Ckian

Oitoua peuosuHa: 1 TabmeTKa, BKPUTA IIJIiIBKOBOIO 000JIOHKOIO, MiCTUTh
Kinaputpominuay 500 mr;

OONOMIJCHI peyo8uHU: TaKTO3U MOHOTIApaT, KpoxXMallb KyKypyO3sTHUM, IIOBIOH,
HaTpPil0 KpoCKapMeso3a, MarHilo cTeapar, LIe/l0Ji03a MiKpOKPUCTaliyHa, TalbkK,
HaTPilo JlaypuaCcynbdarT, IIiBKOBE HOKPUTTA (TiZPOKCUIIPOIiIMETUAIIIIETIONI03a,
tapTpa3uH (E 102), nonmieTunenrnikoss) (TabmeTku mo 500 mr).

JIikapcbKa ¢popmMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.
OcHOBHI (pi3uKOo-xiMiuHI 81aCcMuBOCMI:

mabsiemku no 500 me: moOBracTi, OBOONYKJIi TabIeTKU, BKPUTI IIJIiBKOBOIO 000JIOHKOIO
2KOBTOT'O KOJIbOPY.

®dapMaKoTepalneBTHUYHA Irpyna

[TpoTuMikpoOHi 3acobu mJisi CUCTEMHOT0 3acTocyBaHHsa. Makpomnigu. Kog ATX JO1F
A09.

dapMakKogHHaMiKa

KnmapuTpoMilluH - HaniBCUHTETUYHUN aHTUOIOTUK I'PYIU MaKPOJTifiB.
Mikpobionoeain

AnTubGakTepianbHa Oid KJIapUTPOMIIIMHY BU3HAYAETHCS MOT0 3B’si3yBaHHSIM 3 50S-
pubocoManbHOI CyOOOMHUIIEI0 YYTIUBUX OaKTepill i MpurdHiveHHAM OiocuHTe3y OinKa.
[IpemapaT BUSBISE BUCOKY €(EKTHUBHICTH in Vitro MpoTH IIMPOKOTO CIIEKTPa aepoOHUX
Ta aHaepOoOHUX I'PaMIIO3UTHUBHUX Ta 'PaMHEraTUBHUX MiKPOOPTaHi3MiB, y TOMYy YHCIIi
roCHiTaJbHUX IITaMiB. MiHiManbHi IpurHidyBanbHi KoHIEeHTparil (MIIK)
KJIapUTPOMILIMHY 3a3BHUYa y OBa pa3u Hux4i 3a MIIK eputpominuny.

KnapuTtpoMminuH in vitro BucokoepeKTuBHNMN NIPoTU Legionella pneumophila i
Mycoplasma pneumoniae. J[lie 6akTepuiiugHo mono H. Pylori, akTUBHICTh
KJIapUTPOMILIMHY NIpU HeuTpanbHoMYy PH Bulla, HiXK npu kuciaoMmy pH. [aHi in vitro ta
in vivo cBif4aTh PO BUCOKY €(peKTHUBHICTh KJIAaPUTPOMIIIMHY OO0 KIiHIYHO 3HAYYIIIUX
mtTaMiB MikoO6akTepili. [lociigKeHHs in vitro mokasasnu, 1110 MITaMu
Enterobacteriaceae i Pseudomonas, siK i iHIli rpaMHeraTuBHI 6aKkTepii, 1110 He



bepMeHTYIOTh JTaKTO3y, HE YYTJIUBI 10 KIIaPUTPOMIIIUHY.

KnapuTpoMillme aKTUBHHH in Vitro i B KJIiHIYHIA OPaKTHII III0O0 OiIbIIIOCTI IITAMIiB

TaKHX MIKPOOPTraHi3MiB.

AepoOHi rpaMno3uTUBHI MikpoopraHiamu: Staphylococcus aureus, Streptococcus
pneumoniae, Streptococcus pyogenes, Listeria monocytogenes.

Aepo06Hi rpaMHeraTuBHI MikpoopraHidmu: Haemophilus influenzae, Haemophilus
parainfluenzae, Moraxella catarrhalis, Neisseria gonorrhoeae, Legionella
pneumophila.

[HImi mikpoopraniamu: Mycoplasma pneumoniae, Chlamydia pneumoniae (TWAR).

MikobGakTepii: Mycobacterium leprae, Mycobacterium kansasii, Mycobacterium
chelonae, Mycobacterium fortuitum, Mycobacterium avium complex (MAC), siKi
BKJII0UaloTh Mycobacterium avium, Mycobacterium intracellulare.

BeTa-nmaktamasu MiKpOOpPTraHi3MiB He BIIJIMBAIOTh Ha €(PEKTUBHICTh KJIIaPUTPOMIITUHY.

Binparicte METUIIMIIIH- Ta OKCALIMIIHPE3UCTEHTHUX IIITaMiB CTadiJIOKOKIB HE YyTIHUBI
0O KJIapUTPOMILIUHY.

Helicobacter: H. Pylori.

KnapuTpoMillnH aKTUBHUHU in Vitro mopo OifIbIIOCTI IITaMiB HUXKYe3a3HadeHUX

MiKpOOpraHiaMiB, OgHAK KJIiHiYHa 3HAYYHIICTh IIUX JAaHUX HeBimoMa, epeKTUBHICTh Ta

0e3nekKa MOoro 3aCTOCYBaHHS Y KOHTPOJILOBAHUX KITIHIYHUX OOCIIIXKEHHIX He

BCTAHOBJIEHI.

AepoOHi rpaMIIo3uTUBHI MiKpoopraHiamu: Streptococcus agalactiae, Streptococci
(epynu C,F,G), Viridans group streptococci.

Aepo06Hi rpaMHeraTUBHI MikpoopraHi3dmu: Bordetella pertussis, Pasteurella multocida.

AnaepoOHi rpaMno3uTUBHI Mikpoopraniamu: Clostridium perfringens, Peptococcus
niger, Propionibacterium acnes.

AHaepoOHi rpaMHeraTuBHi MikpoopraHniamu: Bacteroides melaninogenicus.
Cuipoxetu: Borrelia burgdorferi, Treponema pallidum.
Kawmmninobakrepii: Campylobacter jejuni.

KnmapuTpoMillud YMHUTH OAaKTEPULIUOHY Ail0 IPOTH KiJIbKOX IIITaMiB OaKTepil:
Haemophilus influenzae, Streptococcus pneumoniae, Streptococcus pyogenes,



Streptococcus agalactiae, Moraxella (Branhamella) catarrhalis, Neisseria
gonorrhoeae, H. pylori Ta Campylobacter spp.

OcHOBHUM MeTaboIiTOM KJIapPUTPOMIIIUHY B OpraHiaMi JTIIOOUHU € MiKpoOioIoTidyHO
akTuBHUM 14-rigpokcuknaputpoMinuH (14-OH-knaputpominun). i1 6inbIiiocTi
MiKpOOpraHi3aMiB MiKpo0OiojoriyHa aKTUBHICTh MeTaboIiTy JopiBHIOE abo B 1-2 pa3u
cnabira BUXiTHOI CIIONMYyKH, 3a BUHATKOM H. influenzae, mpoTu SKOT0 €(EKTUBHICTD
MeTabosiTy B 2 pa3u Builla. B ymoBax in vitro Ta in vivo BUXilHa CIIOJIyKa i i1 OCHOBHUM
MeTaboJTiT BUSBIISAIOTE a00 aguTUBHUM, ab0 cuHepriunuii edekT nmpotu H. influenzae,
3aJIeXXKHO Bif MITaMy MIKpPOOpPraHi3my.

TecTn Ha YyTIUBICTH

KinekicHI MeTOqy, 110 BUMaraloTh BUMIPIOBaHHS OiaMeTpa 30HU, Jal0Th TOYHIIILY
OLIIHKY YYyTJIMBOCTi OaKTepiil 1o MpoTUMiIKpOOHUX IIpemnapartiB. B oxgHil i3
PEKOMEHI0OBAaHUX IIPOLEaypP AJIS TeCTYBaHHSA YYTJIMBOCTI BUKOPUCTOBYIOTh JUCKH,
iMmoperroBaHi 15 MKr kinaputpoMinuny (nudy3ititauit Tect Kipbi-bayepa); npu
iHTepnpeTallil CIIiBBiMTHOCSTL giaMeTp 30HU IIPUTHIYEeHHS OJIsS IIbOT0 OUCKa 3i
3HayeHHaMu MIIK gna knaputpominuay. MIIK BU3Ha4YaeThCA METOOOM PO3BENEHHS Y
OymnbiioHi abo arapi.

[Tpu mpoBefeHHI IIUX MTPOIeAYP BUCHOBOK nabopaTopil «4yTIuBUi» BKa3ye Ha Te, 110
iH}iKyI04YNl MiKpOOpraHi3M, HalliMOBipHiIlle, BiAIOBICTh Ha Tepamilo. BUCHOBOK
«PEe3UCTEeHTHUMN» BKa3ye€ Ha Te, 110 iHPiKyIo4Yui MiKpoopraHi3M, HaliMOBipHillle, HE
BIIIOBICTh Ha TepaIllito. BUCHOBOK «IIPOMiXKHa YyTJIUBICTH» TOBOPUTE IIPO TE, ILII0
TepaneBTUYHNM e(PeKT JaHOro npernapaTy Moxe OyTU CyMHIBHUM abo0 XK
MiKpoopraHiaM O0yae 4yTIUBUM, SKIII0 3aCTOCOBYBaTH OilIbIIl BUCOKi H03U (IIPO
IIPOMIiXKHY UyTJIUBICTh TOBOPSATh TAKOXK SK IIPO IIOMipHY YyTJIMBICTh).

Heo0OxigHO BpaxoByBaTH cIelngiuHi Oy KpaiHu abo perioHy BimoMOCTi M10710
abCOJTIIOTHUX MEXK [iiala30Hy YYTJIMBOCTI, PE3UCTEHTHOCTI i MPOMiXKHOI YyTIITUBOCTI.

dapMaKOKiHeTHKa

KnapuTpoMiluuH mBUOKO Ta Hoope abcopOyeThCS 3i HITYHKOBO-KUIIIKOBOT'O TPAKTY
ITicJIsI mepopasibHOTO 3aCTOCYBaHHS npernapary y ¢opmi tabneTok. Mikpobionoriauno
aKTUBHUY MeTaboiT 14-rigfpOKCUKIaPUTPOMIIIMH YTBOPIOETHCS IIIJISIXOM MeTaboizMy
IIepILIOro NPOoXoaXXeHHA. KimapuTpoMilnie MOXKHa 3aCTOCOBYBaTU He3aJIEXKHO Bif
B2KMBaHHS 1XKi, OCKiIbKY 12Ka He BIIJIMBa€ Ha 0i0JOCTYIHICTh TabJIeTOK
KJIapUTPOMIIuHYy. [2ka He3HaYHO 3aTPUMYy€ IT04aToK abCcopOIlil KIapuTPOMIIUHY Ta
yTBOpeHHA 14-rinpokcuMmerabomnity. PapMakoKiHeTUKa KJIapUTPOMILIUHY HEJliHilHa,
IIpOTe piBHOBazXKHa KOHIIEHTPAL[i JOCATAaEThCA IPOTATOM 2 JHIB 3aCTOCYBaHHSI
npenaparty. [Ipu 3acTocyBaHHi 250 Mr 2 pa3u Ha noby 15-20 % He3MiHEeHOTO0



ImpernapaTy BUBOOUTHCS i3 cedero. ITpu mo3i 500 Mr 2 pa3u Ha 000y BUBEIEHHS
Imperapary i3 cedelo BimOyBa€eThCs iHTeHCHUBHilIe (mpubnu3uo 36 %). 14-
TiIPOKCUKIAaPUTPOMIIIMH € OCHOBHUM MeTabO0JIiTOM, 1110 BUBOOUTLCS i3 ceuero y
KinpkocTi 10-15 % 3acTocoBaHOl mo3u. binbIlla YacTUHA 3aJIUIIKYy H031 BUBOOUTHLCS 3
(ekamissmu, mepeBaxHO i3 K0BUYI0. 5-10 % BUXigHOI CIIONYKH BUSBIIIETLCS Y
dekamiax.

ITpu 3actocyBanHi 500 Mr KmapuTpoMinimHy 3 pa3u Ha mo0y KOHIIeHTpallis
KJIaPUTPOMILIMHY B IJiIa3Mi KPOBI MiABUILYETHCS IMOPIiBHSIHO 3 TAKOIO IIPU 3aCTOCYBaHHI
mo3u 500 mr 2 pa3u Ha gooy.

