaX, MOKPOTUHHI Ta B
cepenHboMy Byci. O6’€M PO3MOMiNY KIapUTPOMILIMHY Y 3MOPOBUX 0Ci6 micis ogHOpPa3oBoi mo3u 250 Mr
ta 500 Mr cTaHOBUTH 226-266 /KT Ta 2,5 n/Kr BignosigHo. O6’eM posmopniny 14-
rinpokcuknaputpoMinuny - 304-309 1. 3B’93yBaHHS KJIapUTPOMILIUHY 3 GiTKaMu CUPOBATKHU €
crmabKuM Ta 000POTHUM.

[Iepion HaniBBUBENEHHS KIIapUTPOMIIMHY 1Py 0031 250 Mr/12 rogus cTaHOBUTH 3-4 TOOUHY Ta IIpU
po3i 500 mr/12 rogun - 5-7 roOuH.

MerTabo1i3M Ta BUBEOEHHS

KnapuTpoMmiluH nepeTBOPIOEThCS Y MediHnili. Byno BUsiBIeHO IoHaliMeHIIe 7 MeTa0oJTiTiB.
HaiiBaxnuimuM € 14-TifpokcuKIapuTpoMinyH. KmapuTpoMilua BUBOOUTLCS 3 ceuero abo y BUTTIAA]
MeTaboIiTy Y4 y He3MiHHOMY BUTJISML, Ta Y MEHIIOMY BifiCOTKY 3 KanoM (4 %). ITpubmausuo 20 %

250 mr go3u Ta 30 % 500 Mr mo3u BUBOOUTHCS y HE3MiIHHOMY CTaHi 3 ceder. 10-15 % mo3u
BUBOOUTHCS 3 Ce4el0 y BUTTIAAL 14-TimpOKCUKIIapUTPOMIIIUHY.

[lepion HaniBBUBEOEeHHS KIApUTPOMINUHY IpH 031 250 Mr/12 rogus cTaHOBUTH 3-4 TOOUHM, Ta IPU
no3i 500 mr/12 roguH - 5-7 ropguH.

BonuB Biky Ta xBopoOu Ha ¢hapMaKOKiHETUKY

[imu ma Hemoeasma: 3rigHO 3 OOCHTigXKeHHIMY, hapMaKOKiHETHKa KJIaPUTPOMIILIUHY V AiTel Ipu
1o3i 7,5 MI/Kr Macu Tina 2 pa3u Ha go0y Oynia OfHaKOBOH 3 (papMaKOKiHETUKOI Y OPOCTIHX.

ITayieHmu aimHb020 BiKYy: He icCHye HeoOXimHOCTI Y KOperyBaHHi JO3H y MTallieHTiB JIITHHOTO BiKy,
SIKIII0 BOHYU He MAIOTh TSXKUX NOPYyLIeHb QYHKINI HUPOK.

Bnaue x8opobu Ha ¢papmakokiHemuky: micns croxuauHsa 200 MI KJIapUTPOMILIMHY CIIOCTEPIiTaIucs
36inbpIIeHHST MaKCUMasbHOI KoHIeHTpalil Ta AUC Ta 3MeHIIIeHHSI BUBEIeHHS KIIaPUTPOMILIUHY y
TIALIEHTIB 3 TAXKKUMU MOPYLUIEHHIMY (YHKIII HUPOK MOPIBHSAHO 3i 3M0poBUMM 0co0aMu. V malieHTiB 3
TSAKKUMU [TOPYIIEHHAMYU (DYHKIIl HUPOK 3arajibHe BUBEOEHHS KIAPUTPOMIIIMHY 3MEHIINUIIOCS 3

26,5 % no 3,3 %, nopiBHSHO 3i 3mopoBuMu ocobamu. Li pe3ynbTaTy MOKa3yi0Th, 1[0 HEOOXiAHO
3MEHIIUTH 003y a00 MIPOIOBXKUTH iHTEPBAJ JO03YBAHHS [JIS MAI[iEHTIB 3 TAKKAMHU IMOPYIIEHHIMU
GYHKIII HUPOK.

CrabinbHi KOHIIEHTPAIlil KI1apUTPOMIINHY ¥ NAllieHTiB 3 NOPYIIeHHAMU (DyHKII TeYiHKY He
Bigpi3HSIOTHCS Bifl KOHILIEHTpPAIill ¥ 3MOPOBUX 0Ci0, aye KOHIeHTpallil 14-rimpokcu MeTabomiTy €
HUXKYUMU.



KrinigHi XxapaKTepHCTHKH.
Iloka3aHnHs.
[Hdekil, cnpuYUHEH] YYTIUBUMH [0 KJIaPUTPOMILIMHY MiKpOOpPraHi3MaMH:

- [Hdexuil HUKHIX AUXaTbHUX HUISXIB (OPOHXIT, TOCTPa KPYyNO3Ha THEBMOHIS Ta TepBUHHA
QHTHUIIOBA ITHEBMOHIs).

- [HdeKIIil BepXHiX qUXalIbHUX IIISIXiB, TOOTO HOCOTIOTKY (TOH3UIIIT, GapuHTIT) Ta iHeKITil
IPUAATKOBUX IIa3yX HOCA.

- [Hdekmil mKipu Ta M'IKUX TKaHUH (iMOeTuro, QoJiKyJiT, epusnunenoin, GypyHKyIb03,
indikoBaHi paHu).

- ['ocTpi Ta XpOHIUHI OMOHTOTE€HHI iH(DEeKIIil.

- IuceminoBaHi abo oKasi3oBaHi MikoOakTepianbHi iHGeKIIil, cupuyuneni Mycobacterium
avium abo Mycobacterium intracellulare. Jlokamni3oBaHi in¢exuii, cmpuunHeHi Mycobacterium
chelonae, Mycobacterium fortuitum abo Mycobacterium kansasii.

Ins epagukaril Helicobacter pylori y nmauieHTiB 3 BUPa3K0I0 ABAHAOIATUIIAIO] KUIIKY IIPH
IIPUTHIYEHHI CEeKpellil CONISTHOI KUCIIOTH (aKTUBHICTh KJTapuTpoMilluHy npoTu Helicobacter pylori €
BUILOI0 IpU HeuTpanbHOMY pH, HiXK npu kucnomy pH).

Crip 3BepHYTH yBary Ha OQilliliHi peKOMeHfallil I0A0 IPaBUJIBHOTO 3aCTOCYBaHHS
aHTuOaKTepiambHUX 3aco0iB.

KnapuTpominyH npu3HavyaTy JOPOCINM Ta OiTAM Bif 12 pokis.

IIpomunoka3aHHsi.

- [TigBuilleHa YyTNUBICTH [0 KJIaPUTPOMILIMHY a0 [0 iHIINX MaKPOMiAHUX aHTHOIOTUKIB YU 1o
Oynmb-IKUX iHTPEIiEHTIB JIiKapChKOTO 3ac00y.

- OpHoyacHe 3aCTOCYBaHHS 3 TaKMMHU IIpellapaTaMy: acTeMi30J1, IU3alpPul, JOMIEPUIOH,
miMo3up, TepheHaguH — OCKIIbKY 11e MOXKe IIPU3BECTH [0 IToAoBKeHHd iHTepBany QT Ta po3BUTKY
CeplieBUX apuTMili, BKJII0Yal04y IITYHOYKOBY Taxikappito, GiOpunsilito IayHOYKiB Ta MipyeTHY
IIJTYHOYKOBY Taxikapmito (torsades de pointes) (muB. po3minu «OcoONMMBOCTI 3aCTOCYBAHHS» i
«B3aeMopmis 3 iHIMIMMH JTiKapChbKUMHK 3aC00aMM Ta iHIII BUOYM B3aEMOIii»).

- BpomxeHe yu BCTaHOBNIeHe HabyTe momoBxkeHHs iHTepBany QT abo IITyHOYKOBI cepIieBi
apuTMil B aHaMHe3i, BKJII0UAl4y MipyeTHY IUIYHOUYKOBY TaXikaphito (torsade de pointes) (ous.
po3minu «OcobIUBOCTI 3aCTOCyBaHHS» i «B3aemopis 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta iHIM BUAH
B3aEMOMIN»).

- OpgHoYacHe 3aCTOCYBaHHS KJIaPUTPOMILIMHY ¥ eproTaMiny abo AUTigpoeproTaMiHy — OCKiTbKU
I1e MOXKe NMPU3BECTU OO0 €PrOTOKCUYHOCTI.

- OpHOYaCHe 3aCTOCYBaHHS KJIapUTPOMIIMHY 3 JIOMiTamifoM (ouB. po3nin «B3aemopis 3



iHITMMY NTiKapCbKUMM 3aco0aMu Ta iHIII BUOYM B3aEMOiii»).

- OpguouacHe 3acTocyBaHHS 3 iHribiTopamu 'MI'-KoA-penyKkTa3u (CTaTuHAMH), 1110 3HAYHOIO
Mipoio MeTabomi3yioThcst CYP3A4 (rmoBacTaTuH ab0 CUMBACTaTUH), — Yepe3 MiIBUIIEHNUM PU3UK
BUHUKHEHHS MiomaTil, BKJTIo4aoyu pabnomioni3 (quB. po3nin «B3aeMopis 3 iHIMMY JTiKapChKUMU
3aco0aMu Ta iHIIi BUOY B3aEMOMIl»).

- OpHOYacHe 3aCTOCYBaHHS KJIapUTPOMIIMHY 1 IepopaibHOro Miga3osnamy. I1ig yac jnikyBaHHSA
KJIAQPUTPOMILIMHOM JIiIKyBaHHS MMM 3ac00aMu CIifl MPUNUHUTH (IUB. po3minu «OcobIuBOCTI
3aCTOCyBaHHS» i «B3aemopis 3 iHIIMMY JIiKapCbKUMHU 3aco0aMu Ta iHII BUAK B3aEMOMIIN»).

- OpgHOYacCHe 3aCTOCYBaHHS KJIAPUTPOMINMHY (Ta iHImMX cunbHUX iHribiTopie CYP3A4) 3
KOJIXiITMHOM IIaIliEHTaM 3 HUPKOBOIO ab0 IMeYiHKOBOI HEOOCTATHICTIO (OuB. po3minu «OcoOmuBOCTiI
3acToCcyBaHHS» i «B3aemopis 3 iHIIMMY JTiKapCbKUMU 3aco0aMu Ta iHIII BUAK B3aEMOMIN»).

- EnekTponiTHi nopymeHHs (rinokaniemis abo rimoMartiemisi) — yepe3 pu3uK MOOOBXKEHHS
inTepsany QT.

- TsaXKa [MeYiHKOBa HEIOCTATHICTh Ta CyIyTHS HUPKOBA HENOCTATHICTE.

- OpgHoYacHe 3aCTOCYBaHHS KJIaPUTPOMILIMHY 3 TUKArpenopoM, iBabpaguHoM abo paHOIa3uHOM.

B3aemodisn 3 inwumu nikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

KHapI/ITpOMiHI/IH He B3aEMO[i€ 3 IepopaJlbHUMHU KOHTPAIEIITUBaAMHU.

