IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®POMLIIIT®

(FROMILID®)

CKkn1ao0:
0itoua pe4oB8uHa: KITapUTPOMIIIUH;
5 MIJI cycneH3sil fyigd opajibHOTO0 3acTocyBaHH4 (1 mmpuil) MicTaTh 125 Mr K1apUTPOMILIUHY;

donomidcHi peyoguHu: Kapbomep, MOBimoH, rimpomeno3u ¢ranat (HP 55), Tanek, omis pUIMHOBA,
KCaHTaHOBa KaMe[b, apoMaTU3aTOp OaHaHOBHUM, Kaliio copbaT, KUCIIOTa IMMOHHA, KPEMHI0 TioKCcupm
KoJIoigHu Oe3BomHui, TUTany miokcupn (E 171), caxapo3a.

JlikapcbKa ¢popmMa. ['paHynu a1 OpajibHOI CyCIIeHa3il.

OcHosHi (pi3uko-xiMiyHi 81acmusocmi: MaJleHbKi HeOOHOPigHI IpaHynHu Bif 6i/1oro mo Maiixke 6inoro
KOJIbOPY 3 O6aHAHOBUM apOMaTOM.

dapMakoTepaneBTHYHA rpymna. [IpotuMikpobHi 3aco6u [A715 CUCTEMHOTO 3aCTOCYBaHHS.
Makponigu. Kog ATX JO1F A09.

dPapmakono2iuHi e1acmusocmi.
dapmakoOuHamika.

KrnapuTpoMinuH - HamiBCUHTETUYHUY aHTUOIOTHK Tpynu MakKposifiB. AHTuOaKTepianbHa His
KJIAaPUTPOMILIMHY BU3HAYAETHCS MOT0 3B’13yBaHHIM 3 5OS-pubocoManbHO0 CyOOIUHUIIEI0 YYTIUBUX
OakTepil i mpuraivenHsM 6iocuHTe3y Oinka. [IpenapaT BusBisi€ BUCOKY eEeKTUBHICTS in Vitro momo
IITUTPOKOT'0 CIIEKTPa aepOOHMUX Ta aHaepOOHUX IPaMIIO3UTUBHUX i TPaMHEraTUBHUX MiKPOOPraHi3MiB,
y TOMY YMCJIi TOCTiTaNbHUX IITaMiB. MiHiManbHi purHidyBanbHi KoHIeHTpauii (MIIK)
KJIapUTPOMILIMHY 3a3BU4Yail y ABa pa3u HUXUi, HiK MIIK eputpominuny.

Knaputpowminus in vitro Ma€e BUCOKY aKTHUBHICTb 11070 Legionella pneumophila i Mycoplasma
pneumonie. [lie 6akTepunuano npotu Helicobacter pylori, akTUBHICTb KJIapUTPOMILIMHY BUIIlA IPU
HeliTpanbHOMY PH, HiX npu kucnomy pH. KinapuTtpoMinus epeKTUBHNN NPOTH KTIHIYHO 3HAYYIITUX
mraMiB MikoOakTepiii. [locmigKeHHs in vitro mokasanu, 1o mraMu Enterobacteriaceae i



Pseudomonas, sik i TpaMHeraTuBHi 6aKTepii, 1110 He MPOAYKYIOTh JTaKTO3y, HEYYTIIUBI IO
KJIAQPUTPOMILIUHY.

KnapuTtpomiliui akTUBHUMY in vitro i B KJTiHiYHIM TPaKTHUIl BiTHOCHO OGiNTbIITIOCTI IITaMiB
HUXYe3a3HaueHUX MIKpOOpraHi3MiB.

Aepo06Hi rpaMIO3WTHUBHI MikKpooprasismu: Staphylococcus aureus, Streptococcus pneumoniae,
Streptococcus pyogenes, Listeria monocytogenes.

AepoOHi rpamMHeraTyBHi Mikpoopranidmu: Haemophilus influenzae, Haemophilus parainfluenzae,
Moraxella catarrhalis, Neisseria gonorrhoeae, Legionella pneumophila.

Iami Mikpooprasisamu: Mycoplasma pneumoniae, Chlamydia pneumoniae (TWAR).

MikobakTepii: Mycobacterium leprae, Mycobacterium kansasii, Mycobacterium chelonae,
Mycobacterium fortuitum, Mycobacterium avium complex (MAC), sxui Bkitodae Mycobacterium
avium, Mycobacterium intracellulare.

Helicobacter: Helicobacter pylori.
Bera-nmakTama3u MiKpoopraHi3MiB He BIJIMBAIOTh Ha e()eKTUBHICTE KJIIaPUTPOMILIUHY.

BinburicTe METUIUITIH- 1 OKCALAITIHPE3UCTEHTHUX IITaMiB CTa(iIOKOKIB HEUYTIUBI 10
KJIQPUTPOMILIHY.

KnapuTtpomiliui akTUBHUMY in Vitro BiTHOCHO OiNbIIOCTI IITaMiB HUXK4Ye3a3HaueHUX MiKpOOpraHi3Mis,
OJHaK KiiHiyHa e(eKTHUBHICTh Ta Oe3meKa M0ro 3aCTOCYBaHHS HE BCTAHOBJIEHI.

Aepo06Hi rpaMIIO3WTHUBHI MiKpoopraHismu: Streptococcus agalactiae, Streptococci (rpynu C, F, G),
Viridans group streptococci.

AepoOHi rpamMHeraTyuBHiI Mikpooprani3dmu: Bordetella pertussis, Pasteurella multocida.

Iamni mikpoopra#dismu: Chlamydia trachomatis;

AnaepoOHi rpaMII0O3UTHBHI MiKpoopraHiaMu: Bacteriodes melaninogenicus.

CoipoxeTu: Borrelia burgdorferi, Treponema pallidum.
Kammino6akTepii: Campylobacter jejuni.

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

Spp.

OcHOBHUM MeTab0IiTOM KIapUTPOMIIIMHY B OpraHi3Mi TIOAWHY € MiKp06ionoriyHo akTuBHUM 14-
rigpokcukiaputpoMinuH (14-OH-knaputpomitus). s 6inbIocTi MikpoopraHi3miB Mikpobiomoriuaa
aKTHBHICTh MeTabo0iTy mopiBHIOE abo B 1-2 pa3u cialKimia 3a aKTHBHICTh BUXiAHOI PEUYOBUHH, 3a
BUHATKOM Haemophilus influenzae, npoTu sikoro epeKTUBHICTh MeTaboMiTy B 2 pa3u Bullla. B ymMoBax
in vitro Ta in vivo BUXifiHa pe4oBUHa i Il OCHOBHUI MeTabOMIT IPOSIBISAIOT a00 aguTUBHUM, a0
cuHepriuyHuu eekt npotu Haemophilus influenzae, 3amexXHo Bif IITaMy MiKpOOPTaHi3My.

dapmakoKiHemuka.



Knaputpowminus mBugko i foOpe BCMOKTY€EThCS i3 TpaBHOTO TPaKTy. MikpoOionioriuno akTuBHuM 14-
OH-ky1apUTPOMILIH YTBOPIOETHCS IIPU NEPIIOMY IIPOXOAXKEHHI yepes nevinky. [1pu npuiiomi
mpenapary 3 12kKel0 T0YaTOK BCMOKTYBaHHS Ta YTBOpeHHS 14-OH-KnapuTpoMinuHy meIio
3aTPUMYETHCS, ajle 3arajbHa 0i0lOCTYIIHICTh He 3MiHIOEThCS. X04Ya papMaKOKiHETHKA
KJIapUTPOMILIMHY HeTliHiHa, cTabinbHi KOHIIEHTpallil BCTAaHOBIIOIOTHCS IIPOTIATOM 2 MOCTiIOBHUX OHIB
[IPUUOMY.

KonneHnTpatii K1apuTpOMilMHY B TKAHMHAX OPTraHi3My y KiflbKa pa3iB BUII, HiX y CHPOBATIIi KpoBi. ¥
TOH3WISIPHIY i JleTeHeBil TKAaHWHAX CIIOCTEPIiraloThCA MifBUILEHI KOHIIEHTPAllil KJITapUTPOMIIIUHY.
KonneHTpauii K1apuTpOMIIMHY B PifiNHI CEpPeIHbOT0 ByXa IIePEeBUIIYIOTh KOHIIEHTpPallil B CHpOBATIIi
KpoBi. KnmapuTpoMiIH Ipy 3aCTOCYBaHHI B TePalleBTUYHUX J03aX 3B'I3Y€ThCS 3 OiIKaMu IIa3Mu
KpoBi mpuOnmu3u0 Ha 80 %. 14-OH-KIapuTPOMIITH € OCHOBHUM MeTa00JIiTOM, IKWi BUBOOUTHCS
HUPKaMH, i cTaHOBUTH MpubIu3Ho 10-15 % mpuitHATOI H03U. Binbila YacTUHA 3aUIIKY J03H
BUBOIOUTHCS 3 XKOBYH0. 5-10 % Bif {mitouoi pe4oBUHU BUBOAUTHLCS 3 heKasisiMu.

PiBHOBaxXKHi KOHIIEHTPAIlil KJTaPUTPOMILIMHY y IALliEHTIiB 3 MOPYIIEeHHAMY QYHKII] IeYiHKU Ta Y
300POBUX MOOPOBOJIBIIIB HE BiTPi3HSAIOTHCS, KPiM Oinbill HU3bKUX KOHIIEHTpali 14-OH-
KJIaPUTPOMILIMHY IIPY IE€YiHKOBiM IUCQHYHKIIL.

Y matieHTiB i3 mopyeHHIMU QYHKIII HUPOK, 1110 oTpuMyBanu 500 Mr 0o3u, 3HaYeHHS
(apMaKOKiHeTUYHUX ITapaMeTpiB 3pOCTalIX BifIIOBIIHO A0 CTYIEHS TIKKOCTI HIPKOBOI
HEe0CTAaTHOCTI.

Bik manieHTiB He BI/IMBa€ Ha (papMaKOKiHETUYHI TapaMeTPH KIapUTPOMIIIUHY.

Y BlJl-iHdikoBaHUX AiTel IpU MIPUKAOMI KJIapUTPOMILKHY ¥ fo3ax 15-30 Mr/kr/go0y (3a 2 mpuiiomu)
Oynu OiybIn BUCOKI KOHIIEHTpALlil KTapUTPOMILIMHY B IIJ1Ta3Mi KPOBI i JOBIINI 1epiof HalliBBUBEAEHHS.

Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.
[HdexKIril, cnpuYnHeHi YyTAUBUMHU 0O KJIapUTPOMIIIMHY MiKpoOpraHiaMaMu:

[HGeKil BepXHiX mUXalIbHUX MIISIXiB, TOOTO HOCOTTIOTKY (TOH3WIIT, (hapHHTiIT), Ta iH(eKii
IPUAATKOBUX T1a3yx Hoca.

[HdeKIil HUXKHIX qUXanbHUX HIISXiB (OpOHXIT, TOCTpa KPylo3Ha IMTHEBMOHIS Ta TepBUHHA aTHUIIOBA
ITHEeBMOHIS).

TocTpuii cepenHiit OTUT.
[Hdexkrril mKipu Ta M'9KuX TKaHUH (GQOMiKyiT, iMneTuro, 6emmxa, GypyHKYIb03, iHpiKOBaHI paHu).

IOuceminoBaHi abo nokasnizoBaHi MikoOakTepianbHi iHGeKIIil, cnpuuuneHni Mycobacterium avium a6o
Mycobacterium intracellulare. JIokanizoBa#i iHdexk1il, cnpuunHeHi Mycobacterium chelonae,
Mycobacterium fortuitum abo Mycobacterium kansasii.

IIpomunoka3aHHs.



[TigBuIleHa YYTIUBICTh MO MAaKPOJTHUX aHTUOIOTUKIB Ta M0 iHIIMX KOMIOHEHTIB JTiKapChKOT0 3aco0y.