KoHueHTpallil KTapuTPOMIIIMHYy B TKaHMHAaX y KijlbKa pa3iB IepeBUMIIyI0Th
KOHIIeHTpallil mpenaparTy y KpoBi. [TigBuIlieHi KoHIleHTpallil OyIu BUSBIEHI 9K y
TOH3WUJIAPHIN, TaK i B JlereHeBid TKaHUHaX. KIapuTpOMIIIUH IIPU TepalleBTUYHUX H03aX
Ha 80 % 3B’s13y€eThCs 3 OiTKaMu IJ1a3MU KPOBI.

KnapuTpoMilluH IpoHUKAE Y CIU30BY 000JIOHKY IIJIYHKa. BMiCcT KiTapuTpoOMiLlHYy B
CIIU30Bi¥ 000JIOHIII Ta TKAHMWHI IIJTyHKA BUIIIUYA IPU 3aCTOCYBaHHI KIIapPUTPOMIITUHY
pPas3oM i3 oMeIrpas30JioM, HiXK IpU MOHOTeparil KJIapAUTPOMIITMHOM.

IToxa3aHHSA

JIikyeaHHA iH(eKUil, cnpuyuHeHUX 4ymau8umu 00 KAAPUMPOMIUUHY
MIKpPOOp2aHi3MamMu:

e IH(eKIlil BepxHiX OuXanbHUX IIISIXiB, TOOTO HOCOTJIOTKU (TOH3UIIIT, (papuHTIT), Ta
iH(deKIlil TpraaTKOBUX Ma3yx Hoca.

[HeKIil HUXKHIX OUXalbHUX HIIAXiB (OPOHXIT, TOocTpa KPyIlo3Ha MHEBMOHISA Ta
IIepBUHHA aTUIIOBA ITHEBMOHI).

[Hekwil mKipy Ta M’'IKUX TKaHUH (IMIIeTUro, QOiKyJiT, epu3nNnenoln,
bypyHKY1H03, iH(pIKOBaHI paHu).

locTpi Ta XpOHiIYHI OMOHTOTeHHi iH}eKITil.

IuceMminoBaHi abo MokasizoBaHi MikoOakTepianbHi iHMEKIIil, cCTpUYUHEH]
Mycobacterium avium a6o Mycobacterium intracellulare. JIokanizoBaHi iHpeKITii,
cupuunHeHi Mycobacterium chelonae, Mycobacterium fortuitum a6o
Mycobacterium kansasii.

e Epapukariisga H. pylori y nallieHTiB i3 BUPa3K0I0 ABaHAALATUIIAIOl KUIIIKY ITPU
MMPUTHIYEeHHi CEeKpellil COJITHOI KMCJIOTH (aKTUBHICTh KJIapPUTPOMILIMHY ITpoTH H.
pylori npu HeliTpanbHOMy pH BuIlla, HiXK npu Kuciaomy pH).

IIporunoka3aHHs



[TigBuIleHa YyTAUBICTh A0 KIapPUTPOMILIMHY ab0 A0 Oyab-IKOT0 KOMIIOHEHTa
mpemnaparty, abo Oo iHIMX MaKpoJigHUX aHTUOioTHKIB. OMHOYacHe 3aCTOCyBaHHS
KJIaPUTPOMIIIMHY Ta OyIOb-IKOT0 3 HUXK4Ye3a3HaYeHUX IpelaparTiB: acTeMi3or,
nu3anpup, miMo3um, TepdeHannH (OCKIIBKHY 1le MOXKe IIPU3BECTU [0 ITOAOBXKEHHS
iHTepBany QT Ta PO3BUTKY CEPLEBUX apUTMil, BKJII0YalO4M IIJIYHOYKOBY TaXikKapmito,
bibpunsiito NITYyHOUYKIB Ta MipyeTHY HUTYHOYKOBY Taxikapmito (torsades de pointes)),
aJIKaJiolgy PiXKKiB, HAIIpUKJIa[ eproTaMiH, OUrigpoeproTaMiH (OCKiJIbKY Ile MOXKe
ITPU3BECTHU OO0 eProTOKCUYHOCTI), iHribiTopu 'MI'-KoA-penykTa3u (CTaTUHHU), 110
3Ha4yHOIO Mipoio MeTabonizyoTecsa CYP3A4 (1oBacTaTuH ab0 CMMBAaCTaTHUH), Yepes
MigBUINIEHUY PU3UK BUHUKHEHHS MiomaTil, BK/IIo4Yaiouu padbaoMiosni3 (OuB. po3minu
«B3aeMomist 3 iHIIMMM JTiKapChKUMHU 3acoO0aMM Ta iHIITI BUOAM B3aEMOMIiN»,
«OCcOoOIUBOCTi 3aCTOCYBAHHSI»).

OpmHo4YacHe 3aCTOCYyBaHHS KJIaPUTPOMIIIMHY Ta IIepopabHOTO Miga3oilaMy (OuB.
po3min «B3aeMopis 3 iHIIMMH JTIKAPCHKUMH 3aco0aMU Ta iHIIN BHUOM B3a€EMOMiN»).

OpHOo4YacHe 3aCTOCYyBaHHSA KJIapPUTPOMILIMHY Ta JIoMiTammifgy (OuB. po3min «B3aemomis 3
IHIIMMU JTiKapChbKMMH 3aco0aMu Ta iHIIi BUOU B3aEMOI»).

HasiBHicTh B aHaMHe3i To#oBxkKeHHS iHTepBany QT abo IIJIyHOYKOBUX CePLIEBUX
apUTMil, BKJIIOUAIOUH ITipyeTHY IUIYHOYKOBY TaxiKapmito (torsades de pointes) (ous.
po3minu «B3aeMopis 3 iHIIMMU JTIKAaPCHKUMHU 3aco0aMu Ta iHIIM BUOH B3a€EMOiM»,
«OCcOoOIUBOCTI 3aCTOCYBAHHS»).

KmaputpoMiliiH He CJlif 3aCTOCOBYBaTH IalliEHTaM 3 eJIEKTPOIiTHUM aucOamaHCOM
(rimokasiemiss abo rimoMarHiemisi, yepe3 pU3UK NOAOBXKeHHS iHTepBany QT).

Ts2kKa mediHKOBa HEOOCTATHICTh Ta CYIIYTHSA HUPKOBaA HEeOOCTaTHICTh.

OpmHo4YacHe 3aCTOCYBaHHS KJIapUTPOMILIMHY (Ta iHIIMX cunbHUX iHri0iTopiB CYP3A4) 3
KOJIXIITMHOM TIaIliEHTaM i3 HUPKOBOIO ab0 ITe4YiHKOBOIO HEIOCTATHICTIO (OUB. PO3Minu
«B3aeMopmist 3 iHmIMMM JTiKapChKUMHU 3acoO0aMM Ta iHIITL BUOW B3aEMOJIIN»,
«OCcoOIUBOCTI 3aCTOCYBaHHS»).

OmHOYacHe 3aCTOCYBaHHS KJIapPUTPOMIIIUHY 3 TUKarpeiaopoM abo paHOIa3uHOM.
B3aemogisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMHu Ta iHIIII BHOM B3a€EMoOIin

KnapurpoMinue He B3a€EMOMI€ 3 TepOopaJIbHUMU KOHTpaLleIITUBaAMU.

3acmocysaHHA HUXMCYe3d3HAYeHUX npenapamis cy8opo NpomMunoKa3daHo 4yepes3
MooHCcAUBUU PO3BUMOK MANCKUX HACAIOKIB8 83aeEMOOII.

I[uzanpud, nimo3ud, acmemizon, mepgheHaduH



[Tpo migBUIlleHHA PiBHA [IU3alpUAYy B CUPOBATILI KPOBi IOBIOJOMIIAJIYN y MALl€HTIB, Kl
OTpPUMYBAaJId KJIapUTPOMILIMH Ta LU3anpum ogHo4YacHO. Lle Moxke npu3BecTu 00
nomoBxKeHHd iHTepBany QT i moaBU apuTMili, y TOMYy YUCJIi HIUIYHOYKOBOL TaXikKapmil,
$ibpunsii mnyHouKiB i torsades de pointes. ITogiOHi edeKTu Bin3Hadyanucs y
Halli€eHTiB, AKi IpUKXMaIu KJIapUTPOMILKMH i TiMO3UO OOHOYACHO (OUB. PO3MOi
«I[IpoTuniokaszaHHI»).

[ToBimoMIIsiyiv TIPO 3MATHICTh MAKPOJIiAiB 3MiHIOBaTU MeTabosi3M TepdeHaauHy, 1o
MPU3BOAUTH 0 MiABUIIEHHS PiBHA TepdeHaAuHy B CUPOBATIIi KPOBi, 10 iHOMI
acoLiloBajIoCs 3 apUTMIsIMU, TAKUMU SIK ITONOBXeHHS iHTepBainy QT, nIUIyHOYKOBa
Taxikapmis, gidbpunsduis nIyHodKiB i torsades de pointes (ouB. po3gin
«IIpotunokasaHHsa»). [Ipu ogHOYaCHOMY 3aCTOCYBaHHI KJIapUTPOMIILIMHY Ta
TepdeHaguHy crocTepiraaocs IMigBUIIIEeHHS PiBHSA KMCJIOTHOTO MeTaboIiTy
TepdeHaguHy y 2-3 pa3u Ta IOOOBXKeHHA iHTepBany QT, 110 He IpU3BEJIO Hi IO IKOTO
KiiHiuHO BuguMoro edekty. ITomioHi epekTu BigMivanucs i npu ogHOYaCHOMY
3aCTOCYBaHHI acTeMi30J1y Ta IHIIUX MaKpOJIiiB.

AsKanoiou pidxckie

OmHo4YacHe 3aCTOCYBaHHS KJIapPUTPOMILIMHY Ta eproraMiHy abo gurigpoeproraMiny
acoLit0BasIoCs 3 II0sIBOIO O3HAK I'OCTPOr0 eproTUu3My, 110 XapaKTepu3yBaiocs
Ba30CIa3MOM Ta illleMi€lo KiHIIBOK i IHIIIUX TKAHUH, BKJIIOYAl04U [IeHTpaJjIbHy HEPBOBY
cucteMmy (LIHC). OgHOo4YacHe Npu3HaYEeHHS KJIapUTPOMILIMHY Ta ajIKaIOlfiB PiXkKKiB
OpoTuliokalaHe (OuB. po3min «IIpoTUIOKa3aHHSI»).

ITepopaavHull midazoaam

ITpu 3acTocyBaHHiI Miga3onamy 3 TabneTkaMu Kinaputpominuny (500 Mr 2 pa3u Ha
noOy) 1IoIa Imin dapMakKoKiHETUYHOIO KPUBOIO KOHIeHTpallisi—4ac (AUC) mimasomamy
30inbiyBanacs y 7 pasiB micis mepopanbHOT0 3aCTOCYyBaHHS Mima3onamy. OmHodacHe
3aCTOCYBaHHS IepPOPaJIbHOr0 Mifa30ojlaMy i KJIapuTPOMILIMHY IPOTUIIOKa3aHe (OuB.
po3min «IIpoTUoKa3aHHsI»).

IH2i6imopu I'me-KoA-pedykma3u (cmamuHu)

OmHOYacHe 3aCTOCYBaHHSI KJIAPUTPOMIIIMHY 3 JIOBACTaTUHOM a00 CUMBAaCTaTUHOM
IpPOTHUIIOKa3aHe (OuB. po3min «IIpoTunoka3daHHA»), OCKUIBKHY IIi CTaTUHU 3HAYHOIO
Miporo MeTabonidyioTbcst CYP3A4, omgHOYacHe 3aCTOCYBAaHHS 3 KJIQPUTPOMIIIMHOM
IMigBUIITYE iX KOHIIEHTPAIlifo y IJIa3Mi KPOBi, 1110 3i CBOTro OOKYy MigBUIIYE PU3UK
BUHUKHEHHS MionarTii, BKIlo4aiouu pabmomioni3. 3adgikcoBaHO pO3BUTOK pabaoMionizy
y Halli€eHTIiB IIPA OOHOYAaCHOMY 3aCTOCYBaHHI KJIapUTPOMIIIMHY Ta IIUX CTAaTUHIB. AKIO
JIIKYBaHHS KJIAPUTPOMIIIMHOM HEMOXKJIMBO YHUKHYTH, Tepalliio JJoBaCTaTUHOM abo
CUMBACTaTUHOM HeOOXigHO IPUIUHUTHU ITiJl Yac KypCy JIiIKyBaHHS.



