IHCTPYKIIA

IJIs1 MEIUYHOT 0 3aCTOCYBaHHS JIIKapChKOT'0 3aC00y

KIIAPUTPOMIIIUH

(CLARITHROMYCIN)

CKnao:
Oitoua pevosuHa: clarithromycin;
1 TabneTka MiCTUTH KJTapUTPOMIlIUHY, Y epepaxyBanHi Ha 100 % pedvoBuny - 250 mr a6o 500 mr;

0ONOMIICHI peyoB8UHU: LIe/II0J103a MIKPDOKPUCTAIiYHa; HATPil0 KPOXMAaJbIJIiKOIAT (TUl A); HATpio
JaypuicyabGart; TinpoMesno3a; Kasbllilo cTeapart; cyMimm gis nokpuTTta «Opadry II Yellow» (MicTuTE:
TpPUALleTUH; TiIPOMeo3y; TIaKTo3y, MOHOTigpaT; TuTany giokcup (E 171); momieTuneHrnikons; 3amisa
okcup xkoBtui (E 172)).

Jlikapcbka ¢popma. TabmeTKy, BKPUTI MTiIBKOBOIO 000I0HKOIO.

OcHosHi (i3uko-xiMiyHi 81acmusocmi: TaONeTKY, BKPUTI MJTiIBKOBOIO 0060I0HKOI0, JKOBTOT'0 KOJIbOPY, 3
IBOOIIYKJIOI0 TTOBEPXHEIO, 3 PUCKOIO 3 OMHOT0 00Ky TabneTku Ta TUCHEeHHSIM «KMII» 3 inmoro 60ky.
Ha monmepeyHoMy 3pi3i MoMiTHO Apo 6isIOT0 KOIHOPY.

dapMmakoTepaneBTHYHA rpyna. [IpoTumikpo6Hi 3aco0u AJIsT CHCTEMHOTO 3aCTOCYBaHHS.
Makpomigu. Kog ATX JO1F A09.

®Papmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

KnapuTpoMmiluH - HaniBCUHTETUYHUM aHTUOIOTUK I'PYIX MaKpoifiB. AHTUOaKTepianbHa Ois
KJIapUTPOMILIMHY BU3HAYA€ETHCS MOT0 3B’93yBaHHAM 3 50S-pubocomManbHO0 CyOOONHUIIEI0 YUY TIUBUX
OakTepiit i npurHiveHHsM 6iocuHTe3y Oinka. [Ipenmapat BUSBIISi€ BUCOKY eeKTUBHICTS in Vitro momo
IIUPOKOT0 CIIEKTPa aepoOHUX Ta aHaepPOOHUX IPAMIIO3UTUBHUX Ta FPAMHEraTUBHUX MiKPOOPraHi3MiB,
y TOMY YHCJIi TOCIiTanbHUX IMTaMiB. MiHiManbHi IpUrHidyBanbHi KoHIeHTpalil (MIIK)
KJIapATPOMILIMHY 3a3BU4Yail y ABa pa3u HUXKUi HiK MIIK epurpominuny.

KnaputpowminuH in vitro BucokoedekTuBHuM mopo Legionella pneumophila i Mycoplasma
pneumonie. [lie 6akTepuiuaHo mono H. Pylori, akTUBHICTh KJIapUTPOMILIMHY IIPH HEWTpanbHOMy pH
€ BUIIa, Hixk npu kucnomy pH. a#i in vitro Ta in vivo cBig4aTh IIpo BUCOKY €(heKTUBHICTh



KJIapUTPOMILIMHY IIOAO0 KTiHIYHO 3HAUYIIUX ITaMiB MikoOakTepid. [locmigKeHHS in vitro mokasany,
mo wraMmu Enterobacteriaceae i Pseudomonas, ik i TpaMHeraTuBHi 6akTepii, 1110 He TPORYKYIOTh
JIaKTO3Y, He YYT/IUBIi 10 KJIapUTPOMILIUHY.

Mixpobionoais.

KnapuTpoMmiliu akTUBHUMY in Vitro i B KIiHiIYHIM OTPAKTHIN MO0 OiNbIIOCTI MITaMiB TAKUX
MIiKpPOODPraHi3Mis:

AepoOHi rpaMnO3uTHBHI Mikpooprani3mu: Staphylococcus aureus, Streptococcus pneumoniae,
Streptococcus pyogenes, Listeria monocytogenes.

Aepo06Hi rpamMHeraTuBHi Mikpooprauisamu: Haemophilus influenzae, Haemophilus parainfluenzae,
Moraxella catarrhalis, Neisseria gonorrhoeae, Legionella pneumophila.

[ami mikpoopranisamu: Mycoplasma pneumoniae, Chlamydia pneumoniae (TWAR).

Mikob6akTepii: Mycobacterium leprae, Mycobacterium kansasii, Mycobacterium chelonae,
Mycobacterium fortuitum, Mycobacterium avium complex (MAC), siki ekatouaroms Mycobacterium
avium, Mycobacterium intracellulare.

Bera-nakTamMa3u MiKpOOpraHi3MiB He BIJIMBAIOTh Ha €()eKTUBHICTE KJIaPUTPOMILIAHY.

BinpiticTs MeTUIIUITIH- Ta OKCALMTIHPE3UCTEHTHUX IITaMiB CTa(ilIOKOKiB He YyTIIUBI [0
KJIapUTPOMIIIUHY.

Helicobacter: H. pylori.

KnapuTpoMmiliut akTUBHUY in vitro 1momo 6ibIIoCTi ITTaMiB TaKMX MiKpOOpPraHi3MiB, OOHAK KITiHiYHa
edekTuBHICTh Ta 6e3MeKa MOro 3aCTOCYBAHHS He BCTAHOBJIEHI:

Aepo06Hi rpaMIIO3UTUBHI MikKpoopraHi3mu: Streptococcus agalactiae, Streptococci (epynu C, F, G),
Viridans group streptococci.

Aepo06Hi rpamMHeraTuBHi Mikpooprasiamu: Bordetella pertussis, Pasteurella multocida.

AnaepoOHi rpaMIIo3uTHBHI Mikpooprauiamu: Clostridium perfringens, Peptococcus niger,
Propionibacterium acnes.

AnaepoOHi rpaMHeraTHBHI MiKpoopraHiamu: Bacteriodes melaninogenicus.
Cmipoxetu: Borrelia burgdorferi, Treponema pallidum.
Kammino6akTepii: Campylobacter jejuni.

Knaputpomilua YuHUTh 0aKTEPULIUIHY [Iil0 00 KibKOX ITaMiB 6akTepiii: Haemophilus
influenzae, Streptococcus pneumoniae, Streptococcus pyogenes, Streptococcus agalactiae,
Moraxella (Branhamella) catarrhalis, Neisseria gonorrhoeae, H. pylori ta Campylobacter spp.

OcHOBHUM MeTab0IiTOM KIapUTPOMIIIMHY B OpPraHi3Mi TIOAUHY € MiKp06ionoriYHO aKTUBHUN
14-rigpokcuknapurpominus (14-OH-knaputpomitut). 11 GinbIocTi MikpoopraHiamis
Mikpo0iosoriyHa aKTUBHICTh MeTaloIiTy HopiBHIOE abo B 1-2 pa3u cnabia 3a MaTEePUHCHKY
cyOcTaHIIito, 3a BUHATKOM H. influenzae, BiTHOCHO SIKOTO e(eKTUBHICTh MeTaboIiTy B 2 pa3u Bullla. B
yMOBax in vitro Ta in vivo MaTepuHCbKa CyOCTaHis i ii 0CHOBHUIM MeTaboJIiT BUABISAIOTH a60



amuTHBHME, a00 cuHepriunui edekT momo H. influenzae, 3aiexkHo Bif IMTaMy MiKpOOPTraHi3aMy.

TecTy Ha YYTIUBICTD

KinekicHi MeTOnY, 1110 BUMaraiTh BUMIpIOBaHHSA [iaMeTpa 30HU, Aal0Th TOYHIIIY OLIHKY YyTJIMBOCTI
OakTepill o MpOoTUMiIKpOOHUX IIpemaparTiB. B ogHil i3 peKoMeHIOBaHUX IPOLIEAYP [AJT TECTYBAHHS
YYTJIMBOCTi BUKOPUCTOBYIOTh IUCKHU, iMIIperHoBaHi 15 MKT KinaputpoMinuny (nudysitiauii Tect Kip0i-
Bayepa); npu inTepmpeTaliil CIiBBigHOCATD OiaMeTp 30HU MPUTHIYeHHS OIS IbOTO AUCKA 3i
3HauenHaMu MIIK mns knmaputpoMinuny. MITK Bu3Ha4a€ThCSI METOOOM PO3BefeHHS B OyTbi0oHi a00
arapi.

[Tpu poBefeHHi IUX MIPOIEAYP BUCHOBOK j1abopaTopii «4yTIuBiCTh» BKA3ye Ha Te, 110 iHPiKyouui
MiKpoopraHi3M, HaliMOBipHillle, BiATIOBICTh Ha Tepaliio. BUCHOBOK «pe3UCTEHTHUI» BKa3y€ Ha Te,
1m0 iHQiKyoYnil MIKpoopraHi3M, HaliMOBipHillle, He BiIIOBICTh Ha Tepamil. BUCHOBOK «IIpoMiXKHa
YYTJIMBICTh» TOBOPUTH IIPO Te, 110 TepaleBTUUHUM e(DeKT JaHOTo penapaTy MoxXe OyTH CYMHIBHUM
abo X MikpoopraHi3m 6yge 4yTIUBUM, SKIIO 3aCTOCOBYBATH BUILI 103U (IIPO IPOMiXKHY YyT/IHUBICTh
TOBOPSTh TAKOXK SIK IIPO IIOMIpPHY YYTJIUBICTB).

HeobxigHo 6patu mo yBaru crueludivHi ois Kpainu a6o perioHy BimoMoCTi 11010 abCOMIOTHUX MeK
[iana30Hy YyTIUBOCTI, PE3UCTEHTHOCTI i TPOMIKHOI 4y TIIUBOCTI.

dapmakokiHemuxka.

KnapuTtpowmitus mBugko Ta qobpe abcopOyeThCS 3i MITYyHKOBO-KUIIKOBOTO TPAKTY ITiCIIs
IIepopPajIbHOTO 3aCTOCYBaHHS Impemapary y ¢opmi TabneTok. Mikpo06iooriuHo akTUBHUN MeTaboIiT
14-rifpOKCUKIIaPUTPOMILIMH YTBOPIOETHCS LMIISIXOM MeTab0JI1i3My MepPIIOro MPOXOaKEeHHS.
KnapuTpomilimH MoKHa 3aCTOCOBYBaTH He3aJleXKHO Bifl MpuitoMy 1XKi, OCKinbKM 1Ka He BIJIMBA€E Ha
6iomoCTymHIiCTL TabIeToK KIapuTPOMILMHY. [’ka He3HauHOo 3aTPUMyE I0YaTOK abcopOil
KJIapUTPOMILIMHY Ta yTBOpeHHA 14-rinpokcuMeTaboriTy. PapMaKOKiHETHKA KJTaPUTPOMILIUHY
HeJliHiliHa, IPOTe PiBHOBaXKHa KOHLIEHTPALIiSl JOCATAETLCS B MeXKaXxX 2 [HIB 3aCTOCYBaHHA IIpernapary.
[Tpu 3actocyBanHi 250 Mr 2 pasu Ha fo0y 15-20 % He3MiHeHOro MpemnapaTy BUBOOUTLCS i3 cevero.
[Tpu mo3i 500 Mr 2 pa3u Ha [0o0y BUBEeHHS IIpenapaTy 3 cedelo iHTeHCcUBHiIle (mpubau3uo 36 %).
14-TifpoKCUKIaPUTPOMILIMH € OCHOBHUM MeTa0O0JIiTOM, 1110 BUBOTUTHLCS i3 ceuelo ¥ KinbkocTi 10-15 %
3aCTOCOBAHOI [03u. binbllla YacTHHa 3aUIIKy 031 BUBOOUTHCS 3 (peKamisiMu, mepeBakHO 3 KOBYIO.
5-10 % BUXiAHOI CIIOIYKY BUSABISETHCS ¥ BeKaiax.

[Tpu 3actocyBanHi 500 Mr KIapuTpoMinuHy 3 pasu Ha fo0y KOHIeHTPaIlil KJIapUTPOMILIMHY B IJIa3Mi
KPOBI MigBUINYIOTHCS OPIBHSHO 3 TAKMMHU IIPU 3acTocyBaHHi 7o3u 500 Mr 2 pa3u Ha go0y.

