IHCTPYKIIA
JJISI MEJUYHOT0 32CTOCYBAHHSA JiKapPChKOro 3aco0y

BOPHUTAEB® - 50
(VORITAB® - 50)

BOPHUTAB® - 200
(VORITAB® - 200)

Cknao:

oitoua peuosuna: Voriconazole;

1 TabGneTKka, BKpHUTA IUTIBKOBOIO 00070HKOI0, MicTUTh 50 Mr a6o 200 MTr BOpHKOHA30ITy;

OONOMIJCHI pedoguHU. JIAKTO3M MOHOTIAPAT, KPOXMajb KyKypyI3sSHUH, KPEMHIIO 10OKCHU]

KOJIOTTHUI O€3BOJHMM, TaJbK, MarHil0 cT€apaT, Kajilo MOJaKpPUIiH, TIMPOMENIo3a, TUTaHY JTIOKCHUT
(E 171), makporomn 6000.

Jlikapcbka ¢gopma. TabiieTku, BKPUTI TITIBKOBOIO 000JIOHKOIO.

OcHosHi  ¢hizuxo-ximiyni  eracmusocmi. KPYTAl JBOOMYKJ TaOJETKHA, BKPHUTI TUTIBKOBOIO
000JI0HKOI0, 01710r0 Kosbopy (A 50 Mr); mpomoBryBaTi IBOOMYKII TaOJIETKH, BKPUTI IJIiBKOBOIO
000JI0HKOI0, Bif OUTOTO 10 Cl1ab0 KOBTOTO KOJBOPY, 3 PUCKOIO JUIsl TOAUTY 3 OJHOTO OOKY.
Jonyckaerbest MapMypoBicTh (11t 200 mr).

dapMaKoTepaneBTHYHA rpyna.
[TpoTurpuOKoBi 3acO0M TSI CHCTEMHOTO 3acTocyBaHHs. [1oXimHI Tpuasomy.
Kox ATX JO2A CO3.

Dapmakonoziuni eracmueocmi.

Dapmaroounamika.

MexaHni3M fii. BopukoHas30i1 € TpHa3zoabHOI0 MPOTUTPUOKOBOIO PeYOBUHOI0. [IepBHHHNN MeXaHi3M
nii Tonsrae 'y TPUTHIYEHHI peakmii JeMeTWitoBaHHSA 140-7aHOCTEpOITy, OIOCEPEAKOBAHOT
rpubKkoBUM 1UTOXpoMoM P450, 1110 € ToT0BHOIO TaHKOIO Oi0cuHTE3y eprocrepory. Kymymsiis 14a-
METHUJI-CTEPOITY KOPEIIOE 3 MOJAIBIIOI BTPATOI0 €ProcTepoy MeMOpaHaMy TPUOKOBHX KIIITHH Ta
MOYKE BIJIOBIATH 3a MPOTHUTPUOKOBY aKTHUBHICTh BOPMKOHA30Jdy. Byio mpomeMoHCTpoBaHO, 10
BOPUKOHA30J1 € OUIBII CEJIEKTUBHUM J0 TpUOKOBUX ¢depMeHTiB mutoxpomy P450, Hix 10
depmeHTHHX cucTeM uToXpomy P450 y pi3HHX ccaBIiB.

dapmakokiHeTuka/papmakoauHamika. Y xoai 10 TepaneBTHYHHMX JOCTIKEHb MeJiaHa IS
Cepe/IHIX Ta MaKCUMaJIbHUX KOHIIGHTPAaLil y Mmiaa3Mi KpoBi KOKHOTO OKPEMOTO Malli€HTa CTAaHOBUIIA
2425 uar/mn (iHTepkBapTUiIbHUN mianazoH 1193-4380 ar/mu) ta 3742 Hr/mn (IHTEpKBapTHIbHHMA
po3max 2027-6302 ur/mi) BianoBigHo. [T03UTUBHUH 3B’SI30K MiX CEpeAHIMU, MAKCUMAIbHUMHU YU
MIHIMAJIBPHUMH IIJJA3MOBHMH  KOHIICHTPAIlISIMH BOPHUKOHA30Jy Ta e(EeKTHUBHICTIO He OyB
BCTAHOBJICHUH Y XOJ[i TePareBTUYHUX JTOCIIPKEHb Ta TaKUil 3B’ 130K HE OYB NMPOJEMOHCTPOBAHUH Y
JTOCJTIJDKEHHSX TTPO(ITaKTHKH.

dapmakokiHeTHYHHUN/papMakoAMHAMIYHUK  aHami3  iHdopMmalmii 3  KIHIYHUX  JOCHIIKECHb
1meHTH(iIKyBaB TMO3UTUBHUM 3B’A30K MK TUIA3MOBUMH KOHIICHTPAIISIMH BOPHUKOHA30Jly Ta
BIIXWICHHSAMHU Yy pe3yiabTaTax IME4YiHKOBUX MpoO 1 TOpYIIEHHSMH 3 OOKYy OpradiB 30py.
KopuryBanss 103u He OyJ10 BCTAaHOBJICHO Y JTOCIIDKEHHAX MTPO(IITaKTHKH.

KniniuHa edeKTHBHICTB Ta Oe3neka. Bopukonaso in Vitro 7eMoHCTpy€ NPOTHTPUOKOBY aKTHBHICTh
npoTH IMpokoro crektpa BuaiB Candida (Bkirouarouw pe3MCTEHTHHH 10 (IyKOHA30dy BHJI
C. krusei ta pesucrentni mramu C. glabrata i C. albicans) Ta ¢pyHrinumHy akTHBHICTE IPOTH BCiX
nocmimkennx BuaiB Aspergillus. Kpim Ttoro, Bopmkonaszom in Vitro memMoHCTpye GYyHTIHIHY
AKTHBHICTh TNPOTH HOBHMX IaTOICHHHX TPHOKIB, BKJIIOYAIOYM Taki BUaM sk Scedosporium abo




Fusarium, 9yTiImBicTh SIKUX 70 ICHYIOUHMX MPOTUTPHOKOBUX 3aC0O0IB € 0OMEKECHOIO.

Kniniuna eekTUBHICTD (110 BU3HAYAETHCS SK YAaCTKOBA a0 MOBHA BIJAIMOBI/Ib) BOPUKOHA30Iy Oyia
npojaeMoHcTpoBaHa /s pisHux BuaiB Aspergillus, sxmouaroun A. flavus, A. fumigatus, A. terreus,
A. niger, A. nidulans, pisaux Bumis Candida, Bxirouatoun C. albicans, C. glabrata, C. Kruseli,
C. parapsilosis ta C. tropicalis, oomesxeHoi kimbkocti mramiB BuaiB C. dubliniensis, C. inconspicua
ta C. guilliermondii, pizaux Buaie Scedosporium, Bkitouaroun S. apiospermum, S. prolificans, ta
pizuux BuaiB Fusarium.

[Hmi rpuOKoBi iHQEKHil, TpoTH IKUX e()EeKTUBHUI BOPHUKOHA30J (4AacTO SIK 3 YaCTKOBOIO, TaK 1 3
MIOBHOIO BIAMOBIJII0), BKJIIOYAIOTh OKpemi iHpekmii, cnpuumHeHi pisauMu Bumamu Alternaria,
Blastomyces dermatitidis, Blastoschizomyces capitatus, pisaumu Bugamu  Cladosporium,
Coccidioides immitis, Conidiobolus coronatus, Cryptococcus neoformans, Exserohilum rostratum,
Exophiala spinifera, Fonsecaea pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, pizaumu
sugamu  Penicillium, sxmrouatoun P. marneffei, Phialophora richardsiae, Scopulariopsis
brevicaulis, Ta pisaumu Bugamu Trichosporon, Bkiarouatoun indexkiii, cipuunneni T. beigelii.

In Vitro akTUBHICTH NPOTH KJIIHIYHKX INTaMiB CIOCTEpirajacs IS pi3HMX BHIIB Acremonium,
Alternaria, Bipolaris, Cladophialophora, Histoplasma capsulatum, mpu 1bOMy iHrIOyBaHHS
O1TBIIOCTI MITaMiB BiI0yBaIoCs MpU KOHIICHTpaIlisiX BopukoHazoiy 0,05-2 mMxr/mut.
[MponemMoHCTpOBaHO in Vitro aKTHBHICTH NpenapaTry mnpoTu pi3Hux BuaiB Curvularia ta pisHmx
BuiB SPorothrix, ane KiIiHiYHA 3HAYYIICTH Ii€1 aKTUBHOCTI III¢ HE 3’sICOBaHa.

KonTponbHi Touku. [lepen TuM sk po3mnodaTH Tepamito, HE0OXiTHO OTPUMATH 3pa3ku TPHOKOBOI
KyJbTYypU Ta MPOBECTHU IHIII HAJIEkKHI JAOOPATOPHI JOCTIKEHHS (CEpOJIOTTYHI, T1ICTOMATOOTIYHI)
JUIS BUZUIGHHS Ta i1eHTH(IKaIi] MaTOreHHUX MIKpOOPraHi3MiB, siKi € MpUYnHOIO iHdekii. Teparmito
MOYKHa PO3MOYATH 10 TOTO, SIK CTaHYTh BiOMi PE3yJIbTAaTH KYJIbTYPaJbHHX Ta JIA0OPATOPHUX
JOCTIKEeHb; OHAK, SIK TUIBKHU Pe3yJIbTaTH IUX JOCIIHKEHb CTaHYTh JOCTYITHUMHU, CIIiJ] BiJTIOB1THO
CKOPHUTYBATH €TIOTPOITHY Tepario.

Buan, 0  Haiyacriie CHPUYHUHSIOTH iH(peKIiifHI ~ 3aXBOpIOBaHHS Y  JIFOJWHH,
Bkiiouaroth C. albicans, C. parapsilosis, C. tropicalis, C. glabrata tTa C. krusei, npuaomy uist BCix
X BHJIB MiHIManbHa iHTiIOyroua koHueHTpauis (MIK) BopukoHa301y CTaHOBHTH MEHIIE HiX
1 mr/m.

OpnHak In Vitro akTUBHICTH BOPHKOHA30:Ty POTH pi3HKX BUAiB Candida He € oqHakoBor. 30Kpema,
s C. glabrata MIK BopukoHa30/1y Ui PE3UCTEHTHHX A0 (IIyKOHA30JIy INTaMiB MPOMOPIIHHO
BUIIA, HIK JUJIS TITaMiB, YyTIUBUX 10 (hIykoHa3omy. TakuM YUHOM, CITiJl TOKJIACTH YCIX MOKIMBHUX
sycuns Uit igeHtrdikanii Candida mo piBHs Buay. SKIIO AOCTYIHI Pe3yibTaTH TECTYyBaHHS
YyTJIMBOCTI 30yJHUKIB 70 NPOTHUrpuOKOBHX mpenapariB, nani npo MIK wMoxyrs Oytu
IHTEPIIPETOBaHI 3 BUKOPHCTAHHSIM KpPUTEPIiB MEX UYYTJIMBOCTI, BCTAHOBJICHHX CBPOMEHCHKUM
KOMITETOM 3 MUTaHb TECTYBaHHS Yy TJIMBOCTI 30yTHUKIB 10 aHTUMiKpoOHUX 3ac0o6iB (EUCAST).

Tabauys 1.
Meonci wymnusocmi EUCAST.
Buau Candida Meowcosi snauenns MIC (me/n)
<SS (wymnusuii) > R (pezucmenmmuuii)
Candida albicans® 0,06 0,25
Candida dubliniensis® 0,06 0,25
Candida glabrata Jloka30Bi 1aHi HeJOCTATHI
Candida kruseli Jloka30Bi JaHi HeJOCTATHI
Candida parapsilosis* 0,125 0,25
Candida tropicalis* 0,125 0,25
Candida guilliermondii? Jloka30Bi JaHi HeJOCTATHI
Non-species related breakpoints Jloka30Bi J1aHi HeIOCTATHI
for Candida®
Aspergillus fumigatus® 1 1
Aspergillus nidulans? 1 1




Aspergillus flavus JIoKka30Bi naHi HeXOCTaTHI®
Aspergillus niger JIoKa30Bi aHi HEOCTATHI®
Aspergillus terreus JIoka30Bi naHi HeXOCTATHI®
Non-species related breakpoints® JIoka30Bi naHi HeXOCTATHI®

! IItamu 3i 3HavenravMu MIC Bumme Mexi uyTnuBocTi/mpomixkuoi (S/1) € pigkicHuMu a6o me He
MOBIIOMIISIOTECS. TecTu Ha ieHTH(]iKalio Ta MPOTUTPUOKOBY UYTIHMBICTH OYb-SIKOTO TaKOTO
130711Ty HEOOX1THO TOBTOPUTH, 1 SKIIO PE3yabTaT MIATBEPAUTHCS, 130JIST BIANPABUTH [0
pedepentHoi mabopatopii. [Toku Hemae MOKa3iB IMI0A0 KIIHIYHOI BiAMOBIAI Ha MiATBEPIKEHI
1307t 3 MIK Bume moTo4Hoi Mexi pe3WCTEHTHOCTI, iX CIiJ MOBIIOMIISTH SK PE3UCTCHTHI.
Kniniuna Bignosigs y 76% Oyna gocsrHyTa Hpu iHQEKLIAX, CIPHUYUHEHHUX MepesidyeHUuMU
HwKk4ye Bumamu, ko MIC Oynu HkuMMH a00 IOPIBHIOBAIM EITiIEMIOJIOTIYHUM ITOPOTaM.
Tomy momynsmii aukoro Tumy C. albicans, C. dubliniensis, C. parapsilosis i C. tropicalis
BBXXAIOTHCS CIIPUHHATIUBUMH.

2 Enipemionoriuni noporosi 3uauenns (ECOFF) mns nux Bupis 3aramoM Bumi, Hix aus C.
albicans.

3 'pannyni 3HAaYeHHs, He TI0B’SA3aHi 3 BUIaMHM, OyjlM BU3HA4YEHi B OCHOBHOMY Ha OCHOBi JaHHX
OK/D]] i ve 3anexath Bix posmoaizy MIK koukpernux Buai Candida. Bonn npusHaueHi uiine
IUIsL OPTaHi3MiB, SIKi HE MAIOTh MIEBHUX KOHTPOJIBHUX TOYOK.

4 O6nacte TexHiunoi Hem3HaueHocTi (ATU) craHoButs 2. IloBizomre sk R i3 Takmm
KOMEHTapeM: «Y NesKUX KIIHIYHUX CUTyalisx (HeiHBa3sUBHI (GopMmH iH(EKIiH) BOPUKOHA30I
MOJKHA BUKOPHCTOBYBATH 32 YMOBHU 3a0€3MCUCHHS JOCTATHHOTO BILTHBY.

® Koediniearn ECOFF s nux BujiB 3a3Buuail y 1Ba pasu Bumi, Hixk 11s A, fumigatus.

® I'panmuHi TouKHM, He TIOB’SI3aHi 3 BUJAMH, HE BH3HAUCHO.

Kniniunuii 0oceio 3acmocysanns. Y paMKax TaHOTO PO3/UTY CIIPUATIUBUN PE3yIbTaT 3aCTOCYBaHHS
npernapaTy BU3HAYECHO SK MOBHA a00 YaCTKOBA BiIOBI/Ib.

Inghexyii, cnpuuyuneni Aspergillus, — egexmusnicme y nayicnmie 3 acnepeiibo3om 3
HeCnpusmIueUM npocHo3oM. BOpUKOHA305 TMposBisie 1IN VItr0 QyHrinuIHy aKTUBHICTH MPOTH
pisaux BuaiB Aspergillus. EdexTuBHICTH BOpPHKOHA30Jy Ta WOTO IMepeBard Ui BIKHBAHHS
NAIli€HTIB TMOPIBHAHO 31 CTaHIApTHUM mpernapatoM am@orepuiuH B sk tepamii mepmroi niHii
TOCTPOTO 1HBA3MBHOTO aCMEpriibo3y OyiM MPOJAEMOHCTPOBAHI Y BIIKPUTOMY PaHIOMI30BaHOMY
0araToIeHTPOBOMY JIOCHI/DKEHHI 3 Yyd4acTio 277 TAIli€eHTIB 3 MOPYLICHHAM IMYHITETy, SKi
OTPUMYBAJIM JIIKyBaHHs MpOTATOM 12 TwkHIB. BOpHWKOHA3051 BBOAWIM BHYTPIIIHHOBEHHO 13
HaBaHTAXYBAJIbHOIO 103010 6 MI/KI KOXHI 12 TroIuH mpOTIAroM mepimux 24 TOAWH, MICIsS 4YOro
3aCTOCOBYBAJIM MIATPUMYIOUY /103y 4 MI/KT KOHI 12 roaun npotsiroM 7 maHiB. [1Insx BBeneHHS Mir
OyTu 3MiHEHUH Ha mepopaybHe 3acTocyBaHHs 103U 200 mr koxHi 12 roauH. MeniaHa TpUBaloCTi
Tepamnii BOPHMKOHA30JI0M BHYTPINIHBOBEHHO cTaHoBwia 10 mHiB (2-85 nwiB). Ilicmsa Tepamii
BHYTPIIIHPOBEHHO MeEJliaHa TPHBAJIOCTI 3aCTOCYBAaHHS BOPHUKOHA30Jly MNEPOPAIBbHO CTaHOBUIIA
76 nuiB (2-232 nni). 3am0BUIBHA 3arajibHa BiAMOBiAb (MTOBHE a00 YacCTKOBE 3HUKHEHHS BCIX
acOI[IOBAaHUX CHUMITOMIB Ta pEHTreHorpadiyHUX/OpOHXOCKOMIUHUX 3MiH, [0 OynM HasBHI 10
MOYaTKy JIIKyBaHHA) crocTepiranaca y 53 % mnamieHTiB, sSKi 3acCTOCOBYBAaJM BOPUKOHA30I,
nopiBHAHO 3 31 % maiieHTiB, sIKi 3aCTOCOBYBAJIU Ipenapar NopiBHAHHS. BKHBaHICTh NMaIli€HTIB 3a
84-nenHwuii nepiog Ha T 3aCTOCYBAaHHS BOPHKOHA30Jly OyJla CTATUCTMYHO 3HAYYIIO BHUIIOIO, HIXK
Ha TJI1 3aCTOCYBaHHS IMpernapary MOpiBHSAHHSA, Ta OyJI0 MPOAEMOHCTPOBAHO KIIIHIYHO 1 CTATUCTUYHO
3HAYylIl MepeBard BOPUKOHA30JY SK HIOAO TPUBAIOCTI MEPIOAy Yacy 10 HAcTaHHS JIETaJIbHOTO
HACJIAKY, TaK 1 010 TPUBAJIOCTI P10y Yacy A0 BiAMIHU Ipemnapary 4epe3 Horo TOKCHIHICTb. Lle
JOCIIJKEHHSI MIATBEPAMIIO PEe3yJIbTaTH MONEPEIHHOr0 MPOCIEKTUBHOTO JOCITIKEHHS, B paMKax
SIKOTO OYJI0 OfIep’KaHO TO3UTHUBHHI pe3yJIbTaT 3aCTOCYBaHHS Mpemnapary HaiieHTaM i3 gakropamu
PU3UKY HECTIPHUSATIMBOTO MPOTHO3Y, BKIIOYAIOUM PEAKLII0 «TPAHCIUIAHTAT MPOTH XassdiHay Ta
ocobnnBo — uepedpanbHi iHpekmii (3a3Buuail acomiioBani 31 100 % neranmpHicTIO). Y 1MX
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JIOCIIIJDKEHHSAX TMperapaT BUBYAIM TPH JIIKYBaHHI aclepriipbo3y MPHAATKOBUX Ia3yX HOCA,
11epeOpalIbHOTO, JIETEHEBOI'O Ta JMCEMIHOBAHOT'O aCIEprijibo3y y MAaLI€HTIB Micis TpaHCIUIAHTAIll
KICTKOBOTO MO3KY Ta MapeHXIMAaTO3HUX OPraHiB, y MAIlI€HTIB 31 3JIOAKICHUMHU 3aXBOPIOBAHHSIMH
KpOBI, 3710siKicHuMH nmyxiauHamu Ta CHI{om.