Cnin 3 o6epexKHIiCTIO MpU3HaYaTH KJIIaPUTPOMIIIUH OQHOYACHO 3 iHIIIMMU CTaTUHaMU.
AKI10 OMHOYACHOT0 3aCTOCYBAHHS KJIaPUTPOMILIMHY 31 CTaTUHaAMU YHUKHYTU
HEMOXKJIUBO, PEKOMEHY€EThCA [IPpU3HaYaTU HaUMEeHIIy 3apeeCTPOBaly 103y CTaTUHY.
MoxXJBe 3aCTOCYBaHHS CTaTUHY, SIKUM He 3aJIeKUTh Big MmeTabomnizamy CYP3A
(Hanpuknaz, ¢pnyBacTaTuHy). HeoOxigHNWY MOHITOPUHT CTaHy MAIliEHTIB 100
BHUSBJIEHHS O3HaK i CUMIITOMIiB Mionarii.

Jlomimanio

OpgHOoYacHe 3aCTOCYBaHHS KJIapUTPOMILIMHY 3 JIOMiTaligoM MIPOTUIIOKa3aHe yepe3
MOZKJIMBICTh IOMITHOTO HMiABUIIIEHHSA PiBHA TpaHCaMiHa3 (OUB. PO3Tin
«[TpoTUIIOKa3aHHI»).

Bnaus iHwux AikapcbKux 3acobi8 Ha KAapumpoMiluuH

JIikapcheKi 3aco6u, 110 € ingykropamu CYP3A (Hanpukiap, pudamnoinuH, GpeHiToiH,
KapOaMa3seriH, ¢eHobapbiTas, npemnapaTu 3Bipo6010), MOXKYThb iHIYKyBaTH MeTab0I1i3M
KJIapuTpoMmiinuny. Lle Moxke mIpU3BECTU 0 CyOTepareBTUYHOT0 PiBHS KJIaPUTPOMIITUHY
Ta 3HUKEHHS 1oro epeKTuBHOCTI. KpiM Toro, Moxke OyTU HEOOXiMIHUM MOHITOPYBaHHS
rm1a3MoBuX piBHIB iHgyKTOpa CYP3A, sKi MOXKyTh OyTH HifgBHUILlEH] Yepe3 iHriOyBaHHSI
CYP3A knapuTpOMIIIUHOM (O¥B. TAKOXK IHCTPYKLIIIO OJI MEOUYHOI'0 3aCTOCYBaHHSI
BimnoBigHOTO iHOYKTOpa CYP3A4). OmHOoYacHe 3acTocyBaHHS pudalbyTUHy i
KJIQPUTPOMIIIMHY TIPU3BOOUIIO OO ITiMBUINEHHS PiBHS pudabyTUHY Ta 3HUKEHHS PiBHSA
KJIaPUTPOMILIMHY B CUPOBATI]I KPOBl 3 OMHOYACHUM IHiABUILIEHHSAM PU3UKY IIO0SABU
yBeiTy.

Hu>xde 3a3Ha4YeHO JIIKapchbKi 3aco0M, BIUIMB SIKNUX Ha KOHIIEHTPAIlil0 KJIAPUTPOMIITUHY

B KPOBi BimoMui ab0 IPUIYCKAETHCSI, TOMY MOKe 3HagOoOMTHCS 3MiHa JO3H

KJIapUTPOMIIHy ab0 3aCTOCYBaHHS aJIbTePHATHUBHOL Tepairii.

E¢asipeHu, HegipaniH, pupamniuyuH, pu¢pabymuH i pu¢paneHmuH

[ToTyxkHi iHOyKTOpPH pepMeHTiB nmToXxpoMy P450, Taki gK edaBipeHI], HEBipaliH,
pudamirinyH, prudabyTuH i pudaneHTUH, MOXKYTh IIPUCKOPIOBATU MeTab0J1i3M
KJIapUTPOMIIIMHY, 3MEHIITYIOYU MOT0 KOHILIEHTPALIil0 B IJIa3Mi KPOBi, ane 30imblIyiodn
KoHIleHTpaIllifo 14-OH-KmapuTpoMilluHy - MiKpo06ioIoridyHO aKTUBHOT'O MeTabO0IiTYy.
Ockinbky MiKpo0ioJioriyHa aKTUBHICTh KilapuTpoMminuny i 14-OH-KmapuTpoMilluHy
pi3Ha om0 pidHUX O6aKTepil, 0YiKyBaHOTO TepalleBTUYHOTo eheKTy MoxKe OyTH He
OOCSATHYTO Yepe3 OOgHOYaCHEe 3aCTOCYBaHHA KJIAPUTPOMILIUHY Ta IHOYKTOPIB
(pepmenTis nutoxpomy P450.

EmpasipuH



[lis KmapuTpOMIiIUHYy ITocnabiioBanach €eTpaBipUuHOM, OOHAK KOHIIEHTpAallil aKTUBHOTO
MeTabomity 14-OH-knaputpoMiniuHy migBuiyBanucb. Ockinbku 14-OH-
KJIAPUTPOMILIMH Ma€ 3HUXKEHY aKTUBHICTb IpoTU MAC, 3arajibHa akTUBHICTh IPOTHU
IIbOTO TaTOTeHy Moxke OyTu 3MmiHeHa. Tomy O nikyBanusa MAC ciif po3risaHyTU
3aCTOCYBaHHS aJIbTEPHATUBHUX KJIaPUTPOMILIMHY JIiIKapChKUX 3aC00iB.

dayKoHa301

PiBHOBaXHi KOHIIeHTpaIlil aKkTUBHOTO MeTabotiTy 14-OH-KnapuTpoMiluHy 3HAYHO He
3MiHIOBA/JINCS IPU OOHOYACHOMY 3aCTOCYBaHHI 3 (piyKOHa30/10M. 3MiHaA OO3U
KJIapPUTPOMIIIMHY He ITOTpiOHa.

Pumonasip

OpHouyacHe 3acTocyBaHHS puToHaBipy 200 Mr KoxHi 8 roguH i Kimaputpominuay 500
MT KOXKHi 12 roguH IIPU3BOOMUIIO 10 3HAYHOI'O ITPUTHIiYEeHHS MeTabos1iaMy
KiapuTpoMinuHy. Cmax KjiapuTpoMinuHy nigsuilyBanacs Ha 31 %, Cmin- Ha 182 % i
AUC - Ha 77 % npu ogHO4YaCHOMY 3aCTOCYBaHHI pUTOHaBipy. Big3Hayasnocs moBHE
npurHideHHs yTBopeHHs 14-OH-knapuTpoMinuHy. Yepes3 MIUPOKUY TepaneBTUYHUN
miarma3oH 3MEHIIEHHS 03U KJIapUTPOMILIMHY IalliEHTaM i3 HopMaJibHOI0 (QYHKITIEIO
HUPOK He 1oTpiOHe. [TallieHTaM i3 HUPKOBOIO HEOOCTATHICTIO HEOOXigHEe KOPUTYBaHH S
no3u: nns naiieHTiB i3 CLCR 30-60 Mi1/XB mo3y KJIapUTPOMILIMHY ITOTPIOHO 3HU3UTHU
Ha 50 %. [Ina namieHTiB i3 CLCR

Taxki 2K KOpUryBaHHS [03U CJIiJ HIPOBOOUTH IJISA MAIli€EHTIB i3 MOPYyIIEeHHIMHU QYHKITIL
HUPOK IIPHU 3aCTOCYBaHHI pPUTOHABIPY K PapMaKOKiHETUYHOTO ITifCHUII0OBa4Ya pa3oM 3
iHmumu iHriditopamu BlJI-mpoTeas3u, BKJII0OYalO4Yy aTa3aHaBip i cakBiHaBip (OuB.
HuX4e «J[IBOGIYHO CIIpsIMOBaHi JTiKapchKi B3aeMomii»).

Bnaus KkaapumpomiuuHy Ha iHWi AiKapcvki 3acobu

AHmuapummiyHi 3acobu

IcHyIOTE JaHi PO PO3BUTOK torsades de pointes, 1110 BUHUKJIIO IIPU OOHOYACHOMY
3aCTOCyBaHHIi KJIapUTPOMIIIUHY 3 XiHimruHOM abo mu3omnipamigoM. PeKoMeHOy€eThCS
npoBoauty EKI-MOHITOPUHT OJ11 CBOEYAaCHOTO BUSBIIEHHS MOOOBXKEHHSA iHTepBany QT
i YaCc OOHOYaCHOTI'0 3aCTOCYBaHHSA KJIapUTPOMIIIUHY 3 IMMHU npelapaTtaMu. [1ig yac
Teparil KJIapuTPOMILIMHOM CJIif] CTEXKUTHU 3a KOHIIEHTPALIi€I0 IUX IIpenapariB y
CHPOBAaTIIi KPOBI.

[Tig yac MoCcTMapKeTUHTOBOTO 3aCTOCYBaHHS Oy/IU MOBiMOMJIEHHS PO TillOTIiKeMiio
IIPY OOHOYAaCHOMY 3aCTOCYBaHHI KJIapUTPOMILIMHY i AU30IIipaMiny, ToMy HeOoOXimHUM
MOHITOPHHT PiBHS I'JIIOKO3U KPOBi MPY OOHOYACHOMY 3aCTOCYBaHHI IImX 3aco0iB.



ITepopanavHi 2ino2aikemiuHi 3acobu/iHCyAiH

[Tpu ogHOYACHOMY 3aCTOCYBaHHi 3 MIEBHUMH TillOTTiKeMiYHUMHU 3aco0aMM, TAaKUMHU SIK
HaATeTrJIiHig i penarmiidin, KnapuTpoMillnH MoxKe iHrioyBaTu en3um CYP3A, 1110 Moxe
CIIPUYUHUTH rinoriikeMiio. PeKOMeHOOBaHUM peTeIbHUNM MOHITOPUHT PiBHS I'TIOKO3U.

CYP3A-no8’sa3aHi 83aemMo0il |

OmHo4YacHe 3aCTOCYBaHHS KJIapUTPOMILIMHY, BimoMoro siK iHTi6iTop hepmenty CYP3A,
i mpemapary, 110 TOJIOBHUM YUHOM MeTabomidyeTbcsi CYP3A, MoKe IPU3BECTHU IO
MTiABUIIEHHS KOHIIEHTPAIlil OCTaHHBLOTO Y IJTa3Mi KPOBI, 1110 3i CBOro O0OKYy MOKe
migcunuTy abo MOOOBXKUTH MOT0 TepaneBTUYHMUM edeKT i mobiuHi epekTu. Crig 6yt
o0epexXHUMMU IIPU 3aCTOCYBaHHi KIIapUTPOMILIMHY TTalliEHTaM, IKi OTPUMYIOTh Teparliio
JIiKkapchbKUMHU 3acobamu - cyoctpaTtamu CYP3A, ocobnuso skmio CYP3A-cybcTpaTt Mmae
BY3bKUM TEpAINEeBTUYHMNM [iana30H (Hanpukiaj, KapbamaseriH) i/abo 3Ha4HOI0 Mipoio
MeTaboJIi3yeThCs IIMM eH3uMOM. Moxke OyTu nmoTpiOHa 3MiHa J03HU i, IO MOXKJIUBOCTI,
peTenbHUN MOHITOPUHI CUPOBATKOBUX KOHIIEHTpPAIIiM JIiKapChbKOTo 3aco0y, 110
TOJIOBHUM YMHOM MeTabomisyeTtbcsas CYP3A, ons mallieHTiB, SKi oqHOYaCHO
3aCTOCOBYIOTh KJIAaPUTPOMILIUH.

Bimomo (abGo mpuUITyCKa€eThCS), 1110 HUXKYe3a3HadyeHi nikapchki 3acobu abo rpymnu
npenapaTtiB MeTabomni3yioTbcst ogHUM i TUM caMuM CYP3A-i3odepMeHTOM:
aJIbIIpas3ojiaM, acTeMi3o0J1, KapOaMaseIliH, IIMIOCTAa30J1, IU3allpul, ITUKIJIOCIIOPHUH,
On30IipaMif, ajJKalOolAu PiXKKiB, JIOBaCTaTUH, METUJIIIPEAHI30JIOH, Mifa30jiaM,
oMemnpas3o0Jl, IepopaiabHi aHTUKOATyNISHTU (HanpukKJiafd, BapdapuH, piBapokcabaH,
anikcabaH), aTUIIOBI aHTUIICUXOTUYHI 3aco0u (HanmpuKiap, KBeTialliH), miMo3up,
xiHiguH, pudabyTuH, cungeHadis, cMMBacTaTUH, TaKPoIiMyc, TepheHaguH,
TpHa30JiaM i BiHOJIaCTUH, ajie 1led CIIMCOK He € MOoBHUM. [lomiOHMIT MexaHi3M B3aeMOIil
BiIl3HaYeHUU IIPU 3aCTOCYyBaHHi QeHiTOIHY, TeoQisTiHy i BajdblIpoaTy, 110
MeTaboi3yloThCs iHIMUMY i30pepMeHTaMu CUCTEMU IIUTOXpoMy P450.