3acmocyBaHHA HUMXCYe3a3HaAYeHUX npenapamis Cy8opo NPOMuUNOKA3dHO Yepe3 MONXCAUBUL PO3BUMOK
MANCKUX HACAIOKi8 83aEMO0iT

Acmemi3zon, yudanpud, domnepudoH, nimo3ud i meppeHaduH

[TigBullleHHS PiBHIB IM3aNpPHUAY B CUPOBATILi KPOBI CIIOCTEpiranocs mIpu Woro CyMiCHOMY 3aCTOCYBaHHI
3 KJIaPUTPOMILIMHOM, 1110 MOXKe CIPUYUHUTY ITOf0BXeHHs iHTepBany QT i osBy apuTMmil, y TOMy
YHCIIi MIJTYHOYKOBY Taxikapmito, GiOpumsiriio IyHOUKiB i torsades de pointes. IlomiOHi epekTu
Bil3HAYasIKCA i IPU CyMiCHOMY 3aCTOCYBaHHI iMO3UAY Ta KJIapUTPOMILMHY (OUB. PO3MiN
«IIpoTUnoKa3aHHI»).

[ToBimoMIIsIIOCS TIPO 3MATHICTh MAKPOJIiMiB 3MiHIOBAaTH MeTa0011i3M TeppeHaauHy, TPU3BOASIYN 00
MigBUILEHHS PiBHIB TepdeHaAuHy Y CUPOBATIIi KPOBI, 110 iHOM1 aCOIlil0BanoCs 3 CEPLIEBUMHU
apUTMisIMU, TAKUMU SIK TTOAOBXKEHHS iHTepBany QT, MITyHOYKOBa Taxikapmis, GiOpumsilisa mnyHouKiB
i «torsades de pointes» (guB. po3min «IIpoTunoka3aHHSI»). Y xofi mociifgxkeHHs y 14 0oOPOBOIBIIIB
IIPU CyMiCHOMY 3aCTOCyBaHHI Tep(eHafnHy Ta KIapUTPOMIIIMHY CIIOCTepiranocs mifiBUIIeHHS PiBHS
KHMCJIOTHOTO MeTa0oJIiTy TepbeHanuHy y 2-3 pa3u Ta MomoBxkeHHs inTepBany QT, 110 He TPHU3BOAKIIO
no 6yap-aKOTo KiliHiuHo BupuMoro edexry. [TomgibHi eekTu Big3Hayamucs i mpu CyMiCHOMY
3aCTOCYBaHHI acTeMi30Jly Ta iHIIUX MaKpOJIifiB.

EpeomamiH/0u2iopoep2zomamiu

[TocTMapKeTUHTOBI MOBIAOMIEHHS CBiAYaTh, 1[0 OMHOYACHE 3aCTOCYBaHHS KIaPUTPOMILIMHY Ta
eprotaMiny abo OUTiTPOepProTamiHy acollifoBasiocs 3 MOSIBOI0 03HAK IOCTPOr0 eProTHU3MY, 110
XapaKTepr3yBasocs Ba30CIa3MOM Ta illleMi€lo KIHIIBOK Ta IHIIUX TKaHWH, BKJII0YalO4U LeHTPaJIbHY



HepBOBY cucTeMy. OgHOYACHE NMPU3HAYEHHS KJIaPUTPOMIIIMHY Ta ajIKaJIoifiB PiKKiB MPOTUIIOKa3aHe
(muB. po3min «IIpoTUnoKasaHHI»).

ITepopasavHutl midazonram

[Tpu 3acTocyBaHHI Miga3zonaMy 3 TabneTkaMu Knaputpominuay (500 Mr 2 pa3u Ha moby) AUC
Mima3onamy 30inbiryBanacs y 7 pasiB micis mepopasibHOTO 3aCTOCYBaHHS Mifa3onaMmy. OgHodacHe
3aCTOCYBaHHS [1€POPAJIBHOr0 Mifla301aMy i KJIapUTPOMINIUHY IPOTUIIOKa3aHe (OUB.
«IIpoTunoKa3aHHg»).

IH2i6imopu I'MI-KoA-pedykmasu (cmamuHu)

Komb6iHOBaHe 3aCTOCYBaHHS KJIAPUTPOMIIMHY 3 JIOBAaCTAaTHHOM a0 CHMBACTAaTHHOM IIPOTUIIOKAa3aHe
(muB. po3min «IIpoTUIOKa3aHHS»), OCKINIbKY ITi CTATMHYU 3HAYHOIO Mipoto MeTabomni3yioThcst CYP3A4 i
OJIHOYaCHe 3aCTOCYBaHHS i3 KJIapUTPOMIIIMHOM IiIBUINYE 1X KOHI[EHTPALIil0 Y IIJla3Mi KPOBi, 110, Y
CBOIO Yepry, MiABUINYE PU3UK BUHUKHEHHS Mionarii, BKiio4atouu pabgomionis. IToBigoMisnu mpo
PO3BUTOK paboMioni3y y malieHTiB IpU CyMiCHOMY 3aCTOCYBaHHI KJIapUTPOMILIMHY Ta IIUX CTATHHIB.
AK110 NMiKyBaHHS KIapUTPOMIIIMHOM HEMOXKJIMBO YHUKHYTH, TepaIllilo JIoBaCTaTUHOM abo
CHMBACTATHHOM HEOOXiqHO MPUIIMHUTH IIifl Yac KypCy JTiKyBaHHS.

Cmig 3 00epexkHICTIO MpU3HAYaTH KJIIAaPUTPOMILIMH OJHOYACHO 3i cTaTUHAMU. Y pasi Koau
OJIHOYaCHOT'0 3aCTOCYBaHHS KIapPUTPOMIIIMHY 3i CTaTUHAMU YHUKHYTH HEMOXKJIMBO, PEKOMEHOYETLCS
IIpH3Ha4vYaTHd HalMeHIITy 3apeECTPOBaHy A03y CTaTUHY. MOXKJIMBe 3aCTOCYBaHHS CTaTUHY, IKAU He
3anexuTh Big Metabonizmy CYP3A (Hanpukinan, gprnyBactaTtury). HeoOximHUE MOHITOPUHT CTaHy
TIAITi€HTiB 00 O3HAK i CUMIITOMIB MiomaTil.

Jlomimanio

OpHOYaCHUM NIPUMOM KJTaPUTPOMILIMHY 3 JIOMITaIligoM NPOTUIIOKa3aHUY Yepe3 MOXKJIUBICTh 3HAYHOTO
MiIBUINIEHHS PiBHIB TpaHcaMiHa3 (OuB. po3min «IIpoTuoKa3aHHI»).

Bnaus iHwux Aikapcvkux 3acobie Ha KAapumpomiuuH

Jlikapceki 3aco6wu, 1m1o € ingykropamu CYP3A (Hampukiap, pudamminuH, GeHiToiH, KapOaMa3elriH,
dbenobapbiTan, mpemapaTy 3Bipo0010), MOXKYTh iHIYKyBaTH MeTab0J1i3M KinapuTpoMinuHy. Lle Moxke
IIPU3BECTH 10 CyOTEepaneBTUYHUX PiBHIB KIIaPUTPOMILIMHY Ta 3HUKEHHS 0ro epeKTUBHOCTI. Kpim
TOT0, MOXKe OyTH HeoOXiIHUM KOHTPOJIb IIJTa3MOBUX PiBHIB iHAyKTOpa CYP3A, 5iKi MOXKYTh OyTH
migBuieHi 4yepe3d iurioyBauHs CYP3A KTapuTpPOMIIIMHOM (OUB. TaKOXK iHCTPYKILIO AJIST MEOUYHOTO
3acTocyBaHHS BipnmoBigHOTO iHOyKTOpa CYP3A4). OnHOYacHe 3acTocyBaHHS pudadyTuny i
KJIAQPUTPOMILIMHY TTPU3BOMUIIO [0 MiBUILIEHHS PiBHIB pudalyTHHY Ta 3HUXKEHHS PiBHIB
KJIaPUTPOMILIMHY B CHPOBATIIi KPOBi 3 OMHOYACHUM IIiIBUILIEHHSIM PU3UKY IIOSIBU YBEITY.

BrnnuB HacTynmHUX JTiIKapChKUX 3ac00iB Ha KOHIIEHTPALlil0 KJIapUTPOMIIIMHY B KPOBi Bimomuit abo
IIPUITYCKAETHCS, TOMY MOXKe 3HaoOuTHCs 3MiHa 1031 abo 3aCTOCyBaHHS albTepPHATHBHOI Teparil.

EgasipeHu, HegipaniH, pupamniyuH, pugpabymuH i pupaneHmuH

[MTotyxHi iHOYKTOPH (pepMeHTIB nuToxpoMy P450, Taki gk edaBipeHI], HeBipamiH, pudpaMIinyH,
pudabyTuH i pudaneHTHH MOXKYTh ITPUCKOPIOBATH MeTab0Ii3M KITapUTPOMIIIMHY, 3MEHIIYIOYH HOTO
KOHIIEHTPAIIilo ¥ IIJIa3Mi KpoBi, ane 30inburyoun KoH1eHTpanio 14-OH-K1apuTpoMilluHy -
MiKp006iooTiuHO aKTUBHOTO MeTaboJiTy. OCKiNbKK MiKpo0ioJioTiuHa aKTHBHICTh KJIaPUTPOMIIIUHY i
14-OH-knmapuTpoMiI[uHy pi3Ha 10 BiJHOIIEHHIO [0 Pi3HUX 6aKTepili, 04iKyBaHOTO TePaleBTUYHOTO
edexTy Moxe OyTH He HOCATHYTO Yepes CIIibHe 3aCTOCYBAHHS KJIAPUTPOMILIMHY Ta iHOYKTOPIB



bepmeHTiB 1uToxpomy P450.
Empasipux

Iis KmapuTpoMinuHy mmocnabioBanach eTpaBipuHOM; OJHAK KOHIIEHTpallii akTuBHOT0 MeTabomity 14-
OH-knaputpoMinuny mifuinyBaauch. Ockinbku 14-OH-K1apUTpOMiLIMH Ma€ 3HUXKEHY aKTUBHICTh
mono Mycobacterium avium complex (MAC), 3arafibHa aKTUBHICTB IIIOJ0 IIbOTO IIAaTOTEHY MOXe OyTHu
3MiHeHa. Tomy mys nikyBaHHS MAC ciiifg po3TNIsIHYTH 3aCTOCYBaHHS allbTEPHATHBHUX
KJIAQPUTPOMILIMHY JTiKapChKUX 3aC00iB.

@ 1yKOHA301

PiBHOBaXKHi KOHIIEHTPAIlil aKTUBHOTO MeTa0os1iTy 14-OH-KmapuTpoMilluHy 3HAYHO HE 3MiHIOBAIUCS
IIPU CyMiCHOMY 3acTOCyBaHHi 3 pryKoHa30710M. 3MiHa 103U KJIapUTPOMIIIMHY He MOTpiOHa.