OpHOYacCHe 3aCTOCYBaHHS aCTeMi30i1y, HA3alpuay, JOMIEPUOOHY, TIMO3UAY, TeppeHaguHy
—OCKIJIBKY Ile MOXKe IPU3BECTHU [0 IO0J0BXKeHHS iHTepBaly QT Ta pO3BUTKY CepPLIEBUX apUTMIH,
BKJIIOYAIOYH IITYHOYKOBY Taxikappmitoo, GibpuisLiio MITyHOUKIB Ta MipyeTHY IIIYHOUYKOBY TaXiKapmilo
(torsade de pointes) (muB. po3minu «OcobIUBOCTI 3aCTOCyBaHHS» i «B3aemogmis 3 iHIIUMHU
JiKapChKUMH 3aco0aMu Ta iHIIi BUAKM B3aEMOIiN»).

OpHOYacCHe 3aCTOCYBaHHS aJKaslOlfiB PiXKKiB, HAlpUKJIad €proTaMiny, OUTigPOeproTaMiny, —
OCKIJTBKY I1€ MOXK€ IIPU3BECTH 00 €PrOTOKCUYHOCTI.

OpuouacHe 3acTocyBaHHS iHribiTopiB 'MI'-KoA-penykTasu (CTaTUHIB), 1110 3HAYHOIO MipOI0
MeTabomnizytorbcst CYP3A4 (noBacTaTuHy ab0o CUMBAaCTaTHHY), — Yepe3 MiABUILEHUN PU3UK
BUHUKHEHHS MiomaTil, BKJIo4aoun pabmomioni3 (quB. po3minu «OcobIUBOCTI 3aCTOCYBaHHSI» i
«B3aeMopmist 3 iHIMMMY JTiKapChbKUMHU 3ac00aMu Ta iHII BUAM B3aEMOIiii»).

OpHOYacCHe 3aCTOCYBaHHS KJIapUTPOMIIMHY 3 JIOMiTamifgoM (OuB. po3nin «B3aemopis 3 iHIIUMEI
JiKapChKUMHU 3acob6aMu Ta iHIIi BUAKU B3aEMOi»).

BpomxkeHe 4u BcTaHOBNIeHe HabyTe momoBxkeHHd iHTepBany QT abo IMITyHOYKOBI ceplieBi apuTMil B
aHaMHe3i, BKJII0Yalouy MipyeTHY IIIYHOYKOBY Taxikapmito (torsade de pointes) (ouB. po3minu
«0Oco6IMBOCTi 3aCTOCYBaHHS» i «B3aeMomist 3 iHIMMU TiKapChKUMHU 3aco0aMu Ta iHIi BUOU
B3a€EMOIiN»).

OpHOYacHe 3aCTOCYBaHHS KJIapUTPOMILIMHY i TepopabHOro Miga3onaMmy (OuB. po3nin «B3aemomis 3
iHIITIMM JTiIKapCHKUMHM 3aC00aM¥ Ta iHIIN BUOM B3aEMOIii»).

EnexTporiTHi nopymenHs (rinokanieMis abo rimomarsiemisi) — uepe3 pusuK IOOOBXKEHHS iHTepBalLy

QT.

TsaxxKa neviHKOBa HeJOCTATHICTH i3 CyIyTHHOI0 HUPKOBOK HEJOCTATHICTIO (OUB. PO3OiNK
«0Oco6IMBOCTi 3aCTOCYBaHHS» i «B3aeMopist 3 iHIMMU TiKapCchKUMU 3acob6aMu Ta iHIIi BUOU
B3aEMOMIN»).

OpHOYacHe 3aCTOCYBaHHS KJIaPUTPOMIIMHY (Ta iHmmMX cunbHux inribiropis CYP3A4) 3 KonxinmHoM
(ouB. po3minu «Oco6IMBOCTI 3aCTOCYyBaHHS» i «B3aeMopis 3 iHIMMMU niKapchKUMU 3acob6aMu Ta iHIIi
BUHM B3AEMOTIN»).

OpHOYacHe 3aCTOCYyBaHHS KJIaPUTPOMILIMHY 3 TUKArpenopoM, iBabpagrHoM abo paHOIa3uHOM.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

3acmocyBaHHA HUXCYe3a3HAYeHUX Npenapamis 3 KAapumpoMiuuHOM CY8OPO NPOMUNOKA3dHO Yepes3
DU3UK MANCKUX HACAIOKIB 83deMOO0ii

Acmemi3zon, yudanpud, domnepudoH, nimo3ud, meppeHaduH

[TigBulleHHS PiBHS LK3aIlpXAy B CHPOBATII KPOBi CIIOCTEPIranocs mpyu XOro CyMiCHOMY 3aCTOCYBaHHI
3 KJIJAPUTPOMIIIMHOM, III0 MOXKe CIPUYMHUTH ITOf0BKeHHA iHTepBany QT i mosiBy cepleBUX apuTMiid, y
TOMY YHCJIi IIJTYHOYKOBY TaxiKappito, hidpunsiito nuiyHouKiB i torsade de pointes. [Tomi6Hi edexTu
Bij3HAYaJIUCA 1 IPU CYMICHOMY 3aCTOCYBaHHI MIMO3UAY Ta KJIaPUTPOMILUHY (OUB. PO3MiT



«IIpoTUIIOKA3aHHSI»).

[ToBimoMsANIOCS IPO 3MATHICTh MAKPOJIiMiB 3MiHIOBaTH MeTabo0J1i3M TeppeHafiuHy, ITPU3BOAIYHU 0
HiABUIIEHHS PiBHS TepdeHaAuHy B CUPOBATIi KPOBI, 110 iHOAI aco1ioBanoCcs 3 CeplLeBUMHU
apUTMIisMM, TaKUMU K MTOI0BKEHHS iHTepBany QT, myHoykoBa Taxikapmis, Gibpumsiis mIyHOUKiB
i torsade de pointes (muB. po3min «IIpoTunoka3aHHs»). Y xofi gocmigxkeHHs Vv 14 moOPOBOJIBIIB IPU
CyMiCHOMY 3aCTOCYyBaHHI TepheHaAuHy Ta KJIapAUTPOMILIMHY CIIOCTEPIranocs MifABUINEHHS PiBHS
KHMCJIOTHOTO MeTa0oJIiTy TepdeHafuHy y 2-3 pa3u Ta MofoBxkeHHS iHTepBany QT, 1110 He IPU3BEJIO 10
KJIiHigyHO BUouMoOro edekry. IToniOHi edekTu Big3Hayanucs i Ipu CyMiCHOMY 3aCTOCYBaHHi
acTeMi30Jly Ta IHIIKUX MakKpPOJIifiB.

EpaomamiH/0u2iopoep2omamix

3rifHO 3 MOCTMapKETUHIOBUMHU IIOBIIOMJIEHHSIMHU, OOHOYACHE 3aCTOCYBaHHS KJIapPUTPOMILIUHY U
eprotaminy abo gUTiTPOEProTaMiHy acOIlifoBasIoCs 3 MOSIBOI0 03HAK TOCTPOT'0 EProTU3MY:
Ba30Cma3My, ilemil KiHI[iBOK Ta iHIIWX TKaHWH, BKII0Yal4y IeHTPalibHy HePBOBY cuctemy (ILTHC).
OpHOYacCHe IpHU3HAYEeHHS KJIapUTPOMIIIMHY M allKaloifiB piXKKiB IPOTUIIOKa3aHe (OUB. PO3Oin
«ITpoTUTIOKa3aHHS»).

ITepopanvHull midazoaam

[Tpu 3acTocyBaHHI Miga3onaMy 3 TabneTkaMu Knaputpomiruay (500 Mr 2 pa3u Ha moby) AUC
Mima3omamy 30inbiryBanacs y 7 pasiB. CynyTHE 3aCTOCYBaHHS IIepOPaIbHOTO Mifa3onamy i
KJIapUTPOMILIMHY NIPOTUIIOKa3aHe (OuB. po3ain «[IpoTuokasaHHSI»).

IH2ibimopu I'me-KoA-pedykmasu (cmamuHu)

Komb6iHOBaHe 3aCTOCYBaHHS KIIaPUTPOMIIIMHY 3 T0BAaCTAaTUHOM a0 CUMBACTAaTUHOM IIPOTUIIOKAa3aHe
(muB. po3min «IIpoTUNOKa3aHHS»), OCKI/IbKY ITi CTATUHY 3HAYHOIO Mipoto MeTaboidyoThecsi CYP3A4,
a KJIapUTPOMIIMH IiBUINYE IX KOHIIEHTPAIIiI0 y IIJIa3Mi KPOBi, 1110, B CBOIO Yepry, MigBUIIY€E PU3UK
BUHUKHEHHS MiomaTil, BKJIto4aiouu pabmomiornii3. [ToBimomsiiocs Ipo PO3BUTOK pabmoMionisy y
Malli€HTiB MPU CYMICHOMY 3aCTOCYBaHHI KJIapUTPOMIIIMHY Ta LIMX CTAaTUHIB. AKIIO NiKyBaHHS
KJIAPUTPOMILIMHOM HEMOKJIMBO YHUKHYTH, TePaIlilo JJ0BaCTaTUHOM ab0 CUMBACTaTUHOM HeOoOXimHO
IIPUIIMHUTH IIif Yac KypcCy JiKyBaHHS.

Crnip 3 06epeXHiCTIO MpU3HAYATH KJIIAPUTPOMILIMH OMHOYACHO 3i CTaTUHAMHU. Y pasi Komu
OJIHOYaCHOT'0 3aCTOCYBaHHS KIapPUTPOMIIIMHY 3i CTaTUHAMU YHUKHYTH HEMOXKJIUBO, PEKOMEHOYETLCS
IIpH3HavyaTHd HalMeHITy peKOMEeH0BaHy J03y CTaTUHY. MoXuBe 3aCTOCYBaHHS CTaTUHY, IKAU He
3anexuTh Big Metabonizmy CYP3A (Hanpukinag, gprnyBactaTiHy). HeoOxifmHNUM KOHTPOJIb CTaHY
IIAIL€HTIB 00 03HAK i CHUMIITOMIB MiomarTii.

Jlomimanio

OpHOYaCHUM IPUKAOM KJIaPUTPOMIIMHY 3 JIOMITalliloM IPOTUANIOKa3aHUM Yepe3 MOXKIIUBICTh 3HAYHOTO
MigBUINIEHHS PiBHIB TpaHcaMiHa3 (OuB. po3min «IIpoTunoka3aHHI»).

Bnaue iHwux sikapcvkux 3acobie Ha KAapumpoMiluH

Jlikapceki 3aco6wu, 110 € ingykropamu CYP3A (Hanpukiap, pudamminuH, GeHiToiH, KapOaMa3elriH,
¢dbenobapbiTan, mpemapaTy 3Bipo0010), MOXKYTh iHIYKyBaTH MeTabo0J1i3M KnapuTpoMiluHy. Lle Moxke
IIPU3BECTH 0 CyOTepaneBTUYHUX PiBHIB KJIaPUTPOMILIMHY Ta 3HUKEHHS U0r0 e(peKTUBHOCTI. Kpim
TOT0, MOXKe OyTH HeoOXiIHUM KOHTPOJIIOBaHHA I1JIa3MOBUX KOHIeHTpauid ingykTopa CYP3A, aki
MOXKYTh OyTH migBuileHi yepes inrioyBanus CYP3A KIapuTpOMIIIMHOM (OUB. TaKOXK iHCTPYKIIiIO AJIS



MeJUYHOT0 3aCTOCYBaHHS BigmoBigHOro iHgykTopa CYP3A4). OgHOYacHe 3aCTOCyBaHHS prGaldyTUHY
i KJTapuUTPOMIIIMHY IPU3BOAMIIO [I0 MigBUILEHHS piBHSA pudabyTUHY Ta 3HUXKEHHS PiBHS
KJIaPUTPOMILIMHY B CHPOBATL KPOBi 3 OMHOYACHUM IIiIBUILIEHHSIM PU3UKY IIOSIBU yBEITY.

BrnuB HUXK4Ye3a3HAaueHUX JIiIKapChKUX 3ac00iB Ha KOHIIEHTPAIlil0 KITapUTPOMIIIMHY B KPOBi BimoMuit
abo MpPUITYCKAEThCS, TOMY MOKe OyTH moTpiOHa 3MiHa 103U a00 3aCTOCYBAHHS albTEPHATUBHOI
Teparil.