ITepopaavHi aHmukoazyasiHmu npamoi 0ii

[lepopanbHUM aHTUKOATYJISHT IIPSAMOI1 Ail mabiraTpaH € cybcTpaToM Oisi e(pIIIOKCHOTO
nmepeHocHuKa P-riikomnpoTeiny (Pgp). PiBapokcabaH Ta anikcaGaH MeTab0JTi3yI0ThCs
CYP3A i Takox € cybcTpatamu Pgp.

3acTocyBaHHS MepopaibHUX aHTUKOATYJISHTIB IPsMO] [Iil, TaKuX sIK mabiraTtpas,
piBapokcabaH Ta amikcabaH, CYMiCHO 3 KJIapUTPOMIIIMHOM BUMarae o0epekHOCTi,
0COOIMBO IOJIS MAIliEHTIB, SIKi MalOTh BUCOKUM PU3UK BUHUKHEHHS KPOBOTEUi (OUB.
po3min « OcoOIUBOCTI 3aCTOCYBAHHS»).

Omenpason



Kmaputpominuu (500 Mr KoxkHi 8 roguH) 3aCcTOCOBYBanu Y KoMOiHallil 3 oMenpa3oioM
(40 Mr Ha mo6Oy) MOPOCIUM 3MOPOBUM MOOPOBOJILISIM. PiBHOBaXKHi KOHIIEHTpAalii
oMenpasoiy B Iuta3Mmi nigsuinyBanucs (Cmax, AUCO0-24 i t1/2 nigsuinysanucsa Ha 30
%, 89 % i 34 % BigmOBiAHO) IPKU OOHOYACHOMY 3aCTOCyBaHHI KjlapUuTpoMiuuny. [Ipu
3aCTOCYBaHHI TiJIbKU OMeNpa30Jly cepeqHe 3HauyeHHs pH IIJIyHKOBOT'O COKY IIpU
BUMIipIOBaHHi IPOTATOM 24 TOOWH CTAHOBUJIIO 5,2, ITPH OOHOYAaCHOMY 3aCTOCYBaHHI
OMeImpa30J1y 3 KJIapUTPOMILIMHOM - 5,7.

Cusnodenagpin, madanagin i eapoeHapin

KozxeH i3 nux iHribitTopiB ¢pochomiectepasu MeTtabosi3yeThCs (IpUHAUMHI YaCTKOBO)
3a yuacTio CYP3A, a CYP3A Moxke iHTiOyBaTHCSI OMHOYACHO IPUNHATUM
KjapuTpoMinimHoM. OmHOYaCHUM IPUUOM KJIapPUTPOMILIUHY i3 cunpeHadinom,
taganadinom ado BapmeHadiioM MoxKe IPU3BOAUTH OO0 30iNbIIIEHHS €KCIIO3UITil
inribiTopa docdomiecTepa3u, TOMy CJIif PO3TIsAaTH MUTAHHS ITPO 3HUXKEHHS T03U
cunnmenadiny, Tagamadiny abo BapmeHadiny.

TeoginiH, kapbamaszeniH

IcHye He3Ha4He, ajie CTaTUCTAUYHO 3Hauyllle 30ibllIeHHs KOHIIeHTpallil Teodiminy abo
Kap6aMa3seIiny y Iia3Mi KpoBi Ipu IX OMHOYaCHOMY 3aCTOCYBaHHI 3
KJIapUTPOMILIMHOM.

ToamepoduH

TontepoouH roloBHUM YMHOM MeTabomni3yeTrscs 2D6-i3opopmoro mutoxpomy P450
(CYP2D6). Opgnak y rpymi nanienTiB 6e3 CYP2D6 meTa60s1i3M BimOyBaeThCSA Yyepes
CYP3A. VY uiit nonynsauii npurdidenss CYP3A npu3BOOUTh A0 3HAYHOTO ITiABUIIIEHHS
IJIa3MOBUX KOHIIEHTPAIiil TonTepoauny. 171 TaKUX IMAIliEHTiB 3HUXKEHHS 03U
TOJITEPOONHYY MOXKe OyTH HeoOXigHMM MNpPHU MOro 3acTocyBaHHi 3 iHridiTopamu CYP3A,
TAaKUMHU SIK KJIQPUTPOMIITHH.

TpuaszoabeH3oldiazeniHu (Hanpuk.aad, aavnpasoadam, mMioa3oaam, mpuai3oandam)

[Tpu 3acTocyBaHHI Miga3onaMmy 3 TabneTkaMu KinapuTtpoMminuny (500 Mr 2 pa3u Ha
no0y) AUC miga3onamy 30inbIillyBanacs y 2,7 pasa IIiciis BHYTPIiIIHbOBEHHOTO
BBeIleHHs Mina3osiamy. [Ipu BHYTPIIIHELOBEHHOMY 3aCTOCYBaHHI Mifja3oiaMy 3
KJIapUTPOMILIMHOM CJIii IPOBOOUTHU PETEJIbHUU MOHITOPUHT CTaHy IAllieHTa OIS
CBO€YACHOI'0 KOPUT'YBaHHA O03U. [Ipy OpOMYKO3HOMY LIJIAXY BBeLEHHS Mila3ojiaMy,
[Ipu IKOMY IIPECHCTEMHaA eJliMiHallig mpenapaTy MOXKe BUKIII04YaTUCs, UMOBIpHille,
Oyze crocTepiraTucs B3a€eMOMisd Ha 3pa30K Ti€l, 10 CIOCTEPIraeThCSA NpPHU
BHYTPIIIIHBOBEHHOMY BBE[IE€HHI Mifla30jiaMy, a He IIpu nepopanbHoMy. Crif
OOTPUMYBATUCS TaKMX CaMUX 3an00i?KHUX 3aXO0MiB IIPHU 3aCTOCYBaHHI iHIITUX
OeH30mia3emniHiB, siki MmeTabomnizyoTbest CYP3A, BKIO4YaO4Yu TprualosiaMm i



anbrapas3onam. [Ins 6eH3omia3emniniB, eniMinallia skux He 3anexuTh Big CYP3A
(Temasemnam, HiTpa3emaM, Jopa3ellaM), PO3BUTOK KJIiHIYHO 3Ha4yII0l B3aEMOZIl 3
KJIaPUTPOMIIIMHOM MaJIOMMOBIPDHUM.

[cHYIOTH TOBIHOMJIEHHS IIPO TiKapChKYy B3aEMOiI0 i pO3BUTOK MOOIYHUX SABUIL 3 OOKY
IIHC (Taki K COHJIMBICTB 1 CIJIyTaHICTh CBIiHOMOCTIi) IIPX OOHOYACHOMY 3aCTOCyBaHHI
KJIapUTPOMILIMHY i Tprua3onaMy. Criif cmocTepiraT 3a IIalliEHTOM, BpaXOBYIHOYH
MOZKJIMBE IOCUJIEHHS ¢apMaKkonoriuaux edekriB 3 60Ky LTHC.

IHwi s8udu 83aemo0il

KoaxiuyuH

Komnxinua € cyoctpatoM CYP3A i edprmiokcHOTO mepeHOoCHUKa - P-riikonporeiny (Pgp).
Bigmomo, 1110 KJTapuTPOMILIUH Ta iHIII MaKposiau MOoXyTh npurHiuyBatu CYP3A i Pgp.
[Tpu omHOYACHOMY 3aCTOCYBaHHi KJTapUTPOMILIMHY i KONXIlMHY MpUTrHiveHHs Pgp i/abo
CYP3A kmapuTpOMIIIUHOM MOK€ IPU3BECTHU [0 MiABUIIEHHS €KCIIO3UIlil KOJIXIIIuHY.
OnmHOYacHe 3aCTOCYBaHHS KJIAPUTPOMIIIUHY 1 KONXIUHY NIPOTUIIOKa3aHe (OUB.
po3ninu «IIpoTtunokalaHHsa», «OCOOIUBOCTI 3aCTOCYBAHHS»).

Iu2oKkcuH

IIUTOKCHUH BBaXKa€ThCsA cCyOCcTpaToM e(IIOKCHOTO ITIEPEHOCHUKA - P-TITiKOMIpOoTeiny
(Pgp). Bimomo, 110 KJ1apuTPOMILIUH MOXKe NpurHiuyBatu Pgp. Ilpu ogHO4YacHOMY
3aCTOCYBaHHI KJIapUTPOMILIUHY 1 AUTOKCUHY IIPUTHIYEHHSA Pgp KI1apuTpOMIiLKHOM
MOZK€e IIPU3BECTHU [0 IMiABUIIEHHS €eKCIO3UIlil IUTOKCUHY. 3adiKCOBaHO MiABUILIEHHS
KOHIIeHTpallil UTOKCUHY Yy CUPOBATIIi KPOBi MalIliEHTIB, SIKi 3aCTOCOBYBaIU
KJIapPUTPOMIIIMH OOHOYACHO 3 IUTOKCHUHOM. Y IessKUX [Ialll€HTiB PO3BUHYJIUCS O3HAKU
OUTiTaiCHOI TOKCUYHOCTI, Y TOMY YUCJIi IOTEHIIWHO JieTalbHi aputMil. CiIif peTenbHo
KOHTPOJIIOBATU KOHIIEHTPALiI0 JUTOKCUHY B CUPOBATIL]I KPOBIi MAIiEHTIB IIPU UOT0
OJHOYaCHOMY 3aCTOCYBaHHI 3 KJIapUTPOMILIUHOM.

3udo8yoOuH

OpHo4YacHe nepopajbHe 3aCTOCYBaHHS TabJIETOK KJIIaPUTPOMIIIUHY i 3UAOBYOUHY Y
BiJI-iH(ikOBaHUX ODOPOCIHUX IMAIL[iEHTIB MOXKe CIIPUYUHSITUA 3HUKEHHS PiBHOBaXKHUX
KOHIIEeHTpallii 3UOBYAUHY B CUPOBATIIi KPOBi. KiTapuTpOMIlIMH MOXKe IIepelIKoaXKaTu
abcopO11ii mepopalbHOTO 3UAOBYAUHY IIPU OOHOYACHOMY IIPUMOMI, ITbOTO 3HAYHOIO
MIipOI0 MOXKHa YHUKHYTH, JOTPUMYIOUYUCH 4-TOOUHHOIO IHTEpBajly MiXK IpuiioMaMu
KJIapUTPOMIIIMHY i 3ugoBynuHy. [Ipo TaKy B3aEMO[il0 IPU 3aCTOCYBaHHI CyCIleH3il
KJIapUTPOMIIIMHY Ta 3UJ0BYOUHY ab0 aupeokciiHo3uny y BlJI-iHpikoBaHUX fmiTel He
IIOBITOMIJISAJIN.

deHimoiH ma 8aabnpoam



[cHYIOTH TOBimOMIIEHHS PO B3aeMopito iHribiTopie CYP3A, BKIOUa04Yn
KJIQPUTPOMIIIMH, 3 TiKapChbKUMU 3acob0aMu, 5SIKi He BBaXKaIOThCSI TAKUMHU, 1110
MeTabomnizyroTbest CYP3A (Hanmpukian, GeHiToiH Ta BaablipoaT). PEKOMEHOYETHCS
BH3HAYEHHS PiBHA IIUX JIIKapPChKUX 3aC00iB y CUPOBATIIi KPOBi IPY OOHOYACHOMY
MpU3Ha4YeHHi 1X 3 KJIapUTPOMIIIMHOM. [10BimOMIISANIM IIPO IMiABUILIEHHS 1X PiBHA ¥
CUPOBATIIi KPOBI.