PumoHnasip

3aCTOCyBaHHS PUTOHABIPY i KITaPUTPOMIIIMHY IPHU3BOOUIIO 10 3HAYHOI'0 MPUTHiYeHHS MeTabomi3My
KjiaputpoMinuny. C .. KiIapuTpoMinuny nigsuirysanocd Ha 31 %, C,,, - Ha 182 % i AUC - "a 77 %.
BusHauanocs noBHe npurHideHHs yTBopeHHS 14-OH-knaputpoMinuny. Yepes BeNIUKe TepaleBTUYHE
BIKHO 3MeHIIIeHHS 031 KJIapUTPOMILIMHY [JIS MallieHTiB 3 HOpMaibHOI0 (QYHKIIi€I0 HUPOK He
noTpibHe. [I71s1 maIlieHTiB 3 HUPKOBOIO HEOOCTATHICTIO HeoOXimHe KopuryBaHHs mo3u: mpu CL.; 30-60
MJI/XB 003y KJTapUTPOMIIIUHY HeoO0XigHo 3MeHIUTH Ha 50 % m0 MaKcuMasbHOI 103u -1 TabrieTka Ha
no0y; mpu CLqg < 30 Mn/xB - He0OXigHO 3MeHIIUTH Ha 75 %. [1031 KJIapuUTPOMIIUHY, 110
nepeBuyioTs 1 r/moby, He CIIifl 3aCTOCOBYBaTH pPa3oM 3 PUTOHABIpOM.

Taki K KOpUTyBaHHS [I03U CJIifi IPOBOAUTH [J15 MTAllieHTiB i3 ocabieHo0 GYHKI€I0 HUPOK IPK
3aCTOCyBaHHI pUTOHABIPY B SKOCTI (hapMaKOKiHETUYHOTO MiICHITI0BaYa pa3oM 3 iHImMMU iHribiTopaMu
BlJI-mpoTea3u, BKIIOYal04YX aTa3aHaBip i caKBiHaBIp.

Bnaue KaapumpoMiuuHy Ha iHwi Aikapcuki 3acobu

CYP3A-nos’s3aHi 83aemoo0ii

OpHOYacHe 3aCTOCYBaHHS KJIaPUTPOMILMHY, BimoMoro iuribitopy depmenty CYP3A, i mpemapary, 110
TOJIOBHUM YMHOM MeTabosi3yeTbcsi CYP3A, Moxke MPHU3BECTH [0 MigBUINEHHS KOHIIEHTPAIIil
OCTaHHBOTO Y IIJIa3Mi KPOBI, 1110, ¥ CBOIO YEPTY, MOXKE IMOCUTTUTH ab0 ITOJOBKUTH MOT0
TepaneBTUYHUN e)eKT i pU3UK BUHUKHEHHS MOOIYHUX PeaKIli.

3acTocyBaHHS KJIapUTPOMIIIMHY IIPOTUIIOKA3aHO MallieHTaM, IKi oTpuMyi0Th cyocTpaTtu CYP3A
acTeMi30J1, UM3alpuf, JOMIEPUIOH, MMO3Uf i TepdeHannH, Yepe3 pU3UK MOJ0BXKeEHHS iHTepBamy QT
Ta CeplLeBUX apUTMill, BK/II0OUalOUU IUTYHOYKOBY TaxiKapzito, Gidpumnsiio NIUTyHO4YKiB Ta MipyeTHY
IITYHOYKOBY TaXikapito (torsades de pointes) (muB. po3ninu «IIpoTunoka3zaHHs» i «OcoOIUBOCTI
3aCTOCYBaHHS»).

TakoK MPOTUIIOKa3aHO 3aCTOCYBaHHS KJIaPUTPOMIIIMHY 3 ajKasioifaMu PiXkKKiB, IepopanbHUM
Mmina3zonamow, inribitopamu I'MI-KoA-penykTasu, ski MeTaboni3yioTbcs nepeaxHo CYP3A4
(HampuKIIan, T0BaCTAaTHH i CUMBACTaTUH), KOIXIIMHOM, TUKArpejaopoM, iBabpafuH Ta paHOIa3uHOM
(muB. po3min «IIpoTUOKa3aHHI»).

HeobxigHa o6epeKHICTh IPU OJHOYACHOMY 3aCTOCYBaHHI KJIaPUTPOMILIMHY 3 iHIIMMHU IIpenapaTaMu,
gKi € cy6cTpaTtamu ¢pepmenTy CYP3A, ocobnuBo saxio cyoctpat CYP3A Mae By3bKuii 3amac 6e3meku
(Hanpuknan, KapOama3zerin) Ta/abo cybcTpaT iHTEHCUBHO MeTabo0Ti3yeThCA UM (epMeHTOM. Y



TAKOMYy pasi Moxe OyTH MOTPiOHMM KOPUTYBaHHS [03H, i, AKI0 MOXKJIUBO, CHIifl pETeIhHO
KOHTPOJIIOBATH KOHIIEHTpAILlil Y CUPOBATILi KPOBi Ipenaparis, siKi MeTab0Ii3yI0ThCS TepeBaxkHO
CYP3A. Jlikapchbki 3acobu abo Kytacu jgikapchbKuXx 3aco0iB, Mpo sKi BimoMo ab0 MPUIyCKa€EThCs, 110
BOHM MeTabo0mi3yoTbcsd TUM camuM idodpepmenTom CYP3A, BKIII0YAIOTh (CIIMCOK He BUYEPITHUM):
anmpa3ojiaM, KapOaMa3eliH, IUI0CTa30J, IUKIIOCIIOPUH, AU30IipaMin, i0pyTu#Hio,
MEeTUJINPENHI30JI0H, Mifla3o1aM (BHYTPIilIHEOBEHHO), OMEIPa30J, TepopasbHi aHTUKOATryIsIHTH
(nampukian, BapdapuH, puBapokcabaH, anikcabaH), aTUIIOBI HEUPOJIENTUKY (HalpuKiIaj, KBeTialliH),
xiniguH, pudabyTuH, cungeHadin, cuposimMmyc, TakpoaimMyc, Tpua3osnaM i BiHOIaCTHH.

[Momi6uui MexaHi3M B3aeMOfii Bif3HaYeHU P 3aCTOCYyBaHHi GeHiTOIHY, TeodiniHy i Banbipoary,
110 MeTabomi3y0ThCs iHmuUM i30pepMeHTOM cucTeMu nuToxpomy P450.

ITepopanvHi anmukoaz2yasaHmu npsamoi 0ii (ITAIT])

[TAII]l mabGiraTpaH Ta emokcabaH € cybcTpaTaMu e(IIIOKCHOTO IepeHocHrKa P-gp (P-rimikomporeiny).
PuBapokcabaH Ta amikcabaH meTabomidyoThcs 3 yuyacTio CYP3A4 i Takox € cybctpatamu P-gp. Crig
OyTu 00epekXHUM IPU OMHOYACHOMY 3aCTOCYBaHHI KJTAPUTPOMIIIMHY 3 IUMHU IIperapaTaMu, 0COOIUBO
malieHTaM i3 BUCOKMM PU3UKOM KpoBoTedi (auB. «OCOGIUBOCTI 3aCTOCYBaHHS»).

AHmuapummiyuHi 3acobu

[CHYIOTH TOCTMAPKETUHTOBI IIOBiIOMIIEHHS [P0 PO3BUTOK MipPyeTHOI IIIYHOYKOBOI TaXikapil, 110
BHHUKJIA ITPY OMHOYACHOMY 3aCTOCYBaHHI KJIapUTPOMIIMHY 3 XiHiguHOM ab0 gu3omipamimomM.
Pekomenpnyethcs nposogutu EKI'-MOHITOPYBaHHSA [J1s1 CBOEYACHOTO BUSBJIEHHS IIOOBXKEHHS
intepBany QT. Ilig yac Teparii KTapUTPOMIIIMHOM CJIiT] CTEXKUTH 3a KOHIIEHTpalisIMU WX IIpenapaTiB
y CAPOBAaTIL KPOBI.

[Tig yac mOCTMapKETUHTOBOTO 3aCTOCYBaHHS Oy IOBIOMIEHHS IIPO TillOTIIiKEeMiio Ipu
OJHOYAaCHOMY 3aCTOCYBaHHi KJIapUTPOMILIMHY i AU30mipaMiny, ToMy HeOOXimHUIN MOHITOPUHT PiBHA
TJII0KO3M KPOBi IIPY OHOYACHOMY 3aCTOCYBaHHI I[UX 3aC00iB.

I'iOpokcux/10poXiH i X10POXIH

Knaputpowmitus ciif 3acTocoByBaTé 3 06epekHICTIO MallieHTaM, SKi OTPUMYIOTh IIi TiKapCchKi 3aco0w,
sIKi, SIK BiIOMO, MOJ0BXKYI0Th iHTepBan QT Yyepe3 MOTEHLiHY MOXKIIMBICTh iHAYKyBaTU CEPLIEBY
apuTMilo Ta cepio3Hi mobiuHi cepleBo-CyquHHI MOmii.

ITepopanvHi 2inoeaikeMiuHi 3acobu/iHcyaiH

[Tpu cymicHOMY 3aCTOCyBaHHi 3 IeBHUMH TilOrIiKeMiYHUMY 3aco0aMy, TaKUMHU K HaTeTrIiHif i
pemarmiHif, KnapuTpomiurH Moxe iHrioyBaT eH3uM CYP3A, 110 MOXKe CIPUYMHUTH TillOTIIiKeMito.
PexoMeHOBaHUY peTeIbHUI MOHITOPUHT PiBHSA I'JIIOKO3MU.

Owmenpason

3acTocyBanHs KnaputpoMinuHy (500 Mr KoxHi 8 romuH) y KoMmOiHarlril 3 omenpa3onom (40 mMr
IIIOMIEHHO) Y MOPOCIIHX 300POBUX HOOPOBOJIBIIB IIPU3BOIUIIO OO0 MiTBUIIEHHS PiBHOBAXKHUX
KOHI[eHTpaliil oMmenpa3oiny. [Ipu 3acToCcyBaHHI TiIbKKA OMeNpPa30ily cepenHe 3HaueHHs pH
IIJIYHKOBOT'O COKY IIpU BUMIPIOBaHHI IPOTATOM 24 TOOUH CTAHOBUJIO 5,2, IIPU CyMiCHOMY
3aCTOCYBaHHI OMeNpa3o0ily 3 KJIapAUTPOMILIMHOM - 5,7.

Cundenagin, madanagin i eapoeHain



IcHye MOBipHiCTh 30iNbllIeHHS IJTa3MOBUX KOHIIEHTpalli# iHribiTopiB ¢ocdomiecTepasu
(cunpmenadiny, Taganadiny i BapaeHadiny) npu ix CyMiCHOMY 3aCTOCyBaHHi 3 KIIapUTPOMILIMHOM, III0
Moxke rmoTpedyBaTu 3MeHIeHHs 703K iHTi6iTopiB pochomiecTepasu.

TeoginiH, kapbama3seniH

PesynbTaTy KITiHIYHUX OOCTiAXKEHD [TOKa3any, 1[0 iCHye He3HayHe, ajle CTaTUCTUYHO 3HAYYIle
36inbIIeHHS KOHIEeHTpalil Teodininy abo kapbamazerminy y maa3Mi KpoBi Ipu iXx 0fHOYaCHOMY
3aCTOCYBaHHI 3 KJIapUTPOMILIMHOM.

