IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®pominig®

(Fromilid®)

CKkn1ao:
ditoua pe4o8uHa: KIIapUTPOMIIINH;
5 mn cycnensii (1 mmpun) mictuTs 250 MI KJIapUTPOMILIUHY;

donomidcHi peuosuHu: KapOoMep, MOBiIOH, rimpoMeno3u ¢ranat (HP 55), Tanmbk, ojis punnHOBa
OuHIlleHa, KCaHTaHOBa KaMe[b, apOMaTU3aTOP alelbCUHOBUM, KMCIIOTA TMMOHHA, HATPil0 CaXapuH,
MOHOAMOHI# TJIIUPU3NHAT, HEOTECIIEPUAUHY AUTiAPOXaIbKOH, KPEMHII0 Ti0KCUM KONMOITHUN
6e3BopHuii, TuTany giokcup (E 171), caxapo3sa, Kajito copOar.

JIikapcbka dopma. ['paHyIu [ TPUTOTYBAHHS CYCIEH3ii Iy opasbHOTO 3aCTOCYBaHHS.

OcHosHi (pi3uko-xiMiyHi 81acmusocmi: MaJleHbKi HeOOHOPIgHI IpaHy/Hu Bif 6i1oro mo Maiixke 0inoro
KOJIbOPY 3 aIlleTb.CHHOBUM apoOMaTOM.

dapMakoTepaneBTHYHA rpymna. [IpotuMikpobHi 3aco6u [A1sE CUCTEMHOTO 3aCTOCYBaHHS.
Makpornigy, TiHKO3aMifu Ta cTpenTtorpaMiny. KnaputpoMinus.

Kopm ATX JO1F A09.

Papmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

KnaputpoMminus - HaniBCUHTETUYHUM aHTUOIOTHUK I'PYIX MaKpoifiB. AHTUOaKTepianbHa Ois
KJIaPUTPOMILIMHY BU3HAYAETHCS HOT0 3B's13yBaHHAM 3 5OS-pubocoManbHO0 CyOOAUHUIIEI0 Yy TIIMBUX
OakTepil i mpuraivenHsM OiocunTely Oinka. [IpenapaT BusBisi€e BUCOKY e(EeKTUBHICTS in Vitro miomo
IIAPOKOTO CIIEKTpa aepo0HUX Ta aHaepOOHUX rPaMIIO3UTUBHUX Ta TPaMHETaTUBHUX MiKpOOPTaHi3MiB,
y TOMY YMCJIi TOCIiTaNbHUX IITaMiB. MiHiManbHi npurHidyBanbHi KoHneHTpauii (MIIK)
KJIQapUTPOMILIMHY 3a3BU4Yail y ABa pa3u HUXKUi, HiK MIIK epurpominuny.

KnapurpowminuH BucokoedpekTuBHUM mopo Legionella pneumophila i Mycoplasma pneumonie. [lie
O6akTepuiuaHo npotu Helicobacter pylori, akTUBHICT KJIapUTPOMILIMHY BUIIA IPX HEUTPaTbHOMY
pH, mix npu kucmomy pH. KnaputpoMiuus eheKTUBHUM IPOTH KITiHIYHO 3HAYYIIUX IIITAMIB
MikoOakTepit. [locmimkeHHs in vitro mokasanuy, 1o mramu Enterobacteriaceae i Pseudomonas, 5K i



rpaMHeraTuBHI OaKTepii, 1110 He TPOAYKYIOTh JTAKTO3Yy, HEUYT/IHUBI 10 KITaPUTPOMIIIIHY.

KnapuTtpomilus akTUBHUMY in vitro i B KmiHiYHIM OTpakTHIl mo[o OimbIIOCTi MTaMiB TaKUX
MiKpOOpraHi3Mis.

Aepo06Hi rpaMIIO3WTHUBHI MikKpoopranismu: Staphylococcus aureus, Streptococcus pneumoniae,
Streptococcus pyogenes, Listeria monocytogenes.

AepoOHi rpamMHeraTuBHiI Mikpoopranidamu: Haemophilus influenzae, Haemophilus parainfluenzae,
Moraxella catarrhalis, Neisseria gonorrhoeae, Legionella pneumophila.

[nmi Mikpooprasisamu: Mycoplasma pneumoniae, Chlamydia pneumoniae (TWAR).

MikobGakTepii: Mycobacterium leprae, Mycobacterium kansasii, Mycobacterium chelonae,
Mycobacterium fortuitum, Mycobacterium avium complex (MAC), ski BkmodatoTs Mycobacterium
avium, Mycobacterium intracellulare.

Bera-makTamMa3y MiKpOOpraHi3MiB He BIIJIMBAIOTh Ha €()EKTUBHICTh KJIIAaPUTPOMILIAHY.

BinpmicTs MeTuIUiH (OKCALUITiH)-Pe3UCTEHTHUX IITaMiB CTaiIOKOKiB HEUYTIUBI J0
KJIapUTPOMILIUHY.

Helicobacter: Helicobacter pylori.

KnapuTpoMmiliiH akTHBHUM in Vitro momo Oi/IbIIoCTi mITaMiB TaKUX MiKPOOpPraHi3MiB, ogHAK KIiHiYHA
eekTuBHICTb Ta Ge3MeKa HO0Tro 3aCTOCYBaHHS He BCTAHOBJIEHI.

Aepo6Hi rpaMIIO3UTHBHI MiKpoopraniamu: Streptococcus agalactiae, Streptococci (epynu C, F, G),
Viridans group streptococci.

Aepo6Hi rpaMHeraTuBHi Mikpooprasismu: Bordetella pertussis, Pasteurella multocida.

a1 mikpoopra#nismu: Chlamydia trachomatis.

AHaepoOHi rpaMIO3UTHBHI MikpoopraHiamu: Clostridium perfringens, Peptococcus niger,
Propionibacterium acnes.

AnaepoOHi rpaMHeraTHBHI MiKpoopraHiaMu: Bacteriodes melaninogenicus.

CoipoxeTu: Borrelia burgdorferi, Treponema pallidum.
Kammnino6akTepii: Campylobacter jejuni.

Knaputpomilus YuHUTh OaKTEPULIMIHY [if0 IPOTH KibKOX ITaMiB 6akTepiit: Haemophilus
influenzae, Streptococcus pneumoniae, Streptococcus pyogenes, Streptococcus agalactiae,
Moraxella (Branhamella) catarrhalis, Neisseria gonorrhoeae, Helicobacter pylori Ta Campylobacter

Spp.

I 6inmbIIocTi MiKpoopraHi3aMiB MiKpo0OioJioTiuHa aKTHBHICTh MeTab0iTy mopiBHIOE abo B 1-2 pa3u
cnabila 3a TOYaTKOBY PEUOBUHY, 3a BUHATKOM H. influenzae, IpoTH SIKOTO e(PeKTUBHICTh MeTa0OIiTy
B 2 pa3u Buia. [loyaTkoBa pe4yoBUHa i il OCHOBHUIM MeTa0O T BUSABIAIOTh a00 afuTUBHUM, ab0
cuHepriuynuu eekt npotu Haemophilus influenzae, 3amexXHo Biff IITaMy MiKpOOPTaHi3My.

dapmakokiHemuxka.



KnapuTtpowmiius mBuaKo i 1o6pe BCMOKTYETHCST 3 TPABHOTO TPAKTy. Mikpobiomoriyno akTuBHUM 14-
OH-K/1apUTPOMIILIH yTBOPIOETLCS IIPH IIePLIOMY IPOXOAKEeHH] Yyepes meuinky. [ka icToTHO He
BIIJIUBA€E Ha 0i0JIOTiYHY MOCTYMHICTH IpemapaTy. Xoda ¢papMaKOKiHETUKA KITAPUTPOMIIIUHY He
ninifiHa, cTabibHI KOHIIEHTpAllii BCTAHOBIIOIOTHCS MIPOTSATOM ABOX IOCTiMOBHUX [HIB MPUOMY
nmpenapary.

KonneHnTpanii K1apuTpOMIIMHY Y TKaHMHAX OPraHi3My y KijlbKa pa3iB BUIL, HiXK y CUPOBAaTIi KPOBi. Y
TOH3UJISIPHIH i IeTeHeBil TKaHWHAX CIIOCTEPIraloThCs MiiBUINEHI KOHIIEHTPallil KJTapUTPOMIIIUHY .
Kon1eHTparii KTapuTpOMIIIMHY Y PidKHI CEpeIHbOT0 ByXa IIEPEBUIIYIOTh KOHLIEHTpAllil Y CUPOBaTIIi
KpoBi. KnmapuTpoMilliH Ipu 3aCTOCYyBaHHI y TepaleBTHYHUX [103aX 3B’SI3yEThCA 3 OiTKaMU IJIa3Mu
KpoBi mpu6nmu3uo0 Ha 80 %. 14-OH-KnapuTPOMIIIMH € OCHOBHUM MeTabO0JIiTOM, 110 BUBOTUTHCS
HUPKaMH, i CTaHOBUTH MPubIu3H0 10-15 % Bim nmpuitHATOI M0o3uU. Binbilla YacTHHA Bif 3a/IUINKY J03U
BHUBOIUTHLCS B OCHOBHOMY i3 3K0BUI0. 5-10 % BUXiIHOI PEYOBMHU BUBOAUTLCA 3 (peKasiaMu.

PiBHOBaxKHi KOHIIEHTPAIlil KJTapUTPOMIIIMHY V TAlli€HTIB i3 MOPyIIeHHIMU QYHKIIII TeYiHKu Ta y
3[0POBUX NOOPOBOJIBLIIB He BiIPi3HAIOTLCS, KPiM HUKYUX KOHIIeHTpaniil 14-OH-K1apuTpoMilluHy IPH

MeYiHKOBIN AUCYHKIIL.

Y natieHTiB i3 mopymeHHIMU QYHKIII HUPOK, SKi npuiiManu 500 Mr KJIapUTPOMILIMHY, 3HaUeHHS
(bapMaKOKiHeTUYHUX ITapaMeTPiB 3pOCTaIX BifIIOBIIHO A0 CTYIEHS TAKKOCTI HIPKOBOI
HEeJ0OCTAaTHOCTI.

Bik mauieHTiB He BI/IMBa€ Ha (papMaKOKiHETUYHI TapaMeTPH KJIapUTPOMIIIUHY.
Y BlJI-iHdikoBaHUX AiTel IpU MpUKXOMI KJIapUTPOMiLKMHY ¥ fo3ax 15-30 Mr/kr/moby (mosa

pos3mofineHa Ha ABa MpuiioMu) Oynu OinbIl BUCOKI KOHIIEHTpAIlil KJTapUTPOMIIIMHY V IIJIa3Mi KPOBi i
OOBIINY MEPio HalliBBUBEIEHHS.

KriniyHi xapaKTepHCTHKH.
Iloka3anus.
[adexkril, cnpuYnHeHi YyTANBUMY 0O KJIApPUTPOMIIIMHY MiKpOOpraHi3MaMu:

- indexuii HUXKHIX AUXaTbHUX IUIAXiB (OPOHXIT, TOCTPa KPyI03Ha ITHEBMOHIS, TepBUHHA
ATHUIIOBA ITHEBMOHIN);

- in(ex1ii BepxHiX AUXaTbHUX IUISAXIB (TOH3UIIT, papuHTiT) Ta iH(deKlii TPUAaTKOBUX IIa3yX
HOCa;

- FOCTpI/Ifl OTUT CEPEOHBEOT0 ByXQa,

- indexuii mKipu Ta il npugaTkis (Gomikymnit, iMneruro, 6emmxa, GypyHKYIb03, iHPiKOBaHi
paHu);

- muceMiHoBaHi abo nokasnizoBaHi MikoOakTepianbHi iHbeKii, cmpuurHeHi Mycobacterium
avium abo Mycobacterium intracellulare. Jlokani3oBaHi iH¢exii, cmpuurHeHi Mycobacterium
chelonae, Mycobacterium fortuitum, Mycobacterium kansasii.



IIpomunoka3aHHs.

- [TigBuIleHa YYTIUBICTh [0 KIAPUTPOMIIIMHY UM [0 iHIIMX MaKPONigHUX aHTUOI0THKIB ab0
no 6ymb-sSIKUX iHTPeIieHTiB JTiKapChbKOTO 3aco0y.