KoHueHTpanis KJIapuTpoOMILMHY B TKAHUHAX Y KiJIbKa Pa3iB [IEpeBUIlye KOHLIEHTPALIIO IIpernaparTy y
KpoBi. TligBuIeHi KoHIleHTpalii 6y1u BUSBIEH] SK ¥ TOH3UJIAPHIN, Tak i y TereHeBiil TKaHUHAX.

KnaputpoMinui npu TepaneBTAYHUX Ho3axX Ha 80 % 3B’43yeTnhcsa 3 OiIKaMu mjia3Mu KPOBI.
y

KrnapuTpoMiliH NpoHUKAE B CIM30BY 000JIOHKY IITYHKA. BMICT KITapUTPOMIIIMHY B CITU30BIil
000JI0HIIi Ta TKAHWHI IITyHKa BUIIKUY IIPU 3aCTOCYBaHHI KJIapUTPOMILIMHY pa3oM i3 OMempa30JioMm,
HiX IIPY MOHOTEepaIlii KITapATPOMIIITIHOM.

KrinigHi xapaKTepHCTHKH.

IToka3aHHs.



JlikyBaHHS iH(DEKIiN, CHPUYMHEHUX YYTIUBUMHU [0 KIAPUTPOMIIIMHY MiKpOOpPTraHi3MaMu:

[HdeKIIil BepXHiX quXanbHUX IIIIXiB, TOOTO HOCOTJIOTKY (TOH3UJIT, hapuHrir), Ta indekmii
IPUOATKOBUX ITa3yX HOCA.

[HdeKIil HUXKHIX qUXaIbHUX HIISXiB (OpOHXIT, TOCTpa KPyIno3Ha ITHEBMOHIS Ta TepBUHHA
aTUIIOBa MHEBMOHIs) (OuB. po3ainu «dapMakosoriyHi BaacTuBOCTi. PapMaKoarHaMiKa» Ta
«Oco6IMBOCTi 3aCTOCYBaHHS» LIOJ0 TECTYBAHHS Ha YYTJIUBICTD).

[adexkil mKipu Ta M'9KUX TKaHUH (iMIeTuro, GoikysiT, epusunenoin, GypyHKYIb03,
indikoBani panu) (nus. po3ginu «dapmakonoriuni Bmactusocti. PapmMakoguHamika» Ta «OcoO6nMuBOCTI
3aCTOCYBaHHS» IIO0 TECTYBaHHS Ha YYT/IMUBICTD).

[CocTpi Ta XpOHiIYHI OMOHTOTEeHHI iH(EKIIl.

IOuceminoBaHi abo noKasnizoBaHi MikoOakTepianbHi iHGeKIIil, cnpuuuneHri Mycobacterium
avium abo Mycobacterium intracellulare. JlokanizoBaHi indexiiii, cnpuuuneni Mycobacterium
chelonae, Mycobacterium fortuitum a6o Mycobacterium kansasii.

Epagukanist H. pylori y malieHTiB i3 BUpa3KO0 ABaHAAIATUIIANO0l KALIKY IIPY IPUTHIYeHH
CeKpellil CONSHOI KUCIOTH (aKTUBHICTh KIapUTPOMinMHY 1mopo H. pylori npu HelTpanbsHoMmy pH
BHUIIA, HiX npu Kuciaomy pH).

IIpomunoka3aHHs.
[TigBuIleHa YyTIUBICTh [0 MAKPOJigHUX aHTUOIOTHKIB Ta 40 iHIINX KOMIIOHEHTIB IIpenapary.

OpHOYacHe 3aCTOCYBaHHS KJIaPUTPOMIIMHY Ta Oyab-IKOT0 3 HUXK4Ye3a3HaueHuX Mpernaparis:
acTeMi30J1, UM3anpu, MMo3u, TeppeHaant (OCKINbKY 1ie MOXKe IPHU3BECTHU [I0 MOTOBXKEHHS
inTepBany QT Ta PO3BUTKY CeplLIeBUX apUTMili, BKIII0Yal0Uy IITYHOYKOBY TaxiKapfito, Giopunsiiio
IIJTyHOUKIB Ta torsades de pointes), alKaolgy pikKiB, HAaIpUKJIa[ eproTaMiH, QUTiIpoeproTaMin
(OCKiNBbKY I1e MOKe IPU3BECTH 10 eProTOKCUYHOCTI), inribitopu I'MI'-KoA-penykTasu (CTaTUHHU), 110
3HA4HOI0 Mipot MeTabomni3yioThcss CYP3A4 (jioBacTaTvH a0 CUMBACTAaTHH), Yepe3 IiABUIIeHUN
PU3KWK BUHUKHEHHS MiolaTii, BKIoYanyy pabmomMiosni3 (muB. po3minu «B3aemofis 3 iHIIuMu
JiKapChKUMU 3aco0aMy Ta iHIII BUAU B3a€MOfil», «OCOOIMBOCTI 3aCTOCYBaHHSI»).

OpHOYacCHe 3aCTOCYBaHHS KJIapUTPOMIIMHY Ta IepOpabHOr0 Mifa3onamy (OuB. po3nin «Blaemopis 3
iHIITMMY NTiKapChbKUMM 3aco0aMu Ta iHIIT BUOY B3aEMOIiit»).

Bpomxene abo BcTaHOBIeHe HaOyTe nofgosxkeHHs iHTepBany QT abo IUTyHOYKOBi ceplieBi apuTMii B
aHaMHe3i, BKIIIo4aiouu torsades de pointes (ouB. po3minu «B3aeMopis 3 iHIIUMY JTiIKapChKUMHU
3acobamu Ta iHII BuOu B3aeEMopili», «OCoOIMBOCTI 3aCTOCYBaHHS»).

Knaputpomiius He cilif Ipu3HadaTy NalieHTaM 3 eJIeKTPOIITHUMY MOPYIIeHHIMH (TinoKasieMis abo
rimoMaruieMisi, 00yMOBIeHa pU3UKOM TTOA0BXKeHHS iHTepBamy QT).

TsXKa nmediHKoBa HeIOCTATHICTh ¥ KOMOiHallii 3 HUPKOBOIO HEJOCTATHICTIO.

OpHOYacHe 3aCTOCYBaHHS KJIaPUTPOMILIMHY Ta iHIIMX CUNIbHUX iHTiOiTOpiB CYP3A4 i3 KONXinuHOM
(muB. po3minu «B3aemofis 3 iHIIMMHU JTiIKapCbKMMM 3aco0aMy Ta iHII BUAYM B3aeEMOMii», «OcobIUBOCTI
3aCTOCYBaHHS»).



OpnHoyacHe 3aCTOCYBaHHSA KHapI/ITpOMiHI/IHy 3 TUKaArpejopomM, iBaﬁpa)II/IHOM abo PaHOJIa3WHOM.

OpHOYacCHe 3aCTOCYBaHHS KJIapUTPOMIIMHY 3 JIOMITalifioM NpOTUIIOKa3aHe (OUB. po3nin «B3aemomis
3 iHIIMMHU JTIKapCbKUMM 3aco0aMy Ta iHII BUAYW B3aEMOMIiM»).

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

Knaputpomilva He B3a€MOii€ 3 IepopaibHUMU KOHTPaLleIITUBaMU.

3acmocyBaHHA HUXCYE3A3HAYeHUX Npenapamis cy8opo NPOMUNOKA3dHO Yepe3 MOXCAUBUU PO3BUMOK
MANCKUX HACAIOKIB 83AEMOOI]I.

IMusanpud, nimo3ud, acmemizon, meppeHaduH

[TigBumeHHSs PiBHS LIX3alPHUAY B CHPOBATL KPOBi 3a)iKCOBAHO y MAI€HTIB, IKi OTPUMYBaIu
KJIQPUTPOMILIVH Ta LU3alpuf OqHOYacHO. Lle MoxXe npu3BecTy 00 NOLOBXKeHHA iHTepBany QT i
TIOSIBY aPUTMIil, B TOMY YHCJIi IIUTYHOYKOBOI Taxikappmii, Gibpunsuii mnyHouKiB i torsades de pointes.
[Tomi6Hi edeKkTH Big3HaUaIUCs y MAlli€HTIB, AKi MpHUManIy KJIapUTPOMILIMH i MiMO3UA OGHOYACHO
(muB. po3min «IIpoTunokasaHHI»).

[ToBimoMISANK TIPO 3[aTHICTh MAKPOifiB 3MiHIOBaTH MeTabomi3M TepdheHaguHy, MIPU3BOAIUM [0
IiABUINIEHHS PiBHS TepdeHaAuHy B CUPOBATIIL KPOBI, 110 iHOA1 aco11ioBajoCs 3 apUTMisIMU, TAaKUMHU
K Io0oBXKeHHS iHTepBany QT, mmyHoYKOBa Taxikappmis, ¢GiOpunsiisa mTyHOUKiB i torsades de pointes
(muB. po3min «IIpoTUnoKa3aHHsS»). Y X0mi mocmimxkeHHS y 14 0oOPOBOJIBINB IIPH OOHOYACHOMY
3aCTOCYBaHHi KJIapUTPOMILIMHY i TepdeHaguHy CIIOCTePiranocs MigBUILleHHS PiBHS KACIOTHOTO
MeTaboiTy TeppeHafuny y 2-3 pa3u Ta MogoBxkeHHs iHTepBany QT, 110 He MPU3BEJIO Hi OO SIKOTO
KJTiHiYHO BUOUMOTO eekTy. [TomiOHi edeKTH Big3Hadamucs i Ipu 0OQHOYACHOMY 3aCTOCYBaHHI
acTeMi30J1y Ta IHIIUX MaKpOJIifiB.

Ankanoiou pisxckie

[TocTMapKeTUHTOBi IOBIOMJIEHHS CBii4aTh, 110 OOHOYACHE 3aCTOCYBaHHS KJIapPUTPOMILUHY U
eprotaMiny abo AUTigPOEProTaMiHy acollifoBasocs 3 MOSBOI0 03HAK I'OCTPOr0 eProTHU3MY, 1110
XapaKTepr3yBaJIoCs Ba30CIa3MOM Ta illleMi€lo KiHIIBOK i iHIMX TKaHWH, BKI0Yal04y LIeHTPaJIbHY
HepBoBy cucteMy (LIHC). OgHOYacHe npu3HauYeHHS KJIaDUTPOMILIMHY Ta ajKallolfiiB PiXKKiB
IPOTHUIIOKa3aHe (OuB. po3min «IIpoTUIOKa3aHHS»).

ITepopasavHutl midazonram

[Tpu 3acTocyBaHHI Miga3onaMy 3 TabneTkaMu Knaputpomimuay (500 Mr 2 pa3u Ha mo0y) miIoIa i
(bapMakoKiHETUYHOI0 KPUBOIO «KOHIIeHTpalis-yac» (AUC) migasonamy 36inmbinyBanacs y 7 pasis
IIiC/ISl TIepOpPasIbHOTO 3aCTOCYBaHHA Mifa3omaMy. OmHOYacHe 3aCTOCYBaHHS I1€pPOpPaIbHOTO
Miga3ojaMy i KTapuTPOMIIMHY IPOTUIIOKa3aHe (OUB. po3min «IIpoTunoka3aHHS»).

IH2i6imopu I'me-KoA-pedykmasu (cmamuHu)

OpgHOYacHe 3aCTOCYBaHHS KJIAPUTPOMILIMHY 3 JIOBAaCTAaTUHOM ab0 CUMBACTaTUHOM IIPOTUIIOKA3aHe
(muB. po3min «IIpoTUNOKa3aHHS»), OCKIJIbKY ITi CTATUHY 3HAYHOIO Mipoto MeTaboi3yoThcsi CYP3A4,
OfHOYaCHe 3aCTOCYBaHHS i3 KJIapUTPOMILIMHOM IigBUIIIYE iX KOHIIEHTPALil0 Y My1a3Mi KpoBi, 1110, 3i
cBoro 00Ky, IiABUINY€E PU3UK BUHUKHEHHS Mionarii, BKmio4yaounu pabgomionis. 3adikcoBaHO PO3BUTOK
pabmomioni3y y malieHTiB Ipyu OQHOYACHOMY 3aCTOCYBaHHI KIIapUTPOMIIIMHY Ta LIUX CTATUHIB. AKIIO



JIIKyBaHHS KJIaPUTPOMIIIMHOM HEMOXKJIMBO YHUKHYTH, TEPAaIilo JIOBACTaTUHOM a00 CUMBACTaTHHOM
He0OXiHO TPUNMHUTH TIi 4ac KypCy JTiKyBaHHS.