ToamepoduH

TonteponuH roloBHUM YMHOM MeTabomizyeTsest 2D6 i3odhopmoro nutoxpomy P450 (CYP2D6). OpHak
y monynsuii namieHTiB 6e3 CYP2D6 meTta6omni3m BigbyBaeTbcs uepe3 CYP3A. Y miit momynsuii
npurHideHHsa CYP3A npu3BOOuUTE MO 3HAYHOTO IMiIBUIINEHHS CHPOBATKOBUX KOHIIEHTPAIN
TOJITEPOOUHY. Y TAKUX MAIliEHTIB 3HUKEHHS NO3U TOITEPOIUHY MoXKe OyTH HeoOXimHUM IIpH HOoTro
3acTocyBaHHi 3 inribitopamu CYP3A, TakuMU SIK KIIaPUTPOMILIMH.

TpiasoabeHaodiazeniHu (Hanpuk.aad, anenpasoaam, Midazoaam, mpia3onam)

[Tpu 3acTocyBaHHI Miga3zonaMy 3 TabneTkaMu Knaputpominuay (500 Mr 2 pa3u Ha mo6y) AUC
Mima3onamy 30inbiryBanacs y 2,7 pasa Iicisi BHYTPIIIHOBEHHOTO BBEJEHHS Ta ¥ 7 pa3iB Mmicisg
IIepopajbHOTO 3aCTOCYyBaHHS Miga3onaMy. Criifg yHUKaTH KOMOIHOBaHOTO 3aCTOCYBaHHS
IIepOopaIbHOTO0 Mifja30JiaMy i KjlapuTpoMinuny. [Ipy BHYTPIIIHEOBEHHOMY 3aCTOCYBaHHI Mifla3oiaMy 3
KJIapPUTPOMILIMHOM CJIifi TPOBOJUTH PETEIbHUM MOHITOPUHT CTaHY MallieHTa [JIs CBOEYACHOI KOPEKIIil
[O3MU.

Cnig goTpuMyBaTHCS TaKUX CaMHUX 3aro0ixKHUX 3aX0[iB ITPX 3aCTOCYBaHHI iHIIKUX OeH30/ia3eriHiB,
ski MeTabomnisyioTecss CYP3A, BKI04Yaouu Tpia3ojiaM i anbrpa3onaM. [Ins 6eH3o0/ia3eninis,
eniMiHallig 9Kux He 3anexuTh Bim CYP3A (TeMa3emnaM, HiTpa3enam, Jopa3enam), PO3BUTOK KITiHIYHO
3HAUyII0l B3aEMOZIl 3 KJIaPUTPOMIIIMHOM MaJIOMMOBipHUM.

€ nocTMapKEeTUHTOBI IIOBIIOMIEHHS PO JIiIKAPChKY B3a€EMOIi0 i PO3BUTOK IMOOIYHUX SIBUII 3 OOKY
IIeHTPaIbHOI HEPBOBOI CUCTEMHU (TaKi IK COHIUBICTD i CIIyTaHICTh CBIIOMOCTI) IIPU CYMiCHOMY
3aCTOCYBaHHI KIapuTPOMINMHY i Tpiadomamy. Cif crocTepiraTtu 3a mallieHTOM, BPaxOBYHOYHU
MOZKJIMBiCTb 306ibIIeHHS (hapMaKoIoTiuHUX ePeKTiB 3 G0KY IIeHTPaIbHOI HEPBOBOI CUCTEMHU.

Kopmukocmepoiou

Cnip 6yTy 06epeXHUMU IIPU OJHOYAaCHOMY 3aCTOCYBaHHI KJIapUTPOMILIMHY 3 CUCTEMHUMU Ta
iHTanAUiTHUMY KOPTUKOCTEPOifaMHy, sIKi B 0CHOBHOMY MeTabomi3ytoTbcst CYP3A, y 3B’s13Ky 3
MOXKJIMBICTIO MiIBUIIEHHS CUCTEMHOI €KCIT03H1Iil KOPTUKOCTEPOIdiB. Y pasi oqHOYaCHOTO
3aCTOCYBaHHS CJIifi peTeNIbHO CIIOCTEPIraTH 3a MallieHTaMu IoA0 MoGiYHUX e(eKTiB CUCTEMHUX
KOPTHKOCTEPOIIB.

THwWi sudu 83aemo0iil
AMiHO2AIKO3UOU

3 00epexkHICTIO CITiT 3aCTOCOBYBATH KJIAPUTPOMILIMH OOHOYACHO 3 iHIIMMHU OTOTOKCUYHUMHU
3acobamu, 0cOOIMBO 3 aMiHOTIiKO3uAaMu (OuB. Po3nin «Oco6IUBOCTI 3aCTOCYBaHHS»).

KoaxiuuH



Konxiuus € cy6ctpatom CYP3A i P-ruikonpoTeiny (Pgp). BimoMo, 1m0 KapuTpoMiluH Ta iHmri
MakpoJigu 3natHi npurHiyyBaté CYP3A i Pgp. Ilpu omHOYaCHOMY 3aCTOCYBaHHI KJIapUTPOMIIUHY 1
Konxiuunay npurHidyesHs Pgp i CYP3A K1apuTpOMiLIMHOM MOXKe IIPU3BECTH A0 MiABUILLIEHHS
ekcro3utril Konxinuuy. HeoOxifHO criocTepirat 3a CTaHOM IAIli€HTIB 00 BUSBIEHHS KITIHIYHUX
CUMIITOMIB TOKCUYHOCTI KOJIXII[AHY.

HuzokcuH

[Ipu MOCTMapKEeTUHTOBOMY CIIOCTEPEKEHHI MOBIIOMJISIN PO IMiABUIIIEHHS KOHIIEHTPAIlil AUTOKCUHY
y CAPOBATIl KPOBI ITAIli€HTIB, AKi 3aCTOCOBYBa/IX KJIaPUTPOMIIMH Pa30M 3 OUTOKCUHOM. Y OEeSKUX
TallieHTiB PO3BUHYINCS 03HAKU JUTITATiCHOI TOKCUYHOCTI, y TOMY YMCIIi TOTEHIIMHO JIeTalnbHi
aputMii. Crtif peTebHO KOHTPOJIIOBAaTH KOHIIEHTPAllil AUTOKCUHY B CUPOBATIIi KPOBi MAIli€HTIB IIpH
M0T0 3aCTOCYBaHHI 3 KJIAPUTPOMILIUHOM.

3udosyouH

OpHoYacHe 3aCTOCyBaHHS Ta0JIETOK KJIapUTPOMIIIMHY HEranHOTO BUBIIbHEHHS i 3uoByauHy y BiJl-
in(diKoBaHUX IMAlliEHTIB MOXe CIIPUYUHSITHA 3HUKEHHS PiBHOBAaXXKHUX KOHIIEHTpAIlill 3UOOBYIUHY B
cupoBatii KpoBi. LIbOro BeJIMKO0 MipOI0 MOXKHA YHUKHYTH IISXOM OOTPUMaHHS 4-TOOUHHOTO
iHTepBaly MiX IpUUOMaMU KIIapUTPOMIIUHY 1 3ufoByOuHY. [Ipo Taky B3a€MO[i0 IPU 3aCTOCYBaHHI
CycCIieH3ii KITapuTPOMILIMHY Ta 3UAOBYOUHY ab0 [igeOKCUHA3UHY AiTSM He IOoBimoMIsanu. [locmigkeHb
B3aeMofil TablIeTOK KIapATPOMIIIMHY IIPOJIOHT0BAHOI [Iil i 3UIOBYIMHY He TTPOBOIUIIH.

®eHimoiH ma saabnpoam

Bynu conTaHHi abo ony6ikoBaHi oBimoMIeHHS IPo B3aeMopito inribitopiB CYP3A, BKITI0Yaun
KJIaPUTPOMIlIMH, 3 JIiKapCbKUMHU 3aco0aMu, sIKi He BBaXKalOThCsA TaKUMH, 1110 MeTaboi3yoTbcst CYP3A
(Hanpukinan, GeHiTOIH Ta Baylblpoar). PeKOMEHOY€EThCSl BU3HAUEHHS PiBHIB IUX JTiKapChKUX 3aC00iB y
CHPOBATIIi KPOBi IIPX OMHOYACHOMY NIPU3HAYEHH] 1X 3 KJIapUTPOMIlIHHOM. [10BiqOMIISIN IIPO
IiABUIIEHHS 1X PiBHIB ¥ CHpPOBATILi KPOBI.

J1800i4HO cNpAMOBAHI AiKAPCLKI B3AEMOOiT

AmasaHasip

3acrocyBaHHs KiaputpoMinuuy (500 Mr 2 pa3u Ha mo0y) 3 aTazaHasipoM (400 mr 1 pa3 Ha 0o0y), SKi
€ cyOcTpaTtaMu Ta iHribitopamu CYP3A, npusBoauno go 30iblIeHHS eKCIO03HU1lii KITapUTPOMILIUHY Y

2 pa3u Ta 3MeHIeHHs ekcno3utiii 14-OH-knaputpominuay Ha 70 % 3i 30insmenasiMm AUC aTa3aBipy
Ha 28 %. OCKiNbKY KJTapUTPOMILIMH Ma€ BeJIMKUM TepaleBTUUHUIM [iara30H, HeMa€e HeoOXiqHOCTi y
3HUKEHHI M03H y MAaIliEHTiB 3 HOPMaJIbHOI0 PYHKIIEI0 HUPOK. 103y KIapUTPOMIIIMHY HeoOXimHO
3MmeHWUTH Ha 50 % [id nanieHTiB 3 KiipeHcoM KpeaTuHiny 30-60 mii/xB 1 Ha 75 % A1 malieHTiB 3
KjlipeHcoM KpeaTuHiHy < 30 mn/xB. [Jo3u Knaputpominuny Buire 1000 Mr Ha moby He cJIif
3aCTOCOBYBaTH pa3oM 3 iHribiTopaMu ImpoTeasu.

Baokamopu Kaavuiegux KaHanis

Yepe3 pU3UK apTepianbHOI TinoTeH3il 3 00epeKHICTIO CIifl 3aCTOCOBYBaTH KIIApPATPOMIIINH
OofHOYacHO 3 6/10KaTOpaMu KaJbI[iEBUX KaHaliB, 1m0 MeTabonizyiotbca CYP3A4 (Hanpukafp,
BeparaMisl, aMJIOuIIiH, funTiazeM). [Ipyu B3aeMofii MOXKYTb MiIBUIYBATUCS I1/Ta3MOBi KOHIIEHTPallii
K KJIaPUTPOMIIMHY, TaK i 6710KaTOPiB KabllieBUX KaHAJIiB.

Y narnieHTiB, SKi OTpUMYyBa/Id KJIapUTPOMILIMH Pa30M 3 BepamnaMilioM, CIIOCTepirajaucs apTepiaabHa
rinorensis, 6pagiapuTMii Ta TaKTOAIUI03.