- OpHoyYacHe 3aCTOCYBaHHS 3 TAKMMM IIpellapaTaMy: aCTeMi30J1, IA3anpul, JOMIEPUIOH,
miMo3up, TepbeHaguH — OCKIIbKHY Ile MOXKe IIPU3BECTH [0 NoAoBKeHHS iHTepBany QT Ta po3BUTKY
CeplieBUX apUTMili, BKITI0Ya04y IITYHOYKOBY TaxiKapfito, GiOpunsilito IayHOYKiB Ta MipyeTHY
IIJTYHOYKOBY Taxikappiio (torsades de pointes) (muB. po3pinu «OcoO6IMBOCTI 3aCTOCYBaHHS» i
«B3aeMopis 3 iHIMMMY JTiKapChbKUMHU 3ac00aMu Ta iHIII BUAM B3aEMOIiii»).

- OpHoudacHe 3aCTOCYBaHHS ajIKaJoifliB PiKKiB, HAaIPUKJIIaM, eproTaMiny,
IUTigPOEePTroTaMiHy, — OCKIiJIbKY Ile MOXKe IPU3BECTU OO0 €PrOTOKCUYHOCTI.

- OpHouacHe 3acTocyBaHH4 iHTi0iTOpiB 'MI-K0A-penykTasu (CTaTUHIB), 1[0 3HAYHOIO MipOI0
MeTabomnizyoTbcss CYP3A4 (noBacTaTuHy ab0 CUMBacTaTHHY), — Yepe3 MiABUIIEHUN PU3UK
BUHUKHEHHS MiomaTii, BKITo4auu pabmomionia (muB. po3minu «OcobIUBOCTI 3aCTOCYBaHHS» i
«B3aeMopis 3 iHIMMMH JTiKapChbKUMHK 3aC00aMM Ta iHIII BUOM B3AEMOIii»).

- OpHOo4YacHe 3aCTOCYBaHHS KJIaPUTPOMILIMHY i IepopajibHOTO Mifa301aMy (AUB. PO3Oinu
«0Oco6MBOCTi 3aCTOCYBaHHS» i «B3aeMopist 3 iHIMMMU TiKapCchKUMU 3acob6aMu Ta iHIIi BUOU
B3aEMOMIN»).

- OpgHoYacHe 3aCTOCYBaHHS KJIapUTPOMIIMHY 3 JIOMiTamifoM (OuB. po3min «B3aemomis 3
iHIITMIMYM JTiKapCbKUMM 3aco0aMu Ta iHIIN BUOYM B3aEMOIii»).

- BpomxxeHe 4u BCTaHOBIIeHe HabyTe momoBxkeHHs iHTepBany QT abo IMITyHOYKOBI cepIiesi
apuTMii B aHaMHe3i, BK/II0Ual04H MipyeTHY IUIYHOUYKOBY TaXikapgiio (torsade de pointes) (ous.
po3minu «Ocob6IUBOCTI 3aCTOCyBaHHSI» i «B3aemopis 3 iHIIMMY JTiKapCbKMMU 3aco0aMu Ta iHII BUAU
B3aEMOMIN»).

- EnexTponiTHi nopyuieHHs (rimokanieMis abo rimoMartHieMisi) — 4epe3 pU3UK MOAOBXKEHHS
inTepBany QT.

- TsXKKa nediHKOBa HeIOCTATHICTh Ta CYIIyTHSI HUPKOBa HEJOCTATHICTh (OUB. PO3AiIN
«0Oco6IMBOCTi 3aCTOCYBaHHS» i «B3aeMopmist 3 iHIMMU TiKapChKUMHU 3aco0aMu Ta iHIi BUOU
B3aEMOJIIN»).

- OpHOYacHe 3aCTOCYBaHHS KJIAPUTPOMIIIMHY (Ta iHIIMX cunbHUX iHTi6iTOpiB CYP3A4) 3
KOJIXIIIMHOM TIallieHTaM 3 HUPKOBOIO ab0 MeYiHKOBOI HeJOCTaTHICTIO (IUB. po3ainu «Oco0auBOCTi
3aCTOCyBaHHS» i «B3aemopis 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta iHIM BUAK B3aEMOIIN»).

- CymyTHE 3aCTOCYBaHHS KJIaPUTPOMIIIMHY 3 TUKArperopoM, iBabpaguHom abo
PAHOJIa3KHOM.

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu é3aemoditi.

3acmocysanHa HUMCYe3a3HdyeHux npenapamis cysopo Npomunokd3dHe yepes MOoXiCAUBUlU po38UMOK
MAHCKUX HACAIOKi8 83aeMO0ii

Acmewmiszon, uusanpud, domnepudoH, nimo3ud, i meppeHaduH



[ligBuileHHS PiBHIB IM3aNpPUAY B CUPOBATLi KPOBI CIIOCTEpiranocs Ipy UOro CyMiCHOMY 3aCTOCYBaHHI
3 KJIAPUTPOMILIMHOM, 1110 MOXe CIPUYUHUTY ITOA0BXKeHHd iHTepBany QT i mosiBy apuTMiii, y ToMy
YUCJIi IMITYHOYKOBY TaxiKapmito, Gi0pusiito nuyHouKiB i torsades de pointes. TlonibHi epekTu
Big3HaYa/IuCs i Ipu CyMiCHOMY 3aCTOCYBaHHI MIMO3UAY Ta KJIapATPOMILMHY (OUB. PO3AiN
«IIpoTUIOKa3aHHS»).

[ToBimoMmusiNioCs IPO 3MATHICTh MAKPOJIiMiB 3MiHIOBaTH MeTabo011i3M TeppeHaiuHy, TPU3BOASYHU [0
IMigBUIIEHHS PiBHIB TepdeHafuHy y CUPOBATIIi KPOBI, 1110 iHOM1 aCOIlit0BaloCs 3 CEPLEBUMU
apUTMisIMU, TAKUMHU SIK NTOAOBXKeHHS iHTepBany QT, mITyHOYKOBa TaxiKapfis, GiOpumsilisa LnyHouKiB
i torsades de pointes (ouB. po3min «[IpoTunoka3anHs»). Y xomi mocmimxkeHHs y 14 1oOPOBOJIBINB IPH
CyMiCHOMY 3aCTOCYyBaHHI TepheHafuHy Ta KIapUTPOMILIMHY CIIOCTEPIranocs MifBUINEHHS PiBHS
KHMCJIOTHOTO MeTa0oJIiTy TepbeHanuHy y 2-3 pa3u Ta MomoBxkeHHS inTepBany QT, 1110 He TPHU3BOAKIIO
no 6ynb-sIKOTO KIliHiuHO BUOuMOro edekTy. [TomibHi edeKTH Big3Havamucs i mpu CyMiCHOMY
3aCTOCYBaHHI acTeMi30Jjly Ta IHIIUX MaKpOJIifiiB.

Epz2omamiH/Ouziopoep2omamin

[TocTMapKeTUHT0OBI MOBIAOM/IEHHS CBiAYaTh, 110 CYIyTHE 3aCTOCYBaHHS KJIaPUTPOMILIMHY Ta
eprotaMiny abo AUTigpOepProTamiHy acolliloBasiocs 3 IMOSBOI0 03HAK I'OCTPOT0 eProTHU3MY, 1110
XapaKTepr3yBasIoCcs Ba30Ca3MOM Ta illeMi€lo KIHIIBOK Ta IHIINX TKAaHWH, BKIIIOYAI0UU [eHTPaJIbHY
HepBOBY cucTeMy. CymyTHE 3aCTOCYBaHHS KJIapPUTPOMILIMHY Ta ajlKasoifiB PiXKKiB IIPOTUIIOKAa3aHe
(muB. po3min «IIpoTunoka3aHHsI»).

ITepopasavHutl midazonram

[Tpu 3acTocyBaHHI Miga3zonaMy 3 TabneTkaMu Knaputpominuay (500 Mr 2 pa3u Ha moby) AUC
Mima3oamy 30inbiryBazacs y 7 pasiB micis mepopasbHOT0 3aCTOCYBAaHHS Mima3onamy. CymyTHE
3aCTOCYBaHHS [1€POPAJILHOr0 Mifla3o1aMy i KIapUTPOMILMHYy IPOTUIIOKa3aHe (OUB. PO3Mi
«ITpoTUTIOKA3aHHS»).

IH2ibimopu I'me-KoA-pedykmasu (cmamuHu)

Komb6iHOBaHe 3aCTOCYBaHHS KIAPUTPOMIIMHY 3 JI0BAaCTAaTHHOM a0 CHUMBACTAaTUHOM IIPOTUIIOKAa3aHe
(muB. po3min «IIpoTUNOKa3aHHS»), OCKIJIbKY ITi CTATUHY 3HAYHOIO Mipoto MeTaboidytoThcsi CYP3A4,
OJHOYaCHe 3aCTOCYBaHHS 3 KJIaPUTPOMIIIMHOM IiIBUINYE 1X KOHIIEHTPAIIil0 Y IIJla3Mi KpPOBi, 1110, 3i
cBoro 00Ky, IifABUINYE PU3UK BUHUKHEHHS Mionarii, BKmo4yatounu pabgomionis. IToBigoMiisinu mpo
PO3BUTOK paboMioNi3y y malieHTiB IPU CYMiCHOMY 3aCTOCYBaHHI KJIapUTPOMILIMHY Ta IIUX CTaTHHIB.
AKIT0 TiKyBaHHS KJIAPUTPOMIIMHOM HEMOXKJIMBO YHUKHYTH, TEPAIIii0 T0BACTATHHOM ab0
CUMBACTaTUHOM HeOOXiTHO IPUMMHUTH IIiJ Yac Kypcy JiKyBaHHS.

Crnip 3 06epeXHiCTI0 MpU3HAYATH KJIAPUTPOMIIIMH OMHOYACHO 3i CTaTUHAMHU. Y pasi, KoM CYyIyTHBHOTO
3aCTOCYBaHHS KJTapUTPOMIIIMHY 3i CTaTUHAMM YHUKHYTH HEMOXKIJIMBO, PEKOMEHIYETHCS MPU3HaYaTH
HallMeHITy e(eKTUBHY 03y CTaTHHY. MOXKJIMBE 3aCTOCYBaHHS CTaTUHY, IKUM He 3aJIeKUTh Bif
MeTtabomnizmy CYP3A (Hanpuknag, ¢prnyBactaTuHy). HeoOXxifmHNUI MOHITOPUHT CTaHy Ialli€HTiB 1070
03HAaK i cuMIITOMIB MionaTii.

Jlomimanio

OpHOYacHUM IIPUNOM KJIapUTPOMIIIMHY 3 JIOMITaIligoM IPOTUIIOKa3aHUU Yyepe3 MOXKJIUBICTh 3HAUYHOTO
MiIBUINIEHHS PiBHIB TpaHCcaMiHa3 (OuB. po3min «IIpoTunoka3aHHI»).

Bnaue iHwux aikapcbkux 3acobig Ha (papMakokiHemuky KAapumpomMiuuHy



Jlikapceki 3aco0wu, mio € ingykropamu CYP3A (Hanpukiap, pudamminuH, GeHiToiH, KapbaMa3elriH,
dbenobapbiTan, mpemnapaTy 3Bipo6010), MOKYTh iHAYKyBaTU MeTaboIi3M KiapuTpoMinuny. Lle Moxe
IIPU3BECTH 10 CyOTEepareBTUYHUX PiBHIB KIIAPUTPOMILIMHY Ta 3HUKEHHS HOro epeKTUBHOCTI. Kpim
TOTO0, MOXKe OyTH HeoOXiTHUM KOHTPOJIb IJTa3MOBUX PiBHIB iHOyKTOpa CYP3A, 5IKi MOXKYTh OyTH
nigBuineHi yepes iHrioyBanHs CYP3A KnapuTPOMIIIMHOM (OUB. TAKOXK iHCTPYKIIiO AJIST MEIUYHOTO
3acTocyBaHHA BifnosifgHoro iHgykTopa CYP3A4). CynyTHE 3acToCcyBaHHS pudabyTHHY i
KJIaPUTPOMILIMHY IPU3BOAUIIO [0 MiIBUILIEHHS PiBHSA pudabyTuHy Ta 3HUKEHHS PiBHSA
KJIaQPUTPOMILIMHY Y CUPOBATIi KPOBi 3 ONHOYACHUM MiABUIIEHHIM PU3UKY II0SBHU YBEITY.