EgasipeHnu, HegipaniH, pupamniyuH, pugpabymun i pupaneHmuH

[MTotyxHi iHOyKTOPH (pepMeHTIB nuToxpoMy P450, Taki sk edaBipeHI], HeBipamiH, pudpaMIilyH,
pudabyTtuH i pudaneHTHH, MOXKYTh NPUIIBUANIYBATA MeTab0J1i3M KJIapUTPOMILIUHY, 3MEHIIYIOYH
MOT0 KOHIIEHTPAIIiI0 Y IJ1a3Mi KpoBi, ane 306inmbinyoyn KoHneHTpalio 14-OH-KmapuTpoMiluay -
MiKp006iooTiuHO aKTUBHOTO MeTaboJiTy. OCKiNbKY MiKpo0ioioTiuHa aKTHBHICTh KJIaPUTPOMIIIUHY i
14-OH-knapuTpOMIiIlMHy pi3Ha BifHOCHO Pi3HUX OaKTepil, OUiKyBaHUU TepalneBTUYHUN e(eKT MOXKe
OyTu 3HUKEHUN Yepe3 CyMiCHe 3aCTOCYBaHHS KIaPUTPOMIIIMHY Ta iHIYKTOPiB hepMeHTiB.

Empagipux

[is KnapuTpoMinuHy mocnabioBanach eTpaBipuHOM; OJHAK KOHIIEHTpallii akTUBHOTO MeTabomity 14-
OH-knmaputpomituHy miaBuilyBanuch. Ockinbku 14-OH-KmapuTpOMIIIMH Ma€ 3HUKEHY aKTUBHICTh
npotu MAC, 3arajbHa aKTUBHICTb ITPOTH IhOT'0 ITATOTeHY MOXKe OyTH 3MiHeHa. ToMy [Jis TiKyBaHHS
MAC cnip po3rasSHYTH OOUiNbHICTh 3aCTOCYBAHHS albTEPHATUBHUX JTiIKapChKUX 3aco0iB.

@ 1yKOHA301

3acTtocyBaHHs ¢QykoHasosny 200 Mr Ha go0y pa3oM 3 KiaputpoMinuaoM 500 Mr 2 pasu Ha mo0y y
21 goOGpPOBOIBIIS MPU3BOAUIIO O MigBUINEHHS PiBHOBaXKHOI C,;, KITaPUTPOMIIIUHY B CEPETHbBOMY Ha
33 %, a AUC - Ha 18 %. PiBHOBaxHi KOHIIeHTpalil akTuBHOTO MeTabomiTy 14-OH-KnapuTpoMinuHy
3HAYHO He 3MiHIOBAJIACS IIPU CYyMiCHOMY 3aCTOCyBaHHI 3 (pJIyKOHA3010M. 3MiHa 031
KJIapUTPOMILIMHY He TOTpibHa.

PumoHasip

Y xomi ¢hapMaKOKiHETUYHOTO JOCIiI>KEHHS 3aCTOCyBaHHS puToHaBipy 200 MT KOoxHi 8 rofuH i
Ky1aputpoMinuay 500 Mr KoxkHi 12 TOOWH CIPUYMUHSAIO 3HAUYHE IPUTHIYEeHHS MeTaboi3My
KjiaputpoMinuny. C .. KiapuTpoMinuny nigsuirysasnocsd Ha 31 %, C,,, - Ha 182 %, a AUC - Ha 77 %.
Bipg3nauasnocs noBHe npurHideHHs yTBopeHHS 14-OH-kmaputpominuny. Yepes Benuke TepaneBTUYHE
BIKHO 3MEHIIIeHHS 03U KJIapUTPOMILIMHY [JIS MallieHTiB 3 HOpMaibHOI0 (QYHKIIi€I0 HUPOK He
noTpibue. [IpoTe s mallieHTiB 3 HUPKOBOIO HEJOCTATHICTIO HeOOXigHA KOPEKIIis MO3HU: IJIs MAlIliEHTiB
3 CL.z 30-60 M11/xB 03y KJIapUTPOMILIMHY HeoOximHO 3MeHIIUTH Ha 50 %. [ malieHTiB 3 TSIXKKOI0
HUPKOBOIO HegocTaTHICTIO (CL < 30 MJ1/XB) 103y KIapPUTPOMILIMHY HEOOXiTHO 3MEHUIUTH Ha 75 %.
Knaputpowminus y go3sax, 110 mepeBuInyioTh 1 r/qo0y, He CIlif 3aCTOCOBYBATH Pa30oM i3 PUTOHABIPOM.

Taki K KOpUTyBaHHS 03U CJIif IPOBOAUTH IAlliEHTaM i3 MOPYIIeHHSIMH QYHKII1 HUPOK IIPH
3aCTOCyBaHHI pUTOHABIPY 5K (hapMaKOKiHEeTHYHOTO IIificCK/II0OBaYa pa3oM 3 iHmmMu inribitopamu BIJI-
IIpOTea3H, BKITI0OYAlOYM aTa3aHaBip i cakBiHaBip (OuB. HUXK4Ye «[IBOOIYHO CIIpsIMOBaHi TiKapChKi
B3aEMOLii»).

Bnsue k1apumpomiluHy Ha iHWi Aikapcbki 3acobu

CYP3A-nos’s13aHi 83aemo0ii



CyMicHe 3aCTOCyBaHHS KIapUTPOMIIMHY, BimoMoro gk iuribitop depmenty CYP3A, i mpenapary, 110
TOJIOBHUM YMHOM MeTa0oi3yeThcsi CYP3A, MoXKe CIPUYMHUTY ITiABUINEHHS KOHIIEHTPAITil
OCTaHHBOT'O Y IIJIa3Mi KPOBi, 1110, 3i cBoro 60Ky, MOXKe MigcuauT abo IMOMOBXKUTH HOTO
TepaneBTUYHUN e(eKT i PU3UK BUHUKHEHHS IMOOIYHUX PeaKIli.,

3acToCyBaHHS KJIaPUTPOMIIIMHY IIPOTUIIOKA3aHO MallieHTaM, IKi oTpuMyi0Th cyocTpaTtu CYP3A
acTeMi30J1, IM3alpuf, JOMIEPHUIOH, MMO3Uf i TepdeHannH, Yepe3 pU3UK MOJ0BXKeEHHS iHTepBamy QT
Ta CepIleBUX apUTMil, BK/II0UAl0YH IIUIYHOUKOBY TaXikapaiioo, GiOpuisiiio IUIyHOUKIB Ta IipyeTHY
IIJTYHOYKOBY Taxikappiio (torsades de pointes) (nuB. po3pinu «IIpoTtunokasanHsa» i «Ocob6IUBOCTI
3aCTOCYBaHHS»).

TakoK MPOTUIIOKa3aHO 3aCTOCYBaHHS KJIaPUTPOMIIMHY 3 ajKasioifaMu PiXkKKiB, IepopanbHUM
Mmina3zonamow, inribitopamu I'MI-KoA-penykTasu, ski MeTaboni3yioTbcs nepeaxHo CYP3A4
(HampuKIaf, TOBACTATHH i CHMBACTATHH), KOJIXiIIMHOM, TUKArpeiopoM, iBabpafuHoOM Ta
paHoIa3uHOM (IUB. Po3min «IIpoTUIOKA3aHHS»).

HeobxigHa 00epeKHICTh IPU OJHOYACHOMY 3aCTOCYBaHHI KJIaPUTPOMILIMHY 3 iHIIMMMU IIpenapaTaMu,
gKi € cy6cTpaTtamu ¢pepmenTy CYP3A, ocobnuBo skio cyoctpat CYP3A Mae By3bKuit 3amac 6e3meku
(Hanpuknan, kap6ama3zerniH) Ta/abo cy6cTpaT iHTEHCUBHO MeTaboi3yeThCcsa UM (pepMeHTOM. B
TaKOMYy pasi Moxe OyTH MOTPiOHMM KOPUTYBaHHS [03H, i, IKII0 MOXKJIUBO, CHIifl pETeIhHO
KOHTPOJTIOBATH KOHIIEHTpallil IpemnapaTiB y CUPOBATIIi KPOBi, Ki MeTab01i3yI0ThCS IEPEBaKHO
CYP3A. Jlikapceki 3acobu abo Kiacu iKapChKux 3aco0iB, po siKi BifomMo ab0 IPUITYCKAETHCS, 110
BOHM MeTabo0mi3yoTbcs TUM camuM idodpepmenTom CYP3A, BKITI0YAIOTh (CIIMCOK He BUYEPITHUM):
anmpa3sojiaM, KapOaMa3eriH, IKUI0CTa30J, IUKIIOCIIOPUH, AU30IipaMis, i0pyTu#io,
MEeTUJIIIPEeNHI30JI0H, Miffla30J/i1aM (BHYTPIITHEOBEHHO), OMENPa30J1, IepopaibHi aHTUKOATYJITHTH
(Hanpuknag, BapdapuH, puBapokcabaH, amikca0aH), aTUTIOBI HEMPOJIENITUKY (HallpUKIIaf, KBeTialliH),
xiniguH, pudabyTul, cungeHadin, cuposimMmyc, TakpoiaimMyc, Tpua3osnaM i BiHOIaCTHH.

[Tomi6uuit MexaHi3M B3a€MOil Bifl3HaYeHMN IIPU 3aCTOCYBaHHi (DeHiTOIHY, TeodimiHy i BambIpoary,
1110 MeTabomi3y0ThCs iHmuM i30pepmMeHTOM cucTeMu nuToxpomy P450.

ITepopanvHi aHmukoaz2yasHmu npsamoi 0ii (ITAIT])

[TAT1]] nabiraTpaHn Ta egokcabaH € cyOcTpaTaMu AJis e(pIIOKCHOTO TpaHcnopTepa P-riikonpoTeiny (P-
gp). PuBapokcabaH Ta anikcabaH MeTabomi3yioThcst yepe3 CYP3A4, a TakoxX € cyOcTpaTamMu Aist P-
gp. Cnipg 6yt 06epeXHUMU IPU OAHOYACHOMY 3aCTOCYBaHHI KJIaPUTPOMILIMHY 3 IMMU IIperapaTaMy,
0co0/IMBO MalfieHTaM i3 BUCOKUM PU3UKOM KPOBOTeUi (OuB. po3ain «Oco0MMBOCTi 3aCTOCYBaHHS»).

AHmuapummiyHi 3acobu

Bynu nmocTMapKeTHHTOBi ITOBiqOMJIEHHS IIPO PO3BUTOK torsade de pointes, 1110 BUHUKIIA MIPU
OJHOYAaCHOMY 3aCTOCYBaHHi KJIapUTPOMILIMHY 3 XiHimuHOM ab0 mu3omipaMigmoM. PeKOMeHAyEThCS
npoBoguTy EKT'-MOHITOPUHT [jIg CBOEYACHOTI'0 BUSIBJIEHHS MOJ0BKeHHS iHTepBany QT. Ilig yac
Teparil KJTapuTPOMIIIMHOM CJIifl CTEKUTH 3a KOHLIEHTPAIiIMH IIUX IIperapaTiB y CUPOBaTIli KPOBi.

[lig 9ac mOCTMapKETUHIOBOT0 3aCTOCYBaHHS ITOBIIOMJISIM IIPO TIMOTJIIKEMIiIO IIPA OGHOYACHOMY
3aCTOCYBaHHI KJIapUTPOMIIIMHY i Au3omipaminy, ToMy He0OXigHUN KOHTPOb PiBHS TIIOKO3U Y KPOBi
IIPY OJHOYAaCHOMY 3aCTOCYBaHHi X 3ac00iB.

T'iOpoKcux/10poXiH i X10POXIiH

Knaputpowmitus ciif 3acTocoByBaTé 3 06epekHICTIO MallieHTaM, SKi OTPUMYIOTh TiIpOKCUXIOPOXiH
YU XJIOPOXiH, 1110, SIK BimoMo, ITOI0BXKYIOTh iHTepBan QT, Yyepe3 MOTEHIINHY MOXKIIHUBICTh IHTYKIIil



CepIIeBOl apuTMii Ta CepHo3HUX MOOIYHUX CEPLIEBO-CYIUHHUX TTOMIIN.
ITepopaavHi 2inoesnikemivyHi 3acobu/iHcyniH

[Tpu cyMmicHOMY 3aCTOCYBaHHi 3 I€BHUMHU TiMOTrIikeMiYHUMU 3ac00aMy, TaKUMHU K HaTeTJIiHif i
pemariiHifi, KTapuTpoMinuH Moxe iHribyBatu eH3uM CYP3A, 1110 MOXKe CIPUYMHUTH TillOTTiKeMilo.
PexoMeH0BaHNY peTEIbLHUI KOHTPOJIb PiBHS TJIFOKO3U.

