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Cknao:

oiloua peyoguHa.: BOPUKOHA30I;

1 dirakon mictuTh 200 MT BOPHKOHA30ITY;

O00NOMIJICHA pewosUHA . HATPIIO B-IIUKIOIEKCTPUHY CYTbPOOYTHIIOBHH edip.

Jlikapcbka popma. [Toporiok it po3unHy A iHQY3ii.
OcHoshi  @izuko-ximiuni enacmugocmi: niodim3ar O1710T0 KOJBOPY Y CKISIHOMY IPO30POMY
(h1aKoHi 3 BiAMOBIJHOO KPUIIKOIO Ta KOBMAYKOM.

dapmakoTepaneBTU4YHa rpyna. [IpoturpubkoBi 3acobu AJig cUCTEMHOTO 3acTocyBaHHs. [loxigH1
tpuazony. Kon ATX JO2A CO03.

Dapmakonoziuni eracmusocmi.

DapmaroouHamika.

Mexani3m z1ii. BopukoHazou € Tpua3oipHOI0 IPOTUTPUOKOBOIO pedoBUHOM0. [IepBUHHMI MeXaH13M
Iii ToNsAra€e y TPUTHIYEHHI peakilii JAeMeTWIIoBaHHS 140-TaHOCTEpOIy, OIOCEPEIKOBAHOT
rpuOKOBUM ITUTOXpOoMOM P450, 110 € TONOBHOIO JIAHKOO OiocHHTE3Y eprocTrepoiny. Kymymsiist 14a-
METHIICTEPOITY KOPEIIOE 3 TOAIBIIOK BTPATOK €procTepoily MeMOpaHaMH TPUOKOBUX KJIIITHH Ta
MO’K€ BIJIIOBIIaTH 3a MPOTUTPUOKOBY aKTUBHICTH BOPUKOHA30Iy. ByJo MpoaeMOHCTPOBaHO, IO
BOPUKOHA30J1 € OiJbII CEIEeKTUBHUM J0 TpuOKoBHX (epmeHTiB 1mutoxpomy P450, HiX 10
(bepMeHTHUX cucTeM ruToxpomy P450 y pi3HuX ccaBIiB.

dapmakokiHeTnka/papMakoanHaMika. Y xoai 10 TepaneBTHYHUX [JOCHIIKEHb MeliaHa A
CepellHIX Ta MaKCUMaJIbHUX KOHLEHTpALI} y MJ1a3M1 KPOB1 KO)KHOT'O OKPEMOTO Malll€eHTa CTaHOBUJIA
2425 ur/mn (intepkBaptwibHuil mianazon 1193-4380 ur/mi) ta 3742 ur/mn (iHTEepKBapTUIBHUN
po3max 2027-6302 Hr/mi) BiamoBigHO. [I03UTHBHMI 3B’ 130K MiX CEpPeIHIMHU, MAKCUMATbHUMH YH
MiHIMaTbHUMHU TUTA3MOBHUMHU  KOHIIEHTpAIliIMA BOPUKOHA30dy Ta €QeKTHBHICTIO He OyB
BCTAHOBJICHUH y XO/I1 TEPANEBTUYHUX JOCTIHDKEHB Ta TAKWU 3B’ 130K HE OyB MPOJAEMOHCTPOBAHUH Y
JOCIIJDKEHHSIX MPO(ITaKTUKH.

dapmMaKoKIHETUYHUN/papMaKOUHAMIUHUK  aHami3 i1Hdopmamii 3 KIIHIYHUX JIOCHTIIKEHBb
iIeHTU(IKyBaB TO3UTUBHUM 3B’SI30K MK IUIA3MOBHUMHU KOHIICHTPAIISIMH BOPHKOHA30JIy Ta
BIIXWICHHSAMHM Yy pe3yJibTaTax IEYIHKOBUX Npo0 1 MOpymIeHHsSAMH 3 OOKy OpraHiB 30py.
KopuryBaHHs 1031 HE BUBYAJIOCS Y AOCIIDKEHHIX TPOQITaKTHKH.

Krniniyna edexTuBHicTh Ta Oe3neka. BopukoHaszosm N VItr0 IeMOHCTPYE IIHPOKUN CIIEKTP
MPOTHTPUOKOBOI aKTUBHOCTI mpotu BuaiB Candida (Bkirovaoyu pe3sMCTEHTHHN 10 (IIyKOHA30ITy
Bup C. krusei ta pesuctentsi mramu C. glabrata i C. albicans) Ta ¢yHrinuany akTHBHICTb TIPOTH
Bcix gocmimkenux BuaiB Aspergillus. Kpim Toro, Bopukonasou in vitro gemoncrpye QyHrinuany
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aKTUBHICTh NMPOTH HOBUX TATOTCHHUX TPUOKIB, BKJIIOYAOYM Taki BHIM, sK Scedosporium abo
Fusarium, 9y TiauBicTh AKUX 70 iICHYIOUHX MPOTUTPUOKOBUX 3aCO0IB € OOMEKECHOIO.

KninigHa epeKkTHBHICTH (110 BU3HAYAETHCS SIK YaCTKOBA a00 MOBHA BIIOBI/Ib) BOPUKOHA30IY Oyia
poaeMOHCTpoBaHa i pisaux BumiB Aspergillus, Bkmouaroun A. flavus, A. fumigatus, A. terreus,
A. niger, A.nidulans, pisaux suais Candida, sxmouatoun C. albicans, C. glabrata, C. krusei,
C. parapsilosista C. tropicalis, oomesxenoi kinbkocti mrrami BufiB C. dubliniensis, C. inconspicua
ta C. guilliermondii, pi3aux Buais Scedosporium, Bkirodaroun S. apiospermum, S. prolificans, ta
pi3Hux BuAiB Fusarium.

[Hmn rpuOkoBi 1HQeKii, TPoTH SKUX ePEeKTUBHUI BOPUKOHA30J (YaCTO SK 3 YAaCTKOBOIO, TaK 1 3
MOBHOO BIJIMOBIUIIO), BKJIIOYAIOTh OKpeMi iH(eKwii, cipuunHeHi pisHumMu Bugamu Alternaria,
Blastomyces dermatitidis, Blastoschizomyces capitatus, pisaumu  Bugamu  Cladosporium,
Coccidioides immitis, Conidiobolus coronatus, Cryptococcus neoformans, Exserohilum rostratum,
Exophiala spinifera, Fonsecaea pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, pisaumu

BUJAMU Penicillium, BKITIOUAIOUHU P. marneffei, Phialophora richardsiae,
Scopulariopsis brevicaulis, Ta pisaumu Bugamu Trichosporon, Bxiarodaroys iHGEKIIT, COpHYHHEHI
T. beigelii.

In Vitro akTHBHICTP MPOTH KJIIHIYHUX IITAMiB CIOCTepiranacs Ui pi3HHX BHIIB Acremonium,
Alternaria, Bipolaris, Cladophialophora, Histoplasma capsulatum, npu npomy iHTiOyBaHHS
O1JIBIIOCTI IITaMiB BiAOyBajIoCs MpH KOHIEHTpallisix BopukoHa3ony 0,05-2 Mxr/mi.
IIpomxeMoHCTpOBaHO in VItr0 aKTHBHICTH MpemapaTy MpoTd pisHux BuaiB Curvularia ta pisaux
BUIIB SPOrothrix, ajie kaiHiYHA 3HAYYIIICTH I[I€1 aKTUBHOCTI I1IE HE 3’ ICOBaHA.

KontponbHi Touku. [lepen tTum sik po3nodaTu Tepariro, HEOOX1IHO OTpUMATH 3pa3Ku TPpUOKOBOI
KYJIbTYpHU Ta MPOBECTH 1HIII HAJEXKHI JAOOPAaTOPHI TOCIiHKEHHS (CEpOJIOTIYHI, TCTOMATOMOTIUH1)
JUTSI BUTUTCHHS Ta 1i1eHTU(iKaIlii maToreHHUX MiKpOOpraHi3MiB, siKi € mpuarHoto iHpekii. Teparmito
MOKHA PO3MOYATH JI0 TOTO, SK CTAaHYTh BIJIOMI Pe3yJbTaTH KYyJIbTypadbHUX Ta JIa0OpaTOPHUX
JIOCITIJDKEeHbB; OJHAK, SIK TUIBKH Pe3yJIbTaTH IIUX JTOCHIPKEHb CTAaHYTh TOCTYITHUMH, CJIi]T BiIMTOBITHO
CKOPHTYBATH E€TIOTPOITHY TEPAITiIO.

Bunn, 0  HaifyacTille  COPUYMHSIOTH,  1HQEKIidHI  3aXBOPIOBaHHA Yy  JIIOJUHH,
Bkatouatoth C. albicans, C. parapsilosis, C. tropicalis, C. glabrata ra C. krusei, mpudomy s Beix
IUX BHJAIB MiHiManbHa 1HriOytoua koHueHtpauis (MIK) BopukoHa30/1y CTaHOBUTH MEHIIE
HiX 1 M1/,

Opnaxk In Vitro akTUBHICTH BOPUKOHA30Ty IpoTH pizHuX BuAiB Candida He € ogHakoBoo. 30kpeMa,
mis C. glabrata MIK BopukoOHAa30/1y A pEe3UCTEHTHHUX 10 (IIYKOHA30Jy INTaMiB MPOIOPIIIHHO
BUII[A, HIXk JJIS IITaMiB, Yy TIUBHUX 10 (hIyKoHa301y. TakuM YMHOM, CHiJ JOKJIACTH YCiX MOKITHBHUX
sycunb it igeHtudikanii Candida mo piBHs Buay. SIKIIO AOCTYIHI pe3ysbTaTH TECTyBaHHS
YyTJIMBOCTI 30yAHUKIB /IO TPOTUTPUOKOBUX TmpemnapatiB, ngaHi npo MIK MoxyTts Oytu
IHTEpIpPETOBaHI 3 BUKOPUCTAHHSM KPUTEPIiB MEX YyTJIMBOCTi, BCTAaHOBICHHX CBPOINEHCHKUM
KOMITETOM 3 MUTaHb TECTYBaHHS UyTJIMBOCTI 30yAHUKIB 710 aHTUMiKpoOHUX 3ac00iB (EUCAST).

Tabnuys 1.
Meaxnci uymausocmi EUCAST.
Buau Candida ma Aspergillus MeskoBi 3HaYCHHS MiHIMaJIbHOI iHT10YI0901
kounentpaiii (MIK) (mr/x)

< S (uymaueuir) > R (pezucmenmmuii)
Candida albicans! 0,06 0,25
Candida dubliniensis! 0,06 0,25
Candida glabrata Jloka3oBi naHi JOaH

HenocratHi (JIJIH)
Candida krusei JJOH JJOH
Candida parapsilosis! 0,125 0,25
Candida tropicalis* 0,125 0,25
Candida guilliermondii? JJIH JJIH
Mesxosi 3Hauenns a1 Candida, JOJIH JOJIH
HE IOB’A3aHi 3 BUIOM®
Aspergillus fumigatus* 1 1




Aspergillus nidulans* 1 1

Aspergillus flavus JIJTH® JIJTH®

Aspergillus niger JIJTH® JIJTH®

Aspergillus terreus JIJTH® JUJTH®

MeskoBi 3HaUeHHS, He 0B’ 3ani 3 Buaom® | JUIH JAH

Mramu 3 Bemmummamu MIK, MmO TepeBUILYIOTh MEXOBi 3HAYEHHS «IyTIMBUIM/TIPOMiKHHUI
(Susceptible/Intermediate — S/l), € piakicHumMu, abo TPO HUX II€ HE MOBIJOMIIUIOCS.

InenTudikamio Oyab-sIKOTo 3 TAKUX LITaMIB Ta TECTYBaHHS HOT0 YyTJIMBOCTI 10 MPOTUTPUOKOBUX
3ac00iB HEOOX1JTHO BUKOHATH MOBTOPHO, 1 Y pa3i MiATBEPKEHHS OTPUMAHOr0 pe3yJbTaTy IITam
noTpiOHO HampaBuTH 110 pedepeHTHOi mabopaTopii. IllTam ciif yBakaTu pe3nCTEHTHUM, JOKH HE
OyJZie OTpUMaHO JIOKa3iB KIIHIYHOI BiAMOBiI MiATBEpHKEHUX 130/1TiB 3 MIK, BUIIIUMU TOTOYHOTO
MEKOBOTO 3HAYCHHS PE3UCTEHTHOCTI. Y pa3i 1HQEKIid, COPUYMHEHUX TEPEiueHUMH HHXKYE
BUJIAMU, yJaBajocs AOCATTH KJIIHIYHOI BiAMOBiAlI HA piBHI 76 %, skmo MIK Oymu HmwxunMu abo
JOPIBHIOBAIM  €HiJEMIONOTiYHMM TpaHWYHMM 3HaueHHsaMm. Omke, mnonyusmii  C. albicans,
C. dubliniensis, C. parapsilosis ta C. tropicalis tukoro Ty BBa)KaroThCsl 4y TJMBUMH.
?Enigemionoriuni rpanuuni 3nauenns (epidemiological cut-off values — ECOFF) mis uux BuiB
3arajioM By, Hix s C. albicans.

$MeKOBi 3HaYEHHS, HE OB’ A3aHi 3 BUJOM, OyJIM BCTAHOBJIEHI TOJIOBHUM YMHOM Ha 0CHOBI OK/D]]
JaHKX 1 He 3anexath Bix posnoainy MIK konkpernoro sy Candida. Ix BuxopuctoByroTs juie
JUTS OPTaHI3MIB, JJIs IKUX HE 1CHY€E BIACHUX MEKOBUX 3HAYCHb.

430ma Texniunoi HesusHauenocti (3TH) cranoButs 2. PeectpyBath siK «R» 3 TaKOMO MPUMITKOIO:
«Y fedkMX KIIHIYHMX CHUTyalisx (HeiHBa3uBHI (opmu iHQEKIii) BOPUKOHA30J MOXKHA
3aCTOCOBYBATH 32 YMOBH 3a0€3IeUeHHs JOCTATHBOT €KCIIO3HIII .

SECOFF st mx BHAIB 3arajioM Bumi, Hix 11 A. fumigatus, Ha oane qBOKpaTHe po3BeaeHHS.
®Mesx0Bi 3HaYeHHS, HE OB’ A3aHi 3 BUIOM, HE BCTAHOBIIEHI.

KniHiuyHMii JOCBiJI 3aCTOCYBaHHS. Y paMKax JaHOTO PO3JLTY 33aI0BUIBHHI pe3ybTaT 3aCTOCYBaHH S
TperapaTy BU3HauYeHO K MTOBHA a00 YaCTKOBA Bl IMOBIIb.

Indexuii, cnpuunneni Aspergillus, — eheKTHBHICTh Y NAIlI€HTIB 3 aCOEPriIb030M 3 HECTIPUATIUBUM
OporHo3oM. Bopukonaszon BusiBise INVItr0 QyHTIOUWAHY aKTHBHICTh TPOTH PI3HUX BHUJIB
Aspergillus. EcdexTuBHICT BOPHMKOHA30Jly Ta HOro mepeBard Ui BHIKMBAHOCTI MAIli€HTIB
MOPIBHSIHO 31 CTaHAAPTHUM IMpenaparoM amdorepunuHoM B sk Tepamii mepmioi JiHiT TOCTpPOro
1HBa3MBHOTO  acHepriibo3y OynaM NOPOAEMOHCTPOBAaHI y  BIAKPUTOMY  paHAOMi30BaHOMY
0araToleHTPOBOMY JOCHI/DKEHHI 3a ydacTio 277 mamieHTiB 31 3HIKCHUM IMYHITETOM, SKi
OTPUMYBAJIM JIIKYBaHHS MHPOTAroM 12 TWxkHIB. BopHKOHa3071 BBOIWIM BHYTPIIIHBOBEHHO 13
HABAaHTAXYBAJIbHOIO 03010 6 MI/KI' KOXHI 12 roguH mpoTsroM mnepmux 24 roauH, Hicias 4Oro
3aCTOCOBYBAJIH MiATPUMYIOTY 103y 4 MI/KT KOXKHi 12 rogun npotsirom 7 nHiB. LInsax BBeeHHS MirT
OyTH TMOTIM 3MIHEHUW Ha TepopaibHe 3acTocyBaHHsA y 1031 200 mr xoxHi 12 roguH. Meniana
TPHUBAJIOCTI Teparii BOPUKOHA30JIOM BHYTpIIIHHOBEHHO cTaHoBuia 10 muiB (2-85 muiB). Ilicis
Tepamii BHYTPIIIHROBEHHO MeJllaHa TPHUBAJIOCTI MEPOPaTbLHOTO 3aCTOCYBaHHS BOPUKOHA30IY
craHoBmIa 76 nHIB (2-232 mHi).

3a/10BIJIbHA 3arajibHa BiMOBiIb (ITOBHE a00 YaCTKOBE 3HUKHEHHS BCIX acOIiHOBaHUX CUMIITOMIB,
O3HAaK Ta peHTreHorpadiuHux/OpOHXOCKOMIYHUX 3MiH, 110 OyJM HasBHI O MOYATKYy JIIKYBaHHS)
cnocrepiranacsa y 53 % mamieHTiB, sIKi 3aCTOCOBYBaJIM BOPHUKOHA30J], MOPiBHAHO 3 31 % mamieHTiB,
K1 3aCTOCOBYBAJIM IperapaT MOPiBHAHHA. BroKMBaHICTh MamieHTIB 3a 84-JI¢HHMI mepion Ha T
3aCTOCYBaHHS BOPHMKOHA30J1y Oyja CTATUCTHYHO 3HAUYYIIO BUIIOK, HIXXK HAa T 3aCTOCYBaHHS
npenapary MOpiBHSHHS, Ta OyJIO MPOJAEMOHCTPOBAHO KIIIHIYHO 1 CTATHCTUYHO 3HAUYIII TTepeBaru
BOPUKOHA30JTy SIK IIOJI0 TPUBAJIOCTI MEPIOy Yacy M0 HACTaHHS JICTATLHOTO HACTIIKY, TaK 1 MO0
TPUBAJIOCTI MEpioAy dYacy 10 BIAMIHU Mpemapary d4epe3 Horo TokcuuHicTh. Lle mocmimkeHHs
HiATBEPANIIO PE3yJIbTATH IMOMEPEAHBOTO MPOCHEKTUBHOTO JIOCII/DKEHHS, B paMKaxX sSKOro OyIo
OJIepP’)KaHO TMO3UTHUBHUM pe3yJbTaT 3aCTOCYBaHHS Ipernapary HaiieHTaM i3 ¢GakTopamu PH3UKY
HECHPUATIMBOTO MPOTHO3Y, BKJIIOYAIOYH PEAKIIII0 «TPAHCIIAHTAT MPOTH Xa3siHa» Ta 0COOIMBO —
nepebpanbhi iHpekmii (3a3Buuail acomiiioBani 31 100 % netanpHICTIO). Y IUX TOCHIHKEHHSX
npenapar BHBYAJIM TpHU JIIKYBaHHI acHepriibo3y MNPUAATKOBUX Ma3yX Hoca, LepeOpalibHOro,
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JIETEHEBOT'0 Ta JMCEMiIHOBAHOTO acTIeprijib03y y MaIli€HTIiB MiCiIs TPAaHCTUIAHTAIT | KiCTKOBOTO MO3KY
Ta MapeHXiMaTO3HUX OPraHiB, y MAII€HTIB 31 3MIOSKICHUMU 3aXBOPIOBAaHHSAMU KPOBI, 3710KICHUMH
nyxiauHamu ta CHIlom.

Kannunemis y maiieHtiB 6e3 HeiTponeHii. EhekTUBHICTD BOPUKOHA30Iy MOPIBHAHO 31 CXEMOIO
JiKyBaHHS aMm@oTrepuluHoM B 13 mopanbimM 3acTocyBaHHSM (DIIyKOHa30ily K Tepamii mepioi
"iHiT KaHauAeMii Oysla MpOAEMOHCTPOBAHA y XOAl BIAKPUTOTO MOPIBHSIIBHOIO JOCTIIKEHHA. Y
JOCTI/DKeHH] B3suid yyacTh 370 mauieHTiB 6e3 HeHTporieHil (BikoM BiJ 12 pokiB) 3 JOKYMEHTAJIbHO
MiATBEPKEHOI0 KaHAUJEMIEI0, 3 SKUX 248 olep)KyBajH Tepamilo BOPUKOHA30JIOM. 9 Malli€HTIiB
IpynHu 3aCTOCYBaHHS BOPUKOHA30Jly Ta 5 MAalll€HTIB TPYNH 3acTocyBaHHS aMmdorepunuHy B i3
MOJANBIIMM TPU3HAYCHHSIM (IIYKOHA30Jly TAaKOXX MalM MIKOJOTIYHO MiATBEp/pKEHI 1HdeKil
rMOOKMX TKaHWH. [lamieHTH 3 HUPKOBOK HEJIOCTATHICTIO HE BKIIOYAIWCS Y JOCTIHKEHHS.
Mepniana TpHUBaJOCTI JIKyBaHHS B 000X JOCHIPKyBaHMX TIpynax crTaHoBwia 15 mi6. 3a
pe3yibTaTaMy TEPBUHHOTO aHaJli3y COPHUATIMBY BIAMOBIIb, HA JIKYBaHHS 3TiTHO 3 OIIIHKOIO
Komitery 3 KOHTpOIIIO AaHWX CIIMOTO JOCTiKeHHS OyJI0 BU3HAYCHO SIK 3HUKHEHHS/3MEHIICHHS
BCiX KIIHIYHMX O3HAaK Ta CHUMOTOMIB iH(pekIii pasom 3 epamukamiero Candida 3 kposi Ta
iH(pIKOBaHUX IUISHOK TIMOOKUX TKAaHWH 4epe3 12 THXKHIB MiCHs 3aBeplIcHHS Teparii. Pe3ymbrar
JUIA TIALlI€HTIB, SIKI HE OI[IHIOBaNKCS 4yepe3 12 THIKHIB Micis 3aBEepIICHHs Teparii, po3TisaaBcs sK
HECHPUATIMBHHA. 3a pe3ylbTaTaMH I[bOTO AaHaNi3y CHPUATIMBHHA pe3yJabTaT JIiKyBaHHS
cnocrepirascs y 41 % namieHTiB B 000X rpynax Teparii.

VY paMkax BTOPHHHOTO aHaji3y, B AKOMY OyJM BUKOPUCTaH1 OIIHKA KOMITETY 3 KOHTPOJIO TAaHUX
JOCIIIJDKEHHSI HA MOMEHT OCTaHHbOT TOUKH Yacy, 1110 Moke OyTH olLliHeHa (3aBepIlIeHHs Tepatnii abo
yepe3 2, 6 uu 12 THKHIB MICHIA 3aBEpIICHHS Teparii), 4acToTa CIPUATINBOI BIAMOBIII Ha Teparito
BOPHKOHA30JI0M Ta aMpoTepurinHoM B i3 mopanpmmM 3acTocyBaHHAM (DIyKOHA30Jly CTaHOBHIIA
65 % 1a 71 % BignmoBigHO. YacToTa CIPUATINBOTO PE3YIbTATY JIKYBaHHS 32 OI[IHKOIO TOCTIJHUKIB
y KOXHiH 13 IUX TOYOK Yacy, 0 MOXKYTb OyTH OLIIHEHUMH, HaBe/ieHa B Ta0nuii 2.