Bimomo, abo mpumycKaeThCs, 10 HUKYe3a3HaueHi JikapchKi 3aco0u BIJIMBAIN HA KOHIIEHTPALIi0
KJIAPUTPOMILIMHY ¥ KPOBi, TOMYy MOKe OyTH moTpiOHa 3MiHa 03U a00 3aCTOCYBAHHS albTEPHATUBHOI
Teparil.

EgasipeHu, HegipaniH, pupamniyuH, pugpabymuH i pupaneHmuH

[MTotyxHi iHOyKTOPU (pepMeHTiB nuToxpoMy P450, Taki sk edaBipeHI], HeBipamiH, pudpaMIilyH,
pudabyTuH i pudaneHTHH, MOXKYTh IIPUCKOPIOBATH META00I1i3M KIIapUTPOMIIIMHY, 3MEHIIYI0YHN HOT0
KOHIIEHTPAIlilo ¥ IIJIa3Mi KpoBi, ane 30inburyoun KoHIeHTpanio 14-OH-K1apuTpoMilluHy -
MiKpo6iooriuHO aKTUBHOTO MeTaboJiTy. OCKiNbKY MiKpo0ioioTiuHa aKTHBHICTh KJIaPUTPOMIIIUHY i
14-OH-knmapuTpoMilluHy pi3Ha 100 Pi3HUX OaKTepil, OUiKyBaHWU TepalneBTUYHUN epeKT MoxKe OyTu
He JOCSATHYTUM Yepe3 CyMiCHe 3aCTOCYyBaHHS KJIaPUTPOMILIMHY Ta iHIYKTOPiB (PepMEHTIB IUTOXPOMY
P450.

Empasipux

[is KnapuTpoMinuHy nociabioBanach eTpaBipuHOM, OOHAK KOHIIEHTpallil akTHBHOT0 MeTabority 14-
OH-knaputpominuny migBuilyBanuch. Ockinbku 14-OH-KmapuTpOMIIIMH Ma€ 3HUKEHY aKTUBHICTh
mono MAC, 3arajbHa aKTUBHICTh IIPOTH IIHOTO IIATOTEHY MoxKe O0yTu 3MiHeHa. ToMy Ais niKyBaHHS
MAC cnip po3riagHyTY OOLIIBHICTE 3aCTOCYBaHHS aJIbTEPHATUBHUX KJIIAPUTPOMILMHY JTIKapPChKUX
3aco0iB.

@ 1yKOHA301

PiBHOBaxKHi KOHIIEHTpAIlil aKTUBHOTO MeTabosiTy 14-OH-KmapuTpoMilluHy 3HaYHO He 3MiHIOBAJIUCS
IIPY CyMiCHOMY 3aCTOCYBaHHi 3 (JTyKOHA30/I0M. 3MiHa J031 KJIAPUTPOMIIIMHY He IOTpiOHa.

PumoHasip

3adikcoBaHo, 110 3acTocyBaHHA 200 Mr puTOHaBipy KoXHi 8 rogu# i 500 Mr KJIapUTPOMILMHY KOXKHI
12 roguH npU3BOOUIIO 0 3HAYHOT'O MIPUTHIYeHHS MeTab0i3My KitapuTpoMinuny. C,..
KJIapuTpoMinuHy migsuinyBanacs Ha 31 %, C,,, - Ha 182 % i AUC - Ha 77 %. Big3Hadanocs noBHe
npurHiyeHHs yreopeHHs 14-OH-knaputpoMinuny. Yepes BenuKe TepaleBTUUHE BIKHO 3MEHILEHHS
I03U KJIaPUTPOMIIMHY AJIS MallieHTiB i3 HopManbHOI0 QYHKIII€I0 HUPOK He moTpidHe. IIpoTe mis
TAIliEHTIB 3 HUPKOBOIO HEJOCTATHICTIO HEOOXiTHA KOPEKITis mo3u: ams malfieHTiB i3 CLqz 30-60 mm/xB
Mo3y KIapUTPOMINMHy HeoOXxigHo 3MeHIUTH Ha 50 %. [I1s marieHTiB i3 TSXKKOI0 HUPKOBOIO
HegocTaTHICTIO (CLcg < 30 M/XB) 03y KNapUTPOMIIIMHY HeoOXimHO 3MeHIIKUTH Ha 75 %.
KnaputpomituH y go3sax, 1o IepeBuinyoTh 1 r Ha moby, He CJIil 3aCTOCOBYyBaTH Pa3oM i3
PUTOHABIPOM.

Take K KOpUTyBaHHS OO3U CJIifl TPOBOOUTHU TalliEHTaM i3 IOPYIIeHHAMHU (DYHKIII HUPOK IIPU
3aCTOCYBaHHI pUTOHABIPY K hapMaKOKiHETHYHOTO IIifICH/II0BaYa pa3oM 3 iHmmMu inribitopamu BIJI-
IIPOTea3H, BKITI0YAl0YM aTa3aHaBip i cakBiHaBip (OuB. HUKYe «[IBOOIYHO CIIpSIMOBaHi JIiKapChKi



B3a€EMOMII»).

Bnius K1apumpoMiuuHy HA iHWi AikapcyKi 3acobu

CYP3A-nos’a3aHi 83aemo0ii

CyMicHe 3aCcTOCyBaHHS KJIapUTPOMIIMHY, BimoMoro gk inribitop depmenty CYP3A, i mpemapary, 1110
TOJIOBHUM YKMHOM MeTabosidyeTbcsi CYP3A, MoXKe CIPUUMHUTY IiABUIIEHHS KOHIIEHTPAIlil
OCTaHHBOTO Y IJIa3Mi KPOBi, 1110, 3i CBOT0 00Ky, MOXKe HifCUIUTH a00 MOIOBXKUTH HOTO0
TepaneBTUYHNYN e(PeKT i pU3UK BUHUKHEHHS N00IiYHUX peakIil.

3acTocyBaHHS KJIapUTPOMIIIMHY IPOTUIIOKA3aHO MallieHTaM, IKi oTpuMyioTh cyocTpaTtu CYP3A
acTeMi3oJ1, IU3anpuy, JOMIEPUAOH, IiIMO3UL i TeppeHafuH, Yepe3 pU3UK N0oJ0BXKeHHA iHTepBany QT
Ta CepLEeBUX apUTMill, BK/II0OUAIOUU IITYHOYKOBY Taxikapzito, Gibpunsiiito MTyHOYKIB Ta mipyeTHY
IIJTYHOYKOBY Taxikappito (torsades de pointes) (muB. po3ninu «IIpoTtunokasanHs» i «Ocobm1uBOCTI
3aCTOCYBaHHS»).

Tak0X MpPOTUIIOKAa3aHO 3aCTOCYBaHHS KJIaPUTPOMIIIMHY 3 alKalolfaMHU PiXKKiB, IepopaIbHUM
Mima3onamowm, iHribiTopamu I'MI-KoA-penykrasu, siki MeTabomi3yioTbcs mepeBaxHo CYP3A4
(HaTIpuKIIaM, JI0BAaCTATHH i CUMBACTATHH), KOJIXIIITMHOM, TUKArpeaopoM, iBabpaguHoM Ta
paHoIa3uHOM (OuB. po3Oin «IIpoTUnOKa3aHHI»).

HeobxigHa 00epeKHICTh IPU 0OAHOYACHOMY 3aCTOCYBaHHI KJIaPUTPOMILIMHY 3 iHIIMMHU IIpenapaTaMu,
gKi € cyocTpaTtamu ¢pepmenty CYP3A, ocobnuBo sakio cyoctpaT CYP3A mMae By3pkuil 3amac 6e3meku
(Hampukian, kap6ama3zerin) Ta/abo cybcTpaT iHTEHCUBHO MeTabo0Ti3yeThCs UM pepMeHTOM. B
TAKOMY pa3i Moxke OyTH MOTPIOHUM KOPUTYBAHHS [O3H, i, KII0 MOXKJIMBO, CIIifl pETeIhHO
KOHTPOJTIOBAaTH KOHIIEHTpallii TperapaTiB y CHPOBaTIli KPOBi, Ki MeTabo01i3yI0ThCs IIEPEBAKHO
CYP3A. JlikapchbKi 3acobu abo Kytacu jgikapchbKux 3aco6iB, po sKi BigoMo abo0 MPUIyCKaeThCs, 110
BOHU MeTab0i3yloThca TUM camMuM idodpepmenToM CYP3A, BKII0YAlOTh (CIMCOK He BUYEPIIHUMN):
anmpasojiaM, Kap6aMa3seriH, IUI0CTa30J, IUKIIOCIOPUH, TU30IipaMin, i6pyTuHio,
MEeTUJIIPEeNHI30JI0H, Mifla30/laM (BHYTPIITHLOBEHHO), OMENPa30J1, IepopaibHi aHTUKOATYISTHTH
(nampukian, BapdapuH, puBapokcabaH, anikcabaH), aTUIIOBI HEWPOIENTUKY (HalIpUKIajl, KBeTialiH),
XiHiguH, pudabyTul, cunmeHadin, cuponiMyc, TaKpoiiMyc, Tprua3onaM i BiHOIaCTHH.

[Tomi6uu# MexaHi3M B3aeMo/Iil Bif3HaueHUM IIPU 3aCTOCYBaHHi (peHiTOIHY, TeodiniHy i BambIpoary,
1110 MeTab0mi3yI0ThCS iHIMM i30pepMEHTOM cHuCcTeMU IuTOXpoMy P450.

ITepopanvHi anmukoazyaaHumu npamoi 0ii (ITAIT]])

[TATI]] nabiraTpaH Ta egokcabaH € cyOcTpaTaMu e(IIOKCHOTO epeHocHuKa P-gp (P-rmikomporeiny).
PuBapokcabaH Ta amikcaban MmetabonizyoTbcs 3 yuyacTtio CYP3A4 i Takox € cybctpaTtamu P-gp. Crig
OyTu 00epekKHUM IIPU ONHOYACHOMY 3aCTOCYBaHHI KJTApATPOMIIIMHY 3 IUMHU IIperlapaTaMu, 0COOIMBO
malfieHTaM i3 BUCOKMM PU3UKOM KpoBoTedi (muB. «OCOOIUBOCTI 3aCTOCYBAHHS»).

AHmuapummiyHi 3acobu

[CHYIOTb ITOCTMapKETHHT OB ITOBiIOMJIEHHS PO PO3BUTOK IIiPyeTHOI IMIIyHOYKOBOI Taxikapaii, 110
BMHUKJIa IPY CyNIyTHHOMY 32CTOCYBaHHI KIapUTPOMIIMHY 3 XiHiguHOM a00 gu3onipaMizoM.
PexomenpnyeTnscsa nposopguTty EKI'-MOHITOPUHT 171 CBOEYACHOTI'0 BUSBJIEHHS IION0BXKEHHS iHTepBaly
QT. Tlig 9ac Teparii KIapUTPOMIIIMHOM CJIif] CTeXKUTH 3a KOHIIEHTpAalli€l0 IpenapaTiB y CUPOBAaTIi
KPOBI.

[Tig yac MOCTMApPKETUHTOBOTO 3aCTOCYBaHHS Oy/IU IMOBIIOMIEHHS IIPO TillOTIiKEeMil0 TPy CYIyTHBOMY



3aCTOCyBaHHI WX 3aC00iB.
TI'i0poKkcux/n10poXiH i X10POXIiH

Knaputpowmiius cif 3acTocoByBaTé 3 06epeXHICTIO MallieHTaM, SKi OTPUMYIOTh TiIpOKCUXIOPOXiH
YU XJIOPOXiH, 1110, SIK BimoMo, O0BXKYIOTh iHTepBan QT, yepe3 MOTEHIINHY MOXKIIHUBICTh IHTYKIIil
CepIIeBOl apuTMii Ta CepHO3HUX MOOIYHUX CEPLIEBO-CYIUHHUX TOMTIN.