Owmenpason

3acrocyBaHHs KiapuTtpoMinuHy (500 Mr KoxHi 8 roguH) y kom0OiHatlil 3 omenpa3sonom (40 Mr Ha
no0y) HOpOCIUM 300POBUM HOOPOBOJIBISM IIPU3BOAMIIO A0 MigBUIEHHS PiBHOBaXKHUX KOHLIEHTPALil
omenpasony (C,., AUC,,,, t,, nigBuiysanocs Ha 30 %, 89 % i 34 % BignosinHO). [Ipu 3acTocyBaHHl
TiJIBKM OMeNpPa30jIy cepefHe 3Ha4eHHs PH IIJIyHKOBOrO COKY IIpX BUMipIOBaHHI IPOTATOM 24 TOOUH
CTaHOBHUJIIO 5,2, IPU CyMICHOMY 3aCTOCYBaHHI OMeINpa30ily 3 KIapUTPOMIIIMHOM - 5,7.

Cundenagin, madanagin i eapdeHadin

KoxeH i3 1ux iHri6iTopiB dhocdomiectepasu MeTabomi3yeTbes (MpUHaKMHI YaCTKOBO) 3a Y4acCTIO
CYP3A, a CYP3A Mmoxe iHTiOyBaTHCSI OMHOYACHO MPUUHSATHAM KapuTpoMinuHoM. OgHOYaCHUN
IPUHOM KJTapUTPOMIILIUHY 3 cuifeHadinom, Taganadinom abo BapreHadisioM Moxke MPU3BOOUTH [0
36inbIneHHs ekcno3util iHribiTopa docdoniecTepa3u, TOMY CIIifi pO3TAAAATHA MUTAHHS PO 3HUKEHHS
mo3u cunpeHadiny, Taganadiny abo BapmeHadiny.

TeoginiH, kapbamaseniH

PesynbTaTy KNMiHIYHUX JOCTiAXKeHD [T0Ka3any, 1[0 iCHye He3HayHe, ajie CTaTUCTUYHO 3Hauyle (p <
0,05) 36inmbIeHHST KOHIEHTpalil Teodininy abo kapbaMa3emniny B Iy1a3Mi KPOBi IIpu iX 0MHOYaCHOMY
3aCTOCYBaHHI 3 KJIapUTpOMiuHOM. MoxXe OyTy NOTPiOHUM 3HUKEHHS OO3U.

ToamepoduH

TonTepoguH roloBHUM YMHOM MeTaboJi3yeTrcs 2D6-i30dopmoto iutoxpomy P450 (CYP2D6). OnHak
y natienTiB 6e3 CYP2D6 meTabosi3Mm BinOyBaeThcst uepe3 CYP3A. Y wilt nonynsuii mpurHiveHHs
CYP3A npu3BOoguTh [0 3HAYHOIO MiABUINIEHHS I1JIa3MOBUX KOHIIEHTPALIM TOATePOquHy. [I11s TaKux
NallieHTiB 3HUKEHHS 03U TOJITEePOAUHY MOXKe OyTu HeoOXigHUM y pa3i H0ro 3aCTOCYBaHHS 3
inriitopamu CYP3A, TakKuMHU SIK KJITaPUTPOMIIIKH,

TpuasonbeH3odiazeniHu (Hanpukaad, aabnpasonam, Mi0a3oaam, mpuasonam)

[Tpu 3acTocyBaHHI Miga3zonaMy 3 TabneTkaMu Knaputpominunay (500 Mr 2 pa3u Ha mob6y) AUC
Mifa3onamy 30inbiryBanacs y 2,7 pasa micisl BHYTPIIIHHOBEHHOTO BBEJEHHS Ta ¥ 7 pa3iB Mmicig
IIepopPajIbHOTO 3aCTOCYBaHHS Miga3onamy. Ciiig yHUKaTH KOMOIHOBAaHOTO 3aCTOCYBAHHS
[IepOPaIbHOTO Mifja30jiaMy i KJTapuTpoMiluHy. [Ipy BHYTPIIIHEOBEHHOMY 3aCTOCYBaHHI Mifila3ojaMy 3
KJIapPUTPOMIIIMHOM CJIifi TPOBOJUTH PETEIbHUN KOHTPOJIb CTaHy MallieHTa [AJ1s CBO€4aCHOI KOPEKIIil
NO3H.

Cnip BXXUBaTH TaKuX CaMUX 3aro0ixKHUX 3aX0fIiB ITPX 3aCTOCYBaHHI iHIIKMX OeH30Mia3ermiHiB, sSKi
MeTabomizyioTbecs CYP3A, BKII0Ya0ouy Tpra3oiaM Ta anbipa3onaM. [[n1g 6eH3o/ia3eninis, eniMiHalisa
aKkux He 3anexutsh Bif CYP3A (Temasenam, HiTpa3ellaM, iopa3enaM), PO3BUTOK KJIiIHIYHO 3HAUYINOL
B3a€EMOI1 3 KJIapUTPOMILIMHOM MaJIOMMOBipHUI.

€ oCTMapKeTUHTOBI IOBIIOMIEHHS IIPO B3aEMOIO0 JIiKiB i pO3BUTOK noOiuHMX gBuIl 3 6oky [THC



(Takux SIK COHJIUBICTB i CIJIyTAHICTh CBIIOMOCTI) IPX CYMiICHOMY 3aCTOCYBaHHI KJIapUTPOMILIMHY i
Tpuasonamy. Citig crmocTepiraté 3a CTAHOM ITAIliEHTa, BPaXOBYIOYH MOXKJIUBICTh 30i/TbIIEHHS
dbapmakomoriuaux edekTis 3 60Ky ITHC.

Kopmukocmepoiou

Cnig 6yTu 06epeXXHUMU IIPY OOHOYACHOMY 3aCTOCYBaHHI KJIIaPUTPOMILIMHY 3 CUCTEMHUMHU Ta
iHTaNMAIFHIME KOPTUKOCTEPOifaMHy, sIKi B OCHOBHOMY MeTabomi3yioTecss CYP3A, y 3B's13Ky 3
MOZKJIMBICTIO MiABUINEHHS CHCTEMHO] €KCIIO3UITil KOPTUKOCTEPOIAiB. Y pa3i 0qHOYACHOTO
3aCTOCYBaHHS CJIifi peTENIbHO CIIOCTEPIraTH 3a CTAHOM IAIli€HTIB 11010 00IiYHUX e(eKTiB CUCTEMHUX
KOPTUKOCTEPOIIB.

THwi sudu 83aemo0itl
KoaxiuuH

Konxinun € cy6ctparom CYP3A i P-gp. Bigomo, 1110 KJTapUTPOMILIMH Ta iHIT MakKpoJigu MOXKYThb
npurHivyBatu CYP3A i P-gp. IIpu ogHOYaCHOMY 3aCTOCYBaHHI KJIaPUTPOMILIMHY 1 KOJIXIIIUHY
npurHideHHs P-gp i/a6o CYP3A KnapuTPOMIIIMHOM MOKe CIPUYUHUTHU MiBULIEHHS €KCIIO3HUIIil
KOJIXILIMHY.

OnHovacHe 3aCTOCYBaHHS KJIAPUTPOMIIIMHY 3 KOIXIIMHOM IIPOTUIIOKa3aHe (OUB. PO3MiIn
«IIpoTunoka3aHHI» i «OCOOIMBOCTI 3aCTOCYBaHHI»).

Huz2oKcuH

IUTOKCHH BBaXkKa€eThcsi cyocTpaToM P-gp. Bimomo, 1110 K/TapuTpOMilliH MOXKe IpurHiuysaTtu P-gp. [1pu
OJHOYaCHOMY 3aCTOCYBaHHi IPUTHiYeHHS P-gp MoXke NMpU3BECTH [0 MigBUIIEHHS €KCIIO3HUIIil
purokcuny. I1if 4ac moCTMapKeTUHTOBOTO CIIOCTEPEKEHHS IOBIAOMIIANIOCS IIPO MiABULIEHHS
KOHIIEHTPallil AUTOKCUHY B CUPOBATIIi KPOBIi MAIi€HTIB, IKi 3aCTOCOBYBaJIM KJIAPUTPOMIIINH
OOHOYACHO 3 IUTOKCUHOM. Y IEeSKUX Malli€HTiB PO3BUHYINUCS O3HAKU OUTITATiCHOI TOKCUYHOCTI,
BKJIIOYAlO4YH MMOTEHIIMHO JleTaNnbHi apuTMmil. CIifl peTenbHO KOHTPOIIOBAaTH KOHIIEHTPallil JUTOKCUHY B
CHPOBATIIi KPOBI Malli€HTiB TP MOT0 3aCTOCYBaHHI 3 KJIaPUTPOMILIHUHOM.

3udosyouH

OnHoyacHe 3aCTOCYBaHHS Tab/IeTOK KIapuTpPOMinuHy i 3ugoBynuny v BiJl-iHdpikoBaHUX nalieHTiB
MOXK€e CIPUYUHATY 3HUXKEHHS PIBHOBaKHUX KOHIIEHTPALiM 3UA0BYAUHY B CUPOBATI]i KPOBI.
KnaputpoMminus Moxe nepemkoaxKaty adbcopOuii mepopasbHOT0 3UAOBYAUHY IPYA OLHOYaCHOMY
IIPUUOMI, ajie LbOr0 BEJIMKOK MipOK MOXXHA YHUKHYTH LUISIXOM OOTPUMaHHS 4-TOOUHHOTO iHTepBaly
MiX NpuiioMaM¥ KJIaPUTPOMILIMHY i 3u0BYOUHY. Taka B3a€EMOfisd IPHU 3aCTOCYBaHHi CyCIeH3il
KJIapUTPOMILIMHY i 3um0oBYyOuHY abo nuneokciino3uny y BlJI-indikoBaHux fiTei He crocTepiranacs.
B3aeMopisg MasnoMMOBipHA IIpU IIpU3HaY€HHI KJIapUTPOMILUHY [JI1 BHYTPILIHEOBEHHOT'O BBEIEHHS.

deHimoiH i Banbnpoam

IcHyI0TH crioHTaHHi a00 omy6IiKoBaHi OBiHOMIIEHHS PO B3aeMofito iHribitopis CYP3A, BKIoyaouu
KJIapUTPOMILIMH, 3 TiKapChbKUMU 3aco0amuy, siki He MeTaboni3yoTbcsa CYP3A (Hanpukinap, 3
(beHiTOIHOM Ta Ba/lbIIPOaTOM). PEKOMEHOYEThCS BU3HAUEHHS PiBHS TaKMUX JTIKapChKUX 3aC00iB y
CHpOBATIIi KPOBi ITpX OTHOYACHOMY IIPU3HAYEHHi iX i3 KytapuTpoMinrHOM. [ToBimoMIsAIOCS TIPO
IiABUINEHHS 1X PiBHS Y CHPOBATIIi KPOBI.

[1800iYHO CNPAMOBAHI NiKAPCLKI 83aeMOOii



Amasanasip

3acrocyBaHHs KiaputpoMinuny (500 Mr 2 pa3u Ha mo0y) 3 aTazaHasipoM (400 mr 1 pa3 Ha 0o0y), AKi
€ cyOcTpaTtamu Ta iHribitopamu CYP3A, npusBoauno go 30inblIeHHS €KCIO3HU1lii KJIapUTPOMILIUHY Y 2
pasu Ta 3MeHIeHHs ekcrno3utlii 14-OH-knaputpominuny Ha 70 % 3i 36inemenusmM AUC ata3aHaBipy
Ha 28 %. OCKiIbKY KIAapPUTPOMIIIMH Ma€ BeJIUKUH TePaleBTUYHUH [ialla30H, HeMa€ HeoOXimHOCTi
3HUKYBATH [I03Y IallieHTaM 3 HOPMaJbHOIO QYHKIlEI0 HUPOK. [[03y KIapUTPOMIIIMHY HeoOXimHO
3MeHIUTHU Ha 50 % [ namieHTiB 3 KiipeHcoM KpeaTuHiHy 30-60 Mii/xB i Ha 75 % [J1d IAli€HTIB 3
KJlipeHcoM KpeaTuHiHy < 30 mn/xB. [Jo3u knaputpomiuuny Buine 1000 Mr Ha moby He cIIif
3aCTOCOBYBATH Pa3oM 3 iHribiTopaMu mpoTeasH.