Tabauys 2.
Touka uacy Bopuxonaszon | Ampomepuyun B — payxonazon (N=122)
(N=248)
3aBepIieHHsI Teparnii 178 (72 %) 88 (72 %)
2 THOKHI ITCIISI 3aBEPIIEHHS TepaITii 125 (50 %) 62 (51 %)
6 TroKHIB micis 3aBepiuenns tepamii | 104 (42 %) 55 (45 %)
12 TrkHiB miciis 3aBepiueHHs Tepamii | 104 (42 %) 51 (42 %)

Tsokki pedpakrepri indekiii, cnpuunneni Bugamu Candida. V xiaiHIYHOMY JOCIIHKEHHI B3SUTH
y4acTh 55 MAIli€HTIB 3 THKKUMHU pepakTepHUMH CUCTEMHHMH 1H(QEKIiIMHU, CHPUYMHECHUMHU
sugamu  Candida (BkirouarouM KaHAMACMIKO, OUCEMIHOBAHMM KaHAMI03 Ta iHII (opMu
1HBAa3MBHOTO KaHAWJO3Y), V SKHUX IMOMEpeaHs MPOTUTPUOKOBa Tepamis, 30KkpemMa (hIyKOHA30JI0M,
Oyna HeedexTuBHOW. CHpHUATIMBA BIAMOBIIL Ha JIIKYBaHHS BOPHUKOHA30JIOM CIIOCTEpirajgacs y
24 marienTiB (y 15 — moBHA BIAMOBIIL, Y 9 — 4acTKOBA BINMOBiAb). Y TAIl€HTIB, 1H)IKOBAHUX
pe3rcTeHTHUMHU 70 (IIyKOHA30dy IITamMamu, 10 He Hanmexkanu go Buay Candida albicans,
CIIPUATIUBUM pPE3yNbTaT JIKYBaHHS BOPHKOHA30JIOM crocTepiraBcss y 3 13 3 MaIli€HTIB,
ingixoBanux C. krusei (y Bcix — oBHa BiNOBiAb) Ta y 6 3 8 marieHTis, iHpikoBanux C. glabrata (y
5 — moBHa BIANOBIAL, y | — wyacTkoBa BiAmoBiab). Jlani momo KiIiHIYHOI e(QEeKTHBHOCTI
MiATBEPIKYBaTUCA 0OMEKEHUMHU JaHUMU 3 BU3HAUYCHHSI Uy TJIMBOCTI 30yIHUKIB JI0 MIpenapary.
Indekii, cnpuunHeHi pisHuMH Bugamu Scedosporium ta Fusarium. Byma mpoaeMoHCTpoBaHa
e(EeKTUBHICTh BOPUKOHA30Iy MPOTH TaKUX P1JIKICHUX MAaTOI€HHUX IPUOKIB:

— By Scedosporium: crpHsITIMBa BiAMOBIAR Ha TEpaIio BOPHKOHA30JI0M criocTepiramacs y 16 3
28 nariieHTiB, iHpikoBaHuX S. apiospermum (y 6 mamieHTiB— MOBHA BiANOBib, y 10 — yacTKOBa), TA
y 2 3 7 maumientiB, indikoBanux S. prolificans (y o6ox — uacTkoBa BiamoBiap). Kpim Toro,
CHOpUATINBA BIANOBiAL croctepiragacs y |3 3 mamieHTiB, iH(piKOBaHUX OIIBII HIX OJHUM
aTOr€HHMM OpPraHi3MOM, BKIIFOUYarO4u pi3Hi Buau Scedosporium;

— Buau Fusarium: y 7 3 17 mamieHTiB Teparisi BOPUKOHA30JIOM Oyia ycHimHow (3 MOBHHX,
4 yacTKOBUX BiANOBiAL). Y 3 13 7 marieHTiB criocTepiraiocs iHpeKIiiiHe 3aXBOpIOBaHHs o4eil, y 1 —
1HQeKUiifHE 3aXBOPIOBaHHS NPHUAATKOBUX Ia3yX HOcCa Ta 3 MAalllEHTH Majlu JMCEMIHOBaHE
iHdekuiiine 3axBoproBaHHs. llle 4 mamientn 3 (¢y3apiozom Oynu iH(pIKOBaHI JeKiJIbKOMa
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30y THUKaMU; y 2 13 IIUX MMali€HTiB CIOCTEPIraBCcs CIPUSTINBHMA pe3yIbTaT JIKyBaHHS.

Y O1BIIOCTI MALI€HTIB, SIK1 32CTOCOBYBAJIM BOPUKOHA30JI JUIs JTIKYBaHHS BKa3aHHUX BUIIE PIAKICHUX
iHQeKIiHHUX 3aXBOPIOBaHb, CIIOCTEpIirajacs HEMepeHOCUMicTh ab0 PE3HCTEHTHICTh 10
IPOTUTPUOKOBUX 3aC001B, 110 3aCTOCOBYBAIKCS PAHIIIIE.

[lepBuHHa TpodiJakTUKA 1HBA3MBHUX TPUOKOBUX 1HQEKIIA — €ePEeKTHUBHICTh Y PEIHUIIEHTIB
TpPaHCIUIAHTAIlll CTOBOYPOBHUX T'€MOMOSTUYHUX KIITHH 03 MomepeNHbO MIATBEPIKEeHOI abo
I1JI03PIOBAaHO1 1HBAa3WBHOI TrprOKOBOi 1HGekIli. BoprukoHa3on mopiBHIOBaIN 3 1TPAKOHA30JIOM Yy
AKOCTI 3aco0y MEepBHUHHOI NPO(UIAKTUKH Yy BIJIKPUTOMY MOpPIBHSUIBHOMY 0araTollEHTPOBOMY
JIOCITIDKEHH1 y TIOPOCIUX 1 M UTITKIB, III0 € PEeIUIIEHTAMH aJIOT€HHO1 TPaHCIIJIaHTaIlli CTOBOYpOBHUX
TreMONOCTUYHHX KIITHH, 0€3 TonepeIHbO MiATBEpAKEHOT a00 MiA03pI0BaHOi 1HBa3UBHOI IpHOKOBOT
iHQpekmii. Ycmix OyB BHU3HAYCHUN SIK MOMJIMBICTH MPOBOJUTH MPOMUIAKTUKY TOCHIKYBaHHM
npernapatoM npotsroM 100 qHIB michs TpaHCIUIaHTAlli CTOBOYPOBHX TI'e€MOMOECTHUYHHMX KIITHUH
(6e3mepepBHO  TpOoTATOM > 14 mHIB) 1 BWJKMBaHHS 03 TIOMEPEAHBO TiATBEPIKEHOI abo
miJ03pIoBaHoi  iHBa3MBHOI TpuOKoBOi iHQekii nporsrom 180 aAHIB micas TpaHCILIAHTAMIT
CTOBOYpPOBHX IeMONMOETHYHUX KIMTHH. Jlo MonudikoBaHoi rpynu «BUOiIpKa MaIi€HTIB, SKUM OYJI0
npu3HaueHo JikyBaHHs» (ITT-rpyma) yBinmm 465 penumnieHTIB alOTeHHOI TpaHCIIAHTAIil
CTOBOYpPOBHX T'€MOMOETHYHUX KIITHH, 3 IKUX 45 % MmamieHTiB Maiu TOCTPUMA MI€IOIAHUM JTeHKO3.
KongumionyBanus Oyno mpusHaueHo 58 % ycix namieHtiB. llpodinakTuka 3 BUKOPUCTAaHHSIM
JIOCHII/KYBAHOTO IIperapary po3MOuYMHaNach Bifpa3dy Micls TpaHCIUIaHTalii CcTOBOYpPOBUX
TEMONOCTUYHUX KIITHUH. 224 MamieHTH OTPUMYBAJIM BOPHKOHA30J 1 241 mamieHT OTpUMYBaB
iTpakoHaszon. CepenHsi TPUBAIICTh NPOQPUIAKTHKU JOCHIKYBaHUM mpemapatoM B ITT-rpymi
crtaHoBujia 96 AHIB 1711 BOPUKOHA30.1y 1 68 qHIB 1 iTpakoHaszony. KoedimieHTn eeKTUBHOCTI Ta
1HII BTOPUHHI KiHIIEBI TOYKH MPEACTABIEH] B TAOIUIII HIDKYE.

Kinyesi mouku Bopuxonazon | Impaxonazon Piznuya y P-3nauenns
00CAI0MHCEeHHS N=224 N=241 CNiBBIOHOUWEHHSX |
95 % oosipuuii

inmepsan (/1)

EdexTuBHICTS HA JICHD 109 (48,7 %) | 80(33,2%) | 16,4 % (7,7 %, 0,0002**

180* 25,1 %)**

Edexrusnicts Ha nenp 100 | 121 (54,0 %) | 96 (39,8 %) | 15,4 % (6,6 %, 0,0006**
24,2 %)**

Tpusamicts npodimaktuxku | 120 (53,6 %) | 94 (39,0 %) | 14,6 % (5,6 %, 0,0015

JOCTIKYyBaHUM 23,5 %)

IpernapaToM IoHaiMEeHIIe

100 nuis

Koedimient BikuBanus qo | 184 (82,1 %) | 197 (81,7 %) | 0,4 % (-6,6 %, 0,9107

mHsa 180 7,4 %)

Po3BUTOK MOTIEPEHBO 3(1,3%) 5(2,1 %) —0,7% (-3,1 %, 0,5390

HiITBEPKEHOT 00 1,6 %)

T1103pIOBaHO1 1HBa3UBHOI
rpubKoBoi 1HGEKIIiT 70 AHS

180
Po3BHUTOK MOTIEpEIHBO 2 (0,9 %) 4 (1,7 %) 0,8 % 0,4589
i ATBEPIKEHOT 200 (2,8 %, 1,3 %)

T11103pIOBaHO1 1HBa3UBHOI
rpuOKoBoOi 1HGEKIIIT 70 AHS

100
P03BUTOK MOIIEPEIHBO 0 3 (1,2 %) -1,2 % 0,0813
iATBEPIKEHOT a00 (-2,6 %, 0,2 %)

T1/103pIOBaHOT 1HBa3UBHOI
rpuOKoBOI iH(EKIIT B
nepiof 3aCTOCYBaHHS
JIOCITIIPKYBAHOTO
npernapary




* TlepBUHHMI KpUTEPiil €PEeKTUBHOCTI TOCTIIPKEHHS.
** Pi3HULIA y CIIBBIAHOIICHHSIX, 3HaUeHHs 95 % JII Ta P-3HaueHHs, oTpuMaHi micis MONpaBKU Ha
paHI0OMi3allifo.

[loxa3HMKM BUHUKHEHHS 1HBa3WBHOI rpuOkoBoi 1H@ekuii A0 AHs 180 1 mepBUHHA KiHIIEBA TOYKa
JOCHIKeHHs, TOOTO «e(eKTUBHICTh Ha JeHb 180», U1 Mali€eHTiB 3 TOCTPUM MIi€NOITHUM

JIEHKO30M 1 KOHJIUII10OHYBaHHSIM, BIJITOBITHO, TIPEICTABIICH] B TAOIHUIlI HUKYE .

TocTpuii MieI0iqHMI JIEHKO3.

Kinyesa mouka oocnioscennss | Bopukonazon | Impaxonazon | Piznuysy cniegionoulenHsx i

(N=98) (N=109) 95 % oosipuuii inmepsan (/1)
BuHUKHEHHS 1HBa3UBHOT 1(1,0 %) 2 (1,8 %) —0,8 % (4,0 %, 2,4 %) **
rpuOKoBoi iH(DEKIIiT — JeHb
180

EdexruBnicTs Ha nenp 180* 55 (56,1 %) 45 (41,3 %) 14,7 % (1,7 %, 27,7 %)***

* [lepBUHHA KiHIIEBA TOYKA JTOCIII DKCHHS.
*# JleMOHCTpYEThCS HE MeHIIIa eeKTUBHICTH 13 3armacom 5 %.
*#* Pisaung y criBBigHOIICHH X 1 95 % JII oTprmaHi micis monpaBKy Ha paHIOMI3aIliio.

MiesioabIaTUBHUN PEKUM KOHIUIIIOHYBAHHS.

Kinyesa mouka oocnioscennss | Bopuxonason | Impaxonason Piznuys y
(N=125) (N=143) cniggionoutennsxi 95 %
oogipuuii inmepsan (/1)
BUHUKHEHHS 1HBA3UBHOL 2 (1,6 %) 3 (2,1 %) -0,5% (-3,7 %, 2,7 %) **
rpuOKoBoi iHGbekIi— ners 180
EdextuBHicTh Ha 1eHb 180* 70 (56,0 %) | 53 (37,1 %) 20,1 % (8,5 %,
31,7 %)***

* TlepBUHHA KiHIIEBa TOYKA JIOCIIIKEHHS.
*# JleMOHCTpYEThCS HE MEHIIIAa €PEKTUBHICTH 13 3anacoM 5 %0.
*#%* PisHUIA y ciiBBiqHOMEHHX 1 95 % JII oTpuMaHi micis MOMpaBKU HA PaHI0MI3aIliio.

Bropunna mpodinakThka iHBa3WBHOI TrpuOKOBOI iHGeEKii — edeKTHBHICTh Y PELHUITIEHTIB
TpPAHCIUIAHTAIll CTOBOYPOBUX TIe€MOMOETUYHUX KIITUH 3 TMONEPEeJHbO MiJATBEPIXKEHOK abo
I1JI03PIOBAHOI0 1HBA3WBHOI TpHOKOBOIO iHGeEKIli€0. BopukoHa3on mociiKyBalu sK 3aci0
BTOPMHHOT MPOMUIAKTUKHA Yy BIIKPUTOMY HEIMOPIBHSUIBHOMY 0araToleHTpOBOMY JOCHTIKEHHI
JOPOCIUX PEIHITIEHTIB AJOTCHHOI TpaHCIUIAHTAIlli CTOBOYpPOBHUX TEMOMOCTHYHHUX KIITHH 3
MonepeaHbO MiITBEPHKEHOI0 a00 MiI03PIOBaHOI0 1HBA3UBHOKO TPHOKOBOIO iHGeKIier0 . [lepBUHHOIO
KIHIICBOIO TOYKOI OyJila 4YacTOTa PO3BUTKY MOMEPEAHBO MIATBEPHKEHUX ab0 TiI03PIOBAHUX
1HBa3UBHUX TPUOKOBUX 1H(EKIIN MPOTATOM MEPIIOro POKY Miclis TpaHCIIAHTAIii CTOBOYpPOBUX
remonoetnyHux kiituH. B ITT-rpyny Bxommno 40 mamieHTiB 3 HONEpeIHIMH 1HBAa3UBHUMU
rpuOKOBUMU 1H(EKITiIMU, B TOMY 4Kcii 31 3 acepriiapo3oM, 5 3 KaHAUI030M 1 4 3 IHIIMMH BUTAM U
1HBa3UBHOI rpuOKoBoi 1HPekil. CepenHs TpUBaIicTh NPO(UIAKTUKH JOCIIHKYBaHUM IpenapaToM
B [TT-rpyni cranoBuna 95,5 nHiB.

IMomepenubo miaTBEpKEH] a00 IMi103pIOBaHi iHBa3uBHI rprOKOBi iH(eKIii Bunukany 7,5 % (3/40)
MAaIi€HTIB MPOTATOM IEPIIOr0 POKY MiCIs TPaHCIUIAHTAIlll CTOBOYPOBUX T€MOIMOSTUYHHUX KITITHH,
BKJIFOYAIOYM OJIMH BUIAJIOK KaHJUJEMI1i, OIMH BUIAJIOK CIIeA0CIOopio3y (00uaBa Oyiu peuunBaMu
MOTepeIHbO1 1HBa3UBHOT IpMOKOBOT iH(EKIiT) 1 0AWH BUNAI0K 3UroMiko3y. KoedimieHT BIOKUBaHHS
Ha neHb 180 cranosus 80,0 % (32/40), a mpotsirom 1 poky ckias 70,0 % (28/40).

Tpusanicte tepamii. [lig gyac kaiHivHUX gociimkeHb 705 marieHTiB 3aCTOCOBYBAIM BOPUKOHA30J
noBie 12 THKHIB, a 164 manieHTH — TOBIIE 6 MICSIIIIB.

Hitu. 53 mamieHTH IUTSYOTO BiKY Bif 2 10 18 pokiB oTpuMyBasn JIiKyBaHHS BOPUKOHA30JIOM Y
JIBOX MPOCTIEKTUBHUX, BIIKPUTHX, HETTOPIBHSUIBHUX, 0araTOIEHTPOBUX KIIHIYHUX JOCTIKeHHIX. B
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OJTHOMY JOCII/DKEHHI B3sIB y4yacTh 31 MaIli€HT i3 MOXJIMBUM, HiATBEPKEHUM abo0 BipOTiTHUM
1HBa3UBHUM aclepriibo3oM, 3 AKX Yy 14 mamientiB OyB MiATBEp/DKEHHI abo BiporigHUM
iHBa3WBHUW acmepriibo3. [IUx TallieHTiB BKIIOYMIM B aHaNi3W €(QEKTHBHOCTI JIAHHUX
Moar(dikoBaHOT BUOIPKHU MALI€HTIB, IKUM OyJI0 MPU3HAYEHO JIIKYBaHHS. Y JPYTrOMY TOCIiKEHH1
B3SUTM y4yacTh 22 Mali€HTH 3 1HBaA3UBHUM KaHIUJ030M, 30KpeMa KaHJIUIEMI€I0 Ta KaHIAUI030M
CTPaBOXOJy, fIKI MOTpeOyBalM MPOBEICHHS OCHOBHOI 4K pe3epBHOI Tepamii. 3 HUX MaI[i€HTIB
17 Gyno BkJIIOUEHO B aHaJI3U €(PEKTUBHOCTI JAaHUX MOAU(IKOBaHOT BUOIPKH MAIlIE€HTIB, IKUM OyJI0
MPU3HAYEHO JIIKYBaHHS. Y MAIli€HTIB 3 1HBa3MBHUM acleprijib030M CyKyIHa YacTOTa 3arajbHOl
BiamoOBii yepe3 6 TwkHIB ctaHoBUIa 64,3 % (9 i3 14); yacToTa 3arasbHOI BiJAMOBIAI B MAI[i€HTIB
BikoM Bix 2 110 12 pokiB cranoBmia 40 % (2 3 5), a B mamienTiB BikoM Bix 12 1o 18 pokis — 77,8 %
(7 i3 9). V mamieHTiB i3 KaHIWJAEMIEI0 YacTOTa 3arajbHOI BiAMOBiAI HAa MOMEHT 3aKiHYEHHS
JiKyBaHHs cTaHoBHIIA 85,7 % (6 13 7), a 1y1sl malieHTiB 3 KaHaua030M ctpaBoxoay — 70 % (7 i3 10).
CykynHa 4actoTa BiamoBiai (y MHami€eHTIB i3 KaHAMACMIEI0 Ta KaHIHI030M CTPABOXOAY Pa3oM)
cranoBuia 88,9 % (8 i3 9) y mamientiB Bikom Big 2 g0 12 pokiB ta 62,5 % (5 i3 8) y marieHTiB
BikoM Bia 12 no 18 pokis.

KiiHigHI JOCTI/PKeHHS 1010 BU3HAYeHHs iHTepBay QT.. /I OIiHKK BILUTUBY JTOCIIiTHUX 3aC00iB
Ha iHTepBan QT. 370poBuX [0OpoBONBLIB Oylo MpoBeAeHE IUIaned0-KOHTPOJIHOBAHE,
paHIOMI30BaHe MEpexpecHe MJOCHIIPKEHHS 13 OAHOKPAaTHHUM 3aCTOCYBAHHSM JOCIIIKYBaHOTO
npernapaty. Y XoOJIi JOCHIDKEHHS 3acCTOCOBYBAJIMCSA 3 JI03M BOPUKOHA30JIy Ta KETOKOHA30Iy
nepopanbHo. CKOpUTOBaHE BIJHOCHO ILIAIe00 cepelHE MaKCUMaJIbHE TI0JIOBKEHHs iHTepBay QT
MOPiBHSHO 3 TTOYATKOBUM piBHEeM cTaHoBuio 5,1, 4,8 Ta 8,2 Mc micns 3actocyBanns 800, 1200 ta
1600 mr BopukoHazony BiamoBigHO Ta 7,0 Mc micas 3actocyBaHHsS 800 Mr KeTOKOHazomy. Y
KOJJHOTO yYacCHHMKa MJOCIHIJDKEHHS IMOAOBKEHHs iHTepBany QT: He mocsarino > 60 Mc BiJHOCHO
BUXITHOTO piBHA. [lepeBHIeHHS MOTEHIIIWHO KIIIHIYHO 3Ha4yymoro mopora 500 Mc y >KOZHOTO
y4acHHUKa JOCIIKEHHS HE CIIOCTEPiranocs.

DapmaroKkiHemuxa.

3aranbHi hapMaKOKiHETHYHI XapakTepucTuku. PapMaKkOKiHETUKA BOPUKOHA30ITY JTOCIIIIKYBAJaCs
y 3[0pOBUX TOOPOBOIBIIB, Y OCOOJIMBUX TPyl MAalli€HTIB Ta y XBopux. [Ipu mepopamsHOMY
3actocyBaHHI mpemnapaty y mo3ax 200 mr ado 300 mr 2 pa3u Ha 100y npoTsarom 14 mi0 y marmi€eHTiB
13 MiJIBUIIEHUM PU3HKOM PO3BUTKY aCHEpPriibo3y (FOJOBHUM YHWHOM Y MALI€HTIB 31 3JI0SKICHUMHU
HOBOYTBOPEHHSAMH JIM(}ATUUHUX T4 KPOBOTBOPHUX TKAHHUH) (PapMaKOKIHETUYHI XapaKTEPUCTUKU,
10 JOCIIJUKYBAJIKCA, @ CaMe — MIBUJIKICTh Ta PIBHOMIPHICTh abcopOLii, KyMyJisiis Ta HeJiHIHHUN
xapakTep GpapMaKOKiHETHKH, OyJIM aHAJIOTIYHI TAKUM Yy 370POBHUX IOOPOBOJIBIIIB.
dapMaKkOKiHETHKAa BOPUKOHA30Jy € HENiHIMHOIO 3aBISKH HOro iIHTEHCMBHOMY MeTabomizmy. [Ipu
MiIBUINEHH] 703U 30UIBIIEHHS] €KCIO3UIlII € BUIMM, HDX mporopiiiHe. [lizpaxoBaHo, mo npu
MepopabHOMY 3acTOCYBaHHI 30inbineHHs q03u mpemapaty 3 200 mr go 300 mr 2 pa3u Ha 100y
NPU3BOJUTE JI0 MiaBHINeHHS Horo ekcnosumii (AUC;) B cepemnpoMmy B 2,5 pasza. IlepopanbHa
HaBaHTaxXyBajdbHa g03a 200 mr (abo 100 mr mist mamieHTiB 3 Macorw Tina Hux4de 40 Kr) mocsarae
€KCIO3HIIii, IO BIJAMOBIJAE 3aCTOCYBAaHHIO JIO3M 3 MI/KI' BHYTpPIIIHBOBEHHO. IlepopaibHa
HaBaHTaxyBajdbHa g03a 300 mr (abo 150 mr mist mamieHTiB 3 Macorw Tina Hux4de 40 Kr) mocsarae
€KCITO3UIii, 10 BIANOBIAA€ 3aCTOCYBaHHIO /103U 4 MI/KI BHYTpilIHbOBeHHO. Ilpu 3acrocyBaHHI
HaBaHTXYBAJIBHUX JI03 BOPHKOHA30JIY NEPOPaTbHO a00 BHYTPINIHHOBEHHO HOTO KOHIIEHTpAIii y
11a3Mi KpoBi, OJU3bKI IO PIBHOBAKHUX, JOCSATAIOTHCS BIIPOJOBXK MepIux 24 roauH Teparii. SKio
PeKMM HAaBaHTaXYBAJIbHHUX 03 HE BHKOPHUCTOBYIOTh, HpH 0araTopa3oBOMY 3acTOCYBaHHI
BOPUKOHA30dy 2 pa3u Ha A00y y OIUIbIIOCTI Mali€HTIB HOro KyMyssilisi 3 JOCATHEHHSM
PIBHOBa)XHOI KOHIIEHTpAIlI1y T1a3Mi KpOBi BiIOYyBa€ThCS HA 6-Ty 1100y .

AbGcopbuis. BopukoHa3oi MIBHAKO Ta MaiKe IMOBHICTIO a0COpOYyeThCS MICHs HEpOPaTbHOTO
3actocyBaHHsI 3 Cmax 4epe3 1-2romuHM Ticis 3acTocyBaHHS. AOCOMIOTHA O10JOCTYIHICTH
BOPHKOHA30JIy MiCJs MOro MepopanbHOrO 3acTOCyBaHHS CTaHOBUTH 96 %. Ilpu GaratopasoBomy
3aCTOCYBaHHI BOPUKOHA30JY 3 1K€ 3 BUCOKHM BMiCTOM KHUPIB piBHI Cmax Ta AUC; 3HUKYBaIHCS
Ha 34 % Ta 24 % BigmoBimHo. 3miHa pH OUTYHKOBOrO COKYy HE BIUIMBaE Ha aOCOPOIiro
BOPUKOHA301Ty.

Poznozisi. O6’eM po3moiisly BOPHKOHA30JIy B PIBHOBXHOMY CTaHI OIIHIOEThCS Ha piBHI 4,6 J/kT,
IO CBIAYUTH MPO MOro 3HAYHUN PO3MOAUT Yy TKaHWHHU. 3B’SA3yBaHHsS BOPUKOHA30Jly 3 OLIKaMHu
IJ1a3MH KPOBI OL[IHIOEThCS Ha piBHI 58 %. Bopukona3zon OyB 11eHTU(DIKOBAHUHN Y KIIBKOCTSX, L0
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MOKHA BHUSIBUTH Yy BCiX 3pa3Kax CIIMHHOMO3KOBOI piJMHH, B3ATHUX y 8 MaIli€HTIB y paMKax
0J1aro1iTHO-10CTIi THUIIBKOT TPOTPaMHU.

Merta6ouizm. JlocmikeHHs in VILrO MpOAEMOHCTPYBaJIM, IO BOPHUKOHA30J METaboIi3yeThes
13opepmentamu  CYP2C19, CYP2C9 ta CYP3A4 uuroxpomy P450. Bopukonaszon
XapaKTepU3y€eThCs BUCOKOIO BapiabeabHICTIO papMaKOKIHETUKH Y PI3HUX OCi0.