ITepopaavHi 2inoesnikemivyHi 3acobu/iHcyniH

[Tpu cyMmicCHOMY 3aCTOCYBaHHi 3 I€BHUMHU TiNOTIiKeMiYHMU 3ac00aMy, TaKUMHU SIK HaTeTJIiHif i
pemnariiHifi, KnapuTpoMinuH MoxKe iHribyBatu eH3uM CYP3A, 1110 MOXKe CIPUYMHUTH TillOTTiKeMilo.
PexoMeH0OBaHNY peTEILHUN MOHITOPUHT PiBHSA TJIIOKO3MU.

Omenpason

3acTocyBaHHS KJIapUTPOMIIIMHY V¥ KOMOiHallil 3 0Menpa30oM y JOPOCTIUX 300POBUX NOOPOBOJIBIIIB
IIPU3BOIUIIO [0 MigBUILEHHS PIBHOBaXXHUX KOHI[EHTpalill oMemnpa3ony. [Ipu 3acTocyBaHHI TiTbKI
OMeIpa30J1y CepelHe 3HaueHHs pH IIJTyHKOBOr0 COKY IIpY BUMIpIOBaHHI IPOTATOM 24 TOguH
CTAHOBUJIO 5,2, IIpU CyMiCHOMY 3aCTOCYyBaHHI OMeNpa30Jj1y 3 KJIapUTPOMILIMHOM - 5,7.

CundeHagin, madasain i eapoeHagin

Icuye iMOBipHiCTH 30iNbIIIEHHS IIJIa3MOBUX KOHIIEHTpalli# iHTibiTopiB pocdomiecTepasu, siki xoua 6
yacTKoBO MeTabomi3yioTecss CYP3A (cungenadiny, Tamanadiny i Bapmeradiny), Tomy Ipu ix
CyMiCHOMY 3aCTOCYBaHHi 3 KJIaPUTPOMIIIMHOM, CJIifi BpaXOBYBAaTH 3MEHIIIeHHS 03U iHTi6iTOpiB
dbochomiecTepasu.

TeoiniH, kapbamaseniH

PesynbTaTy KIIiHIYHUX OOCITiAXKEHb [TI0Ka3aiy, 1[0 iCHye He3HayHe, ajie CTaTUCTUYHO 3HayyIlle
(p<0,05) 36inmbIIeHHS KOHIIEHTPAIlil Teodininy abo kap6ama3eriny y maa3Mi KpoBi mpu ix
OHOYaCHOMY 3aCTOCYBaHHi 3 KJIapUTPOMIIMHOM. MoxKe OyTH MOTPiOHUM 3HUKEHHS [O3H.

TonamepoduH

TonTepoguH roloBHUM YMHOM MeTaboJidyeThest 2D6-i30dopmoto rutoxpomy P450 (CYP2D6). OpHak
y narieHTiB 6e3 CYP2D6 MeTabosmi3M BinOyBaeThcs uepe3 CYP3A. Y mili nonynsuii mpurHideHHS
CYP3A npu3BOOUTh [0 3HAYHOIO MiABUINIEHHS [1JIa3MOBUX KOHIIEHTPALIN TOATePOqUHY. [I11 TaKux
NaliE€HTIB 3HMKEHHS 103U TONTEPOAUHY Moxke OyTu HeoOXigHUM Y pa3i oro 3aCTOCYyBaHHS 3
inrioiTopamu CYP3A, TaKUMH SK KJIQPUTPOMIIIKH.

TpuasoabeH3odiazeniHu (Hanpuk.aad, aaenpasonam, Midazoaam, mpuasonam)

[Tpu 3acTocyBaHHI Miga3onaMy 3 TaOneTkaMu Knaputpomiruay (500 Mr 2 pa3u Ha moby) AUC
Mina3onamy 30inbInyBanacs y 2,7 pas3a Miciisg BHYTPILIHLOBEHHOT'O BBEJIEHHS Ta y 7 pa3iB micns
IIepopajIbHOTO 3aCTOCYBaHHS Miga3onamy. Criifg yHUKaTH KOMOIHOBAaHOTO 3aCTOCYBaHHS
[IepOPaJIbHOTO Mifia30J1aMy 1 KJlapuTpoMiluHy. [Ipy BHYTPIIIHEOBEHHOMY 3aCTOCYBaHHI Mifla301aMy 3
KJIaPUTPOMILIMHOM CJIifi TIPOBOUTH PETENbHKM KOHTPOJIb CTAHYy IallieHTa OJIs CBOEYacHOI KOpeKIIii
NO3U.

Cnip goTpuMyBaTHCS TaKUX CaMUX 3amno0iKHUX 3aX0[iB ITPU 3aCTOCYBaHHI iHIINX OeH30/ia3eliHiB,
sKi MeTabomni3yioTbcst CYP3A, BK/II0Ya04yu TpraloiaM i anbipasosaM. [11s1 6eH30/ia3erriHiB,



eniMiHalig 9Kux He 3anexkuTh Big CYP3A (TeMa3emnaM, HiTpa3enawm, Jopa3enaM), PO3BUTOK KITiHIYHO
3HAUyIIol B3aEMOZIl 3 KJIapUTPOMIIIMHOM MaJIOMMOBIpHUM.

€ oCTMapKeTHUHTOBi IOBIIOM/IEHHS PO JIiIKAPCHhKY B3aEMOIi0 i PO3BUTOK MOOIYHUX SIBUI 3 OOKY
IIeHTPaIbHOI HEPBOBO1 CUCTEMH (TaKUX SIK COHJIMBICTS i CIIIyTaHICTh CBIOMOCTI) IPU CYMiCHOMY
3aCTOCYBaHHI KJIapuUTPOMILMHY 1 Tpra3oaMy. CIlifi CrioCcTepiraTy 3a CTaHOM IallieHTa, BpaXxOBYIOUM
MOXKIUBICTD 30inbuIeHHS (papmakonoriuaux edekTiB 3 6oky LIHC.

Kopmukocmepoiou

Cnipg 6yTr 06epeXHUMH IIPU OOHOYACHOMY 3aCTOCYBAHHI KJITAaPUTPOMIIIMHY 3 CHCTEMHUMU Ta
iHTaNAITHIME KOPTUKOCTEPOifaMHy, sIKi B o0CHOBHOMY MeTabomi3yioTecss CYP3A, y 3B'sI3Ky 3
MOXKJIMBICTIO MiIBUINEHHS CUCTEMHOI eKCIT03HUIIii KOPTUKOCTEPOidiB. Y pasi oqHOYACHOTO
3aCTOCYBaHHS CJIifi peTeNIbHO CIIOCTEPIraTH 3a CTAHOM IAIli€eHTiB 100 00iYHUX e(eKTiB CUCTEMHUX
KOPTUKOCTEPOIIIB.

THwWi sudu 83aemo0ill

KoaxiuuH

Konxinun € cy6ctpatom CYP3A i P-riikonpoTeiny (Pgp). BimoMo, 1110 K1apuTpOMiLKH i iHImmi
MakpoJigu MoxyTh npuraivyBatu CYP3A i Pgp. [Ipu cynyTHEOMY 3aCTOCYBaHHI KJIapUTPOMIIIUHY i
KoJxinuHy npurHideHHs Pgp i CYP3A K1apuTpoOMillMHOM MOXKe CIPUYMHUTH MigBUIIEHHS €KCIIO3UIIil
KoJxinuHy. CyMiCcHe 3aCTOCYyBaHHS KJIapUTPOMIILIMHY 3 KOIXIIIMHOM MallieHTaM 3 HUPKOBOI abo
TIeYiHKOBOIO HE[IOCTATHICTIO MPOTHUIIOKa3aHe (ouB. po3xinu «IIpotunokasanusa», «OcobIuBoCTi
3acTocyBaHHS»). CHif ciocTepiraTé 3a nami€HTaMH L[0[0 KIiHIYHUX CUMIITOMIB TOKCUYHOCTI
KOJIXILIUHY.

HuzokcuH

IurokcuH BBaxkaeThcs cybcTparoM Pgp. Bimomo, 110 KmapuTpoMinuu Moxe npurHiuysatu Pgp. Ilpu
CYIyTHbOMY 3aCTOCyBaHHI IPUTHiIYeHHS Pgp MoXe MPU3BECTH IO MiABUINEHHS €KCIIO3HUIIil
murokcuHy. [Ipy MoCcTMapKeTHHTOBOMY CIIOCTePeKeHHi IOBIIOMIISAIN PO IiABUIIEeHHS KOHIIEHTpallil
OUTOKCUHY V CHPOBATI] KPOBI MTALlI€HTIB, K1 3aCTOCOBYBaIX KIAPUTPOMILIMH OMHOYACHO 3
IUTOKCUHOM. Y IeIKUX NallieHTiB PO3BUHYINUCS 03HAKU OUTITAiCHOI TOKCUYHOCTI, Y TOMY YHCIIi
MIOTEHININHO NeTanbHi apuTMii. Crlig peTebHO KOHTPOJIIOBATH KOHIIEHTPAIil0 AUTOKCUHY Y CHPOBATII
KPOBI MMalli€HTiB IIPXA MOT0 3aCTOCYBaHHI 3 KJIapUTPOMILIMHOM.

3udosyouH

CymyTHE 3aCTOCyBaHHS TabJIeTOK KJIapUTPOMILIMHY HeTaltHOT'0 BUBiITbHEHHS i 3ugoByauHy y BiJl-
iH(piKOBaHUX MAIiEHTIB MOXKe CIPUYNHATH 3HUKEHHS PIBHOBaXKHUX KOHI[EHTPAIM 3UTOBYOUHY Y
cUpoBaTIi KpPoBi. KimapuTpoMilme Moxe meperkomxkaT abcopOiiii mepopanbHOro 3uAOBYOUHY IIpU
OJHOYACHOMY NIPUUOMI, ajie IbOr0 BEJIMKOI MipOX0 MOXHA YHUKHYTH IIJITXOM JOTPUMaHHA 4-
TOONUHHOTO iHTepBaly MiX IIpUiiOMaMU KJIapUTPOMILIMHY i 3ugoByAuHY. [Ipo Taky B3aEMOfi0 Ipu
3aCTOCyBaHHI CyCIeH3il KJTapUTPOMIIINHY Ta 3UA0BYAUHY a00 OUIE0KCHHA3UHY TiTIM He
moBigomisinu. Taka B3aEMO[isl MaJIOMMOBipHa IIPX BHYTPILIHbOBEHHO]I iH(DY3il KITapUTPOMILIUHY.

®eHimoiH ma sasbnpoam

Bynu ciorTaHHi abo ony0ikoBaHi IOBiHOMIIEHHS IIPO B3aeMofito iHribiTopis CYP3A, BKI0oUao4n
KJIapUTPOMIlLIMH, 3 JIiKapChbKUMU 3aco0amu, siki He MeTaboni3yioTecst CYP3A (Hampuknafg i3
dbeHiTOIHOM Ta BaymbIpoaToM). PeKOMEHYEThCS BU3HAUEHHS PiBHIB TaKUX JTiKapChKUX 3aC00iB y



CHpOBAaTIi KPOBi IIPX OMHOYACHOMY 3aCTOCYBaHHI 1X 3 KJlapuTpoMinuHoM. [ToBigoMsanu mnpo
IiABUIIEHHS 1X PiBHIB Yy CHpPOBATILi KPOBI.

[1800iyHUU 8NnAUB /NiKAPCbKUX 3dcobis

AmasaHasip

3acrocyBaHHs KiaputpoMinuuy (500 Mr 2 pa3u Ha mo6y) 3 aTazaHasipoM (400 mr 1 pa3 Ha 0o0y), AKi
€ cyOcTpaTtamu Ta iHribitopamu CYP3A, npusBoguio go 30iblIeHHS eKCIO3HU1lii KJIapUTPOMILIUHY Y 2
pasu Ta 3MeHIIeHHS ekcno3utii 14-OH-knaputpominuny Ha 70 % 3i 36insmenHaM AUC aTa3zaHaBipy
Ha 28 %. OCKimbKM KITAapPUTPOMIIIMH Ma€ BEJIUKUH TepaleBTUYHUH [iana30H, HeMa€e HeoOXimHOCTI
3HUKYBATH [I03Y IallieHTaM 3 HOPMaJIbHOIO QYHKIIEI0 HUPOK. [[03y KIapUTPOMIIIMHY HeoOXimHO
3MmeHIWUTH Ha 50 % [d nanieHTiB i3 KiipeHcoM KpeaTuHiny 30-60 mi/xB 1 Ha 75 % - [ HallieHTiB 3
KJlipeHcoM KpeaTuHiHy <30 mn/xB. [lo3u Knaputpominuay moHazn 1000 Mr Ha goOy He ciif
3aCTOCOBYBATH pa30M 3 iHTiOiTopaMu IMpoTeasH.