Cnipm 3 o0epexkHiCTIO MpU3HAYaTH KJIIAPUTPOMILIMH OJHOYACHO 3 iHIMMMHU CTaTUHAMU. B cuTyamisax,
KOJIM OOHOYACHOTO 3aCTOCYBaHHS KJIaPUTPOMIILIMHY 3i CTaTUHAMM YHUKHYTH HEMOXKIIUBO,
PEKOMEHOYEThCS MpU3HavYaTH HaMeHIIy 3apeECTPOBaHy 03y CTaTUHY. MOXKJIMBE 3aCTOCYBaHHS
CTaTHHY, SKUM He 3aeXuTh Big MeTabomiamy CYP3A (Hampuknag, ¢iayBactatuny). HeoOxigHui
MOHITOPHHT CTaHY Ialli€HTiB 100 BUSIBIEHHS 03HAK i CHMIITOMIB MioTarTii.

3acTocyBaHHS KJIapUTPOMIIIMHY TaKOXK IIPOTUIIOKa3aHe 3 iBabpaguHoOM (IUB. PO3Min
«ITpoTUNOKa3aHHSI»).

T'i0pokcux.n10poxiH ma x/10POXiH

Knaputpowmitus cif 3acTocoByBaTu 3 00epekHICTIO MallieHTaM, SIKi OTPUMYIOTh JIiKapChKi 3acobu,
1110 TOJIOBXKYIOTH iHTepBan QT, Yyepes MOTEHIINHY MOKJIUBICTh CIIPUUMHEHHS CepIeBOl apuTMil Ta
CepHO3HUX T0OIYHUX peakiil 3 60Ky ceplieBO-CyIUHHOI CUCTEMH.

Bnaue iHwWux Aikapcvkux 3acobie Ha KAapumpoMiluH

Jlikapceki 3aco6wu, 110 € ingykropamu CYP3A (Hanpukiap, pudamminuH, GeHiToiH, KapOaMa3elriH,
dbenobapbitan, mpenapaTy 3Bipo0010), MOXKYTh iHIYKyBaTh MeTabo0J1i3M KnapuTpoMiluHy. Lle Moxke
IIPU3BECTH 10 CyOTepaneBTUYHNX PiBHIB KIIaPUTPOMILIMHY Ta 3HUKEHHS U0ro e(peKTUBHOCTI. Kpim
TOTO0, MOXKe OyTH HeoOXiIHUM MOHITOPHUHT I1a3MOBUX PiBHIB iHAyKTOpa CYP3A, 9Ki MOXKYyTh OyTH
ninBuieHi yepes inridyBanus CYP3A KapuUTpOMILMHOM (OUB. TaKOXK iHCTPYKIIIO 71T MEAUYHOTO
3acTocyBaHHS BignosigHoro ingykTopa CYP3A4). OgHouacHe 3acTOoCyBaHHS pudalbyTuny i
KJIaPUTPOMILIMHY IIPU3BOAUIIO [I0 MMiIBUILIEHHS PiBHS prdabyTHHY Ta 3HUKEHHS PiBHS
KJIapPUTPOMILIMHY B CHPOBATIIi KPOBi 3 OMHOYACHUM IIiIBUILIEHHSIM PU3UKY IIOSIBU YBEITY.

Huxxye 3a3Ha4eHO JiKapchKi 3ac0o0H, BIIMB SKUX Ha KOHIIEHTPAIIi0 KJIAaPUTPOMIIIMHY B KPOBIi
BimoMuii a60 TPUIYCKAETLCI, TOMY MOXKe 3HafoOUTHUCS 3MiHa HO3W KIapUTPOMIIIMHY abo
3aCTOCYBaHHS albTePHATUBHOI TepaIii.

EasipeHu, HegipaniH, pupamniyuH, pugpabymuH i pupaneHmuH

[ToTyxHi iHOyKTOpU pepMeHTiB uToxpomy P450, Taki sk edaBipeHI], HeBipamil, pudaMIilyH,
pucdabyTuH i pudaneHTHH MOXKYTh TPUCKOPIOBATH MeTab0Ii3M KJIapUTPOMIILIUHY, 3MEHIIYIOYH HOTO
KOHIIEHTPAIil0 B IIJIa3Mi KPOBi, ajie 30inbinyoun KoHueHTpalio 14-OH-kmaputpominuny -
MikpoO6iosioriyHo akTUBHOTO MeTabosiTy. OcKinbku MikpoOioioriyHa akKTUBHICTE KJIapUTPOMILIUHY i
14-OH-KnmapuTpOMillMHy pi3Ha BiTHOCHO pi3HUX OaKTepil, OUiKyBaHUI TeparneBTUYHUM eheKT MOKe
OyTu He JOCSATHYTUM Yepe3 OgHOYACHE 3aCTOCYBaHHS KJIaPUTPOMILIMHY Ta iHOYKTOPiB pepMeHTiB
utoxpomy P450.

Empasipun

[ist KmapuTpoMinuHy mociabioBanach eTpaBipuHOM, OOHAK KOHIIEHTpallil akTHBHOT'0 MeTabority 14-
OH-knaputpoMinuHy miguinyBanuch. Ockinbku 14-OH-KnapUTpOMiLMH Ma€ IOHUXKEHY aKTUBHICTh
mopo Mycobacterium avium complex (MAC), 3aranbHa aKTUBHICTB IIOZIO I[bOTO IIATOTEHY MOXKe OyTu
3MiHeHa. Tomy gyid nikyBaHHS MAC cIiif pO3TJIsSHYTU 3aCTOCYBaHHS aJlbTEpPHATUBHUX
KJIapUTPOMILIUHY JIiKapChKUX 3ac00biB.

D 1yKOHA301



OpHouacHe 3acTocyBaHHS prnykoHa3omy 200 Mr Ha go0Oy i knmaputpoMinuay 500 Mr 2 pa3u Ha mo6y y
21 3m0poBOT0 MOOPOBOJIBLIS IPU3BOAUIIO [0 IiBUINEHHS piBHOBaXkHOI C,,, KTapuTpoMiluHy Ha 33 %
ta AUC - Ha 18 %. PiBHOBaxkHi KOHIIEHTpAallil aKkTUBHOTO MeTaboMiTy

14-OH-KmapuTpoMilluHy 3HaYHO He 3MiHIOBaIMCS IIPU OOHOYACHOMY 3aCTOCYBaHHI (PIIyKOHA307Ty.
3MiHa 7034 KJIapUTPOMILMHY He TOoTpibHa.

PumoHasip

dapMaKOKiHETUYHE JOCIiAKEeHHS [T0Ka3ao, 110 OgHOYaCHe 3aCTOCYyBaHHS pUTOHaBipy 200 MI KOXHI
8 ropguH i kmaputpomiiuHy 500 Mr KoxHi 12 roguH Npu3BOOXIIO 0 3HAYHOTO NMPUTHIYEHHS
MeTabomi3my Kinaputrpomiuusy. C,.. KinaputpoMinuny nipsuiryBanacs Ha 31 %, C,,, - Ha 182 % i AUC
- Ha 77 % npu 0OgHOYACHOMY 3aCTOCYBaHHI PUTOHaBIPY. Big3Havanocs moBHe IPUTHIYEHHS
yTBOpeHHS 14-OH-knaputpominuny. Yepes MUPOKUHI TepalleBTUYHUY [iana30H 3MEeHIIeHHS A03U
KJIapUTPOMILIMHY [JIS MallieHTiB i3 HOpMaibHOIO (QyHKII€I0 HUPOK He MoTpiOHe. [IpoTe 11 marieHTiB 3
HUPKOBOIO HEMIOCTATHICTIO HEOOXifIHEe KOPUT'YBAHHS HO3M: IS MallieHTiB i3 CLy 30-60 Mi1/xB 703y
KJIapUTPOMiLIMHY HeoOximHO 3HM3UTH Ha 50 %. [Ing nauieHTiB i3 CLg < 30 M/XB 003y
KJIAPUTPOMILIMHY HEeOOXimHO 3HU3UTH Ha 75 %. 103U KIIapUTPOMILIMHY, 110 TIePeBUINy0Th 1 r/Hooy,
He CJIiJf 3aCTOCOBYBATH Pa30M i3 pUTOHaBIpOM.

Take K KOpUTYBaHHS NO3YU CJIifi IPOBONUTH [JIF HALi€HTIB i3 MOPYIIEHHAMHY (DYHKIN1 HUPOK IPH
3aCTOCYBaHHI pUTOHABIPY 5K (hapMaKOKiHEeTHYHOTO IIifiCK/II0OBaYa pa3oM 3 iHmmMu inribitopamu BIJI-
IIpOTea3H, BKITIOYAal0YM aTa3aHaBip i cakBiHaBip (OuB. HUXKYe «[IBOOIYHO CIIpsIMOBaHi TiKapChKi
B3aEMOLIl»).

Bnsue k1apumpomil,uHy Ha iHWi Aikapcbki 3acobu

AHmuapummiyHi 3acobu

[cHYIOTE TOCTMapPKETUHTOBI IIOBiIOMIIEHHS PO PO3BUTOK torsades de pointes, 110 BUHUKIIO IIPU
OJHOYaCHOMY 3aCTOCYBaHHi KJIapUTPOMILIMHY 3 XiHiguHOM ab0 mu3omipaMigoM. PeKoMeHAyeThCS
npoBopuTy EKI-MOHITOPUHT [Jig CBOEYACHOT'0 BUSBIEeHHS ITOA0BKeHHd iHTepBany QT mig yac
OJHOYACHOT0 3aCTOCYBaHHS KJIAPUTPOMIIIMHY 3 IMMHU ITpenapaTaMu. Ilig gac Teparmii
KJIQPUTPOMILIMHOM CJIifi CTeKUTH 3a KOHIIEeHTPAaLlli€l0 IIuX IpelapariB y CUPOBaTLi KPOBI.

[Tig yac mOCTMapKETUHTOBOTO 3aCTOCYBaHHS Oy IOBIOMIEHHS IIPO TillOTJIiKEeMi0 pu
OOHOYACHOMY 3aCTOCYBaHHI KJIapUTPOMIIIMHY i Au30MmipaMigy, ToMy HeOOXiIHUY MOHITOPUHT PiBHS
TJIIOKO3HU KPOBi ITPH OITHOYACHOMY 3aCTOCYBaHHI ITuX 3aco0iB.

ITepopanvHi einoeaikeMiyHi 3acobu/iHcyaiH

[Tpu ogHOYACHOMY 3aCTOCYBaHHI 3 IEBHUMM TilOTTiKeMiYHUMHU 3aco0aMu, TaKUMU K HaTETTIiHIA i
pemarmiHif, KnaputpomiuuH Moxe iHrioyBaTu eH3uM CYP3A, 110 MOXKe COPUYMHUTH TillOTIIiKeMito.
PekomenpoBanuii peTebHUYM MOHITOPUHT PiBHS I'JIIOKO3H.

CYP3A-nos’s3aHi 83aemo0ii

OmHovacHe 3aCTOCYBaHHS KJIAapUTPOMIILIUHY, BimoMoro sk iHribitTop depmenty CYP3A, i mpemaparty,
ITI0 TOJIOBHUM YMHOM MeTabomi3yeTbcss CYP3A, Moxke IPU3BECTH [0 IiABUINEHHS KOHIIEHTPAITil
OCTaHHBOTO Y IJIa3Mi KPOBi, 1110, 3i CBOT'0 60Ky, MOXKe HifCUIUTH a00 MOMOBXKUTH HOT0
TepaneBTUUYHUYN eekT i mobiuni edextu. Crig 6yTH 00epeKHUMH IIPX 3aCTOCYBaHHI
KJIapUTPOMILIMHY TallieHTaM, SKi OTPUMYIOTh Tepallio JikapchKuMU 3acobamu - cyoctpatamu CYP3A,
oco0muBo kim0 CYP3A-cyOcTpaT Ma€ By3bKUM TepaleBTUYHUM [ialla30H (HanpuKia, KapbaMa3eriH)



i/abo eKCTEHCUBHO MeTab0MMi3y€eThCs ITUM eH3UMOM. Moxke OyTu MmoTpiOHa 3MiHa 03U i, SIKII0
MOXKJTUBO, PeTeJIbHUY MOHITOPUHT CUPOBATKOBUX KOHIIEHTPALIiX JTiIKapChKOT0 3ac00y, 110 TOJIOBHUM
yuHOM MeTabomi3yeTbcss CYP3A, s malieHTiB, SKi OqHOYACHO 3aCTOCOBYIOTEH KJIIAPUTPOMILIMH.