HocaimxenHs in vivo npoaeMmonctpysainu, mo CYP2C19 Bigirpae 3HauHy poib y MeTaboui3mi
BOpuKoHa3omy. Llei pepMeHT xapakTepu3yeThcs reHeTHYHUM nojaiMopdizmoM. Hanpukmnan, MmoxxHa
ouikyBaTH, 1m0 15-20 % narieHTaM MOHr0J0iHOI pacu OyJie BIACTHUBHH MOBUIBHUNA MeTabo0i3M
uporo mnpemnapaty. Cepel NpeICTaBHUKIB €BpPOMEOiHOT Ta HETpOifHOI pac KUIbKICTh 0Ci0 13
MOBUIBHUM MeTa0o0Ji3MOM CTaHOBUTH 3-5 %. Jlocmi/pkeHHs, MPOBEICHI 3a Y4YacTIO 30POBUX
JTOOPOBOJIBIIIB  €BPOMEOITHOT pacd Ta SMOHIB, MPOJACMOHCTPYBAIH, IO Y «IOBIJIBHUX
MeTaboI113aTOPiBY» BOPUKOHA301y ekcro3ulis npenapary (AUC,) B cepequboMy B 4 pa3u BUIIA, HIX
y Tpymli TOPIiBHAHHA — Y TOMO3HTOTHUX «IIBUIKHX METab0Ii3aToOpiB» BOPUKOHA30IY.
I'eTepo3uroTHi «mBUAKI MeTabOIi3aTOPH» BOPHUKOHA30Jy MAalOTh B CEPEAHBOMY B 2 pa3H BHUIILY
€KCIIO3HUIIiIO0 IIpernapary, Hi>K y TpyIli HOPIBHSIHHS — Y TOMO3UTOTHHUX «IIBUJIKMX METa00I13aTOPiBY.
IomoBHEM MeTa0OIITOM BOPHKOHA30Ty € N-OKCHJ, 0 CTAaHOBHUTH 72 % yciel KiTbKOCTI MiYCHHX
pafioaKTUBHUM 130TOMOM MeETalOIiTiB, MO0 HUPKYIIOIOTh y mia3mi kposi. Lleit merabomit
XapaKTepU3y€eThCsl MIHIMAJIBHOIO IMPOTUTPUOKOBOIO AKTHBHICTIO Ta HE BIUIMBAE Ha 3arajbHy
e(EeKTUBHICTh BOPUKOHA30IY.

Exckpertis. BoprkoHa3051 BUBOAUTHCS 3 OPraHi3My IUIIXOM MEYiHKOBOTO METa00J113MYy, MEHII HiXkK
2 % 3acTOCOBaHOI 103U BUBOJIUTHLCS 13 CEUCIO B HE3MIHEHOMY BHUTJISIIL.

[Ipy BHUKOpHCTaHHI MIYEHOTO pPaJilOAKTHBHUM 130TOIIOM BOPHUKOHA30Jy B C€Ul BHU3HAYAIOCS
npubmsHo 80 % pamioakTHBHOCTI Ticis 0araTopa3oBOr0 BHYTPIIIHHOBEHHOTO 3aCTOCYBAaHHS
nperapatry Ta 83 % — micas  GaraTopa3oBOro NEpPOpaJbHOTO  3acTOCYyBaHHA. binbma
gactuHa (> 94 %) pafioaKTHBHUX PEYOBHH BUBOJMIIACS 3 OPraHi3My MPOTITOM Mepumx 96 roauH
K IICIIsl BHYTPIIIHBOBEHHOT0, TaK 1 MiCIs NEPOPaIbHOI0 3aCTOCYBaHHS penapary.

TpuBasicTh nepiosy HarmiBBHBEICHHS BOPUKOHA30JTY 3aJICKHUTH BiJ 103U Ta CTAHOBUTH MPUOIH3HO
6 roauH micias nepopanbHOro 3actocyBaHHs 103 200 Mr. 3aBsKM HENiHINAHIA (apMaKOKiHETHII
mepioJ] HaANiBBUBEJCHHS HE BHKOPHCTOBYETHCS [UIA OIIHKH KyMyJsmii abo emimiHarii
BOPHKOHA30ITy.

dapMaKOKIHETHKA Y OCOOJIMBUX TPYII NAIi€HTIB.

Cratb. Y nociipkeHH1 0araropazoBOro nepopaibHOro 3aCTOCYBaHHS BOPUKOHA301y piBHI Cmax Ta
AUC; y 310poBHX MOJIOIUX KIHOK Oynu BiamoBigHO Ha 83 % Ta Ha 113 % BuIe, HIXK y 3I0pOBUX
MosionuX 4YoioBikiB (18-45 pokiB). Y mpomMy X JOCHIKEHHI HE CHOCTEpiraiocs >KOIHHUX
CTaTUCTUYHO 3HAYYIIMX BIIMIHHOCTEH MK IIMMHU IMOKAa3HUKAMHU y 3I0POBUX YOJIOBIKIB Ta JKIHOK
JITHBOTO BIKY (= 65 pokiB). Y KIiHIYHIM mporpami He 3/iCHIOBaTIacs KOPEKIis 103U 3aJI€KHO BiJ
CTaTi yYyacHHKIB gociikeHb. [Ipodini Oe3rekn Ta KOHUIEHTparii y Ijia3Mmi KpoBi mpemnapary y
KIHOK Ta YOJIOBIKiB Oy aHANOTIYHUMHU. TakuM YUHOM, HEOOXIJHOCTI KOPEKIIii 103U mpemnapary
3aJIEKHO BiJI CTaTl HEMAE.

[arieHTH JTITHROTO BiKYy. Y KIIHIYHOMY JIOCIIKEHHI 0araTopa3oBOro 3aCTOCYBaHHsI Mpernapary
nepopainbHOo pPiBHI Cmax Ta AUC: y 310pOBHX YOJIOBIKIB JIITHBOTO BIKY (=65 pokiB) Oynu
BimoBiiHO Ha 61 % Ta Ha 86 % BUIE, HIX y 370pOBUX MOJoauX 4osioBikiB (18-45 pokis). He
CIOCTEPIranocs >KOJHUX CTATUCTHYHO 3HAUYLMX BiIMIHHOCTEH piBHIB Cmax Ta AUC; y 310poBUX
KIHOK JIITHBOTO BiKY (> 65 pokiB) Ta 370pOBUX MOIOANX KiHOK (18-45 pokiB).

VY KIiHIYHHUX JOCTIIKEHHSIX He 3JIMCHIOBANAcs KOPEKIis J03U 3aJIeKHO Bij BiKy. CrocTepiraBcs
B3a€MO3B 30K MDK IIJIJa3MOBHMH KOHIICHTpAIlisIMH Ta BiKOM. [Ipodin Oe3nexku BOPUKOHA3OMY Y
MOJIOIMX TAIlI€HTIB Ta MAaII€HTIB JITHHOTO BiKy OyJiM MOAIOHUMHU, TOMY HEOOXiHICTh Y KOPEKIii
JI03U JUTSI TTAIi€EHTIB JIITHBOTO BiKY BiICyTHS (UB. po3ais1 «CrociO 3aCTOCyBaHHS Ta 103K ).

Jitu. PexomenmoBana no3a mpemnapaTry Uil IEpOpPAIBbHOTO 3aCTOCYBaHHS MITSIM 0a3yeThCs Ha
(hapMaKOKiHETUYHOMY aHaNi31 JaHUX, OTpUMaHUX Bia 112 mitei BikoMm 2-12 pokiB 31 3HUKEHUM
iMyHiTeTOM Ta 26 nitei BikoM 12-17 pokiB 31 3HI)KEHUM IMYHITETOM. 3aCTOCYBaHHS 0araTopa3oBHX
no3 3,4, 6, 7 ta 8§ MI/Kkr 2 pazu Ha 100y BHYTPIIITHROBEHHO Ta 0aratopa3oBux 103 4 Mr/kr, 6 Mr/kr
ta 200 Mr 2 pa3u Ha 100y MepopasibHO (TIOPOIIOK ISt IPUTOTYBAaHHS CYCHEH311 ISl IIepOopaIbHOTO
3aCTOCYBaHHS) OIiHIOBaNOCS MiJ 4Yac 3 (papMakOKIHETUYHHMX JOCII/DKEHb 3a Y4YacTiO JiTeil.
HaBantaxyBanpHi n03u 6 MI/Kr 2 pa3u Ha 400y BHYTPIIIHROBEHHO Yy TEpUIMHA ACHb, IO
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CYIIPOBOJUKYBAJIMCA HACTYITHUMHU JI03aMH 4 MI/KT 2 pa3u Ha 100y BHyTpimHbOBeHHO Ta 300 Mr
2 pa3u Ha 100y mepopanbHO (TabJETKH), OLIHIOBATUCS MiJ 4Yac OAHOrO (apMaKOKiHETUYHOTO
JOCIIDKEHHS 32 y4JacTio JiTed. Y JaHoi Kareropii MamieHTIB crocTepiraiacs OUIbII BHpakeHa
1HIUBITyalibHA BapiaOebHICTh MOPIBHIHO 3 IOPOCIUMH.

[lopiBHsIHHS (apMaKOKIHETUYHUX @apaMeTpiB JAITEH Ta JOpPOCIMX I0Ka3zajo, II0 OYiKyBaHa
3aranbHa ekcro3uiis (AUCt) y miTeidl micias BBEeIEHHS HaBaHTaXyBAJIbHOI J03U 9 MI/KT
BHYTpiIIHbOBeHHO Oyiia nopiBHsiHHA 3 AUC; y JOpociauX Miciis 3aCTOCYBaHHS HaBaHTaXKyBaJIbHOT
no3u 6 mr/kr BHyTpimHbOBeHHO. AUC; y giTell micis 3acTOCyBaHHS MIATPUMYIOUHX 03
4 ta 8 Mr/kr 2 pasm Ha no0y BHYTpilIHBROBeHHO Oyna mopiBHsHHA 3 AUC: y mopociux micis
3actocyBaHHs 3 Ta 4 MI/KT 2 pa3u Ha 100y BHYTpimmHboBeHHO. AUC: y aiTeil micist 3aCTOCyBaHHS
miaTpuMyr4doi 1o3u 9 mr/kr (makcumyMm 350 mr) 2 pasu Ha 100y mepopalibHO OyJia TOpiBHSHHA 3
AUC; y nopociux micis 3actocyBaHHs 200 Mr 2 pasu Ha 100y mnepopanbHo. Excrosuiis
BOPMKOHA30JIy MICJs 3aCTOCYBaHHs J03U 8 MI/KI' BHYTPIIIHBOBEHHO OyzAe B 2 pa3u BHIIOIO, HIXK
IIPY 3aCTOCYBaHHI 103U 9 MI/KT IepOpabHO.

Bumia, HiX a8 popociux, HIATpUMYROYa 703a Ul BHYTPIIIHBOBEHHOT'O 3aCTOCYBaHHS MITSIM
BiZoOpakae OibIIy 3/aTHICT O eiMiHalii y 3B’ 53Ky 3 OLIBIIO0 MaCOIO MEYiHKH BiJHOCHO MacH
tina. [Ipu nepopanbHOMY 3acTOCyBaHH1 010J0CTYMHICTH MpernapaTy Moke OyTH 3HIKEHA y AiTeH 13
MasibaOCcopOIi€el0 Ta MAyK€ HHU3bKOK BIAHOCHO BIKY Macorw Tura. Y TakKuX BHIAJKaX
PEKOMEH Ty €ThCS 3aCTOCOBYBATH BOPUKOHA30J1 BHYTPIIIIHBOBEHHO.

Excro3utiiss BOpuKOHA30ily y OIJBIIOCTI AITEH cTapmioro BiKy Oylia TMOPIBHSHHOK Takid y
JOPOCIIUX IPU OJHAKOBOMY peXHuMi 1o3yBaHHsA. ONHAK Yy JESKUX AITeH CTapIIOro BiKY 3 HU3BKOIO
Macol TiJIa CIIOCTepiranacs HMK4Ya €KCIO3HUIlis BOPUKOHA30y MOPIBHSHO 3 TAKOK Y JOPOCIHX.
Cxoxe, 0 Y TaKUX Mali€HTIB MeTabo0Ji3M BOPUKOHA30y MOJIOHUH O Takoro y JiTei, a He y
JopocnuX. 3 orjsAy Ha GapMaKOKIHETUYHUN aHaMi3 MOMyJsiii JiTh BikoM 12-14 pokiB 3 Macoro
Tina meHme 50 KT MalOTh OTPUMYBATH J03U s AiTed (auB. po3nin «Crmocid 3acTocyBaHHS Ta
T031»).

Hopymienns GYHKILT HUPOK. Y Mali€HTIB i3 HUPKOBOIO HEJOCTATHICTIO BiJl TOMIPHOTO JI0 TSKKOTO
cTymneHs (piBeHb KpeaTHHIHY y CUPOBATII KPoBi < 2,5 MI/a1) BiI0OyBa€eThCs HAKOMUYEHHS HATPito -
MUAKJIOACKCTPUHY CyibpoOyTmiioBoro edipy (mmB. posmin «Crocié 3acTocyBaHHS Ta J03W» Ta
«Oco0IMBOCTI 3aCTOCYBAHHS»).

Hopymenns dynkuii nevinku. [licnst pazoBoro nepopanbHOro 3acrocyBanss npenapary (200 mr) y
MaIi€HTIB 13 IETKUM a0o0 MOMIpHUM HHUPO30M TediHku (kiac A Ta B 3a kmacudikamiero Yaiinna—
IT’10) piBers AUC OyB Ha 233 % BUIIIMM TTOPIBHSHO 3 TAKUM Y TAIIEHTIB 3 HOPMAIbHOIO (PYHKIIIE€IO
nevinku. [lopymeHHs ¢yHKIIT MEeYiHKM HE BIUIMBA€ Ha 3B sS3yBaHHS BOPUKOHA30illy 3 OlKkaMu
KpOBI.

VY Xoni KIIHIYHOTO JOCTIIKEHHs 06araTopa3oBOro 3aCTOCYBaHHS Iperapary MepopajbHO piBEHb
AUC; O0yB moaiOHMM y MaIi€HTIB 3 MOMIPHUM HHUPO30M MediHKH (ki1ac B 3a kmacudikariiero
Yaiinma—IT'10), ki 3acTocoByBaiy miarpumyrody ao3y 100 mr 2 pasu Ha 100y, Ta y MalieHTiB 3
HOpMaJIbHOIO (DYHKITIE€IO MMEUiHKH, K1 3acTocoByBayd 1o 200 Mr mpenapaty 2 pa3u Ha 100y. JlaHi
mon0 (apMaKOKiHETHKM Tpenapary y Malie€HTiB i3 TSHKKUM nupo3oM medinku (kmac C 3a
knacudikaniero Yaitnga—II'10) BimcytHi (muB. posnin «Cmoci® 3acTocyBaHHS Ta JO3U» Ta
«OcobaMBOCT1 3aCTOCYBaHHS).

Kniniuni xapakTepucTuku.

Ilokasannsa.

[IpodinmakTrka iHBa3UBHUX IPUOKOBHX 1H(MEKIIIH IIPH aJIOTeHHIN TpaHCIIaHTaIli1 KICTKOBOI'O MO3KY
y Mali€HTiB 3 BUCOKUM PU3UKOM TaKOTO YCKJIaHEHHSI.

Bidenn ciig3acToCcOBYBaTH JOPOCIUM 1 JITSIM IS JTIKyBaHHS:

— 1HBa3MBHOT'O ACTIEPTiIbO3Y;

— KaHAWUJEeMIi, 110 He CYIPOBODKYETHCSI HEUTPOIIEHI€10;

— TSDKKHX 1HBa3MBHUX iH(Deki#, cipuunnenux Candida (sxirouatoun C. Krusei), pe3aucTeHTHUX J10
(baykoHazomys;

— TSHKKUX TPUOKOBHX 1H(EKIIi i, cipuunHeHnx Bugamu Scedosporium i Fusarium.

[NamienTam 13 nporpecyrouuMHy iH(pEKUisIMU Ta 1H(QEKIiIMH, 1110 MOTEHIL1IHO 3arpOXKyIOTh KHUTTIO,
Bigenn cnig3acTocoByBaTH y SIKOCT1 CTapTOBOI Tepamii.



IHpomunoxazanns.

— 'inmepuyTnuBiCTh 10 Ai104901 peuoBUHU a00 10 OYy/Ib-5IKO1 TOTIOMIXKHOI pEUOBHHH TIpenapary.

— OnnouacHe 3actocyBaHHs 13 cyocTpatamu CYP3 A4, tepdenaamHoM, acTeMi30JI0M, IU3AMPHAOM,
MMO3UIOM, XIHIJIMHOM a00 1BaOpaanHOM, OCKIJIBKH TiIBUIICHHS KOHIIEHTPAIlIN IIUX JIKAPChKHUX
3ac00iB y MIa3Mi KpOBI MOXe MPU3BECTH /10 OJOBXKEHHs iHTepBany QT. Ta 3pijgKa — 10 pO3BUTKY
NUTYHOYKOBOI Taxikapii Tumy «mipyer» (torsades de pointes) (muB. po3main «B3aemonis 3 IHIIUMHU
JTIKapChKUMU 3aC00aMH1 Ta 1HIII BUAM B3aEMOIII).

— OnHoyacHe 3acTocyBaHHS 13 pudaMminuHoM, kapbaMaszeninoMm Ta peHo0apOiTanoM, OCKIIBKY 111
JTIKapCchKi 3ac00M 3[aTHI CYTTEBO 3HMKYBAaTH KOHIIEHTpAIlii BOPUKOHA30JY Y IJIa3Mi KpPOBi (JIUB.
po3min «B3aemoisi 3 IHIIMMU JTIKAPCHbKUMH 3aC00aMU Ta 1HII BUIN B3aEMOIN» ).

— OHOYacHE 3aCTOCYBaHHS CTaHIAPTHUX /103 BOPUKOHA30ITy 3 ehaBiper3oM y 1031 400 mr Ha 100y
abo BHIIE, OCKUIbKM 3aCTOCYBaHHs e(daBipeH3y Yy TaKHUX J103aX 3HAYHO 3HUXKYE KOHLEHTpaIii
BOPHKOHA30JIy y IJIa3Mi KpPOBi Y 3/I0pOBHUX JOOPOBOJIBIIB. BOpHKOHA30J TaKOXK 3HAYHO ITi/IBUIIYE
KOHIIeHTpalii edaBipeH3y B Ia3Mi KpoBi (AuB. po3ail «B3aemomis 3 1HIIMMH JiKapCbKUMU
3aco0aMu Ta iHIIN BUAW B3a€EMOJii»; PHU 3aCTOCYBaHHI HIKYHX JI03 JWB. po3aisl « OcOOIUBOCTI
3aCTOCYBaHHS).

— OnmHO4YacHE 3aCTOCYBaHHS 3 BHCOKMMH J03aMH puToHaBipy (400 mr abo Buiie 2 pa3u Ha 100Y),
OCK1JIBKH 3aCTOCYBaHHS TAKUX J103 PUTOHABIPY MPU3BOIUTH JI0 CYTTEBOIO 3HMKEH H KOHLIEHTpaIii
BOPUKOHA30Jly y IIJIa3Mi KpOBI Yy 3I0pOBUX JTOOPOBOJBINB (MPH 3aCTOCYBaHHI HWIKYUX J103
PUTOHABIPY IUB. pO3ia « OCOOIMBOCTI 3aCTOCYBAHHS).

— OpHouacHe 3acTOCYBaHHSA 3 aJKajoigaMu PIXKKIB (eproraMmiH, AWTIAPOEProTamiH), SKI €
cyocrpatamu CYP3A4, oCKiJIbKM TiJBHILEHHS KOHIIEHTpAIid IHUX JKAPCHKUX 3acO0iB y IMia3Mmi
KPOBI MOX€ MPU3BECTH JI0 €ProTU3My (AMB. po3aia «B3aemomis 3 IHIIMMHU JIIKAPCHKUMH 3aC00aMu
Ta 1HIII BUU B3aEMOIII»).

— OngHoYyacHe 3aCTOCYBaHHS 13 CHPOJIIMYCOM, OCKLJIBKM BOPUKOHA30Jl MOYKE CYTTEBO IiIBULIIYBAaTH
KOHIIGHTpAIlii CHUpONMyCy y Ia3Mi KpoBi (IuB. po3min «B3aeMomis 3 iHIIMMH JIKapCHKUMU
3aco0aMM Ta 1HIII BUIU B3aEMOIII).

— OpHouacHe 3aCTOCYBaHHsSI 13 mpemaparamu 3BipoOoro (AuB. po3ain «B3aemomis 3 iHIIMMU
JTIKapChbKUMU 3aC00aMHM Ta 1HILI BUIAU B3AEMOJIIN»).

— OnHoyacHe 3aCTOCYBaHHS 3 BEHETOKJIAKCOM Ha MOYaTKy JIKYBaHHs Ta MiJ 4yac (a3u TUTPpyBaHHS
703U BEHETOKJIAKCY, OCKIJIbKM BOPHKOHA30J], HMOBIPHO, 3HAYHO MiJBUIIYE KOHIEHTPALO
BEHETOKJIAKCY B TUIa3Mi KpOBI Ta 301JbIIy€ PU3UK CHHIPOMY JII3UCY IMYyXJIHHU (IUB. PO3IiT
«B3aeMopis 3 IHIIMMH JTIKAPCHKUMH 3aCO0aMU Ta 1HII BUIU B3a€EMOIIN»).

B3aemo0ia 3 inwumu nikapcokumu 3acooamu ma inuii 6uou 63aEmMo0iil.

BopukoHna3on mnpurHidye akTHBHICTH Ta MeETa0oJi3yeThcs i3o0pepmeHTamMu muToxpomy P450:
CYP2C19, CYP2C9 ta CYP3A4. IuriGiTopu a0 iHIYKTOpPH KX 130()epMEHTIB 3/1aTHI BiAMOBITHO
IiJBUIYBAaTH a00 3HI)KYBaTH KOHIIEHTpAlii BOPMKOHA30y Yy IUIa3Mi KpPOBi, a BOPUKOHA30J Ma€e
MOTEHIIia] MiJBUILYBaTH KOHIEHTpAIii y Ija3Mi KpOBI PEYOBHH, sIKi METAaOONI3yIOThCS ITUMHU
130¢epMeHTaMu nutoxpomy P450; 30KkpeMa, 1€ CTOCYeTbCS PEYOBHH, SKI METabO0Ii3yIOThCA
CYP3A4, ockinbku BopukoHa3on € cuiabHUM iHTIOITOpoM CYP3A4, xoua 30impmenHs AUC
3aJIeKUTBD BiJl cyOcTpary (AMB. TAOIUIIIO HIDKYE).

JocnipkeHHsT B3a€EMOJII JIIKapChKUX 3aco01B MPOBOIMIIM 32 Y4YacTIO 370POBUX JOOpPOBOJIBIIIB
YOJIOBIYOi CTaTi, AKi 3acTocoByBasu BOpuKoHa301 200 mMr 2 pasu Ha 100y MepopaibHO Ta
Oaratopa3oBo 10 JOCSITHEHHS PIBHOBa)XKHOTO cTaHy. OTpuMaHi1 pe3yJbTaTH TAK0X 3aCTOCOBHI JI0
IHIIMX TPYII NAI[i€HTIB Ta CIIOCO01B 3aCTOCYBAHHSL.

Bopukona3zon ciij 3aCTOCOBYBAaTH 3 OOCPEKHICTIO MAaIli€EHTaM, SKI OJHOYACHO MPUUMAIOTh 1HIII
JTIKapchKi 3aco0M, 10 MPOJOHTYIOTh iHTepBan QT.. Y BHmamkax, KOJIM BOPUKOHA30JI TAaKOX Ma€
MOTEHIla] TIJBUILYBaTH KOHIIGHTpAIi Yy TIula3Mi KpPOBI PEUOBHH, IO METa0O0II3yIOThCS
i3opepmenramu CYP3A4 (neski aHTUTICTaMiHHI 3aco0W, XIHIJWH, MHU3aNpUi, MIMO3UA Ta
iBabpavH), iX OZHOYACHE 3aCTOCYBaHHS IPOTHIIOKA3aHO.

[Hdopmartiro Mmoo B3aEMO/Iii BOPUKOHA30IY Ta IHINHMX JIKAPCHKUX 3aC00iB HAaBEICHO y Tadmuii 3.
HanpaBneHHs CTpijOK Ui KOXKHOTO mapameTpa (apMaKOKiHETHMKH Oa3zyeTbcs Ha JIOBIpUOMY
inTepaii 90 % reoMeTpUYHOTO CEPETHBOTO CITiBBi THOIICHHSI.
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CuMBONHM Ta CKOPOYEHHS, BUKOPUCTaHI B TAOMUII, Ta iX 3HAUEHHS: <> — 3HAXOAUTHCA Y Mexax 80-
125 %; 1 — Bume 80-125 %; | — amxue 80-125 %; * — nBoOGiunHi B3aemoii; AUC, — mioma i
KpUBOIO Haja A030BUM iHTepBanioM; AUC: — mioma mijg KpuBor Bix dacy «0» mo gacy i3
MOKa3HUKOM, 1110 Bu3HauaeTbes; AUCo., — Mitomia mij KpuBoro Bif yacy «0» 10 HECKIHUEHHOCTI; H/3

— HE 3aCTOCOBHO.