Baokamopu Kaavuiegux KaHanis

Yepe3 pU3UK apTepianbHOI TinoTeH3il 3 00epeKHICTIO CIifl 3aCTOCOBYBaTH KJIApPATPOMIIINH
OHOYACHO 3 6I0KaTOpaMH KabI[iEBUX KaHaiB, 110 MeTabomi3yioTecss CYP3A4 (TakuMu SK
BeparaMisl, aMJIOuIIiH, funTia3eM). [Ipyu B3aeMofii MOXKYTb MiIBUIYBATUCS I1JTa3MOBi KOHIIEHTPallii
SIK KJIQPUTPOMIIIMHY, TaK i 67I0KaTOPiB KabI[ieBUX KaHAIB. Y Malli€HTiB, SKi OTPUMYBaIH
KJIAapPUTPOMIIIH Pa30M 3 BepalaMilioM, CIIOCTepiraaucs apTepianabHa TimoTeHsis, OpamiapuTMii Ta
JTAaKTOAIUA03.

Impaxkonason

Knaputpowminus i iTpakoHa3oin € cybctpatamu Ta inribitopamu CYP3A, y 3B'5I3Ky 3 YUM
KJIapUTPOMILIMH MOXKe IiJBUINYBaTH I1JIa3MOBi PiBHI iTpaKOHA30J1y 1 HaBIaku. Y pa3i 3aCTOCyBaHHSA
iTpaKOHa30Jly pa30oM 3 KJIAPUTPOMIIIMHOM TalliEHTH ITOBHHHI Tepe0yBaTH IIifl MUIbHUM HaTJIAI0M [AJIS
BUSIBJIEHHS MIPOSIBiB @00 CUMIITOMIB ITiICUIEHOT0 a00 IMPOJIOHTOBAHOT'0 (hapMaKOIOTiYHOT0 e(PeKTYy.

CakeiHasip

3acrocyBaHHs KiaputpoMinury (500 Mr 2 pa3u Ha mo0y) i3 cakBiHaBipoM (M’sIKi &KeJlaTUHOBI
karcynu, 1200 mr 3 pa3u Ha 0o0y), siki € cydcTpaTamu i iHribiTopamu CYP3A, y 12 3mopoBux
noOpoBOIBLIiB MTpu3BOAuUIO m0 30inbmentss AUC piBHOBaxHOro ctany Ha 177 %, a C,,, — Ha 187 %
IIOPIBHAHO i3 3aCTOCYBaHHAM TiIbKYU cakBiHasipy. [Ipu npomy AUC i C,, KI1apUTPOMILIUHY
36inpIryBanuch npubnu3Ho Ha 40 % MOPiBHSHO i3 3aCTOCYBAHHSM TilNbKM KJlapuTpoMinuHy. Hemae
HeoOXiTHOCTI B KOPUT'YBaHHi 103, SKIII0 00M/Ba JTiKapChKi 3aco0u 3aCTOCOBYBATH OJHOYACHO
IPOTSATOM 00MeKEHOT0 IIPOMIXKKY Yacy Ta y BUIlle3rafaHUX f03ax/TiKapchkux Gopmax. PesynbraTu
MOCTimKeHHS JTiKapChKol B3a€MO[Iil i3 3aCTOCYBaHHSM M’SIKUX JKeJTaTUHOBUX KalCyJl MOXKYTh He
BifmoBigaTu edeKTaM, SKi CIIOCTepiraroThCs MPU 3aCTOCYBaHHI cakBiHaBipy y GopMi TBepaux
JKeJTaTUHOBUX KamcyJsl. Pe3ynbTaTu OOCTigXKEHHS TiKapChKOl B3a€EMOZIl i3 3aCTOCYBaHHAM JIHIIIE
CakBiHaBipy MOXKYTh He BinoBifaTu edeKTaM, AKi CIIOCTEePIiraroThCs IPU Tepamil
cakBiHaBipoM/puToHaBipoM. Komu cakBiHaBip 3aCTOCOBYBAaTH Pa30M i3 pUTOHABIpOM, HEOOXiIHO
BpaxOBYBaTHU MOXKJIMBUH BIIJIUB PUTOHABIPY Ha KIApUTPOMILMH (IUB. BUILIE).

Oco06.1ueocmi 3acmocyeaHHsi.

KnapuTtpoMmilius He CJlif IprH3HavYaTH BaTiTHUM XiHKaM 0€3 peTeNlbHOI OIIiHKHY CITiBBigHOIIEHHS
KOPHCTH/PU3UK, 0cO0MHMBO y I TpuMecTpi BariTHOCTI (quB. po3Min «3acTOCYBaHHS y Iepio BariTHOCTI
abo romyBaHHS IPYOOIO»).

3 06epeKHICTIO CIIil 3aCTOCOBYBATH JTiKapChKuM 3acib malieHTaM i3 mopymeHHIMU GYHKINI HUPOK
cepenHbOro abo TAXKKOT0 CTymeHs (muB. po3misn «Croci6 3acTOCyBaHHS Ta IO3U»).



TpuBasie abo MOBTOPHE 3aCTOCYBAHHS aHTUOIOTHKIB MOXKe CIPUUNHATH HaOMIiPHUU PiCT HEUYTIUBUX
6akTepiit i rpubis. [Ipu BUHUKHEHH] cynepindekii ciif moyaTy BifMoBifHy Teparito.

KnapuTpoMmilH rojI0BHUM YMHOM BUBOOUTHCS dyepe3 medinky. Ciig foTpuMyBaTUCS 00epeKHOCTI
IIPY 3aCTOCYBaHHI KJIapUTPOMINMHY NallieHTaM i3 NOpyIIeHHIMU (PYHKIIi1 TeYiHKY Bifl TOMIPHOTO [0
TSIKKOTO CTyIeHs (OuB. po3min «Crocib 3aCTOCYBaHHS Ta HO3U»).

[Tig yac 3acTOCyBaHHS KIaPUTPOMINMHY MOBIIOMISIOCS IPO MOPYIIEHHS (QYHKIIIl TeYiHKHY,
BKJ/TIOHAIOYH IigBUINEHUY piBeHb GEePMEHTIB IeUiHKH, i PO remaToeonsIpaui Ta/abo
XOJIeCTaTUYHUY TellaTUT 3 XKOBTSHHUIIEI0 abo 6e3 Hel. [[uchyHKIIig MediHKu Moxke OyTH TSXKKOIO, aje,
SK TIPaBUJI0, BOHa 000poTHA. [HOi IOBiMOMIISANIOCS TIPO IeUYiHKOBY HEIOCTATHICTE 3 JI€TaIbHUM
HacnigkoM (muB. po3nin «I1obiyHi peakiii»), sKa B OCHOBHOMY OyJia acollifioBaHa 3 CEPHO3HUMHU
OCHOBHUMHU XBopoOaMu Ta/abo CymyTHIM MeOuKaMeHTO3HUM JiKyBaHHAM. HeoOxigHO HeraiHo
IPUNMHUATYA 3aCTOCYBaHHS KIapPUTPOMIIIMHY IPY BUHUKHEHHI IIPOSBIB Ta CHMIITOMIB rellaTUTY, TaKUX
SIK aHOPEKCisl, JKOBTSIHUIIS, TOTEMHIHHS cedi, cBepOixk abo Oinb y minsgHIl KUBOTA.

[Tpo pO3BUTOK IICeBHOMeMOPAHO3HOI'0 KOJIiTY Bifl TOMIPHOTO CTYIIEHS TSXKKOCTi IO TAKOI0, IO
3arpoxye XXKUTTIO, TOBIIOMIISNIOCS TP 3aCTOCYBaHHI MPAKTUYHO BCiX aHTHOAKTEpialbHUX
Ipernaparis, y TOMy 4MCIIi MakpoJiaiB. IIpo po3BUTOK fiapei, cnpuunHeHoi Clostridium difficile
(CDAD), Bif IOMIpHOTO CTyIIeHS TAKKOCTIL IO KOJITY 3 JIeTaJIbHUM HACJIiIKOM IIOBIAOMIISANIOCS IIpU
3aCTOCyBaHHI IPaKTUYHO BCiX aHTHOAKTepialbHUX IIpenaparTiB, y TOMYy YHUCIIi KJIAPUTPOMIIIUHY.
Tepamis aHTuOaKTepiaTbHUMU IIpeIapaTaMu MOPYIINYE HOPMaIbHY MiKPo(IIOpy KUIIEYHUKY, III0
MOXKe IIPU3BECTH [0 HaaMipHOTO pocTy Clostridium difficile. Crnin 3aBXKOu aM’aTaTH IIPO
MOXKJIUBICTb PO3BUTKY Aiapei, cipuunHeHoi Clostridium difficile, y Bcix mallieHTiB 3 fiapee€o micis
3acTocyBaHHS aHTUOiOTHKIB. KpiM Toro, HE0OXimHO peTenbHO 3i0paTy aHaMHe3, OCKiIbKY 1IPO
PO3BUTOK miapel, cupuunHeHoi CDAD, moBigqoMIsiIOCsS HaBiTh yepe3 2 MicsIli mics 3aCTOCyBaHHS
aHTtuOaKTepianbHUX MpenapaTiB. ToMy JIiKyBaHHS KJIAPUTPOMILIMHOM CJIifi TPUIUHUTH HE3aJIeXKHO Bifl
TI0Ka3aHb, 3a IKUMHU Woro Oyso nmpusHadeHo. [ToTpibHO mpoBecTH MikpobionoriyHe JOCTIIKEHHS Ta
po3mnoyaT HeobxigHe NMikyBaHHS. CIil yHUKATH MIPUHAOMY IIperaparis, 1[0 MPUTHIYYIOTh
IIePUCTaIbTUKY.

KoaxiuuH

[ToBimoMIANIOCS IPO PO3BUTOK KONIXIMHOBOL TOKCUYHOCTI (Y TOMY YHCII 3 JIeTaTbHUM HaC/IiIKOM)
IIPY CYyMiCHOMY 3aCTOCYBaHHiI KIIapPUTPOMIIMHY i KONXIIMHY, 0COOIMBO V NAlli€EHTIB JIITHHOTO BiKY, Y
TOMY YHCJIi Ha TJIi HUPKOBOI HEJIOCTATHOCTI (IKB. po3AiN «B3aeMofiig 3 iHIUMU TiKapChKUMU
3acobaMu Ta iHIIi BUOW B3aeMOLili»). CyMiCHe 3aCTOCyBaHHS KIapUTPOMIIMHY 3 KOJIXIIHHOM
IPOTUIIOKa3aHe (OuB. po3nin «IIpoTunoka3aHH»).

3 00epexkHiCTIO CITi 3aCTOCOBYBATH OOHOYACHO KJIAPUTPOMIIIMH Ta TPHa30/10eH30/ia3eminy,
HaIlpUKJaf, Tprua3ojaM, BHYTPIlIHbOBEHHUN Mifa301aM (OuB. po3fin «B3aemofis 3 iHIIUMET
JMiKapChKUMU 3aco0aMy Ta iHIII BUOU B3aEMOIIN»).

3 06epexKHICTIO CJTil 3aCTOCOBYBATH KJIaPUTPOMIIIMH ONHOYACHO 3 iHIMMU OTOTOKCUYHUMU
3acobamu, 0co6/IKBO 3 aMiHorNmiKo3uaaMu. Cliif IPOBOOUTYH KOHTPOJIb BECTUOYIIPHOL Ta CIyX0BO1
GbyHKIII g 9ac Ta micns NiKyBaHHS.