Bigmomo (abo mpumycKa€eThCs), M0 TaKi TiKapchKi 3acobu abo rpymnu mpenapaTiB MeTabomi3yoThCs
oguuM i TuM ke CYP3A-i3opepMeHTOM: anblIpa3oiiaM, acTeMi3os1, KapOaMa3zelliH, IIUI0CTa30I1,
IIA3alPU, IIUKIIOCIIOPUH, IU30IipaMif], anKasoigu piXkKKiB, T0BaCTaTHH, METUIIIPEIHI30JI0H,
Mifa3ojaM, OMenpa301, IepopaibHi aHTUKOATyJISHTH (HallpUKiiaf, Bap(aprH), aTUIIOBI
AHTUIICUXOTUYHI 3aco0u (HampuKJIaf, KBeTialliH), miMo3uy, XiHiguH, pudadyTrH, cungeHadin,
CHMBACTATHH, TaKpoJiMyc, TepbeHaouH, TprHa3oiaM i BiHOIACTHH, ajie Ied CIIMCOK He € TIOBHUM.
[Monibuu# MexaHi3M B3aeMOfil Bif3HaYeHU IPYU 3aCTOCYyBaHHi GeHiTOIHY, TeodiniHy i Banbnpoary,
1m0 MeTabomi3yoThCs iHmMME i30pepMeHTaMu CHCTeMU IuToXpoMy P450.

Owmenpason

Knaputpowmitus (500 Mr KoxHi 8 roguH) 3aCTOCOByBanu y KoMmOiHa1ii 3 omemnpasonom (40 Mr Ha
no0y) Vv MOPOCNIHX 3M0OPOBUX JOOPOBOJIBINB. PiBHOBAXKHI KOHIIEHTpAIlll OMenpa30iy B IIa3Mi
nippumysanucs (C,,, AUC,,, i t,, nigsumysanucs Ha 30 %, 89 % i 34 % BignosigHO). IIpn
3aCTOCYBaHHi TilTbKM OMEIPA30/ly CepeqHe 3HaueHHsT pH MITyHKOBOT'O COKY IIPX BUMipIOBaHHI
IIPOTATOM 24 TOOUH CTAHOBUJIO 5,2, IIPU OAHOYACHOMY 3aCTOCYBaHHI OMENpa3oiy 3
KJTaPUTPOMIITUHOM - D,7.

CundeHagin, madanain i eapoeHagin

KoxeH i3 uux inri6iTopiB dochoniecrepa3u metabomizyeTbcs (IpuHaAAMHI YaCTKOBO) 3@ y4acCTIO
CYP3A, a CYP3A moxe iHTiOyBaTHCS ODHOYACHO IPUMHATUM KIapuTpoMinuHoM. OmHOYaCHUN
IPUHOM KJTapUTPOMIIIUHY 3 cuimeHadinom, Taganadinom abo BapmeHadisioM Moxe MPU3BOOUTH [0
30inbIneHHs eKcro3ullil iHribiTopa docdomiecrepasu, ToMy CIIifi pO3rIsigaTi MUTAHHS NP0 3HUKEHHS
no3u cunpeHadiny, Taganadiny abo BapaeHadiny.

TeoginiH, kapbamaseniH

PesynbpraTy KIiHIYHUX OOCIIIXKEHD [TI0Ka3aiy, 1[0 iICHye He3HayHe, ajle CTaTUCTUYHO 3Hayvylle
(p=0,05) 36inbIIeHHS KOHIIEHTPallil Teodininy abo kapbaMa3eriHy B IJ1a3Mi KPOBi IpH ix
OIHOYACHOMY 3aCTOCYBaHHI 3 KJIAPUTPOMIIIUHOM.

ToamepoduH

TonTepoguH roloBHUM YMHOM MeTaboJidyeThest 2D6-i30dopmoto mutoxpomy P450 (CYP2D6). OpHak
y monynsuii namienTiB 6e3 CYP2D6 meTta6omni3m BigbyBaeTbcs uepe3 CYP3A. Y miit momynsuii
npurHideHHss CYP3A npu3BOOUTh J0 3HAYHOTO MiABUILIEHHS M1J1Ia3MOBUX KOHILIEHTPALI TOITEPOAUHY.
Y Takux mali€eHTiB 3HUKEHHS 03U TOJITEPOOUHY MoxKe OyTH HeoOXiTHUM MpU HOTro 3aCTOCYBaHHI 3
inridiTopamu CYP3A, TaKUMU SK KJIQPUTPOMIIIKH.

TpuasonbeHaodiazeniHu (Hanpukaad, aabnpasoaam, mMi0da3oaam, mpuasonam)

[Tpu 3acTocyBaHHI Miga3zonaMy 3 TabneTkaMu KnaputpominuHy (500 Mr 2 pa3u Ha moby) AUC
Mima3onamy 30inbiryBanacs y 2,7 pasa micisi BHYTPIlIHLOBEHHOT0 BBEIEHHS Miga3onamy. [1pu
BHYTPIIITHBOBEHHOMY 3aCTOCYBaHHI Mifja30aMy 3 KJIapUTPOMIIIMHOM CJIif] IPOBOOUTY PETEIbHUMI
MOHITOPUHT CTaHy Nalli€HTa [AJIsi CBOEYaCHOT0 KOPUTYBaHHS [03U. [Ipy OPOMYyKO3HOMY LUISXY
BBeleHHS Mifla30/1aMy, IIpY sIKOMY IIPeCUCTeMHa eJliMiHalligd IIpernapaTy MoXkKe BUKIHYaTUCH,
MMoBipHile, Oyzme crocTepiraTucs B3a€MOfis Ha 3pa30K Ti€l, 110 CIOCTepiraeThCs nNpu
BHYTPIIIHEOBEHHOMY BBE[EHHI Mifja3oaMy, a He IIpu IepopaibHoMy. Cilig JOTPUMYBATUCS TaKUX



caMux 3anobiKHUX 3aX0fiB IPU 3aCTOCYBaHHI iHIMNX OeH30/ia3emniHiB, ki MeTabomi3yioThcs CYP3A,
BKJTFOUAIOYH TPHA30JIaM i anbirpa3oiaM. [ 6eH3ogia3eminiB, emiMiHalis SKux He 3a/IeKUTh Bifl
CYP3A (Temasemawm, HiTpa3emnaM, Jiopa3enaM), PO3BUTOK KITIHIYHO 3HAUYIIIO] B3aEMO{ii 3
KJTaPUTPOMIIITMHOM MaJIO0NMOBIPHUM.

€ moCTMapKEeTUHTOBI IOBIIOMIEHHS ITPO JIiIKAPCHhKY B3a€EMOIi0 i PO3BUTOK IMOOIYHUX SIBUI 3 GOKY
IJHC (Takux SK COHIMBICTH i CITyTaHICTh CBiOMOCTI) IIPX OAHOYaCHOMY 3aCTOCYBaHHI
KJIapUTPOMIiLIMHY i Tpua3onamy. Criif cocTepiraTy 3a maifieHToOM, BPaxOBYIOUM MOKJIUBE 30i/IbIIIEHHS
(dapmakosoriuaux edekTis 3 60ky LIHC.

THwi sudu 83aemo0itl
KoaxiuuH

Konxinun € cy6ctpaTom CYP3A i edmrokcHOT0 repeHoCcHUKa - P-riikonporeiny (Pgp). Bimomo, 110
KJIapUTPOMILIMH Ta iHII Makpoiigu MoxyTs npurdivysatu CYP3A i Pgp. [Ipu ogHO4YacHOMY
3aCTOCyBaHHI KJIapUTPOMIIMHY i KONXilluHy npurHideHHs Pgp i/abo CYP3A ky1apuTpOMillHHOM MOXKe
IPU3BECTH [0 MiABUINEHHS eKCIOo3ullil KonxinuHy. OgHOYacHe 3aCTOCYyBaHHS KIapPUTPOMIIUHY i
KOIXIIMHY IPOTUIIOKa3aHe (OuB. po3ninu «IIpotunokasanHs», «OCoOIUBOCTI 3aCTOCYBaHHS»).

IlueokcuH

IUTroKCHH BBaXKa€eThCs CyOCcTpaToOM e(IIIOKCHOTO IIepeHoCHUKa - Pgp. Bimomo, 1110 KinapuTpoMinuH
Moxe npurHiuyBaTtu Pgp. IIpu ogHOYacHOMY 3aCTOCYBaHHI KJIAaPUTPOMIIIUHY i IUTOKCUHY
npurHideHHs Pgp KIapuTpOMIIMHOM MOXKe IPU3BECTH [0 MiABUIIEHHS €KCIO3Ulil AUroKcuHy. Ilig
9ac MOCTMapKEeTHHT0BOI'0 CIIOCTEPEXKEHHS IIOBIIOMIISNIY NIPO MiIBUIIEHHS KOHIIEHTpAallil JUTOKCHUHY B
CHUPOBATI] KPOBI MMAalli€HTIB, K1 3aCTOCOBYBaJIX KJIAPUTPOMILIMH Pa30M i3 JUTOKCUHOM. Y OeAKuX
NalliEHTiB PO3BUHYINUCS 03HAKU JUTITATiCHOI TOKCUYHOCTI, y TOMY YHCIIi TIOTEHIIMHO JIeTalbHi
aputMmii. Criif peTebHO KOHTPOJIIOBaTH KOHIIEHTPALIil0 AUTOKCUHY B CUPOBATIIi KPOBI MAIi€HTIB IIpH
M0T0 OOHOYACHOMY 3aCTOCYBaHHI 3 KJIaPUTPOMILIMHOM.

3udosyouH

OnHouacHe nepopasbHe 3aCTOCYBaHHS Ta0JIeTOK KJIapUTPOMILKHY i 3unoByauHy y BiJl-iHdikoBaHUX
NOPOCTIUX MallieHTiB MOXe CIPUYUHATYA 3HUXKEHHS PIBHOBAXKHUX KOHIIEHTPAL[M 3UIOBYIUHY B
cupoBatii KpoBi. OCKiTbKY KJIapUTPOMIIIMH MOXKe TepelkoakaTt abcopOitii mepopanbHOT0o
3UOOBYLVHY IIPYU OOHOYACHOMY IIPUIOMI, IIbOT0 3HAYHOIO MipOI0 MOXKHA YHUKHYTH IIIAXOM
OOTpPUMaHHA 4-TOOVHHOTO IHTEepBaly MiX IpHiioMaMU KJIapUTPOMILKHY i 3ugoBynuHy. [Ipo Taky
B3aEMOJiI0 IIPU 3aCTOCYBaHHI CyCIeH3il KTapuTPOMIIIMHY Ta 3U[0BYAUHY a00 aumaHo3uny BIJI-
inpikoBaHUM OiTAM He MOBimoMsAnu. Taka B3a€EMOfig MalOMMOBiIpHa ¥ pa3i 3aCTOCyBaHHS
KJIaPUTPOMILIMHY ¥ BUTJIAML BHYTPIIIHbOBEHHOI iHQY3il.

®eHimoiH ma sasbnpoam

Bynu cniorTaHHi abo ony0ikoBaHi IOBiHOMIIEHHS IIPO B3aeMofito iHribiTopis CYP3A, BKIt0oUao4n
KJIapUTPOMIIIMH, i3 JTiKapCbKUMU 3aco0aMu, sIKi He BBaXKalOThCS TaKMMHU, I10 MeTabO0Ii3yI0ThCs
CYP3A (manpukiap, (peHiTOIH Ta BayiblipoaT). PEeKOMEHAY€eThCS BU3HAYEHHS PiBHIB IIUX JTIKAPCHKUAX
3aco0iB y cupOBaTIIi KPOBi ITPX OMHOYACHOMY IIPU3HAYEHH] 1X 3 KJIapUTPOMIlIMHOM. [ToBimOMIIsAIH PO
MigBUIIEHHS 1X PiBHIB ¥ CUPOBATLi KPOBI.

Kopmukocmepoiou

Cnig moTpuMyBaTHCs 00epPeXHOCTI IPYU 0MHOYACHOMY 3aCTOCYBaHHI KJITapUTPOMIIIUHY 3



KOPTHUKOCTEPOIfaMu [AJi CUCTEMHOT0 a0o iHTangIiiHOT0 3aCTOCYyBaHHS, IKi IepeBaXXHO
meTabonisytoTecs CYP3A, yepes noTeHIifiHe 30iMbIIeHHST CUCTEMHOTO BIUIMBY KOPTUKOCTEPOIMiB. ¥
pasi 0mHOYaCHOTO 3aCTOCYBAHHS MAlliEHTH TOBUHHI mepe0yBaTH IIif peTelIbHUM HATJISIO0OM IS
BUSIBJIEHHS MOOIYHMX pPeakIliii CHCTEMHHUX KOPTHKOCTEPOI/iB.