B3aemonii B TaOnuii HaBeJEHO y TaKOMY HOPSJAKY: OJHOYACHE 3aCTOCYBAaHHS MPOTHIIOKAa3aHO,
OJIHOYACHE 3aCTOCYBaHHsS BHUMarae migooOpy J03M Ta PETEIbHOr0 KIIHIYHOTO Ta O10J0TIYHOTO
CIOCTEPEKEHHS, OJJHOYACHE 3aCTOCYBAHHS HE Ma€ 3HAUyIMX (papMaKOKIHETHUHUX B3a€MOIi, ane
MO’Ke BUKJIMKATH KJIIHIYHY 3a111KaBJIEHICTh y JaH1{ TepaneBTUYHIN ramysi.

Tabnuys 3.

Jixapcokuii 3acio
(mexanizm 63aemo0il)

Bzaemooisn
Cepeone ceomempuune 3min, %

Pexomenoayii wooo
0O0HOYACHO20 3ACMOCYBAHHSL

AcTemizod, mu3anpu/, MiMo3u/I,
XiHiauH, TepdheHaanH Ta
iBabpaaun (CYP3A4-
cyocTpaTh)

Xoya BIZAIMOBIIHI JOCIIKEHHS
HE TIPOBOJIUIIUCSI, TT1 IBUIIICHHSI
KOHLIEHTpPAIil [UX PEUOBUH Y
TJ1a3Mi KPOBI MOYKE ITPU3BOAUTH
110 TToIoBKeHHs iHTepBany QT
Ta P1AKO — JI0 PO3BUTKY
IITYHOUYKOBOI Taxikapaii Tumy
«IipyeT»

Iporunoka3zano (UB. po3Iia
«IIpoTunokazaHHs»)

Kap6amaszenin ta 6apoiTypatu
TPUBAJIOI 111, HATIPUKIIAT

(dhenobapbiTan, medobapbiTan
(notyxHi ingykropu CYP450)

He3Baxkarouu Ha BIJICYTHICTD
BIAIIOBIAHUX JOCHIKEHD,
BIPOT1/IHO, 1110 KapOaMaserid Ta
OapOiTypaTu TpUBAIOI il
MOKYTb 3HAYHO 3HMKYBATH
KOHIICHTpAIlii BOPHKOHA30IY Y
TJ1a3Mi1 KPOBI

Iporunoka3zano (JUB. po3ia
«IIporunokazaHHs»)

Edasipens (HeHYKII€03UIHUMA
1HT161TOp 3BOPOTHOT
TpaHCKpUNTa3n) (1IHAYKTOP
CYP450; iuribiTop Ta cyocTpar
CYP3A4)

400 mr 1 pa3 Ha 100y
OJTHOYACHO 3 BOPUKOHA30JIOM Y
1031 200 Mr 2 pa3u Ha 100y ™

300 mr 1 pa3 Ha 100y
onHo4acHo 3 400 mr
BOPHUKOHA30J1y 2 pa3u Ha 100y *

Cmax etaBipensy T 38 %
AUC,; edagipensy 1 44 %
Cmax BopukoHa3zomny | 61 %
AUC; BopukoHnazoiy | 77 %

[TopiasiHO 3 600 MT edaBipeH3y
1 pa3 Ha 100y:

Cmax edaBipeH3y <>

AUC; edasipensy 1 17 %

[opiBusHO 13 200 Mr
BOPUKOHA30JTy 2 pa3u Ha J100y:
Cmax BopukoHazony 1 23 %
AUC,; Bopukonasomny | 7 %

OnHovacHe 3aCTOCYBaHHS
CTaHJIAaPTHUX J103
BOPHKOHA30JTy 3 €(aBIpeH30M
y 1031 400 mr 1 pa3 Ha 100y
YH BUILEC MPOTHIIOKA3AHO
(muB. po3min
«[IpoTrumnoxazaHHs»)

IIpu ogHOYaCHOMY
3aCTOCYBaHHI BOPHKOHA30ITY
Ta eaBipeH3y HiATPUMYIOUY
JI03y BOPUKOHA30ITY CIIi]T
30impmTH 10 400 Mr 2 pasu
Ha 7100y, a 103y edaBipeH3y
caig 3meHmmTH 10 300 mr

1 pa3 na go0y. [licns BigmMiHu
BOPHUKOHA30JTy CI1JT
MMOBEPHYTUCS 10 TIOYATKOBO1
no3u edasipeH3y (IMB. PO3ALT
«Croci6 3acTocyBaHHs Ta
1o3m» Ta «Oco0IIMBOCTI

3aCTOCYBaHHS)
Ankanoinuy pixkkiB, Harpukiaax | Xoda BianmoBiaHi nociimkenHs | [Iporumoka3ano (IuB. po3ain
eproTamiH Ta JUriIpoeproTaMil | He NPOBOJHUIKCS, BOpHKOHa301 | «IIpoTumnoka3aHHs»)

(cyoctpatu CYP3A4)

MO>K€ M1JBUIILyBaTH
KOHIIEHTpAIIii aJTKanoiIiB piKKiB
y TIJ1a3M1 KPOBI 1 TPU3BOANTH JIO
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PO3BUTKY €PrOTHU3MY

Pudabytun (moTyxHui
ingykrop CYP450)
300 mr 1 pa3 Ha 100y

300 mr 1 pa3 Ha 100y
(0mHOYACHO 3 BOPUKOHA30JI0M
350 mr 2 pa3u Ha 700y *)

300 mr 1 pa3 Ha 100y
(01HOYACHO 3 BOPUKOHA30JI0M
400 mr 2 pasu Ha 100y *)

Cmax BopuKoHazoy | 69 %
AUC,; Bopukonazomiy | 78 %

[opiBHsHO 13 200 Mr
BOPUKOHA30JTy 2 pa3u Ha J100y:
Cmax BOpuKoHa3oiy | 4 %
AUC,; Bopukonazoiy | 32 %

Cmax pudadytuny 1 195 %
AUC; pudabytuny 1 331 %

[MopiBastaO 13 200 MT
BOPUKOHA301y 2 pa3u Ha J100y:
Cmax BopukoHazoy T 104 %
AUC,; Bopukonazomny 1 87 %

Crin yHUKaTH OJJHOYACHOTO
3aCTOCYBaHHS BOPHKOHA30ITY
Ta pudabyTUuHy, AKIIO TiIBKU
KOPHCTB HE TIEPEBaXKAE PU3HK.
[TigTpumytroua no03a
BOPUKOHA30JTy MOe OyTH
MIIBUILEHA IO 5 MI/KT
BHYTPINIHFOBEHHO 2 pa3u Ha
100y a6o 3 200 mr g0 350 mMr
nepopaibHoO 2 pa3u Ha 100y
(Big 100 mr g0 200 mMr
nepopaibHO 2 pa3u Ha 100y y
MaIi€HTiB 3 Macolo Tijia
Hwkue 40 xr) (IUB. pO3Iia
«Crocib 3acTocyBaHHS Ta
JI031»).

IIpu ogHOUYacHOMY
3acTocyBaHHI pu(aldyTUHy Ta
BOPUKOHA30ITY
PEKOMEHIOBaHO MPOBOAUTH
peTenbHU MOHITOPUHT
MOKa3HUKIB 3arajJbHOTO
aHaJi3y KpoBi Ta TOOIYHHX
peaxiiiii, Mo’ i3aHuX i3
pudabyTuHOM (TaKUX K
YBEIT)

Pudamminua (600 mr 1 pa3 Ha
n00y) (MOTYXHUHN IHIYKTOP
CYP450)

Cmax BopukoHazony | 93 %
AUC,; Bopukonasomiy | 96 %

IIpoTunoka3zano (I1B. po3aia
«IIpoTunokazaHHs»)

Putonasip

(iuriGitop mpoteas) (MOTY>KHUM
inmyktop CYP450; inridiTop Ta
cyoctpatr CYP3A4)

Bucoxi no3u

(400 mr 2 pa3u Ha 100Y)

Hwu3bki 103u
(100 mr 2 pa3u Ha 100y)*

CmaxTa AUC; putoHnasipy <>
Cmax BopuKoHazoiy | 66 %
AUC,; Bopukonazomy | 82 %

Cmax puToHaBipy | 25 %
AUC; putonasipy | 13 %
Cmax BopuKkoHazony | 24 %
AUC; BopukoHazoiny | 39 %

OnHovacHe 3aCTOCYBaHHS
BOPUKOHA30JTy Ta BUCOKHX /103
putoHanipy (400 Mr Ta Buie

2 pa3u Ha J100y)
NMPOTHIIOKA3AHO (JIUB. PO3ILT
«IIporunokazanus»).
OnHOYaCcHOTrO 3aCTOCYBaHHS
BOPUKOHA30JTy Ta HU3bKHX 7103
putonasipy (100 mr 2 pas3u Ha
n00y) ¢l yHUKATH, SKILO
TIJIbKU KOPUCTbH HE TIepeBakae
PH3UK

[penaparu 3Bipo6o10
(inpyxTop CYP450; inxykTOp
P-riikomnporeiny)

300 mr Tpuui Ha 100y
(omHOYACHE 3aCTOCYBAHHS 13
400 MT BOPHKOHA301y Pa30BO)

VY He3anexKHOMY
oIy 0JIIKOBAaHOMY JIOCI1IKEHH1
AUCy... BopukoHazoiy | 59 %

IIpoTnnoka3aHo (1uB. po3/aii
«IIpoTumnokazanHs»)

Beneroxkinakc
(cyoctpar CYP3A)

Xouya J0CIIKEHHS HE
MIPOBOJIMITN, BOPUKOHA301,
IMOBIPHO, CYTT€BO IT1JIBUIITYE
KOHIICHTpAI[ii BEeHETOKJIAKCY B
IUIa3Mi.

OnHovacHe 3aCTOCYBaHHS
BOPUKOHA30ITy
NMPOTUINOKA3aHE HA TIOYATKY
JTiKyBaHHS Ta MiJ 9ac (azu
TUTPYBaHHS 103U
BEHETOKJIAKCY (JIUB. PO3ILT
«IIpoTunokazaHHs»)
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Heo0ximH0 3MeHIITyBaTH 103y
BEHETOKJIAKCY, SIK 3a3HAYCHO B
IHCTPYKIIIT 13 3aCTOCYBaHHS
BEHETOKJIAKCY, i 9ac
cTa01IbHOTO IIOJACHHOTO
JI03YBaHHSI; PEKOMEH/TYEThCS
pETEeNbHUI MOHITOPUHT O3HAK
TOKCHYHOCTI.

EBeponimyc
(cyoctpar CYP3A4, cyberpar
P-TJIIKOMPOTETHY)

Xo4a BiAMOBIAHI JOCIIIKEHHS
HE TIPOBOJIUIIN, BOPUKOHA30J
MOX€E CIIPUYNHHUTH 3HAUHE

1 IBUILEHHA 1JIA3MOBOT
KOHIICHTpAIlii eBepOTIMYCy.

OpHouacHe 3aCTOCYBaHHS
€BepOJIIMYyCyY Ta
BOPUKOHA30ITy HE
PEKOMEHIY€ThCS, OCKITBKU
BOPUKOHA30J1 MOXKE
CIPUYHUHSTH 3HAUHE
I1IBUILIEHHS KOHIICHTpaIii
€BepOTIMYCY (JTUB. pO3ILT

«OcobnuBoCTi
3aCTOCYBaHHS)
Hanokceron Xoua A0CHIIKEHHS OnHovacHe 3aCTOCYBaHHS
(cyocmpam CYP3A4) HE MPOBOAUIIH, IMOBIPHO, 1110 BOPUKOHA30ITy
BOPUKOHA30JI MOKE CIIPUIMHUTH | Ta HAJOKCET Oy
3HAYHE M1BUILECHHS HE PEKOMEHAYETHCS, OCKIIBKH
KOHIIEHTpAIlii HAJIOKCETOTY Hapasi HeJI0CTaTHBO TAHUX
B IJ1a3M1 JUTSL HAJTaHHS 9iTKUX YKa31BOK
II0JI0 JI03yBaHHS
HAJIOKCETOJIy B Takii cutyamii
(mmB. po3ain «OcoOmmBOCTI
3aCTOCYBaHHS»)
dayKoHa301 Cmax BopukoHazony T 57 % He BcranoBneHoO, sike

(imri6itop CYP2C9, CYP2C19
ta CYP3A4), 200 mr 1 pa3 Ha
o0y

AUC; Bopukonazony T 79 %
Cmax QurykoHa301y — H/3
AUC; ¢aykonazony — H/3

3HIDKEHHSI 1034 Ta/abo
YaCTOTH 3aCTOCYBaHHS
BOPUKOHA301Ty Ta
(bayKoHa30JTy HEOOX1IHE IS
YHUKHEHHS ILOTO €EeKTY.
[1pu 3acTocyBaHHi
BOPUKOHA30ITy 6€310CepeIHBO
micist GIIyKOHA30Ty
PEKOMEHTY€ThCS TPOBOUTH
MOHITOPHHT TOOIYHHUX
peaxKIIiii, Mo’ s;3aHuX 13
BOPUKOHA30JI0M

®deHiToiH

(cyoctpar CYP2C9 Tta
notyxuuit ingykrop CYP450)
300 mr 1 pa3 Ha 100y

300 mr 1 pa3 Ha 100y
(omHO9acHO 3 400 Mr
BOPHKOHA3011y 2 pa3H Ha J00y)*

Cmax BopukoHa3zony | 49 %
AUC,; Bopukonasoiy | 69 %

Cmax QeniToiny 1 67 %
AUC; ¢enitoiny 1 81 %
IlopiBasHO 13 200 MT

Crni yHUKATH OJTHOYACHOTO
3aCTOCYBaHHs BOPUKOHA30Iy
Ta (PEHITOIHY, IKIIO TIIBKU
KOPUCTB HE IIEPEBAXKAE PUBHK.
IIpu ogHOYaCHOMY
3acTocyBaHHi (peHITOIHY Ta
BOPUKOHA30I1y
PEKOMEHIOBaHO IIPOBOAUTH
peTesnbHUI KOHTPOJIb P1BHS
¢eniToiny B mma3mi KpoBi

deniToin MoXKHA
3aCTOCOBYBATH OJTHOYACHO 3
BOPHUKOHA30JIOM 32 YMOBH
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BOPHMKOHA30J1y 2 pa3u Ha J100y:
Cmax BopukoHazony T 34 %
AUC,; Bopukonazomny 1 39 %

M1 IBUILIEHHS M1 ATPUMYIOUOT
JI031 BOPUKOHA30ITy J10

5 MI/KT BHYTPiIIHBOBEHHO

2 pa3u Ha 100y a6o 3 200 MT
110 400 Mr nepopaibHO 2 pasu
Ha 7100y (31 100 mr 10 200 MT
Ha 100y mepopaibHo 2 paszu
Ha 700y naiieHTaMm 13 Macoro
tina Huwxkye 40 kr) (auB.
po3ain «Crocid 3acTocyBaHHS
Ta JI03W»)

JlerepmoBip
(inoyxmop CYP2C9 i CYP2C19)

Cmax BopukoHazony | 39 %
AUC,.12 Bopukonazoiy | 44 %
C12 Bopukonazomy | 51 %

SIK11o He MOKHA YHUKHYTH
OJIHOYAaCHOT'O 3aCTOCYBAHHS
BOPUKOHA30JTy Ta
JEeTEPMOBIpY, HEOOX1THUM
MOHITOPHHT IOJI0 MOXJIUBOT
BTpaTu €(pEeKTUBHOCTI

BOPUKOHA30ILy
AHTHKOAryJsiHTH MakcumanbHO TpoTpoMOiHOBUH | PexoMeHyeThes peTenbHO
Bapdapun (cyoctpar CYP2C9) | uwac 361sblryBaBcs NpuOIN3HO KOHTpPOJIIOBAaTU

(pa3oBa no3a 30 mr Bapdapuny
onHoyacHo 3 300 mr
BOPHKOHA30JTy 2 pa3u Ha 100Yy)

[H111 MTepopalibHI KyMapuHH,
TaKi K (EHIPOKYMOH,
alleHoKyMapoJ (cyocTpaTu
CYP2C9 ta CYP3A4)

BJB14l

Xoya BIJAMOBIIHI JOCIIIKEHHS
HE TIPOBOJINIIN, BOPUKOHA30JI
MOXe€ ITiIBUIIYBaTH TJIa3MOBI
KOHIICHTpAIlii KyMapHHIB Ta
TaKUM YUHOM CIIPUYHMHUTHU
MOJIOBXKEHHS MPOTPOMOIHOBOTO
Jacy

MPOTPOMOIHOBHI Yac Ta 1HIII
BIJITOBIAHI MOKA3HUKHA
3rOpTaHHS KPOBI, Ta
3/1IICHIOBATH BiIMOBITHY
KOPEKIIIO 103
AHTUKOATYJISTHTIB

IBakadrop
(cyocmpam CYP3A4)

Xoua AOCTiKEHHS

HE MPOBOJIUIIN, IMOBIPHO,

10 BOPUKOHA30JI MOXE
T1IBUIIYBaTH TJIA3MOBI
KOHIIeHTpaIii iBakaTopy i mpu
IIOMY 3pOCTaTUME PU3UK
no0iuHUX e(heKTiB

PexoMeH10BaHO 3HMIKEHHS
1034 iBakadTopy

benzoniazeninu, HalpUKIaa
Mija30J1aM, Tpruaszojam,
anmnpasoiam (cyocTpaTu
CYP3A4)

Xoya BIAMOBIIHI KJIiHIYHI
JOCTJDKEHHS HEe TPOBOINIIH,
IMOBIPHO, 1110 BOPUKOHA30J1
MO>K€ T1JBUIILYBaTH IJIa3MOBI
KOHIIEHTpaIlii 0eH30/11a3eIiHiB,
o metabomizytorscsi CYP3A4,
Ta MPU3BOAUTHU JI0 TOJIOBKEHHS
CEJIAaTHBHOTO e(heKTy

Crit po3TIIsIHYTH MOKJIUBICTh
3HIDKCHHS JI03H
OeH3o0/11a3emniHIB

TonBanran
(cyocmpam CYP3A4)

Xouya BIAMOBIIHI KJI1HIYHI
JOCITIJDKSHHSI He TPOBOJIUIIH,
IMOBIPHO, 1110 BOPUKOHA30JT
MO>KE 3HAYHO IiIBUIIyBaTH
TIJIa3MOBI KOHIIEHTpaIii
TOJIBAIITAHY

SIKIIO0 HE MOKHA YHUKHYTH
OJIHOYACHOTI'0 3aCTOCYBaHHSI
BOPHKOHA30J1y Ta TOJIBAITaHY,
PEKOMEHAY€EThCS 3MEHILIUTH
J103y TOJIBAIITAHY

ImyHOCYyTIpecanTH VY He3aleKHOMY OnHouacHe 3aCTOCYBaHHS
(cyberpatu CYP3A4) OIy0JIiKOBAaHOMY JOCIIIJDKEHHI: | MPOTHMOKA3aHO (AUB. pO3iJ
Cuposimyc Cmax cuposimycy 1y 6,6 pa3iB, | «IIpoTumokazaHHs»)
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(pa3oBa no3a 2 mr)

[uknocnopun

(pu 3acTocyBaHHI1
penuIienTam, siki 3HaXOAAThCS
y cTablIbHOMY CTaH1 IiCJIs
TpaHCIUIAHTAIll1 HUPOK Ta
MOCTiHO 3aCTOCOBYIOTh
UKIIOCTIOPHH)

Taxpomimyc
(pazosa no3a 0,1 Mr/kr)

AUC., cuporimycy 1 B
11 pasis

Cmax muknocriopury T 13 %
AUC; nuknocnopuny 1 70 %

Cmax Takpomaimycy 1 117 %
AUC; Takpornimycy 1 221 %

Ha mouatky Teparmii
BOPUKOHA30JIOM TMAI[IEHTaM,
SK1 B)KE€ 3aCTOCOBYIOTh
[UKJIOCTIOPHH,
PEKOMEHTY€ThCS 3HIKCHHS
JI03U IIUKIIOCTIOPUHY B 2 pasu
Ta peTesibHE CIIOCTEPEIKEHHS
3a ioro piBHeM. [TinBumIeHMi
PIBEHB ITUKJIOCTIOPUHY
ACOIIIIOETHCS 3
He(PpOTOKCHYHUMU e(hEeKTaMHU.
[Micns BIIMiHY BOPUKOHA30TY
CIIiJI peTeJIbHO KOHTPOJIOBATH
piBEHB IIUKJIIOCTIOPUHY TA Y
pa3i HeoOXiAHOCTI —
MIABUIIUTH HOTO JIO3Y

Ha nouatky Tepamii
BOPUKOHA30JIOM TAI[IEHTaM,
SIK1 B)KE€ 3aCTOCOBYIOTh
TaKpOJIIMYC, PEKOMEHYEThCS
3HIKEHHS 03U TaKPOJIIMYyCy
JI0 TPETHHU BiJI TOYATKOBOT
JI03H Ta peTeNbHUN
MOHITOPHHT PiBHS
Takponimycy. [linBumieHuit
PIBEHBb TAKPOIIMYCY
acoIIioBaBcs 13
He(PPOTOKCHYHUMU e(HEKTAMH.
[Ticns BiIMiHU BOPUKOHA30ITY
CJI1J1 PETEeJIbHO KOHTPOJIIOBATH
piBEHBb TAKPOJIIMYCY i Yy pasi
HE0OX1THOCTI — NiABUIIUTH
HOro 103y

Omiatu TpuBanoi aii
(cyoctpatu CYP3A4)
OxcukoioH (10 mr pa3oBo)

VY He3anexxHOMY
onyOJIiKOBaHOMY JOCTiKEHHI
Cmax OKcuKoioHy Ty 1,7 pa3a
AUCq.. OKCUKOJIOHY T Y

3,6 paza

Crijg po3riIsiHyTH MOKJINBICTD
3HUKEHHS 031 OKCHKOJIOHY
Ta 1HIIKUX OIiaTiB TPUBAJIO]
Iii, 1o MeTabomi3yThes
CYP3A4 (nanmpukiag
T1APOKOJIOHY).
PexomenmyeTbes peTensHUI
Ta YaCTUH MOHITOPHHT
MOOIYHUX PEaKIIiu,
acolifioBaHMX 3 OliaTaMu

Meranon (cyoctpat CYP3A4)
(32-100 mr 1 pa3 Ha 100y)

Cmax R-meTanony (aktuBHOrO) 1
31 %

AUC; R-meTaioHy (aKTUBHOTO)
147 %

Cmax S-meTamony 1 65 %

AUC; S-metanony?1 103 %

Pexomenayerbes nocTiitHuit
HATJIST IOJI0 PO3BUTKY
NOOIYHMX peaKIiii Ta
TOKCUYHUX €(PEKTIB,
acolifoBaHMX i3

1 BUILIEHUMHU T1a3MOBUMHU
KOHIICHTPAIIIMA METAI0HY,
BKJIFOYAIOYH TTOJJOBKEHHS
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iaTepBasty QT. Moxe OyTu
HEOOX1THUM 3HUKCHHS JI03H
METaJIOHY

Hecrepoinni npoTu3ananbHi
npenaparu (HIT3II)
(cyocrpatu CYP2C9)
I6ynpoden (400 Mr pazoBo)

Huxnodenak (50 mr pazoBo)

Cmax S-16ymipodeny 1 20 %
AUCq., S-ibympodeny 1 100 %

Cmax mukiiopenaky 1 114 %
AUCy-, nukiodenaky T 78 %

PexoMenayeTbes yacTuit
MOHITOPHHT IIOAO0 PO3BUTKY
noOIYHUX peakiiii Ta MPosBiB
TOKCHYHOCTI, TTOB’ I3aHHX 13
HII3IL. Mosxe OyTH
HEOOX1AHO 3HU3UTH 03U
HIT3I1T

Owmenpazon

(iari6itop CYP2C19; cy6eTpar
CYP2C19 ta CYP3A4)

40 mr 1 pa3 Ha 100y *

Cmax oMernpazomny T 116 %
AUC; omenpazomny 1 280 %
Cmax BopukoHazomy T 15 %
AUC,; Bopukonazony 1 41 %
MeTta6o1i3M 1HIKX iHTI6ITOPIB
MPOTOHHOT IIOMIIH, IO €
cyocrparamu CYP2C19, takox
MOJKE MPUTHIYYBaTUCS
BOPHKOHA30JIOM, III0 MOKE
HPU3BECTH JIO ITiIBUIIIEHHS 1X
KOHIICHTpAIlI} y IJ1a3Mi KPOBI

Kopexist 1031 BOpUKOHA30Ty
HE PEKOMEHAYEThCH.