Cepuego-cyOuHHi YCKAAOHEeHHA

[MomoBxkenHs iHTepBany QT, ske BimoOpazkae BIIJIMB Ha PEIOISIPU3AIiI0 CEPIs, 1[0 CTBOPIOE PU3UK
PO3BUTKY CepIeBOl apuTMil Ta torsades de pointes, ClocTepiranocs y Nalli€HTiB IPH JiKyBaHHi
MaKpOJIifaMu, BKII0Yal04Yy KIapUTPOMIIuH (muB. po3min «[Tobiuni peakrii»). Yepea migBuieHun



pU3UK nofoBXKeHHA iHTepBany QT Ta MITyHOYKOBUX apuUTMiil (BK/II04aouu torsade de pointes)
3aCTOCYBaHHS KJIapUTPOMILIMHY IIPOTUIIOKA3aHO: MallieHTaM, Kl IPUUMalTh aCTeMi30J1, IU3alpuy,
OOMIIEPUIIOH, IMMO3KU Ta TepPeHaauH; mallieHTaM 3 TilmoKasieMi€lo; maIieHTaM i3 MoJ0OBXKEeHHSIM
inTepBany QT abo IIIyHOUYKOBOIO CEPIIEBOI0 apUTMi€l0 B aHaMHe3i (quB. po3Min «IIpoTUIIOKa3aHHSI»).

Kpim Toro, KapuTpoMiluH ciif 3 06epekHiCTI0 3aCTOCOBYBATH HUKYe3a3HAYEHUM I'PyIaM
[AllieHTiB.

[TanieHTH 3 ieMiyHO0 XBOPOOOI0 CEePIIs, TIKKOI0 CEPIIEBOI0 HEJOCTATHICTIO, TOPYIIEHHSIMU
npoBigHOCTI a0 3 KIiHiYHO 3HaYyII00 OpaguKapHieo.

[TarieHTH, SIKi OQHOYACHO MPUUMAIOTh iHIII IIpenapaTy, sSKi CIPUSI0Th TOOOBXEHH!O0 iHTepBany QT,
KpIM THX, IKi IIPOTUIIOKA3aHi.

PesynbraTy enifgeMiosorivyHux JOCHiAXKeHb 00 PU3UKY HECIIPUATIUBUX CEPLEBO-CyIUHHUX
HACJIiKIB 3aCTOCYBaHHS MaKpOJIifiB JOCUTH Pi3Hi. [lesKi ClloCTepeKeHHS BUSBUIIN PiOKICHUN
KOPOTKOTEPMiHOBUY PU3KK PO3BUTKY apUTMii, iH(apKTy MioKapaa Ta IeTaJbHOTO CepleBo-
CYAVHHOTO HACIIJKY, IT0B’I3aHOT0 3 3aCTOCYBaHHSIM MaKpOJIifiiB, BKIII04al4yX KJIIapUTPOMILIKH.
Po3rnsm nux pe3ynbTaTiB IpU IPU3HAYEHHI KIIaPUTPOMILIMHY Ma€e 0yTu 30a1aHCOBAaHUM ILI00
IepeBar JIiKyBaHH.

ITHesMmOHI A

OckinbKy MOXKIIMBE iCHYBaHHS PEe3UCTEHTHOCTI Streptococcus pneumoniae 0o MakKpoOJIifiiB, BaXKJIMBO
IIPOBOUTY TECT Ha YYT/IMBICTh TP IPHU3HAUYEHHI KJIAPUTPOMIIIMHY [JIS JTiKyBaHHS HETOCIiTaIbHOL
ITHEeBMOHii. ¥ paai rocmitanbHOl THEBMOHII KJTapUTPOMIIIUH MTOTPIOHO 3aCTOCOBYBAaTH Y KoMOiHalii 3
IHITMMUY BiATIOBIMHUMHU aHTUOIOTUKAMU.

IHpeKuil wKipu ma m’AKuUX MKAHUH 8i0 n1e2K020 00 NOMIPHO20 CMyNeHsA MAXCKoCmi

[ani iHQeKIIil HalvacTie CIpUYWHEH] MikpoopraHidmamu Staphylococcus aureus ta Streptococcus
pyogenes, KOXeH 3 IKAX MOXe OyTH Pe3UCTEHTHUM [I0 MaKpoifiB. ToMy BaXK/IMBO IIPOBOJUTH TECT
Ha YyTIUBICTb. Y pa3i Koy HEMOXKJIMBO 3aCTOCyBaTH OeTa-naKTaMHi aHTHOIOTUKY (HANpUKam, y
pasi aneprii), K npernapaTy IepIIoro Bu6OPy MOXKHa 3aCTOCOBYBATH iHII aHTUOIOTUKY, HAaIIPUKIIaZ,
KJTiHgaminuH. Ha cboTOmHI MaKkpoJIiay BifirpaioTh pPoJib TiTbKY Y JIiIKyBaHHI AedKUX iHPEKIIiN MKipu
Ta M'SIKUX TKaHUH, HallpUKiag, iHdekin, cupuuuHerux Corynebacterium minutissimum, acne
vulgaris, 6emMx0BOr0 3amajgeHHs, Ta Y CUTYyalligX, KOJIU He MOXKHa 3aCTOCOBYBATH MEHIIUITIHHU.

Y BUNagKy PO3BUTKY TAKKUX FOCTPUX Peaklid rinepyyT/INBOCTI, TaKUX K aHadinakcis, TIXKi
mKipHi mo6iyHi peakuii (HampuKiaj, TOCTPUM reHepasti3oBaHui eK3aHTeMaTO3HUM MTyCTYIIbO03,
curapoM CriBeHca - [I2KOHCOHA, TOKCUYHUY elliflepMaTbHUN HEKPOJIi3, MeIUKaMeHTO3Ha IKipHa
peaxiiis, o CyIpOBOMXKYEThCS e03nHOGiniel0 Ta cucteMHuMu cumntomamu (DRESS)), xBopoba
[lennsayHa - ['eHOXa, Tepamito KIapAUTPOMILIMHOM CITifl HETalHO MPUIMHUATY Ta OApPa3y XK PO3M0oYaTH
BifITTOBiHE JTiKyBaHHS.

Knaputpowminus noTpibHO 3aCTOCOBYBaTH 3 00€PEKHICTIO IPU OOHOYACHOMY IIpH3HaYeHH] 3
ingykTopamu ¢pepmenty uutoxpomy CYP3A4 (nus. po3nin «B3aeMopis 3 iHIMUMYU TiKapChKUMUI
3aco0aMu Ta iHII BUOY B3aEMOMIl»).

Criig 3BEpHYTH yBary Ha MOXKJIMBY IIepPeXpPeCHy PE3UCTEHTHICTh MiXK KJIapUTPOMILIMHOM Ta iHIIUMHA
MaKpOJIifaMH, a TaKOXK JTIHKOMIIIMHOM 1 KITiHOAMIiIIMHOM.

IHz2i6imopu I'me-KoA-pedykmasu (cmamuHu)



Kom0GiHOBaHe 3aCTOCYBaHHS KJIaPUTPOMIIIMHY 3 TOBACTAaTMHOM a00 CUMBACTAaTUHOM ITPOTUIIOKA3aHe
(ouB. po3min «[IpotunokasanHs»). Ciix 3 00epekHICTIO MPU3HAYaTH KIaPUTPOMIIIMH OIHOYACHO 3
iHmuMu ctatuHaMu. [10BimOMIISIIOCS ITPO PO3BUTOK PabmoOMioi3y y malieHTiB IPH CyMiCHOMY
3aCTOCYBaHHI KJIapUTPOMIIMHY i cTaTuHiB. HeoOximHMIT MOHITOPUHT CTaHy Malli€HTiB 00 O3HaK i
CHMIITOMIB Miomarii. ¥ pa3i Koy oqHOYaCHOT0 3aCTOCYBAHHS KJIAPUTPOMIIIMHY 31 CTaTHHAMU
YHUKHYTU HEMOXKJIUBO, PEKOMEHOY€EThCS IIpU3HadYaTU HaMeHIly PEKOMEHI0BaHY 03y CTaTUHY.
MoznuBe 3aCTOCYBaHHS CTAaTUHY, SKUU He 3aexkuThb Big Metabonizmy CYP3A (Hanmpukiap,
bnyBacTaTuHy) (OuB. po3min «B3aemogmis 3 iHIIMMYU JTiKapCbKUMHU 3aco0aMu Ta iHIM BUIH
B3AEMOIIN»).

ITepopanvHi einoeaikeMivHi 3acobu/iHcyaiH

KomM06iHoBaHe 3aCTOCyBaHHS KJIApPUTPOMIIIMHY Ta ITepOpPalbHUX TinoriaikeMiuHux 3acob6iB (HampuKia,
TOXiOHUX CYIb(OHiICeY0BUHM) Ta/ab0 iHCYIiHY MOXKe CIPUYUHSATYA BUpPaXKeHy TinoriikeMiio.
PekomeHnoBaHM PETENbHUYM MOHITOPHUHT PiBHS I'TIOKO3H (OUB. PO3min «B3aemomis 3 iHIKUMU
JiKapChKUMHU 3aco0aMu Ta iHIIi BUOKM B3aEMOIiN»).

IlepopaavHi aHmukoaz2yassHmu

[Ipu cyMicHOMY 3aCTOCYBaHHI KJIapUTPOMILIMHY 3 BaphapruHOM iCHY€E PU3UK CEPHO3HOI KPOBOTEU,
3HAYHOTO MiIBUIIeHHS MoKa3HuKa MHB (MixkHapomHe HOpMalti3oBaHe BiJHOIIIEHHS) Ta
IpoTpoMOiHOBOTO Yacy (muB. po3fin «B3aemofia 3 iHIIMMHU JTiKApCHbKAMHU 3aco0aMu Ta iHIII BUAU
B3aeMofii»). [Toku maiieHTy OTPUMYIOTh OGHOYACHO KJIaPUTPOMILIMH Ta IepopasibHi
AQHTUKOATYJISIHTH, TOTPi6HO mocTiiHo KoHTposoBaTd MHB Ta mpoTpoM6iHoBuUii Yac.

Cnip 6yTy 06epeXHUMU IPU OJHOYAaCHOMY 3aCTOCYBaHHI KJIapUTPOMIILIMHY 3 IEPOpPaIbHIMU
AQHTHKOATYJISTHTAMHU IIPSMOI [Iii, TaKUMHU 5K mabiraTpaH, puBapokcalaH, amikcabaH Ta eqokcalaH,
0C06JIMBO TallieHTaM i3 BUCOKMM PU3UKOM KPOBOTEUi (TUB. Po3nin «B3aeMopis 3 iHIMMU
JiKapChKUMH 3ac00aMu Ta iHIIi BUOKW B3aEMOTIiN»).

IonomidxcHI peyoguHu

o ckmamy miKapchbKoro 3aco0y BXOOUTH Caxapo3a, TOMY MallieHTaM 3 PifKiCHUMU CIIagKOBUMHU
dbopMaMy HeIIepeHOCUMOCTi (PPYKTO3HU, CHHOPOMOM T'JTF0K030-TalaKTO3HO1 Manbabcop6irii abo 3
He[0CTaTHICTIO LIyKpa3u-i30MaibTa3u He CIIif M0Tr0 3aCTOCOBYBATH.

®pominin®, rpaHyNu A OpaIbHOI CyCleH3il, TaK0XK MiCTATH OJIil0 PALMHOBY, K& MOXE BUKJIMKATH
IopyIIeHHs 3 60Ky IIJTyHKa Ta Aiapero.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BariTHicTb

Beameka 3acTocyBaHHS KJIaPUTPOMILIMHY Y Iepiof BariTHOCTI abo rogyBaHHS I'PYAMI0 He
BCTAHOBJIeHAa. BUxogsa4u 3 pe3ynbTaTiB, OTPUMaHUX y OOCTIAKEHHSAX Ha TBApUHAX, Ta JOCBIAY
3aCTOCYBaHHS KJIaPUTPOMIIUHY JIIOASAM, He MOXKHA BUKJIIOUATH MOXKJIUBICTh HETAaTUBHOI'O BIJIUBY Ha
eMOpioHanpHUYM PO3BUTOK. [lesiKi oOcepBalliiiti moCigKeHHS, 110 OIiHIOBAJIU BIIJIUB KIaPUTPOMIIIUHY
npotarom I ta II TpumecTpy, BUSIBUIYN MigBUILEHUY PU3UK BUKUIOHS IIOPIBHSIHO 3 BifCYyTHICTIO
3aCTOCyBaHHS aHTUOIOTUKIB a00 BUKOPUCTAHHSM iHIINX aHTUOIOTUKIB IIPOTSITOM TOTO X IIEPIOfy.
HocTymnHi gaHi enifgeMionoriyHuX OOCHIAXKEHb 040 PU3UKY CEPUO3HUX BPOIXKEHUX Bafl PO3BUTKY
IIPY 3aCTOCYBaHHI MakKpOJIiAiB, BKIOYAOUYX KJIaPUTPOMIIUH, Tl Yac BariTHOCTI CyllepeYsIuBi.