[1800i4HO CcNPAMOBAHI AiKAPCLKI 83aEMOOii

Ama3saHasip

OpHouacHe 3acTocyBaHHS Kimaputpominuny (500 Mr 2 pa3u Ha no0y) 3 aTasaHaBipom (400 mr 1 pa3
Ha 100Yy), sKi € cybcTpaTamu Ta inriditopamu CYP3A, mpu3Boguiio m0 36imbIIeHHs eKCIIO3UITil
KJIapUTPOMILIMHY V 2 pa3u Ta 3MeHIIeHHs ekcno3uilil 14-OH-knaputpoMinunay Ha 70 % 3i
36inbimenHsM AUC aTasaHaBipy Ha 28 %. OCKilbKY KIapUTPOMIIIMH Ma€ UIMPOKUY TepaleBTUYHUN
Miama3oH, HeMa€ HeoOXiMHOCTI y 3HUKEHH] [103H [IJ1g NallieHTiB 3 HOPpMaibHOI0 (QYHKIIi€I0 HUPOK.
o3y KITapuTPOMilIMHY HeoOXimHO 3MeHIuTHA Ha 50 % ms manienTiB 3 CLyy 30-60 mn/xB i Ha 75 % -
st nanieHTiB 3 CLgy <30 MJ1/XB, BUKOPUCTOBYIOYY BifIIOBigHY ()OPMY BUIIYCKY KIapPUTPOMILIUHY.
Ho3u knaputpoMinuny, Buili Hixk 1000 Mr Ha go0y, He i 3aCTOCOBYBaTH pa3oM 3 iHriGiTopaMu
IpOTeasy.

bokamopu Kaavyiesux KaHania

Yepes pu3uK apTepianbHOl rinoTeH3ii 3 06epexkHiCTIO CIifl 3aCTOCOBYBATH KIapUTPOMIIMH
OTHOYACHO 3 6/T0KaTOpaMu KaJbI[iEBUX KaHaiB, 110 MeTabomidyoTbcss CYP3A4 (Hampukiag,
BepanaMis, aMJIOouIiH, gunria3eM). [Ipu B3aeMopil MOXKYTh NiABUINYBATUCS KOHIIEHTpAil B JIa3Mi
K KJIAPUTPOMIIIMHY, TaK i 6710KaTOPiB KasbIlieBUX KaHaIiB. Y Malli€HTiB, SKi OTPUMYBaIH
KJIapUTPOMIIIMH i BepallaMisl OMHOYAaCHO, CIIOCTepiranucs aprepianbHa rimotensis, OpamiapuTmil Ta
JTAaKTOAIUA03.

Impakonason

Knaputpowminus Ta iTpakoHa3on € cyoctpatamu Ta iHribiTopamu CYP3A, y 3B'SI3Ky y YUM
KJIapUTPOMILIMH MOXKe IIiBUINYBAaTH PiBEHb iTPAKOHA30J1y B IJ1a3Mi KPOBi Ta HaBnaku. [Ipu
3aCTOCyBaHHI iTpaKOHA30/1y OMHOYACHO 3 KJIapUTPOMILIMHOM TallieHTH OBUHHI epebyBaTH Iif
IUIBHUM HATJISIIOM [JIs1 BUSIBJIEHHS 03HAK YU CUMIITOMIB MificuIeHOT0 a00 IIPOJIOHT0BaHOT'0
(bapMaKoJIoTidHOTO e(eKTYy.

CaksiHasip

OpHovacHe 3acTocyBaHHS KiaputpoMinuny (500 Mr 2 pa3u Ha go0y) i cakBiHaBipy (M'sKi
KenaTuHOBI Kancynu, 1200 mMr 3 pa3u Ha fo6y), ki € cy6cTpaTamu Ta inribitopamu CYP3A, y

12 3mopoBux moOpoBOBIIB Mpr3BoaAuIIo mo 36inbimenHss AUC piBHOBaxHOTo cTany i C,,,, CakBiHaBipy
Ha 177 % i 187 % BignOBiAHO MOPIBHSHO 3 TUMU XK ITOKA3HUKAMH, SIKi CIIOCTEpIrajucs npu
3aCToCyBaHHI TinbKu cakBiHaBipy. [Tpu ubomy AUC Ta C,,, KJTapUTPOMIIIUHY 306iTbIITyBaIKCS
npu6nu3Ho Ha 40 % MOPiBHSHO i3 3aCTOCYBaHHSAM TilNbKU KiapuTpoMinuHy. Hemae HeoOXigHOCTI B
KOPUTYBaHHi 103, K10 001IBa TiKapCchKi 3ac00M 3aCTOCOBYIOTh OHOYACHO MIPOTATOM 00MEKEHOT0
IIPOMIiXKKY 4acy y OOCIigKeHUX No3ax/IiKapchKux ¢popmax. Pe3ynbTatu JOCTigXKEHHS TiKapChKOl
B3a€EMO[]l i3 3aCTOCYBaHHAM M’IKUX KeJIaTUHOBUX KaIlCYyJI MOXKYThb He BiANOBigaTy epeKkTaMm, sIKi
CIIOCTePiralThCsA IPU 3aCTOCYBaHHI CakBiHABIPY y ¢GopMi TBepAUX KeJaTUHOBUX Kalcyn. Pe3ynbTaTu
OOCIi?KeHHS JTiIKapChKOl B3a€MO[Iil i3 3aCTOCyBaHHAM JIMIIE CaKBiHaBipy MOXKYTh He BiATIOBiaTH
edekTaM, SIKi CIIOCTepiraloThCs IPHU Tepallii cakBiHaBipoM/puToHaBipoM. Koy cakBiHaBip
3aCTOCOBYIOTh pa30M i3 pUTOHaBipOM, HEOOXiZHO BpaXxOByBaTH MOXKIIHNBI eheKTU pPUTOHABIPY Ha
KJIapUTPOMIIIUH (OUB. BHUILE).



ITepopaavHi aHmukoaz2yasHmu npsmoi 0ii (DOACs) (pisapoxcabaH, anikcabaH)
[TepopansHi ALl nabiraTpaH Ta egokcabaH € cy0cTpaTaMu AJis TpaHcnopTepa eddiiokca P-gp.
PuBapokcabaH Ta amikcaban MeTabonizyetbcst uepe3 CYP3A4, a Takox € cyOcTpaToM ans P-gp.

[ToTpi6HO 06epekHO 3aCTOCOBYBATH KIapPUTPOMIIIMH OOHOYACHO 3 IIUMHU IIpeliapaTaMu, 0COOIHUBO Y
TIAIliEHTIB 3 BUCOKHM PHU3UKOM KPOBOTeUi (MuB. po3Min «OcoBIUBOCTI 3aCTOCYBaHHS»).

Jlomimanio

[Ipu ogHOYACHOMY 3aCTOCYBaHHI KJIapUTPOMILIMHY 3 JIOMITAIilOM MOXKJIMBE IigBUIIEHHS PiBHSA
TpaHcaMiHa3 (ouB. po3fin «[IpoTumoKa3aHHI»).

Oco6.1ueocmi 3acmocyeaHHsi.

[IpemapaT MiCTUTE JIaKTO3Y SIK JOIIOMiXKHY PEYOBUHY, TOMY IIpernapart He CJIif 3aCTOCOBYBaTU
nalieHTaM i3 HellepeHOCHUMICTIO TrajlakTo3H, fediluToM nakTas3u abo nopylIeHHAM BCMOKTYBaHHS
TJII0OKO3M/TalaKTO3H.

3acTocyBaHHs Oyab-9IKOi aHTUMIKpPOOHOI Tepatil, B T. 4. KJTAPUTPOMIIIMHOM, [JId TiKyBaHHS iH(eKIii
H. pylori MoXe IpU3BECTH 00 BUHUKHEHHS MiKPOOHOI pe3UCTEHTHOCTI.

KnapuTtpowmilus He Cilifg mpr3HayaTH BariTHUM 0e3 peTesbHOI OIiHKY CITiBBiIHOIIEHHS
KOPHUCTH/PU3UK, 0cO0MMBO y I TpuMecTpi BariTHOCTI.

TpurBae 3aCTOCyBaHHS KIapUTPOMIIIMHY, IK i iHIINX aHTUOI0TUKIB, MOXKe CIIPUUYUHSATA HagMipHUN
picT HeuyTIUBUX OakTepiii i rpubiB.

[Tpy BUHUKHEHH] cymepiH@eKIIil cllif mo4yaTH BigIOBiIHY Tepariio.

OCKinTbKY KJIapUTPOMILIMH MeTabo1i3yeThCs y IeUiHlli i BUBOOUTLCSA TOJIOBHUM YMHOM Hepe3 MediHKy
Ta HUPKaMH, CHIifl 3 0co0/11BoI0 06epeKHICTIO 3aCTOCOBYBATH IIpelapar NallieHTaM i3 MopyIIeHHIMHI
GyHKIII ne4iHKY, TOMIpHUMU a00 TAKKHAMY IOPYIIEHHAMHU QYHKII HUPOK Ta MallieHTaM JIiTHbOTO
BiKy (BiKOM Bif 65 POKiB).

3 00epekHICTIO CITiT 3aCTOCOBYBATH IIperapar MallieHTaM i3 TSKKO HUPKOBOIO HEJOCTATHICTIO (IHB.
po3min «Croci6 3aCcToCyBaHHS Ta HO3U»).

[Tig yac 3acTOCyBaHHS KIapUTPOMIIMHY ITOBIIOMIISIN IPO NOPYIIEHHS (PYHKIN] Me4YiHKU, BKII0Yal0dn
IiBUIIEHUY PiBeHb MeYiHKOBUX GEPMEHTIB, i IPO renaToueNnoIapHui Ta/abo XonecTaTuuHuM
TernaTuT i3 XKOBTSHUIEI0 abo 6e3 Heil. Lle mopymenHs GYHKIII Me4iHKY MOoxKe OyTH TSAKKOTO CTYIIEHS,
3a3BU4ai BOHO 000pOTHE. YV JesiKuX BUIIaAKaX IOBIIOMIISIIN PO IIeYiHKOBY HEIOCTATHICTS 3
JleTaJbHUM HaCIigKOM, sSKa IlepeBaxHO OyJia acollifioBaHa 3 CePHO3HUMU OCHOBHUMU
3axXBOPIOBaHHAMM Ta/ab0 CyNnyTHIM MeIMKaMeHTO3HUM JIiKyBaHHSIM. HeoOXifHO HerallHO IPUIINHUTH
3aCTOCYBaHHS KJIaPUTPOMIIMHY IIPY BUHUKHEHHI TaKUX O3HAaK i CUMIITOMIB reraTUTy, K aHOPEKCid,
JKOBTSIHHUIIS, TIOTEMHIHHS cedi, cBep6ixk a00 YyTNUBICTh ¥ OiNSHIII XKUBOTA.

[Tpo po3BUTOK IICeBHOMeMOPAHO3HOI0 KOJIIiTy Bifl TOMIPHOTO [I0 3arPOXKYI0YOT0 KUTTIO CTYIIEHS
TSI2KKOCTI TTOBimOMIISITIM ITPU 3aCTOCYBaHHI MalKe BCiX aHTUOAKTepiaTbHUX IIPenapaTiB, ¥ TOMY YHCITi
Makporigis. [Ipo po3BuTok miapel, cnpuyuneHrol Clostridium difficile (CDAD), Big n1erKoro CTyleHs



TSKKOCTI 10 KOJIITY 3 JIeTaJIbHUM HaCJIigKOM, ITOBiIOMJIS/IN IIPU 3aCTOCYBaHHI MPAKTHYHO BCiX
aHTtu0aKTepianbHUX MperapaTiB, Y TOMYy YKCIIi KlapuTpoMinuny. Tepamist aHTuGakTepiaTbHIMU
IpernapaTaMy IOpPyIlye HOpMaIbHy MIiKpO(IOpy KUIIEYHUKY, 10 MOXKe IIPU3BECTU 00 HaIMipHOTO
pocty C. difficile. Crnig 3aBXau maM’siTaTU PO MOXKJIMBICTh PO3BUTKY Hiapel, cipu4yuHeHol C.
difficile, y Bcix maIfieHTiB i3 miapeeto micns 3acTocyBaHHS aHTUOi0THKIB. HeoOXigHO peTenbHO 3i0patu
aHaMHe3, OCKiTbKY PO PO3BUTOK fiapei, cnpuuuneHoi C.difficile, moBimoMmnsinu yepes3 2 Micsili micis
3aCTOCyBaHHS aHTUOAKTepiaJbHUX NIpenapaTiB. Y pa3i BUHUKHEHHS [ICeBAOMeMOpaHO3HOT0 KOJIiTy
He0OXiHO TPUNMHUTHU JIiIKYyBaHHS KJIapUTPOMILIMHOM He3asleKHO Biff T0Ka3aHb, 3a SIKUMU #0ro 6yIio
npu3HayeHo. HeoOximHO mpoBecTy MiKpoOioloriyHe MOCITiIXKeHHS Ta PO3M0oYaTH HeoOXigHe
JlikyBaHHA. CJIifi YHUKATH [Ipenaparis, 10 IPUTHIYYIOTh IEPUCTaIbTUKY.