Impakonason

KnaputpominuH Ta iTpakoHa3on € cyocTpaTaMu Ta iHriditopamu CYP3A, y 3B’43Ky 3 YUM
KJIQpUTPOMILIMH MOXKe IiABUIIYBATU I1J1a3MOBi PiBHI iTpakKOHa30/ly Ta HaBnaku. IIpu 3acToCcyBaHHi
iTpakoHA30I1y pa3oM 3 KJIapUTPOMII[MHOM IalliEHTH TOBUHHI epebyBaTH Mif MUIBHUM HATJISIIOM [JIs
BHUSIBJIEHHS TIPOSIBiB a00 CHMIITOMIB ITOCUJIEHOT0 ab0 ITPOJIOHTOBAHOT'O e(EKTY.

CakseiHasip

3acrocyBaHH#A KilaputpoMinury (500 Mr 2 pa3u Ha go0y) 3 cakBiHaBipoM (M'sIKi KeTaTHHOBI KaIllCyIu
1200 mr 3 pas3u Ha mo0y), sKi € cy0cTpaTtamu Ta iHribiTopamu CYP3A, mpu3Boauio oo 30iblIeHHS
AUC piBHOBaxHOro ctany Ha 177 % ta C,,,, Ha 187 % mOpiBHAHO i3 3aCTOCYBaHHAM TiJIbKU
caksiHagipy. [Ipu impomy AUC Ta C,,,, KiiapuTpoMinuHy 30inbiryBanucs npubau3sao Ha 40 %
TIOPiBHSIHO i3 3aCTOCYBaHHSM TiJIbKM KJITapUTPOMilliHy. HeMae He0oOXiqHOCTI B KOPUTYBaHHI 103, SKIIO
obupBa JikapchKi 3aco6u 3aCTOCOBYBATH OMHOYACHO MPOTATOM 00MeKeHOT0 MMPOMiXKKY dacy Ta y
BHUIIe3rajjaHuX [03ax i Tikapcbkux opmax. Pe3ynbTaTl HOCTIAXKEHHS JTiIKapChKO1 B3aEMO{Il i3
3aCTOCYyBaHHSIM M’SIKUX JXKeJIaTUHOBUX KallCyJl MOXKYTh He BifnoBigatu edekram, Ki
CIIOCTEPIralThCS NIPU 3aCTOCYBaHHS CaKBiHaBipy ¥ HopMi TBEPAUX KeIaTUHOBUX KalCyIl.
PesynbraTu gocmigKeHHS JTiKapChKOl B3a€MOZI1 THUIle CaKBiHaBipy MOXKYTh HE BifiIOBigaTH epeKTaM,
SKi CIIOCTepiraloThCs IIPH Teparil cakBiHaBipoM/puToHaBipoM. Konu cakBiHaBip 3aCTOCOBYBATH pPa3oM
3 pUTOHaBipOM, HEOOXigHO BpaXyBaTH MOXKJIMBi e(eKTH PUTOHABIPY Ha KJIaPUTPOMILIKH.

Oco06.1ueocmi 3acmocyeaHHsi.

Jlikap He IMOBUMHEH MPU3HAYATH KJIIAPUTPOMILIMH BariTHUM XiHKaM 6e3 peTelbHOT0 3BaXKyBaHHS
KOPHCTIi Ta PU3UKY, 0COOTMBO IPOTSATOM IEPIINX TPHOX MiCSIIiB BAariTHOCTI (IUB. PO3Misn
«3acToCyBaHHS y 1epiof] BariTHOCTi abo romyBaHHS TPYIOIO»).

TpuBae ab0 MOBTOPHE 3aCTOCYBAHHS aHTUOIOTHKIB MOXKe CIIPUUYMHATH HaOMipHUU PICT HEUYTIUBUX
6akTepil i rpubiB. [Ipy BUHUKHEHH] CynepiHQEKIIil CTil MPUIUHUTY 3aCTOCYBaHHS KJIIaPUTPOMILIUHY i
pO3IoYaTH BifIIOBiIHY Tepallito.

3 06epezkHICTIO CITifl 3aCTOCOBYBATH ITperapar MallieHTaM i3 TSKK0I HUPKOBOIO HEJOCTATHICTIO (IUB.
po3min «Croci6 3acTocyBaHHS Ta HO3U»).

KnapuTpoMmiliuH B 0OCHOBHOMY BUBOJUTLCS Yepe3 MediHKy. ToMy ciif 3 00epexkHiCTIo Mpru3HadaTu
aHTUOIOTHK TaIlieHTaM 3 OPYIIeHHSIMU QYHKII1 nedinKu. TakoxX ciifg 6yTu 00epexKHUMH TIpU
Ipu3HavYeHHi KJIapUTPOMIIMHY IallieHTaM i3 OMIpPHOIO Ta TSAXKKOI0 HUPKOBOI HEJOCTATHICTIO.

[Tig yac 3acToCyBaHHS KIapUTPOMIIIMHY MTOBiIOMIISAIN IIPO OPYIIeHHS (YHKII] MeYiHKH, BKII0Yaloun
IiABUIIEHNY PiBeHb IEYiHKOBUX (PEPMEHTIB, i IPO renaToLeT0IIpHUN Ta/ab0 X0neCcTaTUYHUN
TelaTUT 3 XKOBTsAHUIEI0 abo 6e3 Hei. Lle nopymenHs QyHKLii neYiHKM MOXKe OYTH TAKKOTO CTYIEeHS
Ta € 3a3BUYai 000pOTHUM. [HOMI MOBIMOMIISITIM PO MEYiHKOBY HEJOCTATHICTH i3 JIeTaIbHUM
HacnigkoM (muB. po3nin «ITobiyHi peakiii»), sKka B OCHOBHOMY OyJla acollifioBaHa 3 CepPHO3HUMHU
OCHOBHUMM XBOpoOaMu Ta/ab0 CymyTHIM MeIUKaMeHTO3HUM JIiKyBaHHAM. HeoOxXigHO HeranHo
IPUNUHUTY 3aCTOCYBaHHS KJIapPUTPOMIIIMHY IIPU BUHUKHEHH] TaKUX IIPOSIBIB Ta CUMIITOMIB FellaTUTy
SIK aHOPEKCisl, JKOBTSHUIIS, TIOTEMHIHHS ceui, cBepbixk abo 6inb y minsHIi XKUBOTa.

[Tpo po3BUTOK Aiapel Bif IETKOr0 CTYIEHS TSIXKKOCTI A0 ICeBIOMeMOPaHO3HOT0 KOJITy 3 JIeTaIbHUM
HacnigkoM, cnpuunHeHoro Clostridium difficile (CDAD), moBigoMIsiny Py 3aCTOCYBaHHI IPAKTUYHO
BCix aHTHOAKTepiaJbHUX MIpenapaTiB, Y TOMY YKCTIi KjlapuTpoMinuny. Crif 3aBXKAU aM’STaTy Ipo



MOXKJIMBICTb PO3BUTKY Aiapei, cipuunHeHol Clostridium difficile, y Bcix maIji€HTiB 3 fiapee€io micas
3acTocyBaHHs aHTHOioTHKIB. KpiM TOro, HEOOXigHO peTenbHO 3i6paTu aHaMHe3, OCKiTbKY PO
PO3BUTOK miapel, cupuunHeHol Clostridium difficile, moBigoMIsIN HaBITh Yepes3 2 MicAlli micis
3aCTOCyBaHHS aHTUOAKTepialbHUX IIpenapaTiB. Y pa3i BUHUKHEHHS IICeBAoMeMOpPaHO3HOT0 KOJITy
HeoOXiTHO IPUNMHUTHU JIiKyBaHHS KJIaPUTPOMILIMHOM He3asleKHO BiJ IT0Ka3aHb, 3a IKUMHU K0ro 0yio
npu3HayeHo. HeoOxigHO mpoBecTu MikpoOionoriyHe NOCITiIXKEeHHS Ta pO3MoYaTy HeoOXigHe
nikyBaHHSA. CIil yHUKATH IIpenaparis, [0 IPUTHIYYIOTh IePUCTAIbTUKY.

KosaxiuuH

[ToBimOMIISINIK TIPO PO3BUTOK KOIXIIIMHOBOI TOKCUYHOCTI (Y TOMY YHKCJIi 3 JIeTaJIbHUM HaCJIigKOM) IIpU
CYMiCHOMY 3aCTOCYBaHHi KJIapUTPOMILIMHY i KONXII[MHY, 0COOIMBO y Nalli€HTiB JIITHHOTO BiKY, y TOMY
YUCIIi Ha TJIi HUPKOBOI HEJOCTATHOCTI (UB. Po3ain «B3aeMopis 3 iHIIMMU JTiKapChbKUMU 3acob6aMu Ta
iHmIi BUgM B3aeMopin»). CyMicHe 3aCTOCYBaHHS KJIAPUTPOMILIMHY 3 KOJIXIIMHOM NIPOTUNIOKa3aHe (IuB.
po3min «[IpoTUnoKa3aHHSI»).

3 06epekHICTIO CITiT 3aCTOCOBYBATH OJHOYACHO KJIaPUTPOMIIIMH Ta TPHa3010eH30/ia3elily,
HaIpUKiaj, Tpua3ojiaM, BHYTPIIIHbOBEHHUM Mifga3ojaM (AuB. po3min «B3aemofia 3 iHIIUMHU
JiKapChKUMHU 3acob0aMu Ta iHIIi BUOKM B3aEMOIiN»).

3 06epekHICTIO CITifl 3aCTOCOBYBATH KIAapPUTPOMIIIMH OOHOYACHO 3 iHIIMMU OTOTOKCHYHUMMU
3acob6amMu, 0co0MMBO 3 amiHorIiko3ugamu. Ciiifg TPOBOAUTY MOHITOPUHT BeCTUOYIISIPHOI Ta CIIYX0BOI
GyHKLI mig 9ac Ta micis NiKyBaHHS.

Cepueg0-cyOuHHi YCKAAOHEeHHA

[TomoBxkenHs iHTepBany QT, ske BimoOpazkae BIIJIUB Ha PEIOISIPH3aIliio CEPIIs, 1[0 CTBOPIOE PU3UK
PO3BUTKY CeplieBoi apuTMil Ta torsades de pointes, cocTepiranaocs y nalie€HTiB IIpu JIiKyBaHHi
MaKpoJIifaMu, BKII0Yal0uy KIapUTPOMIIuH (ouB. po3min «[Tobiuni peakii»). Yepes migBuilieHUM
pU3UK NofoBXKeHH iHTepBany QT Ta mITyHOYKOBUX apUTMiil (BK/II0O4a4u torsade de pointes)
3aCTOCYBaHHS KJIapUTPOMILIMHY IIPOTUIIOKA3aHO: MallieHTaM, K1 IpUUMalTh aCTeMi30J1, IU3alpuy,
OOMIIEPUIIOH, ITMO3KU Ta TeppeHaarH; MallieHTaM 3 TimoKasieMi€lo; maIieHTaM i3 MoJI0BXKEeHHSIM
inTepBany QT abo IIIyHOUYKOBOIO CEPIIEBOI0 apUTMi€l0 B aHaMHe3i (quB. po3fin «IIpoTUoKa3aHHSI»).