Kanouoemisn y nayienmis 6e3 neiimponenii. E(eKTUBHICTP BOPUKOHA30JIy TOPIBHSHO 31 CXEMOIO
JiKyBaHHA aM(poTepuurHOM B i3 momanbmmM 3acTocyBaHHAM (UIYKOHA30J1y SIK Teparii mepuioi
niHil KaHauaeMii Oyjia MPOJAEMOHCTPOBaHA Y XOl BIAKPUTOTO MOPIBHSJIBHOTO JOCTIIKCHHS. Y
JOCIIJKEeHH1 B3sU y4acTh 370 mauieHTiB 6€3 HeTporneHii (BikoM Bia 12 pokiB) 3 TOKyMEHTAIbHO
MIATBEP/HKCHOIO KaHIAUAEMIEI0, 3 SKUX 248 oepKyBalld Tepario BOPUKOHA30JIOM. 9 TaIli€HTIB
IpylNH 3aCTOCYBaHHS BOPHUKOHA30Jly Ta 5 MAIliEHTIB I'PyNM 3acTocyBaHHS aMmdoTepunuHy B i3
MOJAJIBIIAM TIPU3HAYECHHSM (IIYKOHA30Jly TaKOXX MaJld MIKOJIOTIYHO MiATBEPKEH] 1H(EKIii
rOOKUX TKaHUH. [1allieHTiB 3 HUPKOBOIO HEJOCTATHICTIO HE BKIIOUYAIH y JOCHTIKEHHS. Memiana
TPUBAJIOCT] JIIKyBaHHA B 000X JOCIHIIKyBaHUX Tpymax craHoBwia 15 mi6. 3a pesynbraTtamu
NEPBUHHOTO aHaJI3y CIPHUATIUBY BIJINOBIb Ha JIIKyBaHHA 3T1HO 3 OlLiHKOI0 KoMiTeTy 3 KOHTpOIIIO
JAHUX CIIIOTO JAOCIIHKEHHS OyJ10 BU3HAYCHO K 3HUKHCHHS/3MEHIIICHHSI BCIX KJIIHIYHUX O3HAK Ta
cuMITOMIB iH(eKNil pasom 3 epanukaiiero Candida 3 kpoBi Ta iH(pIKOBaHHX TUISTHOK TITHOOKHX
TKaHUH 4epe3 12 THKHIB MiCIs 3aBEpIICHHS Tepartii. Pe3ynbTaT 1j1s maiieHTiB, sIKi HE OIlIHIOBAIHCS
yepe3 12 THKHIB MicTs 3aBEpIISHHS Teparii, po3rsaaBcs SIK HECTIPUSTIMBHHA. 3a pe3ylbTaTaMH
[[HOTO aHAJI3y CIPUSTIMBHUMA pe3ysbTar JIiIKyBaHHsA criocTepiraBcs y 41 % marieHTiB B 000X rpymnax
Teparnii.

VY pamkax BTOPHHHOTO aHaJi3y, B SKOMY OyJIM BHKOPHCTaHI OIIHKKH KOMITeTy 3 KOHTPOJIO aHUX
JOCITIJKEHHSI HA MOMEHT OCTaHHbO1 TOYKH 4acy, 10 MOKe OyTH OIliHeHa (3aBepIIeHHs Teparii abo
yepe3 2, 6 un 12 THXKHIB MICIs 3aBEPIICHHSI Tepallii), 4acToTa COPHUATINBOI BIAMOBIAI HA TEpaIliio
BOPUKOHA30JI0M Ta aM(pOTepHIMHOM B i3 mojanmpIMM 3aCTOCYBaHHSAM (DIyKOHA307y CTaHOBHIIA
65 % ta 71 % BignoBigHO. YacToTa CIpUSTIMBOTO PE3yJIbTATY JIKYBaHHS 32 OLIIHKOIO JTOCIITHHUKIB
y KOXHIH 13 IUX TOYOK Yacy, 0 MOXKYTh OyTH OLIIHEHUMH, HaBe/IeHa B TaOIUII 2.

Tabnuys 2.
Touxa uacy Bopuxonazon | Amgpomepuyun B — pnyxonazon (N=122)
(N=248)
3aBepieHHs Tepartii 178 (72 %) 88 (72 %)
2 THKHI TICIIA 3aBEepIICHHS Tepamii 125 (50 %) 62 (51 %)
6 TYOKHIB Ticis 3aBepmicHHs Tepanii | 104 (42 %) 55 (45 %)
12 txHiIB micis 3aBepiineHHs tepamii | 104 (42 %) 51 (42 %)

Taoicki peppaxmepni inghexyii, cnpuuuneni suoamu Candida. YV kimiHIYHOMY JOCTIIKCHHI B3SUIH
y4acTb 55 Malli€HTIB 3 THKKUMH pedpakTepHUMU CUCTEMHUMH 1H(EKIISIMH, CHPUYMHEHUMH
Bugamu  Candida (Bkirouaroun KaHIHAEMIIO, TUCEMIHOBAHMM KaHAMA03 Ta iHIN (hopMmu
1HBA3MBHOTO KaHIUI03Y), Y SKHUX MONEpeAHs MPOTUTPHOKOBaA Teparis, 30KkpemMa (hIyKoHa30JI0M,
Oyna HeedexTuBHOW. CHpHATIMBA BIAMOBIIbL Ha JIIKYBaHHS BOPHUKOHA30JIOM CIOCTepirajacs y
24 namientiB (y 15 — moBHaA BiANOBIAL, y 9 — YacTKOBa BIAMOBiAL). Y Mali€HTIB, iH()IKOBaAHUX
pe3ucTeHTHUMH 10 (IIyKOHA30Jy IITaMaMH, 1o He Hajdexkamd jgo Buay Candida albicans,
CIPUSATIMBUN pe3yJbTaT JIKyBaHHA BOPHKOHA30JIOM crocTepiraBcs y 3 i3 3 Mali€eHTis,
ingikoBanux C. Krusei (y Bcix — moBHa BianoBias) Ta y 6 3 8 mamienTis, ingpikosanux C. glabrata (y
5 — moBHa BiANOBiAb, Yy |— yacTkoBa BiAMOBiAeL). [aHi momo KiIiHIYHOI e()EeKTHBHOCTI
MiATBEPHKYBAIACS OOMEKECHUMH JaHUMH 3 BU3HAYCHHS Yy TIUBOCTI 30y JHUKIB 10 TIpemnapary.
Inpexyii, cnpuuuneni pisnumu eudamu Scedosporium ma Fusarium. byna mnpomeMoHcTpoBaHa
e(heKTUBHICTh BOPMKOHA30JTy TIPOTH TaKUX PIAKICHUX MATOTEHHUX TPUOKIB:

— B SCedOSpOrium: cnpusTIMBa BiIIOBIIb HAa TEpalil0 BOPHKOHA30JIOM crioctepiranacs y 16 3
28 marmienTiB, iHdikoBaHKX S. apiospermum (y 6 maiieHTiB — MOBHA BiAMOBiAb, y 10 — yacTKOBa), Ta
y 2 3 7 mnauienTiB, iHdikoBanux S. prolificans (y ob6ox — uactkoBa BiamoBiap). Kpim Toro,
CIpUSTINBA BIAMOBIAL croctepiranacss y 13 3 marieHTiB, iH(IKOBaHUX OIIBII HIK OJHUM
MaTOreHHUM OPraHi3MOM, BKJIFOUAKOYH Pi3Hi Buau Scedosporium;

— Buau Fusarium: y 7 3 17 mamieHTtiB Tepartis BOPHUKOHA30J0M Oyiia ycmimHow (3 MOBHHX,
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4 qacTkoBUX BIAMOBIl). Y 3 13 7 mamieHTiB criocTepiraiocs iH(EKIiHe 3aXBOpIOBaHHA oueH, y 1 —
iH(eKIiiiHe 3aXBOPIOBAHHSA MPHJIATKOBMX Ma3yx Hoca Ta 3 TMAI[leHTH Malld JHCEMiHOBaHE
iHpexkmiitne 3axBoproBanHsA. llle 4 mamientn 3 ¢y3apiozom Oynau iH(pIKOBaHI JEKUTbKOMaA
30yIHUKaMU; y 2 13 IIUX MAali€HTIB CIIOCTEPIraBcs CIPUATIUBUI pe3yabTar JiKyBaHHS.

VY G1IBIIOCTI MAIIEHTIB, K1 3aCTOCOBYBAJIM BOPUKOHA30JI JIJIS JTIKYBaHHS BKa3aHUX BHUIIE PIAKICHUX

iHpEeKUIHHNX 3aXBOPIOBAaHb, CIIOCTEpIrajiacsi HEMEPEeHOCHMICTh ab0  PEe3UCTEHTHICTh 10
MPOTUTPUOKOBUX 3aCO01B, 1110 3aCTOCOBYBAJIKCS PaHIIIIE.
Ilepsunna npoghinakmuxa iHEA3UBHUX 2PUOKOBUX I[HpeKYili — eheKmusHicms y peyunicHmis

mpaucniaumayii. cmogoyposux 2eMOnoemudHux KiimuH 0e3 nonepeoHbo niomeepodlceHoi abo
nioo3pro8anoi iHeazusHoi epubkosoi ingexyii. BOpUKOHA30JT MOPIBHIOBATU 3 ITPAKOHA30JIOM Y
SAKOCT1 3aco0y MepBHHHOI NPOMIUIAKTHKUA Y BIIKPUTOMY TMOPIBHSAILHOMY 0araTOIeHTPOBOMY
JOCIIJKEHH] y TOPOCTHX 1 MiAJTITKIB, IO € PEIUITiEHTAaMU aJOr€HHOI TPaHCIUIaHTAIlil CTOBOYPOBUX
TEMOTIOCTUYHUX KJIITHH, 0€3 TOMepeIHbO MiATBEPHKEHOT a00 Ti103pI0BaHOI 1HBa3UBHOI TPUOKOBOT
iHpekuii. Ycmix OyB BH3HAYEHHMH SK MOMJIMBICTH NMPOBOAMTH MNPO(DITAKTHKY JOCHIIKYBaHUM
npenaparoM mpotsroM 100 mgHIB mmicis TpaHCIUIAHTAIli CTOBOYPOBHX T€MOIOSTUYHUX KIITHH
(6esmepepBHO TpoTAroM > 14 nHIB) 1 BWXKUBaHHSA 0O€3 TIOMEPEIHBO MIATBEPHKEHOT abo
Mi03pIoBaHoi  1HBa3MBHOI TpuOKoBoi iHGekIi mnpotsrom 180 gHiB micis TpaHCIUTaHTAIl
CTOBOYPOBUX I€MOIMOETUYHUX KIiTUH. [lo Monu¢ikoBaHOi rpynu «BHOIpKa Mali€HTIB, SKUM OyJI0
npuszHaueHo JikyBaHHs» (ITT-rpyma) yBidmu 465 penumieHTiB aJlOreHHOI TpaHCIUIAHTAIlil
CTOBOYPOBUX I€MONOETUYHUX KIITHH, 3 AKHX 45 % MaIli€eHTiB Malu TOCTPUN MI€JIOiTHUNA JEHKO3.
KonaumionyBanus Oyno npuszHadeHo 58 % ycix maunieHTiB. IlpodinakTuka 3 BHUKOPHUCTaHHSAM
JOCIIJKYBAaHOTO TIperapary poO3MOYMHANACh OJpa3zy Micis TpaHCIUIAHTalii CTOBOYPOBUX
FEMOTIOCTUYHUX KIITHH: 224 Tali€eHTH OTPUMYBAJIM BOPUKOHA30J 1 241 maIllieHT OTpUMYyBaB
iTpakoHazon. CepenHsi TPHUBAIICTh NPOQUIAKTUKM AOCHIKyBaHMM npenapatoM B [TT-rpymi
cTtaHoBWJIa 96 AHIB JUIsI BOPUKOHA30JTy 1 68 THIB AJIs ITPaKOHA30ITy.

Koedimientn epekTuBHOCTI Ta IHII BTOPUHHI KpUTepii OIIHKKM e(PEeKTHBHOCTI NpEICTaBJICHI B
TaOJIMII HIKYE.

Kpumepii e¢hexmuenocmi Bopukonaszon | Impaxonazon Piznuys y P-3nauenns
N=224 N=241 CNIBBIOHOULEHHSX [
95 % oosipuuii
inmepsan (/)
EdexruBnicts Ha nenp 180* | 109 (48,7 %) | 80 (33,2 %) 16,4 % (7,7 %, 0,0002**
25,1 %)**
EdextuBnicts Ha nerb 100 121 (54,0 %) | 96 (39,8 %) 15,4 % (6,6 %, 0,0006**
24,2 %)**
TpuBanicte  mpodinakruku | 120 (53,6 %) | 94 (39,0 %) | 14,6 % (5,6 %, 0,0015
JIOCJTIJDKYBAaHUM TIperapaTom 23,5 %)
moxarmenie 100 nHiB
Koedimient BwxuBanus g0 | 184 (82,1 %) | 197 (81,7 %) | 0,4 % (-6,6 %, 0,9107
g 180 7,4 %)
Po3BuToK nomnepeaaso | 3 (1,3 %) 5(2,1 %) -0,7 % (-3,1 %, 0,5390
MiATBEPIKEHOT abo 1,6 %)
M1103pIOBaHOT 1HBa3UBHOIL
rpubKkoBoi iH(pEKHii 10 JHA
180
Po3BuTok nonepenaaso | 2 (0,9 %) 4 (1,7 %) -0,8 % (-2,8 %, 0,4589
i ATBEPIKCHOT abo 1,3 %)
1 7103pIOBaHOT 1HBA3UBHOT
rpuOKoBOi 1H(EKIIT 10 THS
100
Po3BuTok nornepeaaso | 0 3 (1,2 %) -1,2 % (-2,6 %, 0,0813
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MiATBEPIKEHOT abo 0,2 %)
M1103pIOBaHOT 1HBa3UBHOIL
rpuOKoBOi iH(eKLii y nmepion
3aCTOCYBaHHS
JIOCIIIJKYBAHOTO IIpenapary

* [lepBuHHMIA KpUTEPid €PEKTUBHOCTI JOCIITIKEHHSI.
** Pi3HMIIA Y CHIBBIAHOMIEHHSX, 3HaYeHHA 95 % /Il Ta P-3HaueHHs, OTpUMaHi MicJis TOMPAaBKH Ha
paHIOoMI3aIliIo.

[Toxa3HWKM BHHWKHEHHS 1HBAa3WBHOI TPHUOKOBOI 1HGeKkmii mo mHs 180 1 mepBUHHUN KpHUTEpii
e(EeKTUBHOCTI JOCITIJKEHHS, TOOTO «e(eKTUBHICTb Ha AeHb 180», I TMali€HTiB 3 TOCTPUM

MI€JIOTTHUM JICUKO30M 1 KOHAUITIOHYBaHHSM, BIJIMTOBITHO, PEJCTABICH] B TAOJIHII HIDKYE.

Tocmpuil mienoionutl 1etkos3

Kpumepii e¢hexmusnocmi Bopukonazon | Impaxonazon | PisHuys y cnig8iOHOWEHHAX i
(N=98) (N=109) 95 % Oosipuutl inmepsan (1)
BunnkHeHHs i1HBa3UBHOT 1 (1,0 %) 2 (1,8 %) -0,8 % (4,0 %, 2,4 %) **

rprOKoBoi iHGeKIT — neHpb 180

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

* [lepBuHHMIA KpUTEPid €PEKTUBHOCTI JOCIIIKEHHSI.
** JleMOHCTPY€EThCS HE MEHIIIA ePEeKTUBHICTS 13 3amacom S5 %.
*** PisHuis y criiBBigHOMIECHHIX 1 95 % JII oTpuMaHi miciis mompaBKy Ha paHI0MI3allifo.

MienoaliaTUBHUN PEXKUM KOHIWIIOHYBAaHHS

Kpumepii epexmusnocmi Bopukonaszon Impaxonaszon Piznuys y
(N=125) (N=143) cnissionouwtennsx i 95 %
dosipyuii inmepsan (/1)
BunnkHeHHs iHBa3sUBHOT 2 (1,6 %) 3 (2,1 %) -0,5% (3,7 %, 2,7 %) **
rpuOKoBoi iHGeKIT — neHpb 180
EdextuBHicTh Ha 1eHb 180* 70 (56,0 %) 53 (37,1 %) 20,1 % (8,5 %, 31,7 %)***

* [lepBuHHMIA KpUTEPid €PEKTUBHOCTI JOCIITIKEHHSI.
** JleMOHCTPY€EThCS HE MEHIIIA eEeKTUBHICTS 13 3amacom S5 %.
*** PisHuis y criiBBigHOMICHHSIX 1 95 % JII oTpuMaHi miciist mompaBKy Ha paHI0MI3aIlifo.

BropunHa npodinakTuka iHBa3MBHOI TpuOKOBOi iHQEKIT — eQeKTUBHICTh Y pELMUIIEHTIB
TpPAHCIUIAHTAIl] CTOBOYPOBUX TE€MOMOCTUYHHMX KIITHH 3 TIONEPEeIHbO MiATBEP/HKEHOK abo
[1I03PIOBAHOI0 1HBAa3MBHOI TPUOKOBOIO iH(DekIiew. BopukoHazonm mocnimkyBamu sk 3aciod
BTOPUHHOT TNPO(]ITAKTUKK Y BIAKPUTOMY HENOPIBHUIBHOMY OaraToLeHTPOBOMY JOCIHIJKCHHI
JIOPOCITMX PEUHUITIEHTIB aJOTeHHOT TpaHCIUTAHTAIll CTOBOYPOBHUX TE€MOIOSTUYHUX KIITHH 3
HOTIEPETHBO MiATBEPKEHOIO a00 IMiI03PIOBAHOI0 iHBAa3UBHOIO IPpUOKOBOIO iH(eKIier0. [lepBuHHIM
KpuTepieM epeKTHBHOCTI OyJia 4acTOTa PO3BUTKY MOIMEPETHBO MATBEPHKEHUX a00 IMiI03PIOBAHUX
1HBAa3UBHUX T'PpUOKOBHUX 1H(EKIIH MPOTAroM MEpUIOro POKYy IICis TpaHCIUIaHTalii cTOBOYpOBHX
remonioetnuHux KITHH. B ITT-rpymy Bxomuno 40 maiieHTiB 3 TONEpeIHIMH 1HBa3WBHUMH
rpuOKoBUMH 1H(DEKIISIMH, B TOMY 4uci 31 3 acmepriibo3oM, S 3 KaHAUI030M 1 4 3 IHITUMHU BUAAMH
1HBa3uBHOI TpuOKoBOi iH(ekii. CepenHst TPUBAIICTh MPOQITAKTUKH TOCTIKYBAaHUM MpenapaToM
B ITT-rpyni cranoBuia 95,5 aus.

[TortepeaHpo miATBEPIKEHI a00 MiA03pIOBaHi iHBa3uBHI IpruOKOBI iHdekIii Bunukin y 7,5 % (3/40)
HAIi€HTIB MPOTATOM MEPIIOro POKY MICis TpaHCIUIAHTAIlll CTOBOYPOBHUX I'€MONOSTUYHHUX KIITHH,
BKJIFOYAIOYM OJWH BHITAJIOK KaHIIUIEMIi, OJTMH BUMAJ0K CIIe0CTIOpio3y (00uaBa Oyiu peryauBaMu
HoTepeIHbOI IHBa3MBHOI IpUOKOBOI 1H(EKIIIT) 1 OMMH BUMAJ0K 3Uromikosy. KoedimieHT BUKUBaHHS
Ha 7eHb 180 cranoBus 80,0 % (32/40), a mpoTsirom 1 poky cranosus 70,0 % (28/40).

Tpusanicme mepanii. 11in 4ac KIHIYHUX JOCHiKeHb 705 MalieHTiB 3aCTOCOBYBAIM BOPUKOHA30
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nmosiie 12 THkHIB, a 164 marieHTH — goBIIe 6 MICAILIB.