Baokamopu Kaavuiegux KaHanis

Yepe3 pU3UK apTepianbHOI TinoTeH3il 3 00epeKHICTIO CIifl 3aCTOCOBYBATH KIIAapPATPOMIIIMH
OomHOYacHO 3 6/10KaTOpaMu KaJbI[iEBUX KaHaliB, 1m0 MeTabonizyiotbca CYP3A4 (Hanpukafp,
BeparaMisl, aMJIouIIiH, funTiazeM). [Ipyu B3aeMofii MOXKYTb MiIBUIYBATUCS I1JTa3MOBi KOHIIEHTPallii
K KJIaPUTPOMIIIMHY, TaK i 6710KaTOPiB KablieBUX KaHAaiB. Y MallieHTiB, SKi OTpUMYyBaIu
KJIAPUTPOMILIMH pPa30M i3 BepallamisioM, CIIOCTepiraaucs apTepianbHa rinoTeHsis, OpaguapuTMis Ta
JTAaKTOAIUA03.

ImpakoHason

KnapuTpominus Ta iTpakoHa3on € cyocTpaTaMu Ta inribitopamu CYP3A, y 3B’43Ky 3 yUM
KJIapUTPOMIIIMH MOXKe IiIBUINYBaTH I1JIa3MOBI PiBHI iTpaKOHA30Jly Ta HaBIaku. Y pa3i 3aCTOCyBaHHSA
iTpaKoHa30Jly pa30oM 3 KJIAPUTPOMIIIMHOM TalliEHTH ITOBHHHI epe0yBaTH IIifl MUIbHUM HaTJISI0M TS
BUSIBJIEHHS TIPOSIBiB @00 CHMIITOMIB MigCHIEHOT0 ab0 ITPOJIOHTOBAHOT0 (PapMaKoIoriyHOTO eeKTy.

CaksiHasip

3acTocyBaHHs KiaputpoMinuny (500 Mr 2 pasu Ha mo0y) i3 cakBiHaBipoM (M’sIKi KeJTaTUHOBI
karcynu, 1200 mr 3 pa3u Ha 1o0y), sKi € cydcTpataMu Ta iHribitopamu CYP3A, npusBoguio oo
36inbimenHs AUC piBHOBaxHOTO cTtany Ha 177 % ta C,,,, Ha 187 % nopiBHSHO i3 3aCTOCYBaHHIM
Tinbku cakBiHaBipy. [Ipu ubomy AUC Ta C,,, KnapuTpoMminuny 30inburyBanucs npubau3tao Ha 40 %
MTOPIBHSIHO i3 3aCTOCYBaHHSIM TilbKHU KIapuUTpPOMinuHy. HeMae HeoOXiqHOCTI y KOPUTYBaHHI 03,
SIKIII0 00u/IBa JTiKapchKi 3ac00M 3aCTOCOBYBATH OJHOYACHO MTPOTSATOM 00MEXKEHOI0 MTPOMIXKKY Yacy Ta
y BUIIle3raflaHUX A03aX/MiKapchbKux (popmax. Pe3ynbTaTu HOCTigXKEHHS JTiKapChKOl B3aEMOfil i3
3aCTOCYBaHHSIM M’ KX KeJJaTHHOBUX KaIICyJl MOXYTh He BigmoBigatu edekram, sKi
CIIOCTepiramThCA IPU 3aCTOCYBaHHI CakBiHABIPY y (GOpMi TBePOUX KeJTaTUHOBUX Kalcyl. Pe3ynbTraTu
IOCTiAKeHHS JTiKapChKol B3a€EMO[Iil i3 3aCTOCYBaHHSIM JIMIIE CaKBiHaBipy MOXKYTh He BifIoBifmaTH
eekTaM, gKi CIIOCTepPirarThCa IPHU Teparil cakBiHaBipoM/puToHaBipoM. Konu cakBiHaBip
3aCTOCOBYBaTH Pa3oM i3 puTOHaBipoM, HEOOXiTHO BpaXOByBaTH MOXKJ/IMBI e(eKTH PUTOHABIPY Ha
KJIapPUTPOMIIMH (OUB. PO3MiNI BUIIE).

Oco06.1ue8ocmi 3acmocyeaHHsi.

KnapuTtpowmiius He CyIif IpH3HayaTH BariTHUM 0e3 peTesbHOI OIiHKY CITiBBiTHOIIEHHS



KOPUCTB/PU3UK, 0COOMMBO y I TpuMecCTpi BariTHOCTI (OUB. PO3[iNn «3aCTOCYBaHHS y Iepiod BariTHOCTI
abo romyBaHHS TPYOOIO»).

[TarienTaM i3 TSKKOI0 HUPKOBOIO HENOCTATHICTIO PEKOMEHOYETLCS HOTPUMYBATUCST 00€PEKHOCTI
(muB. po3min «Crocib 3aCcTOCYBaHHS Ta HO3U»).

TpuBase abo MOBTOPHE 3aCTOCYBAHHS aHTUOIOTHKIB MOXKe CIPUUNHATH HaOMiPDHUU PiCT HEUYTIUBUX
OakTepiit i rpubiB. [Ipu BUHUKHEHH] cynepiHdeKIii citif MPUIUHUTY 3aCTOCYBAHHS KJIaPUTPOMILIUHY i
po3IoYaTH BigOBiIHY Tepallio.

KnapuTpoMmillH TOIOBHUM YHHOM BUBOOUTHCS Yepes MediHKy. ToMy Cilifg JOTPUMYBaTUCS
00epexkHOCTI TPHU 3aCTOCYBaHHI ITperapary mnallieHTaM i3 nopymeHHIMHU GYHKII Ie4iHKY Bif
TIOMipHOT'0 [0 TSIKKOT0 CTymneHs ( AuB. po3fin «Crocib 3acToCyBaHHS Ta JO3U»).

[Tig 9ac 3acToCyBaHHS KJIapUTPOMIIIMHY IOBIIOMIISIIY PO MOPYIIeHHs (QYHKII] Ie4YiHKY, BKIYaldu
MigBUINIEHUY PiBeHb MMeYiHKOBUX (EPMEHTIB, i IPOo remaToeoIIpHUM Ta/ab0 X0meCcTaTHYHUH
renaTuT 3 XKOBTSHHUIEI0 abo 6e3 Hel. [TopymeHHs QYHKIII MeYiHKKA MoXKe OyTH TSXKKOTO CTYIEHS, Ta
BOHO 3a3BW4al 000poTHE. [HOMI MOBIIOMIISIIYN PO IeYiHKOBY HEAOCTATHICTD i3 JIeTaTbHUM HaCJIigKOM
(muB. po3min «ITo6iuHi peakirii»), ika B OCHOBHOMY OyJia acollifoBaHa 3 CEPHO3HUMU OCHOBHUMU
xBopoOaMu Ta/ab0 CYImyTHIM MeOuKaMeHTO3HUM JliKyBaHHSIM. HeoOximHO HeralHO MPUITUHUTHI
3aCTOCYBaHHS KJIapUTPOMILIMHY IIPU BUHUKHEHH] TaKUX IPOSIBIB Ta CUMIITOMIB I'€lIaTUTY K
aHOPEKCis, XKOBTSAHUIIS, TIOTEMHIHHS cedi, cBepOixk abo 6inb y OiNsAHIII XXKUBOTA.

[Tpo po3BUTOK Aiapel Bif TErKOT0 CTYIMEHS TSIXKKOCTI 10 ICceBroMeMOpPaHO3HOT0 KOJIITy 3 JIeTaIbHUM
HaciigkoM, cipuyuHeHoro Clostridium difficile (CDAD) noBigoMmsiu Ipu 3aCTOCYBaHHI MalXKe BCiX
aHTubaKTepiaabHUX IIpernaparTiB, y TOMY YUCI KJIapUTPOMilMHY. JIikyBaHHS aHTUOaKTepiaTbHUMU
3acobaMu 3MiHIOE HOPMAJbHY (HJI0PY TOBCTOI KMIIKH, III0 MOXKE ITPU3BECTH 10 HAIMipHOTO 3pOCTaHHS
Clostridium difficile. Crip 3aBXau aM’'iTaTU IIPO MOXKJIUBICTh PO3BUTKY Hiapel, CHPUYNHEHOL
Clostridium difficile, y Bcix malieHTiB i3 giapeero micnst 3acTocyBaHHsI aHTHOI0THKIB. HeobximHa
peTenbHa icTopis XBopoOu, OCKINBbKHY PO PO3BUTOK miapei, cupuunHeHoi Clostridium difficile,
TIOBiIOMJISINIA HaBiTh Yepe3 2 MiCAlli Micig 3aCTOCyBaHHS aHTHOaKTepiaTbHUX IpernaparTis. Y pasi
BUHUKHEHHS IICEBIOMEMOPaHO3HOT0 KOIITY He0OXiIHO IPUIUHUTH JIiKyBaHHS KJIaPUTPOMILIMHOM
He3aJIeXKHO Bifl TOKa3aHb, 3a SKUMHU Horo 0yso mpu3HayeHo. HeoOxigHo nmpoBecTu Mikpobiooriyne
IOCITiIKeHHS Ta po3novyaTy HeoOxigHe nikyBaHHs. Cil yHUKATH IIpenaparTis, 10 IPUTHIYYIOTh
IIEPUCTAIbTHUKY.

KoaxiuuH

[ToBimoMISANIK PO PO3BUTOK KOJIXIIIMHOBOL TOKCUYHOCTI (Y TOMY YHCIIi 3 T€Ta/JIbHUM HaC/IigKOM) IIpU
CyMiCHOMY 3aCTOCYBaHHi KJIapUTPOMIIIMHY i KOJXiIMHY, 0COOIUBO MallieHTaM JIITHROTO BiKYy, V TOMY
YUCJIIi Ha TJIi HUPKOBOI HelOCTAaTHOCTI. CyIyTHE 3aCTOCYBAHHS KJIAPUTPOMIIIMHY 3 KOJIXilIMHOM
malfieHTaM i3 HUPKOBOIO ab0 Ie4YiHKOBOI HENOCTATHICTIO MPOTUIIOKa3aHe (IUB. PO3Min
«IIpoTunoka3aHHusa»).

3 06epekHICTIO CITifl 32aCTOCOBYBaTH OJHOYACHO KIaPUTPOMIIMH Ta TpHa30a0eH30/ia3elniHy,
HalpuKiaf, Tpua3ojaM, BHYTPIIIHbOBEHHUN Mifja3osaM (IuUB. Po3hin «B3aemopia 3 iHIIUMU
JMiKapChbKUMU 3aco0aMy Ta iHIIi BUOU B3AEMOIIN»).

3 06epexkHICTIO CTifl 32aCTOCOBYBATH KIAapPUTPOMIIIMH OOJHOYACHO 3 iHIIMMU OTOTOKCAUYHUMHU
3acobamu, 0co6/IMBO 3 amMiHormiKo3uaaMu. Ciifg TPOBOOUTH MOHITOPUHT BECTUOYISIPHOL Ta CITyX0BO1
GbyHKUI Tif 9ac JIiKyBaHHS.