Kpim Toro, KmapuTpoMiluH ciif 3 06epekHiCTI0 3aCTOCOBYBATH HUKYe3a3HAYEHUM I'pyIaM
[IAllieHTiB.

- [MauieHTH 3 ieMiyHOI0 XBOPOOOIO CeplIsi, TIKKOI0 CEPIIeBOI0 HEJOCTAaTHICTIO, TOPYIIEHHIMHU
IpoBigHOCTI abo 3 KIiHiYHO 3HaYyI00 OpaguKapaieo.

- [TartieHTH, SIKi OQHOYACHO MPUKUMAIOTh iHIMI IpenapaTH, SKi CIPUSIOTh TOO0BXKEHHIO
inTepBany QT, kpim TuX, sKi IPOTUIIOKA3aHi.

PesynbraTy enifeMiosorivHuxX HOCHIIXKEeHb 00 PU3UKY HECIIPUATIIUBUX CEPLEBO-CyIUHHUX
HACJIiKiB 3aCTOCYBaHHS MaKpOJIifiB JOCUTH Pi3Hi. [lesiKi ClIOCTEepeKEeHHS BUSBUIIU PiOKICHUN
KOPOTKOTEPMiHOBUY PU3UK PO3BUTKY apuTMil, iH(apKTy MioKapaa Ta IeTaJbHOTO CepIeBo-
CyOUHHOTO HACJIAKY, [I0B’93aHOT0 3 3aCTOCYBAHHSIM MaKpOJIifiB, BKIOYa4YU KJIaPUTPOMIIUH.
Po3rnsm nux pe3ybTaTiB IpU IPU3HAYEHHI KIIaPpUTPOMILIMHY Ma€e O0yTu 30alaHCOBAaHUM ILII0[0
IepeBar JIiKyBaHHS.

ITHesMmOHI A

OckinbKY MOXKJIMBE iICHYBaHHS Pe3UCTEHTHOCTI Streptococcus pneumoniae 0o MaKpOJIifiiB, BaXkKJIUBO



IIPOBOAMTH TECT Ha YYTJIUBICThH IPU NPU3HAUYEHHI KIapUTPOMILIMHY 7S JIiKyBaHHS HETOCIiTalbHOl
TTHEBMOHII. ¥ BUIIafKy roCMiTalbHOI MTHEBMOHII KJTapUTPOMILIMH MOTPiOHO 3aCTOCOBYBaTH Y KOMOiHAa1il
3 iHIIMMU BiAMOBiMHUMYU aHTUOIOTUKAMU.

IHpeKuil wKipu ma m’AKUX MKAHUH 8i0 n1e2K020 00 NOMIPHO20 CMYyNeHs MAXCKOCmi

Hani iHdeKIil HaliuacTillle CIpUYKWHEH] MikpoopraHidmamu Staphylococcus aureus ta Streptococcus
pyogenes, KOXeH 3 IKAX MOXe OyTH Pe3UCTEHTHUM [I0 MaKpoifiB. ToMy BaK/IMBO IIPOBOJUTHU TECT
Ha YYTJIUBICTh. Y BUIIAgKaX, KOJIM HEMOKJIIUBO 3aCTOCyBaTH OeTa-maKTaMHi aHTUOI0THKY (HAIIPUKIIAL,
asnepris), B IKOCTi IIpemnapariB mepiioro Bu60py MoxkKHa 3aCTOCOBYBATH iHIINI aHTUOIOTHKY,
HaNpuKiaf, KIiHgaMinuH. Y faHui 4ac MakpOJIiAy BigirpaioTh POJib TiNIbKY V JIiKyBaHHI JesIKUX
inGexwil mKipy Ta M'IKUX TKaHUH, Hapukiap, indexil, cupuuuHeHi Corynebacterium
minutissimum (epuTpa3Ma), acne vulgaris, 6elInxoBe 3anajgeHHs; Ta y CUTYyallisX, KOJIU He MOXKHa
3aCTOCOBYBATH JIiKyBaHHS IEHIUIIHAMMU.

Y BUNagKy PO3BUTKY TAKKUX FOCTPUX Peaklii rinepyyTINBOCTI, TaKUX K aHadinakcis, TIXKi
mKipHi mo6iyHi peakuii (HampuKiaj, TOCTPUM reHepasti30BaHui eK3aHTeMaTO3HUM MTyCTYIIbO03,
cuHgpom CTiBeHCa-JI2KOHCOHA, TOKCUYHUY emigepMalbHAM HEKPOIIi3, MeIMKaMeHTO3Ha MKipHa
peaxliisi, o CyIpOBOMXKYEThCS e03uHOGinielo Ta cucteMurmu nposiBamu (DRESS)), xBopoba
lennaiina-I'eHoxa, Teparmito KIapuTPOMIIIMHOM CJIiff HeTalHO IPUNMHUTH Ta Ogpa3y X po3nodyaTu
BifITTOBiiHE NTiKyBaHHS.

Knaputpominus noTpibHO 3aCTOCOBYBaTH 3 00€PEKHICTIO IPU OOHOYACHOMY IIpH3HaYeHHi 3
ingykTopamu ¢pepmenty uutoxpomy CYP3A4 (nus. po3nin «B3aeMopis 3 iHIMMMY TiKapChbKUMUI
3aco06aMu Ta iHIIi BUOW B3aEMOMIl»).

IH2i6imopu I'MI-KoA-pedykmasu (cmamuHu)

Kom0GiHoBaHe 3aCTOCYBaHHS KJIaPUTPOMIIIMHY 3 TOBACTAaTMHOM a00 CUMBACTAaTUHOM ITPOTUIIOKA3aHe
(muB. po3min «[IpotunokasanHs»). Ciif 3 00epekHICTI0 MPU3HAYaTH KIIaPUTPOMIIIMH OTHOYACHO 3
iHmuMu ctatuHaMu. [ToBimoMIsiIy PO PO3BUTOK PadmoMioni3y y HallieHTiB Ipu CyMiCHOMY
3aCTOCYBaHHI KJapUTPOMIIMHY i cTaTuHIB. HeoOximHKW MOHITOPUHT IMAIiEHTIB IIION0 BUSIBIIEHHS
O3HaK i cUMIITOMIB MiomaTil. K110 OHHOYACHOTO 3aCTOCYBaHHS KIapUTPOMIIIMHY 3i cTaTUHAMU
YHUKHYTU HEMOXKJINBO, PEKOMEHAY€EThC IIpU3HadYaTH HaMEHIIy 3apeECTPOBaHy J03y CTAaTUHY.
MoznuBe 3aCTOCYBaHHS CTAaTUHY, SKUU He 3aexkuThb Big Metabonizmy CYP3A (Hanpukiapm,
bnyBacTaTuHy) (OuB. po3min «B3aemogmis 3 iHIIUMY JTiKapCbKUMHU 3aco0aMu Ta iHIM BUIH
B3AEMOIIN»).

ITepopanvHi einozaikemiuHi 3acobu/iHcyaiH

KomM6iHoBaHe 3aCTOCyBaHHS KJIApPUTPOMIIIMHY Ta ITepOpPalbHUX TinoriaiKeMiuHUX 3aco6iB (HampuKiag,
TOXiOHUX CYIb(pOHIICeY0oBUHM) Ta/ab0 iHCYiHYy MOXKe CIPUYUHSATYA BUPaXKeHy TinoriikeMiro.
PekomMeHnoBaHM PETENbHUYM MOHITOPHUHT PiBHS I'TIOKO3H (OUB. Po3min «B3aemomis 3 iHIKUMU
JiKapChKUMH 3aco0aMu Ta iHIIi BUIKM B3aEMOIiN»).

IlepopaavHi aHmukoaz2yasiHmu

[Ipu cyMicHOMY 3aCTOCYBaHHI KJIapUTPOMILIMHY 3 BaphapruHOM iCHY€E PU3UK CEPHO3HOI KPOBOTEU,
3HAYHOTO IiIBUIIIeHHS MoKa3HuKa MHB (MmixkHapoHe HOpMalti3oBaHe BiJHOIIEHHS) Ta
IpoTpoMOiHOBOTO Yacy (muB. po3fin «B3aemopisa 3 iHIIKMMHU JTiKApCHbKUMHU 3aco0aMu Ta iHIII BUAU
B3aeMOfii»). [IoKu malieHTy OTPUMYIOTh OGHOYACHO KJIAaPUTPOMILIMH 1 IIepopaibHi aHTUKOATyJISHTH,
MOTPiOHO YaCTO KOHTPOIOBATH MoKa3HUK MHB Ta mpoTpoM0OiHOBHii Hac.



Cnig 6yTu 06epeXXHUMU TP OOHOYACHOMY 3aCTOCYBaHHI KJIIaPUTPOMILIMHY 3 TIEPOPAIbHUMU
AHTHKOATYJITHTAaMU IPSMOI Oil, TaKuMu K mabiratpaH, puBapokcabaH, amikcabaH Ta emokcalaH,
0Cco0/IMBO MalfieHTaM 3 BUCOKUM PU3UKOM KPOBOTEUi (OUB. po3min «B3aemopmist 3 iHIIMMY JTiKapChbKUMU
3aco0aMHu Ta iHIII BUOU B3a€EMOMIN).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0o0to.
BaritHicTb

Beameka 3acToCyBaHHS KJIaPUTPOMILIMHY Y ITepiof BariTHOCTI ab0 rogyBaHHS I'PYAII0 He
BCTaHOBJIeHa. Buxogdauu 3 pe3ysbTaTiB, OTPUMAaHUX Y JOCIIIIXKEeHHIX Ha TBapUHaX, Ta AOCBioy
3aCTOCYBaHHS KJIAPUTPOMILIMHY JIFOOAIM, He MOXKHA BUKJIIOUUTUA MOXKJIMBICTL HETaTUBHOI'O BIIJIUBY Ha
eMOpioHaIbHUYM PO3BUTOK. [lesiKi oOcepBalliliHi HOCTiAKEHHS, 10 OIiHIOBAJIX BIIJIUB KIAPUTPOMIIIMHY
npotsaroM I ta Il TpumMecTpy, BUSBUIIU HiABUILIEHUN PU3UK BUKUOHS MOPIBHSIHO 3 BiACYTHICTIO
3aCTOCYBaHHS aHTUOIOTUKIB a0 BUKOPUCTAHHSAM iHIIUX aHTUOIOTUKIB IPOTATOM TOTO X IIEepPioay.
IocTynHi gaHi enigeMionoTiYHUX OOCIIAXKEHb 00 PU3UKY CEPUO3HUX BPOIXKEHUX BaJ PO3BUTKY
IIpU 3aCTOCYBaHHI MakKpOJIifiiB, BKII0Yal4X KJIAPUTPOMILIKH, IIiJl YaC BariTHOCTI CyllepeyIuBi.

Knaputpomillve MOXHa IIpU3HayaTH JIUIIe V BUafKax, KOJIA O4iKyBaHa KOPUCTH IJIs MaTepi
mmepeBaXka€ MOXKIUBUM PU3UK IJIS IJIOHA, 0COOIMBO MPOTSATOM IIEPIINX TPHOX MiCSIIiB BariTHOCTI.