Mimu. 53 mamieHTH AUTSYOrO BiKy Big 2 1o 18 pokiB OTpuMyBand JIiKyBaHHS BOPHUKOHA30JIOM Y
JIBOX TPOCIEKTUBHUX BIIKPUTHUX HEMOPIBHIBHUX 0OaraTolEHTPOBUX KJIIHIYHUX JOCTIIHKCHHIX. B
OJTHOMY JOCIHIDKEHHI B3SB y4acTh 31 MaIi€eHT i3 MOXJIHMBHUM, IiJITBEP/PKEHUM a00 BipOTiIHUM
IHBa3WBHHUM acCIepriibo3oM, 3 SKuX y 14 mamieHTiB OyB miaTBep/uKEeHUN ab0 BipOTiIHHI
IHBa3MBHUI acrepriibo3. [lMX TAaIieHTIB BKIIOYAIM B aHANi3M  e()EKTHBHOCTI  JaHHX
MoaudikoBaHOI BUOIPKU IMAIIEHTIB, SKUM OyJIO MPU3HAYEHO JIKYBaHHS. Y JAPYroMy JOCHIIKEHHI
B3SUTM y4acTh 22 TAIi€EHTH 3 1HBa3UBHUM KaHAWI030M, 30KpeMa KaHIUIEMIEI0 Ta KaHIHI030M
CTpPaBOXOAY, SIKI MOTpPeOyBaJIM TPOBEICHHS OCHOBHOI YM pe3epBHOI Tepamii. 3 IUX TMAaIli€HTIB
17 6y7n0 BKJIIOYEHO B aHANi3U €(EKTUBHOCTI JAaHUX MOAM(IKOBaHOT BUOIPKHU MAIIEHTIB, SKHUM OYyIIO0
MPU3HAYEHO JIIKYBaHHS. Y TMAIEHTIB 3 1HBa3WBHUM acIepriibO30M CYKyITHA YacTOTa 3arajibHOI
BiInoBiAl uepe3 6 TwxkHIB ctaHoBmIa 64,3 % (9 13 14); yacToTa 3araJbHOT BIJIMOBI/I B MAIli€HTIB
BikOM Bix 2 110 12 pokiB ctanoBuna 40 % (2 3 5), a y mamienTiB BikoM Big 12 mo 18 pokis — 77,8 %
(7 13 9). V mamieHTiB i3 KaHIUACMICI0 YacTOTa 3arajabHOi BIAMOBIAI HA MOMEHT 3aBEpIICHHS
JikyBaHHS ctaHoBMIIA 85,7 % (6 13 7), a AN manieHTiB 3 KaHAU1030M ctpaBoxoay — 70 % (7 13 10).
CykymHa yacTtoTa BiimoBiAi (y TAIli€HTIB i3 KaHIUJEMIEI0 Ta KAHAMIO30M CTPAaBOXOIY pPa3oM)
ctanoBuia 88,9 % (8 13 9) y mauieHTiB BikoM Bix 2 10 12 pokiB ta 62,5 % (5 13 8) y maiieHTiB
BikoM Bix 12 10 18 poxkiB.

Kniniuni oocnioscenns wooo susnauwenus inmepeany QTc. JIJis OIIHKY BIUTMBY TOCHITHUX 3aC001B
Ha iHTepBanm QT: 370poBHMX 1OOpOBONBLIB Oyno mpoBeneHE IUIANe00-KOHTPOJILOBAHE
paHI0MI30BaHE TIEPEXPECHE JOCIIKEHHS 13 pa30BUM 3aCTOCYBAaHHSM JOCIIKYBAaHOTO MIpenapary.
VY Xoal JOCHIIKEHHS 3aCTOCOBYBAlM 3 JI03M BOPHKOHA30Jly Ta KETOKOHA30JIy MEPOPANbHO.
CxopuroBaHe BiTHOCHO TIIaIed0 cepeHe MaKCUMalIbHE MOAoBXeHHs iHTepBaiy QT ¢ mopiBHSIHO 3
MOYaTKOBUM piBHeM ctanoBuio 5,1, 4,8 ta 8,2 mc micisa 3actocyBanHs 800, 1200 ta 1600 mr
BOPHKOHA30J1y BiAmoBigHo Ta 7,0 Mc micist 3actocyBaHHs 800 MI KETOKOHA30Jy. Y JKOIHOTO
yYacHHMKa JIOCIHiPKEHHS MOA0BXeHHs iHTepBany QTc He gocsrio > 60 MC BiZHOCHO BUXIJHOTO
piBHsA. IlepeBumieHHsT MOTEHIIIHHO KIIHIYHO 3Hadymoro mopora 500 McC y JKOZHOTO ydYaCHHKaA
JOCITIJIKEHHS HE CIIOCTEPIraocs.

Dapmakokinemuxa.

3aranpHi (hapMaKOKiHETHYHI XapakTepucTUKU. DapMaKOKIHETHKY BOPUKOHA30Jy IOCIHIKYBAIN
y 3I0pOBUX JIOOPOBOJIBIIIB, Yy Tpym oOCi0O 3 TEBHUMH OCOOJHMBOCTSIMH Ta y XBopux. Ilpm
HepopaIbHOMY 3aCTOCyBaHHI mpenapary y no3ax 200 mr a6o 300 mr 2 pa3u Ha 100y MpOTATroM
14 ni6 y maItieHTiB 13 MiIBUIIEHUM PU3UKOM PO3BUTKY aCTIEpriibo3y (FOJIOBHUM YHHOM Yy TAI[IEHTIB
31 3JI0SKICHUMH HOBOYTBOPEHHSAMHU JIM(ATHUYHUX Ta KPOBOTBOPHUX TKAHWH) (papMaKOKiHETHYHI
XapaKTEPUCTUKH, IO JOCHIDKYBAIKMCSI, a caMe — IIBUAKICTP Ta PIBHOMIPHICTH abcopOrii,
KyMyJISILisl Ta HENIHIHHUM XapakTep (apMakoKiHETHKH, OyJIM aHAJIOTIYHI TakuM Yy 3J0pOBHX
JIOOPOBOJIBIIIB.

dapmMaKoKiHETHKa BOPHKOHA30Jly € HEJNiHIMHOIO 3aBIsSKH HOro iHTeHCHMBHOMY MeTaboiismy. Ilpu
MIJBUINECHHI 703U 30UIBIIEHHS EKCIIO3MINI € BUIIMM, HDK mponopiuiine. [ligpaxoBano, mo mnpu
NepopaIbHOMY 3aCTOCYBaHHI 30inblieHHs fo03u npenapaty 3 200 mr go 300 mr 2 pa3u Ha 100y
NpU3BOANTE 10 miaBuiieHHs #oro ekcrosuiii (AUC:) y cepenmubomy y 2,5 pasu. Ilepopanbha
HaBaHTaxyBanbHa 703a 200 mr (abo 100 Mr s mamieHTiB 3 Macoro Tina Huwkue 40 Kr) gocsrae
eKCMO3uIlii, M0 BiAMOBiMae 3 MI/KI TIpU 3acTOCYBaHHI BHYTpPIIIHbOBEHHO. IlepopanpHa
HaBaHTaxyBanbHa J103a 300 mr (abo 150 Mr juis mamieHTiB 3 Macoro Tina Hwk4e 40 Kr) gocsrae
eKCIO3uIlli, MmO BiAMOBiAae 4 MI/KT MpHU 3aCTOCYyBaHHI BHYTPIIIHbOBEHHO. [Ipwm 3actocyBaHHI
HaBaHTAXXyBAIbHUX J03 BOPHKOHA30JIy MEpOpPAIbHO a00 BHYTPIIIHBOBEHHO HOro KOHIEHTpawii y
11a3Mi KpoBi, OJIM3bKi 10 PIBHOBAXKHUX, JOCITAIOTHCS BIPOIOBXK Mepimmx 24 roauH Tepamii. ko
peXKMM HaBaHTAXKYBAIBHUX 103 HE BHKOPUCTOBYBAaTH, MpH 0araTopa3oBOMY 3acTOCYBaHHI
BOPHKOHA307y 2 pa3d Ha A00y y OUIBIIOCTI TAIll€EHTIB HOTO KyMYJISIiS 3 JAOCATHEHHSIM
PIBHOBaXKHOT KOHIICHTpaLii y T1a3Mmi KpOBI BiZIOyBa€eThCS Ha
6-Ty 100Yy.

Abcopb1is. BopukoHa301 IIBUIKO Ta Maike MOBHICTIO a0COpOyeThCs MICHA MEepOopabHOrO




3actocyBaHHA 3 Cmax 4Yepe3 1-2 ToauHM Tichs 3acTocyBaHHA. AOcCoifoTHa O100CTYITHICTH
BOPUKOHA30Jy MiClI HOro MepopajibHOro 3aCTOCYBaHHS CTaHOBUTH 96 %. Ilpu GaratopasoBomy
3aCTOCYBaHHI BOPUKOHA30IY 3 TKEIO 3 BUCOKUM BMICTOM KHPIB PiBHI Cmax Ta AUC: 3HIKYBaIIHUCS
Ha 34 % Ta 24 % BianoBigHo. 3miHa pH NUIyHKOBOro COKy HE BIUIMBae Ha aOcopOLiio
BOPUKOHA30IYy.

Posznonin. O6’em po3noaiy BOPUKOHA30Iy B PIBHOBRKHOMY CTaHi OLIHIOEThCA Ha piBHI 4,6 J/KT,
0 CBIIYUTH MPO HWOTO 3HAYHWUU PO3MOJAUT y TKAHWUHHU. 3B’S3yBaHHS BOPHKOHA30JYy 3 OlIKaMH
IUIa3MU KPOBI OIIHIOETHCS HA PiBHI 58 %. BopukoHazon OyB i1eHTH(IKOBAHUHN Y KUTBKOCTAX, L0
MOXHa BHUSIBUTH Y BCIX 3pa3Kax CIHWHHOMO3KOBOi PIiWHHU, B3SATHUX y 8 TMAI€EHTIB y paMKax
OJ1aroJiHO-T0CI THUIIBKOT POTPAMH.

Mertabonizm. JlochimkeHHsT in Vvitro TPOAEMOHCTPYBaJH, IO BOPHUKOHA30J META0OJI3y€EThCS
i3opepmentamu  CYP2C19, CYP2C9 Tta CYP3A4 uuroxpomy P450. Bopuxonason
XapaKTEPU3YETHCS BUCOKOIO MIKCYO’ EKTHOIO BapiaOenbHICTIO (papMaKOKIHETHKH.

Hocnimkenns in vivo npogemoHctpyBanu, mo CYP2C19 Bipirpae 3Hauny ponb y MeTa0oiizmi
BOopuKOHa3omy. Lleit pepMeHT xapakTepu3yeThess TeHETHYHUM ToJiiMopdizMoM. Hampukitan, MmoxHa
ouikyBaty, mo 15-20 % namienTaM MOHTOJOIAHOI pacu OyJe BIACTUBUI MOBUIBHUI MeTa0Oi3M
nporo mpenapary. Cepen TpEICTaBHHUKIB €BPOIEOITHOI Ta HETPOiIHOI pac KiIBKICTh 0ci0 13
NOBUTBHUM MeTa0odi3MOM cTaHOBUTH 35 %. JlocnmipkeHHS, TpPOBENEHI 3a YYacTiO 3J0pPOBUX
JTOOpPOBOJIBIIIB  €BPOTICOIMHOI pacu Ta SIMOHIB, MPOJAEMOHCTPYBAIH, II0 Yy «IOBUIBHUX
MeTaboi3aTopiB» BOpUKOHA301y ekcrosuiis npernapary (AUCT) B cepenHboMy B 4 pasu BUIIA,
HDK y TPyl TOPIBHSAHHS — Yy TOMO3UTOTHUX «IIBHAKUX METa00J13aTOpiB» BOPHUKOHA30IY.
I'erepo3uroTHi «IBHIKI MeTa0O0Ji3aTOPH» BOPUKOHA30Jy MAIOTh y CEPEIHHOMY B 2 pa3H BHIILY
EKCIIO3UITII0 MpernapaTy, HK y TPYITi MOPiBHIHHS — Y TOMO3UTOTHUX IIBHUIKUX META00J13aTOPIBY.

l'onoBHUM MeTaboIiTOM BOPUKOHA301ly € N-OKCHJ, 1[0 CTAaHOBUTH 72 % ycCi€l KUIBKOCTI Mi4eHUX
paIiOaKTUBHUM 130TOMOM METa0OJITIB, IO MHUPKYJIOTh y Iasmi kposi. lleir wmerabomit
XapaKTepU3YETbCS MIHIMAIBHOI NPOTHUTPUOKOBOIO AKTHUBHICTIO Ta HE BIUIMBAE HAa 3arajibHy
e(heKTUBHICTh BOPUKOHA30ITY.

Exckpentig. BopukoHa3071 BUBOAUTHCS 3 OPTaHi3My HUISXOM MEYiHKOBOTO METabO0Ii3My, MEHII HiXK
2 % 3acTOCOBAHOI /103U BUBOJMUTHCS 13 CEUYCIO B HE3MIHEHOMY BUTJISIII.

[Ipu BUKOpUCTaHHI MIUYEHOTO pAIOAKTUBHUM 130TOIOM BOPUKOHA30Iy B CEYi BHU3HAYAIOCA
npubau3zHo 80 % paaioakTUBHOCTI Ticisg 0araTopa3oBOr0 BHYTPIIIHBOBEHHOI'O 3aCTOCYBaHHS
npenapaty Ta 83 % — micia  0aratopa3oBOro MEpOpajbHOTO  3aCTOCYBaHHA.  binbimna
gyactrHa (> 94 %) pasioaKTUBHUX PEYOBHH BUBOJHMJIACS 3 OPraHi3My MPOTATOM mepumx 96 roauH
SIK MICTIs] BHYTPIITHBOBEHHOT'O, TAK 1 MICIs EPOPaIbHOTO 3aCTOCYBAaHHS IIpenapary.

TpuBamicTh Mepioay HaMIBBUBEICHHS BOPUKOHA30Jy 3aJICKUTh BiJ 03U Ta CTAHOBUTH MPUOJIM3HO
6 TOIUH TICIs MepopajbHOro 3acTocyBaHHs 03u 200 Mr. 3aBasku HeNiHIMHIA (papMaKOKiHETHII
nepiol HamiBBUBEIACHHS HE BHUKOPUCTOBYETHCS JUISl OIIHKM KyMyJsmii abo emiMiHamii
BOPUKOHA30IY.

PapMakOKiHETHKA B OCOOIMBUX IPYH MAIlI€HTIB.

Cratb. Y nociiJKeHHI 0araTopa3oBOro 3aCTOCYBaHHS BOPHUKOHA30Jy MepopalibHO piBHI Cmax Ta
AUC; y 3m0poBHX MOJOIWX >KiHOK Oynu BimmoBigHo Ha 83 % Ta Ha 113 % BHmmMMH, HIK Yy
3I0pPOBHX MOJIOJMX YOJOBIKiB (18—45 pokiB). Y npoMy K IOCHIIKEHHI HE CIIOCTEPIraiocst KOIHUX
CTATUCTUYHO 3HAYYIIMX BIIMIHHOCTEH MK IIMMH MOKAa3HUKAMH Y 370POBUX YOJIOBIKIB Ta >KIHOK
JITHBOTO BiKY (= 65 pokiB). Y KiIiHIUHIM mporpami He 31iHCHIOBAJIACS KOPEKIIis 03U 3aJIeXKHO BiJ
CTaTl y4acCHUKIB nociipkeHb. [Ipodimi Oe3mekn Ta KOHIEHTpallli y Iurasmi KpoBi mperapary y
KIHOK Ta YOJIOBIKIB OyJiM aHAMOTIYHUMHU. TakuM YMHOM, HEOOXITHOCTI KOPEKIIil 103U mpenapary
3aJIEXKHO BIJI CTATI HEMAE.

[arieHTH JITHBOTO BiKy. Y KIIIHIYHOMY JOCIHIIKEHHI 0araTopa3zoBOr0 3aCTOCYBaHHS IMpemnapary
nepopainbHO piBHI Cmax Ta AUC: y 310pOBHX YOJOBIKIB JITHHOTO BIKYy (= 65 pokiB) Oynm
BianoBiHO Ha 61 % Ta Ha 86 % BUIIMMU, HIXK y 3I0POBUX MOJIOAMX 4OJIOBIKIB (18—45 pokiB). He
CIIOCTEPIrajocs KOAHUX CTATUCTHYHO 3HAYYIIMX BiIMIHHOCTEH PiBHIB Cmax Ta AUC: y 310pOBHUX
KIHOK JIITHBOTO BIKY (= 65 pOKiB) Ta 30pOBUX MOJIOUX KIiHOK (18—45 pokiB).




VYV KiIHIYHIA mporpaMi He 3IiHCHIOBanacs KOPEKIlis JI03M 3alekHO Bix Biky. CrocrtepiraBcs
B3a€MO3B’ 30K MDXK IJIa3MOBMMHU KOHIIEHTpalisiMu Ta BikoM. [Ipo¢ini Oe3nexkn BOPUKOHA30IY Y
MOJIOJIUX TAI[IEHTIB Ta MAI[IEHTIB JITHHOTO BIKY OyJIM MOAIOHUMHU, TOMY HEOOXITHICTh Y KOPEKIIil
JI03M JUIS TIALI€HTIB JIITHHOTO BiKY BiACYTHSA (IuB. po3aia «Croci0 3aCTOCYBaHHS Ta JO3W»).

Hitu. PexomenmoBaHna mo3a mpemapary Juisl TEpOpPaIbHOTO 3aCTOCYBAaHHS [ITAM 0a3yeThcsl Ha
(apMaKOKiHETUYHOMY aHaTi31 JaHUX, OTpUMaHKX Bif 112 niteit Bikom 2—12 pokiB i3 HOPYIIEHHAM
iMyHiTeTy Ta 26 giteit Bikom 12—17 pokiB 13 TOpPYIIEHHSM IMYHITETY. 3acTOCYyBaHHS
OararopazoBux 103 3, 4, 6, 7 Ta 8 MI/Kr 2 pa3u Ha A00Yy BHYTPILIHHOBEHHO Ta 06araropazoBUX /103
4 mr/xr, 6 mr/kr ta 200 Mr 2 pa3u Ha 00y mepopaibHO (MTOPOIIOK ISl MPUTOTYBAHHS CYCIHEH311
JUI TIEPOPAIbHOTO 3aCTOCYBaHHS) OIHIOBAJIOCA MiJ 4Yac 3 ¢papMaKOKIHETMYHHX JOCHIHKEHb 3
ydacTio aiteid. HapanTaxyBanbHi 1031 6 MI/KT 2 pa3u Ha 100y BHYTPIITHROBEHHO Y TEPIINM JCHB,
110 CYNPOBOIXKYBAJIHMCA HACTYIIHUMH J03aMHU 4 MI/KT 2 pa3u Ha 100y BHYTpimiHboBeHHO Ta 300 mMr
2 pasu Ha 700y mepopasbHO (TaOJETKH), OIIHIOBAIWCS IMiJI Yac OAHOTO (apMaKOKIHETHYHOTO
JOCITIJKSHHS 32 Y4acTIO JiTei. Y naHoi KaTeropii mauieHTiB crocTepiraiacs OiIbIl BUpaXkeHa MiX
cy0’ekTHa BapiabeNbHICTh MOPIBHIHO 3 TOPOCIUMHU.

[opiBHsiHHSA (DapMaKOKIHETHYHUX TapameTpiB MiTe Ta JOpPOCIUX IOKa3ajlo, IO OYiKyBaHa
saragpHa ekcnosumiss (AUCt) y giTelt micins BBEIEHHS HaBaHTAXYBAIbHOI 103U 9 MI/KT
BHYTpIIIHROBEHHO Oyia nopiBHsAHHA 3 AUC: y H0pOoCnuX Micisi 3aCTOCYBaHHS HaBaHTaXyBaJIbHOI
no3u 6 mr/kr BHyTpimHROBeHHO. AUC: y miTedl micist 3acTOCYyBaHHS MIATPUMYIOYHX 03
4 ta 8 mr/kr 2 pasu Ha n00y BHYTpilIHBOBeHHO Oyina mopiBHsHHa 3 AUC: y mopociux micis
3actocyBaHHA 3 Ta 4 MI/KT 2 pa3u Ha 100y BHyTpimHbOBeHHO. AUC: y AiTe# micis 3aCTOCYBaHHS
niaTpuMyIo4oi 1034 9 mr/kr (MakcumyMm 350 mr) 2 pasu Ha 100y nepopaibHO Oylia MOpiBHSIHHA 3
AUC; y nopocnux micis 3actocyBaHHs 200 Mr 2 pasu Ha 100y mnepopaibHO. Excrioswmirist
BOPUKOHA30JIy TMiCJs 3aCTOCYBAaHHS J103M § MI/KI' BHYTPIIIHBOBEHHO OyJe B 2 pa3ul BHIIOIO, HIX
P 3aCTOCYBaHHI 03U 9 MI/KT ITepopajIbHO.

Buma, HiX UIS IOpOCIHX, MIATPUMYIOYA 1032 JUIsi BHYTPIITHROBEHHOTO 3aCTOCYBAHHS JITSIM
BiJI0Opakae OLTBITY 3/IaTHICTH JI0 €TiMiHAIll y 3B 3Ky 3 OUIBIIIOI MAacO0 MEYIHKH BIITHOCHO MacH
tina. [Ipu nepopanabHOMY 3acTOCyBaHHI 010I0CTYIHICTb Mpenapary Moxke OyTH 3HHKEHa y JAiTeH i3
MajgbaOCoOpOIli€l0 Ta JyKe HHU3BKOI BIIHOCHO BIKY Macorw Tia. Y TaKuX BHITaJKax
PEKOMEHAYEThCS 3aCTOCOBYBAaTH BOPUKOHA30JI BHYTPILTHHOBEHHO.