II80biUHO cNpPAMOBAHI NiKAPCbKI 83AEMOOIT

Ama3saHasip

OnmHoYacHe 3acToCcyBaHHs KinapuTpoMinuny (500 Mr 2 pa3u Ha go0Oy) 3 aTa3aHaBipoM
(400 Mmr 1 pa3 Ha moOy), gKi € cydoctpaTamu Ta iHridiTopamu CYP3A, mpu3BOgUIIO 0
301IbIIIEHHS €KCIIO3UIlil KJIapUTPOMIIIUHY y 2 pa3u Ta 3MeHIIeHHs eKcro3unil 14-OH-
Knaputpominuay Ha 70 % 3i 30inpmenusam AUC aTtasaHaBipy Ha 28 %. OcKinbKu
KJIQPUTPOMIIIMH Ma€ IUPOKUYN TepaneBTUYHUM Oiama30H, HeMa€ HeoOXigHOCTi
3HMIKYBATH O03Y MalliEHTaM 3 HOPMa/JbHOIO (PYHKIII€I0 HUPOK. [103y KIapUTPOMILIMHY
HeoOxigHOo 3MeHIIUTH Ha 50 % misa nanienTiB i3 CLCR 30-60 mii/xB i Ha 75 % misa
narieHTiB i3 CLCR

baokamopu Kaavuyiesux KaHaia

Yepes pu3uK apTepianbHOl rinoTeH3ii 3 00epekHICTIO CIIiI 3aCTOCOBYBATH
KJIQPUTPOMIIIMH OJHOYACHO 3 OJI0KaTOpaMM KalbIliEBUX KaHAaJIiB, 1110 MeTab01i3yI0ThCS
CYP3A4 (TakuMu K BepalaMis, aMJIOOuIliH, gunTtia3eMm). [Ipu B3aeMOail MOXKYTh
MMiABUITyBaATHUCS KOHIIEHTPAIIlil ¥ IJIa3Mi SK KJIapUTPOMIIIMHY, TakK i 6J10KaTOpPiB
KaJIbIIIEBUX KaHAaJIIB. Y IallleHTiB, Ki OTpUMYyBaI KJIapUTPOMILIVH i BepalaMisn
OOHOYACHO, CIIOCTEepIiraaucs apTepiaabHa rinoTeH3siss, OpamiapuTMisa Ta JTaKTOAIMI03.

Impaxonason

KmaputpoMminiui Ta iTpakoHa3oin € cyocTpaTtaMu Ta iHribitopamu CYP3A, y 3B’SI3KYy 3
YUM KJIQaPUTPOMILIMH MOZXKe MigBUILIYBaTU PiBEHb ITPAKOHA30J1y B IIJla3Mi KPOBi Ta
HaBmaku. [Ipu 3acTocyBaHHI iTpaKOHA30JIy OQHOYACHO 3 KJIAPUTPOMILIMHOM IIalllEHTHU
MMOBUHHI epeOyBaTU Mif peTelTbHUM HaTrIsSA0M [Jig BUSIBIEHHS O03HaK ab0 CUMIITOMIB
migcuneHoro abo MpoJIOHTOBAHOTO (papMaKOoJIOTiYHOTO ehEKTY.

CakeiHasip

OnmHoYacHe 3acTOCyBaHHS KiapuTtpoMinuny (500 mMr 2 pa3u Ha go0y) i cakBiHaBipy
(Mm’saki xkenmaTtuHOBI Karcynu, 1200 mr 3 pa3u Ha go0y), sKi € cydbcTpaTaMu Ta
inridiTopamu CYP3A, y 12 3mopoBux moOpPOBOJILIIIB TPU3BOAUIO0 A0 30inbpienHss AUC
PiBHOBaXXHOTO CTaHy i Cmax cakBiHaBipy Ha 177 % i 187 % mOpPiBHSIHO 3 TUMU XK
IIOKa3HUKaMM, SIKi CIIOCTepirajaucs IIpu 3aCTOCYBaHHI TiIbKU CaKBiHaBipy. [Ipu nmpomMmy



AUC ta Cmax Kj1apuTpoMiluHy 30inbiryBanucs npubnu3no Ha 40 % mopiBHAHO i3
3aCTOCYBAHHSIM TiJIbKU KJIapuUTpPoMinuHy. HeMae HeoOXigHOCTI B KOPUT'YBaHHI 103,
SIKIIO 0OMOBa JIiKapChKi 3ac00M 3aCTOCOBYIOTh OJHOUYACHO MPOTATOM 0OMEKEHOTO
MIPOMIXKKY YacCy y OOCHIAXKEeHUX Jo3ax/IiKapCcbKux popmax. Pe3ynbTaTy OOCTIAXKEHHA
JIIKapChKOl B3aEMO{il i3 3aCTOCYBaHHAM M’ IKUX JKeJIJaTUHOBUX KallCyJl MOXYThb He
BigmoBigaTu edeKTaM, SKi CIIOCTepPiraloThCs MPU 3aCTOCYBaHHI caKBiHaBipy y popwmi
TBEPIUX KeJIaTUHOBUX KalcCyJsl. Pe3ynbTaTy OCIAXKEHHS JTiIKapChKOl B3a€EMO/Il i3
3aCTOCyYBaHHSM JIHIIIEe CaKBiHaBipy MOXKYThb He BignoBigaTu edeKkTam, sKi
CIIOCTEpiraroThCs IIPU Tepalil cakBiHaBipoM/puToHaBipoM. Konu cakBiHaBip
3aCTOCOBYIOTh Pa30M i3 puTOHaBipoM, HEOOXiZHO BpaxOByBaTHU MOXKJIMBI epeKTHn
PUTOHABIPY Ha KJIAPUTPOMILIUH (OUB. BUIIIE).

Oco006/IMBOCTi 3aCTOCYBaHHS

3acTtocyBaHHS OyOb-1KOI aHTUMIiKPOOHOI1 Teparrii, B T. 4. KJITAPUTPOMIIIUHY, OJIS
JIikyBaHHS iHGeKil H. pylori Moxke ITPU3BEeCTH 00 BUHUKHEHHS MiKpOOHOI1
PE3UCTEHTHOCTI.

KnapuTpoMilluH He cjiif mpu3HavaTHU BariTHUM 0e3 peTesibHOl OIIiHKM CITiBBigHOIIIEHHS
KOPHUCTH/PU3HUK, 0cCOOIUBO y | TpuMecCTpi BariTHOCTI.

TpuBane 3acToCyBaHHS KJIAPUTPOMIIIUHY, SIK i iHIIIUX aHTUOIOTUKIB, MOXKe
CIIPUYMHIOBATU HAAMIipHUHN PiCT HeUYTIUBUX OaKTepil i rpubis. [Ipu BUHMKHEHHI
cymnepindeKIii ciig po3moyaTy BiAOBIAHY Teparriio.

OCKIiNbKY KJIapUTPOMIIMH MeTal0J1i3yeThCS y MIEeYiHIli i BUBOOUTHCS I'OJIOBHUM YUHOM
yepes IeUiHKy Ta HUPKaMH, CJif 3 0co01B0oI0 00epekKHICTIO 3aCTOCOBYBaTH IIpelnapar
nalieHTaM i3 MopymeHHAMU QYHKIII] MeYiHKYU, TOMipHUMU ab0 TSAXKKUMU
NOpyHIeHHSAMH (QYHKIIil HUPOK Ta IMalliEHTaM JIiITHBOTO BiKy (BiKOM Bif 65 pOKiB).

3 06epexkHICTIO CJIig 3aCTOCOBYBATH ITpelaparT HalliEHTaM i3 TSKKO0I0 HUPKOBOIO
HemocTaTHiCTIO (OuB. po3ain «Crocid 3acToCyBaHHS Ta HO3U»).

[Tlig yac 3acTOCyBaHHS KJIapUTPOMIIIUHY HOBIAOMIISIN ITPO MOPYIIEHHS (QYHKIIi1
MIeYiHKY, BKJIIOUAlO4¥ ITiABUIIIEHUY PiBEHb IT€YiHKOBUX (PEPMEHTIB, 1 Ipo
remnaToLeIoIIpHUY Ta/abo X0IeCcTaTUUYHNY IellaTUT 3 XKOBTAHUIEI0 abo 0e3 Hel. e
MopyuIeHHSA (PyHKIIil Ie4YiHKu MoXKe OyTHU TSAXKKOTO CTYIIeHs Ta 3a3Bu4ail 000poTHE. Y
OesKUX BUMIAKaX [IOBIOOMIIAIN IPO Ie4YiHKOBY HEOCTaTHICTh 3 JIeTaJIbHUM
HaCJIigKOM, IKa B OCHOBHOMY OyJia acollifioBaHa i3 CepiiO3HUMU OCHOBHUMU
xBopoOaMu Ta/abo CynmyTHIM MeIuKaMeHTO3HUM JIiKyBaHHsIM. HeoOXigHO HeraHo
IIPUIIMHUTY 3aCTOCYBaHHS KJIAPUTPOMIIUHY IIPU BUHUKHEHH] TaKUX O3HaK 1
CUMIITOMIB IeflaTUTy, IK aHOPEKCis, XKOBTSIHULISL, IOTEMHIHHSA cedi, cBepOixk abo
YyTJIUBICTS y OINISTHIN KUBOTA.



[Tpo PO3BUTOK IICEBOOMEMOPAHO3HOI0 KOJITY Biff MIOMipHOTO 10 3arpOKyI0Y0T0 XKUTTIO
CTYIEHS TSIXKKOCTI ITOBiMOMJISIZIM IIPU 3aCTOCYBaHHI MaixKe BCix aHTHUOAKTepialbHUX
npenaparis, y TOMy YHCJIi MakKpoJigiB. IIpo po3BUTOK Aiapel, CIPUYHUHEHOL
Clostridium difficile (CDAD), Bif TIETKOT0 CTyHEeHS TSAXKKOCTI OO KOJIITy 3 JIeTaJlbHUM
HaCJIiKOM MOBiIOMJISIJIY IIPY 3aCTOCyBaHHI MaliKe BCiXx aHTHOaKTepialbHUX
IIpenapariB, y TOMY YHCJIi KinaputpoMinuny. Teparnis aHTub6akTepialbHUMU
npenapaTaMy MOPYLUIYE HOPMaJIbHY MiKpPOGI0OPYy KUIIIEYHUKY, 110 MOXKe IPU3BECTHU OO
HagMipHOTro pocTty C. difficile. Ciig 3aBKau MaM’siTaTH IIPO MOXKJIUBICTh PO3BUTKY
miapei, cipuunHeHoi C. difficile, y Bcix mallieHTiB 3 fiape€lo miciss 3aCTOCyBaHHS
aHTHOiIoTHUKIB. HeoOxigHO peTesbHO 3i0paTu aHaMHEe3, OCKIJIbKM IIPO PO3BUTOK diapei,
cupuuuHeHol C. difficile, moBimoMsiim depe3 2 MiCAI MicIg 3aCTOCyBaHHSI
aHTHOaKTepialbHUX IpernaparTiB. Y pa3i BUHUKHEHHS IICeBIOMeMOPaHO3HOr 0 KOJIITY
HeOoOXimHO IPUIUHUTHU JIIKYBaHHS KJIapUTPOMIIIMHOM He3a/leXKHO Bifl TOKa3aHb, 3a
SIKUMHU Moro Oyno mpu3HadyeHo. HeoOximHO mpoBecTH MiKpoOiooTiyHe OoCTigKeHHST
Ta PO3Il0oYaTH BiAmnmoBigHe JiikyBaHHs. CJIil yHUKaTH IIperaparis, 1110 IPUTrHIYyIOTh
IEePUCTAJIbTUKY.

KoaxiuyuH

3adikcoBaHO PO3BUTOK KOJIXiIIMHOBOI TOKCUYHOCTI (Y TOMY YHCIIi 3 TeTalbHUM
HACJIiKOM) IPX OOHOYACHOMY 3aCTOCYBaHHI KJIaPUTPOMIITUHY i KOIXIITUHY, 0COOINBO
y HallieHTiB JIITHHOTO BiKy, y TOMY YMCJIi Ha TJIi HUPKOBOl HegocTaTHOCTI. [ToBimoMmmnsanu
PO JIeTaJbHi HACITiAKU V AesIKUX i3 IIUX IMali€HTiB (OuB. po3ain «B3aemMomisa 3 iHIUMHA
JIiIKapChbKUMHU 3aco0aMu Ta iHIII BUOM B3a€MOfili»). OgHoYacHe 3aCTOCYyBaHHS
KJIAPUTPOMILIMHY 3 KOJIXIIIMHOM IIPOTUIIOKa3aHe (OuB. po3ain «I[IpoTuioka3zaHHs»).

3 00epekHICTIO CIIiZl 3aCTOCOBYBATH OOHOYACHO KJIaPUTPOMILIMH Ta
TpHUa30JI0eH30ia3eniny, TaKi SK TprualojaM, BHYTPIITHLOBEHHUM a00 OPOMYKO3HUM
Mifa3osam (OuB. Po3Oia «B3aeMofis 3 iHIIMMU JTiKapChKUMHU 3acoO0aMM Ta iHIIN BUOU
B3aEMOOIN»).