T'ongyBaHHA TPYANI0

KnapuTpoMmiluH y HeBeJIUKUX KiJIbKOCTSX BUAUIAETLCA Y TPYAHE MOJIOKO JIFOOUHY. Bu3HadeHo, 1110
OUTHHA, SKa 3HaXOOUTbCS BUKIIOYHO Ha TPYAHOMY BUTOLNOBYBaHHi, oTpuMae 6u3bK0 1,7 % mo3u
KJIapUTPOMILIMHY (CKOPUTOBaHOI 3a Baroio) MaTepi.

ToMy KTapUTpOMILIMH IPOTUIIOKA3aHUU XKiHKaM, SKi TOOYIOTh T'PYAAIO0.

®epTUNLHICTD

,HOCJ'HJI}KGHHSI (I)epTI/IJ'II:HOCTi Ha ypaX He BUABUIIN ZKOOHUX O3HAK MIKiTJIMBOT O BIIJINBY.

30amuicmb 8niusamu Ha weudKicme peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHi3mamu.

Iani mpo BruB BigcyTHi. OpHAaK cy1ifg OpaTy OO0 yBaru MOXKIIMBE BUHUKHEHHS MMOOIYHUX peakiiiii 3
00Ky HepBOBOI CUCTEMHM, TAKUX SK CYIOMH, 3allaMOPOYEHHS, BEPTUT0, TAJTIOLIKMHAII], CITYyTaHICTh
CBiIOMOCTI, Ae30pieHTallis, 1110 MOXe BIUIMHYTH Ha IIBUOKICTh ICUXOMOTOPHUX PeakKllii.

Cnocib 3acmocyeaHHsi ma do3u.

3aCTOCOBYBaTH BHYTDILIHBO, HE PO32KOBYIOYY, 3alMBal0OYy HEBEIMKOIO KiNIbKiCTIO BOMU HE3aJIeXKHO
Bifl IpuiioMy 1xXi.

[Topocai ma dimu 8id 12 pokia

PekxoMeHgoBaHa go3a KIapUTPOMIIIMHY [AJIS JOPOCIIKX Ta [iTel BiKOM Bif 12 pokiB cTaHOBUTE 250 MI



2 pa3u Ha o0y, Ipu OiblI TAKKUX iHDeKUisgxX o3y MoxkHa 30inbuuTty 1o 500 mMr 2 pa3u Ha [o0y.
3BUYaliHa TPUBAJIICTh JIiIKyBaHHS 3aJIeKUTh Bifl CTYIIEHS TSIXKKOCTI iH(iKyBaHHSI Ta CTQHOBUTS Bif 6
mo 14 puis.

JIiKysaHHA 000HMO2eHHUX IHpeKUil.
3actocoByBatu 1o 250 Mr 2 pa3u Ha fo0y IpoTsaroMm 5 gHiB.
3acmocysaHHA 015 nauieHmia i3 mikobakmepiasnvHow0 iHpeKuiero.

[TouaTKOBa f03a J1s Jopociaux cTraHoBUTL 500 Mr 2 pa3u Ha f00y. AKIo npoTaroM 3-4 TUXKHIB
JIiKyBaHHS HE CIIOCTEPIraeThCs MOKpPaIeHHs KIiHIiYHIX 03HaK a00 6aKTepionorivHnX MoKa3HUKIB,
[03a KJIapUTPOMIiIuHy Moxke OyTu mimpuiieHa no 1000 mMr 2 pa3u Ha mo0y.

JlikyBaHHS qUCeMiHOBaHUX iH(EKIiil, CIpUYMHEHUX KoMIIekcoM Mycobacterium avium, y XBOpux Ha
CHIJI mpomoBXKY€EThCS CTiIbKY, CKiTbKM TPUBAE KIIiHiYHa Ta MiKpoOiosnoriyHa eeKTUBHICTD
Ipemnapary, 1[0 Mae MeIiyHe MigTBepAXKeHHd. KiapuTpoMinus HeoOXifHO 3aCTOCOBYBATH Y
KOMIIJIEKCi 3 iHIMMMYU aHTHMIKpoOaKTepiaJTbHUMU IIpernapaTaMu.

TpuBasicTs nikyBaHHS iHIIKUX HETYOEePKYIbO3HUX MiKoOaKTepianbHUX iH(DEKIIiN BU3HAYAETHCS
JliKapeM iHOuBiAyasbHO.

Epadukauisa Helicobacter pylori y nauienmis i3 supa3koto 0saHaduamunanoi Kuwku (0opoci):

[ToTpiiiHa Tepamis (7-10 OHIB)

500 Mr KapuTpOMIiIIMHYy 2 pa3u Ha 700y ogHOYacHO 3 mpuitoMoM aMokcuiuiiny 1000 mr 2 pa3u Ha
mo0Oy Ta omemnpa3sony 20 mr 1 pa3 Ha goOy mpoTsrom 7-10 mHiB.

[ToTpiiiHa Tepamis (10 OHIB)

500 Mr KyTapuTpoOMIilluHy 2 pa3u Ha go0y, 30 Mr ytaH3o0mpa3ony 2 pa3u Ha fody ta 1000 mr
aMOKCHUUHUJIIHY 2 pa3u Ha fo0y mpotsrom 10 gHiB.

[TopggiiiHa Tepamis (14 OHiB)

500 Mr KyTapuTpoMiluHy 3 pa3u Ha fo0y pa3oM 3 40 Mr omernpa3ony 1 pa3 Ha o0y IPOTATOM
14 puis, mami 20 Mr a6o 40 mMr oMenpa3ony 1 pa3 Ha fo0y IpOTATroM HacTynHUX 14 mHiB.

[TopggiiiHa Tepamis (14 nHiB)

500 Mr KyTapuTpOMilMHYy 3 pa3u Ha goOy 3 60 Mr naH3omnpa3ony 1 pa3 Ha fo0y mpoTsirom 14 gHiB.
Moxe noTpeOyBaTHCS MTOfaIbllle IPUTHIYEHHS CeKpellii CONSTHOI KUCIOTH OJIs1 3MEeHIIIeHHS IIPOSIBiB
BUPa3KHU.

KnapuTtpomiiuH cinif TakoXK 3aCTOCOBYBaTH y TaKUX TePAlleBTUUYHUX CXeMax:
KJIapUTPOMIIIMH THHIIa30JI Ta OMemnpa30y abo JTaH30IPa30JT;

KJIapPUTPOMIIIH METPOHIIa30JI Ta OMemnpa30y1 abo JIaH30IPa30JI;
KJIAQPUTPOMILIMH TeTPaLUKIIiH, BicMyTy cyOcaninunaT abo paHiTUINH;

KJITAPUTPOMILIMH aMOKCHUILIUIIH Ta JTaH30IIPa30JL;



KJIaPUTPOMILIMH PaHITUAMH BiCMyTy IIUTpPaT.
3acmocysaHHA 05 0Cib NiMHBL020 BiKY: SIK [T HOPOCITHX.

3acmocysaHHA 015 nauieHmia i3 HUPK0BOH HedocmamHicmio: 3a3BU4Yall KOPEKIIis [03U He
noTpi0Ha, OKPiM MAIliEHTIB 3 TIKKOI0 HUPKOBOIO HEOCTATHICTIO (KJTipeHC KpeaTuHiny < 30 MII/XB).
AK110 KOpeK1ist §o3u HeoOXigHa, m0O0BY AO3Y CIIif 3MEHIIMTH BABiui, TOOTO 3acTocoByBaTu 250 Mr 1
pa3 Ha mobOy abo 250 mr 2 pa3u Ha Ho0y y pa3i Ginbll TSXKKUX iHQeKIT#. Y TaKuxX MmallieHTiB
TPUBAJIICTH JIiIKyBaHHA He IIOBUHHA IlepeBUllyBaTy 14 OHIB.

Himu.

Bynu npoBeneHi KiniHiuHi BUITPOOyBaHHS CYyCIieH3il KIIapUTPOMILIMHY AiTSIM BiKOM Bif 6 MicsiriB mo 12
pokiB. Tomy miTssM BikoM 0 12 POKiB CIlif 3aCTOCOBYBaTH IpemnapaT y popMi cycrneHsil.

Ilepedo3yeanHsi.

Cumnmomu: 6mioBaHHs, abgoMiHanbHUM 0inb, TOTOBHUM 6iNlb Ta 3aaMOpoYeHHs. B ogHOro mnaiieHTa
3 GinoNITPHUM PO37IafloM B aHaMHe3i mic/Is mpuiioMy 8 T KJITapuTPOMIlIuHY OyIu onucaHi 3MiHU
IICUXIYHOTO CTaHy, TapaHolfajbHa [TOBEiHKA, IiloKalieMis Ta TimoKCceMis.

JIiKy8aHHA: IPOMUBAHHS LITyHKA Ta CUMIITOMAaTU4Ha Tepalisd. 4K i y BUllaAKy 3 IHIIUMU
MakKpoJiflamMu, MaJoMMoBipHO, 11106 reMofiai3 CyTTEBO BIIJIUBAIK HA BMICT KJIaDUTPOMILIMHY B
CHPOBATIIi KPOBI.

ITo6iuni peakuii.

Pesiome mpodino 6e3mexn

HaiivacTimmuMu Ta MOMMPeHUMHU MOOIYHUMY PeakilisiMH, OB’ I3aHUMHU 3 TePalli€io
KJIaPUTPOMILIMHOM, K V IOPOCIIUX, TaK i y miTe#, 6ynu Ginb y XKUBOTI, Aiapes, HymoTa, 6/10BaHHS Ta
croTBOopeHHs cMaky. Li mobiuHi peakilii 3a3Buyall He3HaYHi 3a iIHTEHCUBHICTIO i BigIOBialOTh
BimoMoMmy mpodinio 6e3mneky MakpoligHuX aHTuOi0THKIB. He Oyn0 CyTTEBOI Pi3HUIIL B 4aCTOTi LUX
no0iYHUX peakiii 3 00Ky IITyHKOBO-KUIITKOBOTO TPAKTY Iif Yac KJIiHIYHUX JOCiXKEeHb MixK
TIOMYJISIIIiSIMU TTAllieHTiB i3 MiKoOakTepiambHUMY iHpeKUissMY i maltienTiB 6e3 Takux iHpeKIii.

[To6iyHi peakiii y BUTrnIsmi Tabnuii

Y HUXK4YeHaBefeHil TabauIli 3a3Ha4eH0 N00iYHiI peakii, IKi BUHUKAJIU B XO[i KIiHIYHUX BUNIPOOyBaHb
Ta IiJ YaC MOCTMapKETUHTOBOTO 3aCTOCYBaHHS KJIaPUTPOMIIIMHY 3 HETaWHUM BUBIIbHEHHSIM, TPaHy I
IIJIsT TTepopasbHOI CyCIieH3il Ta TabIeTOK 3 MOOOBXKEHUM BUBITbHEHHSIM.