Excrio3uitiss BOpUKOHA30Jly y OUIBIIOCTI MITEH cTapmioro BiKy Oylia TOPIBHSHHOI TaKid y
JIOPOCIIMX MIPU OJJHAKOBOMY pekuMi fo3yBaHHS. OHAK y JESKUX AITEH CTapIIOro BiKYy 3 HU3BKOIO
Macolo Tijla CIoCTepirajacsi HIK4Ya €KCIIO3HIlisl BOPHUKOHA30IYy IMOPIBHSHO 3 TAaKOK Y JOPOCIHX.
Cxoxe, 10 y TaKMX Mali€HTIB MeTa0o0Ji3M BOPUKOHA30Jy BiAOYBA€THCS LUIAXOM, MOAIOHUM 10
TaKoOro y AITEH, a He y JopociuX. 3 oryisaay Ha (papMaKOKIHETHYHHWMA aHaJ3 MOMYJISIl JITH BIKOM
12-14 pokiB 3 Macoro Tina MeHIre 50 Kr MaloTh OTPUMYBATH 03U JUIA JiTeH (auB. po3ain «Crocid
3aCTOCYBaHHS Ta JIO3W»).

Hopymenns QyHKIIT HUPOK. Y X0/ AOCHIKEHHS 3aCTOCYBaHHS pa3oBoi fo3u 200 Mr mamieHTam i3
HOPMAJIbHOIO (DYHKIIIEI0 HHUPOK, 13 HHUPKOBOIO HEJOCTATHICTIO JIETKOTO CTYIEeHsS (KJIipeHC
kpeatuHiny 41-60 mi/xB) Ta TsKKOro crymeHs (kimipeHc kpeaTwHiny < 20 MiI/XB), CTyMiHb
TSDKKOCTI TTOpyIIeHHs (YHKINT HUPOK MaB HE3HAYHWM BIUIMB Ha (hapMaKOKIHETUKY BOPHKOHA3O0IY.
3B’s3yBaHHs BOPHKOHA30JIy 3 OUIKaMHU IUIa3MH OYyJIO CXOXKMM Yy TALI€HTIB i3 PI3HUM CTyIEHEM
TSOKKOCTI mopymieHHs (yHKiii Hupok (mmuB. po3ain «Crocid 3acToCyBaHHS Ta JIO3W» Ta
«Oco0IMBOCTI 3aCTOCYBAHHS).

[opymenns ¢yskiii nedinku. [Ticas pazoBoro nepopaibHOT0 3acTocyBaHHs npemnapaty (200 mr) y
MAIIEHTIB 13 JIGTKUM a00 MOMIpHUM IIMPO30M TediHku (knac A ta B 3a xnacudikarniero Yaiinmga—
IT’10) pieerp AUC OyB Ha 233 % BHUILIMM MOPIBHSHO 3 TAKUM Y MAIIEHTIB 3 HOPMAJIbHOIO (DYHKIIIEIO
neuinku. [lopymeHHs (yHKIIT Me4iHKM HE BIUIMBA€ HA 3B S3yBaHHS BOPUKOHA30JIy 3 Oinkamu
KpOBI.

VY Xoai KJIIHIYHOTO AOCHIKEHHS 0araTopa3oBOro 3acTOCYBaHHS IpenapaTy MepopaibHO PiBEHb
AUC; OyB momiOHMM y MaIli€HTIiB 3 MOMIpPHHM IIUpO30M mediHku (kimac B 3a kmacudikariero
Yaiinna—I1"10), siKi 3acTocoByBanu miaTpumytouy no3y 100 mr 2 pasu Ha A00y, Ta y Hali€HTIB 3




HOPMAaJIbHOIO (PYHKITIEIO TIEUIHKH, sIKi 3acTocoByBaiu mo 200 mMr npemapary 2 pa3u Ha no0y. Jlani
moa0 (GapMakOKIHETHKH TpenapaTy y TMali€eHTIB i3 TOKKUM mHpo3oM mnedinku (kmac C 3a
knacudikamiero Yaitnma—I1’t0) BiacytHi (amB. po3min «Crocid 3acTOCyBaHHS Ta JIO3W» Ta
«Oco0IMBOCTI 3aCTOCYBAHHS).

KuiniuHi XapakTepucTHKH.

Iloxkazanns.

[IpodinakTuka iHBa3MBHUX TPHOKOBUX 1H(EKLIN MpU aNOTeHHIH TpaHCIIaHTaIlil KICTKOBOT'O MO3KY

y TAIi€HTIB 3 BUCOKUM PH3HKOM TAKOTO yCKJIaTHEHHS.

BopukoHa3011 3aCTOCOBYIOTH TOPOCTHM 1 AITSM /ISl JTIKYBaHHS:

- 1HBa3WBHOTIO aCIePriibo3y;

- KaHJuzaeMmii, o He CyNPOBOIKY€ETHCS HEUTPOIICHIEIO;

- TSOKKHUX iHBasWBHHX iH(eKi#, cnpuunnenux Candida (sxiarouatoun C. Krusei), pe3aucTeHTHHX
10 (IIyKOHA30IIy;

- TSOKKUX TPHOKOBHUX iH(EKINIH, cipuurnHeHnX Buaamu Scedosporium i Fusarium.

[Mamientam i3 nporpecyrounMu iHQEKIIAMHI Ta THPEKIISAMH, [0 TOTEHIIHHO 3arpoXKyIOTh JKUTTIO,

BOPHUKOHA30JI CJIJT 3aCTOCOBYBATH y SIKOCTI CTAPTOBOI Teparii.

Ilpomunoxazanns.

- T'imepuyTnuBicTb 10 Ai1040i peyoBUHHU ab0 10 OYIb-IKOi JOMOMIXXHOI PEYOBUHHU IIperapary.

- OpnouacHe 3acrocyBanHsa 13 cybcrpatamu CYP3A4, tepdenanuHoMm, acTemizosom,
[U3AMPUIOM, MIMO3UOM, XIHITUHOM Ta 1BaOpaauHOM, OCKIJIBKM ITiIBHINEHHS KOHIICHTPAIIA X
JTKapChKUX 3ac00iB y IJIa3Mi KPOBI MOXKE MPHU3BECTH 0 Toa0BKeHHs iHTepBaiy QT Ta 3pimka —
70 PO3BHUTKY HUIYHOUKOBOI Taxikapiii Tumy «mipyer» (torsades de pointes) (nuB. poszmin
«Bzaemois 3 THITMMU JTIKAPCHKUMH 3aC00aMHM Ta 1HIII BUIA B3a€EMOII).

- OpHouvacHe 3aCTOCYBaHHS 13 pudamminHOM, KapOamaszeniHoM Ta GeHoOapOiTanoM, OCKIIbKU
111 JIIKAPChKI 3aCO0M 3/1aTHI CyTTEBO 3HIDKYBATH KOHIIEHTpAIlil BOPUKOHA30Jy Y TIJIa3Mi KpoBi (JIUB.
po3ain «B3aeMoist 3 IHIIUMU JTIKAPCHKUMH 3aC00aMU Ta 1HIII BUAU B3aEMOJII»).

- OpHouacHe 3acTOCYyBaHHS CTaHIAPTHUX 103 BOPHKOHa30i1y 3 edasipeHzom y mo3i 400 mr Ha
100y a0 BuIlle, OCKIIBKHM 3aCTOCYBaHHA e(aBipeH3y y TaKuX J03aX 3HAYHO 3HMXKYE KOHIICHTpaii
BOPHKOHA30JTy Y TUIa3Mi KPOBI y 370POBUX TOOPOBOIIBIIIB. BOpuKOHA30J TakoX 3HAYHO ITiJIBUIILYE
KOHIIeHTpallii edaBipeH3y y miaa3Mi KpoBi (auB. po3nin «B3aemomis 3 iHIIUMHU JIKAPCHKUMH
3aco0amMu Ta 1HIIN BHAM B3a€EMOJIi»; MPH 3aCTOCYBAaHHI HIDKYUX 1103 AMB. po3iia «OcoOIMBOCTI
3aCTOCYBAHHS»).

- OpHouacHe 3aCTOCYBaHHS 3 BUCOKMMH J03amMu puToHaBipy (400 mr abo Buie 2 pasu Ha 100Y),
OCKUTBKHM 3aCTOCYBAHHSI TAaKUX JI03 PUTOHABIPY MPU3BOIUTH IO CYTTEBOTO 3HIKEHHS KOHIIEHTpAIIii
BOPHKOHA30Jly y IUIa3Mi KpPOBI Yy 3JI0POBHX JOOPOBOJBINB (TIPU 3aCTOCYBaHHI HUXYHMX JI03
PUTOHABIPY IUB. po3aii «OCOOIMBOCTI 3aCTOCYBAHHSY ).

- OpHouacHe 3acCTOCYBaHHsS 3 aJKajoOiaMH PDKKIB (eproramiH, IUTIAPOEProTamiH), sKi €
cyocrparamu CYP3A4, ockinbky MiABHIIEHHS KOHIEHTpALild IMX JIIKAPCHKUX 3ac00iB y IUIa3Mi
KpPOBI MOXX€ MPU3BECTH JI0 €proTu3My (IUB. po3ail «B3aemMosis 3 IHITUMHU JTIKAPCHKUMH 3ac00aMu
Ta 1HIII BUJIA B3AEMOJIIIN» ).

- OpHouacHe 3aCTOCYBaHHS 13 CHPOJIMYCOM, OCKIJIBKM BOPHUKOHA30JI MOXE CYTTEBO
IiBHUIYBAaTH KOHIIEHTpAIil CHpOJiMyCy Y IUIa3Mmi KpoBi (auB. po3min «Bzaemomis 3 iHIIMMU
JTKapCbKUMHU 3aCO0aMU Ta 1HIII BUIA B3AEMOII).

- OpnHouacHe 3aCTOCYBaHHS BOPUKOHA30JIy 3 HajokceroyioMm, cyocrpatoMm CYP3A4, ockinbku
MIBUICHHS KOHIIEHTpAIl HAJOKCETOIy B IIa3Mi KPOBI MOXKE CIPOBOKYBATH CUMIITOMH BiJIMIHH
omioifiB (auB. po3ait «OcoOIUBOCTI 3aCTOCYBAHHSD).

- OpHouacHe 3acTOCYBaHHS BOPHMKOHA30Jly 3 TOJIBAITAHOM, OCKIIBKH CHJIBHI 1HTIOITOpH
CYP3A4, Taki Ik BOPUKOHA30J1, 3HAUHO MiJIBUIIYIOTh KOHLEHTPAIIO TOJBANTaHy B IJIa3Mi (IUB.
po31in «OcoOMMBOCTI 3aCTOCYBaHHS» ).

- OpHoYacHe 3acTOCYBaHHS BOPHUKOHA30Jly 3 JIyPa3HIOHOM, OCKUIBKM 3HauyHE 301JIbIICHHS
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eKCIO3UIlli JypasHIoHy MOXE TPHU3BECTH 1O CEPHO3HUX NOOIYHUX peakIii (IuB. PO3ILT
«Oco0IMBOCTI 3aCTOCYBAHHS).

- OpHouacHe 3acTOCYBaHHsS 3 BEHETOKJIAKCOM Ha II0YaTKy JIIKyBaHHS Ta Mg d4ac ¢asu
TUTPYBaHHA JI03M BEHETOKJAKCY, OCKUIbKM BOPHUKOHA30JI, HMOBIPHO, 3HAYHO IMiJBUILYE
KOHIICHTpPAIlII0 BEHETOKJIAKCY B TIa3Mi KPOB1 Ta 30UIBIIIY€E PU3HK CHHAPOMY JI3UCY MyXJIMHH (JIUB.
po3ain «B3zaeMoist 3 IHIIUMU JTIKAPCHKUMH 3aCO0aMU Ta 1HIII BUAM B3aEMOJII»).

- OpHouacHe 3acTOCYBaHHsS 13 TpemaparaMu 3Bipo0or0 (muB. po3ain «B3aemopis 3 iHIIMMH
TIKapChKUMU 3ac00aMU Ta 1HIII BUIU B3aEMOIIi» ).

B3aemooia 3 inwumu aikapcokumu 3acodamu ma inuii 6uou 83aEmooiil.
BopukoHazon mnpurHidye akTHBHICTH Ta MeTabomizyeThes i3odepMeHTamMu 1utoxpomy P450:
CYP2C19, CYP2C9 ta CYP3A4. IuriGitopu abo iHAYKTOpH IIUX 130()epMEHTIB 31aTHI BiJIOBITHO
MIJBUIYBAaTH a00 3HM)KYBAaTH KOHIICHTPAIlll BOPUKOHA30JIy Yy IIJIa3Mi KPOBi, a BOPUKOHA30J Ma€
NOTEHIliall MiABHIIYBATH KOHIIEHTpALIi y IUIa3Mi KpPOBI PEYOBUH, SIKI METaOOMi3YIOTHCS IIMMHU
130pepmerTamu  muTOXpoMy P450, 30Kpema, e CTOCYEThCS PEUOBHUH, SKI METa0O0MI3yIOThCS
CYP3A4, ockinbku BOpuKOHa30d € cuibHUM iHTriOiTopoM CYP3A4, xoua 30inbpmenHs AUC
3aJIeKUTH BiJI CyOCTpaTy (IMB. TAOIHITIO HUXKYIE).
JocnikenHss B3aeMonii JIKapchbKUX 3aco0iB NMPOBOAMIM 3 YYacTIO 37I0POBUX J0OPOBOJIBLIIB
YOJIOBIUOT CTaTi, sIKIi 3aCTOCOBYBaIM BOopuKoHazoia 200 Mr 2 pasm Ha 100y NepopasibHO Ta
0araTopazoBo J0 JOCATHEHHS PIBHOBAXHOTO cTaHy. OTpuMaHi pe3yjibTaTH TaKOXK 3aCTOCOBHI 10
IHITUX TPYII MAIIEHTIB Ta CIIOCO01B 3aCTOCYBaHHS.
BopukoHa3on ciiji 3aCTOCOBYBAaTH 3 OOEPEkKHICTIO MallieHTaM, sIKi OJHOYACHO MPHMMAIOThH 1HIII
JKapChbKl 3aco0M, 10 MPOJoHTYI0Th iHTepBan QT.. Y Bumankax, KOJIM BOPHUKOHA30J TAKOX Mae
NOTEHIlia]l MiABUIIYBAaTH KOHLEHTpAIil Yy IUla3Mi KpOBI PpEYOBHH, IO METa0OTi3yI0ThCs
13opepmerramu  CYP3A4 (meski aHTHTiCTaMiHHI 3aco0HM, XIHIAWH, MOHU3aNpUi, IIMO3UI Ta
iBaOpa/ivH), iX OJIHOYACHE 3aCTOCYBAHHS TPOTUITIOKA3aHO.
Iadopmariito o010 B3a€MO/Iii BOPUKOHA30JTy Ta 1HIIHMX JIIKAPCHKHUX 3ac001B HaBEACHO y Tadmwmill 3.
HanpaBieHHs CTpPIIOK Ui KOXHOTO mapamerpa (apMakOKiHETHKH O0a3yeThCsi Ha JOBIpYOMY
iHTepBaii 90 % reoMeTpUYHOTO CepeHbOT0 KoedilieHTa.
CuMBOIIM Ta CKOPOYEHHS, BUKOPUCTAaHI B TA0JINII, Ta iX 3HAUEHHS: <> — 3HAXOIUTHCI Y Mexax 80—
125 %; 1 — Bume 80-125 %; | — mmwxue 80-125 %; * — nBoGiuHI B3aemoxuii; AUC: — moma i
KpUBOIO Haja 1030BUM iHTepBanoMm; AUC: — moma miJ KpuBoiO Bix dvacy «0» mo wacy i3
noka3sHuKoM, 1o Bu3HadaeTbesa; AUCo.. — mtomia mig KpuBoro Bif 9acy «0» 10 HeCKIHYEHHOCTI,
H/3 — HE 3aCTOCOBHO.
B3aemonii B TabnuIili HaBEIEHO Yy TAaKOMY TMOPSIKY: OJHOYACHE 3aCTOCYBaHHS IPOTHIIOKA3aHO,
OJTHOYACHE 3aCTOCYBaHHsS BHMAarae Mmig0o0py JO03M Ta PETENbHOTO KIIHIYHOTO Ta O010J0TiYHOro
CIIOCTEPEIKEHHSI, OJTHOYACHE 3aCTOCYBAHHS HE Ma€ 3HAUYHIMX (hapMaKOKIHETUYHUX B3aEMOIIN, aje
MOY€E CIIPUYUHSATH KJIiHIYHY 3alliKaBJICHICTh y AaHIl TepaneBTUYHIN ramy3i.

Tabnuys 3.

Jlikapcoxuil 3acio
(mexamnizm 63aEmo0ii)

Bzaemooia
Cepeone eeomempuune smin, %

Pexomenoayii wjooo
0OHOUACHO20 3ACMOCYBANHSL

Actemizon, u3anpui, mMo3us,
X1HIIUH, TeppeHaaIuH Ta

iBadpaguH (CYP3A4-cyGerparn)

Xoya BIAMOBIAHI HOCIIKEHHS
HE TMPOBOJWINCA, ITiIBUIICHHS
KOHIIEHTpAI[I [IUX PEUOBUH Yy
1a3mi KpOBI MOJXKE
NPU3BOJAUTH IO TIOJOBXKCHHS
iaTepBany QT. Ta pigko — g0
PO3BUTKY IUTYHOYKOBOT
TaxikapJii TUITYy «ITpyeT».

IIpoTunoka3ano (1uB.
po3ain «IIpoTunokazanHs»).
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Kapbamazenin ta 6ap0itypatu
TPUBAJIOI J1ii, HAPUKIIA]T

denobapbitan, mepobapoiTan
(motyxHi iHgyKTOpU CYP450)

HesBakatoun Ha BiACYTHICTh
BIJIIIOBITHUX JIOCITIIPKEHD,
BiporigHO, M0 KapOamazemiH
Ta OapOiTyparu TpuBajoi mii
MOXXYTh 3HA4HO 3HIDKYBaTH
KOHIICHTpAIlli BOPHUKOHA30JIy Yy
TU1a3Mi KPOBI.

IIpoTunoka3ano (1uB.
po3ain «IIpoTunokazanHs»).

EdaBipen3 (HeHYKICO3UAHUI
1HT10iTOp 3BOPOTHOT
TpaHCKpHUIITa3H) (IHIYKTOP
CYP450; inribitop Ta cyocTpar
CYP3A4)

400 mr 1 pa3 Ha 100y pa3oM i3
BOPHUKOHA30J10M Y 71031 200 mr 2
pasu Ha 100y *

Edagipen3 300 mr 1 pa3 Ha 100y
onnoyacHo 3 400 mr
BOPHKOHA30JTy 2 pa3u Ha J00y*

Cmax edasipensy 1 38 %
AUC; edasipensy 1 44 %
Cmax BopukoHazomy | 61 %
AUC, Bopukonazomy | 77 %
[TopiBusHO 3 600 Mr
edasipen3y 1 pa3 Ha 100y:
Cmax eaBipeHsy «»

AUC; edasipensy 1 17 %
[TopiBHsHO 13 200 Mr
BOPUKOHA301y 2 pa3u Ha 100y:
Cmax BopukoHazony 1 23 %
AUC. Bopukonazomiy | 7 %

OnHouacHe 3aCTOCYBaHHS
CTaHIapPTHUX 103
BOPHUKOHA30J1y 3 €haBipeH30M
y no3i 400 mr 1 pa3 Ha 700y
Yyl BUIIEC NPOTUIIOKA3AHO

(nus. po3ain
«IIpoTumnokazanHus»).
IIpn OJIHOYAaCHOMY

3aCTOCYBaHHI BOPUKOHA30JTy
Ta edaBipeH3y HiATPUMYIOUY
03y  BOPUKOHA30JIy  CJif
30impmuTH 10 400 Mr 2 pasu
Ha 100y, a mo3y edaBipeH3y
cmig 3meHmUTd 10 300 mMr
1 pa3 Ha noOy. Ilicnsa BigmMiHK
BOPHUKOHA30ITy CITi ]
MOBEPHYTHUCSI IO TOYATKOBOI
no3u  edasipeHsy  (IuB.
pO3IiT «Crocio
3aCTOCYBaHHS Ta JO3W» Ta
«OcobauBoCTI
3aCTOCYBAHHSD»).

AJKaNoiay pixkKiB, BKIIFOYAI0YH,
asie He 0OMEXXYIOUHCh: eproTaMiH

Xoua BIAMOBIIHI TOCIIHKEHHS
HC HpOBOI[I/IJII/ICH, BOpI/IKOHaSO.H

IIpoTunoka3aHo (1uB.
po3ain «IIpoTunokasanas).