Cepueso-cyOuHHI YyCKAAOHEeHHA

[TomoBkKeHHS cepieBol penonsgpu3alil Ta iHTepBany QT, 10 CBiTYNUTE IPO PU3UK
PO3BUTKY CepIieBOl apuTMil Ta torsades de pointes, cmocTepiramsocs Npu IiKyBaHHI
MaKpoJlimaMu, BKIIO4Yalo4Yu KJIapuTpoMilinH (OuB. po3min «I[1o6iuHi peakiiii»). 3 ornsamy
Ha Te, III0 HUXK4Ye3a3HayeHi CUTYyallil MOXYTb IIPU3BECTH [0 MigBUIIEHOTO PU3UKY
IIJIYHOYKOBUX apUTMill (BKIIO4arouu torsades de pointes), KIIapuTPOMILIMH CIIif 3
00epeXKHICTIO 3aCTOCOBYBaTH HUK4Ye3a3HauyeHUM I'pyliaM MHalli€HTIB.

- [NanienTH 3 inmeMivyHOI0 XBOPOOOIO CEPIls, TSIKKOIO CePIIeBOI0 HEJOCTATHICTIO,
MMOPYIIEHHSIMU NPOBiTHOCTI ab0 KITiHiYHO 3HaUyIo0 OpaguKapai€o.



- [NanieHTH 3 TOPYIIIEHHSIMH eJIEKTPOIITHOTO OamaHCcy (OUB. PO3min
«[IpoTUioKa3aHHSI»).

- IlamieHTH, 9Ki OOHOYACHO MPUUMAIOTh 1HIIN IpelapaTy, M0 aCOIiII0ThCA 3
nopoBxkeHHSAM iHTepBany QT (ouB. po3ain «B3aeMopisa 3 iHIIMMU JTIKAPChbKUMU
3aco0aMu Ta iHIIi BUOM B3AaEMOMIIN»).

OpHo4YacHe 3aCTOCYBaHHS KJIAPUTPOMIIIMHY 3 aCTEMiI30JIOM, IIU3aNIPUAOM, ITIMO3UIOM i
TepdeHaguHOM IIPOTHUIIOKa3aHe (OuB. po3gin «[IpoTunoka3aHHI»).

KmaputpoMiliied He MOXKHa 3aCTOCOBYBATH IIalliEHTaAM i3 BpOmKeHUM abo
BCTAHOBIEHUM HaOyTuUM mmogoBkKeHHAM iHTepBany QT abo 3i ITYHOYKOBOIO apUTMi€I0
B aHaMHe3i (OuB. po3min «IIpoTunmoKa3aHHI»).

EmnimeMionoriuHi JOCIIiAXKEeHHs, 1110 BUBYAIOTh PU3UK PO3BUTKY HECIPUATIIUBUX
CeplLeBO-CYANHHUX HACJIIOKIB IPU 3aCTOCYBaHHI MaKpOJIifiiB, MOKa3alu MiHIUBI
pe3ynbTaTu. Y Ipoleci OessKuX CIIOCTEPEeXKHUX OOCIiAXKEeHb BUSABJIEHO PIOKUU
KOPOTKOCTPOKOBHM PU3UK PO3BUTKY apuUTMil, iHpapKTy MioKapaa Ta JIeTaJIbHOTO
HaCJIiOKy Bif ceplLieBO-CyAUHHMNX 3aBOPIOBaHb, ITOB’I3aHUH i3 3aCTOCYyBaHHSIM
MakKpOJIifliB, BKJIIOYAIO4YM KJIaPUTPOMILMH. BpaxyBaHHs [UX pPe3yJIbTaTiB CIIif
CIIIBCTaBJIATHU 3 IlepeBaraMu JIiKyBaHHS IIPU IIPU3HaYE€HHI KJIIapUTPOMILIUHY.

ITHesMOHIA

3 ornsAny Ha Te, 10 PO3BUBAETHCS PE3UCTEHTHICTh Streptococcus pneumoniae 0o
MakKpOJIifliB, BaXKJIMBO IIPOBOAUTU TECT Ha YYTJIMBICTh IIPU NIPHU3HaAYEHHI
KJIapPUTPOMIILIMHY [JIs JIIKyBaHHS HETOCIIiTaJlbHOI ITHEBMOHII. ¥ pa3i rocmitanbHOI
IMTHEBMOHII KJTapUTPOMIIIUH NOTPiOHO 3aCTOCOBYBaTH y KOMOiHAIlil 3 iIHIIUMHU
BIAIIOBimHMMM aHTUOIOTUKaMHU.

IHekuil wKipu ma M’ AKux MKAaHUH 8i0 1e2K020 00 NOMIiPHO20 CMyneHsa MmA#CKoCcmi

IMani iHdeKIIil HaW4dacTile cupuYnHeHi MikpoopraHidamamu Staphylococcus aureus Ta
Streptococcus pyogenes, KOXKeH i3 IKUX MOxKe OyTH Pe3UCTEHTHUM 10 MaKpOJIifiB.
ToMy BazXKJIMBO IIPOBOAUTH TECT Ha UYTJIUBICTh. Y pa3i, KOJIM HEMOXKJIUBO 3aCTOCYyBaTU
OeTa-nmakTaMHi aHTUOIOTUKY (HANIPUKIIa[, IIPU ajlepril), K IpenapaTy IIepIiioro
BUOOPY MOXKHa 3aCTOCOBYBATH iHIIII aHTUOIOTUKM, TaKi K KIiHOaMiluH. Y JaHUM Yac
MaKpOJIiIY BigirpaoTh POJIb TiJIBKM Y JIIKYBaHHI AeAKUX iH(MEKIN MIKipu Ta M IKUX
TKaHWH, 30KpeMa iHdeKLiu, cnpuunHeHux Corynebacterium minutissimum, acne
vulgaris, 6eIInxX0BOT0 3alajieHHs, Ta y CUTyallisiX, KOJIM He MOKHa 3aCTOCOBYBaTU
MEeHIINIIIHA.

Y pa3si po3BUTKY TAXKKUX T'OCTPUX peaklliil rinepudyTIUBOCTi, TaKUX IK aHadimakcis,
TSKKI MIKipHi mo6iuHi peakiil (HampuKiIam, TOCTPUM reHepalizoBaHuM



€K3aHTeMaTO3HHUHU NYCTYyJIb03, CUHOPOM CTiBeHCa-l[2KOHCOHAa, TOKCUYHUU
emigepmanbHui HeKpoJri3, DRESS), xBopo0Oa Illenneiina-I'eHoxa, Teparioo
KJIAPUTPOMILIMHOM CJIif HerauHO NIPUIIMHUTHU Ta ofpa3ly XK po3rnodyaTH BiAloBigHe
JIIKyBaHHS.

KnapuTtpoMinysa noTpiGHO 3aCTOCOBYBATU 3 00E€PEXKHICTIO IPU OOHOYACHOMY
npu3HadeHHi 3 iHgykTopamu pepmenTy nuutoxpomy CYP3A4 (guB. po3min «B3aemomis
3 iHIMMMU TiKapChbKUMHU 3acoO0aMu Ta iHII BUOYU B3a€EMOMIN»).

Crin BpaXxOoByBaTU MOXKJIMBY II€PEXPECHY PE3UCTEHTHICTh MiXK KJIapUTPOMILIMHOM Ta
IHIIMMHX MaKpOJIilaMHu, a TaKOXK JIIHKOMIILIMHOM 1 KJIIIHOaAMIiIITMHOM.

IH2i6imopu I'me-KoA-pedykma3su (cmamuHu)

OnmHOYacHe 3aCTOCYBaHHS KJIapUTPOMIIIUHY 3 JIOBACTaTMHOM ab0 CMMBacCTaTHHOM
MIpoTUIlOKa3aHe (OuB. po3min «IIpoTtumnokasanHs»). Ciig 3 00epeXHiICTIO IpHU3HaYaTH
KJIaPUTPOMIIIMH OOHOYACHO 3 iHIMUMU cTaTUHaMu. [loBigoMIIsiiy Ipo pO3BUTOK
pabmoMioi3y y mallieHTiB IpHU OJHOYACHOMY 3aCTOCYBaHHI KJIapPUTPOMIIIMHY i
cTtaTuHiB. HeoOXimHNU MOHITOPUHT CTaHy MAIliEHTIB MI00 BUSBJIEHHS O3HAaK i
CUMIITOMIB MiomarTii. ¥ cUTyallisgx, KOIU OJHOYaCHOT 0 3aCTOCYBaHHS KJIIapPUTPOMIIIUHY
31 cTaTUHaMU YHUKHYTH HEMOXKJIMBO, PEKOMEHAYETHCSA IIpU3HavYaTU HauMEHIIy
3apeecTpoBaHy A03y CTaTUHY. MOXKIINBE 3aCTOCYBaHHS CTaTUHY, IKUU HE 3aJIeKUTh
Bim metaboniamy CYP3A (Hanpukinan, ¢piayBacTaTuHy) (OUB. po3min «B3aemomis 3
IHIMMMU JTiKapChbKUMHU 3acoO0aMu Ta iHII BUOU B3a€EMOII»).

ITepopanavHi 2ino2aikemiuHi 3acobu/iHCyAiH

OpmHO4YacHe 3aCTOCYBaHHS KJIapUTPOMILIMHY Ta IepopasibHUX TinorjiaikeMidHUX 3aco0iB
(Takux SIK MOXimHi cynbgoHiNCceuyoBUHM) Ta/ab0 iHCYJIiHY MOXKe CIIPUYUHATH BUPAXKEHY
rimornikeMiro. PeKOMeHOOBaHUY peTeJIbHUKM MOHITOPUHT PiBHS I'TIOKO3H.

IlepopasavHi aHmukoazyisaHmu

Cning poTpuMyBaTUCSA 00€ePeKHOCTI TPU OOHOYACHOMY 3aCTOCyBaHHI KJIapUTPOMIITUHY
3 IIepopaJbHUMM aHTUKOATyISHTaMU IIPSIMOIl fil, TaKUMU K mabiraTpas,
puBapokcabaH Ta amikcabaH, 0COOIMBO MalliEHTaM i3 BUCOKUM PHU3UKOM KPOBOTEYi
(muB. po3min «B3aeMomisa 3 iHIIUMHU JTiKapChbKUMM 3aco0aMH Ta iHIITI BUOM B3aEMOMiMN»).

[Tpu ogHOYAacHOMY 3aCTOCYBaHHI KJIapPUTPOMIIIMHY 3 BappapruHOM iCHYE PU3UK
BUHUKHEHHSI CEPUO3HO1 KPOBOTEYi, 3HAYWHOTO ITifBUNIEeHHS MOoKa3HukKa MHB
(MizkHapoaHe HOpMaJli3oBaHe BimHOIIIEHHS) Ta MPOTPOMOIHOBOTO 4acy. [[OKY IMallieHTH
OTPUMYIOTh OJJHOYACHO KJIaPUTPOMIIIMH Ta IepopalibHi aHTUKOAaryJIsSHTH, TOTPiOHO
4YacTO KOHTPOIIOBATH IMoKa3HUK MHB Ta npoTrpom0b6iHOBUI Yac.



IlonoMicCcHI peyo8uHuU.

[IpenapaT MiCTUTB TaKTO3y, TOMY IAILliEHTU 3 PIOAKICHUMU CIagKOBUMU (PopMaMu
HEeIlepPeHOCUMOCTI rajlakTo31, HeOOCTaTHICTIO TaKTO3U a00 CUHAPOMOM TJIIOKO30-
raJakTo3HOI MababCcopOilil He TTOBMHHI 3aCTOCOBYBATH Ipernapar.

Tabnetku ASHUKITIAP 500 micTsaTh 6apBHUK TapTpa3uH (E 102), sKuii MoxKe BUKJINKATH
aJjiepriyHi peaxkiiil.