Ha nouatky Tepamii
BOPUKOHA30JIOM TaI[IEHTaM,
AK1 B)K€ 3aCTOCOBYIOTh
omernpason (40 mr abo Buie),
PEKOMEHTy€ThCS 3HH)KEHHS
JI031 OMETIPa30Ily BABIY1

[TepopanbHi KOHTpaIEITHBU
(cyoctpatu CYP3A4,
inri6itopu CYP2C19)

Hopetucrepon/eTuninectpaaion
(1 mr/0,035 mr 1 pa3 Ha 700Yy)

Cmax eTuHITECTpagiony T 36 %
AUC; eruninecrpaniony 1 61 %
CmaxHOpetuctepony T 15 %
AUC,; "opetucrepony 1 53 %
Cmax BopukoHnazony T 14 %
AUC. BopukoHnazoiy 1 46 %

PexoMenayeThcs yacTuit
MOHITOPHHT IIOJI0 PO3BUTKY
MOOIYHUX pPeaKIliu,

OB’ I3aHUX 13 3aCTOCYBAaHHSM
MepopabHUX KOHTPALIETITUBIB
Ta BOPUKOHA30JTY

OmniaTtu KOpOTKOT Aii
(cyoctpatu CYP3A4)
AnbhenTaHin

(20 MKT/KT pa3oBO, OIHOYACHO 3
HaJIOKCOHOM)

DeHTaHIN
(5 MKTI/KT pa3oBo)

VY He3anexKHOMY
OITyOJTIKOBAaHOMY JTOCITI JKCHHI :
AUCo., anbdenrtaniny Ty

6 pasiB

VY He3anexkHOMY
onyOJIiKOBaHOMY JOCTiHKEHHI
AUCy.. penraniny 1 B 1,34 pasza

Crizx po3rIsiHyTH MOXJINBICTD
3HIDKEHHS 1031
anb(eHTaHiTy, eHTaHlTy Ta
IHIIUX CTPYKTYPHO MOJIOHUX
710 asib(heHTaH1Ty OIiaTiB
KOPOTKOI Aii, 110
metaboinizytotbcs CYP3A4
(mampukiam cypeHTaHiTy).
Pexomenayerbcs TpuBanuii i
YaCTUH MOHITOPHUHT II0/I0
NPUTHIYCHHS AUXaHHS Ta
MOOIYHUX pPeaKIliu,
acoliioBaHuX 13
3aCTOCYBAHHSIM OMiaTiB

CraTuHu, HaNpUKIaa
JoBacTaTUH (cyocTpatu

CYP3A4)

Xoua BiAMOBIAHI KI1HIYHI
JOCTIJDKEHHS He TTPOBOINIIH,
BOPUKOHA30]1, HMOBIPHO,
3MaTHHH IT1ABUIITYBaTH T1a3MOBI
piBHI CTaTHHIB, 5Ki
MeTtabomizytorecsi CYP3 A4, mo
MO>K€ TIPU3BOJIUTH JI0
pabaoMioizy

PexoMeH1yeThCst pO3TIIIHY TH
MOYKJIUBICTB 3HUKEHH A 103U
CTaTHUHIB

[oxiaH1 cynb(pOHIICEUOBUHH,
HAIMPUKJIA] TOJOyTaMi I,
rimi3u, tnidypun (cyderpatu
CYP2C9)

Xoya BIJAMOBIHI JOCIIIIKEHHS
HE TIPOBOJINIIN, BOPUKOHA30JI
MOXe€ ITiIBUIIYBaTH PiBEHb
MOXI1/THUX CYJIb()OHIJICEHOBUHU Y
1a3Mi KPOBi 1, TAKUM YHHOM,
CIIPUYUHSTH TIOTTIKEMIIO

HeoOximuuii peTenpbHui
MOHITOPHHT PiBHS TJIOKO3U B
KpoBi. PexomeHtyeTbes
PO3TJISIHYTH JIOL1TIBHICTh
3HMKEHHS 03U MOX1THUX
CyIb()OHIJICEYOBUHI
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Ankanoinu GapBiHKY,
HAIPUKJIA BIHKPUCTHH Ta
BiHOMacTHH (cyOcTparu
CYP3A4)

Xouya BIAMOBIIHI KJI1HIYHI
JOCITIJDKSHHSI HEe TIPOBO/INJIH,
BIJIOMO, 110 BOPUKOHA30JI MOXKE
M1 IBUIIYBAaTH PiBEHB aJIKAJIO1/TiB
OapBiHKY y IJ1a3M1 KpOBi Ta
MIPU3BOJIUTH JIO PO3BUTKY
HEHPOTOKCUYHUX e(PEeKTiB

PekoMeH1yeThCsl pO3IIITHY TH
JNOLMUIBHICTS 3HWKEHHS 103U
aJKanoiniB OapBiHKY

[nmmi ivri6iTopu BUI-nporeasn,
HaIlpUKJIaJ] CaKBIHABIP,
amnpeHasip Ta Hendinapip™®
(iuriditopu CYP3A4)

KininiuHi gocmimKkeHHs He
npoBoaunuca. Pesynpratn
JOCIIIKEHB iN Vitro ceiquats
PO Te, [0 BOPUKOHA30JI MOXKE
IPUTHIYYyBaTH METa00Ii3M
iHri6iTopiB BUUI-iporeasu Ta
MeTab0J1i3M BOPHKOHA30TY
MOKE MPUTHIYYBaTUCS
iari6iTopamu BIJI-poTeasu

PexoMeH1yeThCS peTenbHUIM
MOHITOPHHT MaIi€HTIB 010
Oy1b-SIKUX TIPOSBIB
TOKCUYHOCTI ITUX MpernapaTiB
Ta/abo0 BiJICYTHOCTI 1X
e(heKTUBHOCTI, a TAKOXK —
PO3TIIIHYTH JIOLIbHICTD
KOpEeKIIii 103u

[Hmmi HeHyKIIe03uaHi iHTi10iTOpH
3BOPOTHOI TPAaHCKPHUNTA31
(HHI3T), nanpuknan
JieNaBipIuH, HEBipaIiH
(cybeTpatu Ta iHTIOITOpH
CYP3A4 aGo ingykTopu
CYP450)

Kniniuni gocimipKkeHHs He
npoBoAUIH. JlOCTiIKEeHHS

in Vitro cBiguaTs mpo Te, 110
MeTab0I113M BOPUKOHA30ITY
Moxe npurHivyBatucs HHI3ZT
Ta BOPUKOHA30J MOXKeE
MPUTHIYyBaTH META00JT13M
HHI3T. 3a pe3ynbraramu
JIOCITIJDKEHB BILTUBY €(haBipeH3y
Ha BOPUKOHA30JI MOXKHA
MPUITYCTUTH, IO META00Ti3M
BOPUKOHA30JTy MOe OyTH
igaykoBanuiit HHI3T

PexomenmyeTbes peTensHui
MOHITOPHHT MaLli€HTIB LI0A0
OyAb-sIKUX MPOSIBIB
TOKCHUYHOCTI LIUX MIperapariB
Ta/ab0 BIACYTHOCTI X
e(heKTUBHOCTI, 8 TAKOXK —
PO3MIIAHYTH MOKJIMBICTh
KOPEKIIii 103U

IumeTnanu
(mecnienruiuamit 1HTIOITOP
CYP450 rta migsuiye pH
IUTYHKOBOTO COKY)

(400 mr 2 pa3u Ha 100Yy)

Cmax BopukoHa3zony 1 18 %
AUC,; Bopukonazomiy 1 23 %

He BuMmarae kopexkiiii 1o3u

Jurokcun
(cyOcTpar P-rikomnporeiny)
(0,25 mr 1 pa3 Ha go0y)

Cmax IUTOKCUHY <>
AUC,; murokcuny <>

He Bumarae kopekitii 1o3u

[nnuHaBip Cmax BOPHKOHA30JTy <> He Bumarae kopekitii 1o3u
(imribiTop Ta cyOcTpar AUC; BopukoHa3oiy <>

CYP3A4) Cmax IHIMHABIpY <>

(800 mr 3 pasu Ha 100Y) AUC, inguHaBipy <>

AHTHO10THKY I'PYNIH MaKpOJI1/IiB He Bumarae kopexiii 103u
Eputpominun Cmax1 AUC; BopukoHazoiy <>

(1uri6iTop CYP3A4)

(1 r 2 pa3u Ha 100Y)

AzuTpominuH Cmax1 AUC; BopukoHa3oy <>

(500 mr 1 pa3 Ha 100y)

Jlis BOprKOHA30Ty Ha
€PUTPOMIIIMH YX a3UTPOMIITUH
HEBiJoMa

MikogeHonoBa KUCI0Ta
(cy6erpar Y1 @-
IIOKYPOHINTpaHchepasn)
(1 r ogHOKpATHO)

Cmax Ta AUC; MikodeHoI0BOT
KHCJIOTH <>

He Bumarae kopexitii 103u
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KopTtukocrepoinu Cmaxmipeanizony T 11 % He Bumarae kopekiiii 103u.

[Ipenuizonon AUCy.. ipennizony 134 % 3a cTaHOM MAaIli€HTIB, AK1
(cyoctpatr CYP3A4) MPOXOJATH JOBFOTPUBAJIE
(60 Mr oHOKpATHO) JiKyBaHHS BOPHKOHA30JI0M

1 KOpTUKOCTEpOigaMu (y TOMY
YHCI IHTAISAIIHHUMH,
Hanpukiaa OyaecoHi oM

Ta IHTpaHa3ATBHIMU
KOPTHKOCTEPOiIaMu ), CIIiJ
YBaXXHO CITOCTEPITaTH 00
TUCQYHKIIT KOpU
HaTHUPKOBHX 3aJ103 SIK T
qac JTIKyBaHHA
BOPHKOHA30JIOM, TaK 1 TiCIIs
Horo 3aBepiIeHHS (JIUB.
po3ain «OcobauBoCTi

3aCTOCYBAHHS»)
Panitunus (miaumrye pH CmaxTa AUC ; BopukoHa3oiy <> | He Bumarae kopekiii 103u
LITYHKOBOTO COKY)
(150 mr 2 pa3u Ha 100Y)

Ocobnueocmi 3acmocyganns.
T'inepuymausicms. BidbeH cii 3aCTOCOBYBATH 3 00CPEKHICTIO TAILIEHTAM 13 TIMEPYYTIUBICTIO JI0
1HIMX a301iB (auB. po3ait «I1o6ivni peakiiin).

Tpusanicmv 3acmocysanns. BidpeHa He cmig 3acTOCOBYBaTH BHYTPIIIHBOBEHHO JOBIIE HIXK
6 MicsiiB.

Cepyeso-cyounna cucmema. BOpUKOHA30JI acoIiroeThbes 3 MojaoBkeHHsM iHTepBary QT.. Ilpu
3aCTOCYBaHHI BOPHKOHA30JIy PiJKO CIOCTEPITajuCs BHITAJKHA LUTYHOYKOBOI TaxiKap[ii THITY
«ImipyeT» y Mali€HTiB 13 TaKUMH (paKTOpaMH PU3UKY, SIK KapA1l0TOKCHYHA XIMiOTeparisi B aHaMHe31,
KapJiomionaris, TInoKajgieMis Ta OJHOYACHA Teparis J1KapChbKUMH 3ac00aMU, 1110 MOXKYTh CHPHUSTH
PO3BUTKY 3a3HAYEHOTO BUILE CTaHy. BOpHKOHA30I1 ci1ij] 3aCTOCOBYBATH 3 00EPEXKHICTIO MallieHTaM
13 HOTEHI1HHO MPOAPUTMIYHUMU CTAHAMU, TAKUMU SIK:

= BpomkeHe abo HaOyTe mogoBkeHHs inTepsaity QT;

=  Kapaiomionarisi, 0COOJIMBO MPH HASIBHOCTI CEPIIEBOI HEIOCTATHOCTI;

® CHHYyCOBa OpaauKapIis;

"  HasABHICTh CHMITOMHHUX apUTMIH;

* OJHOYACHE 3aCTOCYBaHHS JIKAPCHKUX 3aC001B, SIKI MOXYTb ITOIOBXKYBaTH iHTepBai QT..

Crin 3A1HCHIOBATH MOHITOPUHT TaKUX €JICKTPOJIITHUX MOPYIICHb, K TITOKATIEMIs, TIITOMarHieMis
Ta TIMOKAIBILIEMIs, Ta y pa3i HEOOX1AHOCTI MPOBOJUTH 1X KOPEKIIitO Iepe I TOYaTKOM 3aCTOCYBAaHH
BOPMKOHA30JIy Ta BIPOJOBXK JIIKYBaHHs (IUB. po3/in «Crocid 3acTOCyBaHHS Ta J03W»). 3 y4acTio
3I0pPOBUX JOOPOBOJBIIIB OyJIO MPOBEIECHO TOCIIHKCHHS BILTUBY Ha iHTepBan QT. oIMHOKpaTHOTO
3aCTOCYBaHHS BOPHMKOHA30Jy B J103aX, L0 70 4 pa3iB MEpeBUIYBaIM 3BUYAlHY J000BY 103y. Y
KOJTHOTO YYaCHMKA JOCIHIKEHHS TPUBAJICTh I[bOTO 1HTEpPBALy HE IMEPEBHUIIyBajJa MOTEHIIHHO
KJIIHIYHO 3Hauymoro nopora 500 mc (auB. po3ain «DapMakoInHAMIKAY ).
Peaxkyii, nog ’si3ani iz 66edennsm npenapamy wisixom in@y3ii.
[Ipu BBeneHHI mpenapary nuisaxoM iH(y3ii cnocrepiranucs peakiii, o MOB’ I3yI0Th 13 BBEACHHIM
npernapary nuisixoMm iHQy31i, TOJOBHUM YHHOM NPHUIUIMBA Ta HYJIOTa. 3aJ€KHO BIJ TSKKOCTI
CUMITOMIB CJIi/1 PO3TJITHYTH MOXJIMBICTh IPUIMHEHH Tepartii (IuB. po3ain «[1o6iuni peakmii»).
T'enamomoxcuunicme. Y XOAl KIIHIYHUX JOCHIPKEHb TIPH 3aCTOCYBaHHI BOPHUKOHA30IY
CIOCTepIraucsl cepio3Hi peakilii 3 00Ky MEeUYiHKW (BKIIOYAIOYH KIIIHIYHO BHPaKEHUU TEMAaTHUT,
xoyiecTa3 Ta (pyJbMiHAHTHY MEYiHKOBY HEIOCTATHICTh, Y TOMY YHCII 3 JIETAJILHUM HACIiIKOM).
Peaknii 3 OOKy MEYiHKHM CHOCTEpITajucs y Hepuly Yepry y Mami€HTiB i3 TSHKKUMHU CYMyTHIMHU
3aXBOPIOBaHHIAMM (0COOJIMBO MPH 3JI05KICHUX 3aXBOPIOBAaHHAX KPOBi). TpaH3UTOPHI peakiii3 60Ky
MEeYIHKH, BKJIIOYAIOYHU IeNaTUT Ta )KOBTAHHUIIIO, CIIOCTEPITalNCs Y NaIi€HTIB 3 BIACYTHICTIO 1HIIUX
ineHTudikoBaHux paktopiB pu3uky. [lopymenHs GyHkuii nedinku 6ynu oOOpOTHUMU Ta 3a3BUUAl
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HOpMaJTi3yBaJHCs MicIis BiAMiHU Tepamii (1uB. po3ain «[loGidyni peakiiin).

Monimopune ¢ynxyii neuinxu. IlanieHTiB, sSKi 3aCTOCOBYIOTh BieHa, ciij peryispHO OrisaaTu

IIOJI0 TenaToTOKCUYHOCTI. CIOCTepe)XeHHsS 3a Mali€HTaMH IMOBHHHO BKIIOYATH JAO0OpaTOpHY

ouinky pynkiii neuinku (3okpema ACT ta AJIT) Ha mouaTky 3acTocyBaHHs npenapaty Bigenn ta

joHaliMeHIe 1 pa3 Ha THXKJIEHb IPOTATOM IEPIIOTo MiCsIIs TiKyBaHHS. TpuBanicTh JiKyBaHHS Ma€e

OyTHM HACTUIBKM KOPOTKOIO, HACKUIBKM II€ MOJKJMBO, OJHAK, SKIIO 3 OIJILy HA OLIHKY

CI1BBI/IHOIIEHHSI PU3UK-KOPUCTDH JIIKYBaHHS NMPOJOBXKYEThCA (AuB. po3ain «Crocid 3acToCyBaHHS

Ta JI03M»), 4acToTa MOHITOPHHTY MOK€ OyTH 3MEHIIEHOI0 10 1 pa3y Ha Micslb 3a YMOBHU

BIJICYTHOCTI 3MiH Y pe3yJibTaTaX Ne4iHKOBUX MPOO.

SIKmo pe3ynbTaTH MEYiHKOBHX MPO0 JEMOHCTPYIOTH 3HAuyllle MiJBHUILECHHS, 3aCTOCYBaHHS

npernapaty BideHa cii npunuHUTH, 32 BUHATKOM BHUIIAJIKIB, KOJIM PE3YJbTaTH MEIUYHOI OIIHKH

CHiBBiJHOIIEHHS PU3UK-KOPUCTH OOIPYHTOBYIOTH MTPOJOBKEHHS 3aCTOCYBaHHS IIpernapary.

KoHTponb QyHKIIIT euiHKM HEOOX1THO MPOBOANTH SIK Y AITEH, TaK 1 Y JOPOCITHX.

Cepiio3Hi nobiuni peaxyii 3 60Ky wWKipu.

=  @DOTOTOKCHUYHICTh. 3aCTOCYBaHHS Ipenapaty Bigena 101aTkoBo OB’ I3yBalId 3 MOSBOIO TAKUX
peaxiii (HOTOTOKCHYHOCTI, SIK BECHSHKH, JICHTUTO, aKTUHIYHHIA KepaTo3 Ta MCEBAOTOPPipis.
VYciM  mamieHTaM, BKJIIOYAKOYM  JiTe, Wi 4Yac 3acTocyBaHHS mpenapary Bidena
PEKOMEHIy€ThCS YHUKATH BIUTUBY MPSMUX COHSYHHX IPOMEHIB, HOCUTH 3aXHCHHHA OJST Ta
KOPUCTYBATUCS COHIIE3aXUCHUM 3aCO00M 3 BUCOKUM (pakTopoM 3axucty (SPF).

= [lnockokmiThHHA KapiuHoMa 1mkipu. Cepea mamieHTiB, y sAKux Oyno 3adikcoBaHO
MJIOCKOKJIITUHHY KapIMHOMY IIKipH, OyJlu NAIli€HTH, AK1 paHillle Majld HPOSBH pPeakiii
(GOTOTOKCHYHOCTI. Y BHUIAJAKY TOSBU peakiii (HOTOTOKCHMYHOCTI HEOOXIJHO MPOBECTH
MDKAMCUUIUTIHAPHI KOHCYJNBTAIll JiKapiB, IPUIUHUTH 3aCTOCYBaHHA npenapaty Bidenn, a
TaKOXX PO3TJISTHYTH MOXJIMBICTH 3aCTOCYBaHHS 1HIIUX MPOTHUTPUOKOBHUX 3aC001B 1 HAIPABUTH
narieHTa 7o jepMmaroiiora. SKImo JiKyBaHHS mpenapatroM BideHI mpoaoBKyeThes, JiKap-
JNEpPMAaToJOr Ma€ CHCTEeMAaTHYHO Ta PETYJISpHO OIsSAaTH NAaIieHTa 3 METOI PaHHBOTO
BUSIBIICHHS Ta JIIKYBaHHS MOXJIMBUX TIEPEAPAKOBUX YypakeHb. Y pasi BUSBICHHS
NepeIpakoBUX ypaKeHb MIKipU ab0 MIOCKOKIITUHHOI KapIMHOMH 3aCTOCYBaHHS MpenapaTy
Bidenn HeoOXiqHO MPUMHHUTH (AUB. pO31ia «J{OBroTpuBaie JiKyBaHHD) HIDKYE).

=  Tskki noOiuHi peakiii 3 6oky mkipu. [Ipu 3acTocyBaHHI BOPHKOHA30JIy TMOBIIOMIISLIIOCS TIPO
BUIAJIKU THKKUX MOOIYHMX peakuiil 3 00Ky IMIKipH, Takux sk cuHjapoM CriBeHca-/[>koHCOHa,
TOKCUYHUHN emiepMalbHUNM HEKpOJNi3 Ta MEAMKAMEHTO3Ha peakiis 3 e03WHOdITie i
cucteManmu npossamu (DRESS), mo MoxyTs OyTh HEOE3NMEYHHMMH JUIS JKHTTS abo
JeTaJbHUMH. 3a CTAaHOM IAaLli€HTIB 3 MPOSBAMHU BUCHUITY HEOOX1IHO PETEIbHO CIOCTEPIraTH i
OPUIUHUTU 3aCTOCYBaHHS mpemnapaTy Bidenn y Bumajaky HasBHOCTI O3HAK MPOTpecy
3aXBOPIOBaHHS.

SBuina 3 60Ky HaJHUPKOBHX 321103

HenocratHicTh HATHUPKOBUX 3aJ103 BUHMKAJIA B IEKUX NAI[I€HTIB YHACIAOK 3aCTOCYBaHHS 1HIINX
a30J11B (HAaPUKJIIa1 KETOKOHA30IY).

OOOpOoTHI BHUINAJKK HAJIHUPKOBO3AJO3HOI HEAOCTATHOCTI CIIOCTEPIraiuCh Yy TMAaLI€HTIB, SKi
OTPUMYBAJIH BOPHKOHA30I.

3a cTaHOM TAIl€HTIB, $SKI NPOXOIATh JOBrOTPUBAJIE JIIKYBaHHS BOPHUKOHA30JI0M 1
KOPTUKOCTEPOigaMu (y TOMY YHMCII IHTATSAIHHUME, HATPUKJIa1 OyAECOHIOM Ta IHTpaHa3aJbHUMHU
KOPTUKOCTEPOIaMHM), CJIiJl YBaXKHO CIOCTEPIraTu moa0 AMC(yHKILIT KOpU HAJHUPKOBUX 3aJ103 SIK
i1 Yac JIIKyBaHHS BOPHKOHA30JIOM, TaK 1 MICIA MOro 3aBepiieHHs (muB. po3ain «B3aemomis 3
IHITMMU JTIIKapChbKUMHU 3aC00aMU Ta iHIIII BUIA B3aEMOIINY ).

Joszompusane nikysanusa. JloBrorpuBane 3acTOCyBaHHsI INpemnapary (3 METOI JIiKyBaHHS abo
npodigakTuki) npoTsrom Oinbme HiX 180 gHiB (6 MicAliB) MOTPeOy€e PETENBHOI OIIHKH
CHiBBIJHOIIEHHSI KOpHCTI Ta pusukiB. KpiM Toro, mikapsM cCiiJ pO3IISHYTH MOXIIUBICT
3MEHIIeHHs [03u mnpemnapaty Bidenn (muB. posainmu «Crnoci® 3acTocyBaHHS Ta A03M» 1
«DapMaKkoIUHAMIKAY).

Bbynu moBimOMIieHHS TMpPO BHUMAAKU TJIOCKOKITITUHHOI KapIMHOMH IIKipW, TOB’s3aHi 3
JIOBrOTPHUBAIMM 3aCTOCYBaHHSM mpenapary Biden .