Peakiii, gKi mpuHa¥MHI IMOBIpHO OB’s13aHi 3 KJIapUTPOMIIIMHOM, HaBe[leHi 3a CHCTeMaMy OpraHiB i
3a 9acToTolo: yacto (= 1/100 — < 1/10), HeyacTo (= 1/1000 — < 1/100) i HeBimomo (o6iuHi peaxiril
3 IOCTMapKETUHIOBOTO NOCBiAy; He MOXKHA OIIHUTY YacTOTy 3a HasBHUMU JaHUMU).



IOPOXHWHY, TaCTPOEHTEPHUT’,
inpekuisa’, BarinaneHa
indexiis

CucrteMa [To6iuni peakiii
OpraHis Jacto HeuacTo Hesimomo
[HdeKil Ta iHBa3il [lentomit', KaHAKUM03 poToBoi  |[IceBnoMeMOpaHO3HUH

KOJIiT, OelmxoBe
3alajieHHs, epuTpa3Ma

3 6OKy KpOBi i Tefikomewnist, HeliTpornenis®,  |Arpanymonuros,

miMdaTHIHO] TpoMGonuTOMiq’, eo3uHOMiNis’ [TPOMOOIUTONEHIs

CHCTEMU

3 BoKy iMyHHOI AHadinakToInHI peaxmii’, AHadinakTU4HI

CHUCTEMU rinep4YyTIuBiCTh peaxiii,
AHTIOHEBPOTUYHUN
HaOpSK

3 6oky MeTaboi3my i
Xap4YyBaHHS

AHOpeKCiﬂ, 3HHU2KEHHS allIeTUTY|

3 0OKy ICUXiKU

be3coHHg

TpUBOXKHICTB, HEPBO3HICTH

[Icux03, CIIyTaHICTh
CBiOMOCTI,
merepcoHaisallif,
mempecis,
me30pieHTallis,
raJIIolUHAlIll, XKaxXJIuBi
CHOBHU[IIHHS, MaHiq

3 00Ky LIeHTpaJIbHOI
HEPBOBOI CUCTEMU

JIn3reB3id,
TOJIOBHUU OiNTh

Brpata cBigoMoCTi',
MuCKiHe3is', 3aaMOpOYeHHs,
COHJIUBICTH, TPEMOP

Cymomu, areBsis
(BTpaTa CMaKOBOI
JyTIMBOCTI), TapoCMis,
AHOCMis, mapecTesis

3 00Ky OpraHiB CITyXy
i mabipuHTHI
OPYIIEHHS

3amaMoOpoYeHHs, IOTiPIIeHHS
CJIyXy, A3BiH Y ByXax

BTparta ciayxy

3 6oKy cepist

3ynuHKa cepis’, Gi6pusis
Tmepencepnb’, TONOBXKEHHS
intepsany QT, ekcTacucronu',
BiIUyTTS CeplebuTTs

[lipyeTHa IJIyHOYKOBa
Taxikapmis (torsades de
pointes), MITyHOYKOBa
TaxiKapmis

HynoTa, 6inb y
PKABOTI

[IPOKTaIrisd’, CTOMaTHUT,
TJIOCHUT, 3MyTTS KUBOTA’,
3a10p, CyXiCTh y POTi,
BilpUKKa, METEOPU3M

3 00Ky CynouH BasopunaTanis' KpOBOBUJIUB

3 00Ky OuXanbHOI HocoBa KpoBoTeua’, acTMa’,

CHCTEMH, opraHis eMO0JTist CyuH JIeTeHiB’

rPYOHOL KITITKY Ta

CepenoCTiHHA

3 00Ky TpPaBHOTO [Tiapes, E3odarit’, [ocTpuli MaHKPEATHUT,

TPaKTy OIIIOBAHHS, ractpoe3sodareanbHa 3MiHa KONIbOpY S3UKa,
OUCIIEICis, pedIoKCHa XBopoﬁaz' racTpUT, 3MiHa KOJIbopy 3y0iB

3 OOKy
remnaToOiniapHOI
CUCTEMU

BigxuneHHS Bif
HOPMU
(YHKITIOHATTBHUX
TECTiB IIeYiHKHT

XomnecTas®, rematut’,
migBuienHs piBHsa AJIT, ACT,
rrT

[leuiHKOBa
HeIOCTaTHICTD,
XOJlecTaTU4Ha
PKOBTSIHUIIS,
rernaToLenosIpHa

PKOBTSAHUIIA




3 OOKy LIKipH i
MigITKipHOI
KJIITKOBUHU

BricunaHHS,
rineprigpos

By/Ib03HUI IepMATHT,
cBepOixK, KPOIIUB IHKA,
MaKyJI0-I1anyJib03Hi
BUCHUTIAHHS

Ts1KKi MKipHi mo6ivHi
peaxiril (Harmpukiazm,
TOCTPUM
reHepasni3oBaHUU
eK3aHTeMaTO3HUHI
TyCTYJIb03, CHHIPOM
CriBeHca-]I:k0HCOHA",
TOKCUYHUN
elimepManbHUN
HEeKpoi3®,
DRESS-cuHapoM, akHe,
xBOopoOa
[[TennsaiHa-I'enoxa

3 00Ky OIIOPHO-
PYXOBOI CUCTEMHU Ta
CITOJIyYHOI TKAaHUHU

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

Pa6momionis” (3a
nesTKuMU
[IOBiMOMJIEHHSIMH,
pabmoMiosti3 BUHMKAB,
KOJIU KJIaPUTPOMILIUH
3aCTOCOBYBa/Id CyMICHO
3 IHITUMU JTIKapCbKUMU
3aco0aMu, IIpo sKi
BimoMO, IIT0 BOHU
QCOLIIOITHCA 3
pabmomionizoM (Taki K
craTuHu, ¢pibpary,
KOIXiIH a0
aJIOypPUHOII)), MionaTis

3 00Ky HUDOK i
CeYOBUIIIBHOI
CHCTEeMHU

[ligBUlIleHHSA KPEeaTUHIHY
KpOBil, MIinBHUIIEHHS CeYOBUHU
KpOBi'

Hupxkosa
HeOOCTAaTHICTh,
IHTepCTULliaIbHUI
HeQPUT

3araspHi IOpPYyIIEeHHS
Ta MicIle BBeJeHHS

®mneliT y Micii
BBeIeHHS', Gisib,
3amaneHHs y
Miciri BBemeHHS'

HesnyxaHHS', rapsayka’
acTeHist, 6ilb y TpyAsx’,
03H00", BTOMJTIOBaHIiCTD"

JTabopaTopHi [TinBuIlleHHS PiBHS JTyKHOI [TimBuienus MHB,

MOCIIiIKEeHHS dbocdartasu y Kposi’, 30i/IbIIeHHS
TiOBUINIEHHS PiBHSA MPOTPOMOiIHOBOTO Yacy,
MaKTaTHerigporeHasy y Kposi', [3MiHa KOJIbOPY cedi
3MiHa CIIiBBiHOIIIEHHS
anpOyMin/rnobymin'

1,2,34

ITpo OaHi nobiuHi peakuii nosidomasAAU MiAbKU Npu 3acmocysaHHi npenapamy y ¢popmi: 1 -

NOpowKy Aioghiniz08aHo20 011 NPU20My8aAHHA PO3UUHY 045 iHQY3ill, 2 - mabsiemok npos10H208aHOT
0ii, 3 - cycneH3sii, 4 - mabsemok Hea2aliHo20 BUBI/ILHEHHSI.

YacToTa, TN Ta TAXKKICTh MOOIYHUX peakiliil y miTed mofgiOHi TaKUM Ke Y JOPOCIIUX.

[HwWi epynu nauieHmia

ITauieHmu 3 nopyweHHAMU iIMYHHOI cucmeMu.

Y xBopux Ha CHIJI Ta iHIINX NAI[i€HTIB i3 MOPYIIEHHAMY iMyHHOI CHCTEMH, SIKi 3aCTOCOBYBAJIN BUCOKI
[034 KJIaPUTPOMIILIMHY HOBIIE, HiXK PEKOMEHIOBAHO, [ JIiIKyBaHHS MiKoOaKTepianbHUX iHQEKIIil, He



3aBXKAM MOXKHA Bigpi3HUTH MOGiYHI peakilil, TOB’g3aHi i3 3aCTOCyBaHHSM IIpenapaTy, Ta CUMITOMU
OCHOBHOTO a00 CYITyTHiX 3aXBOPIOBaHb.

Y mopocnux XBOpHX, IKi OTPUMYBaJIU KlapuTpoMinuH y go6osid gosi 1000 mr i 2000 mr,
HayacTimmmMu mobiyHuMu edektamu Oy HyOoTa, 6II0BaHHS, CIIOTBOPEHHS CMaKy, Oiflb y KMBOT,
miapesi, BUCHUIIAHHS, 3MYTTS KUBOTA, FOJIOBHUY 0isib, 3aII0p, MOPYIIEHHS CIyXy. 3a UM KPUTEPieM, Y
2-3 % 1nux mallieHTiB CIOCTepiranocs 3HauyHe aHoManbHe migBuilleHHs pPiBHIB AJIT Ta ACT Ta
aHoMaJlbHe 3HUKEHHS KiJIbKOCTi JIEMKOIIUTIB Ta TPOMOOLIMTIB V¥ KPOBi. Y MEHIIIOr0 BifCOTKa Ialli€HTiB
CIIOCTEepirasocs MiABUILLIEHHS PiBHA a30Ty CEYOBAHU KPOBI.

3gimyeaHHs npo nido3pisaHi nobiyHi peakuii

[ToBimomneHHs mpo mo6iuHi peakiril micis peecTpaltlii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HAYEHHS.
LTe nae 3MOry IpOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JIiKapCchKOro 3aco0y. MeguuHUM Ta (hapMalleBTUYHUM IIpalliBHUKAM, a TaKOX IallienTaM abo ix
3aKOHHUM ITPeCTaBHUKAM CJIiT] IOBiTOMJISITH TIPO YCi BUITAAKHK MiI03PI0BAaHUX MOOIYHUX Peakilii Ta
BimcyTHOCTI epeKTHBHOCTI TiKapchKoro 3aco0y mo [IepxKaBHOTO eKcrepTHOro neHTpy MO3 Ykpainu
3a nmocunaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi. 5 pOKiB.

YMmoBH 30epirannsi. 30epiratu npu TeMiepaTypi He Buine 25 °C y 3aXuIlleHOMY Bifi BOJIOTHU MiCIIi.
30epiratu y HegOCTYIIHOMY OJIS1 OiTe# MiCIi.

YnakoBKa. 7 TabneTok y Gmictepi; 2 6micTepu y KapTOHHIN KOpOOITi.

Kareropisi Bignmycky. 3a peLemnToM.

Bupoonuk. KPKA, m1.1., HoBo mecto, CroBerisi/KRKA, d.d., Novo mesto, Slovenia.

Micue3HaxoIKeHHsI BUPOOHHKA Ta afipeca Micls MpoBaIXKeHHS HOTr0 Tis/IbHOCTI.

[Imap’emika necrta 6, 8501 Hoo mecto, CrnoBeHisi/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