KoaxiuuH

3adikCcoBaHO PO3BUTOK KOJIXIIIMHOBOI TOKCUYHOCTI IIPX OHHOYACHOMY 3aCTOCYBaHHI KJIapUTPOMILUHY
i KomnxinuHy, 0cOGIMBO y NAlliEHTIB JIITHHOTO BiKYy, y TOMY YHCIIi Ha TJIi HUPKOBOI HEJOCTATHOCTI.
[ToBimoMuIsinu mpo JieTaslbHi HACHIAKY y AeIKUX i3 IUX Ialli€eHTiB (OuB. po3ain «B3aeMopis 3 iHIIMMU
JiKapChbKUMU 3aco0aMu Ta iHIII BUAY B3aeMOfik»). OmHOYacHe 3aCTOCYBaHHS KJIAPUTPOMIIIUHY 3
KONXIIIMHOM IIPOTHUIIOKa3aHe (OuB. po3ain «IIpoTunoKa3aHHSI»).

3 06epekHICTIO CITifl 32aCTOCOBYBaTH OJHOYACHO KJIapPUTPOMIIMH Ta TpHa30a0eH30/ia3emminy, Taki 9K
TpHUasojaM, BHYTPIIIHbOBEHHNH a00 0POMYKO3HUY Mifja3o1aM (OuB. po3nin «B3aemMofia 3 iHMUMA
JMiKapChKUMU 3aco0aMy Ta iHIIi BUOU B3AEMOIIN»).

Cepuego-cyOuHHi YCKAAOHEeHH A

[TomoB:KeHHS CepleBol pemnosgpu3aliil Ta inTepsany QT, 110 CBiqYUTH PO PU3UK PO3BUTKY CEPIIEBOI
aputMii Ta torsades de pointes, cocTepiraaocs Ipu JIiKyBaHHI MaKpoJifilaMy, BKII04Yal04un
KJIapuTpoMilvH (OuB. po3min «ITo6iuHi peakmii»). 3 orasmy Ha Te, 110 HUXKYe3a3HaueHi CUTyallil
MOXKYTb IIPU3BECTH A0 IMiIBUIIEHOT0 PU3UKY IUIYHOYKOBUX apUTMill (BKIIIO4atoun torsades de
pointes), KTapuUTPOMIIIUH CJIifi 3 06epekHICTIO 3aCTOCOBYBaTH HUKUe3a3HaUEeHUM TpylaM IallieHTiB:

[TamieHTaM 3 immeMiyHOI0 XBOp06OIO CEPIlS, TAXKKOIO CeplieBOI0 HEOCTATHICTIO, TIOPYIIEHHSIMHU
poBigHOCTI abo KIiHiYHO 3HaUYI[0i0 OpaguKapmieio.

[TamieHTaM, SKi OMHOYACHO IPUKXMAIOTh iHII IIpemnapaTH, 0 aCOIiITHCSA 3 MOMOBXKEHHAM
intepBany QT (guB. po3gin «B3aemopmis 3 iHIIMMY JTiKapCbKUMU 3aco0aMy Ta iHIII BUTH B3aEMOIN»).

OpHoYacHe 3aCTOCYBaHHS KJIAPUTPOMILIMHY 3 aCTEMI30JI0M, IU3aIlpUAOM, IIMO3UAOM i
TepdheHaguHOM IPOTUIIOKa3aHe (OuB. po3Min «[IpoTuoka3aHHsI»).

KnaputpomiliuH He MOXKHa 3aCTOCOBYBATH IallieHTaM i3 Bpoj:KeHUM ab0 BCTAHOBJIEHUM HaOyTUM
nofoBxKeHHAM iHTepBany QT abo 3i MITYHOYKOBOIO apMTMi€l0 B aHaMHe3i (IKUB. pO3Min
«IIpoTUNOKa3aHHS»).

EnimeMionoriyHi JOCiAXKeHH, 110 BUBYAIOTh PU3UK PO3BUTKY HECIPUATIIMBUX CEPLIEBO-CYOAUHHUX
HaCJIigKiB IPX 3aCTOCYBaHHI MaKpOJIiiB, MOKa3aayd MiHIKUBI pe3ynbTaTh. B xofi meskux
CIIOCTEPEXKHUX OOCiIKEeHb BUSIBIEHO PiIKUU KOPOTKOCTPOKOBUY PU3UK PO3BUTKY apUTMil, iH(hapKTy
MiOKapfa Ta CMEePTHOCTI Bif] CEpLIeBO-CYOUHHUX 3aBOPIOBaHb, II0B’I3aHUM i3 3aCTOCYBaHHIM
MaKpOJIifiiB, BKJIIOYal4YU KJIapUTPOMILUH. BpaxyBaHHS 1IUX pe3ybTaTiB CJIif CIIBCTAB/IATHU 3
IepeBaraMu JIiKyBaHHS [IPU IPU3HAUYEHH] KJIapUTPOMILIUHY.

ITHesMOHI A



3 orisAmy Ha Te, 110 PO3BUBAETLCS PE3UCTEHTHICTL Streptococcus pneumoniae mo MaKpoOJTifiB,
BaXKJIMBO MTPOBOAUTH TECT Ha YYTIUBICTh IPU NTPU3HAUYEHHI KIIaPUTPOMILIMHY OJIS TiKyBaHHS
HETOCIIiTalIbHOI ITHEBMOHIi. ¥ pa3i rocmitaspHOi THEBMOHII KJTAPUTPOMIIIMH MOTPIOHO 3aCTOCOBYBATH
y KomOiHallil 3 iHIIUMY BigImOBIIHUME aHTUOIOTUKAMHU.

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

L1i indexil HallyacTile CIpUYUHEH] MikpoopraHidmamu Staphylococcus aureus ta Streptococcus
pyogenes, KOXeH 3 IKAX MOXe OyTH Pe3UCTEHTHUM [I0 MaKpoifiB. ToMy BaXK/IMBO IIPOBOJUTH TECT
Ha YyTIUBICTb. Y pasi, KoM HEMOXKJIMBO 3aCTOCyBaTH OeTa-naKTaMHi aHTHOIOTUKY (HaNpUKIaf, Ipu
arneprii), SIK mpelnapaTyu Mepiioro BUOOpy MoKHa 3aCTOCOBYBATH iHIIN aHTUOIOTUKY, HaPUKIIaf,
KJTiHgaminuH. [JoTemep MaKpOJIiiK BifirpaioTh pOJb TiNIbKY Y JIiKyBaHHI AeAKUX iH(PEKIIiN MKipy Ta
M’IKUX TKaHUH (Hanpukiap, indekuii, cipuuynHerux Corynebacterium minutissimum, acne vulgaris,
0eIMX0BOT0 3alajeHHs) Ta Y CUTYAllisX, KOJIX He MOXKHAa 3aCTOCOBYBATH MEHIIIUITIHY.

Y pa3i po3BUTKY TAXKKHUX TOCTPUX peakllill TinepyyTIUBOCTI, TaKUX SIK aHa(inakcig, TAKKI MWKipHi
nobiyHi peaknii (HampuKiaj, TOCTPUM reHepasTi3oBaHui eK3aHTeMAaTO3HUH TyCTYIb03, CHHAPOM
CriBeHca-/I>KOHCOHA, TOKCUYHHUY emigepManbHui HeKponi3, DRESS), xBopo0a IllenneitHa-I'eHoxa,
Tepallilo KJIapuTPOMIIIMHOM CIIifi HeraiHo MPUIMHUTHU Ta 0fpa3y XK PO3MO0YaTH BiATOBiHE JIiIKyBaHHS.

Knaputpowmitus notpibHo 3 06epekHiCTIO 3aCTOCOBYBATH IIPY OOHOYACHOMY ITpH3HAYEeHH] 3
ingykTopamu ¢pepmenTy uutoxpomy CYP3A4 (nus. po3nin «B3aemopis 3 iHIIMMY TiKapCbKUMHI
3aco0aMHu Ta iHIII BUOU B3a€EMOOIN»).

Crnip 3BepHYTH yBary Ha MOXKJIMBICTh ITepeXpeCcHOl PE3UCTEHTHOCTI MiXK KIapUTPOMIIIMHOM Ta
IHIIMMY MakpoOIifaMu, a TaKOXK JTIHKOMILMHOM 1 KITiHAaMilMHOM.

IH2ibimopu I'MTI-KoA-pedykma3su (cmamuHu)

OnHoYacHe 3aCTOCYBaHHS KJIAPUTPOMIIIMHY 3 JI0OBACTaTUHOM ab0 CHMBaCTaTMHOM IIPOTUIIOKa3aHe
(muB. po3min «IIpoTunokalanHs»). Ciig 3 060epexXHiCTI0 TPU3HAYATH KIAPUTPOMIIIMH OMHOYACHO 3
iHmuMu ctatuHaMu. [10BimOMIAIM PO PO3BUTOK PabIoMiosIi3y y MallieHTiB IPU OAHOYaCHOMY
3aCTOCYBaHHI KJIapUTPOMINMHY i cTaTuHiB. HeoOxigHUM MOHITOPUHT CTaHy Malli€eHTiB 100
BUSBJIEHHS O3HaK i CHMIITOMIB MiOTHaTil.

Y cutyanisix, KoJ¥ OMHOYaCHOTO 3aCTOCYBaHHS KJIaPUTPOMIIIMHY 3i CTaTHHAMU YHUKHYTHU
HEMOXKJIMBO, PEKOMEHAYEThCA IIPM3HavYaTH HaMEHIIy 3apPEeECTPOBaHy J03y CTaTUHY. MoXKuBe
3aCTOCYBaHHS CTaTUHY, SKUU He 3a7eXUTh Bifl MeTabomniamy CYP3A (Hanpuknaz, ¢hiayBacTaTUHY)
(muB. po3min «B3aemopmis 3 iHIMUMY JTiKapChbKUMM 3aco0aM¥ Ta iHIII BUOM B3aEMOIii»).

ITepopanvHi 2inozaikemivHi 3acobu/iHcyaiH

OpHOYacHe 3aCTOCYBaHHS KJIaPUTPOMILIMHY Ta IepPOpasibHUX TiMoraiKeMiyHuX 3aco0iB (TaKuX K
TIOXifIHI CynbQOHiICe4oBUHM) Ta/abo iHCYNIiHY MOXKe CIPUYUHATH BUPaXKeHY Tiloriikemiio.
PexoMeHoBaHUY peTEIbHUI MOHITOPUHT PiBHS T'JIIOKO3M.

IlepopaavHi aHmukoaz2yasaHmu

[Ipu ogHOYaCHOMY 3aCTOCYBaHHI KJIapUTPOMILIMHY 3 BaphapruHOM iCHYE PU3UK BUHUKHEHHS
Cepio3HOI KPOBOTEYi, 3HAYHOTO IMigBUIIIeHHS MoKa3dHnKa MHC (MixkHapomHe HOpMasli3oBaHe
CIIiBBigHOILIEHHS) Ta MPOTPOMOIHOBOTO Yacy. [JOKHU MallieHT! OTPUMYIOTh OMHOYACHO KJIaPUTPOMILIUH
Ta IepopasbHi aHTUKOATYyISHTH, IOTPi0OHO YacTo KOHTPOJIOBaTH noka3Huk MHC Ta mpoTpoM0OiHOBUA
yac.