19



VY mamnieHTiB, SIKi IepeHecHn oneparii 3 TpaHCIUIaHTaIlll, criocTepiraBes HeiH(QeKIiHM nepiocTut 3
HiJBUIICHUMH PiBHAMU (QTOpY 1 Jdy*kHOI ocdaTasu. SIKIIO y mamieHTa pO3BUBAETHCS CKEIETHHM
O, a PCEHTTCHOJIOTIYHI O3HAaKM BKA3ylOTh Ha HASBHICTh TIEPIOCTUTY, CJIiJ MPOBECTH
MDKIUCHUIITIHAPHI KOHCYJIbTAIIli TIKapiB Ta PO3MIISHYTH HEOOX1IHICTh MPUITMHEHHS 3aCTOCYBaHHS
npenapary Bipena.
Ilobiuni peaxyii 3 60Ky opeanie 30py. IloBigomisiocs npo TpuBaii MoOiyHi peakiii 3 00Ky opraHisB
30py, BKJIFOUAIOYH HEYITKICTh 30pY, HEBPHT 30pOBOTO HEpBa 1 HAOpSK JMCKAa 30pOBOTO HEpBa
(muB. po3nin «ITo6iuHi peakiii»).
Tlo6iuni peakyii 3 60ky Hupox. 110BIIOMISIIOCS TTPO PO3BUTOK TOCTPOI HUPKOBOI HEJOCTATHOCTI
IIpH 3aCTOCYBaHHI IpenapaTy Bidenn mamieHTam 3 TSDKKHMMH 3aXBOPIOBAaHHSMM. Y TALli€HTIB, SKi
3aCTOCOBYIOTh BOPUKOHA30J1, MOYKJIMBE 3HMKEHHSI QYHKII1T HIPOK IIPU OJJTHOYACHOMY 3aCTOCYBaHHI
3 He(PPOTOKCUYHUMHU JIKapCHbKUMU 3ac00aMu Ta/abo MmpH CynyTHIX cTaHax (auB. po3nin «Ilobiuni
peaKirii»).
Monimopune ¢@yukyii nupok. CIHiJl TPOBOAUTH MOHITOPHHT TALI€HTIB LIOAO MOXIIUBOTO
nopyueHHs QyHKIii HUpOK. MOHITOPUHT MOBUHEH BKJIIOYATH OLIIHKY Ja0OPaTOPHUX MMOKA3HUKIB,
0COOJIMBO PiBHS KPEaTHHIHY B CHPOBATIIi KPOBI.
Monimopune ¢hynxyii niownynkoeoi 3anozu. llpu 3acTocyBaHHI mpemnapary CiliJ TPOBOAUTH
peTeNbHUI MOHITOPUHI MAlI€HTIB, OCOOIMBO IUTSAYOrO BIKY, 13 TaKUMH (aKTOpaMu PHU3UKY
PO3BUTKY TOCTPOrO MAaHKPEATUTy SIK HELIOJABHO IPOBEJCHA XiMmioTepamisi, TpaHCIUIAHTAIis
TeMOIIOETUYHUX CTOBOYPOBUX KJIITUH. MOxe OyTH HEOOX1THUM CIIOCTEPEIKCHHS 3a PIBHEM aM1JIa3H
a0o Jinasu B CHPOBATIIi KPOBI.
Jlimu. besneka Ta edeKTUBHICTh 3aCTOCyBaHHS mpemnapary Bidena nmitsm BikoM 10 2 POKIB HE
BcTaHOBiNeHI (muB. po3nain «[loGiuni peaknii» Ta «®PapmakoauHamika»). Bopukonazon
PEKOMEHIOBAaHO 3aCTOCOBYBATH JITSAM BIKOM BiJl 2 pOKiB. Y HiTeHl IMiABUIICHHS PIBHS IMEYIHKOBUX
(bepMmeHTiB criocTepiranocs yactime (auB. po3nin «Ilobivni peakiii»). Sk gopociaum, Tak i AiTIM
HEOOXIIHMH MOHITOpUHT (QYHKIT TMediHkh. Y TalieHTiB BikoM 2-12 pokiB mepopaibHa
010[IOCTYIIHICTh TIpenapary Moke OyTH OOMEXEHOI y 3B’S3Ky 3 ManbaOcopOIliero Ta JIyxKe
HU3BKOIO Macor Tinma. TakuMm mamieHTaM pPEeKOMEHIIOBAHO 3aCTOCOBYBaTHM  IIpemapar
BHYTPIIIHLOBEHHO.
=  Cepiio3Hi NOOIYHI peakirii 3 00Ky MIKipy (BKIIOYAIYH IIOCKOKIITUHHY KAPIUHOMY MKipH). Y
JTeN YacTOTa BAHUKHEHHS peakiii JOTOTOKCUYHOCTI € BUILIO0. SIKIIO y Mali€eHTIB i€l rpynu
CIIOCTEPITa€ThCsl MPOTPECYBaHHS YpaXK€Hb B OlK IJIOCKOKIITUHHOI KapLUUHOMM ILIKIpH,
HEOOX1/THO BXKUTH TMOCUJICHUX 3aX0/I1B JIJIS 3aXUCTY B1JI COHTYHUX MIPOMEHIB. [[iTsM, 10 MalOTh
03HaKu (POTOCTApIHHSA, HAIIPHUKIIAJ, BECHSIHKH a00 JEHTUTO, PEKOMEH]Iy€ThCSl CIIOCTEPEIKEHHS
JiKaps-IepMaTosiora Ta YHUKHEHHs BIUIMBY COHSYHUX MPOMEHIB HaBITh MIiCJS MPUIHUHEHHS
3aCTOCYBaHHS Iperapary.
Ilpoghinakmuxa. Y pa3l BUHUKHECHHS TIIOB’SI3aHMX 3 JIIKYBaHHSAM TIOOIYHMX peakIii
(TenaTOTOKCUYHOCTI, TSDKKHUX MIKIPHUX PeaKiliid, BKIIOYa0YH (POTOTOKCUYHICTD 1 TUIOCKOKIITHHHY
KapIUHOMY, TSDKKHX a00 TpHUBAJIMX PO3JIAaiB 30py Ta TNEPIOCTUTY) MOTPIOHO PO3MIISIHYTH
MOJIMBICTh TPHUIIMHEHHS BUKOPUCTAaHHS BOPHUKOHA30Jly Ta 3aCTOCYBaHHS allbTePHATUBHUX
IPOTUTPUOKOBUX MpernapaTiB.
@enimoin  (cyocmpam CYP2C9 ma nomyxcnuti inoykmop CYP450). ITlpu oaHOYacHOMY
3acTocyBaHHI (DeHITOTHY Ta BOPUKOHA301y PEKOMEHJOBAaHO MPOBOANUTH PETEIbHUNA KOHTPOJIb PIBHS
(deHiToiHy y maa3Mi KpoBi. OAHOYaCHOTO 3aCTOCYBaHHS BOPUKOHA30Jy Ta (EHITOIHY CJIiJl YHUKATH,
SKIO TLTBKM KOPHUCTb HE NEepeBakae pPU3UK (IUB. po3lin «BzaeMonis 3 1HIIUMH JIKapCbKUMHU
3aco0aM¥ Ta 1HII BUJIU B3aEMOIIN»).
Egasipens (inoykmop CYP450; ineioimop ma cyocmpam CYP3A44). Tlpu opHOYacHOMY
3aCTOCYBaHHI BOPUKOHA30Jy Ta eaBipeH3y 103y BOPUKOHA3OIY CIi MiaABUIUTH 10 400 MT KOXKHI
12 rogun, a no3y edasipensy — 3MeHIUTH 10 300 Mr koxHi 24 roguau (auB. posnian «Crocio
3acTocyBaHHS Ta 103u», «[IpoTtunokazanus» ta «B3aemonis 3 iHIIMMHU JTIKapChbKUMH 3acO00aMu Ta
1HII BUIW B3a€EMOJIIN»).
Pugpabymun (nomyosrcnuii inoykmop CYP450). Ilpu ogHOYacHOMY 3aCTOCYBaHHI BOPHUKOHA30Jy Ta
pudalbyTuHy HEOOXITHUN peTeNbHUII MOHITOPUHI MOKAa3HMKIB 3arajbHOTO aHali3y KpOBl Ta
MOOIYHUX peaKIliid, MOB’sI3aHUX 13 3aCTOCYBaHHIM pU(aOyTHHY (TakuX sk yBeir). OIHOYACHOTO
3aCTOCYBaHHSI BOPUKOHA30JIy Ta pu(padyTUHY CIiJ YHUKATH, SKIIO TIJIBKM KOPUCTh HE MepeBa)xae

20



pU3HUK (IUB. po3aia «B3aeMoist 3 IHIIMMU JTIKapCHKUMHU 3aC00aMU Ta 1HIII BUIU B3aEMOIII).
Pumomnasip (nomyoiwcnuii inoykmop CYP450; incioimop ma cyocmpam CYP3A4). Cning yHuUKaTu
OJTHOYACHOTO 3aCTOCYBAaHHSI BOPHKOHA30JIy Ta HU3BKUX 1103 puToHaBipy (100 Mr 2 pasu Ha 100y),
SIKIIO TUTBKK KOPHUCTH JAJIS MAlli€eHTa BiJl 3aCTOCYBaHHS BOPHUKOHA30JIy HE MEpeBa)ka€ PU3UK (IUB.
po3nin «IIporunokasanus» Ta «B3aeMomis 3 IHIIMMH JIKapChKUMH 3ac00aMu Ta 1HII BHIA
B3aEMOJTII»).

Eseponimyc  (cyocmpam CYP3A4, cybocmpam p-enikonpomeiny). OIHOYACHE 3aCTOCYBAHHS
€BEepOJIIMYCY Ta BOPUKOHA30JIy HE PEKOMEHIY€EThCS, OCKIIBKH MepedayaeThes, 110 BOPUKOHA30II
CIIpUYMHSE 3HAYHE IMIJBUIICHHS KOHIEHTparii eBepomimycy. Ha manwmii gac indopmarii momo
JI030BOTO PEKUMY HEJOCTAaTHBO (IWB. po3nin «B3aemofis 3 iHIIMMH JTIKapCHKHUMH 3aco0aMu Ta
1HIII BUIM B3a€EMOIIN).

Hanoxceeon (cyocmpam CYP3A4). OnmHoyacHe 3aCTOCYBaHHS BOPHKOHA30Jly Ta HAJIOKCErOJIy
HE PEeKOMEHAYETHCS, OCKIIIBKH Tepe10adaeThes, 0 BOPUKOHA30JI 3HAYHO MIBUIIYE KOHIIEHTpaIlii
Hasokceromy. Hapasi HeZoCTaTHbO [MaHUX JUIS HaJaHHS YITKHX YKa3iBOK MIONO JI03yBaHHS
HAJIOKCETOoJly B Takiil cutyauii (AuB. po3in «B3aeMois 3 IHIIMMU JTIKapChbKUMH 3aco0aMu Ta 1HIII
BUJI B3aEMOIN»).

Memaoon (cyocmpam CYP3A4). Ilpu onHOYaCHOMY 3aCTOCYBaHHI METAJIOHY Ta BOPHUKOHA30Jy
PEKOMEHI0OBAHO MPOBOJAUTU PETEIbHE 00CTEKEHHS 11010 PO3BUTKY MOOIUHUX peakliil Ta MposBiB
TOKCHUYHOCTI, IK1 MOK€ CHPUYMHUTH METAJI0H (BKJIIOYA0UH MOI0BXKEHHS iHTepBaity QTc), OCKIIbKM
PIBHI METAJIOHY ITIIBUIIYIOTHCS TPH OJHOYACHOMY 3aCTOCYBaHHI1 BOPUKOHA30,1y. MOXe BUHUKHYTH
HEOOX1/IHICTh y 3HM)KCHHI 103U MeTaloHy (AuB. po3ain «B3aemomis 3 1HIIMMHU JTIKapCHKUMHU
3aco0aMu Ta 1HII BUIW B3aEMOJIIN»).

Oniamu xopomkoi 0ii’ (cyocmpamu CYP3A4). Ilpu oqHOYaCHOMY 3aCTOCYBaHHI OMiaTiB KOPOTKOI
nii Ta BOPUKOHA30JTy CJIIJI PO3MVITHYTH MOXJIMBICTh 3HMKEHHS 703U alb)eHTaH1LTy, GEHTaHLTy Ta
IHIIMX OIMaTiB KOPOTKOI Jii, 10 MOMI0HI 32 CTPYKTYpPOIO J0 anb(PeHTAHITY Ta METa0OTI3yIOThCS
CYP3A4 (rakux sk cybentanin) (auB. po3ain «B3aemomis 3 iHIMMMHK JTiKapChKUMU 3aco0aMu Ta
IHIII BUIM B3aeMoOIii»). Moke OyTH HEOOXiIHMM YacTH MOHITOPUHT MOOIYHUX PEaKIlii,
acolii0OBaHMX 13 3aCTOCYBAaHHSM OI1aTiB (BKIIOYAIOYH JOBITY TPUBATICTH MOH ITOPUHTY AUXaTbHUX
(GyHKIiH), OCKUIBKH TPU OJHOYACHOMY 3aCTOCYBaHHI OMiaTiB KOPOTKOI Jii 3 BOPHMKOHA30JIOM
nepioJ HamiBBUBEIEHHS alb(EHTaHITy MOJOBXKYETbCS B 4 pa3H, a TaKOX BpPaxoBYIOUH, IO
BIJIMOBITHO 70 HE3aJICKHO OIMyOIIKOBAaHMX JAHUX OJHOTO JTOCIIKCHHS OJHOYACHE 3aCTOCYBAaHHS
(eHTaH1ITy Ta BOPUKOHA30JTy MPU3BENO 10 MiaBUIIeHHS cepeqHboro piBHA AUCo., QpeHTaHiTy.
Oniamu mpusanoi 0ii (cyocmpamu CYP3A4). Ilpu oqHOYacHOMY 3aCTOCYBaHHI OIiaTiB TPUBAJIOT
Ji1 Ta BOPUKOHA30JIY CJIiJI PO3IIISIHYTH MOXKJIMBICTh 3HM)KCHHS 03U OKCUKOJ/IOHY Ta IHIIMX OIiaTiB
TpuBajoi 1ii, mo metadomnizytoTbest CYP3A4 (Hanpukiaa riipokooHy). Moke OyTH HeOOXiTHUM
YacTUH MOHITOPHUHT MOOIYHUX pEaKIliif, acoI[iHOBaHMX 13 3aCTOCYBAaHHSM OIiaTiB (JUB. PO3ILT
«B3aemois 3 IHIMMU JIIKAPCHKUMHU 3ac00aMM Ta 1HIIT BUU B3aEMOIII).

@nykonaszon (ineivimop CYP2CY9, CYP2C19 ma CYP3A44). OaHouacHe nepopajibHEe 3aCTOCYBaHHS
BOPUKOHA30Jy Ta (PIyKOHA301y MPU3BOIUTH 10 3HAUYIIOTO MiABUIIEHHS 3HaueHb Cmax Ta AUC,
BOPHKOHA30y Yy 3I0pPOBUX J0OpOBOJBIIB. HeBimoMo, sike 3HIKEHHS /03U Ta/ab0 YacTOTH
3aCTOCYBaHHS BOPMKOHA30Jy Ta (IyKoHa30idy 3abe3nednso 0 yHUKHEHHs naHoro edekty. [Ipu
3aCTOCYyBaHHI BOPUKOHA307ly Oe3mocepeqHbO Micisl (PIIyKOHA30Jly PEKOMEHJIOBAHUII MOHITOPUHT
noOIYHUX peakiiil, acouiifoBaHUX 13 BOPUKOHA30J0M (AMB. po3ail «B3aemomis 3 IHIIMMH
JKapChKUMU 3aC00aMM Ta 1HII BUIU B3aEMOIII).

JIoTIOMi>kH1 PEUOBHHH

Hampiu. Ueit nikapcbkuii 3aci6 mictuth 221 Mr HaTpito Ha ¢uakoH, mo exsiBaieHTHO 11 %
pexomenoBanoro BOO3 MakcMManbHOTO CIIOKUBAHHS HATPiI0 — 2 T Ha JOOY IS IOPOCIIHX.

Luxnooexcmpunu. Tlopomok mis po3unHy mias iHGY31H wMictuth mukioaekcTpuau (3200 mr
IUKJIOJICKCTPUHIB Y KOXKHOMY (pIIakoH1, 0 eKkBiBasieHTHO 160 Mr/mu y pasi BigHoBieHHs y 20 mu
posunHuuka (muB. posginn «Ckimamy). lle Moxe BIUIMBaTH Ha BIACTHBOCTI (HANPHKIAA
TOKCHUYHICTB) JII0Y0i PEYOBMHHM Ta IHIIMX JIKApChKUX 3ac00iB. AcmekTd Oe3meyHoCTi
IIUKJIOJIEKCTPHHIB BUBYAIIUCS M11]1 4ac po3poOKHU 1 OI[IHIOBaHHS 0€3ME€YHOCTI J1KapChbKOTro 3aco0y.

OCKIUJIBKM IUKJIOACKCTPUHU BHUBOJATHCS HHUpPKaMHU, Yy HAILI€HTIB 3 IOMIPHOI ab0 TAXKKOIO
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HUPKOBOIO TUC(YHKII€I0 MOKIIMBE HAKOTTMUEHHS [IMKJIOACKCTPUHY.

3acmocysanns y nepioo eacimuocmi abo 200y8anHs 2pyooro.

BaritHicTh. He icHye 10cTaTHBO JaHUX II0/I0 3aCTOCYBaHHS MpernapaTy BideH 1 BariTHUM KiHKaM.
JocnipkeHHsT HAa TBapWHAaX MPOJAEMOHCTPYBAJM HASBHICTh PEMPOAYKTHBHOI TOKCHYHOCTI.
IoTeHuiHHUN pU3KK MTPH 3aCTOCYBaHHI Ipenapary JUis JIIOJMHH HEBIAOMUI.

Bidena He cii 3acTOCOBYBaTH y IEpioj BariTHOCTI, 32 BUHSTKOM BHUIAJKiB, KOJU KOPHUCTH JUIsS
MaTepi OYEBHUIHO MEepeBaXka€ MOTEHIIMHUN PU3HK IS TJI0/1A.

KinkaM penpoAayKTHBHOTO BIKY, sIKI MOXYTb 3aBariTHITH, IiJl 4ac 3aCTOCYBaHHs IpenapaTy Ciij
3aCTOCOBYBaTH €(h)eKTHBHI POTU3AILIIIHI 3aCO0H.

Iepiox roxysanHs rpyuiro. Ekckpeniss BOpUKOHA30Ily Y TPYJHE MOJIOKO HE JAOCIIDKYBaIacs, TOMY
TOAYBaHHS IPyUIIO CJIiJI IPUIIMHUTH HA TIepiof Tepanii mpenapaTtom Biden.

DeprunbHicTh. JlocaipkeHHs: Ha TBapuMHaX HE MPOJEMOHCTPYBAJIU MOTIPIIEHHS (EPTUIBHOCTI Y
CaMIIiB Ta CAMOK IIypiB.

30amuicme enaueamu Ha WEUOKICMb peakyii npu Kepy8aHHi aBMOMPAHCNOPMOM AO0 [HUUMU
Mexanizmamu.

Bigenn mae nomipHUil BIJIUB HA 3aTHICTh KEPYBAaTU TPAHCIIOPTHUMH 3ac00aMu Ta MpaLIOBaTH 3
MexaHi3MaMU. 3acTOCyBaHHs MpenapaTy MOXKe CHPUYHMHSATH OOOPOTHI TOPYIIEHHS 30Dy,
BKJIFOYAIOYM HEYITKICTHh 30py, 3MiHEHE/TIOCHUJICHE 30pOBE CHPHUUHATTS Ta/abo ¢otodobiro. Ilpu
BUHUKHEHHI TaKWX CHUMIITOMIB Malli€HTaM CIiJl YHHKAaTH MOTEHLIIHO HeOe3MmeYHoi aKTHBHOCTI,
HaNpUKJIa] KepyBaHHS TPAHCIIOPTHUMH 3aC00aMu Ta poOOTH 3 MEXaHi3MaMH.

Cnocio 3acmocyeanna ma 003u.

[lepen moyaTkoM 3acTocyBaHHs Tpemapary BideHa Ta mpoTsarom Horo 3acTocyBaHHS HEOOXiTHO
MPOBOJUTH MOHITOPUHT TOPYIIEHb EJIEKTPOJITHOrO OalaHCy, TaKuX SK TilOKaJieMis,
rimOMarHieMisi Ta TIMOKANBI[iEMIis, Ta 3a HEOOXIIHOCTI TPOBECTH I1X KOPEKIif0 (AWB. PO3ILT
«Oco0IMBOCT1 3aCTOCYBaHHS»).

PexomenoBano BBoaWUTH BideHn 13 MaKCHMAaIbHOI MIBUAKICTIO 3 MI/KI/TOAMHY TpoTsroM 1—
3 rouH.

Jlikyeanus.

Jlopocai. [Insg pocsrHeHHS B NEpUIMA JeHb KOHIEHTpalid y Iuta3mi KpoBi, OJM3BKUX J10
PIBHOBOXXHHUX, Tepamio mnpenapatoM Bidenn cnmix po3modyrHATH 3  BIAMOBIAHOTO PEXKUMY
HaBaHTAXXyBAJIBHUX JI03 MEPOPAIbHO a00 BHYTPIIIHHOBEHHO. 3 OIVISAY HAa BUCOKY O10J0CTYITHICTh
npemnapary Bidena npu mepopansHOMy 3acTocyBaHHI (96 %), 3a HAABHOCTI KIIHIYHUX [TOKA3aHb
MOXHa 3MIHIOBATH IDISIX WOTO BBEJCHHS 3 BHYTPIINIHHOBEHHOTO HAa TEPOpANbHUN 1 HaBIAKH.
JleranbHi peKOMeHIaIli1 010 103yBaHHS HaBeeH1 B TabuIi 4.

Tabnuys 4.
Cxema 3acmocysannsi Buympiwnvosenno Ilepopanvro
Hayienmu 3 macorw | Ilayiecnmu 3 macoro
mina 40 ke abo mina menue 40 xe*
Oinvue™
Hasanmaosicysanvhi 0o3u 6 Mr/kr koxHi 12 rogua |400 Mr KOXHI 200 Mr xoxHI
(mpoTsirom nepiumx 24 ToAuH 12 rogun 12 ronun
JKYBaHHS)
Iliompumyroui 0o3u 4 mr/xr 2 pa3u Ha 100y |200 mr 2 pa3u Ha 100 mr 2 pa3u Ha
(uepes 24 ronuHM Mics o0y 100y
MOYATKY JIIKYBaHHS)

*V ToMy 4uCIi TS TAli€HTIB BIKOM Bif 15 pOKiB.

TpuBanicte jikyBaHHs. TpuBamicTh JiKyBaHHS Mae OyTH SKOMOTa KOPOTIIOIO, 3aJ€KHO Bif
KJIIHIYHOI Ta MIKOJIOT14HOI BiAMOBIJI MamieHTa. Y pa3i HeoOXiJHOCTI 3aCTOCYBaHHS Mpenapary
noHaza 180 nHiB (6 MiCsIIB) €1 IPOBECTU PETEIbHY OLIIHKY CITIBBITHOLIEHHS KOPUCTI Ta PU3UKY
(muB. po3ain «OcobauBOCTI 3acTOCyBaHHM Ta « DapMaKkoAMHAMIKAY).

Kopekuist 1031 i jgopocnux. SKI0 Mami€eHTH HE 34aTHI NMEPEHOCUTH BHYTPIIIHbOBEHHE
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3aCTOCYBaHHS Ipemnapary B 1031 4 MI/Kr 2 pa3u Ha 100y, CIiJl 3MEHIIUTH 103y IMpernapary o
3 Mr/kr 2 pa3u Ha 100y.

Skmo y mamieHTa aJeKBaTHA BIJIIMOBIAb Ha JIKYBaHHS BIJICYTHS, HMiIATPHUMYIOYY 03y MOXHA
30upmTH 10 300 Mr 2 pasu Ha A00y nepopanbHo. [lanienTam 13 macor tina menmie 40 Kr 103y
npenapary MoxHa 30utemmTH 10 150 Mr 2 pa3u Ha 100y epopaibHO.

[TamieHTaM 13 HEMEPEHOCHUMICTIO 3aCTOCYBaHHS 30UMBIICHUX 103 Mpenapary CiiJi MOCTYMOBO
3MEHIIyBaTH J103y Ha S50 Mr 10 JOoCsATHEHHS MmiaATpuMytodoi jgo3u 200 mr 2 pasu Ha 100y
niepopanbHo (un 100 Mr 2 pazu Ha 100y MepopaibHO MalieHTaM i3 Macoro Tiia MeHIe Hixk 40 kr).
VY pa3i nosBM MOOIYHUX pEaklii, MOB’A3aHUX 13 JIIKYBaHHSAM, CIiJ PO3MJISHYTH MOXKIIUBICTD
NPUIIMHUTH 3aCTOCYBAaHHS BOPHKOHA30Jy Ta pO3MOYaTH 3aCTOCYBAaHHSA aJbTEPHATUBHUX
MpOTUTPUOKOBHX 3ac001B (auB. po3nia «[1o6iuni peakmii» Ta «DapMakoaHAMIKAY ).

[inbip 103 Npu OAHOYACHOMY 3aCTOCYBaHHI 3 iHIMMH 3acobamu. OTHOYACHO 3 BOPUKOHA30JI0M
MOXHa 3acTOCOBYBaTH pH(paOyTHH abo (EeHITOIH 3a yMOBH MiABUIICHHS IiATPUMYIOUYOI 03U
BOPUKOHA307ly 1O 5 MI/Kr 2 pa3u Ha 100y BHYTPINIHBOBEHHO (IuB. po3ainu «OcoOIuBOCTI
3acTocyBaHH» Ta «B3aemoist 3 IHIIMMU JTiKapCHKUMU 3aC00aMHU Ta 1HIII BU U B3A€MOII).
OnmHOuacHO 3 BOPHKOHA30JIOM MOXHa 3aCTOCOBYBAaTH e(aBipeH3 3a YMOBH IIiJABHUIICHHS
HiATPUMYI0UO0i 103U BoprKoHa3omy 10 400 mMr koxHi 12 roauH Ta 3HUKEHHS 103U edaBipeH3y Ha
50 %, to6t0 mo 300 mMr 1pa3 ma noOy. Ilicims BiAMiHM BOPWMKOHA30JIy CIiJ 3aCTOCOBYBAaTH
MOYaTKOBY 03y edaBipeH3y (AuB. po3aiiu «OcoOMMBOCTI 3acTOCyBaHH» Ta «B3aeMois 3 iHIIMMU
JIKapChKUMU 3aCO0aMH Ta 1HII BUAW B3a€EMO/IIIN).