Knapurpominue MOXXHa IpU3Ha4yaTH JIUIlle y BUllafKaX, KOJIU O4iKyBaHa KOPUCTh OJIs MaTepi
niepeBaXa€e MOXKJIMBUHM PU3UK [JIS MJI0f1a, 0COOIMBO MPOTSATOM MEPIINX TPhOX MiCSIIB BariTHOCTI.

l'omyBaHHS TPYIIIO

KnapuTpoMiluH y HeBEJIUKUX KIIbKOCTSAX BUAUIAETLCS Y TPYAHE MOJIOKO JIIOOUHY. BU3Ha4eHo, 1110
[OUTVHA, IKa 3HAXOMUTHCS BUKJIIOYHO Ha TPYOHOMY BUTOOBYBaHHiI, oTpuMae 01u3bko 1,7 % mo3u
KJIapUTPOMILIMHY (CKOPUTOBaHOL 3a Baroio) MarTepi.

ToMy KJTapUTPOMILIMH IPOTUIIOKA3aHUY XKiHKaM, SKi TOOYIOTh I'PYAAL0.

DepTUNLHICTD

HocrnigxeHHS pepTUIbHOCTI Ha IIypax He BUSBUIIN XKOOHUX O3HAK IIKiAJIMBOTO BIIJIUBY.

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

Hani mpo BryuB BimcyTHi. OgHaK cyif 6paTu 0 yBaru MOXKJIMBe BUHUKHEHHS MOOIYHUX peakliiil 3
00Ky HEpBOBOI CUCTEMHM, TaKUX K CYNOMH, 3allaMOPOYEHHS, BEPTUTO, CINIyTaHICTh CBiIOMOCTI,
CIUIYyTaHICTh CBIOMOCTI, Je30pieHTalis, AKi MOXYTh BIUIMHYTH Ha MIBUAKICTH IICUXOMOTOPHUX
peakiii.

Cnoci6 3acmocyeaHHsi ma do3u.

HemikobakmepiaabHi iHpekuii

Ins miKyBaHHS HeMikoOaKTepialbHUX iHQEKIIi peKoMeHIoBaHa q03a [IJIs HeMOBJISAT i iTell BikoM Bif
6 micsiniB o 12 pokiB CTaHOBUTH Bif 7,5 MI/KT 2 pa3u Ha mo0y mo MakcuManbHOl - 500 Mr 2 pa3u Ha
noOy. TpuBasicTh NTiKyBaHHS 3a3BU4al CTaHOBUTH 5-10 [{1i0 3amexkHO Bifg BUAy 30yOHUKA Ta TAXKKOCTI
nepebiry 3axBopioBaHHs. CycIlieH3il0 3aCTOCOBYBAaTH He3aeKHO Bif IPUHOMY 1XKi (MOXKHa puUuiiMaTu
3 MOJIOKOM).

PekoMeH0BaHO [laBaTH [OiTIM BUIIUTU TPOXY PiAMHY micys npuiioMmy cycneHail. CycreH3is ams
IIepopajbHOTO 3aCTOCYBaHHS MiCTUTH APiOHI rpaHyny, SKi AUTHHI He CIIiJ PO33KOBYBATH, OCKIIbKU
IXHil BMICT TipKy# Ha cMak. [IJ1s IpuioMy 0O3U OOHA€EThCS IIIPHUIL A1l IePOPaIbHOTO BBEIEeHHS
cycmeHsil. B oqHOMYy OBHOMY LINPHUII - 5 MJI CyCIeH3il, sKa MiCTuTb 125 Mr. [1ic/ist KOKHOTO0
3aCTOCYBAHHA LIMPHULL CIIiI IPOMUTH BOLOIO.

Io3yBaHHS TiKapchbKOro 3aco0y mIs miTei 3 HeMikoOaKTepialbHOIO iH(DEKIIi€l0 3aIeKHO Bif Macu
Tina.

Maca Tina guTuHu* 03a CycHeH3il mid IpuioMy BcepenuH

(xr) § ilmnpng 125 MFJ}IS MJ'II:)) Y PR flosa (mr)
8-11 2,5 M1 2 pa3u Ha o6y (%) 62,5
12-19 5 M1 2 pa3u Ha o6y (1) 125
20-29 7,5 M7 2 pa3u Ha 106y (1Y%2) 187,5




[30-40 [10 M7 2 pasu Ha moby (2) [250 |

*[IiTAM 3 Macow Tita 0o 8 Kr fo3y CJIif po3paxoByBaTH Ha Kijiorpam Macu Tina (7,5 MI/Kr 2 pa3u Ha
noGy).

ITauieHmu 3 HUPK0BOH HeAoCMmamHicmio

[liTsaMm 3 kimipeHcoM KpeaTuHiHy MeHIne 30 MiI/XB 403y IIpenapary ciif 3meHmuTa Ha 50 % go
7,5 Mr/Kr Ha f00y. JIiKyBaHHS MOBUHHO TPUBATH He foBile 14 OHiB.

MikobakmepiaavHi iHpekuii

g nikyBaHHS MiKoOaKTepianbHUX iH(MEKIil y [iTeli peKoMeH0BaHa 403a KJIapPUTPOMILIUHY Y
BUTTISIAI CyCIeH3il CTaHOBUTSH Bif 7,5 mo 15 Mr/kr 2 pa3u Ha mo0y, 3aleXHO Bif iHAUBigyambHOI
KJTIHIYHO] OLIHKY JIiKapeM CTaHy NallieHTa Ta TIKKOCTI 3aXBOPIOBAHHS; IPU LHOMY He CJIiJ
IIepEBUIITYBATU MaKCUMabHy 703y - 1o 500 Mr 2 pa3u Ha 1o0y.

JlikyBaHHS CIifg TPOOOBXKYBAaTH, TIOKU CIOCTEPIra€ThCd KIiHiYHA e(eKTUBHICTh Bif] 3aCTOCYBaHHS
mpernapary (Moxe 3HagoOUTHCS HOOAaTKOBa Tepamis y koMOiHalil 3 iHmuMu
aHTUMiKoOaKTepialbHUMY IIpenapaTaMu). [lo3yBaHHS IIpenapaTry, peKOMeHI0BaHe MAJIS JIiKyBaHHS
miTei 3 MikoOaKTepianbHUMHU iHGEKIISIMY, 3aJTIeXKUTh Bifl MAacH Tijla IUTUHU.

Io3yBaHHS ITiKapChKOro 3aco0y miTsAM 3 MiKoOGaKTepianbHOIO iHEKITEI0 3a/IeXKUTh Biff Macu Tina.

Maca Tina [lo3a cycneHsii ans npuitomMy Bcepenuny (mmpuif 125 mMr / 5 M)
OuTUHE* 7,5 MT/KT 2 pa3u Ha fo0y 15 Mr/kr 2 pasu Ha §o0y
8-11 xr 2,5 M1 2 pa3u Ha o6y (%) 5 M1 2 pa3u Ha o6y (1)**
12-19 kT 5 M1t 2 pa3u Ha o6y (1) 10 mn 2 pa3u Ha go0y (2)**
20-29 kr 7,5 M7 2 pa3u Ha 700y (1Y%2) 15 M 2 pasu Ha go0y (3)**
30-40 xr 10 mn 2 pa3u Ha goby (2)** 20 M7 2 pa3u Ha fo0y (4)**

*TliTsIM 3 Macolo Tina go 8 KT J03y CJIifl po3paxoByBaTH Ha KiyorpaMm Macu Tina (7,5-15 mMr/kr/mo6y).

**[[OI[iJIBHO 3aCTOCYBAHHS JIiKapChKOro 3acoby ®pominin” 3 gosyBaHHAM 250 Mr/5 M.

ITpueomyeaHHA cycneHsii

s npurotryBanHs 60 M cycrieH3il noTpibHOo 42 My ounilleHol abo KU’ S9€eHOl i 0X0I0qKeH01 BOAH.
Crpycutu ¢nakoH, o0 po3’egHatu rpanynu. [JomaTu 65113bK0 Y2 06’'eMy He0OXiHOI KiTbKOCTi BoAH i
PeTebHO CTPYCUTH OO PO3UMHEHHS IpaHyl. [logaTt BOAY, IO 3aJULIXUIACS, OO MiTKU Ha (rakoHi i
noOpe CTPYCHUTH.

YHUuKaTH iHTEHCUBHOTO Ta/a00 TPHUBAJIOr0 CTPYIIyBaHHS. [Iepen KOXKHUM 3aCTOCYBAaHHSIM
JiKapChKOTro 3aco0y citig cTpyuryBaTy GhJIaKOH M7 BiTHOBIIEHHS CYCIIeH3ii.

Himu.

KrminiuHi mocmigKeHHS 3aCTOCYBaHHSA KJIapPUTPOMILMHY y (GOPMi CyCIIeH3il TPOBOAUIHN 3 YYaCTIO giTel



BiKOM Bif] 6 MicsmiB o 12 poKiB, TOMY KIapUTPOMINMH ¥ HopMi cycrieH3il MoKHa IpU3HAYaTH JiTIM
BiKOM Bif 6 MicsiB 0o 12 poxkis.

Ilepedo3yeanHsi.

Cumnmomu: 6moBaHHs, abmoMiHanbHUM Oinb, TOOBHUY 6iNTb Ta 3alIlaMOPOYEHHS. B oHOTO mallieHTa
3 GinoNIIPHUM PO3/IafloM B aHaMHe3i Iic/Is mpuiioMy 8 T KJTapuTPOMIIuHY OyIu OnucaHi 3MiHU
IICUXIYHOTO CTaHy, TapaHoigasibHa MTOBeMiHKa, TillOKaJlieMis Ta TilmoKceMis.

JIiKy8aHHA: IPOMUBAHHS LITTyHKA Ta CUMIITOMAaTU4Ha Tepalid. 4K i y BUllaAKy 3 IHIIUMU
MaKpoJlijamMu, MaJoiMoBipHO, 1106 remMopiani3 abo mepuToHea IbHUM Oiajli3 CyTTEBO BIJIMBAJIU Ha
BMICT KJIaPUTPOMIIIMHY B CUPOBATIL]i KPOBI.

ITobiuni peakuii.

HaityacTimmmu Ta IOMIMPEeHUME MTOOIYHUMHU PeakIlisiMu, OB’ I3aHUMHU 3 Tepallieio
KJIaPUTPOMILIMHOM, SIK V IOPOC/IUX, TaK i y miTe#, Oymu 6inb y KUBOTI, Aiapest, HygoTa, O/1I0BaHHS Ta
CIIoTBOpeHHs cMaky. Li mobiuHi peakilii 3a3Buyail He3HaYHi 3a iIHTEHCUBHICTIO i BigIOBialOTh
BimoMoMmy mpodino 6e3meky MakpoligHuX aHTUOi0THKIB. He Oyn0 cyTTEBOI Pi3HUIIL B 4aCTOTi LUX
no0iYHKX peakilili 3 00Ky IITYHKOBO-KHIIIKOBOTO TPAKTY IIiff Yac KITiHIYHUX JOCIIiIKeHb Mik
MOMYJISLISIMU TAlli€EHTIiB i3 MiKoOaKTepiambHUMY iHPEKITIIMY i MallieHTiB 6e3 Takux iH(eKIin.

Y HUK4YeHaBefeHil TabauIli 3a3HaYeHO 00iYHiI peakliii, IKi BUHUKAJIU B XO[i KIiHIYHUX BUNIPOOYBaHb
Ta IIifl Yac MOCTMapKETHHTOBOT'0 3aCTOCYBAHHS KIapPUTPOMILIMHY 3 HETAaWHUM BUBIJTbHEHHSIM, TPaHY
IIJIsT ITepopasbHOI CyCIieH3il Ta TabIeTOK 3 MOOOBXKEHUM BUBITbHEHHSIM.