Cnig 6yTu 06epeXHUMU TP CYMiCHOMY 3aCTOCYBaHHI KJIapUTPOMILIUHY 3 TEPOPAIbHUMU
AHTHKOATYJITHTAaMU IPSMOI Oil, TaKuMu K mabiratpaH, puBapokcabaH, amikcabaH Ta emokcalaH,
0Cco0/IMBO MalflieHTaM 3 BUCOKUM PU3UKOM KPOBOTeY (OuB. po3Min «B3aemomis 3 iHIIUMHU JTiKapChbKUMU
3aco0aMH Ta iHII BUOU B3aE€MOLIN»).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

be3neka 3acToCyBaHHS KJTapUTPOMILIMHY V IIePiof BariTHOCTI Ta TOAyBaHHS I'PYAOI0 HE BCTaHOBIIEHA.
[ PYHTYI0YKCH Ha 3MIiHHHX pe3yJibTaTax, OTPMMaHUX B Pe3y/IbTaTi MOCTiIXKeHb Ha TBAPUHAX Ta HOCBIi
3aCTOCYBaHHS Ha JIIOOAX, He MOXKHA BUKJIIOUaTH MOXKJIMBICTh HETaTUBHOTO BIIJIMBY Ha PO3BUTOK
eMOpioHa. B gesKux mOCTigKeHHSX, 110 OI[iHIOBaJIM BIUIUB KJIaPUTPOMILIMHY IIPOTSITOM IIEPIIOTo Ta
OPYroro TPUMECTPY BariTHOCTI, TOBIJOMIISJIOCS NIPO MifBUILIEHUY PU3UK BUKUTHIO IOPIBHSHO 3
KOHTPOJIBHOIO I'PYIIOI0 MAIIiE€HTIB, SKi He MpuiMaiyu aHTUO0i0THKIB a0 3aCTOCOBYBaIM aHTUOIOTUKY
IHIUX TPyII.

HasBHi enifgeMionoriyxi JOCTiAXKEHHS M[0J0 PU3UKY PO3BUTKY Y HEMOBJISAT BPOIXKEHUX Bafl PO3BUTKY
IIpU 3aCTOCYBaHHI MaKpOJIifiiB, BKII0Yal4yX KJIapUTPOMILIMH IIiff 4aC BariTHOCTi. X04a gaHi
pe3ybTaTH € CYIepedIMBIME, BCe XK KJIaPUTPOMILIMH He CJIifl 3aCTOCOBYBATH y Iepiof] BariTHOCTI 6e3
PeTeNbHOI OIIiIHKY CITiBBiHHOIIEHHS KOPUCThL/PU3UK.

KrnapuTtpoMmillvHe BUOINAETHCSA ¥ TPYAHE MOJIOKO B HEBEJIMKUX KiTBKOCTSAX. ByJio mifgpaxoBaHo, 110
HEMOBJIS, sikKe nepe0yBa€e BUK/IIOYHO Ha TPYIHOMY BUTOLOBYBaHHi, OTpuMyBaTuMe 671u3bK0 1,7% mo3u
KJIQapUTPOMILIMHY 3 ONPaBKOI0 Ha Bary MaTepi.

30amHicmb 8niueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

Hani mpo BruB BifcyTHi. OgHAK IpU KepyBaHHI aBTOTPAHCIOPTOM a60 po6oTi 3 iHmuUME
MexaHi3MaMu CJIifl 3BaKaTy Ha MOXKJIMBe BUHUKHEHHS MOOIYHMX peaklliid 3 00Ky HEPBOBOI CUCTEMH,
TAKMUX SK CyJOMH, 3allaMOPOYEHHSI, BEPTUTO, TaJIIOLIMHALlll, CITyTaHICTh CBiMOMOCTi, le30pieHTallis.

Cnoci6b 3acmocyeaHHsi ma do3u.

PekomenpoBaHa [03a KJIapUTPOMILMHY IJI9 OOPOC/IUX Ta HOiTel BiKoM Bif 12 pokiB cTaHOBUTH 250 mMr
KOXHi 12 roguH, mpu OinblI TAKKUX iHGeKLisX o3y MoxkHa 30inpumTty go 500 Mr KoxHi 12 rogus.
3BUYaliHa TPUBAJIICTh JIiIKyBaHHS 3aJIe2KUTh Bifi CTYIEHS TSAXKKOCTI iH(iKyBaHHS Ta CTAHOBUTE Bif 6
mo 14 puiB.

KnapuTpomiiima MoxKHa 3aCTOCOBYBaTH He3aJieXKHO Bifl MpuitoMy 1XKi, OCKinbKM 1Ka He BIJIMBA€E Ha
6i0MOCTYTIHICTE KJIaPUTPOMILIAHY .

JlixysaHHA 00oHMoO2eHHUX iH(pekuilu. PekoMeHOBaHa [03a CTaHOBUTH 250 Mr KoXkHi 12 rogus
IIPOTATOM O [HIB.

3acmocysaHHA nauieHmam i3 MikobakmepiaavHoro iHpekuiero. [TouaTKOBa m03a AJIS TOPOCTHX
ctarnoBuTh 500 Mr 2 pa3u Ha goOy. AKIo NpoTAroM 3-4 THUXKHIB JIiKyBaHHS HE CIIOCTEPIiraeThCA
TIOKpalleHHs KTiHiYHUX 03HaK ab60 6akTepiooriyHuX OKAa3HUKIB, 103a KJIApUTPOMIIIUHY MOXKe OyTH
nigBuieHa go 1000 mr 2 pa3u Ha #o0y.



JlikyBaHHS guceMiHoBaHUX iH(ekmiil, cnpuunHeHux MAK, y xBopux Ha CHIJl 1pomoBXKyeThCS
CTiNBbKY, CKiJTbKM TPUBAE KiIiHiuHa Ta Mikpobiosoriyna eeKTUBHICT ITpenapaTy, 110 MaE MeIUYHe
MigTBEepAXKEeHHS. KIapuTpoMiliuH MOXKHa 3aCTOCOBYBaTH Y KOMIIJIEKCI 3 1HITUMU
aHTUMiKOOaKTepiaTbHUMH 3aco0aMu.

Epadukauisa H. pylori y nauieHmia i3 8upaskoiw 08aHaduyamunaaoi Kuwku (0opoci).

[MotpiiiHa Tepamis (7-10 gHiB). Knaputpominua (500 Mr) 2 pa3u Ha {00y CITig 3aCTOCOBYBATH Pa3oM 3
amokcurninom 1000 mr 2 pa3u Ha fo0y Ta oMemnpasosioM 20 Mr Ha mo6y ympomoBx 7-10 mHiB.

[MotpiiiHa Tepamis (10 gHiB). Knaputpominua (500 mr) 2 pa3u Ha mo6y, maH3omnpason 30 Mr 2 pasu Ha
o0y Ta amokcunuiia 1000 mMr 2 pa3u Ha mo0y yrnpomoBxk 10 mHiB.

[Mopngitina Tepanid (14 guiB). Knmaputpominus (500 Mr) 3 pa3u Ha no6y pa3oM 3 oMenpa3onoM 40 mr 1
pa3 Ha mo0y BHYTPIlIHLO yIponoBxk 14 mHiB, gai - omemnpason 20 mMr a6o 40 mr 1 pa3 Ha go0y
BHYTPIIIHLO YIIPOZOBXK HACTynHUX 14 nHIB.

[MopgitiHa Tepamis (14 gHiB). Knmaputpominus (500 Mr) 3 pa3u Ha 106y pa3oM i3 TaH30IIPa30JI0M
60 Mr 1 pa3 Ha 00y BHYTpIIIHRO yIIPOAoBXK 14 gHiB. MoXe noTpebyBaTHCS MTOfabIlle TPUTHIUEeHHS
CEeKpellil CONsTHOI KUCIIOTH [IJIsT 3MEHIIIEHHS IIPOSIBiB BUPa3KHU.

KHapI/ITpOMiHI/IH TAKOXK 3aCTOCOBYBAJIX Y TAKUX TEPAIIEBTUYHUX CXEMaX:

KJIAPUTPOMIIIMH THHIITa30JI Ta oMemnpa30y abo TaH30IIpa30JT; KJIAPUTPOMIIIMH METPOHITa301T Ta
oMmenpa30i1 abo TaH30IPa30J1; KJIapUTPOMILIMH TeTPalUKIIiH, BicMyTy cyOcariiuiar Ta paHiTUOUH;
KJIQpPUTPOMILIMH aMOKCUILIMIIIH Ta JIaH30IIpa30J1; KJIapUTPOMILIMH PaHITUAWH BiCMyTy LIUTpAaT.

3acmocysaHHsa 0cobam AiMHb020 BiKY: SIK ISt JOPOCIHX.

3acmocyBaHHA nauieHmam i3 HUPKo8ow HeAoCmamHicmio: AJis Mali€HTiB i3 TSIXKKO0I0 HUPKOBOIO
HeIOCTaTHICTIO (KJipeHC KpeaTuHiHYy < 30 MJI/XB) J03Y CIifl 3MEHLINTU BIIOJIOBUHY, Hallpukiazg, 250
Mr 1 pa3 Ha goOy a6o 250 Mr 2 pa3u Ha f00y npu OilbIl TIKKUAX iHPEKIiAxX. Y TaKuX Malli€HTiB
TPUBAJIICTH JIIKyBaHHS He IIOBUHHA IlepeBUlllyBaTu 14 nHiB.

Himu.

Hitsim BikoM 10 12 pOKiB CJliff 3aCTOCOBYBaTH IIpemnaparT y GpopMi cycreHsii, OCKiTbKM 3aCTOCYBaHHS
Ta0JIeTOK KJIAapPUTPOMIIIMHY HiTAM IIOT0 BiKy HE BUBYAIOCH.

IlIepedo3yeanHsi.

Cumnmomu. IcHy104i TOBIOMJIEHHS BKa3yIOTh Ha Te, 110 IIepefo3yBaHHs KIapUTPOMIIIMHOM MOXKe
CIIPUYMHUTH OBy CUMIITOMIB 3 00Ky IITyHKOBO-KHUIIIKOBOTO TPaKTy. € JaHi PO OOUH BUMA[0K
PO3BUTKY 3MiH pO3yMOBOTO CTaHy, TapaHOIHOI TOBEiHKH, TiloKalieMii Ta rimokceMil y maiji€eHTa 3
OirmonsspHUM IICUX030M B aHAMHE3i, SKU MPUIHSAB 8 rpaMiB KJIapUTPOMIILIAHY .

JlikysaHHs. ITo6iuHi peakiiii, 1110 CyIIPOBOAXKYIOTh IIePef03yBaHH, CIif] TiKyBaTH 3a TOTIOMOTOI0
IIPOMHKBAHHS LITyHKa Ta CHMIITOMATUYHOl Teparil. {K i y BUllagKy 3 iHIIMMHA MaKpOoJigaMH,
MaJIoMMOBIpHO, 11100 remopiani3 abo mepuToHeanbHUM [iali3 CyTTEBO BIIMBAIK Ha BMICT



KJIaPUTPOMILIMHY B CUPOBATII KPOBI.

ITobiuni peakuii.

HaiivacTimmuMu Ta HaUMOMKUPeHIMUMY TOOIYHIMY peakLisiMy TP JIiKyBaHHI KJIapUTPOMIIUHOM
IOPOCIIUX Ta AiTew € Oinb y XKUBOTI, fiapes, HyOoTa, 6I0BaHHS Ta CIIOTBOPeHHs cMaky. Lli mobiuHi
peaxtiii 3a3Buyail He3HAYHO BUPaXkKeHi Ta y3rofXKylThCs i3 BimoMuM mnpodineM 6e3neku
MakpomigHuX aHTuOi0THKIB. [1if Yac KIiHIYHUX HOCTiAKEHb KJITAPUTPOMIIIUHY He OyJI0 BUSBIEHO
CYTTEBOI Pi3HUIN Y 4aCTOTi I[uX M0OIYHUX peaklii 3 60Ky TPaBHOI CUCTEMHU MiX I'PyIaMy Malli€HTiB, Y
sgkux Oy HasBHI abo BimCyTHI MikoOGaKTepianbHi iHbeEKIII.

Huxue nmpencrasneni nobiuHi peaxiiii, 1110 BUHUKIIU i YaC KIiHIYHUX OOCTiAKEHb Ta IPU
IIOCTMApKEeTUHTOBOMY 3aCTOCYBaHHI Pi3HUX JTIKapCHKUX (POPM i O3yBaHb KJIaPUTPOMILUHY, ¥ TOMY
yuCITi Ta0JIeTOK HeraHOTr0 BUBiTbHEHHS. [100iuHi peakirii, 110 MprMHAKMHI MOXKJIMBO IIOB’sI3aHi 3
KJIapUTPOMILIMHOM, PO3MOiJIeH] 3a CUCTEMaMU OPraHiB i 3a 4aCTOTOI BUHUKHEHHS: NyKe 4acTi
(=1/10), wacTi (=1/100 go “1/10), geuacti (=1/1000 mo “1/100) i 3 HeBigoMOIO YacToTON* (10GiYH]
peaxilii 3 TOCTMapPKETUHTOBOTO CIIOCTEPEXKEHHS; YaCTOTy BU3HAUUTH HEMOKI/IMBO 3 HAsSIBHUX JaHUX).
Y Mexax KOXKHOI rpynu nobiuHi peakiiii npefcTaBieHi B MOPSIAKY 3MEHIIEHHS TSXKKOCTI IPOSIBIB,
SKIINO TSI2KKICTH BOAJIOCS OLIIHUTH.