3maTHiCTH BIUTHBATH Ha MIBHIKICTH peakiiii IpH KepyBaHHi aBTOTPaHCIIOPTOM
a0o0 iHIMMMHU MexaHiZMaMHu

Iani npo BriuB BincyTHiI. OgHaK Iepel KepyBaHHSIM aBTOTPAHCIOPTOM Ta iHIIMMU
MeXaHizMaMu HeoOXimHo OpaTy A0 yBaru MOXKJIMBEe BUHUKHEHHS MOOIYHUX peaklii 3
OOKy HEpPBOBOI CUCTEMH, TaKUX SIK Cy[JOMH, 3allaMOPOY€EHHS, BEPTUTO, ra/Il0INHAlli],
CILJIyTaHICTh CBIJOMOCTI, fe30pieHTallisd.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHS IPyaaio

Besneka 3acToCyBaHHSA KJIapUTPOMILIUHY Yy II€piof BariTHOCTI He BCTAHOBJIEHA.
Crniuparouyuch Ha pe3yabTaTU IPOBEOEHUX OOCIIAXKEeHb Ha TBApUHAaX, Ta OOCBif
3aCTOCYBaHHS y JIIOAEM, MOXKJIUBICTD IIKiIJIMBOTO BIIJIUBY Ha PO3BUTOK eMOpioHa i
IJioga He MoxKe OyTU BUKIIOUeHUM. [lesski oOcepBallifiHi JOCITiOXKEeHHS, B TKUX
OILIiHIOBABCS BIUIUB KJIAPUTPOMIIIUHY ITif Yac mepiioro abo Apyroro TpuMecTpa
BariTHOCTI BCTAHOBUJIU IIiIBUIIIEHUY PU3UK HEBUHOIIYBaHHS BariTHOCTI IOPIBHSAHO 3
BizicyTHiCTIO aHTHOAKTEpiaIbHOI Tepamnili abo BUKOPUCTAHHS iHIIUX
aHTuOaKTepianbHUX 3ac00iB y 11eM camuii nepion. [JocTymHi enmimemionoriuui
OOCHIAKEeHHSI PU3UKYy BUHMKHEHHS BPOOXKEHUX Ba[ PO3BUTKY IIPU 3aCTOCYBaHHI
MaKpOJIifliB BKJIIOYHO 3 KJIAPUTPOMIIIMHOM IIi[] YaC BariTHOCTI IT0Ka3aJii CyllepeydsInBi
pe3ybTaTu.

KnmapuTpoMilluH He CJlif 3aCTOCOBYBaTHU y epiof BariTHOCTI 6e3 peTebHOl OLiHKY
CIIiBBIOHOIIIEHHS KOPUCTh/PU3UK.

KnaputpoMilnue nNpoOHUKAE B TPyAHE MOJIOKO JIIOOUHM B HEBEJIUKUX KiJILKOCTAX. Byiio
BCTAHOBJIEHO, 10 KiJIBKICTh KJIaPUTPOMILIMHY, 110 BXKUBAa€E HEMOBIIS, AK€ 3aXOOUTHCS
BUKJIIOYHO Ha T'PYJHOMY BUTOOOBYBaHHi, CTaHOBUTh Npubmu3HO 1,7 % Big mo3u O
MaTepi 3 MompaBKOIO Ha 11 Bary.

Cmocid 3acTocyBaHHsS Ta T03H

TabneTku ciipg nmpuiMaTu inuMu (He moapiOHIOBaTH, HE XKyBaTH), 3allMBal04YH
pimmHOI0. B2)KMBaHHSA 1Ki MPaKTUYHO He BIJIMBA€E Ha abcopOIlito mpenapary, ajie Moxke



3J7IerKa yIOBIIbHIOBATH 1IeM MIPOIiec.

Ilopocaum i dimsam 8ikom 8i0 12 pokie peKOMeHOoBaHa m03a CTAaHOBUTL 250 Mr
KJIapUTPOMILIMHY KOXKHIi 12 roguH; Ipu TAXKKUX iHPEKIiAX 03y MOXKHA HiABUIIATH OO
500 Mr koxHi 12 roouH.

3a3BUYall KypcC JIiKyBaHHS CTaHOBUTH 6-14 gHiB. TpuUBasiCTh JIiKyBaHHS 3aJIeXKUTh Bif
nepebiry 3axBoplOBaHHS i BU3HAYAETHCS JIiKapeM iHOUBiOyanbHO OJI5T KOXKHOTO
nalieHTa.

JIikyeaHHA 000HMO2eHHUX IHeKuil.
PexomeHpgoBaHa go3a cTaHOBUTH 250 Mr KOxKHI 12 roguH nNpoTsarom 5 OHIB.
3acmocysaHHA nauieHmam i3 mikobakmepianvHow iHpeKuiero.

[TouaTkOBa Ao3a Oy mopocnaux cTaHoBUTH 500 Mr 2 pa3u Ha HoOy. AKII0 IpoTIrom 3-
4 TUXKHIB IiKyBaHHS HE CIIOCTEPIraeThbCs MOKpaIlleHHs KIiHIiYHUX 03HaK abo
OaKTepionoriyHMX IMMOKA3HUKIB, 103a KJIapPUTPOMIiIIMHY Moxke OyTu migBumieHa mo 1000
MT 2 pa3u Ha mo0y.

JIikyBaHHS OuceMiHOBaHUX iHpeKliu, cupudynHeHux MAK, y xBopux Ha CHIJI
ITPOAOBXKYETHCS CTiIbKU, CKiJIbKM TPUBAE KiliHiYHa Ta MiKpobionoriyHa e(eKTUBHICTh
pernapary, 110 Ma€ Mequ4YHe IiaTBepaKeHHs. KinapuTpoMiliuHd MOXKHa 3aCTOCOBYBaTHU
Yy KOMILJIEKCi 3 iHIIIUMM aHTUMiKOoOaKTepialbHUMHU 3acoO0aMMu.

Epadukauisa H. pylori y nauieHmis i3 8upa3kotw de8aHaoussmunasaoil Kuwku (0opoci).

IMToTpiitHa Tepamisa (7-10 gHiB)

Kmnapurpominuu (500 Mr) 2 pa3u Ha go0y CiIif 3aCTOCOBYBAaTU pa3oM 3
amokcunuiaiaoM 1000 Mmr 2 pa3u Ha 0o0Oy Ta omenpasosioM 20 Mr Ha go0y yIIpoaoBxK
7-10 gHiB.

IMToTpitiHa Tepanis (10 gHIiB)

Kmapurpominuu (500 Mr) 2 pa3u Ha mo0y, man3onpas3osn 30 Mr 2 pa3u Ha gody Ta
amokcuiuiia 1000 mr 2 pa3u Ha o0y ynpomoBxk 10 gHiB.

ITogBiviHa Tepamnia (14 oHIB)

Knaputpominuu (500 Mmr) 3 pa3u Ha moOy pa3om 3 oMmemnpa3onom 40 mr 1 pa3 Ha gobOy
BHYTPIIlIHBO yIIPOmoBXkK 14 nmHiB, gasni — omemnpas3omn 20 mr a6o 40 mr 1 pa3 Ha go0y
BHYTPILIHBO YIIPOOOBXK HACTynHUX 14 OgHIB.

ITogBiviHa Tepamnisa (14 oHIB)




Knaputpominuu (500 Mmr) 3 pa3u Ha moOy pa3om 3 naH3ompa3onom 60 mr 1 pa3 Ha
no0y BHYTPIITHBO yIPOmoBxkK 14 gHiB. Moxke OyTH MOTPiOHUM ITOgasbIlle IPUTHIYeHH
CEeKpellil COISTHOI KMCIOTH OJis 3MEeHIIIeHHS IPOsBiB BUPa3KHU.

KJ'IapI/ITpOMiI_II/IH TAaKO2K 3daCTOCOBYBAJIN Y TaKHUX TE€PAIIEBTUYHHUX CXEMaX:

. KJ'IapI/ITpOMiL[I/IH + THHiIZA30JI Ta OMeEIIPa30i1 abo JIAH30IIPa30JI;

KJIAPUTPOMIITUH + MeTPOHia30JjI Ta oMeIrpa3oa abo TaH30IIPa30JT;

KJIAPUTPOMIIIUH + TEeTPAIUKIIiH, BicCMyTy cyOcainuiaT Ta paHiTUOUH;

KJIAPUTPOMIIIMH + aMOKCHIIMJIIH Ta JIaH30IIPa30I;

KJIaPUTPOMIIIMH + PaHITUOWH Ta BICMyTy LUTpaT.
3acmocysaHHA nauieHmam AimHb020 BiKY: K OJIS OOPOCIIUX.

3acmocysaHHA nauieHmam i3 HUPKo8o HedocmamHicmtio: OJis MaIliEHTIB i3 TSIKKOIO
HUPKOBOIO HEJIOCTATHICTIO (KyIipeHC KpeaTuHiny MeHIe 30 MJ1/xB) 3arajabHa goOoBa
no3a IMoBMHHA OyTU 3MeHIIIeHa HalloJloBUHY, To6To 250 Mr 1 pa3 Ha mo6y a6o 250 Mr 2
pa3u Ha o0y Npu TAXKKUX iHGEKIisIX. Y TaKuX MalliEHTiB TPUBAJICTh JIiKyBaHHS He
[IOBMHHAa IlepeBulnyBatu 14 OHiB.

itk

[IpemapaT 3aCTOCOBYIOTH OiTsIM BikoM Bim 12 pokiB. 3acTocyBaHHS TabJIeTOK
KJIAPUTPOMILIMHY AiTSIM BiKOM [0 12 pOKiB He BUBYayoCHd. [IiTAM LIbOTO BiKYy
3aCTOCOBYIOTH ITpemnapar y GpopMmi cycrneHsii.

Ilepeno3yBaHHs

Cumnmomu. Ilepeno3yBaHHS KJIaPUTPOMILIMHY MOXKe CIIPUYUHUTU I10SIBY CUMIITOMIB 3
OOKYy IIIJTYHKOBO-KUIIIKOBOTO TPAKTY. ¥ OOHOIO IallieHTa 3 OimoIsipHUM IICUX030M B
aHaMHe3l, KUY NIPUUHSB 8 rpaMiB KJIaPUTPOMILIMHY, PO3BUHYINCA NOPYIIEHHS
MEHTaJbHOTO CTaTyCy, ITapaHoiiHa ITOBeIiHKa, TilloKallieMis i rimokceMis.

JlikysarnHs. [100iYHi peakilil, 10 CYIPOBOIAXKYIOTh Ilepeg0o3yBaHHs, CIIif JIIKyBaTH 3a
OOIIOMOT 010 HETaHOTO IPOMUBAHHS IIIJIyHKA i CHMITOMaTU4YHOl Teparil. K i moao
IHIIX MaKpOJIifiB, MaJOMMOBipHO, 11100 reMofiani3 abo mepuToHeanbHUM Aiasis
ICTOTHO 3MiHIOBAJIU PiBEHb KJIaPUTPOMILIMHY B CUPOBATIIi KPOBI.

IToOiuni peakmii

HattyacTtimmMy Ta HaUIOMIUPEHIMUMY TOOIYHUMHU peaKUiaMu IIPU JTiKyBaHHI
KJIapUTPOMIIIMHOM OOPOCIUX Ta AiTel € Oifib y )KUBOTI, giapesi, HyfoTa, OJII0BaHHS Ta
CIIoTBOpPeHHs cMaky. Lli mobiuHi peakiiii 3a3Buyaii He3HAYHO BUPaXKeHi Ta



Y3TOoOXKYIOThCS i3 BimoMuM mpodineM 6e3rmekn MaKpoJIimiHUX aHTUOIOTHKIB.

Huxxuye npencraBiieHi nobiuHi peakirii, 1110 BUHUKIIY i YaC KITiHIYHUX OOCIIiAXKEeHb Ta
IpHU IOCTMAapPKETUHIOBOMY 3aCTOCYBaHHI Pi3HUX JTIKAPCHKUX (OPM i O3yBaHb
KJIapPUTPOMIIIMHY, Y TOMY YMCJIi Ta0JIeTOK HeralHOTo BUBiTbHEeHH. [T06iuHi peakiii],
1110 ITPYHANMHI MOKJIMBO IIOB’sI3aHi 3 KIIapUTPOMIIIMHOM, PO3MOIi/ieHi 3a CUCTeMaMu
OpraiB i 3a 4aCTOTOI0 BUHMKHEHHs: AyKe dacTi (=1/10), gacTi (=1/100 mo “1/10),
HedacTi (=1/1000 mo “1/100), 3 HeBigoMoOI0 YacTOTOO* (1T0GiUHiI peakirii 3
IMOCTMapKETUHTOBOI'0 CIIOCTEPEKEHHS; YaCTOTy BU3HAYNUTH HEMOZKJIIUBO 3 HAasIBHUX
oaHux). Y MexKax KOXKHOI rpynu nmobiuHi peakilil mpencTaBsieHi B MOPSOKY 3MEeHIIIeHHS
TSI2KKOCTI IPOSABIB, SKIIO TIXKKICTh BOAJIOCS OLIIHUTH.

IHgekuii ma iHBa3ii: HeYacTi - LeNTIONIT), KAHAUO03, I‘aCTpoeHTepI/ITZ, iH(beKuiﬂ?’,

BariHajbHa iHMEKIisT; 3 HeBiJOMOIO YaCTOTOIO - IICeBAOMEMOPAHO3HUM KOJTIT,
OeIlnxoBe 3amajIeHHS.