Peakiii, gKi mpuHaMHi IMOBIpHO OB’s13aHi 3 KJIapUTPOMII[MHOM, HaBe[leHi 3a CHCTeMaMy OpraHiB i
3a 4acToToo: yacTo (= 1/100 — < 1/10), HewacTto (= 1/1000 — < 1/100) i HeBimomo (mobiuHi peaxirii
3 IOCTMapKETUHTOBOTO JOCBiAy; He MOXKHA OIIHUTY YacTOTy 3a HasiBHUMU JaHUMU).

CucreMa [To6GiuHi peakiii

OpraHiB JacTo HeuacTo HeBimomo

[HdeKil Ta iHBa3il [emomniT', KaHAUKO3 PoTOBOI|[IceBIOMEMOPaHO3HIH
MTOPOXKHWHH, KOJIIT, OeIInuxoBe
racTpPOEHTEpUT’, iHdekia®, [3alaNeHHs, epuTpasMa
BariHabHa iHGEKITisT

3 Goky KpOBi i TlefikoneHist, HeliTponeris’, |ATpaHyIONUTOS,

miM@aTruyHOol TpoMGOLUTOMIS’, TPOMOOLIUTOIEHIs

CUCTEMH eo3uHOdimisa"

3 GoKy iMyHHOI AnadinakroinHi peakuii’, |AHadimakTHuHi peakii,

CUCTEMU rinepuyTINBICTH QHTiIOHEBPOTUYHUM

HaOpSK
3 60Ky MeTabomi3my i AHODEKCis, 3HMKEHHS
Xap4YyBaHHS AmeTUTY




3 OOKY IICUXiKH

be3coHHS

TpPHBOXKHICT, HEPBO3HICTH

[Icux03, CIIyTaHICTh
CBiIOMOCTI,
merepcoHatisalis,
merpecis, me3opieHTallis,
TaJTIoIMHAIll, KaXJIuBi
CHOBHU[IHHS, MaHiq

3 00Ky LIeHTpaJIbHOI

TT13reB3isa roJIOBHUHI
0inn

Brpara cBimomocTi’,

Cynomu, ares3ig,

HEPBOBOI CUCTEMU nucKine3is', [MapoCMist, aHOCMis,
3allaMOPOYeHHS, rapecTesis
COHJIMBICTB, TPEMOP

3 00Ky OpraHiB CITyXy 3anamMoOpo4YeHHd, Brparta ciyxy

i mabipuHTHI
MOPYIIEeHHS

[OTIpILIEHHS CIyXY, A3BIH Y
ByXax

3 6oKy cepist

3ynuHKa cepus’,
(Gi6punamis nepencepns’,
rnogoBxeHHd iHTepBany QT,
eKCTACHCTONIHX', BiIUyTTs
cepueOuTTs

[lipyeTHa IUIyHOYKOBa
Taxikapmis (torsades de
pointes), MUIYHOYKOBA
TaxXiKapgais

3 00Ky cynouH

BazomumaTalris’

KpoBOBUIUB

3 00Ky muXaIbHOI
CHCTEMHU, OpraHiB
rPYOHOL KJTITKY Ta
CepemoCTiHHS

HocoBa KpoBoTeua®, acTMa’,
eMG0isl CyIuH nerexis’

3 00Ky TpPaBHOTO
TPAKTY

Iliapesi, O10BaHHS,
MUCIIeIICist, HyOOTa,
Oinb y KUBOTI

E3ocarit’,
racTtpoe3odareanbHa
pediokcHa xBopoba’,
raCTPHUT, IPOKTANTIs’,
CTOMATHUT, TJIOCUT, 3TYTTS
XKIBOTA', 3aII0p, CYXiCTb y
POTI, BiIpUXKKa, METEOPU3M

['oCTpuil MaHKPEaTHuT,
3MiHaA KOJIbOPY A3UKA,
3MiHa K0/IbOpy 3y0iB

3 OOKy
remnaToOiniapHOI
CUCTEMU

BinxuneHHs Bif
HOPMU
(byHKLIOHATBHUX
TECTIB IIEYiHKH

Xonectas®, rematut’,
migBUIeHHS piBHA AJIT,
ACT, I'TT*

[leuiHKOBa
HEeIOCTaTHICTD,
XOJIecTaTu4YHa
PKOBTSIHUIIS,
rernaToLerntosapHa
PKOBTSIHUIIS

3 OOKy LIKipH i
MigITKipHOI
KJIITKOBUHU

BucumnazHs,
rineprigpos

Bynb03HMI IepMATHUT,
cBepOixK, KPOITUB'THKA,
MaKyJI0-IIanyJ1b03Hi
BUCHIIAHHS

Ts1xKi mKipHi mobivHi
peaxiril (Harmpukiagm,
rOCTpUU
reHepasizoBaHu
eK3aHTEeMaTO3HUHI
TyCTYJIb03, CUHIPOM
CriBenca-I>xoHCOHA®,
TOKCUYHUH
emigepMaIbHUN
HeKpoi3®,
DRESS-cuHapoM, akHe,
xBOpoOa

[[MennarHa-I eHoxa




3 OOKY OIIOPHO- M’s130Bi cmasMu’, cKeneTHo- [Pabmomionis® (3a
PYXOBOI CUCTEMH Ta M’SI30Ba PUTIIHICTD', mesKUMU

CIIOJIyYHOI TKaHUHU MiaITis OBiTOMJIEHHSIMH,
PabmoMiosTi3 BUHKUKAB,
KOJIY KJIapUTPOMIIIMH
3aCTOCOBYBa/I CyMICHO 3
IHIIKMY JTiIKapChKUMU
3acobaMu, Ipo SKi
BiZIOMO, 1[0 BOHU
ACOLII0I0THCA 3
pabmomiosizoM (Taki K
cTtaTuHy, GibpaTH,
KOJIXilIH a60
AJIONyPUHOII)), MiomaTis

3 60Ky HUPOK i [linBuieHHs KpeaTuHiny  |HupkoBa HEOOCTATHICTSH,
CEe4OBUIINBHOL KpOBi', migBUIIEHHS IHTepCTULiaTbHUI
CHCTEMH CeuOBHHHU KPOBi' He(pHT
3aranbHi nopyieHHs [Onebit y Micii HesnyxaHHS', rapsgdka’,
Ta MicIle BBeJIeHHSI  [BBemeHHS', OiNb, acTeHis, 6inb y rpymax’,
3amaneHHs ¥ MiCli  |o3H06', BTOMTIOBaHiCTh"
BBEJICHHS
JTaGopaTopHi [TigBuieHHs piBHA nyxHOo1 [[limBumenuss MHB,
IOCTIiIKEeHHST dbocdarasu y kposi, 30LIbIIEHHST
[MiTBUIEHHS PiBHSA MpOTPOMOIHOBOTO Yacy,
JTaKTaTAerifporeHasy y 3MiHa KOJIbOPY cedi
KpOBi‘, 3MiHa
CIIiBBiIHOIIEHHS
apOyMis/r1o6yIis'

12341Tpo Oawi nobiuHi peakyii nogidomafau miavku npu 3acmocysamHi npenapamy y gopmi: 1 -

NOpoOwKYy nioghiniz08aHo20 014 NPU20MYBAHHA PO3UUHY 045 iHQY3ill, 2 - mabsiemok npoa10H208aHOT
0ii, 3 - cycneH3sii, 4 - mabsemok Hea2aliH020 BUBIILHEHHSI.

YacToTa, TN Ta TAXKKICTh MOOIYHUX peakiliil y miTed mogibHO TaKUM XKe Y OPOCTIUX.

THWi epynu nauieHmis

ITauieHmu 3 nopyweHHAMU iMYHHOI cucmeMu.

Y xBopux Ha CHI]] Ta iHIIUX Malli€HTiB i3 IOpyIIeHHAME iMyHHOI CUCTEeMHU, SIKi 3aCTOCOBYBaJIX BUCOKI
[034 KJIAaPUTPOMIIIMHY HOOBIIE, HiK PEKOMEHIOBAHO, [ JIiIKYBaHHS MiKoOaKTepianbHUX iHQEKIIiN, He
3aBXK[IU MOXKHa Bifipi3HUTH M00iuHI peaxilil, MoOB’A3aHi i3 3aCTOCYBaHHSAM IIpenapaTy, Ta CUMITOMU
OCHOBHOT'0 a00 CyIyTHiX 3aXBOPIOBaHb.

Y mopocnux XBOpHX, SIKi OTPUMYBAJIU KJIapUTPOMiuKH y 0o6oBiit mo3i 1000 mr i 2000 mr,
HaWvacTimmmu nobiuauMu epekramu Oynu HynoTta, 0/10BaHHS, CIIOTBOPEHHS CMaKy, 0ilb y KUBOTI,
Iiapesi, BUCHIIQHHS, 3AYTTS KUBOTA, FOJIOBHUY 0ifib, 3aI10p, MTOPYIIEHHS CIyXy. 3a IUM KPUTEPIieEM, y
2-3 % 1uX Malli€HTIB CIoCcTepiranocs 3HayHe aHoManbHe miaBuilleHHs piBHiB AJIT Ta ACT Ta
aHoMaJlbHe 3HUKEHHS KiJIbKOCTi JIEMKOIIUTIB Ta TPOMOOLIMTIB V¥ KPOBi. Y MEHIIIOT0 BifCOTKa MallieHTiB
CIIOCTepiranocs MigBUILIeHHS PiBHA a30Ty CEYOBUHU KPOBI.

[Tpu BUHUKHEHHI cepiio3HNX HeOaxKaHUX e(eKTiB JIiKyBaHHS CJIi[l IPUNUHUTH.



38imysaHHA Npo nido3pro8aHi nobiuHi peakuii

[ToBimomneHHS mpo Mo6iuHi peakiril micis peecTpallii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaAYEHHS.
Lle mae 3MOry IPOBOAUTHA MOHITOPUHT CIIiBBiIHOIIEHHS KOPUCThH/PU3UK IIPU 3aCTOCYBaHHI LIbOT'O
niKkapchKkoro 3acofy. Megu4yHuM Ta papMalleBTUYHUM IIpalliBHUKAM, a TAaKOXK IMallieHTaM abo ix
3aKOHHUM ITpeCTaBHUKAM CJIiT TIOBiTOMJISITH TIPO YCi BUTTAAKHM IiI03PI0OBaHUX MOOIYHUX Peakilii Ta
BifmcyTHOCTI epeKTUBHOCTI NiKapchKoro 3aco0y mo [IepxKaBHOTO eKcrepTHOro ueHTpy MO3 Ykpaiunu
3a nocunaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi. 2 POKH.

['oToBy cycmeHsito ciiff BUKOpucCTaTy mpoTsiroM 14 gHiB 3a yMoBu 30epiraHHs mpu TeMIepaTypi He
Buine 25 °C. 30epiraTu B OpuriHaibHil yIIaKOBL [/ 3aXUCTY Bif Ail cBiTyA.

YMmoBH 30epirannsi.

36epiratu nmpu TemnepaTtypi He Buire 30 °C. 36epiraté y HeIOCTYIHOMY /ISt TiTEH MICIIi.

YnaxoBka.

['panynu ang npuroTyBaHHA cycrnen3il 60 mua (125 Mr/5 Mit) Ajis mepopanbHOr0 3aCTOCYBaHHS y
CKJITHOMY (PJIaKOHi 3 IIJTaCTMaCOBOI0 KPHUILIKOIO, IIIPUIL [ IePOPaIbHOTO BBENEHHS CYCIIeH3il B
KapTOHHi# KOpoO1Ii.

Kareropis Bigmycky. 3a perenTtom.

BupoOHHK.

KPKA, n.m., HoBo mecto, Cnoseriss/KRKA, d.d., Novo mesto, Slovenia.

Micue3HaxoIKeHHsI BHPOOHHKA Ta afipeca Micls MpoBaIXKeHHS HOTr0 Tis/IbHOCTI.

[MImap’emka necra 6, 8501 Hoso mecto, CrnoBeHisi/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