Ta JUTiApoeproTamin (CyocTpaTu | MOXKe T1IBUIIYBaTH
CYP3A4) KOHIEHTpAIlii ANIKAJIOTIB
PDKKIB y TUTa3Mi  KpoBi i
NPU3BOJAUTH 10  PO3BUTKY
€proTusMy.
Jlypasunon Hespaxaroun ©Ha T1e, o | [Iporunoka3ano (1us.
(CYP3A4 cy6erpar) BOPHKOHA30J1 . HE | po3nin «[IpoTunokazanusm»).
JIOCTIKYBaBCs, BIH  MOXeE
3HAYHO IT1IBUIIYBaTH
KOHIIGHTPALIIO0 JIypa3uIoHy B
TJ1a3Mi KPOBI.
Hanokceron Hesaxkatoun Ha T1e, 1o | [Iporunoka3ano (1uB.
(CYP3A4 cyberpar) BOPHKOHA30J1 . HE | posain «IIpoTunokasanus).
JOCTIIKYBaBCs, UIMOBIPHO, BiH
3HAYHO TT1IBUIILY €

KOHIICHTpALII0 HAJOKCEToay B
TJ1a3Mi KPOBI.

Pudabytun (moty>xHuit
iaykrop CYP450)

300 mr 1 pa3 Ha 100y
300 mr 1 pa3 Ha 100y

Cmax BopukoHazoiny | 69 %
AUC; Bopukonazomny | 78 %
[MopiBusHO 13 200 Mr
BOPHKOHA30J1y 2 pa3u Ha A00Y:

Crnig yHUKAaTH OJHOYACHOTO
3aCTOCYBaHHS BOPUKOHA30ITy
Ta pudadyTuHy, SKIIO TIIBKU
KOPUCTh  HE  TEPEeBaXKae
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(0mHOYACHO 3 BOPUKOHA30JI0M
350 mr 2 pa3zu Ha 100y *)

300 mr 1 pa3 Ha 100y
(0IHOYACHO 3 BOPUKOHA30JI0M
400 mr 2 pa3u Ha 700y™*)

Cmax BopukoHazomny | 4 %
AUC; Bopukonazomny | 32 %
Cmax pudalytuny 1 195 %
AUC; pupadytuny 1 331 %
[MopiBusHO 13 200 Mr
BOPHKOHA30JTy 2 pa3u Ha A00y:
Cmax BopukoHazony 1 104 %
AUC; Bopukonazomny 1 87 %

PU3HK.
[TinTpumyroua osa
BOPHUKOHA30Jly MOXe OyTu
MiIBUIIEHA 1o 5 MI/Kr
BHYTPIIIHFOBEHHO 2 pa3H Ha
100y a6o 3 200 mr g0 350 mr
nepopanbHO 2 pazu Ha 100y
(Bimz 100mr mo 200 mr
nepopaibHoO 2 pa3u Ha 100y y
Mamie”TiB 3 Macolw TuIa
Huxae 40 kr) (OuB. po3main

«Croci6 3acTocyBaHHS Ta
JTO31»).
[Tpu OJIHOYACHOMY

3acTocyBaHHI pupadbyTHHY Ta
BOPHKOHA30ITY

PEKOMEHIOBAaHO  MPOBOAUTH
peTenpHui MOHITOPHHT
MOKa3HUKIB 3arajibHOro
aHaJi3y KpoBi Ta MOOIYHUX

peaxIii, OB’ sA3aHUX 13
pudalbytuHoM  (Takux  sK
yBEIiT).

Pudamninuua (600 mr 1 pa3 Ha | Cmax BopuKkoHazomy | 93 % IIpoTunoka3zano (nmuB.

no0y)  (motyxuuit  iHgykrop | AUC: BopukoHnazony | 96 % poznin «IIporunokazaHusy).
CYP450)
Putonagip Cmax Ta AUC: putoHaBipy <> | OnHouacHe 3aCTOCYBAHHSI

(iari6iTop mpoTteas) (MOTYyXKHUHT
inaykrop CYP450; inriGiTop ta
cyoctpat CYP3A4)

Bucoki no3u (400 mr 2 pa3u Ha
100y)

Husbki no3u (100 mr 2 pas3u Ha
100y)*

Cmax BopuKoHazomy | 66 %
AUC, Bopukonazomy | 82 %
Cmax puToHaBipy | 25 %
AUC, puronasipy | 13 %
Cmax BopukoHazony | 24 %
AUC, Bopukonazomy | 39 %

BOPUKOHA30Jly Ta BHCOKHX
103 putoHaBipy (400 mr Ta
Bume 2 pasu Ha J00y)
NPOTUIIOKA3AHO (nuB.
po3ain «IIpoTunokazanHs»).
OpHOYacHOTO 3aCTOCYBaHHS
BOPUKOHA30Jly Ta HU3bKHUX
no3 puronasipy (100 mr 2
pasu Ha 100y) CIiJ] YHUKATH,
SKIIO TUIBKH KOPHUCTh HE
MIEPEBAYKAE PUBHK.

[Ipenaparu 3BipoOOIO

(irmykTop CYP450; inaykTop
P-riikonpoteiny)

300 Mr Tpuui Ha 100y
(omHOYacHe 3actocyBanHs i3 400
MT" BOPUKOHA30JIy Pa30BO)

VY He3ale:)kHOMY
onyOJIiIKOBaHOMY JOCIIHKCHH1
AUC - BopukoHazomy | 59 %

IIpoTunoka3ano (1uB.
po3ain «IIpoTunokazanHs»).

TonBanran Hespaxxatoun Ha T1e, 1o | [lIporunokazano (nus.
(cyoctpar CYP3A) BOPHUKOHA30J He | po3ain «[Iporumnoka3zanusy).
JOCIIJKYBaBCsl, BIH  MOXe
3HAYHO IT1IBUIIYBaTH
KOHIIEHTPAIlII0 TOJBANTaHy B
TJ1a3Mi KPOBI.
Beneroknakc Xoua JIOCITIJKSHHS He | OgHouacHe 3aCTOCYBAHHSI
(cyoctpar CYP3A) MIPOBOINJIH, BOPHKOHA30J1, | BOPUKOHA30JTY
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IMOBIpHO, CYTT€BO IiJBHILY€E
KOHIIEHTpaLlii BEHETOKJIAKCY B
TUIa3Mi.

NPOTHIIOKA3aHe Ha TMOYaTKy
JMiKyBaHHS Ta miag dvac ¢dazum
TUTPYBAHHS 1034
BEHETOKJIAKCY (IIMB. PO3ILIT
«IIpoTunokazanus»).

Heo0OximHO 3MEHIITYBAaTH
703y  BEHETOKIAKCy,  SK
3a3HAYE€HO B I1HCTPYKIII 13
3aCTOCYBAaHHSI BEHETOKJIAKCY,

i yac CcTablIBHOTO
IIOZICHHOTO J03yBaHHS,
PEKOMEHAYETBCS  PETENbHUIN
MOHITOPUHT O3HaK
TOKCUYHOCTI.
dykoHa30I1 Cmax BopukoHazony 1T 57 % He BCTaHOBJICHO, AKe
(iari6itop CYP2C9, CYP2C19 AUC; Bopukonazomny 1 79 % 3HOKEHHS ~ J03W  Ta/abo
ta CYP3A4), 200 mr 1 pa3 Ha Cmax GaykoHazomy — H/3 4acTOTH 3aCTOCYBAaHHS
100y AUC; prykonazomy — H/3 BOPHUKOHA30JTy Ta

¢bykoHa301y HEoOXimHe IS
YHUKHEHHS LBOTO e(eKTy.

ITpn 3aCTOCYBaHHI
BOPUKOHA30ITY
Oe3nocepeIHbO iCIIst
baykoHaz0Iy

PEKOMEHAYETHCSI MTPOBOJIUTH
MOHITOPHHT MOOIYHIX
peaxiriu, OB’ sI3aHUX 13
BOPUKOHA30JI0M.

DeHiToiH

(cyoctpar CYP2C9 Ta
notyxuui ingykrop CYP450)
300 mr 1 pa3 Ha 100y

300 mr 1 pa3 Ha 100y
(omHouacHo 3 400 Mr
BOPUKOHA301y 2 pa3u Ha 100y)*

Cmax BopukoHazoiny | 49 %
AUC; BopukoHnazomy | 69 %
Cmax denitoiny 1 67 %

AUC; denitoiny 1 81 %
[MopiBusHO 13 200 Mr
BOPHKOHA30JTy 2 pa3u Ha A00y:
Cmax BopukoHazony 1 34 %
AUC; Bopukonazomny 1 39 %

Crnig yHUKAaTH OJHOYACHOTO
3aCTOCYBaHHS BOPHKOHA30ITy
Ta (EHITOIHY, SKIIO TUIBKU
KOPHUCTh ~ HE  TIepeBaKkae
pusuk. Ilpm ogHOUacHOMY
3aCTOCyBaHHI (EHITOTHY Ta
BOPHUKOHA30ITy
PEKOMEH/IOBAaHO  MPOBOJAUTH
peTenbHU KOHTPOJIb PiBHS
(heHiTOiHYy B T1a3Mi KPOBI.
DeHiToiH MO>KHA
3aCTOCOBYBAaTH OJIHOYACHO 3
BOPUKOHA30JIOM 33 yMOBH
MIJBUINCHHS  MATPUMYIOYOT
7031  BOPUKOHA30JIy [0
5 MI/KT BHYTPIIIHBOBEHHO 2
pas3u Ha 100y abo 3 200 mr g0
400 mr mepopalibHO 2 pa3u Ha
100y (31 100 mr o 200 mr Ha
no0y mepopanbHO 2 pa3u Ha
no0y marieHTaM i3 Macoro
Tita HWkde 40«kr) (aus.
po3ain «Crnocib
3aCTOCYBaHHS Ta O3U»).
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JlerepmoBip Cmax BopukoHazoiny | 39 % SKI0 HE MOXHA YHUKHYTH
(immykrop CYP2C91 CYP2C19) | AUC.12 BOPUKOHa301y | 44 % | OAHOYACHOTO  3aCTOCYBaHHSI
C12 BopuKkoHazoiy | 51 % BOPHKOHA30ILY o
JETEPMOBIPY,  HEOOXiTHUI
MOHITOPUHT IIOAO MOMJIMBOI
BTpaTu e(heKTUBHOCTI
BOPUKOHA30ITy.
['macneri6o Hesaxkatoum Ha Te, 1O | SIKII0O HEMOXJIMBO YHUKHYTH
(CYP3A4 cyberpar) BOPHUKOHA30J HE | OJTHOYACHOTO 3aCTOCYBaHHS,
JOCIIIJDKYBABCS, BIH  MOXE | pEKOMEHIYEThCS qacTHUH
HiJABHMIYBAaTH  KOHUEHTpawito | MoHiTopunr  EKI  (7us.
rmacnerioy B TutazMi KpoBl Ta | pO3ai «OcobauBocTi
PHU3UK TOJOBXKEHHS IHTEPBAIy | 3aCTOCYBAHHS»).
QTc.
[HribiTopy THPO3MHKIHAZH He3Baxxatoun Ha Te, 110 | SIKIIO HEMOKJIMBO YHUKHYTH
(BkJTIOUArOYH, aje He BOPUKOHA30T HE | O/IHOYACHOTO 3aCTOCYBaHHS,
00MEXYIOUHCh: aKCUTHHIO, JOCIIJKYBaBCSl, BIH  MOXE | pEKOMEHAYETbCS 3MEHIIUTH
0603yTHHIO, Kab03aHTHHIO, M1IBUIIYBaTH MJ1a3MOBI | 103y 1HT101TOpY
HepuTHHIO, KOOIMETHHIO, KOHIICHTpaLii 1HT10ITOPIB | TUPO3WHKIHA3M (IMB. PO3ALT
nabpadenio, nazatuHio, TUPO3WHKIHA3H, K1 | «OcobauBoCTI
HIIOTHHIO, CYHITIHIO, I0pyTHHIO, | MeTabomizytoTbcss CYP3A4. 3aCTOCYBaHHSA»).
pUOOIHKITIO)
(Cybcrparu CYP3A4)
AHTHUKOAryJIssHTH MakcumaiibHO PexoMeHay€eTbCsl  pETENbHO
Bapdapun (cyoctpar CYP2C9) | nporpoMOiHOBHit yac | KOHTPOJIIOBATH
(pa3zoBa no3a 30 mr Baphapuny 30UTBIITYBaBCS MPUOJIU3HO | TPOTPOMOIHOBHM Yac Ta 1HIII
onnoyacHo 3 300 mr BJIBIYi. BiJIMTOBiAH1 MMOKa3HUKH
BOPHKOHA30J1y 2 pa3u Ha J100Y) Xodva BIAMOBIAHI MOCHTIKEHHS | 3rOPTaHHS KpOBI, Ta
[H111 mepopanbHi KyMapuHH, Taki | HE TPOBOJWIM, BOPHUKOHA30J | 3/1iCHIOBATH BiJITIOBITHY
K (DEHITPOKYMOH, allCHOKYMAapOoJI | MOKE ITIBUIIYBATH TUIa3MOBI | KOPEKIIiO 7103
(cyoctpat CYP2C9 ta KOHIIGHTpalli KyMapHHIB Ta, | aHTUKOATyJISHTIB.
CYP3A4) TaKUM YWUHOM, CHPUYUHHUTH
MIOJIOBKEHHSI IPOTPOMOIHOBOTO
Jacy.
IBakadrop Xoua nociijokeHHs | PekoMeHIOBAaHO — 3HUIKEHHS
(cyoerpar CYP3A4) HE MMPOBOJINJIH, iMOBIipHO, | 103U iBakadTOpy.
1110 BOPHUKOHA30JI MOKe
M1JIBUIIYBaTH [UIa3MOBI
KOHIIEHTpauii iBakadTopy 1
IpUA [[OMY 3POCTaTUME PHU3UK
n00IYHUX e(EeKTiB.
bensomiazerninu, v Hezanexunomy | Crig PO3TIISIHYTH
Minazonam (0,05 mMr/kr OIyOJIiKOBAaHOMY JOCIIDKEHHI, | MOXJIUBICTh 3HIDKEHHS JIO3H
BHYTPIITHROBEHHO 0J1HOpa3oBo), | AUC wimazonamy o T 3,7 | 6eH30/11a3€miHiB.

Minazonam (7,5 Mr nepopaibHa
pasoBa J103a)

[u1ri GeH3omiaseninu
(HampwuKIIaa, TpHa3oIaMm,

pasa.
v HE3aJICKHOMY
OIy0JIiKOBaHOMY JOCIIHKEHHI,
max Migazonamy 1 3,8 paza

aJnpasoyiam) AUC wigazonamy o T 10,3
(cyoctpatn CYP3A4) pasa.
Hespaxkaroun Ha Te, 1IIO
BOPHUKOHA30J1 HE
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JOCIIJKYBaBCsl, BIH  MOXe

MiJBUIYBaTH  KOHIIEHTpAIlitO

iHmMX  OeH30Mia3emiHIiB Yy

1a3mi KpOBI, K1

metabomnizyrotbcs CYP3A4, i

CIIPUYMHSATH TPUBAIHI

CelaTUBHMMA e(eKT.
ImyHocynpecanTu v HezanexxHoMy | OHOYacHe 3aCTOCYBaHHS
(cyoctpatn CYP3A4) OIyOJIiIKOBaHOMY JOCIHIDKEHHI: | IPOTHIOKA3AHO (nuB.
Cupomnimyc Cmax cupomimycy 1y 6,6 pasis, | po3ain  «IIporumnoka3zanss).
(pa3oBa 103a 2 Mr) AUCo» cupomimycy 1 B 11 | OgHouacHe 3aCTOCYBAHHSI

pasis. BOPHUKOHA30JTy Ta

eBepoIIiMyCy HE

EBepomnimyc He3Baxatoun Ha Te, 10 | pCKOMEHAYEThCSA,  OCKUIBKH

BOPUKOHA30 HE | OYIKYETHCH, 110 BOPUKOHA30I

JIOCIIIJDKYBABCA, BIH  MOXE | 3HAYHO TT1IBUIILY €

3HAYHO MiBHIYBATH | KOHLIEHTPAIII0 €BEPOTIMYCY

KOHIICHTpAIlI0 eBepoiiMycy B | (muB. po3ain «OcoOauBOCTI

IUIa3Mi KPOBI. 3aCTOCYBaHH»).
[uknocnopun Cmax nukiocnopuny T 13 % Ha IIOYaTKy Tepanii
(mpu 3actocyBanHi perunientaM, | AUC; nuknocniopuny 17 70 % BOPUKOHA30JI0M  TAIliEHTaM,
K1 3HAXOAATHCA y CTaOUIBHOMY AKI  BXE  3aCTOCOBYIOTh
CTaHl  MClIA  TpaHCIUIaHTaIlii IIUKJIOCTIOPHH,
HUPOK Ta MOCTIHO PEKOMEHAYETbCS ~ 3HU)KEHHS

3aCTOCOBYIOTH ITUKJIOCTIOPHH)

Taxponimyc
(pa3zoBa nmo3a 0,1 Mr/kr)

Cmax Takpomimycy T 117 %
AUC; takpomimycy 1 221 %

JI031 IUKJIOCTIOPUHY B 2 pa3u
Ta peTelibHE CIOCTEPEKECHHS
3a fioro piBHeM. [ligBumieHmit

piBEHb LUKJIOCTIOPUHY
aCOIIOETHCS 3
He()POTOKCHUIHUMHU

ebexkramu. Ilicas BigMiHH
BOPUKOHA30JIy CIIiJ] PETEIbHO
KOHTPOJIIOBATH pIBEHB

UKJIOCIIOPHHY Ta VvV pasi

HEOOXIAHOCTI — ITIABHILMUTH
KOro J103y.

Ha IIOYaTKy Tepanii
BOPUKOHA30JI0M  TAIliEHTaM,
SKi  BXE  3aCTOCOBYIOTH

TaKPOIIMYC, PEKOMEHIY€E€ThCS
3HIDKEHHS JI03U TaKpOIIMyCy
10 TPETWHH BiJ] TOYaTKOBOI

034 Ta perenbHun
MOHITOPHHT piBHS
takpoiimycy. IlinBumieHnuit
pIBEHB TaKpOIIMYCy
aCoOIIFOBAaBCS i3
He(PpOTOKCHIYHUMU

epexramu. Ilicnsg  BigMiHU
BOPUKOHA30J1Y CJIiJI PETEIbHO
KOHTPOJIIOBATU piBEHBb
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TakpoJIiMycy iy  pasi
HEOOXIIHOCTI — TIiABUIIUTH

MOro 103y.
Omiatu TpuBaioi aii v HezanexHomy | Crig PO3TIISIHYTH
(cyoctpatn CYP3A4) OIyOJIIKOBAaHOMY JOCIIDKEHHI: | MOXJIMBICTh 3HIDKEHHS JTO3H
OxkcukomoH (10 Mr pa3oBo) Cmax okcukosony Ty 1,7 pasu | OKCUKOJIOHY — Ta THIITHX
AUC - oxcukonony Ty 3,6 omiaTiB TpuBajoi Aii, IO
pasm. Metabomizyioteess  CYP3A4

(HampuKIaa TIAPOKOIOHY).
PexoMeHayeThCcs peTeNnbHUN
Ta  YaCTMA  MOHITOPHHT
OOIYHUX peaxii,
acolifioBaHuX 3 omiaTaMH.

Mertanon (cyoctpar CYP3A4)
(32-100 mr 1 pa3 Ha 100Y)

Cmax R-meTanony (akTHBHOTO)
131 %

AUC; R-metanony
(axTuBHOTO) T 47 %

Cmax S-metanony 1 65 %
AUC, S-metanony? 103 %

Pexomenayerbest mocTiHUI
Harisg  [I0J0  PO3BHUTKY
OOIYHUX peaxiiit Ta
TOKCUYHUX edeKTiB,
acolloBaHUX 3
MABUINEHUMH  IUIQ3MOBHUMU
KOHIICHTPAIISIMA ~ METAJIOHY,
BKJIFOYAIOYHN IO JOBXKCHHS
iaTepBany QT. Moxe Oytm
HEOOXIOHUM 3HIDKEHHS 03U
METaJIOHY.

Hecrepoinni nporuzananbHi
npenaparu (HIT3IT)
(cyoctpatu CYP2C9)
[6ymipoden (400 mr pa3oBo)
Huxnodenak (50 Mr pazoBo)

Cmax S-16ympodeny 1 20 %
AUCo.» S-16ynpodeny 1

100 %

Cmax auknodenaky T 114 %
AUC - muknogenaxy 1 78 %

Pexomennyerbcs YacTHUI
MOHITOPUHT IOJI0 PO3BHUTKY
NOOIYHMX peakliil Ta MposBiB
TOKCHUYHOCTI, IOB’A3aHUX i3
HIT3II. Moxe OyTH
HEOOXITHOIO KOPEKIIis 1031
HIT3II.