3 60Ky Kpoei i aAiMmpamuyHOi cucmemu: He4dacTi - JIeUKOTIeHis, HeﬁTponeHiﬂ4,

3 4

TpoMOOILIMTEMIA”, €03MHOMIITisI™*; 3 HEBIIOMOIO YaCTOTOIO - arpaHyJIOLIUTO3,

TPOMOOIIMTOIIEHI .

1

3 60Ky iMyHHOI cucmemu: He4dacTi - aHadiTaKTOIAHI peakllii-, TrinepyYyTIuBICTh; 3

HEeBiOMOI0 4YaCTOTOI0 - aHa(iTaKTUYHi peakiiil, aHTiOHEBPOTUYHUN HaAOPSK.

3 6oky mMemaboai3my i HcuB/seHHsA: HeYacTi - aHOPEKCisi, 3HUKEHHS aIlleTUuTy; 3
HEBIIOMOIO YaCTOTOIO - TiIOTIiKeMis.

3

3 60Ky ncuxiku: 9acTi - 6€3COHHS; HEeYacCTi - TPUBOXKHICTh, HEPBO3HICTL”; 3 HEBIIOMOIO

4aCTOTOIO - IICUXO03M, CIUIYTAHICTh CBIIOMOCTI, JellepCoHali3alisa, gerpecis,
me30pi€eHTallisl, raolHallil, XKaxJIMBi CHOBUOIHHS, MaHis.

3 60Ky LIHC: 4acTi - mucreB3is (IIOPYIIeHHsT CMaKOBOI YyTJIMBOCTI), TOJIOBHUM Oiflb;

1 1

HedacTi - BTpaTa CBiIOMOCTIi", OIHMCKiHe3is , 3alaMOPOYEeHHSsI, COHJINBICTh, TPEMOD; 3

HEBiIOMOIO YaCTOTOIO - CYJOMH, areB3is (BTpaTa CMaKOBOI UyT/IUBOCTI), ITapoCMis,
aHOCMis, mapecTesid.

3 60Ky opeaaHie cayxy i 1abipuHMHIi NOPYWeHH: HeYacTi - BEPTUTO, MOTipIIeHHS
CIIyXy, O3BiH y ByXaX; 3 HEBiIOMOIO 4YaCTOTOIO - BTpaTa CIIyXy.

KapodianvHi nopyweHHA: HedacTi - 3yInHKa cepuﬂl, dbidpumnsiis nepencepnbl,

1

momoBKeHHs iHTepBany QT, eKCTpacUCTONMU ™, BigUyTTS CepLebUTTS; 3 HEBIOOMOIO

4acTOTOIO - torsades de pointes, IINTyHOYKOBA Taxikapmis, GpiOpunsdiis mIyHOYKiB.

1

CyOuHHI nopyweHHA: 4acCTi - Ba3ogusaTallisa ; 3 HEBiIOMOIO 4aCTOTOI — KPOBOBUJIUB.



3 60Ky duxasnbHOI cucmemu, opa2aHie 2pyo0HOi KAimKuU ma cepedoCmiHHA: HedacTi -

actmal, HocoBa kpoBoTeuaZ, eMGoIist CynuH ereHisl.

3 60Ky mpasHoi cucmemu: 4acTi - giapesi, 6JII0OBaHHS, QUCIEIICisA, HyaoTa, 6inb y

1 racrtpoe3odareanbHa pedIOKCHa XBop06a2, racTpHur,

HpOKTaHFiFIZ, CTOMATHUT, T''TTIOCHUT, 3OYTTA }KI/IBOTa4, 3aIiop, CYXiCTb y pOTi, Bi)IpI/I}KKa,

JKUBOTIi; HeYacCTi - e30darirt

MEeTEeOPHU3M; 3 HeBiJOMOIO YaCTOTOIO - TOCTPHUY MaHKPEeaTUT, 3MiHa KOJIbOPYy SI3MKa,
3MiHa KOJIbopy 3y0iB.

3 60Ky eenamobisiapHoi cucmemu: 4acTi - BimxXuleHHs Big HOpMU (YHKIIIOHATbHUX
TECTIiB II€YiHKW; HeYyacTi - xoneCTa34, TeHaTI/IT4, nigsuiieHnHs pisag AJIT, ACT, FFT4,- 3

HEBIJOMOI0 4aCTOTOIO — IIeYiHKOBa HEOOCTAaTHICTh, reIraTOLe/N0JIIPHa XKOBTSIHULIA.

3 60Ky wkKipu i niOWKIpHOI KAIMKOBUHU: YacCTi - BUCHUIIAHHS, Tilleprigpo3; HevYacTi -
Oy TbO3HUMU JIepMaTI/ITl, cBepOixK, KpOIIMB'THKA, MaKyJI0-TIalyJIbO3Hi BHCHIIAQHHSS; 3
HEBiJOMOIO YaCTOTOIO - TSAXKKi MIKipHi mo6iuHi peakiiil (HampuKiIam, TOCTPUU
reHepasii3oBaHUU eK3aHTeMaTO3HUU NyCTYy/Ib03, CuHOpOM CTiBeHca-[l:KOHCOHa,
TOKCUYHUU emifepMalbHUM HEKPOJIi3, MeANKaMeHTO3Ha IIIKipHa peakiiis, Io
CYIIPOBOMXKYETHCSA €03uHOGIini€ro Ta cuctemHuMu nposisamu (DRESS)), akHe, xBopoOa

[ITeunmneuHa-I eHoxa.

3 60Ky onopHoO-pyxo080i cucmemMu ma cnoAy4YHOi MKAHUHU: He4acTi - M’'s130Bi cmasmu’,

1 2 2%%

CKeJIeTHO-M’sI130Ba PUTIOHICThL™, Mianrisi“; 3 HEBiHOMOIO YaCcTOTOIO - pabmomMioniz*

MioIIaTid.

3 60Ky HUPOK i ce4osuldinbHOI cucmeMu: HeYaCTi - MigBUIIIEHHS KPeaTUuHiHY KpOBil,

IIiOBUIIIEHHSI CEYOBUHU KpOBi1
iHTepcTHUIlianbHUN HEeQPUT.

; 3 HEBIIOMOIO YaCTOTOMO - HHUPKOBaA HEOOCTaTHICTD,

3aezanvHi nopyweHHA ma peakuii y micui eeedeHHs1: myxKe 4dacTi - ¢pnebiT y micri

BBeJIeHHﬂl; 4acTi - 6inb y micti BBe;E[eHHﬂl 1

He3J1y}KaHHH4, rapﬂqKa3, acTeHis, Oinb y IpyAsx

, 3allajJIeHHs y MICIli BBEJeHHs ; HedacCTi -

4, 03H064, CTOMJIEHICTB .

JlabopamopHi 0ocai0xceHHs: HedacTi - 3MiHa CHiBBiIHOIIEHHS aHLGyMiH-rHo6yHiH1,

IMigABUIIEHHS PiBHA JIy>KHOI pocdaTasu y KpOBi4

4

, IIABUIIIEHHS PiBHA
JTakKTaTHOerigporeHa3u y KpoOBi~; 3 HEBiJOMOIO 4aCTOTOIO - IiaBullleHHa MHB,

30inbIIIeHHS TPOTPOMOIHOBOTO Yacy, 3MiHa KOJIbOPY Cedi.

* Jacmoma Hesidoma, OCKi/lbKU Npo Ui peakuii nogidomasaiu 6obposiibHo 3 nonyaauii
nauieHmie HeecmaHos1eHol Kiavkocmi. He 3ae8xc0u MOJ#CHA MOYHO 8CMAHOBUMU iX
yacmomy abo npu4yuHHUU 38°5130K i3 nputiomMoM npenapamy. 3a2aibHutl 00caeio
3ACMOCYBAHHA KAAPUMPOMIUUHY cmaHosumb binvwe Hisc 1 Miabsipo nauieHmo-0OHis.



** YV 0esakux nogi0oMaeHHsAX Nnpo pabdomioni3 KaapumpomiuuH 6ye npusHayeHull
00HOYACHO 3 IHWUMU AIKAPCbKUMU 3dacobamu, npo 5Ki 8i00MO, W,0 B0OHU ACOUII0HOMbCA
3 paboomioaizom (maki sk cmamuHu, ¢pibpamu, KoaxiyuH abo asn0NypuHoOI).

1'2'3'4Hpo Ui nobiuHi peakuii nogidomas4u MiAbKU NPU 3dCMOCYBAHHI npenapamy y
¢dopmi: 1 - nopowKy nioginizoeaHoz20 0148 npu2omyB8aHHA PO34UUHYy 014 iHPY3il, 2 -
mab.emok nposoHz208aHoi 0ii, 3 - cycneHsii, 4 - mabsaemok Hea2allHo20 8UBi/IbHEHHA.

OuikyeThCs, 110 YaCTOTa, TUI Ta TAXKKICTh MOOIYHUX peaklliil y AgiTel OyOyTh TaKUMU
XK, sIK 1 y JOpPOCJIUX.

ITauieHmu i3 nopyweHHAMU IMyHHOI cucmemu.

Y xBopux Ha CHIJ] Ta iHIIMX IMalli€eHTIB i3 MOPYIIIEHHSIMHY iMyHHOI CUCTEMH, SKi
3aCTOCOBYBaJId BUCOKI HO3U KJIapUTPOMIILIMHY IPOTIATOM TPUBAJIOTO Yacy OJisd
JIiKyBaHHS MiKoOaKTepianbHUX iHGEKIIiM, YacTo OyJI0 BazXKKO BigpisHUTHU mob6iuHi
peaxiiil, moB’s13aHi i3 3aCTOCYBaHHSAM MpelapaTry, Ta CAMITOMHA OCHOBHOTO ab0
CYIyTHIX 3aXBOPIOBaHb.

Y mopocnux mali€eHTiB, sIKi OTpUMYyBaJiy KJIapUTPOMIIIMH Y no0oBik mo3i 1000 mr,
HaWdacTimmmmu mobivHuMu epekraMu OynIu HymoTa, OII0BaHHS, CIIOTBOPEHHS CMaKy,
0intb v )KUBOTI, miapesi, BUCUIIAHHS, 3OyTTS XKUBOTA, T'OJIOBHUM Oinb, 3a1op, MOPYyIIeHHS
cnyxy, nigBuitieHHs BMicTy AJIT Ta ACT B cuposBartiii KpoBi. HeyacTo BUHUKanu
OuCITHOe, O€3COHHS Ta CYXiCTb y POTi.

Y 1ux naui€eHTiB i3 MOPYIIEeHHSIMHU iMyHHOI CUCTEMHU ITPOBOAMIIN OLIIHKY J1TabopaTOPHUX
IIOKa3HUKIB, aHaJII3yI04YM Ti IOKa3HUKH, 1110 BUXOAATH 38 MEX1 3HaYHOI0 aHOMAaJIbHOT'O
piBHA (TOOTO KpailHbOl BEPXHBO1 a00 HUXKHBOI MeXKi) /151 BU3HAYEHOT0 TECTY. 3a UM
KputepieM y 2-3 % 1ux matlieHTiB, aki npuiiManu 1000 Mr KapuTpoMiluHy Ha go0y,
CIlOCTepirasnocs 3HauyHe aHoMasbHe nigBuiieHHsa piBea AJIT ta ACT Ta aHOMasibHe
3HUKEHHS KiJIbKOCTi JIEeMKOLUTIB Ta TPOMOOIIUTIB y KPOBi. ¥ MEHIIIOT0 BiICOTKa
Malli€HTIiB CIIOCTEPIraaocs MiABUILIEHHS PiBHS a30Ty CEYHOBUHHU Y KPOBI.

TepMmin npuagaTHOCTI
3 POKH.
VYMoBHM 30epiranus

30epiratu nipu Temnepatypi He Buile 30 °C B opUTiHaIbHIA YIIaKOBIIi.

30epiraTtu y HeQOCTYIIHOMY [JIsI OiTeM Miclii.

YnakoBKa



ITo 10 TabneTok y OsicTepi; mo 1 6icTepy B KapTOHHIM KOPOOIIi.
KaTeropis Bignycky

3a penemnTomM.

BupooHHK

®maminro ®apmaceroTukaic Jitao.

Miciie3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MiCIisi IPpoOBaaXKeHHSI
IisTIBHOCTI

E-28, Onn. ®aep bpireua, M.I.I1.C., Tanogxa, Panon Paunirag, Maxapaiutpa, IH -
410208, Iamis/

[Ixepeso iHCTPYyKIIil

[HCTPYKIIito JTiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTO mkepesa — [lepKaBHOTO PEECTPY

JIIKapCbKUX 3aCc00iB YKpalHU.
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