Cepuego-cyOuHHi YCKAAOHEeHHA



[TomoBxkenHs iHTepBany QT, sike BigoOpazKa€e BIJIMB Ha PEIOISPU3alliio Cepis, 1[0 CTBOPIOE PU3UK
PO3BUTKY CepIeBOl apuTMii Ta torsades de pointes, ciocTepiranocs y Ialli€HTiB IPY JiKyBaHHi
MaKpOJTiJaMu, BKITIOYAIOYH KIIaPUTPOMILMH (OuB. po3min «ITobiuHi peaknii»). Yepe3 migBuineHuun
pU3UK MOgoBXKeHHS iHTepBany QT Ta NUIyHOYKOBUX apUTMiil (BKJtodatouu torsade de pointes)
3aCTOCYBaHHS KJIapUTPOMIIMHY IPOTUIIOKA3aHO: MallieHTaM, IKi IPpUUMaTh aCTEMIi30JI, IU3alpHU,
OOMIIEPU[IOH, ITiIMO3U[ Ta TepdeHaouH; MallieHTaM 3 TiloKalieMi€lo; malieHTaM i3 OmOBXKEeHHSIM
inTepBany QT abo MUIyHOUYKOBOIO CEPIIEBOI0 apPUTMi€l0 B aHaMHe3i (quB. po3min «IIpoTunoka3aHHSI»).

Kpim Tor0, KTapuTPOMIIIMH CIIif 3 060epeKHICTI0 3aCTOCOBYBATH HUXKYe3a3HAYEeHUM I'pyIaM
MaIli€HTiB.

- [MTamienTH 3 inremMiyHOI0 XBOPOOOIO CEPIIs, TSAKKOIO CEPLIEBOI0 HEIOCTATHICTIO,
TIOPYLIEHHSIMU IIPOBiIHOCTI ab0 3 KIiHIYHO 3HaYYII0I0 GpaguKapmiero.

- [TamienTy, gKi OMHOYACHO IPUUMAIOTh 1HIII IpenapaTy, AKi COPUSI0Th IOLOBXEHHIO
inTepBany QT, kpim Tux, sKi IPOTUIIOKA3aHI.

PesynbTaTu emnifeMionorivyHux JOCiaXKeHb 00 PU3UKY HECIIPUATIUBUX CEPIEBO-CyIUHHUX
HACJIifKIB 3aCTOCYBaHHS MaKpOJIifiB JOCUTH Pi3Hi. [lesiKi ClIOCTepeKeHHS BUSBUIIN PIOKICHUM
KOPOTKOTEPMIHOBHUY PHU3UK PO3BUTKY apuTMil, iHpapKTy MioKapAa Ta JeTaabHOTO CEPIEeBO-
CYAVHHOTO HACJIKY, [I0B’13aHOT0 3 3aCTOCYBaHHSIM MaKpOJIifliB, BKJII0Yal4¥ KJIIAaPUTPOMILIKH.
Po3srnapn nux pe3ysbTaTiB IpU IpU3HaUYeHHi KIIapUTPOMIlLMHY Mae O0yTu 30ailaHCOBaHUM IIO0
IepeBar JIiKyBaHHS.

ITHesMOHI A

OckKinbKY MOXKJIMBE iICHYBaHHSA PE3UCTEHTHOCTI Streptococcus pneumoniae [0 MakKpOJIifiiB, BaXKJIMBO
IIPOBOAMTY TECT Ha YYTJIUBICTh IPU MPU3HAUYEHHI KIIapUTPOMILIMHY [AJIS JTiKyBaHHS HETrOCIiTalbHOl
IIHEeBMOHIl. ¥ paai rocmitanabHOl THEBMOHII KJTapUTPOMIIIMH OTPiOHO 3aCTOCOBYBaTH Y KOMOiHa1Iii 3
iHIITMMY BiIIOBiMHUMY aHTUOIOTHKAMHU.

IHpeKuil wKipu ma m’AKuUX MKaHUH 8i0 n1e2Kk020 00 NOMIPHO20 CMYyneHs MAXCKOCmi

Hani iHdexkIil HaliuacTile ciprYrHeHi MikpoopraHidmamu Staphylococcus aureus ta Streptococcus
pyogenes, KOX€EH 3 SIKUX MOXe OyTU Pe3UCTEeHTHUM [0 MaKpoifiB. ToMy BaxKJIMBO MPOBOOUTH TECT
Ha YYTIUBICTh. Y pasi, KoM HEMOXKJIMBO 3aCTOCYyBaTH 0eTa-lTaKTaMHi aHTUOIOTHKY (HAIIpUKIaL,
pasi aneprii), K mpenaparT MepIoro BubOpy MoKHa 3aCTOCOBYBATH iHIIII aHTUOIOTHKY, HAIIPUKIIAL,
KJIiHAaMinuH. Y JaHWU 9ac MaKpOJIi[X BiMirpaloTh POJb TiJIbKY y TiKyBaHHI OesIKUX iHGEKLiN MKipu
Ta M'KUX TKaHWH, HalIpUKJaf, iHpekuii, cunpudynaeHux Corynebacterium minutissimum
(eputpa3Ma), acne vulgaris, 6emMx0BOr0 3amnageHHs, Ta ¥ CUTyallidX, KOJIU He MOXKHa 3aCTOCOBYBaTH
MeHIInIIiHY.

Y BUNAAKy PO3BUTKY TAKKUX FOCTPUX Peakliil rinepyyTINBOCTI, TaKUX K aHadinakcis, TIXKKi
mKipHi mo6iyHi peakii (HampuKiIaz, TOCTPUM reHepali30BaHu eK3aHTEeMATO3HUN MTyCTYIbO3,
cuapapoM CriBeHca-[IKOHCOHA, TOKCUYHUY ellifepMabHUI HEKPOJIi3, MefUKaMeHTO3Ha IIKipHa
peaxllis, 0 CYIPOBOAXKYETLCS €03UHODii€lo Ta cucteMHuMu nposgBamu (DRESS-cungpom)),
xBopoOa Illennsiina-I'eHoxa, Tepariio KJIapUTPOMIIIMHOM CIIifl HeTallHO IPUIIMHUTH Ta OOpa3y XK
pO3IoYaTy BifIIOBiIHE JIIKyBaHHSA.

IH2ibimopu I'me-KoA-pedykma3su (cmamuHu)

CymnyTHE 3aCTOCYBaHHS KJIapPUTPOMIIIMHY 3 JIOBaCTaTUHOM a00 CHMBACTaTUHOM IIPOTHIIOKa3aHe (IUB.
po3min «IIpoTunoka3zanHsa»). Crif 3 00epexkHICTI0 MPU3HAYATH KJIIAPUTPOMILIMH OJHOYACHO 3 iHIITUMU



cTaTHHaAMHU. [10BimOMIISIIIOCS TTPO PO3BUTOK PabaoOMioi3y y mallieHTiB IpU OOQHOYACHOMY
3aCTOCYBaHHI KJIapUTPOMIIMHY i cTaTuHiB. HeoOxigHUM MOHITOPUHT CTaHy Malli€eHTiB 00
BUSIBIIEHHS O3HAaK i CUMIITOMIB MionarTil. ¥ pa3i KoJiu 0gHOYAaCHOTO 3aCTOCYBaHHS KJIaPUTPOMILIMHY 3i
CTaTUHaMU YHUKHYTU HEMOXKJIUBO, PEKOMEHYEThCA IIPU3HaYaTU HauMEHIIY 3apeeCTPOBaHy g03Yy
cTtaTuHy. MOXKJIMBe 3aCTOCYBaHHS CTaTUHY, SKUI He 3a/7eXUTh Bil MeTabomiamy CYP3A (Hampuknag,
bnyBacTaTuHy) (OuB. po3min «B3aemomis 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta iHINI BUAH
B3aEMOJIiN»).

ITepopaavHi 2inoesnikemivyHi 3acobu/iHcyniH

Komb6iHOBaHe 3aCTOCYyBaHHS KIaPUTPOMILIMHY Ta IepopasibHUX TiloriikeMigyHuX 3aco0iB (TakKuXx K
TIOXifIHI Cyb(OHIICeY0BUHM) Ta/ab0 iHCYMIiHYy MOXKe CIPUUYUHATH BUPaXKeHY TilorIiKeMiio.
PexoMeH0OBaHUY peTEeIbHUI MOHITOPUHT PiBHS IJIFOKO3U (OUB. PO3HiN «B3aeMofia 3 iHIIUMU
nMiKapChKUMU 3aco0aMy Ta iHIII BUOU B3aEMOIIN»).

[TepopaabHi aHmMuKoazyAssHmu

[Tpu cyMmicHOMY 3aCTOCYBaHHi KJIapUTPOMILIMHY 3 Bap(papruHOM iCHY€ pU3UWK BUHUKHEHHS CEPHO3HOI
KPOBOTeUYi, 3HaUHOI'0 MifBUIlleHHSA noKa3Huka MHC (MixkHapogHe HOpMasli3oBaHe CIIiBBITHOIIEHHS)
Ta MpoTpoMOiHOBOT0 Yacy. [ToKM MallieHTH OTPUMYIOTh OMHOYACHO KJIAPUTPOMIIIMH Ta ITepopasibHi
AQHTUKOATYJISTHTH, TTOTPIOHO IOCTiHO KOHTPOII0BaT nokasHuk MHC Ta mpoTpoM0OiHOBHUii Yac.

Cnip 6yTr 06epeXXHUMU IIPH OTHOYACHOMY 3aCTOCYBAaHHI KJITaPUTPOMIIIMHY 3 IIEPOPaTbHUMU
aHTHUKOATyJITHTaMU IpsAMoi Oil, TaKuMu gK fabiratpaH, puBapokcabaH, amikcabaH Ta emokcadaH,
0CO0JIMBO MalliEHTaM 3 BUCOKMM PU3UKOM KPOBOTEUi (OUB. pPo3Min «B3aeMopist 3 iHIUMU TiKapChKUMU
3aco0aMu Ta iHIII BUOY B3a€EMOMLIN»).

3acTocyBaHHs Oyab-IKOi aHTUMIKPOOHOI Tepail, ¥ T. 4. KJIapUTPOMILIMHY, AJg TiKyBaHHS iHDeKil
Helicobacter pylori Moxe IPU3BECTHU 10 BUHUKHEHHS MiKPOOHOI pe3UCTEHTHOCTI.

Crip 3BepHYTHU yBary Ha MOXKJIUBY II€PEXPECHY PE3UCTEHTHICTh MiX KJIaPUTPOMILIMHOM Ta iHIIUMHA
MaKpoJIifjaMy, a TaKOXK JTIIHKOMIIIMHOM 1 KITiHAaMilIMHOM.

[TamieHTaM, fKi MalOTh IiABUIIEHY YyTIUBICTE [0 TIHKOMIIMHY ab0 KITiHOaMiluHy, CIif 3
00epeKHICTIO MPU3HAYaTH KIaPUTPOMILIMH Y 3B’SI3KY 3 MOXKJIMBOIO IiIBUIIIEHOIO YYTIUBICTIO IO
KJIapUTPOMIIIUHY.

Knaputpowminus ciif 3 06epeXHICTI0O 3aCTOCOBYBATH OGHOYACHO 3 iHOYKTOpaMu (pepMeHTy
ruroxpomy CYP3A4 (muB. po3min «B3aemopis 3 iHIIMMYU JTiKapChKUMM 3ac00aMu Ta iHIIN BUOK
B3AEMOTIN»).

3adikcoBaHO OCUJIEHHSI CUMIITOMIB MiacTeHil rpaBic (myasthenia gravis) y mamieHTiB, Ki
3aCTOCOBYBa/IM KJIapPUTPOMIIIIH.

Caxapoaa

[TpemapaT MiCTUTH caxapo3y, TOMY NallieHTH 3 PifKiCHUMU CIagKOBAMU (popMaMu HEIePEHOCUMOCTI
GPYyKTO3H, CHHIPOMOM TJIOK030-TajlakTO3HO1 ManbabcopOirii abo HemoCTaTHICTIO ITyKpa3u-
i3oManbTa3u He IOBUHHI 3aCTOCOBYBATH IieH mpemnapat. HeoOXimHO TaK0XK BpaXxOBYBaTH BMICT
caxapo3H, Ipu3Havaloyy Iiel Impernapar MnaljieHTaM i3 yKpoBUM Hia0eToM.



3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00io.