Owmenpazon

(iaribitop CYP2C19; cyberpar
CYP2C19 Ta CYP3A4)

40 mr 1 pa3 Ha 100y*

Cmax omempazomny 17 116 %
AUC; omempazomy 1 280 %
Cmax BopukoHazomy T 15 %
AUC, Bopukonazomny T 41 %
MeTabo7113M 1HITUX 1HT10ITOPIB
IIPOTOHHOI IIOMIIH, 1110 €
cyocrpatamu CYP2C19, Takox
MOY€E MPUTHITYBaTHCS
BOPUKOHA30JI0M, 110 MOXKeE
NPU3BECTH JI0 MiJBUIIEHHS 1X
KOHIICHTpAIlI{ y TU1a3Mi KPOBI.

Kopexkiis 03U
BOPHUKOHA30ITy HE
PEKOMEHIYEThCS.

Ha IIOYaTKy Tepanii
BOPUKOHA30JIOM  TAIliEHTaM,
SKi  BXE  3aCTOCOBYIOTH
omenpazon (40 wmr abo
BUIIIE), PEKOMEHTY€ThCS

3HIDKCHHS JI03H OMENpPa3oiy
BJBIYl.

[TepopalibHi KOHTpAIEITUBH
(cyoctparu CYP3A4, iaribiTopn

Cmax etunHiectpaziony 1 36 %
AUC; etuninectpamiony 1

Pexomennyerbcs YaCTHUI
MOHITOPUHT IOJI0 PO3BHUTKY

CYP2C19) 61 % MOOIYHUX peaxiri,

Hopetucrepon/etuninectpanion | Cmax HOpeTuctepony 1 15 % OB’ I3aHUX 13

(1 mr/0,035 mr 1 pa3 Ha 100Y) AUC Hopetucrepony 1 53 % | 3acTOoCyBaHHSM MEPOPATBHUX
Cmax BopukoHazomy 1 14 % KOHTpAIIETITHBIB Ta
AUC. Bopukonazomy 1 46 % BOPHUKOHA307y.

Omiatu KOpOTKO1 Ail VY He3ae)kHOMY Crin PO3TIISIHYTH

(cyoctpatn CYP3A4)
AnbdenTanin

OIyOJIiKOBaHOMY JOCIIHKEHHI:
AUCo.», anpdenrtaniny 1 vy

MOKJIMBICTb 3HIDKEHHS 03U
anbheHTaHuTy, GeHTaHUTy Ta
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(20 MKr/Kr pa3oBO, OJJHOYACHO 3
HAJIOKCOHOM)

DeHTaHin

(5 MKr/KT pa3zoBo)

6 pasis.

v HE3aJICKHOMY
OIyOJIiKOBaHOMY JOCIIHKEHHI:
AUCo.» ¢enranity 1T B 1,34
pasu.

IHIIUX CTPYKTYPHO MOJIOHUX
1m0 anb(eHTaHUTy OIliaTiB

KOpPOTKOT1 i, 110
Metabomizytoteess  CYP3A4
(Hampukiaz cyQeHraHiny).

Pexomennyerbcs qacTUH
MOHITOPUHT 1010
NMPUTHIYCHHS JUXaHHA Ta
MOOIYHUX peaxiri,
acoIliOBaHUX 13

3aCTOCYBAHHSIM OMIiaTiB.

CratuHM, HaPUKIIA]T Xoya  BIAMOBIAHI  KIiHIYHI | SIKIIIO HEMOXIMBO YHUKHYTH
JoBacTaTuH (cyocrparu JMOCTIPKeHHST HE TMPOBOIMIIU, | OJHOYACHOTO 3aCTOCYBaHHS
CYP3A4) BOPHUKOHA301I, HMOBIPHO, | BOPUKOHA30JTy 31 CTaTHHAMHU,
3TIaTHUHA MiBUIIYBATH | SIKi MeTaboTi3yIOThCS
mia3MoBi piBHI ctatuHiB, mo | CYP3A4, cuig po3risHyTH
metabomnizytotbess ~ CYP3A4, | MOXIIUBICTh 3HIDKEHHS JTO3H
II0 MOXE€ TMPU3BOJUTH IO | CTATHUHY.
pabaomionizy
IMoxigui CyJb(OHIICEYOBUHH, | X04a BIAMOBIAHI nocmimkeHHs | HeoOxigHuit peTenpHui
BKITIOYAIOYH, ane HE | HE TMPOBOJWIH, BOPHUKOHA30J | MOHITOPUHT PiBHS TJIFOKO3H B
00OMEXYIOUHNCh: ToNOyTaMifl, | MOXKE  TIJBUILYBaTH PIBEHb | KPOBI. PexomenayeTbcs
rinizug, Taidypun  (cydcTpatd | MOXiIHUX CYJIb(OHIJICEYOBUHU | PO3TISTHYTH JOLTBbHICTh
CYP2C9) y TUta3Mi  KpOBI 1, TaKWM | 3HIDKCHHS JIO3M TOXITHHUX
YUHOM, CIPUYMHSATH | CYJIb()OHIIICEUOBUHH.
TIOTTiKEMIIO.
Anxkanoigu OapBiHKy, | Xoya  BIANOBIAHI  KIIiHIYHI | PEKOMEHIYETHCS PO3TISHYTH
BKJIFOYAIOYH, aie HE | TOCJIDKEHHS HE TPOBOJIWIIM, | AOUUIBHICTh 3HMKCHHS JI03H
OOMEXYIOUHCh: BIHKPUCTHH Ta | BIIOMO, IO  BOPUKOHA30J | aJKalOiAiB OapBiHKY.
BIHOJIACTHH (cyOcTpatu | MOKE  MIABUIIYBAaTH  pPiBEHBb
CYP3A4) JIKaJIoiAiB OapBiHKY y IUIa3Mi
KpOBI Ta TPU3BOJIUTH [0
PO3BUTKY HEUPOTOKCUYHUX
e(eKTiB.
[nmni iwriGitopu BUI-mporeasu, | Knminiuni  gocnipkeHHss  He | PekoMenayeTbess  petenbHHNA
BKJIFOYAIOYH, aie HE | MPOBOIMIIHCS. Pe3ynbraTty | MOHITOPHHT TAIIEHTIB OO0
00OMEXYIOUHCH! CakBIHABIp, | AOCTIKEHb IN VItr0 cBig4aTh | OyAb-sSKUX IpOsIBiB
amrpeHaBip Ta  HendiHABIp* | Mpo Te, MO0 BOPUKOHA30J MOXE | TOKCUYHOCTI IIMX IpernapariB
(iaribitopu CYP3A4) NPUTHIYYBaTH MeTaboi3M | Ta/abo BiZICYTHOCTI ix
iHri6iTopie  BlJI-mpoTteasn Ta | epeKTUBHOCTI, a TaKOX —
MeTaboi3M BOPHUKOHA30J1y | pO3IJISIHYTH JOLTBbHICTh
MOXKE MIPUTHIYYBATUCS | KOPEKIIii T03H.
inridiTopamu BlJI-mpoteasu.
[Hun Henykiieo3umHi iHTIOITOpM | Kminiuai  gochimpkeHHs  He | PekoMeHayeTbess peTenbHHiA

3BOPOTHOI TPAHCKPHITA3U | NPOBOAMIN. JIOCHIJUKEHHSI i1 | MOHITOPHHT MAI[i€EHTIB 00
(HHI3T), Hampukiaang | Vitro ceimuate mpo Te, MIO | OYAb-IKHX MIPOSIBIB
JienaBipaIuH, HeBipamiH | MeTaboIIi3M BOPUKOHA30Jy | TOKCHYHOCTI IIMX IperapariB
(cyOcTparu Ta iHri6iTOpU | MOke mpurHiuyBatucs HHI3T | ta/abo B1JICYTHOCTI ix
CYP3A4 abo IHAYKTOpH | Ta BOPHUKOHA30J1 MOXe | €pEeKTUBHOCTI, a TaKOX -
CYP450) MIPUTHIYYBaTH MeTabo0J1i3M | PO3IISTHYTH MO>KJIUBICTh

HHI3T. 3a pesynbraTtamu | KOpekuii J03H.

IOCIIKEHD BILTHUBY
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edaBipeH3y Ha BOPHKOHA30JI

MOXKHa  TPHIYCTHTH,  IIO
MeTabomi3M BOPUKOHA30JTy
MOXe  OyTH  IHIYKOBaHUM
HHI3T.
Tperunoin HesBaxatoun wHa Te, 1o |Ilix 4ac JKYBaHHS
(CYP3A4 cy6erpar) BOPHUKOHA30J HE | BODUKOHA30JIOM Ta  MIiCHsA
JIOCIIIJDKYBaBCsS, BIH  MOXe | Horo MIPUTTHHEHHS
MiJBUIIYBATH  KOHIIGHTPAIIIO | peKOMEHI0BaHa KOPEKITist
TPETUHOIHY Ta PU3UK PO3BUTKY | JO3U TPETUHOIHY.
MOOIYHUX peaxiii
(mceBHONMYXJIMHA ~ TOJIOBHOTO
MO3KY, T1IepKIbLIIEMIsT).
[Humernnun Cmax BopukoHazomy 1 18 % He Bumarae kopekirii 1034.
(HecneunivyHmiA iari6iTop | AUC, Bopukonazomy 1 23 %
CYP450 Ta migBumye pH
IITyHKOBOTO COKY)
(400 mr 2 pa3u Ha 100Y)
Juroxcun Cmax TMTOKCUHY <> He Bumarae kopekirii 1034.

(cybcrpar P-rimikonporeiny)
(0,25 mr 1 pa3 Ha 100y)

AUC; turokcuny «»

[anuHaBip
(iari6itop Ta cyoctpar CYP3A4)
(800 mr 3 pa3u Ha 100Y)

Cmax BOPUKOHA30ITY <>
AUC, BopukoHa3oiy <>
Cmax IHIMHABIpY <>
AUC; inuHaBipy <>

He Bumarae xopexiiii 103u.

AHTHOIOTHKH TPyNH MaKpOJIiIiB
Eputpominua

Cmax 1 AUC, BopukoHazoiry <>
Cmax 1 AUC, BopuKoHa301y <>

He Bumarae xopexkiiii 103u.

(iaribitop CYP3A4) Jist BOpUKOHA30Ily Ha

(1 r 2 pa3u Ha 100Y) EPUTPOMIIIMH YU a3UTPOMIIIUH

ABUTpOMIIIIH HEBiIOMA.

(500 mr 1 pa3 Ha 100y)

Mikodenomnosa kucnota | Cmax Ta AUCt MmikodeHonoBoi | He Bumarae Kopexkiiii 103u.
(cyOcTpar YD- | xucnotu <>

[IIIOKYpOHUITpaHchepasn)
(1 T pazoBo)

Koptukocrepoinu
[Ipennizonon
(cyoctpar CYP3A4)
(60 mr pa3oBo)

Cmax mpennizony T 11 %
AUCo., ipennizony 134 %

He Bumarae xopexiiii 103u.
3a CcTaHOM TAI€HTIB, SKI
MIPOXOJISATh JIOBTOTpHUBAJE
JIKYBaHHS ~ BOPHUKOHA30JI0M
1 KOpTHKOCTEpOinaMu (y
TOMY YHCII IHTQISIIHHUMU,
HATIPUKIIA]T] OyIecoHiToM
Ta IHTpaHa3ATBHUMHU
KOPTUKOCTEPOiIaMH ), cIIi
YBaKHO CIIOCTEpIraTd MI0J10
mucyHKIit KOpH
HaJHUPKOBHUX 3ajJ103 5K TIiJ
qac JKyBaHHS
BOPUKOHA30JI0M, TaK 1 TICIsA
Joro  3aBeplieHHs  (IuB.
pO3IiT «OcobmBocrt 1
34CT OCYBAHHA).
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Panitunun (migsuirye pH Cmax Ta AUC  BopukoHa3ony. | He Bumarae kopexitii 7034.
IIUTYHKOBOTO COKY) >

(150 mr 2 pa3u Ha 100Y)
D yKIOKCAIMITIH [ToBimomisuiocss mpo  3HaA4HE | SIKIIO OJlHOYacHe
(Ingyktop CYP450) 3HIKEHHS KOHIIEHTpAIIIi | 3aCTOCYBaHHSI BOPHKOHA30Jy

BOPUKOHA30Jy B IUJIa3Mi KpOBi. |3 (DIyKIIOKCalMJIiIHOM — HE
MOKHA  BHKIIOYWTH, CIII
MPOBOAWTH MOHITOPUHTI Ha
IpeaMeT MOTeHIIHHOT BTpaTh
€(EeKTUBHOCTI BOPHUKOHA30JTy
(Hampukiaa, 3a JOINOMOTOKO

TEPareBTHYHOTO
MOHITOPHUHTY); MOKeE
3HAIOOUTHCS 30UIBIIIEHHS

JI034 BOPUKOHA30ITy.

Ocobaueocmi 3acmocyeamnns.

Linepuymausicmb. BOpPUKOHA3071  CIIiI 3aCTOCOBYBAaTH 3  OOCPEKHICTIO  MarieHTam 13
riNepuyTIUBICTIO 10 1HIIMX a307iB (AUB. po3ain «I1o0iuHi peakiii»).

Cepyeso-cyounna cucmema. BOpUKOHA301 acomitoeThes 3 ToaoBKeHHAM iHTepBany QT.. Ilpu
3aCTOCYBaHHI BOPUKOHA30Jy PIJKO CIOCTEpIralucs BUMNAIKM HUTYHOYKOBOI TaxikapAii THIy
«TipyeT» y MaIli€HTIiB 13 TaKUMH (PaKTOpaMu PU3UKY SK KapAiOTOKCHYHA XiMioTeparis B aHaMHE31,
Kap/1ioMionaris, TinoKaJieMis Ta 0OJlHOYacHa Teparis JIIKapCbKUMH 3aC00aMu, 10 MOXKYTh CIIPUATH
PO3BUTKY 3a3HAYCHOTO BHUIIE CTaHy. BOPHMKOHA30 CJIi1 3aCTOCOBYBATH 3 OOEPEKHICTIO TaIli€HTaM
13 OTEHIIITHO MPOAPUTMIYHUMHU CTaHAMH, TAKUMH SK:

. BpO/KeHE a00 HaOyTe momoBxkeHHs iHTepBaTy QT¢;

. KapJiiomMionarisi, 0cCOOJIMBO MPU HASIBHOCTI CEPLIEBOI HEAOCTATHOCTI;

. CHUHYyCOBa OpaguKapis;

. HasIBHICTb CUMIITOMHHX apUTMIi;

. OJIHOYACHE 3aCTOCYBaHHS JIKapChKUX 3ac00iB, sIKI MOXYTh MO0BKyBaTH iHTEpBaT QT..

Cripn 311liCHIOBAaTH MOHITOPHHI TaKUX €JIEKTPOJITHUX MOPYLICHb SK TiMOKaJie€Misl, TiMOMarHieMis
Ta TIMOKAJBIIEMIs], Ta Y pa3i HE0OX1THOCTI MPOBOIUTH iX KOPEKIIIO Mepe] MOYaTKOM 3aCTOCYBaHHS
BOPUKOHA30JIy Ta BIPOAOBXK JiKyBaHHA (nuB. po3ai «Crocid 3aCTOCyBaHHS Ta JA03W»). 3 y4acTio
3I0POBHX JTOOPOBOJBIIIB OyJI0 TPOBEACHO IOCHIDKEHHS BIUTMBY Ha iHTepBan QT. paszoBoro
3aCTOCYBaHHS BOPHKOHA30JIy B J103aX, IO 10 4 pa3iB MEpeBHUINYBaJIM 3BHYAiiHY 1000BY 103y. Y
JKOJTHOTO Y4YaCHUKa JOCTIHKCHHS TPHUBAIICTh IBOTO 1HTEpBAJy HE IEpPEBHINyBaja MOTCHIIIHHO
KIIiHIYHO 3Hauymoro nmopora 500 mc (auB. po3ain «DapmakoaMHAMIKAY).

T'enamomokcuunicmob. Y XOAl KIIHIYHUX JIOCHIIKEHb TIPH 3aCTOCYBaHHI BOPHKOHA30JY
criocTepiraiaucs cepilo3Hi peakuii 3 OOKy MeYiHKH (BKJIIOYAIOYHM KJIIHIYHO BHPAKEHUH TeMaTHT,
xoJyiecta3 Ta (DyJIbMIHAHTHY IE€UIHKOBY HEJIOCTATHICTh, Y TOMY YHCII 3 JIETaJIbHUM HACIIJIKOM).
Peakuii 3 OOKy MEYiHKM CIOCTEpIraimcs y Mepuly 4Yepry y Mali€HTIB i3 TSHKKUMHU CYIyTHIMU
3aXBOPIOBaHHSIMH (OCOOJUBO MPH 3JIOAKICHUX 3aXBOPIOBAHHIX KPoBi). TpaH3uTOpHI peakilii 3 00Ky
NEYiHKH, BKIIOYAIOYH T'eMaTUT Ta KOBTSIHMIIIO, CIIOCTEPITaiucs y Malli€HTiB 3 BIICYTHICTIO 1HIIMX
inenTudikoBanux (akTopiB pusuky. [lopymenns QyHkiii nedinkyu Oynu 0O0POTHUMH Ta 3a3BUYAM
HOpMAaTi3yBaJIMCA TicHs BiAMiIHY Tepamii (quB. po3ain «I[loOiuHi peakiiiy).

Monimopune @ynxyiu newinxu. IlamieHTIB, sfKI 3aCTOCOBYIOTH BOPHMKOHA30JI, CIiJl PETYJSIPHO
OINIAJaTH INONO TemaToTOKCHYHOCTI. CrHocTepekeHHs 3a Tali€eHTaMH IOBMHHO BKJIIOYATH
nabopatopHy oIiHKY ¢GyHkiiii nedinku (3okpema ACT Tta AJIT) Ha modyaTrKy 3acTOCYBaHHS
BOPMKOHA30J Iy Ta INOHaWMeHIIe | pa3 Ha TIDKACHb MPOTATOM IEPIIOr0 MicsAls JiKyBaHHS.
TpuBamicTh JIKyBaHHS Ma€ OyTH HACTUIBKH KOPOTKOIO, HACKIJIBKH II€ MOJJIMBO, OJHAK, SKIIO 3
OISy Ha OLIHKY CHIBBIAHOIIEHHS DPU3UK-KOPUCTh JIKYBAaHHS MPOJOBKYETHCS (IMB. PO3ILT
«Crnocib 3acTocyBaHHS Ta J03W»), YaCTOTa MOHITOPMHTY MOke OyTH 3MeHIIeHOwo a0 1 pa3y Ha
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MICSIIh 32 YMOBH BIJICYTHOCTI 3MiH y pe3yJbTaTax IMeUiHKOBUX MPOO.

SIKImo pe3ynbTaTH MNEYiHKOBUX NPo0 JIEMOHCTPYIOTh 3HAUyIle ITiJIBUIICHHS, 3aCTOCYBaHHS

BOPUKOHA30JIy CJiJ TPUIMHWUTH, 32 BHHATKOM BHIIQJIKIB, KOJU pE3yJbTaTH MEIUYHOI OILIHKU

CHIBBIHOIICHHS PU3UK-KOPUCTH OOTPYHTOBYIOTH ITPOJOBKEHHS 3aCTOCYBaHHS Mperapary.

KoHnTpoisb pyHKIIT nediHku HEOOX1THO TPOBOJIUTH SIK Y JITEH, TaK 1y TOPOCTHX.

CepiiosHi nobiuni peaxkyii 3 60Ky wKipu.

*  @DOTOTOKCHYHICTh. 3aCTOCYBaHHS BOPHUKOHA30JIy JIOJATKOBO MOB’S3YBAIM 3 MOSIBOIO TaKUX
peakiiii pOTOTOKCHMYHOCTI SIK BECHSHKHM, JICHTHIO, aKTHHIYHUM KepaTo3 Ta IMceBAonopdipis.
IcHye MOTEHUIMHWN MTiABUIEHUN PU3MK IMIKIPHUX PEAKIii/TOKCHYHOCTI MPU OAHOYACHOMY
3aCTOCYBaHHI (POTOCEHCHOLTI3yIounX 3aco0iB (HAMpHKIAZ, METOTpPEeKcaTy TOIIo). YciMm
narieHTam, BKIFOYAal0UH JiTeH, ITiJ] 9ac 3aCTOCYBaHHS BOPUKOHA30Ty PEKOMEHIYEThCSI YHUKATH
BIUIMBY NPSIMUX COHSYHUX TIIPOMEHIB, HOCHUTH 3aXHUCHHM OFSIr Ta KOPUCTYBATHC
COHIIE3aXHMCHUM 3aCO00M 3 BUCOKUM (akTopom 3axucty (SPF).