Inekuii ma iHeasii: HeyacTi - IemoNiT', KaHMU03, TaCTPOEHTEPHUT’, iHdeKis’, BariHanbHa
iH(eK1isg; 3 HeBimOMOI0 YaCTOTOIO - ICeBOOMeMOPaHO3HUM KOJIIT, 6eIInX0oBe 3amaeHHs.

3 6oky Kposi i nsimpamuyuHoi cucmemu: HedacTi - JIeKoIeHis, HeliTponeHisa®, TpombonuTeMis’,
eo3nHO(DimiA"; 3 HEBIOMOI YACTOTOI - arPaHyJIONUTO3, TPOMOOIUTOIEHIs.

3 60Ky iMyHHOI cucmemu: HedacTi - aHadiaKToOINHI peakii', TinepyyTaUBiCTh; 3 HEBITOMOIO
YacTOTOIO0 - aHadiaKTUYHI peakilil, aHTi0HEBPOTUYHUY HAOPSIK.

3 boxy memaboniamy i HcusseHHs: He4acCTi - AHOPEKCis, 3HUKEHHS alleTUTy; 3 HEBIIOMOIO YaCTOTOIO
- rinormikemis.

3 60Ky ncuxiku: 4acTi - 6e3COHHS; He4acTi - TPUBOKHICTh, HEPBO3HICTh’; 3 HEBIOMOIO YACTOTOIO -
IICUX03M, CIIJTyTaHiCTh CBiIOMOCTI, HeTepCcoHani3allis, ernpecis, He30pieHTallis, raJonrHalii,
KOIIIMapHi CHOBUIIHHS, MaHid.

3 6oky IIHC: 4acTi - mucreB3is (MOPYIIEHHS CMAaKOBOI YyTIMUBOCTIi), rOJTOBHUM 0iflb; HEYACTi - BTpaTa
cBigoMmocTi', mUCKiHe3is', 3aIaMOPOYeHHS, COHNUBICTh, TPEMOP; 3 HEBiOMOI YACTOTOIO - CY[IOMH,
areB3is (BTpaTa CMaKOBOl YYT/IMBOCTI), TAPOCMisi, aHOCMis, TapecTesis.

3 6oky opaaHis cayxy i nabipuHmy: He4acCTi - BEPTUTO, MIOTipIIEeHHS CIyXy, O3BiH Yy ByXax; 3
HEeBiZJOMOIO YaCTOTOI0 - BTpaTa CIyXy.

KapoiavHi nopyweHHA: HedacTi - 3yUHKa ceplis’', Gi6puiamisa nepefcepas’, MOAOBXKeHHs
inTepsany QT, eKCTPacUCTONH', Bif4yTTs cepreOuTTs; 3 HEBiIOMOIO 9acTOToM - torsades de pointes,
IIJTYHOYKOBA TaxikKapmist, GiOpunsiis mIyHO4KiB.

CyYOuHHI NnopyweHH:A: 4acTi - Ba3oguIaTalis'; 3 HeBifOMOI0 YaCTOTOIO - KDOBOBHJIMB.

3 60Ky OuxaabHOI cucmemu, opaamie 2pyoHoi Kaimku ma cepedocmiHHA: HedacTi - acTMa', HocoBa
KpoBOTeda’, eMOOJIis CyIUH JIeTeHiB .



3 60Ky mpasHoi cucmemu: 4acTi - giapesi, O/0OBaHHS, OUCIEICis, HymoTa, Oi/lb y KHUBOTi; HEYacCTi -
e3odarit’, ractpoesodareansta pedIoKcHa XxBopoba®, TaCTPUT, IIPOKTANTid’, CTOMATHT, TTIOCHT,
30yTTS XKHUBOTa', 3aII0p, CYXiCTh ¥ POTI, BiIpHKKa, METEOPU3M; 3 HEBiOMOIO 4aCTOTOIO - TOCTPHUii
IIAaHKpPeaTHUT, 3MiHa KOJIbOPY SI3WKa, 3MiHa KOJIbOpY 3y0iB.

3 6oky 2enamobiniapHoi cucmemu: 4acTi - BigXuneHHs Biff HOpMU QYHKITIOHAIBHUX TECTIB MEYiHKY;
HeJacTi - XonecTas’, remaTut’, migsumenHs pissa AJIT, ACT, I'TT'; 3 HeBioMOI0 YacTOTOIO -
NeYiHKOBa HEIOCTATHICTh, TelaTOLEe 0N pHA XKOBTIHUIIS.

3 6oky wkipu i niOWKipHOi KAIMKOBUHU: YaCTi - BUCUIIaHHS, TiIeprigpos; HeyacTi - 6yIb03HUM
mepMatuT’, cBepOik, KPOIHB THKA, MaKy/Io-laly/Ib03Hi BUCUIIaHHSA ; 3 HEBIOMOIO YaCTOTOIO - TAXKKI
mKipHi no6iyHi peakuii (HampuKiaj, TOCTPUM reHepasti3oBaHui eK3aHTeMaTO3HUM MyCTYIIbO03,
curapoM CriBeHca-[I;)KOHCOHA, TOKCUYHUM elifepManbHUM HEKPOIIi3, MeJUKaMeHTO3Ha MIKipHa
peaxiiis, o CyIpPOBOMXKYEThCS e03nHOGini€el0 Ta cucteMHuMu npossBamu (DRESS)), akHe, xBopoOa
[Menneiina-I'eHoxa.

3 60Ky ONOPHO-PYX080i CuCMeMU Mad CNOAYYHOI MKAHUHU: HEYacTi - M'30Bi ClIa3MK’, CKEJIeTHO-
M’'sI30Ba PUTIOHICTE', Mianirisa’; 3 HEBiOMOIO 4acTOTOI0 - pabmomiomnis®, MiomaTis.

3 60Ky HUPOK i ceuosudinbHOI cucmemu: HeJacCTi - MiABUIEHHS KpPeaTUHIHY KpOBil, NinBHUIIIEHHS
CEeYOBHHH KPOBi'; 3 HEBiIOMOIO 4aCTOTOI0 - HUPKOBA HEOCTATHICTh, iHTePCTUIiaNbHUN HepPHT.

3azanvHi nopyweHHsA ma peakyii y micui eeedeHHs: oyxKe 4dacTi - GprebiT y Miclli BBeIeHHs ; 4acTi -
6inb y MicIi BBefileHHs', 3ama/leHHs y MiCIli BBe[leHHd ; HeyacTi - He3[yXKaHHsA', rapsidyka’, acTeHis,
6inb y rpyasx’, 03H06°, cToMyeHicTs' .

JlabopamopHi 0ocai0HceHHs: HedacTi - 3MiHa CITiBBigHOIIEHHS aJ'Ib6YMiH-1"J'I06yniH1, MigBUIIIEHHSA
piBHS NyKHOI Pocdartas3u y KpOBi4, MiJBUIIEHHS PiBHA JlaKTaTAErigporeHasu y KpOBi4,' 3 HEeBigoMOIO
yacToTolo - migBuieHHs MHC, 30inbiieHHsT MpoTpoMOiHOBOTO Yacy, 3MiHa KOJILOPY Cedi.

* Ockiavku npo ui peakuyii nogidomasiau 0o6posinbHO Ma 8eAuyUHA nonyaAuii nayieHmia
HeB8CMAaHo8/IeHA, He 3aB8HCOU MOXCHA MOYHO 8CMAaHo8uMuU iX yacmomy abo npuyuHHuUll 38°A30K i3
nputiomom npenapamy. 3azaabHutl 00c8i0 3aCMOCYBAHHA KAAPUMPOMIYUHY CMaHOB8UMb biablue Hidc
1 minvapd nauieHmo-0OHia.

*k YV 0esikux nogidoMaeHHsAX Npo paboomioni3 3a3HA4eHo, WO KAapumpoMiluuH Nnpu3dHavau
00HOYACHO 3 THWUMU AIKAPCbKUMU 3acobamu, npo ki 8i00M0, U,0 BOHU ACOUiI0IOMbCA 3
paboomionizom (Hanpukaad, cmamuHu, pibpamu, Koaxi,uH abo anonypuHo).

1%34TTpo ui nobiuHi peakuii nogidomaaau MiabKu npu 3aCMOCY8AHHI Npenapamie KAapumpoMiyuHy y

¢opmi: 1 - nopowKy aioginizosaro20 0151 npu20myB8aHHs po3uuHy 045 iHpy3itl, 2 - mabaemok
nposoHz08aHoi 0ii, 3 - cycneHsii, 4 - mabsiemok Hea2aliH020 8UBI/ILHEHHSI.

OuiKyeThCH, 110 YaCTOTa, TUII Ta TAXKKICTh MOOIYHUX peakiliil y mitent OymyTh TAKUMHU X, 9K iy
IOPOCIIHX.

ITauienmu 3 nopyweHHAMU IMYHHOI cuCmeMu.

Y xBopux Ha CHIJ] Ta iHIIUX MaIi€eHTiB i3 IOPyIIeHHSAME iIMyHHOI CUCTEMH, SIKi 3aCTOCOBYBa/IN BUCOKI
M03HU KIaPUTPOMIIIMHY IIPOTSTOM TPUBAJIOTO Yacy MAJIS JiKyBaHHS MiKoOaKTepianbHuX iHDeKIiit, He
3aBXKIM MOXKHA Bigpi3HUTH MOGiYHI peakilii, MoB’sg3aHi i3 3aCTOCYBaHHSM IIpernapaTy, Ta CUMITOMHU
OCHOBHOT0 a0 CYITyTHiX 3aXBOPIOBAHb.



Y mopocnux Malli€eHTiB, AKi OTPUMYBaIN KJIapUTPOMillMH y K0o60Bii mo3i 1000 Mr, HaliyacTimmMu
nobiunumu epekTamu O6ynu HygoTa, O/1I0BaHHS, CIIOTBOPEHHS CMaKy, 6inb y XKUBOTi, miapes,
BUCHUIIAHHS, 3MYTTS XKHUBOTA, TOJIOBHUM Oiflb, 3a110p, MOPYIIEHHS CIyxXy, HimpuiieHHs Bmicty AJIT Ta
ACT y cupoBartii KpoBi. HeyacTo BUHUKaNK OUCIIHOE, 0€3COHHS Ta CYXiCThb Y POTi.

Y nux mauieHTiB i3 MOPyIIeHHSIMY iMyHHOI CUCTEMHU ITPOBOIUIIN OLIHKY JTabOpaTOPHUX ITOKA3HUKIB,
aHaIi3y04H Ti TOKA3HUKHY, 110 BUXOMSITH 3@ MeXKi 3HaYHOTO aHOMAJIbHOTO PiBHS (TOOTO KpalHbOI
BEPXHBOI a00 HUKHBOI MEeXKi) [JIsT BU3HAYEHOT'0 TECTY. 3a MM KpuTepieM y 2-3 % IUX MallieHTiB, SKi
npuiiManu 1000 Mr KapuTpoMinuHy Ha fo0y, CriocTepiraaocs 3HayHe aHOMaJIbHe MigBUIIEHHS
piBHiB AJIT Ta ACT i aHOMaIbHe 3HUKEHHS KiTbKOCTi TIeHKOLUUTIB Ta TPOMOOIMUTIB Y KPOBi. ¥
MEHIIIOr0 BifICOTKA MAal[leHTiB CIIOCTepiraaocs MiABUIIeHHS PIBHS a30Ty CEYOBUHU KPOBI.

Tepmin npudamHocmi. 3 POKW.

YMmoBH 30epiranHnsi. B opuriHanbHil yakoBli mpu TemnepaTypi He Butile 25 °C. 36epiraTtu y
HEOCTYIIHOMY AJIS OiTel MiCIIi.

YnakoBka. [To 10 Ta6n1eToK, BKpUTHX IIJIIBKOBOIO 000JI0HKOM0, Y OricTepi, 1 6icTep y maytri.

Kareropis Bignmycky. 3a penentom.

Bupoonuk. I[TAT «KuiBMenmnpenapat».

Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MicCIsi IPOBaIKeHHs HOro JisIbHOCTI.

Ykpaina, 01032, m. Kuis, Byn. Cakcaraacekoro, 139.