BaritHicTb

Beameka 3acTocyBaHHS KJIapUTPOMILIMHY Y Iepiof BariTHOCTI ab0 rogyBaHHS I'PYAII0 He
BCTaHOBJIeHa. Buxongdauu 3 pe3ysbTaTiB, OTPUMAHUX Y JOCIIIIXKEHHIX Ha TBApUHAX, Ta AOCBILY
3aCTOCYBaHHS KJIapUTPOMILIMHY JTIOOIM, He MOXKXHA BUKJTIOUUTHA MOXKI/IMBICTh HETAaTUBHOTO BIIJINBY Ha
eMOpioHabHUM PO3BUTOK. [lesKi 00cepBaliiHi TOCTIIXKEHHS, 110 OL[iHIOBAIN BIUIUB KIaPUTPOMIIIMHY
npotsaroM I ta Il TpumecTpy, BUSBUIIU iABUILIEHUN PU3UK BUKUOHS IIOPIBHSIHO 3 BiACYTHICTIO
3aCTOCyBaHHS aHTUOIOTUKIB a00 BUKOPUCTAHHSM iHIINX aHTUOIOTUKIB IIPOTSITOM TOTO XK IIEPiofy.
IocTymHi faHi emifgeMionoriyHuX OOCHiAXKEeHb 040 PU3UKY CEPHO3HUX BPOMAXKEHUX Bafl PO3BUTKY
IIpU 3aCTOCYBaHHI MakKpOJIifiB, BKIII0Ya04¥ KJIIAPATPOMILINH, IIiJl YaC BariTHOCTI CyllepedInBi.

Knaputpominive MOXHa IpU3HavyaTy JIUIIe Y BUafKaX, KOJIA O4iKyBaHa KOPUCTH [JIs MaTepi
IepeBaXka€ MOXK/IUBUM PU3UK OJIS I1JI00A, 0COOIMBO MMPOTSATOM IEPIINX TPHOX MiCSIIiB BAriTHOCTI.

l'ongyBaHHd rpyAnio

KnmapuTpoMmilvH y HeBEJIUKUX KIJIbBKOCTAX BUAIAETHCA Yy TPYLHE MOJIOKO JIIOOVHYU. BU3HayeHo, 1110
IUTUHA, SKa 3HaXOOUThCS BUK/IIOYHO Ha TPYAHOMY BUTOLNOBYBaHHi, oTpuMae 61u3bK0 1,7 % mo3u
KJIapUTPOMILIMHY (CKOPUTOBaHOI 3a Baroio) MarTepi.

ToMy K/TapUTPOMILIMH IPOTUIIOKA3aHUU KiHKaM, AKi TOOYIOTh TPYAAI0.

DepTUNLHICTD

HocnigxeHHS pepTUNIBHOCTI Ha IIypax He BUSBUIIU XKOJHUX O3HAK IIKiAJIMBOTO BIIJIUBY.

30amHicmb enaueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

Hani npo BrnuB BigcyTHi. OfHaK ciif OpaT [0 yBaru MOXKJIMBe BUHUKHEHHS NOOIYHUX peaklii 3
00Ky HEpPBOBOI CUCTEMHU, TaKUX K CYIOMHU, 3allaMOPOYEHHS, BEPTUTO, TaJIIOIMHAIli], CIIJTyTaHICTh
CBiTOMOCTI, Ae30pieHTallis, 10 MOXKe BIUIMHYTH Ha IIBUAKICTh IICUXOMOTOPHUX PeakKIlii.

Cnoci6 3acmocyeaHHss ma do3u.

Ins miKyBaHHSI HeMikobakmepianvHux iHekuill peKoMeHIoBaHa f03a mpemnapaty Opominig® mus
miTed BikoM Bim 6 MicsIriB 1o 12 pokiB CTaHOBUTE 7,5 MTI/KT MacH Tijla 2 pa3u Ha q0o0y, MaKCHMaJlbHa
mo3a — 500 mr (10 mi) 2 pa3u Ha 700y (KoxkHi 12 roguH). TpUBaicTh JTiKyBaHHS 3a3BUYall CTAHOBUTH
5-10 mHiB 3a7exkHO Bif BUOYy 30yOHUKA Ta TSAXKKOCTI epebiry 3axBopioBaHHs. CyclieH3iio
3aCTOCOBYBaTH He3aJeXKHO Bif BXKMBaHHS 1Ki (MOXKHA MPUMMaTHA 3 MOJIOKOM).

Tab6muig 1.

Ilo3yBaHHS IIpemnapaTy 3aJIe2KHO BiJ MacH Tijla AUTUHU

Maca Tina* gututu (Xr) 250 Mr/5 M (mmmpuir) Tlo3a, MT
8-11 1,25 M1 2 pas3u Ha o6y (Y4) 62,5 MT
12-19 2,5 M1 2 pa3u Ha o6y (%2) 125 mr




20-29 3,75 mn 2 pa3u Ha 0o0y (%) 187,5 Mr
30-40 5 M1 2 pa3u Ha o6y (1) 250 Mr

*TiTsiM 3 Macomw Tina go 8 Kr mo3y HeoOXigHO PO3pax0OBYBaTH Ha KijlorpaMm MacHu Tina (7,5 Mr/Kr 2
pasu Ha mo0y).

Ilo3yeaHHs npu HUPKOBili HedocmamHocmi

HitsMm i3 KmipeHcoM KpeaTuHiHy MeHIIe 0,5 mi/c (30 m/xB) abo y sIKUX piBeHb KpeaTHHIHY B
CHPOBATIII KPOBi CTaHOBUTH > 290 MKMOb/1 (3,3 Mr/100 M), mo3y ciim 3amenmmmTH Ha 50 % abo
TIOJBOITH iHTEpBas MiX mpuiioMamu f03. JIiKyBaHHS MOBUHHO TpUBATH He Oinbie 14 mHiB.

MikobakmepiaavHi iHpeKyii

Ins mikyBaHHS MiKoOaKTepianbHUX iHQEKIIiM peKOMEeH0BaHa I AiTel mo3a npemnapaty ®pominig®
y dopmMi cycneHnsii cTaHOBUTS Bif 7,5 mo 15 Mr/Kr Macu Tina 2 pa3u Ha go0y 3 OrIsioy Ha
IHAUBiNyabHY KIIIHIYHY OLIHKY JIiKapeM CTaHy MallieHTa Ta TSAXKKOCT1 3aXBOPIOBAHHS.

JlikyBaHHS IPONOBXKYBaTH, IIOKYU CIIOCTEPIraeThCs KiIiHiYHa e(eKTUBHICTH Bifl 3aCTOCYBaHHS
npernapary (Moxe OyT MOTPiOHMM [AOHaBaHHS iHIIUX aHTHMiKOOAKTepiaaIbHUX IIperaparis).

Tabmuis 2.
Io3yBaHHS, 110 PEKOMEHAYEThCS OIS HiTel 3 MikoOaKTepianbHOIO iH(DEKITi€0, 3aeKHO Bi MacH Tina

Maca rina* gutuau KinbkicTe cycneHsii mpemnapaty @pominig® 250 mr/5 M (Ha go0y)

(xr) 7,5 Mr/Kr 2 pa3u Ha go0y 15 Mr/kr 2 pasu Ha #o0y
8-11 1,25 mn 2,5 M

12-19 2,5 M1 5 mMn

20-29 3,75 Mn 7,5 MI

30-40 5 Mn 10 mn

*IliTsaM 3 Macolo Tina 0o 8 Kr J03y HeoOXiIHO Po3paxoByBaTH Ha KinorpaM Macu Tina (7,5-15 mr/kr 2
pasu Ha m006y).

IIpueomysanHa cycnensii. CycneH3isd Ajis mepopaabHOr0 3aCTOCYBaHHS MICTUTh IPaHyJId MajleHbKUX
PO3MipiB, SIKi He CJTif p03:KOBYBaTH, OCKIJIbKY 1X BMICT TipKuil Ha cMakK. 715 BiIMipioBaHHS 03U
HaJaeThCS IIIPHUI] AJIST OPaIbHOTO BBEJEeHHS. B 0MHOMY ITOBHOMY IINIPUIIL MiCTUTHCSA D MJI CyCIeH3il
(250 mr knaputpominuny). ITicis KOXXHOT0 3aCTOCYBaHHS LIMIPULL C/Ii IPOMUTHU BOAOIO.

Inst mpurotyBanHs 60 My cycmenaii (250 mMr/5 mn) nmoTpibHO 42 M ounlneHol abo Kul' s4eHoil
oxosomxkeHoi Bogu. CTpycutu (irakoH, mob po3’emHaTH rpanynu. [JomaTu IpubIu3Ho Y2 00’emy
HeoOXiTHOI KiTbKOCTi BOOY i peTeNbHO CTPYCUTH [0 IIEPEXOMAY BCiX TBEPAUX YaCTOK Y GhopMy
cycnensii. [JomaTy BoAy, 110 3aIUINKMIIACS, [0 BiIMiTKY Ha ¢akoHi i obpe ctpycutu. Tpeba yHUKATH
iHTeHCUBHOTO Ta/ab0 TPUBAJIOTO CTPYIIyBaHHS. [lepeq KOXKHUM 3aCTOCYBAHHSIM IIpenapaTy CIif
CTpylIyBaTH (JIaKOH [J BifHOBIEHHS CYyCIIEeH3il.

Himu.

[ls1 3acTOCyBaHHS OiTAM BiKOM Bif 6 MicALiB f0 12 poKiB.



Ilepedo3yeanHs.

Cumnmomu. IcHy104i TOBIOMJIEHHS BKa3yIOTh Ha Te, L0 IIepefo3yBaHHs KJIapUTPOMILIUHOM MOXKe
CIPUYMHUTH 0SBy CUMITOMIB 3aXBOPIOBAHHS IIIYHKOBO-KUIIIKOBOTO TPAKTy. B 0gHOT0 namieHTa 3
OimonsApHUM IICUX030M B aHAMHE3i, KW IPUMHSB 8 I' KIIaPUTPOMILIUHY, PO3BUHYIUCS 3MiHU
PO3yMOBOT0 CTaHy, TapaHoifiajbHa MOBeIiHKa, TilloKalieMis Ta TimokceMmis.

JlixyeanHA. He icHye cnenuGpiyHOr0 aHTUAOTY IIPU llepefo3yBaHHi. fK i y BUNAAKy 3 iHIIMMU
MakpoJligaMu, MaJoiMoBipHO, 1006 reMopiani3 abo mepuToHea IbHUY Oiajli3 CyTTEBO BIJIMBAJIM Ha
BMICT KJIapUTPOMIIIMHY y CUPOBaTIi KpoBi. [106iuHi peaxkiiil, 1o CyIIpOBOOKYIOTEL IIepeI03yBaHHS,
CJIif JiKyBaTH IIJITXOM HEralHOTr0 IPOMUBAHHA IIJTyHKa Ta 3aCTOCYBAHHS CUMIITOMATHYHOI Teparil.

ITobiuni peakuii.

HaityacTimumu Ta IOMIMPEHUME MOOIYHUMY PeakIlisiMu, OB’ I3aHUMHU 3 Tepallieio
KJIAPUTPOMILIMHOM, K V [IOPOCIIUX, TaK i y miTe#, 6ynu Ginb y XKUBOTI, miapes, HymoTa, O/1I0BaHHS Ta
crioTBOpeHHs cMaky. L1i mobiuHi peakilii 3a3Buyail He3HaYHi 3a iIHTEHCUBHICTIO i BigIOBialOTh
BimoMoMmy mipodinio 6e3meky MakKpoigHuX aHTuOi0THKIB. He 6yn0 CyTTEBOI pPi3HUIIL B 4aCTOTi LUX
no0iYHUX peakilili 3 00Ky IITYHKOBO-KHIIIKOBOTO TPAKTY Iif Yac KITiHIYHUX JOCiIKeHb MiK
MOMYJISLISIMU TIALi€HTIB i3 MiKoOaKTepiamTbHUMU iHQEKIIAMY i MallieHTiB 6e3 Takux iH(eKIin.

Y HUK4YeHaBefeHil TabauIli 3a3Ha4eHO 00iYHiI peaklii, IKi BUHUKAJIU B XO[i KIiHIYHUX BUNIPOOyBaHb
Ta IIiJ YaC MOCTMapKEeTUHTOBOTO 3aCTOCYBaHHS KJIaPUTPOMIIIMHY 3 HeTaHUM BUBIIbHEHHSIM, TPaHy I
IIJIs1 TepopasbHOI CyCIieH3il Ta TabIeTOK 3 MOOOBXKEHUM BUBiITbHEHHSIM.