» JlnockokJiTHMHHA kapimHoma 1mikipu. Cepen maumieHTiB, y sKuxX Oyno 3adikcoBaHO
MJIOCKOKJIITUHHY KaplMHOMY IKipu a6o xBopoOy boyena, Oynu marieHTH, sIKi paHillle Majd
NPOSIBU peakiliii (POTOTOKCHYHOCTI. Y BUMAJKY IMOSIBH Peakiiid (OTOTOKCHYHOCTI HEOOX1THO
MIPOBECTH MDKIUCIUTIIIHAPHI KOHCYJIBTAITI] JIIKApiB, MPUITHHUATH 3aCTOCYBaHHS BOPUKOHA30ITY,
a TaKOX PO3TIIIHYTH MOXKIIUBICTh 3aCTOCYBAHHS 1HIIMX MPOTUTPUOKOBUX 3aC00IB 1 HANPAaBUTH
maiieHTa 0 JepMmartoiiora. SIKmio JIKyBaHHS BOPHUKOHA30JIOM TIPOJOBXKYETHCS, JIKap-
JIepMaToOJIOl MAa€ CUCTEMAaTHYHO Ta PEryJlsspHO OINIAJaTH TMAallieHTa 3 METOI PaHHbBOTO
BUSIBJICHHST Ta JIIKYBaHHS MOXIMBUX TMEPEIPAaKOBUX YpaKeHb. Y pasi  BHSBICHHS
NepepakoBUX ypakeHb WIKipU a00 IJIOCKOKIITUHHOI KapiuHoMu abo xBopoOu boyena
3aCTOCYBaHHS BOPHKOHA30JTy HEOOXIAHO MPUIMMHKUTH (IMB. PO3ALI «/{oBrorpusasne gikyBaHHS
HIDKYE).

» ExcdoniatuBHi peakiiii 3 60Ky HIKIpH.

* JloBimomistmu mpo Bakki ImkipHi moOiuHi peakuii (SCAR), Taki sk cunzpom CriBeHca—
Jlxoncona (SJS), Tokcnunuii eminepmansauii Hekpoui3 (TEN) ta peakiiiro Ha JTiKapchKHii 3aci0
3 eo3uHO(DiTier0 Ta cuctemaumu cumnToMamu (DRESS), siki MoxxyTh OyTH HEOE3NEUHUMU TSI
KUTTS a00 JIETATBPHUMU IT1JT YaC BUKOPUCTaHHS BOPHUKOHA30Jy. Y pa3i MOSIBU BUCHIAHB CII1J
NPOBOJUTH PETEIIbHUI MOHITOPUHI, a NpU MPOTPECyBaHHI YPaXKEHb CIIJl NPUIHHUTH
3aCTOCYBaHHS Ipernapary.

SBuiia 3 00Ky HATHUPKOBHX 327103

BizoMo npo 0060pOTHI BUTIAIKA HATHUPKOBOI HEJOCTATHOCTI y TMAIIE€HTIB, SKi OTPUMYBAJIU a30JIH,

BKJIIOYAIOUM BOPUKOHA30J1, @ TAKOXX MPO HAJHUPKOBY HEJOCTATHICTH y MAII€HTIB, SKi OTPUMYBAIN

a30JIM 3 CYNyTHIM KOPTHUKOCTEpOigoM abo 6e3 HhOro. Y MAIli€HTiB, sIKI OTPUMYIOTH a30u 0e3

KOPTUKOCTEPOiAiB, HAJHUPKOBA HEJOCTAaTHICTh TOB’S3aHAa 3 MNPSIMUM  MPUTHIYCHHAM

CTEpOiloTeHe3y aszojaMu. Y TAIl€HTIB, SKI TPUHUMAIOTh KOPTHKOCTEPOiaW, IIOB’s3aHE 3

BOPUKOHA30J0M TpurHideHHs MetabonmizMmy CYP3A4 wMoke TpU3BECTH 10 HAJIUIIKY

KOPTUKOCTEPOI/IiB 1 MPUTHIYCHHS HAJHUPKOBUX 3103 (IUB. po3ia «OCOOIMBOCTI 3aCTOCYBAaHHS).

Taxox moBigomisuiocs mpo cuHapoM Kyrmwara 3 abo 6e3 moganbiioi HaJHUPKOBOT HETOCTATHOCTI

y TAIl€HTIB, Ki OTPUMYBAJIN BOPUKOHA30JI OJJHOYACHO 3 KOPTUKOCTEPOITaMH.

[NamienTn, sKi OTPUMYIOTH TpHUBaje JIKyBaHHA BOPUKOHA30JIOM Ta KOPTHUKOCTEPOigaMH

(BKJTIIOUAIOUM  IHTASMINHI ~ KOPTHKOCTEPOiAW, Hampukiaaa OyAecOHi Ta  IHTpaHa3albHI

KOPTUKOCTEPOiAM), MOBHHHI TmepeOyBaTW MiJl PEeTeIbHUM HArIsIoM I0M0 AUCHYHKINT KOopu

HAJHUPKOBUX 3aJ103 SIK I/ Yac JIIKyBaHHs, TaK 1 MICJS MPUIMHEHHS 3aCTOCYBAaHHS BOPUKOHA30Iy

(muB. po3ain «OcoOnMBOCTI 3acTOCYBaHH»). [1allieHTiB Cif MPOIHCTPYKTYBATH MPO HEOOXIAHICTh

HETaifHOTO 3BEPHEHHS 32 MEIWYHOIO JIOTIOMOTO0 y Pa3i PO3BUTKY O3HAK Ta CUMIITOMIB CHHIPOMY

Kymmnra abo HaqHUPKOBOI HEIOCTATHOCTI.

Jloszompusane nikysanns. JloBroTpuBane 3acTOCYBaHHsS TpemnapaTy (3 METOK JIKyBaHHs a0o
npodinaktuku) mpotaroM Oinbme HiK 180 mHiB (6 MicsAliB) moTpedye peTenbHOI OLIHKU

CIIBBITHOIIICHHS] KOPUCTI Ta pu3ukiB. KpiM TOro, JiKapsiM CIiJl PO3TISHYTH MOXKIIUBICTh

3MCHILIEHHS JO03W BOpPHUKOHa30my (muB. po3aimm  «Crmocid 3acTocyBaHHS Ta  JO3U» i
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«DapMakoTMHAMIKAY ).

Bynu moBigOMJIEHHS NMPO BUNAAKU IUIOCKOKIITHHHOI KAapIMHOMH UIKIpU (BKJIIOYAaYH XBOPOOY
Boyena), MOB’s13aH1 3 JOBrOTPUBAJIUM 3aCTOCYBaHHSIM BOPUKOHA3OIY.

V maui€eHTiB, K1 IEPEHECHIN Omepallii 3 TpaHCIIaHTallii, criocTepiraBcs HeiH(eKUiHHUI MepioCTHT 3
MIJBUIIEHUMH PiBHAMH (TOPY 1 JyKHOI ¢ocdaTasu. SKII0 y mamieHTa po3BUBAETHCS CKEJICTHHUMA
Oilb, a pEHTICHOJIOTIYHI O3HaKM BKa3ylOThb Ha HAasABHICTh MEPIOCTHTY, CIiJ MPOBECTU
MDKIUCIUTITIHAPHI KOHCYJIbTAII] JIKapiB Ta PO3TISHYTH HEOOX1IHICTh MPUTTMHEHHS 3aCTOCYBAaHHS
BOPUKOHA30IY.

Ilo6iuni peaxyii’ 3 6oxy opeanis 30py. IloBimoMIIsIIM TIPO TpUBai MOOIUHI peakilii 3 00Ky opraHiB
30py, BKJIIOYAIOYM HEUITKICTh 30pY, HEBPUT 30pOBOrO HEpBa 1 HaOpSK IHCKa 30pOBOTO HEpBa
(muB. po3ain «[1o6i4yH1 peakIiin).

Tobiuni peaxyii 3 60Ky Hupox. I10BITOMIISUIIM PO PO3BUTOK IOCTPOI HUPKOBOT HEAOCTATHOCTI MPU
3aCTOCYBaHHI BOPUKOHA30JIy TMallleHTaM 3 TSDKKMMH 3aXBOPIOBaHHSAMH. Y TMAIl€HTIB, SKi
3aCTOCOBYIOTh BOPHKOHA30JI, MOKJIMBE 3HIKEHHS (DYHKIIIT HUPOK MPU OJHOYACHOMY 3aCTOCYBaHHI
3 HEPOTOKCUUYHUMH JIIKAPCHKUMHU 3aco0aMu Ta/abo0 mpH CymyTHiX ctaHax (auB. po3ain «Ilo6iuni
peaxiii»).

Monimopune ¢yukyii Hupox. Ciil TPOBOJUTH MOHITOPHUHT TAIIEHTIB MO0 MOKJIHUBOTO
nopyuieHHs: (QyHKII1 HUpOK. MOHITOPHHT TOBUHEH BKJIIOYATH OIL[IHKY Ja0OpaTOPHUX MOKA3HUKIB,
0COOJIMBO PiBHS KPEAaTHHIHY B CHPOBATIIl KPOBI.

Monimopune @yukyii niownynkoeoi 3anosu. Ilpu 3acToCyBaHHI TNpemapary CiiJl NPOBOAMTH
peTeapbHU MOHITOPHHT TAIlI€EHTIB, OCOOJIMBO JHUTSYOTO BIKY, 13 TakKUMHU (DaKTOpamMu pUBHKY
PO3BUTKY TOCTPOTO NAaHKPEATHTy SK HEIIOAAaBHO IpOBEIEHa XIMiOoTepamis, TpaHCIUTaHTAIlis
TEMOTIOETUYHUX CTOBOYPOBHUX KIIITHH. MOke OyTH HEOOX1THUM CIIOCTEPEKEHHS 3a PIBHEM aMisia3u
a0o nina3u B CUPOBATII KPOBI.

Jlimu. be3neka Ta e(EKTUBHICTh 3aCTOCYBaHHS BOPHUKOHA30JIy [ITAM BIKOM J0 2 pOKIB HE
BcTaHoBNeHI (muB. po3nin  «[lobGiuni peakmiiy Ta «®apmakoanHaMikay). BopukoHazon
PEKOMEHIOBAaHO 3aCTOCOBYBATH JITSAM BIKOM BiJ 2 POKiB. Y HITE€H MiABUIICHHS PiBHS MEYIHKOBHX
dbepMeHTiB criocTepiranocs yacrime (auB. po3ain «lloGiuni peakmii»). Sk mopociuM, Tak i JITIM
HEOOXITHUNM MOHITOPUHT (YHKIT TediHKH. Y marieHTiB BikoM 2-12 pokiB mnepopajibHa
010[IOCTYIHICTh TIperapaty Moke OyTH OOMEXEHOI Yy 3B’SI3Ky 3 MalbaOcopOliclo Ta yxke
HU3bKOIO Macor Tima. TakuM maiieHTaM pEeKOMEHJOBAHO 3acTOCOBYBAaTH  IMpemnapar
BHYTPIIIHEOBEHHO.

» Cepiio3Hi M06iYHI peakilii 3 00Ky HIKipH (BKIOYAI0YH IIOCKOKIITUHHY KaplIUHOMY HIKipH). Y
JITEH 9acTOTa BHHUKHEHHSI peakiliii JOTOTOKCUYHOCTI € BUIIOK0. SIKIIO y MAaIi€HTIB i€l TpynH
CIIOCTEPITa€ThCA TMPOTPECYBaHHA YPaKeHb Yy OIK TUIOCKOKIITHHHOI KapIUHOMH IIKipH,
HEOOXIJTHO BXKHUTH MOCUJICHUX 3aXO0/IiB ISl 3aXHMCTY BiJl COHSYHHUX MPOMEHIB. J{iTsM, sIKi MarOTh
03HaKU (POTOCTApIHHS, HAMPUKIIAJ, BECHIHKUA a00 JIEHTUTO, PEKOMEHIY€ETHCS CIIOCTEPEKEHHS
JiKaps-AepMarosiora Ta YHUKHEHHs BIUIMBY COHSYHUX MPOMEHIB HaBiTh MiCJs MPUIHHEHHS
3aCTOCYBaHHS Ipenapary.

Ilpogpinakmuka. Y pa3i BHUHUKHEHHS TMOB'S3aHMX 3 JIKyBaHHAM TOOIYHUX peakiii
(rermaToTOKCHYHOCTI, TSDKKUX IIKIPHUX Peakilii, BKIOYaloud (POTOTOKCHYHICTH 1 TUIOCKOKITITHHHY
KapIMHOMY, TSDKKMX a00 TpHBaJUX pO3JIAAiB 30py Ta NEpIOCTUTY) MOTPIOHO pPO3MIIAHYTH
MOKJIMBICTh TMPUNUHEHHS BUKOPHCTAHHS BOPHUKOHA30Jly Ta 3aCTOCYBAHHSI aJbTePHATHBHHUX
IPOTUTPUOKOBHX MpENaparis.

@enimoin  (cyocmpam CYP2CY9 ma nomyxcuui inoykmop CYP450). Ilpm omHOYacHOMY
3aCTOCYBaHHI (PEHITOTHY Ta BOPMKOHA30JIy PEKOMEHJOBAHO MPOBOAUTH PETEIbHUN KOHTPOJIb PiBHS
deHiToiny y mia3mi kpoBi. OTHOYaCHOTO 3aCTOCYBaHHS BOPUKOHA30Jy Ta )E€HITOTHY CJIiJI YHUKATH,
SKIIO TUTBKH KOPUCTh HE MEpeBakae PU3UK (IUB. po3ain «B3aemonis 3 1HIIMMH JIIKAPCHKUMHU
3aco0aMu Ta 1HIII BUW B3aEMOJTINY).

Edasipens (inoyxmop CYP450; incioimop ma cyocmpam CYP3A4). Tlpu omHOYacHOMY
3aCTOCYBaHHI BOPUKOHA30JIy Ta edaBipeH3y 03y BOPUKOHA30Jy Ciif miaBumuTh 10 400 Mr KoxkHi

12 roauH, a no3y edasipensy — 3meHIUTH A0 300 mr koxHi 24 roaunu (nuB. pos3nimm «Crocid
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3aCTOCYBaHHS Ta 103wy, «lIpoTumnokazanus» Ta «B3aeMois 3 1HIIMMH JIIKAPCHKUMH 3ac00aMH Ta
IHIIT BUJIA B3aEMOTIH» ).

Inacoezio  (cyocmpam CYP3A4). OdikyeTbcsi, 10 OJHOYACHE 3aCTOCYBaHHS BOPHUKOHA30ITY
MiJBUIIMTH KOHIIEHTPAI[IIO TTIAcAeriOy B Imia3Mi Ta 301IBIINTh PU3UK MOJOBXKEHHs iHTepBairy QTc
(muB. po3ninm  «OcoOIMBOCTI 3aCTOCYBaHHS»). SIKIIO HEMOXJIMBO YHHKHYTH OJIHOYACHOTO
3aCTOCYBaHHS, PEKOMEHIy€ThCs yacTuii MoHiTOpuHT EKT .

Ineioimopu muposunxinasu (cyocmpam CYP3A4). O4iKyeTbCs, IO OJHOYACHE 3aCTOCYBaHHS
BOPUKOHA30Jy 3 IHTiOiTOpaMH THpPO3WHKIHA3M, ski Merabomizyotbess CYP3A4, mpusseae 1o
MIJBUINEHHS KOHIIGHTpAIlli 1HTi0ITOpPIiB THPO3WHKIHA3M B TUTa3Mi KPOBI Ta PU3UKY PO3BHUTKY
NOOIYHUX peakliid. SIKIO HEMOXIMBO YHHKHYTH OJHOYACHOTO 3aCTOCYBAaHHS, PEKOMEHAYETbCS
3HIDKCHHS JIO3M 1HT10iTOpa THPO3WHKIHA3M Ta PETEIbHUM KIIHIYHHA MOHITOPUHT (IMB. PO3ILT
«Oco0IMBOCTI 3aCTOCYBAHHS).

Pughabymun (nomyorcnuii inoykmop CYP450). Ilpu oqHO9aCHOMY 3aCTOCYBaHHI BOPUKOHA30JIy Ta
pudaldyTuHy HEOOXITHMH pEeTeNbHUI MOHITOPHHI IOKa3HHKIB 3arajibHOrO aHallizy KpoBi Ta
MOOIYHMX peakiliii, OB’ I3aHUX 13 3aCTOCYBaHHSAM pU(DaOyTHHY (TakuxX sK yBeir). OIHOYaCHOTO
3aCTOCYBaHHS BOPHUKOHA30Jy Ta pupabyTHHY CIiJl YHHKATH, SKIIO TUIBKH KOPHUCTh HE MEpeBa)kae
py3HK (AUB. po3ait «B3aeMois 3 IHIIMMH JIIKAPCHKUMH 3ac00aMHM Ta 1HIII BUINA B3aEMOIII).
Pumonasip (nomyxcnuii inoyxkmop CYP450; incioimop ma cyocmpam CYP3A4). Cnin yHUKaTH
OJIHOYACHOTO 3aCTOCYBaHHS BOPHMKOHA30Jy Ta HU3BKHMX 103 putoHaBipy (100 Mr 2 pasu Ha 100y),
SKIIO TUTBKA KOPUCTH JJIS MAIli€eHTa BiJ 3aCTOCYBAaHHS BOPHUKOHA30Jy HE MEpPEBa)Ka€ PU3MK (IUB.
posnin «IIportunokazanas» Ta «B3aemomis 3 IHIIUMU JIKAPCBKUMHU 3aco0amMu Ta 1HII BUIU
B3aEMO/IIIY ).

Eeeponimyc (cyocmpam CYP3A4, cyocmpam p-enikonpomeiny). OmHOYacCHE 3acTOCYBaHHS
€BepOIIMYyCy Ta BOPHKOHA307y HE PEKOMEHIYEThCS, OCKUIBKHU IMepen0avaeThes, 10 BOPUKOHA3OI
CIIpUYMHSE 3HAYHE TIJBUIIECHHS KOHIIEHTpalii eBepoiiMmycy. Ha manmit wac indopmamii oo
JI030BOTO PEXKHUMY HEAOCTaTHHO (AMB. po3Ain «B3aeMomist 3 iHIIMMH JIKAPCHKUMHU 3aco0aMu Ta
1HIIT BUJTA B3AEMOTIN ).

Memaoon (cyocmpam CYP3A4). lpu ogHOYaCHOMY 3aCTOCYBAaHHI METaJIOHY Ta BOPHKOHA30IIY
PEKOMEHIOBAaHO TTPOBOJIUTU PETEIbHE OOCTEKEHHS I0JI0 PO3BUTKY MOOIYHUX PEAKIlid Ta MPOSBIB
TOKCUYHOCTI, SKI MOXE CHPUYMHUTH MET3J0H (BKIIOYAOUM MoaoBKeHHs iHTepBany QTc),
OCKIUJTBKHM PiBHI METAJIOHY IiJIBHINYIOTHCS MPH OJHOYACHOMY 3aCTOCYBaHHI BOPHUKOHA30i1y. Moke
BUHUKHYTH HEOOXIJHICTh Yy 3HIDKCHHI [I03M METaJoHy (IuB. po3min «Bzaemomis 3 iHIIMMU
JTKapChbKUMHU 3acO0aMU Ta 1HIII BUIA B3AEMOIIN).

Oniamu xopomxoi 0ii (cyocmpamu CYP3A4). Ilpu ogHOYacHOMY 3aCTOCYBaHHI OMiaTiB KOPOTKOI
Il Ta BOPUKOHA30JIy CJi PO3TISHYTH MOXKIJIUBICTh 3HMDKCHHS J03M aidb(eHTaHUTy, (PEHTaHUTy Ta
IHIIKMX OMiaTiB KOPOTKOI [ii, M0 MOAIOHI 3a CTPYKTYpOIO 10 alb(EHTaHUTy Ta MEeTa0oIi3yI0ThCs
CYP3A4 (takux sik cydenTaHin) (auB. po3ain «B3aemomis 3 IHIIUMHU JIIKAPCHKUMH 3aco0aMu Ta
IHII BUAM B3aeMOii»). Moxe OyTH HEOOXITHMM YacTHUHl MOHITOPUHT IMOOIYHUX peaKIIiid,
acoIliOBaHUX 13 3aCTOCYBAHHSIM OIiaTiB (BKJIIOUYAIOUN JTOBITY TPUBAIICTh MOHITOPUHTY TUXATHHUX
(GyHKLIH), OCKUIBKM IMpPH OJHOYACHOMY 3aCTOCYBAaHHI OIiaTiB KOPOTKOi Jii 3 BOPHUKOHA30JI0M
nepiol HamiBBUBEIEHHS alb()EHTAHUTy IOJOBXKYEThCS B 4 pasW, a TaK0X BpPaxOBYHOYH, IO
BIJIMOBITHO JI0 HE3aJIE)KHO OMYOIIKOBAHUX JaHWX OJHOTO JOCIIKEHHS OJTHOYACHE 3aCTOCYBaHHS
(dbeHTaHUTy Ta BOPUKOHA30JTy TIpHU3Beso 10 miaBuieHHs cepeauboro piBHI AUCo.. peHTanHiy.
Oniamu mpusanoi 0ii’ (cyocmpamu CYP3A4). llpu ogHOYaCHOMY 3aCTOCYBaHHI OMiaTiB TPUBAIOI
Jii Ta BOPUKOHA30JTy CJIiJ] PO3TVISTHYTH MOXKJIMBICTh 3HUKEHHS JI03M OKCHUKOJIOHY Ta 1HIIMX OIIaTiB
TpuBaoi aii, mo meradomnizytorbes CYP3A4 (Hanpukian rigpokoaoHy). Moxe OyTu HEOOXiTHUM
YaCTUH MOHITOPUHT TOOIYHUX pEaKIliid, acoI[iHOBaHUX 13 3aCTOCYBaHHSM OIATiB (AMB. PO3JILIT
«B3aeMomis 3 IHIIUMU JTIKAPCHKUMH 3aCO0aMHU Ta 1HIII BUAU B3aEMOJII).