HamienTH MiTHHOrO Biky. HeMae He0OXiZHOCTI B KOpEKIii JO3M Hali€eHTaM JITHBOTO BIKY (IHB.
po3ain «PapMaKOKiHETHKAY).

HopymienHs GYHKILT HUPOK. Y Malli€HTIB i3 HUPKOBOIO HEJAOCTATHICTIO BiJl TOMIPHOTO JIO0 TSKKOTO
ctyneHns (kiipeHc kpeatuHiny <50 MII/XB) BiI0yBa€ThCS HAKOMUYEHHSI HATPIIO P-IIUKIOAEKCTPUHY
cynbhobyTunoBoro edipy. Takum marieHTaMm CIijJ] 3aCTOCOBYBAaTH BOPUKOHA30J MEpPOpalibHO, 32
BUHATKOM KOJIM KOPHUCTbH BiJ] 3aCTOCYBaHHSI BOPUKOHA30Jly BHYTPIIIHFOBEHHO MEPEBUIIYE PUIUKH.
Takum mamieHTaM HEOOX1AHO MPOBOAWUTH PETEIbHUI MOHITOPUHT PiBHS KpEaTHHIHY Yy CHPOBATII
kpoBi. Ilpu iioro migBUINEHHI CHiJ PO3MISIHYTH MOIIJBHICTE 3MIHHM MUIAXY 3aCTOCYBaHHS
BOPUKOHA30J1y Ha nepopaibHuil (AuB. po3ain « DapMaKkoKiHETHKA).

Kiipenc BopukoHazony npu remoniainizi craHoBuTh 121 mi/xB. KingbkicTh BOPHMKOHA301y, IIO
BUBOJHUTHLCS TMPOTATOM CEAHCY TeMOJIali3y TPUBATICTIO 4 TOAWMHU, HEAOCTATHS IS BUHUKHEHHS
HEOOX1THOCTI B KOPEKIIii 103U Mpemnapary.

Knipenc nHatpito B-UMKIOACKCTpUHY CyibpoOyTuiaoBoro edipy mnpu remopianizi CTaHOBUTH
55 mi1/xB.

Hopymenns dbyHkiii nedinku. [lamieHTaMm i3 MUPO30M MEUIHKH JIETKOTO Ta TOMIPHOTO CTYMECHS
TsOKKOCTI (kmac A abo B 3a kimacudikamiero Yaitnma—I1'10) pekoMeHIOBaHO 3aCTOCOBYBATH
3BHYalHI peKUMHU HaBaHTaXXyBaJbHUX /03, IPU [ILOMY MIATPUMYIOUY /103y HEOOX1AHO 3MEHUIUTH
B/BiUi (UB. po3ain «PapMaKOKiHETHKAY).

JlocmipkeHHsT 3acTOCYBaHHS mpenapary Bidena marieHTam i3 TSHKKUM XPOHIYHUM ITUPO30M
neuinku (kiac C 3a knacudikaniero Yaitnga—I1'10) He mpoBoamiy.

[ndopmartis mono OGe3nekd BOPUKOHA30JIy MPU 3aCTOCYBaHHI MHAIli€eHTaM 13 BIAXMJICHHSAMH Y
pe3ynbTarax neyinkoBux npo0 (acnaprarrpancaminasa (ACT), ananintpancaminasa (AJIT), myxxHa
¢docdaraza ta 3aranpHul 611ipyOiH, 110 O1JIBIIE HIXK Y 5 pa3iB NEPEBUIIYIOTh BEPXHIO MEKY HOPMH)
oOMexeHa.

3acrocyBaHHs mnpenapary Bidenn acouiroBasiocst i3 HiJBUIIEHHSIM DPiBHS NMOKa3HUKIB (QyHKIIN
MEYIHKH Ta KJIIHIYHUMHU O3HAKAMH YPa)KeHHSI IEU1HKU, TAKUMH SIK JKOBTSHUIS, TOMY 3aCTOCOBYBATH
Ipernapar nami€eHTaM i3 MOPYIIEHHAM (YHKIH MEeYiHKH TSHKKOTO CTYMEHS CJiJ JIMIIE TOJi, KOJIU
KOPHUCTh NepeBakae MOTeHUiHUN pusuk. CiiJl 3A1MCHIOBaTH peTeIbHUI HaIrJIA] 3a NallEHTaMH 13
TSOKKUM TIOPYIICHHSM (YHKIII MEYiHKM MO0 PO3BHTKY TOKCHYHUX e(eKTiB mpemnapary (IuB.
posmain «IloGiuni peakiii).

Meron 3acTOCyBaHHs.

Ilepen 3acTrocyBaHHSIM y BHUIUIAAI BHYTPIIIHBOBEHHOI 1H(Y3ii mpemapaT ciif BIAHOBUTH Ta
po3BectH. Bidpena ne mpuzHaueHu 111 60IFOCHOTO BBEACHHS.

s orpumanHs 20 M IPO30POro KOHIEHTPATy, M0 MICTUTh 10 MI/MJI BOPUKOHA30J1y, TOPOLIOK
CITiJ pO3YMHHUTU Y 19 MJI Boztu [uist 1H’ €Kit a60 y 19 mMi po3unny HaTpito xsopuay 9 mr/mi (0,9 %)
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s iH¢y3id. He ciig BukopucTtoByBaTH (uiakoH i3 mpemapaToM Bidenn, SKIIO pO3YMHHUK HE
BCMOKTY€ETBCS Y (DITaKOH MiJ CHIIOI0 BakyyMy. PeKoMeHIyeThcs BUKOPUCTOBYBAaTH CTaHAAPTHUMN
(He aBTOMATHUYHUN ) IIIPHI] MiCTKiCcTIO 20 MJT U1t 3a0€31eueHHsI BHECEHHS TOYHOTO 00’ eMy (19 M)

BOJIM IS 1H’€KIIi#f a00 pO34nHY HATPirO XJIOpUIAy is iHy3ii 9 mr/mi (0,9 %).

[Ipenapatr npu3HaueHUWi JMIIEe A Pa30BOrO0 BUKOPUCTAHHS; 3aCTOCOBYBAaTHM MOXHA TUIBKH
IPO30pUI PO3UUH, BUIBHUHN BiJl MEXaHIYHHUX JOMIIIOK.
Jns opepkaHHS PO34YMHY, TPUAATHOTO IS 1H(QY31i, HEOOXIAHUN O00’€M OJEPNKAHOTO TICIIA
PO3UMHEHHS KOHIIEHTPATy CJIiJI J0JaTH JI0 CYMICHOTO i3 MpernapaTtoM peKOMEHI0BAaHOTO PO3UHHY
uig 1HQY31i (AetanpHa 1HGOpMaLlisl HaBeleHa HUXKYE) JJIs O/Iep KaHHS PO3UMHY BOPUKOHA30Jy 13
KoHIeHTpauieo 0,5-5 mr/mir.

HeoOxiani 06’ eMu koHIIeHTpaTy npenapaty Bigena (10 mr/mon).

Tabnuys 5.

Maca 006’em KoHIIeHTpaTy npenapaty Bipena (10 Mr/mit), HEOOX1AHUH JIISI OACPIKAHHS:

Tina 037 3 MI/KT no3u 4 Mr/kr 037 6 MI/KT 03U 8 MI/KT o34 9 Mr/kr

(xr) (KUJIBKICTH (KUTBKICTH (KUIBKICTh (K1JIBKiCTB (KiJIBKiCTB
(hIaKkoHiIB) (h1aKoHiB) (hIaKoHIB) (h1aKoHiB) (h1aKoHiB)

10 — 4,0 ma (1) — 8,0 ma (1) 9,0 M (1)

15 — 6,0 mu (1) — 12,0 mi (1) 13,5 M (1)

20 — 8,0 ma (1) — 16,0 ma (1) 18,0 mu1 (1)

25 — 10,0 mu1 (1) — 20,0 M (1) 22,5 mi (1)

30 9,0 ma (1) 12,0 mi (1) 18,0 mu1 (1) 24,0 M1 (2) 27,0 M1 (2)

35 10,5 mx (1) 14,0 ma (1) 21,0 ma (2) 28,0 M (2) 31,5 mn (2)

40 12,0 ma (1) 16,0 ma (1) 24,0 M (2) 32,0 M1 (2) 36,0 M (2)

45 13,5 ma (1) 18,0 ma (1) 27,0 M1 (2) 36,0 M (2) 40,5 mx (3)

50 15,0 Mz (1) 20,0 mu1 (1) 30,0 mu1 (2) 40,0 mi (2) 45,0 ma (3)

55 16,5 ma (1) 22,0 M1 (2) 33,0 M1 (2) 44,0 mx (3) 49,5 M1 (3)

60 18,0 mut (1) 24,0 M (2) 36,0 mu1 (2) 48,0 mi (3) 54,0 ma (3)

65 19,5 ma (1) 26,0 mi1 (2) 39,0 mi (2) 52,0 mi (3) 58,5 mi (3)

70 21,0 mi1 (2) 28,0 mi1 (2) 42,0 M (3) — —

75 22,5 mi (2) 30,0 M1 (2) 45,0 M1 (3) — —

80 24,0 ma (2) 32,0 ma (2) 48,0 m (3) — —

85 25,5 mi1 (2) 34,0 Mt (2) 51,0 ma (3) — —

90 27,0 mi1 (2) 36,0 mi1 (2) 54,0 mi (3) — —

95 28,5 mi1 (2) 38,0 mit (2) 57,0 mit (3) — —

100 30,0 mi (2) 40,0 M (2) 60,0 mi (3) — —

BiHOBIEHHI PO3UMH MOXKE OYTH PO3BEICHUIA:

— 9 mr/mi (0,9 %) po3urHOM HATPIFO XJOPHIY JUIS iH €KIIIH;

— CKJIAJTHM PO3YMHOM HATPII0 JIAKTATY JJIsl BHYTPIIIHBOBEHHUX 1H(DY31H;
— 5 % po34MHOM IJIIOKO3U Ta pO3UMHOM PiHrepa nakrary A BHyTpPiIIHbOBEHHUX 1H(Y31H;
— 5 % po3unnom rimroko3u Ta 0,45 % po3urnHOM HATPIIO XJIOPUAY A BHYTPIIIHBOBEHHUX 1H(Y31H;

— 5 % pO34YMHOM IJIIOKO3HU JIJIs1 BHYTPIIIHBOBEHHUX 1H(Y31ii;

—5 % po3unHOM I0K031 Y 20 MEKB Katito XJ0pu Ly Ui BHYTPIIIHBOBEHHUX 1HY31H;
— 0,45 % po3unHOM HATPIIO XJIOPUAY U BHYTPIITHHOBEHHUX 1HQY31H;
—5 % po3unHoM rioko3u Ta 0,9 % po3uynHOM HATPIIO XJIOPUIY ATl BHYTPIITHBOBEHHHUX 1H(Y31i.

CyMiCHICTh BOPUKOHA30JTY 3 1HIIMMHU PO3YMHHUKAMHU HEBIJOMa.

Bynp-Ki 3aMUIIKM HEBUKOPUCTAHOTO PO3YMHY CJIiJl yTHIIi3yBaTH BiIOBIIHO /IO MiCIIEBUX BUMOT.

[Hdopmaris o0 3acTocyBaHHs Mpenapary Juist IpoQiIaKTUKY HaBeAeHA HIDKYE.

Ipoginaxmuxa y dopocaux i dimelti.
[IpodinakTuky MOTPiOHO TOYATH B JACHH TPAHCIUIAHTAIII; il TPUBAIICTH MOXE CTAHOBUTHU JIO
100 guiB. IlpodinakTuka moBMHHA OyTH SIKOMOra KOPOTIIOK 3aJIeKHO BiJ PU3UKY PO3BUTKY
1HBa3UBHUX TPUOKOBUX 1H(EKITIH, IK1 BU3HAYAIOTHCS 33 O3HAKaMU HEUTpoIeHii ado iMyHocympecii.
IIponoskenHs npodinakTuku 10 180 AHIB Micis TPaHCIUIAHTALlT MOXKIIMBO JIMILE Y pa3i TPUBAOYOi
IMyHOCYyTIpecii abo peakilii «TpaHCIUIAaHTAT IPOTH Xa3siiHa.

24




JlosyBaHHs. PekoMeHI0BaHMI PEXUM JO3yBaHHS 3 METOIO MPOQITaKTUKH TaKUH CaMHid, K MPH
JKyBaHHI y BiIMOBIHUX BIKOBUX rpymnax (auB. Tabmuii 4 i 5).

TpuBanicte npodinakTuku. be3nednicTs Ta epeKTUBHICTh BUKOPUCTAHHS BOPUKOHA30JTY TPOTSITOM
Oinbie Hixk 180 nHIB He OyIM HaJE)KHUM YMHOM BUBYEHI B KIIHIYHUX BUIIPOOY BAHHSIX.
BukopucTtaHHs BOPHKOHA30Jy Ui MpOoQigakTUKu mpotsrom Ourem HiK 180 mHiB (6 MicsIiB)
BUMarae peTeabHOI OL[IHKH CIT1BBITHOLIEHHSI KOPUCTI Ta PU3UKY.

Hacrynna indopmartis BITHOCUTBCS SIK J0 JIKYBaHHS, TaK 1 10 TPODIIaKTHKH.

Kopueysanns oozu. KopuryBanHS [03W y pasi HENOCTaTHROI €(PEKTUBHOCTI abO0 PO3BUTKY
OB’ SI3aHUX 3 JIIKYBaHHSAM MOOIYHUX peakliil He peKOMEHIyeThCsl PU BUKOPUCTAHHI IIpernapary 3
METOI0 PO iTAKTHKH.

Himu.

[IpenapaT 3acTOCOBYIOTH HIiTSAM Bij 2 pokiB. besneka Ta eeKTUBHICTh 3aCTOCYBaHHS Ipenapary
Biden mitsm BikoM 10 2 pOKiB HE BCTAHOBJICHI.

[Hdopmaris o0 3acToCyBaHHs Ipenapary y sIKkocTi Mpo(iIaKTUKH TITAM HaBeIeHa BHIILIE.

Hitu BikoMm 2-12 pokiB Ta miTu BikoM 12-14 pokiB i3 Macoro Tina < 50 kxr. PexomeHay€eThCs Taka
cXeMa JIIKyBaHHS:

Tabnuys 6.
Cxema 3acmocysantsi Brympiwnvosenno Ilepopanvhro
HaBantaxxyBanbHa /1032 (MMPOTATOM 9 MI/KT KOXHI He pekomennyeTbcst
nepmux 24 rojauH) 12 ronuu
[ligTpumyroua no3a 8 mMr/kr 2 pas3u Ha 9 mr/kr 2 pas3u Ha 100y
(micns mepmmx 24 ToIuH) 100y (MakcuMaJlbHa /1032 CTAHOBUTH
350 mr 2 pa3u Ha 100Y)

PexomMeHayeThCSI PO3MOYMHATH TEPAIiio 13 BHYTPIIIHHOBEHHOTO 3aCTOCYBaHHS, a MOJKJIHMBICTB
3aCTOCOBYBAaTH Mpemapar MEpPOPabHO CIIiJl PO3TIISSHYTH JIUIIE MICHs JOCATHCHHS 3HAYYIIOTO
KJIIHIYHOTO OKpaieHHs cTany. CiiJl BiJ3HAUNTH, 110 BHYTPIIIHEOBEHHA 7032 8 MI/KT 3a0€3MeUnuTh
€KCITO3HI[IF0 BOPUKOHA30Jy PHOIN3HO y 2 pa3u OUIBIIY 32 €KCIO3HUIII0 MPH 3aCTOCYBaHHI 103U
9 MI/KT IepopaibHoO.

Hitsam BikoMm 12-14 pokiB i3 Macoro Tisia > 50 kr Ta BikoM 15-17 poKiB HE3aJIC)KHO BiJ MacH Tijia
CJIiJI 3aCTOCOBYBATH TaKi 3K CaMi JO3H BOPUKOHA30Y, K 1 U1 JOPOCTUX.

HinOip no3u mitaM BikoMm 2-12 pokiB Ta niTsam BikoM 12-14 pokiB i3 Macoro Tina < 50 kr. fxmio
BIJNOBIIb MalliEHTa Ha JIIKYBaHHS HEIOCTaTHs, JI03y IpernapaTy BHYTPIIIHBOBEHHO MOXHAa
30UIbIIyBaTH MO 1 MI/Kr. SIKIIO MamieHT HE MEPEeHOCHTh JIIKyBaHHs, 103y mnpenapary Bidenn
BHYTPIIIHFOBEHHO HEOOX1/THO 3HMKYBATH 1O | MI/KT.

3acTocyBaHHS TIpemapaTy TMaimieHTam BikoM 2-12 pokiB 13 HHUPKOBOK a00 TIE€YiHKOBOIO
HEIOCTATHICTIO HE OCIKyBau (IuB. po3ain «[lobiuni peakuii» Ta «@apMaKkoKiHETHKA ).

Ilepeoo3ysanns.

VY xoJi KIIHIYHUX JOCTIKEHb MOBIIOMIISIIOCS TIPO 3 BUMAJAKU HEHABMUCHOTO Mepe03yBaHHs. Yci
3 BUTNIQJIKH CIIOCTEPIraiucs y IiTel MpHu BHYTPIIIHFOBEHHOMY 3aCTOCYBaHHI Mpemnapaty B 1031, 110
5 pasiB BUIIIN 32 PEKOMEHI0BaHY. CIMHOIO TMOOIYHOIO PEAKIIE€I0, PO Ky MOBIIOMIISLIOCS, Oyia
¢dotoobis TpuBamicTio 10 XBUIMH. AHTUIOT 10 BOPUKOHA30Ty HEBIJOMHUIA.

Knipenc Bopukonazony mpu remopiaiizi craHoBuTh 121 mu/xB. Kiipenc Hatpito f-
LIUKIJIOJIEKCTPUHY CYIb(PoOyTHIIOBOTO eipy IpU reMoiali3i CTaHOBUTH 55 MII/XB.

[Ipu mnepemo3yBaHHI reMojiangi3 MOXE€ CHPHUSATH BHBEACHHIO BOPHMKOHA30Jly Ta HaTpito f3-
UKJIOACKCTPUHY CYJIb(hoOYyTHUIOBOTO edipy 3 OpraHizmy.

I o6iuni peaxuyii.

[Ipodine Ge3nekn BOPUKOHA30IY B JOPOCIHUX TIPYHTYEThCS Ha iH(poOpMarlii 3 iHTErpoBaHOi 0a3u
nanux 3 Oesneku, mo oxorunoe Oimbmie 2000 oci6 (Bkmrowaroun 1603 mopocnux marieHTH, sKi
Opaiu y4acTb y TepamneBTHYHUX IOCHIIKEeHHsX) Ta e 270 Topociaux MaIi€HTiB 3 JOCIiIKEeHb
npodinaktuku. g rpyma mamieHTiB € JAOCTaTHHO PI3HOMAHITHOK 1 BKJIIOYAE TMAIIE€HTIB 31
3N0SIKICHUMU 3aXBOPIOBaHHAMM KpoBi, BIJI-iH(ikoBaHUX Mali€HTIB 13 KaHIU1030M CTPABOXOJY Ta
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pedpakTepHUMHU TPUOKOBUMHU 1H(EKIiIMHU, TAIi€HTIB 0e3 HeWTpomeHii 3 KaHauIaemieo abo
acIeprijib0o30M Ta 3J0POBUX TOOPOBOJIBIIIB.

Jlo HalmommMpeHImuX MOOIYHUX PEAKIliid, PO SKi MOBIIOMIISUIOCS, HAICKAIH IMOTipIIaHHS 30Dy,
mipekcisi, BUCHUIAHHSA, OJIOBaHHS, HYJOTa, Jiapes, TOJOBHUU Oinb, mepudepudHi HAOPSIKU,
BIJIXUJICHHS B1J1 HOPMH Pe3yJIbTaTiB I€Y1HKOBUX IIPOO, MOPYIIEHHS JUXaHHS Ta OlIb Y AKUBOTI.
3aranoM NoOi4HI peakiii 3a CBOIM CTYNEHEM TSHKKOCTI OyJM BiJl JIETKOIO J0 MOMipHOTro. AHami3
JaHUX 3 0e3MeKu He MPOJIEMOHCTPYBAB JKOAHUX KIIHIYHO 3HAUYIIMX BIJIMIHHOCTEH 3aJI€KHO BiJ
BiKy, pacu abo cTari.

OckibKH OUIBINICTE MOCTIPKEHb Oy BIAKPUTUMH, HUKYE 3a3HAYEHO BCl MOOIYHI peakilii, mo
MOXXYTh MaTH TMPUYMHHO-HACIIJKOBUHA 3B 30K 13 3acTocyBaHHAM mpenapary. [loGiuni peakiii
BH3HAYEHI HAa OCHOBI 00’e€mHaHUX AaHUX MO0 1873 mopocnux marieHTiB, sKi Opajiu yd4acThb y
TepaneBTUYHUX fgociimkeHHsx (1603) 1 mocmimkenusx npodinaktuku (270). [MoGiuni peakiiii
HaBeJICH] 3a CHCTEMaMHU 1 KJlacaMH OpraHiB Ta 3a 4acTOTO0: Ay»e dacto (> 1/10), wacro (> 1/100 ra
< 1/10), mevacto (> 1/1000 Ta < 1/100), piako (> 1/10000 ta < 1/1000), xyxe piako (< 1/10000) Ta
4acToTa HeBiJioMa (HEMOXKIIMBO OIIHUTH, 0a3ylOYHCh Ha HasBHIN iHpopmMmalii). ¥ Mexax KOxKHOI
rpynu moOivyHi peakiii mpeacTaBiIeH] B TOPSAKY 3HUKCHHS iX CTYICHS TSDKK OCT.

Inghexyii ma insa3ii.

YacTo: cUHYCHT.

HeuacTo: ncesnoMeMOpaHo3HUM KOIIT.

JlobposxKichi, 310AKICHI Ma He6CMAHOBIEHI HOBOYMBOPEHHS (8KIIOUAOYU KICMU MA NONINU).
YactoTa HeBiioMa: TUIOCKOKIIITHHHA KapIimHOMAa™.

3 6oky Kposi ma nimgpamuuHoi cucmemu.

YacTo: arpaHyJIoONKMTO3 , IaHIUTONEHis, TPOMOOLHUTONEHIS?, TEHKOIEH]s, AHEMISL.

HeuacTo: HEgocTaTHICTD KICTKOBOTO MO3KY, JTiMbaaeHONaTisl, CO3UHOPITis.

Pinko: cuHAPOM IMCEMIHOBAHOTO BHYTPIIIHBOCYAMHHOTO 3rOPTaHHS KPOBI.

3 60Ky imyHHOI cucmemu.

HeuacTo: rinepayTauBicTh.

Pinko: anadinaktoigHi peakuii.

3 60Ky eHOOKPpUHHOI cucmemu.

HeuacTo: HetocTaTHICTh HAAHUPKOBHX 3aJ103, T1IIOTUPEO3.

Pinko: rineprupeos.

Po3znaou memabonizmy ma xapuysaums.

Hyxe gacTo: nepudepuvni HaOPsKH.

YacTo: rinoriaikeMisi, TinoKatieMis, TIMOHATPIEMIsL.

3 b6oky ncuxiku.

UYacro: memnpecisi, raonuHaIii, TpuBora, 6e3COHHS, aKUTAallisl, CIUTyTaHiCTh CB1JIOMOCTI.

3 60Ky Hepsosoi cucmemu.

Jly»e 4acTo: TOJOBHHH OiJIb.

YacTto: cyaoMu, CHHKOIIE, TPEMOp, TIEPTOHIS®, TapecTe3is, COHIUBICTh, 3aIaMOPOUYEHHSI.

HeuacTo: HaOpSAK TOJOBHOrO MO3Ky, eHnedanonaris?, ekcrpamipaminni posmamu®, nepudepudna
HEBPOIaTisl, aTaKCisl, TinecTesis, IMCTeB3isl.

Pinko: neuinkoBa enuedanonaris, cuapom I'iiiena—bappe, Hictarm.

3 6oky opeanis 30py.

Jly’e 9acTo: moripmanus 30py®.

YacTo: KpPOBOBHIIUBH B CITKIBKY.

Heuwacrto: posnagu 3 GOKy 30pOBOro Heppa’', HaOpsAK JUCKa 30pPOBOro HepBa®, OKyIOripHUii KpH3,
JMTLIONIS, CKJIEPHT, Onedapurt.

Pinko: arpodist 30poBoro HepBa, IOMYTHIHHS POTiBKH.

3 60Ky opeanie ciyxy ma 6ecmubyIApHOI cucmemu.

Heuacro: 3HMXeHHS clyXy, BEpTUTO, IIYM y ByXax.