Peakiii, gKi npuHa¥MHi IMOBIpHO IOB’s13aHi 3 KJIapUTPOMIIIMHOM, HaBe[leHi 3a CUCTeMaMy OpraHiB i
3a 9acToToo: yacto (= 1/100 — < 1/10), HeuyacTo (= 1/1000 — < 1/100) i HeBimomo (mo6iuHi peaxiril
3 IOCTMapKETUHTOBOTO NOCBiAy; He MOXKHA OIIHUTY YacTOTy 3a HasiBHUMU JaHUMU).

[OPOKHUHY, TaCTPOEHTEPUT’,
indexmnis’, BarinanbHa
iHpeK1is

CucreMa [To6iuHi peaxiiil
OpraHiB YacTo HeuacTo Hegimomo
[HdeKIril Ta iHBa3il [TemoniT', KaHAUKO3 poToBol  [[IceBOOMeMOPaHO3HUM

KOJIiT, OelmxoBse
3amajeHHs, epuTpa3Ma

3 00Ky KpOBi i
miMdaTryHOI cucTeMu

TleiikomeHis, HefiTponeHisa’,
TPOMOOLUTOMIS, eOSI/IHO(biJ'I15{4

ATpaHyJIOLUATO3,
TPOMOOLIUTOIIEH]ST

3 00Ky iMyHHOI
CUCTEMHU

AHadinakToinHi peaxmii',
rinep4yTJIUBICTD

AHadinaKTUYHI peakiiii,
AQHT1I0HEBPOTUYHUMI
HaOpsK

3 60Ky MeTabomi3my i
Xap4yBaHHSA

IAHOPEKCisl, 3HUKEHHS alleTUTy

3 OOKY ICUXiKH

be3coHHs

TpUBOKHICTb, HEPBO3HICTH

[Icyux03, CILUIyTaHICTh
CBiOMOCTI,
mernepcoHami3anis,
mernpecis,
me3opieHTalis,
raJTIonuHalll, XKaxIuBi

CHOBHUIHHS, MaHiq




3 00Ky LIeHTpaJIbHOI
HEPBOBOI CUCTEMU

[Tn3reB3ia
(mopyueHHS
CMaKOBOI1
YYTIUBOCTI),
TOJIOBHUH 0inb

BrpaTa cBigoMocTi',
nuCcKiHe3is', 3alaMOpPOYeHH,
COHJIUBICTB, TPEMOP

Cymomu, areBsis (BTpaTa
CMaKOBOI YyTIMBOCTI),
[MapoCMisi, aHOCMid,
rmapecresis

3 00Ky OpraHiB CITyXy
i mabipuHTHI
OPYIIEHHS

3amaMOpOYEHHS, IOTipIIeHHS
CJIyXy, A3BiH Y ByXax

BTtparta ciyxy

3 6oKy cepist

3ynuHKa cepus’, GiOpusmis
Tepencepnb’, HONOBXEHHS
inTepsany QT, eKcTacucTonu',
BiI4yTTA CepLebuTTs

[lipyeTHa IIUIyHOYKOBa
Taxikapmia (torsades de
pointes), MIIYHOYKOBA
TaxiKapgis

3 60Ky CyauH BasopunaTaris’' KpOBOBHUIIIB

3 60Ky muXabHOI HocoBa KpoBoTeua’, acTMa’,

CI/ICTeM}/L 0_p1"aHiB eMO00JTist CymIuH nereHiB’

rPYOHOL KJTITKY Ta

CepemoCTiHHS

3 00Ky TPaBHOTO [liapes, E3odarit’, ["oCcTpull MaHKPEATHUT,

TPaKTy 0ITI0BaHHS, ractpoe3odareanabHa 3MiHa KOJIbOPY S3UKaQ,
OUCIIEICis, pe(bJ'II-OKCHa XBopoﬁaz’ racTpur, 3MiHa KOJIbOPY SY6iB

HymgoTa, Oinb y
PKUBOTI

[IPOKTaIrisa’, CTOMaTHT,
[JIOCHT, 3MyTTS XUBOTa',
3a10p, CyXiCTb Y POTi,
BiIpUKKa, METEOPU3M

3 OOKy
remnaToOiniapHOI
CUCTEMU

BinxuieHHS Bif
HOPMHU
(byHKLIOHATTBHUX
TECTiB IIeYiHKHU

XomnecTas’, rematut’,
migBuienHs piBag AJIT, ACT,
TT

[NeuinkoBa
HEeIOCTaTHICTD,
[XOJIecTaTu4Ha
PKOBTSIHUIIS,
rernaToLerntosipHa
PKOBTSIHUIIS

3 0OKy LIKipH i
MigITKipHOI
KJIITKOBUHU

BucumaHus,
rineprigpos

By/Ib03HUI IepMATHT,
cBepOixK, KPOIIUB' THKA,
MaKyJI0-I1alyJIb0o3Hi
BUCUTIAHHS

Ts1xKi MKipHi mo6ivHi
peaxiril (Harmpukiagm,
TOCTpUI
reHepasi3zoBaHuU
eK3aHTeMaTO3HUHI
TyCTYJIb03, CUHIPOM
CriBenca-JI>x0oHCOHA®,
TOKCUYHUH
emimepMabHUN
HEeKpoi3®,
DRESS-cuHapoM, akHe,
xBOpoOa

[[MeunnarHa-I eHoxa




3 OOKY OIIOPHO- M’s130Bi ciasmu’, ckenetHo-  |[Pabmomionis’ (3a
PyX0BOi CHCTEMHU Ta M’'130Ba PUTIOHICTD', Mianria® |IesSKuMU

CIIOJIYyYHOl TKaHWHHA TTOBIOOMJICHHSIMU,
PabmomiosTi3 BUHKUKAB,
[Kkonu knapuTpoOMiLH
3aCTOCOBYBaIU CYMICHO
3 IHIIWMU JTIKapChbKUMU
3acobaMu, Ipo SKi
BimOMO, III0 BOHHU
ACOITIIOIOTHCA 3
pabmomiosizoM (Taki K
ctaTuny, GpibpaTH,
[komxinmH abo
AJIONYyPUHOII)), MiomarTis

3 60Ky HUPOK i [ligBUIIleHHS KPEaTUHIHY HupkoBa HEOCTATHICTS,
Ce4OBUOINBHOI KpOBi', MiBUILIEHHS CEUOBUHHU [IHTEPCTUI[iaIbHIN
CHCTEMU KPOBi' HehpUT

3arasnbHi nopymeHHs |®nebit y Micii HesnyXaHHS', rapsdka’,
Ta Miclle BBeleHHS  [BBefleHHs, Oinb, |acTeHis, 6ib y rpymsx’,

3arayeHHs y 03H06", BTOMTIOBaHiCTH
MiCITi BBEIEHHST'
JTaGopaTopHi [TigBUIIIEeHHS PiBHS JTy2KHOI [TigBumenus MHC,
[OCTIiAKEHHS dbocdaTasu y kposi’, 3GiTbIIEHHST
[TiOBUINIEHHS PiBHSA MPOTPOMOIHOBOTO Yacy,

TakTaTHerimporeHasy y Kposi', [3MiHa KOJIbOPY cedi
3MiHa CIiBBIGHOIIEHHS
apOyMin/rnoGymin'

1234 ITpo daHi nobiuHi peakuii nosidomasAau MiabKU Npu 3acmocyeaHHi npenapamy y ¢popmi: 1 -
NOpowKy nioghinizoeaHo20 014 NPU20MyB8aHHA PO3UUHY 045 iHQY3il, 2 - mabsiemok npos10H208aHOT
0ii, 3 - cycnensii, 4 - mabaemok He2daliH020 8UBiIbHEHHS.

YacToTa, TUI Ta TSAXKKIiCTh MOOIYHUX peaklliyl y miTed momgibHO TaKUM Ke Y JOPOCIHX.

[HWi epynu nauieHmia

ITauienmu 3 nopyweHHAMU iIMYHHOI cucmeMu.

Y xBopux Ha CHIJ] Ta iHIIKX MaIi€eHTiB i3 IOPyIIeHHAME iIMyHHOI CUCTEMH, SIKi 3aCTOCOBYBaJIN BUCOKI
M03HU KIAaPUTPOMIIIMHY HOBIIE, HiXK PeKOMEH[IOBAHO, [JIS JIiKyBaHHS MiKoOaKTepianbHUX iHeKIIiH, He
3aBXK[Y MOXKHa Bifipi3HuTH NM00iUHI peakiiil, MOB’sA3aHi i3 3aCTOCYBaHHSAM IIpenapaTy, Ta CUMITOMU
OCHOBHOT'0 a0 CyIyTHiX 3aXBOPIOBaHb.

Y mopocnux XBOpHUX, SKi OTPUMYBaJIK KJIapuTpoMinuH v mo6osiit go3i 1000 mr i 2000 mr,
HalyacTimuMu nmobivHuMu edektamu 6y HyooTa, 6J10BaHHS, CIIOTBOPEHHS CMaKy, 6iflb y KUBOT,
Iiapes, BUCHIIQHHS, 3MYTTS KUBOTA, FOJIOBHUY 0iflb, 3a110p, MOPYIIEHHS CIyXy. 3a IUM KPUTEPIieM, ¥
2-3 % 1uX Malli€HTIB CIIOCTepiranocs 3HayHe aHoManbHe migBuilleHHs piBHiB AJIT Ta ACT Ta
aHOMaJIbHe 3HUKEHHS KiJIbKOCTi JIEMKOIIUTIB Ta TPOMOOLIMTIB V¥ KPOBi. Y MEHIIIOr0 BigCOTKa MAlli€HTiB
CIIOCTepiranocs MigBULIIeHHS PiBHS a30Ty CEYOBUHU KPOBI.

38imysaHHA Npo nido3pro8aHi nobiuHi peakuii




[ToBimomneHHs mpo Mo6iuHi peakiril micis peecTpallii TikapchKoro 3aco0y Ma€ BaXK/IMBe 3HAYEHHS.
Lle ma€e 3MOr'y MPOBOOUTH MOHITOPUHT CITiBBiIHOIIEHHS KOPHUCThL/PU3UK IIPHU 3aCTOCYBAHHI IIOTO
JiKapchbKOro 3acoby. MeguuHuM Ta ¢hapMalleBTUYHUM IIpalliBHUKAM, a TAKOXK IaliieHTaMm abo ix
3aKOHHUM IIpe[CTaBHUKAM CJIif] TIOBiTOMJISITH TIPO YCi BUTTAAKHU IiI03PI0OBaHUX MOOIYHUX Peakilii Ta
BifmcyTHOCTI epeKTUBHOCTI NiKapchKoro 3aco0y mo [IepxKaBHOTO eKcrepTHOro ueHTpy MO3 Ykpainu
3a mocunaHHsAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi. 2 POKHU.

YMmoBH 30epirannsi. 30epiraTi B OpuTiHasbHiM yIaKOBI Ipu TeMiepaTypi He Buine 30 °C.

[TpuroTOBIEHY CYCIIeH3il0 C/Til BUKOPUCTATH MPOTATOM 14 [mHiB 3a yMOBU 30epiraHHs B OpUTiHaIbHIM
YIIaKOBIIl IIpU TeMIlepaTypi He Bulle 25 °C B 3axullleHOMY Bif] CBiT/Ia MiCLi.

36epiratu y HEgOCTYIIHOMY IJIST OiTe# MicIi.

YnakoBka. ['panynu ans npurotyBanus 60 M (250 mMr/5 mn) cycneHsii ajis opaabHOTO
3aCTOCYBaHHS y CKITHOMY (PrakoHi; mo 1 ¢piakoHy y KOMIIJIEKTI 3 IIMTPUIIOM [JIsI OPaJIbHOT'O BBEIEHHS
B KapTOHHI! KOPOOIIi.

Kareropis Bignycky. 3a perentom.

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

Micue3HaxoKeHHsI BHPOOHHKA Ta afjpeca Micusi IPpOBaIKeHHs MOro Jis/IbHOCTI.

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