3 6oky cepys.

YacTo: HAIIUTYHOYKOBA apUTMis, TaXxiKapais, Opagukapais.

Heuwacro: ¢i0puiisniss HUTYHOYKIB, IIIYHOYKOBA €KCTPACHCTOJIIS, LUTYHOYKOBA TaxiKapais,
nojopxeHHs iHTepBairy QT Ha enexTpokapaiorpami, HaIUTYHOYKOBA TaXiKapIis.

Pinko: nuryHoukoBa Taxikap[is TUIY «IIpyeT», IMOBHA aTplOBEHTPHUKYJsipHA Oiiokana, Oiokana

3
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HiXKHU IyuKa ['ica, By3710BUH pUTM.

3 60Ky cyoun.

Yacro: aprepianbHa rinorensis, ¢haeoir.

HeuacTo: Tpom60dediT, JiMdaHTiT.

3 6oky pecnipamopnoi cucmemu, 2pyOHOI KIimMKU ma cepeodoCmiHHsl.

Jly’e 4acTo: yTpyiHEHe JUXaHHS .

YacTo: rocTpuii pecripaTopHUN TUCTPEC-CUHAPOM, HAOPSK JIETEHIB.

3 60Ky WIYHKOBO-KUWKOBO20 MPAKM) .

Jyxe gacTo: miapes, OJiroBaHHS, 017b y )KUBOTI, HY/IOTA.

YacTto: XeUmiT, IUCIencis, 3armop, TiHTiBIT.

HeuacTo: mepuToHIT, TaHKpeaTUT, HAOPSIK S3UKaA, AYOJACHIT, TACTPOCHTEPHT, TJIOCHUT.
3 6oxy eenamobiniapnoi cucmemu.

Jly>ke 9acTo: BiAXUJICHHS BiJl HOPMH PE3yJIbTaTiB MEYiHKOBUX MPOO.

YacTo: )KOBTAHUILISA, XOJIECTATHYHA KOBTAHULS, renatut P,

Heuacrto: nedinkoBa HEZOCTATHICTb, TeTIaTOMErallisl, XOJICLUCTUT, )KOBYHOKAM ’THA XBOpoOa.

3 60Ky wiKipu ma niOWKIpHOI MKAHUHU.

Jly’xe yacTo: BUCHIIaHHS.

Yacro: exconiaTuBHUN JepMaTUT, aJIONELis, MaKyJIOIaIyIbO3H1 BUCUIIaHHS, CBEPOIXK, epuTemMa.
Heuwacro: cunapom Crisenca—JIxoncona®, poTorokcuunicTs, myprypa, KpOuB’ sHKa, aJepriuHuii
JePMAaTHUT, ayJIb03H1 BUCUIIAHHS, MaKyJIbO3H1 BUCUIIAHHS, €K3eMa.

Pinko: TOKCHYHMI emigepMalnbHMi HEKpoJi3®, MeaMkaMeHTO3Ha peakuis 3 €o3uHOQimie i
cucremauMu npossamu  (DRESS)?, AQHTIOHEBPOTHYHUN HAOpsAK, AaKTHHIYHHUMA KepaTos™,
nceBaonopdipis, MmynpTuopMHa epuTeMa, copias, TOKCHUAECPMis.

YacToTa HeBijoMa: MIKIPHUW YePBOHU BOBUAK™®, BECHSIHKHU *, IGHTUTO™.

3 60Ky onopHo-pyx08020 anapamy ma CnonyYHoi MKAHUHU.

YacTo: 6116 y criuHi.

Heuacro: aptpur.

YacroTa HeBiioMa: MEepiocTUT™.

3 60Ky HUpPOK ma ceuo8UBIOHUX ULIAXIE.

Yacro: rocTpa HUPKOBA HEAOCTATHICTh, FEMATYPIs.

HeuacTo: HEKp03 HUPKOBUX KaHAJBI[IB, MPOTETHYPIsl, HEPPHT.

3acanvhi po3nadu ma peaxyii'y micyi 66e0enHs.

Jly>ke 9acTo: mipeKcis.

Yacro: 6ib y rpyasx, HaOpsak oOnuuustl, acrenis, 03H00.

HeuacTo: peakiiist B MicIii BBEJCHHS, TPUTIONOI10H1 3aXBOPIOBaHHS.

Pezynomamu docnioocenw.

YacTo: miIBUIIICHHS PiBHS KPeaTUHIHY B KPOBI.

HeuacTo: migBuIieHHs piBHS CEYOBUHU B KPOBI, i BUILCHHS PiBHS XOJIECTEPUHY B KPOBI.

* [lo6iuHi peakIlii, BUSBICHI ITICIISA BUXOAY IIpenapaTy Ha PUHOK.

! Bxmouaroun GpeOpuiIbHy HEHTPOIIEH IO Ta HEHTPOTIEHITO.

2 BKJIIOYar0uM iMyHHY TPOMOOIUTOIIEHIUHY TTyPITYpPY.

3 Biirouarouu PHUTITHICT MOTUJIMYHUX M S31B 1 TETaHIIO.

4 BKJIIOYaK04H riMOKCHYHO-IIEMIUHY eHIe(aTonarito Ta MeTaboIiuHy eHIIe(anonaTio.

5 BKJII0OYaI0uM aKaTU3ik0 Ta MapKiHCOHI3M.

® Tus. nmynkrt «Iloripmanns 30py» B posaini «[ToGiuni peakmii».

" Tlicns BUXOMy Mpenapary Ha PUHOK IIOBIIOMIISIIOCS TIPO TPUBAIUIL HEBPHUT 30POBOTO HEpBa (JIMB.
po3ait «OcoOIMBOCTI 3aCTOCYBaHHS).

& Tus. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS.

¥ BKJII0OYar0uM 3a/IMIIKY Ta 3aULIKY IpH (i3MYHOMY HABAaHTaXKEHH .

10 Bkmowaroun MeIMKAMEHTO3HE YPaKEHHS IEYiHKHM, TOKCHYHHMH TEHNAaTHT, YPAKCHHSA KIITHUH
NEYiHKH Ta TeTaTOTOKCUYHICTb.

11 Brirowaroun HaGpsK HABKOJIO O4el, HaOpsK ry6 i HabpsK poTa.

Tozipwanna 3opy. Y X011 KJAIHIYHUX Ta TEPANEeBTUYHUX JOCTIKEHb TyXe 4acTO CIOCTEpiranocs
MOTIpUIaHHS 30py (30KpeMa HEeYITKICTh 30py, (oTodoOis, XJIOpONCis, XpOMaTOICis, KOJIbOpoBa
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CITITNOTA, I[IaHOIICIsI, PO3JIaau 3 OOKY OpraHiB 30py, HAsSBHICTH y MOJi 30py palayXKHUX KiJ Tajo,
HIYHA CIIIOTA, OCIMJIONCIS, (OTOMNCIL, MEPEXTIUBa CKOTOMA, 3HUKEHHS TOCTPOTH 30Dy, 30pOBa
SICKpaBiCTh, BHIIAJiHHS IOJSI 30pYy, IUIABAOYi MOMYTHIHHS CKIMCTOTO TiJla Ta KCAHTOIICIs),
OB’ sI3aHE 13 3aCTOCYBaHHSM BOPUKOHA30Jy. Take moripianHs 30py Majlo THMYACOBHI 1 TOBHICTIO
000pOTHHI XapakTep 1 B OLIBIIOCTI BUMAAKIB CHOHTAHHO 3HUKAJIO MPOTAToM 60 XBWINH; KIITHIYHO
3HaYyIMX JOBrOTPUBAIMX peakiiil 3 Ooky 30py He cmoctepiranocs. [licas Garatopa3oBoro
3aCTOCYBAaHHS BOPUKOHA30JTy IMTOBIIOMIISIIIOCS PO TOCIa0IeHHS CUMIITOMIB. Bumnaaku moripmaHHas
30py B LiJIoMy OyJM JIETKUMH, PiJKO MPHU3BOJIMWIN 10 BIAMIHM MpenapaTry Ta He acoIliloBalIucs 3
TPUBAJMMHU OCTATOYHHMH peakiisMu. [loripmanHs 30py Moke OyTH TOB’s3aHE 3 BHCOKHMH
KOHIIEHTPALISIMU y TUIa3Mi KpoBi Ta/abo 103aMu Iperapary.

MexaHi3M BUHUKHEHHS PO3JIaJliB 30py HEBIJIOMHM, X04a, HaWBIpOTiIHIIIE, TTpenapaT BIUIUBAE Ha
CITKIBKY. 3acTOCYBaHHS BOPHUKOHA30Jly CIPUYMHSIO 3HIDKEHHS aMIUNTYIU XBHJIb Ha
€JCKTPOPETHHOTPaMi 1M dYac KIIHIYHOTO JOCTIDKEHHS BIUIMBY BOPHKOHA30Jly Ha (QYHKIIIIO
CITKIBKM 3a Y4YacTIO 3J0pOBHX J0OpoBosbLiB. EnexTpopernHorpadiss BHMIpIOE€ eIEKTPUYHI
MOTEHIlial CITKIBKM OKa. 3MIHU Ha E€JIEKTPOPETUHOTpami He MPOrpecyBajd MpOTAroM 29 nHiB
Teparii Ta TOBHICTIO 3HUKAJIH ITiCJISI BIIMiHH BOPHKOHA30ITY.

[Ticns BUXoAy mpemapaTy Ha PUHOK MOBIIOMIISLIOCS MPO TpHBali MoOIYHI peakilii 3 00Ky opraHiB
30py, IUB. Po3aLT «OcOOIMBOCTI 3aCTOCYBAaHHS.

Peaxyii 3 0oky wxipu. Y Tali€HTIB, $SKI 3aCTOCOBYBAJM BOPHUKOHA30JI y XOAl KIIHIYHHUX
JIOCITIDKEHbB, YK€ 4acTO CIIOCTEpIrajucst peakilii 3 OOKy IIKIpH, aje TakKl Mali€eHTH OJHOYacHO
3aCTOCOBYBajJM 0arato IHIIMX JIKapChbKUX 3aco0iB I JIIKYBaHHS OCHOBHOTO TSDKKOTO
3aXBOPIOBaHHS. bBUIBIIICTh BUIAIKIB BHUCHIAHb OyJM JETKUMH a00 TMOMIPDHUMH 3a CTyIEHEM
TspKKocTi. [1i]1 uac 3acTocyBaHHA npenapaTy Bidena BUHUKaIN TsDKKI MIKIpHI peakilii, BKII0Yaloun
cunapom CriBeHca—/[>)kOHCOHAa (HEYAacTO), TOKCHYHUU emiiepMaIbHUNM HEKpomi3 (piako),
MEIMKaMEHTO3HY peakiiro 3 eo3uHodimiero i cuctemanmu nposieamu  (DRESS)  (pimko) Ta
MyIbTH(HOPMHY eputemy (piako) (IuB. po3ain «OcoOIUBOCTI 3aCTOCYBAHHS).

[Ipu po3BUTKY BHCHIIAHb CIIiJ] PETEIBHO CIIOCTEPIraTh 3a CTAHOM TAIlEHTa, a Y pa3i IporpecyBaHH S
ypaxkeHb 3aCTOCYyBaHHS Ipenapaty Bidbens ciig npunuHuTH.

[MoBimoMIIsIIOCs TIPO BUIIAJIKH PO3BUTKY CEPHO3HUX peakiiii pOTOUYTIMBOCTI, TAKHUX SIK BECHSIHKH,
JICHTUTO Ta aKTUHIYHMM KepaTo3, 0COOIMBO MPOTATOM TPUBAJIOIrO 3aCTOCYBAaHHS Ipernapary (JIuB.
po3ain «OcobIMBOCTI 3aCTOCYBAaHHS ).

[oBigoMIIsIIOCS PO BUMAAKH INIOCKOKITITHHHOT KAPIIMHOMH LIKipH Y HAIi€HTIB, AKi 3aCTOCOBYBaJIH
Bidenn BIpomoBx TpUBAJIOro Yacy; MEXaHI3M IIbOTO SBHUIIA HE BCTAHOBJICHHWH (IUB. PO3IiT
«Oco0IMBOCTI 3aCTOCYBAaHHS»).

@yuxyionanvui npobu neuinxku. IIpu 3acTocyBaHHI BOPHUKOHA30Jy B XOAl KJIIHIYHOI Iporpamu
3arajibHa 4acTOTa BUNAJKIB IMiJBUIICHHS Yy > 3 pa3u BiJl BEpXHbOI MeXi HOpMHU (HE 00OB’S3KOBO
BBA)KAJI0CA MOOIYHOIO peakili€ro) piBHA TpaHcamina3z cranoBmia 18,0 % (319/1768) y mopocnux i
25,8 % (73/283) y nitei, SKi 3aCTOCOBYBAJM BOPUKOHA30J Il Tepamii Ta MpoQiJaKkTHKH.
BigxumeHHs Big HOPMH TOKa3HUKIB (YHKINI TEUiHKM MOXe OyTH IIOB’S3aHO 3 BHCOKHMH
IUTA3MOBUMHU KOHIEHTpaLlisiIMU Ta/ab0 103aMH Tpenapary. BijgbmnicTe BiIXWIEHb BiJl HOPMHU
MOKa3HUKIB (PyHKIIT MeYiHKM 3HUKAJIM 1111 4ac MOJaIbIIOro 3aCTOCYBaHH Mpenapary 6e3 KopekIii
1oro 1031 abo Mmicist KOPEKIi 1031, BKIIIOYAI0UW BIIMIHY TIpernapary.

VY nami€eHTiB 3 IHIIMMH TSHKKUMHA OCHOBHUMHU 3aXBOPIOBAaHHSAMH 3aCTOCYBaHHS BOPUKOHA301y OyIIo
MOB’SI3aHE 3 BUIIQJKaMU CEPHO3HMX TIenaTOTOKCHUYHUX peakiid. Taki peakuii BKIIOYaIH
JKOBTSIHHI[IO, TeMaTUT 1 TEYIHKOBY HEAOCTATHICTh 13 JETAJIbHUM HACTIAKOM (IUB. PO3ILT
«Oco0IMBOCTI 3aCTOCYBaHHS» ).

Peaxyii, nos’szani i3 8gedennam npenapamy uiiaxom ingysii. [oBIZOMISUIOCS MPO PO3BUTOK
peakuiii  aHaIaKTOIAHOTO THUIY, BKIIOYAIOYM MNPUIJIMBH, [POMACHUIIO, II1BUILICHE
MOTOBUAJICHHS, TaxiKapAilo, BIMUYyTTS CTUCHEHHS 3a TPYIHUHOIO, JUCIHOE, HENPUTOMHICTB,
HYAOTY, CBepOik Ta BUcUIaHHsA. CHMITOMH BUHHKAJIW OJpa3y Micis modatky iH}y3ii (1uB. po3aia
«Oco0IMBOCTI 3aCTOCYBaHHS»).

Ipoginakmuxa. Y BIAKPUTOMY MOPIBHSUIBHOMY 0araTOLIEHTPOBOMY JOCIHIKEHHI 3aCTOCYBaHHS
BOPUKOHA30JIy Ta 1TPaKOHA30JIy 3 METOIO NEPBUHHOI NPO(DIAKTUKH Y JJOPOCTUX Ta MIJIITKIB, 10 €
peLMnieHTaMM aJIOTeHHOI TPaHCIUIaHTallli CTOBOYPOBHX reMOIMOETUYHUX KIITHH, 0€3 monepeIHbo
MIATBEPKEHOT ab0 MiJO3pIOBaHOI 1HBA3MBHOI TI'pUOKOBOiI 1HQEKILII MOBHE NPUIIUHEHHS
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3aCTOCYBaHHS BOPHKOHA30]ly y 3B’S3Ky 3 TMOOIYHUMHU peakimismu crocrepiranocs y 39,3 %
HalieHTiB MOpiBHAHO 3 39,6 % mnarieHTiBY rpyni npuitomy iTpakonaszony. [ToB’s13aHi 3 NiKyBaHHSM
noOiyHi peakmii 3 OOKy TEYiHKHM TPU3BETM 0 TIOBHOTO NPUIIMHEHHS 3aCTOCYBaHHS
nociipkyBaHoro mpemnapary y S0 mamientiB (21,4 %), ski oTpuMyBaJd BOPUKOHA30J, 1 Yy
18 mamienTiB (7,1 %), sKi OTpUMYBaIH ITPaKOHA3OJL.

Jimu. be3nexy BOpMKOHA30y BUBYAIHU 3a yyacTio 288 niteit BikoM 2-12 pokiB (169) Ta BikoM BiJ
12 o 18 pokiB (119), sxi 3acTocoByBaau BopukoHa3o ais npodiaktuku (183) Ta Teparrii (105) B
X0l KJIIHIYHUX JT0CTiPKeHb. be3nexy BOpukoHa30Jy TaK0X BUBUANIM 3 yyacTio 158 mitTei y Bii Bix
210 12 pokiB y paMkax OnaromiiHO-JOCIITHUIBKAX Mporpam. Y misoMmy mpodinb Oe3mexn
BOPHKOHA30Jy B JiTel OyB aHAJIOTIYHUM TakoMy B nopociux. OgHak criocrepiraiacs TeHISHIIis,
OB’ s13aHa 3 YaCTIIIMM BHUSBJICHHSM IT1IBUIICHHS PiBHS MEYIHKOBUX (PEPMEHTIB y MITEH MOPIBHSIHO
3 JI0OpOCIUMU (YacToTa MiJBHILEHHS PIBHIB TpaHCaMiHa3 y AiTel craHoBuia 14,2 % mopiBHSHO 3
53% y gopocnmx), BigMmiueHa Yy KIIHIYHHX JOCHIDKEHHSX sK I1O0OIYHA  peakiris.
[MocT™MapkeTHHTOBUH JOCBIT BKa3y€e Ha Te, M0 y JITeH 4acTOTa PO3BUTKY MOOIYHUX PEaKIiii 3 00Ky
miKipu (0coOIMBO epuTeMa) MoXKe OyTH JEII0 BUIIOK MOPIBHSHO 3 JOPOCTUMU. Y 22 Malli€HTIB
BIKOM JI0 2 pOKiB IIPH 3aCTOCYBaHHI BOPUKOHA30JIy B paMKax 01aro/iifHO-10CI1 AHUIIBKOI TpOrpamMu
MOBIAOMIISUIOCS PO HACTYMHI TOOIYHI peakiii, MPUYMHHO-HACIHIIKOBUN 3B’S30K SKHUX 13
BOPMKOHA30JIO0M HE MOXe OyTH BHKIIOYeHHH: peakuii ¢orouyrtiauBocti (1), aputmis (1),
naHkpeatut (1), migBuIIeHHS piBHA OuLTipyOiHy B KpoBi (1), MiJBUILNEHHS PIBHA MEYiHKOBHX
tdbepmentiB (1), Bucumanus (1) Ta HaOpsik aucka 30poBoro Hepsa (1). Takoxk MOBITOMITSIIOCS TIPO
PO3BHUTOK MAHKPEATUTY y JiTeH NpU 3aCTOCYBaHHI IpenapaTy B IOCTMAPKETUHTOBUII TepioI.

3simyearns npo nioo3prosari nooiuni peakyii. 3BITyBaHHS PO I11103pIOBaHI MOOIUHI peakIii micis
peecTpallii JiKapchbKoro 3aco0y Mae BaxkiauBe 3HaueHHS. Lle mae 3Mory mpoBoauTH Oe3mepepBHUM
MOHITOPUHT CITiBBIJHOIIICHHS MiXX KOPHCTIO 1 PU3WKaMH, MMOB’S3aHUMH 13 3aCTOCYBAHHSIM I[HOTO
JiKapchbKOro 3aco0y. MeauyHuM mpariBHUKaM CJIiJI 3BITYBaTH MPO Oyab-sKi Mia03proBaHi MOoOivHI
peaxiii BiIMOBITHO JI0 BUMOT 3aKOHO/IaBCTBA.

Tepmin npuoamuocmi. 3 poxu.

YmoBu 30epiranus.
30epiraTv B HEAOCTYITHOMY JJIs1 AiTeH Micli mpu Temmnepatypi He Bute 25 °C.

Jlemanvhi pexomenoayii wo0o 30epieants npenapamy.

I3 MikpO0610JIOTTYHOT TOYKH 30pY IperapaT CiijJ BUKOPUCTATH OApa3y XK IICIsI po3YrMHEHHs. Ko
npernapar He OyB BUKOPUCTAaHUH HEraiHo, 32 TEPMiH Ta yMOBH HOro 30€piraHHs 10 BUKOPUCTAHHS
BIJIMIOBi/Ia€ KOPUCTYBAy; y HOpMi 30epiraHHs mpemnapary A0 Horo BUKOPUCTAHHS Ma€ TPUBATH HE
Oinbire 24 roauH npu temmeparypi Big 2 1o 8 °C (B XOJIOAUIBHUKY ), 32 BAHATKOM BUTIAJKIB, KOJIU
PO3UMHEHHS 3[[IHCHIOBAJIOCS B KOHTPOJIHOBAHUX Ta BaJTiJOBAHUX ACENITHUYHUX YMOBAX.

di3uyHa Ta XiMi4HA CTAOUIBHICTH PO3YMHY OyJia MPOJEMOHCTPOBaHA MPOTITOM 24 TOAWH TIpU
Temnepatypi Big 2 o 8 °C.

Hecymicnicmo.

[ndy3zito npenapary Bidenn He MoOXxHaA 3A1MCHIOBATH OAHOYACHO 3 IHIIMMHU 3ac00aMM IS
BHYTPIIIHBOBEHHOT'O BBEJICHHS, BUKOPUCTOBYIOUU CIIUJIBHY KpamnelbHUII0 a0 KaHIoM0. €MHICTh
HEOOX1JHO TIePEBIPUTH, 100 MEPEKOHATHUCS B TOMY, IO iH(DY3ir0 3aBepiieHo. [licis 3akiHUeHHS
iH(y3ii npenapaty Bidena kpaneapHUII0 MOXKHA BAKOPUCTATH I BHYTPIITHHOBEHHOTO BBEICHH 5
IHIIKX JIIKapChKHUX 3aC001B.

[penapatu KpoBi Ta KOPOTKOYAcHI iH(Y3ii KOHIIEHTPOBAHKUX PO3UYHHIB €JIEK TPOMITiB. EnexkTpomiTHi
pO37aM, TakKi sIK T1MOKaIi€Mis, TITOMarHieMis Ta TioKaJbIieEMIs, CJI1JT BIIKOPUTYBATH A0 MOYATKY
Tepamii BopukoHazoioM (amB. po3min «Crmoci®é 3acTtocyBaHHS Ta 103u» Ta «OcobauBOCTI
3acTocyBaHH»). Bidena He ciij 3acTOCOBYBAaTH OJHOYACHO 3 OY/b-SKUM MpernapaToM KpoBi abo
Oy/lb-IKOI0 KOPOTKOYACHOIO0 1H(Y31€10 KOHIICHTPOBAHUX PO3YUHIB EJEKTPOJIITIB, HABITHh SKIIO
1H(y314 000X PO3UMHIB 31HCHIOETHCS Yepe3 OKPEMI KpareabHHIII.

IoBHe mapeHTepanbHe xapuyBaHHs. [[oBHE mapeHTepalibHe XapuyBaHHS HE CIIiJI IPUIIUHATH TPH
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3acTocyBaHHI npenapaty Bidenn, ane cmin 3ailicHIoBaTH yepe3 okpeMi kpanenbHuli. [pu ingy3ii
yepe3 OaraTOKaHANBHUI KaTeTep IOBHE MapeHTepajbHE Xap4yyBaHHS CIiJ 31MCHIOBATH 4Yepes3
OKpEMHUH MOpT, a He Yepe3 MopT, Yepe3 KUl 3MiHCHIOeThCS iH(Y3isa npenapary Bipenn. Bibenna e
MOkHa po3BoauTH 4,2 % po3unHOM HaTpito OikapOonaty s iHQYy3iid. CyMiCHICTH 13 UM
PO3YMHOM Y 1HIIUX KOHIIEHTPAIlisX HEBlOMA.

Jlanuii nikapcbkuii 3aci0 He MOKHA 3MIITYBaTH 3 1HIIUMHU J1KapChbKUMU 3aC00aMHM, KPiM JIIKAPChKUX
3aco0iB, 3a3HaYCHUX Yy po3auti «Croci0 3aCTOCYBaHHS Ta JI03M).

VYnakoska. I[lo 1 ¢paakoHy 3 mopomkom s po3uuny A1 1HPY31i y KapTOHHIN KOpoOIIi.
Kareropist Bianycky. 3a peientom.

Bupoonuk. ®apesa Amoyas/Fareva Amboise.

Micue3Haxo/JKeHHSI BUPOOHUKA Ta aJipeca Micllsl MPOBAIKEeHHS HOro AiiJILHOCTI.
3one [HmacTpiae, 29 poyt aec [ngacrpic, 37530 Iloce-crop-Cic, @panis/

Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.

Jarta ocrannboro neperJsay. 10.02.2022.
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