@nyxonaszon (ineioimop CYP2CY9, CYP2C19 ma CYP3A44). OnHo4acHe mepopalibHEe 3aCTOCYBaHHS
BOPUKOHA30J1y Ta (hIyKOHA30J7y MPHU3BOIUTH 0 3HAUYILOrO MiABUIICHHS 3HaYeHb Cmax Ta AUC:
BOPUKOHA30Jly y 370pOBUX J0O0poBOJbIiB. HeBigomo, sike 3HWKEHHS A03M Ta/abo dYacToTh
3aCTOCYBaHHS BOPHUKOHA307y Ta ()IyKOHa30Jdy 3abe3neumso 0 yHUKHEHHsA naHoro edekty. [lpu
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3aCTOCYBaHHI BOPHKOHA30Jy Oe3mocepeaHbo Mmicis (IyKOHA30dy PEKOMEHIOBAaHUN MOHITOPHUHT
NoOIYHMX peakIiii, acomiiioBaHMX 13 BOPHUKOHa30J0M (AMB. po3nin «B3aemonis 3 iHIIMMHU
JTKapChbKUMHU 3aCO0aMU Ta 1HIII BUIA B3AEMOIIN).

[Ipenapar MIiCTHTh JaKTO3y, TOMY HOro HE CIiJ 3aCTOCOBYBATHM NAaIllEHTaM 3 PIAKICHUMHU
CITaJIKOBUMH CTaHAMHM, TAKHUMH SK HETIEPEHOCHUMICTh TaJIaKTO3M, HEAOCTATHICTh JakTa3n Jlamma Ta
MaJibabCcoPOIIisl TITIOKO3HU-TATaKTO3H.

3acmocysanns y nepioo eazimnocmi abo 200y8anHs 2pyooio.

Baritricte. He icHye mocTtaTHbO JaHHMX MIOJI0 3aCTOCYBaHHS BOPHKOHA30JIy BariTHUM >KIHKaM.
JlocmipkeHHsT Ha TBapuHAX MPOJEMOHCTPYBAJIM HAsBHICTh PEMPOIYKTHBHOI TOKCHYHOCTI.
[ToTeHIIiHUIA PU3KMK TIPH 3aCTOCYBAHHI MpeTapaTy s JIOIAHNA HEB1IOMUH.

BopukoHa3on He ci1iJl 3aCTOCOBYBATH y IEPioJ] BariTHOCTI, 32 BUHATKOM BHIIAJIKiB, KOJIU KOPHCTh
JUTSL MaTepi OYEBUIHO NepeBakae MOTSHIIIHHUN PU3UK JUTS TUTOJIA.

Xinkam penpoayKTHBHOTO BiKY, sIKi MOJKYTh 3aBariTHITH, y NIEpiOJl 3aCTOCYBaHHS Iperapary Ciij
3aCTOCOBYBAaTH €(hEKTUBHI MPOTU3AILIITHI 3aCO0H.

Hepiox roayBanHs rpyutio. EKckperisi BOpUKOHA301y y TPyAHE MOJIOKO HE AOCIHIHKYBAJIACs, TOMY
TOJIyBaHHSI TPYJITIO CII1J IPUITMHUTH HAa TEPioJ] Teparlii BOPUKOHA30JIOM.

DepTunpHICTh. JloCHiKeHHsT Ha TBapuHAX HE NMPOJEMOHCTPYBAJIH IMOTIpIICHHS (EepTHIBHOCTI Y
CaMIIiB Ta CaMOK IIyPiB.

30amuicmv eénaueamu Ha WBUOKICMb pearyii npu Kepy8aHHi A8MOMpPAHCHOPMOM abO THUUMU
MexXauizmMamu.

BopukoHazonm Mae mOMipHHUW BIUIMB Ha 3/aTHICTh KEpyBaTH TPAHCHIOPTHUMH 3acobaMu Ta
IpaIlOBaTH 3 MEXaHi3MaMM. 3aCTOCYBAaHHS Ipenapary MOXKE CIPHUYMHSATH OOOPOTHI MOPYIIECHHS
30py, BKIIFOYAIOYM HEYITKICTh 30pYy, 3MIHEHE/TIOCHJICHE 30pOBE CIPUHHATTS Ta/abo (hoTodoobiro.
[Ipy BUHUKHEHHI TAKUX CHMIITOMIB IAIli€HTaM CIIiJ] YHUKATH MOTEHIIIIHO HeOe3MeYHOT aKTUBHOCTI,
HaIPUKJIA] KepyBaHHS TPAHCTIOPTHUMHU 3ac00aMu Ta poOOTH 3 MEXaHI3MaMH.

Cnocio 3acmocysannus ma 003u.

BopukoHna3zon ciii 3acTocoBYBaTH IIOHaMeEHIIIE 3a 1 ronuHy nepexa abo micis npuiioMy xi.
[lepen movaTkoM 3acTOCYBaHHS BOPHKOHA30Jly Ta MPOTATOM MOro 3acTocyBaHHS HEOOXiTHO
NPOBOJUTH MOHITOPUHI TOPYLIEHb EJEKTPOJITHOrO OanaHCy, TakuX SK TilOKaJieMis,
TiMOMar”ieMiss Ta TIMOKaJBI[IEMIs, Ta MPU HEOOXIMHOCTI MPOBECTH iX KOPEKINIO (IWB. PO3ILT
«Oco0IMBOCTI 3aCTOCYBAHHS).

Jlikysanus.

Jlopocmi. J[nsi NOCATHEHHS y TEpIINM [eHb KOHIEHTpalid y IuIa3mi KpoBi, OJNM3BKHUX 10
PIBHOB@)XHHMX, TEpamil0 BOPHUKOHA30JIOM CIiJ PO3MOYMHATH 3  BIIMOBIIHOTO  PEKUMY
HaBaHTAXYBAJIbHUX 103 NEPOPATHLHO a00 BHYTPIIIHHOBEHHO. 3 OTJISAY HAa BUCOKY 01010CTYIHICTh
BOPUKOHA30JIy MpHU IMepopaibHOMY 3acTocyBaHHI (96 %), mpu HasgBHOCTI KIIHIYHUX IOKa3aHb
MOYKHA 3MIHIOBATH IIJISAX HOTO BBEACHHS 3 BHYTPILIHHOBEHHOTO Ha MEPOPAIbHUNA 1 HABIAKH.
JetanpHi pekoMeHAaIlii 010 103yBaHHS HaBeCH] B TaOmwili 4.

Tabnuys 4.
Cxema 3acmocyeanms IIpu nepopanvrHomy 3acmocysanmi
[TamienTu 3 Macoro Tina INamienTy 3 Macoro Tijna
40 kr a6o Oinpme™ menmie 40 kr*

Hasanmaosicysanvui 0osu 400 mr xoxHi1 12 rogug 200 mr xoxHi 12 roaun
(mpoTsiroMm nepimux 24 ToMH JIIKYBaHHS)
ITiompumyroui 0o3u 200 mr 2 pa3u Ha 100y 100 mr 2 pasu Ha 100y
(uepe3 24 roIMHM MICHS TOYATKY
JKYBaHHS)

* YV TOoMy YHMCIi JUIS TTAIli€HTIB BIKOM BiJl 15 poKiB.
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TpuBamicTe JikyBaHHSA. TpwBamiCTh JiKyBaHHS Ma€e OyTH SKOMOTa KOPOTIIOIO, 3aJeKHO BIiJ
KJIHIYHO Ta MIKOJIOTIYHOI BiAMOBiAI MamieHTa. Y pasi HEOOXiJHOCTI 3aCTOCYBaHHS Npenapary
noHaza 180 mHiB (6 MiCAIB) CIIiI TPOBECTH PETENbHY OI[IHKY CITIBBIJHOIICHHSI KOPUCTI Ta PU3HKY
(muB. po3nin «OcobIUBOCTI 3aCTOCYBaHHM) Ta «DapMakoIUHAMIKAY ).

Kopekitiss go3u jaing mopocnux. SKImo y maiieHTa ajaeKkBaTHa BiAMOBIIb Ha JIIKYBaHHS BiJICYTHS,
OiATPUMYIOUY 103y MOKHa 30U1bmmTH 70 300 Mr 2 pasu Ha m00y mepopanbHo. [lamientam i3
Macoro Tima MeHme 40 Kr Ao03y mpenapary MokHa 30utpmmTH a0 150 Mr 2 pasu Ha 100y
HEPOPANBHO.

[TamieHTaM 13 HENMEPEHOCHMICTIO 3aCTOCYBAaHHS 30UIBIIEHHWX J03 TMpenapaTry CliJl MOCTYIOBO
3MEHIIyBaTH 103y Ha 50 Mr mo pgocsrHeHHs niaTpumytodoi no3u 200 Mr 2 pasu Ha 100y
nepopaibHo (a60 100 Mr 2 pasu Ha 100y mepopaabHO MAIiEHTaM 13 Macoro Tijia MeHIe HiX 40 Kr).
[ndopmartis oo 3acTocyBaHHs Mpenapary Uit NpopiIaKTUKA HaBeIeHa HUXKYE.

Ipoghinaxmuka y oopocaux i dimell.

[IpodinakTuky moTpiOHO TOYAaTH B JI€Hb TpaHCIUIAHTALii; 11 TPUBAJIICTH MOXE CTAaHOBHTU [0
100 nmuiB. IlpodinakTrika TMOBMHHA OYTH SKOMOTa KOPOTIIOK 3aJIEKHO BiJ] PU3UKY PO3BUTKY
1HBAa3UBHUX IPUOKOBHX 1H(EKIIIH, sIKi BU3HAYAIOTHCS 32 O3HAKaMH HEUTpPOIEHii abo iMyHOCYIIpecii.
[Tponosxxenns npodinakTuky 10 180 mHIB MiCsS TPaHCIUIAHTAIT MOXKIIMBO JIMIIIE Y pa3i TPUBAIOYOL
iMyHOCynpecii a00 peakilii «TpaHCIUIaHTAT MPOTH Xa3siHay.

JlozyBaHHs. PexoMeHn0BaHUN PEXHUM JO3YBaHHS 3 METOIO0 MPOQIIAKTUKH TaKWWA CaMUMU, SK TpU
JIKyBaHHI y Bi/IMOBIAHUX BIKOBUX Tpymax (IuB. Ta0muii 4 1 5).

TpuBanicts npodinakTuku. be3neunicT Ta eEKTUBHICTH BUKOPHUCTAHHSI BOPUKOHA30IY TPOTATOM
6inpire 180 qHiB He OyNM HaJIE)KHUM YMHOM BUBYEHI Y KIIHIYHUX BUIIPOOYBaHHSX.

BukopucranHs BopukoHa3oay sk mpodimaktuku npotsarom Oinbire 180 muiB (6 MicsIiB) BUMarae
pETeNbHOI OLIHKY CIIBBIAHOIIECHHS KOPHUCTI Ta PU3HKY.

Hacmynna inghopmayis éionocumucs sk 00 1iky8anHs, max i 00 npoQiiaKkmuxu.

KopuryBanns no3u. KopuryBanHs 103u y pa3i HeOOCTaTHbOI e(eKTHBHOCTI abo pO3BUTKY
MOB’sI3aHKUX 3 JIIKYBaHHSIM MOOIYHUX PEAKIId HE PEKOMEHAYEThCS NMPHU BUKOPUCTAHHI Mpenapary 3
METOI0 MPOQIIAKTUKY.

VYV pa3i mosiBM MOOIYHUX peakiliii, MOB’S3aHUX 13 JIKYBaHHSIM, CIIJI PO3TJISHYTH MOXKIIUBICTh
NPUIMHATHA  3aCTOCYBAaHHS BOPHKOHA30Jy Ta pO3MOYaTH 3aCTOCYBaHHS aJbTEPHATHBHHX
MPOTUTPUOKOBUX 3ac00iB (muB. po3ain «Ilobiuni peakiii» Ta «DapMakoIUHAMIKAY ).

[igbip m0o3M Tpu  OAHOYACHOMY 3aCTOCYBaHHI 3 iHIUMHU 3acobamu. DEHITOIH MOXHA
3aCTOCOBYBaTH OJHOYACHO 3 BOPHKOHA30JIOM 3a YMOBHM MiJBHUILEHHS MIATPUMYIOUOI 103U
BopukoHa3zoiy 3 200 mr 10 400 mr 2 pa3u Ha 100y nepopanbhHo (31 100 mr mo 200 mr 2 pasu Ha
no0y mepopalibHO marieHTam 13 Macoro Tina MeHme 40 kr) (muB. po3aium  «OcoOauMBOCTI
3aCTOCYBaHHs» Ta «B3aemois 3 IHIIMMHE JTIKapChKUMU 3ac00aMU Ta 1HII BUIU B3aEMOIIi» ).
KomoOinarii BopukoHa3ony Ta pudabyTHHY CIIiI TP MOKIIMBOCTI YHUKATH. AJie y pa3i HaraibHOI
noTpeOu 3aCTOCYBaHHS TaKoi KOMOIHAIl MIATPUMYIOUY /103y BOPHMKOHA30JIy MOXHA 30UIBIINTH 3
200 mr 10 350 mr 2 pasu Ha 100y mepopaibHo (31 100 mr 1o 200 Mr 2 pa3u Ha 100y mepopaibHO
narieHTamM 13 Macoro Tina wmeHme 40 kr) (muB. po3gimu «OcoOIMBOCTI 3aCTOCYBaHHS» Ta
«Bzaemois 3 THITMMU JTIKAPCHKUMH 3ac00aMHM Ta 1HIII BUIA B3a€EMOII).

OpHOYacHO 3 BOPHKOHA30JIOM MOJKHA 3acCTOCOBYBAaTH edaBipeH3 3a YMOBH IIiABHIICHHS
MIATPUMYIOYOi 103U BOpHKOHAa301y 110 400 Mr koxH1 12 TOIMH Ta 3HWKEHHS 103U edaBipeH3y Ha
50 %, tobro mo 300 mr 1 pa3 ma noOy. Ilicisa BiIMiHM BOPHKOHA30JIy CIiJ 3aCTOCOBYBATH
MOYaTKOBY 1103y edaBipeH3y (auB. po3aian «OcoOMmBOCTI 3acTOCyBaHHM» Ta «B3aeMois 3 iHIIMMH
JTIKapChKUMU 3aC00aMH Ta 1HII BUJIU B3AEMOJIIN» ).

[NamieHTH JiTHROTO BiKy. Hemae HE0OXimHOCTI B KOpEKIli 03U TalliEHTaM JITHBOTO BIKY (JIMB.
po3ain «DapMaKOKiHETHKa).

[opymenus ¢dyHkmii Hupok. [lopymenHs ¢yHKIIT HHPOK HE BIUIMBAaE Ha (apMaKOKIHETHYHI
BJIACTUBOCTI BOPHMKOHA30Jly NpU HOro mnepopaibHOMY 3actocyBaHHi. Hemae HeoOximHocTi Yy
KOPEKIIi1 103U MpernapaTy Hali€eHTaM 13 MOpyIICHHSIMH (PYHKITIH HUPOK BiJ IIOMIPHOTO JI0 TSHKKOTO
cTyneHs (auB. po3ain «DPapMaKOKiHETHKAY ).
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Kiipenc BopukoHazonmy mnpu remomiaiizi cTtaHoBHTH 121 mi/xB. KigbKiCTh BOPHUKOHA30JTy, IO
BUBOJIUTHCS MPOTATOM CEaHCY reMoiallizy TPUBAJICTIO 4 TOJUHH, HEIOCTAaTHS Il BUHUKHEHHS
HEOOXI1THOCTI B KOPEKIIi1 I03H Mpernapary.

Hopymenns ¢yHkiii nedyinku. [lamientam i3 Upo30M MEUiHKHU JETKOTO Ta MOMIPHOTO CTYTIEHS
TsokkocTi (kimac A abo B 3a knacudikamiero Yaitnga—I1’r0) pekOMEHIOBaHO 3aCTOCOBYBATH
3BHYAiHI PEKMMHU HABAHTAXXKYBAJIBHUX 103, IPU I[bOMY MiATPUMYIOUY 03y HEOOXITHO 3MEHIIUTH
BIB1Yl (AUB. po3ais «DapMaKOKIHETHKAY).

JlocmiKeHHsT 3aCTOCYBAaHHSI BOPHKOHA30JIY MAaIllEHTaM 13 TSDKKMM XPOHIYHMM IUPO30M MEUiHKU
(xmac C 3a kmacudikariero Yannaa—I1'10) He MpoBOAMIH.

Indopmariss momo Oe3mekr BOPUKOHA30y IMPH 3aCTOCYBaHHI MAI[iEHTaM 13 BIIXWUJICHHAMHU Y
pe3yabpTarax nediHkoBux mpob (acmaprarrpancaminasa (ACT), amanintpancaminaza (AJIT), myxHa
doctaraza Ta 3aranpHUI OUTipyOiH OUIbIIE HIK y 5 pa3iB NEPEeBUILYIOTh BEPXHIO MEXY HOPMH)
oOMerxeHa.

3acTocyBaHHS BOPUKOHA30Jly aCOLIIOBAJIOCS 3 MIJBUIICHHSAM DPIiBHS MOKa3HUKIB (YHKLINA MEUiHKA
Ta KJIIHIYHUMH O3HAKaMH YPaXEHHS IEYIHKH, TaKHUMH SK >KOBTSHHUIA, TOMY 3aCTOCOBYBATH
npernapar HarieHTam i3 MOpyIHIeHHSM (YHKIIH MEeYiHKU TSKKOTO CTYMEHs CJiJ JUIIe TOJi, KOJIU
KOPHUCTh TIepeBaXka€ MOTCHIIHHUN pu3uk. Ciija 3M1MCHIOBATH peTeIbHUN HAIJISAA 3a MallieHTaMu 13
NOpYUICHHAM (YHKIT MEYiHKH IIOAO0 PO3BUTKY TOKCHYHUX e(eKTiB mpenapaTry (IUB. PO3ILI
«IToOiuHi peakiii»).

Himu.

[Ipenapar 3acTocoByBaTu HIiTSM Big 2 pokiB. be3neka Ta eeKTUBHICTh 3aCTOCYBAaHHS Ipenapary
JITSM BIKOM JI0 2 POKiB HE BCTAHOBJICHI.

HiTsam BikoM 2—12 pokiB Ta JiTsaMm BikoM 12—14 pokiB i3 Macoro Tisia < 50 KI peKOMEHY€ThCS Taka
cxema JIIKyBaHHS:

Tabauys 5.
CxeMma 3acT OCyBAHHA BHYT piIliHBOBEHHO Ilepopa.isHo
HaBantaxxyBanbHa 1032 9 Mr/Kr KOXHI He pexomenayerncs
(mpoTsirom nepuux 24 rogus) | 12 rogun
[TinTpumyroya mo3a 8 mr/kr 2 pasu Ha | 9 Mr/kr 2 pasu Ha 100y (MakcUMaibHa
(micns mepumx 24 TOIUH) 100y no3a cTaHoBUTh 350 Mr 2 pasu Ha
100y)

PexomeHay€eThCS PO3MOYMHATH TEpaIilo 13 BHYTPIIIHHOBEHHOTO 3aCTOCYBaHHS, a MOJKJIMBICTH
3aCTOCOBYBAaTH IIpemapaT NEepopaabHO CIiJ PO3TJSHYTH IUINE MicCIs JOCATHEHHS 3HAYYIIOTO
KJIIHIYHOTO TOKpanieHHs ctany. Ciij BII3HAYUTH, IO BHYTPIINTHHOBEHHA /1032 8§ MI/KT 3a0€31eUnTh
€KCIO3MIIII0 BOPUKOHA30Jy, MPUOINU3HO y 2 pa3u OBy 3a €KCIO3MIII0 MPHU 3aCTOCYBaHHI J03U
9 MI/KT TIepopajbHO.

Hitsam BikoM 12-14 pokiB i3 Macoro Tina > 50 kr Ta BikoM 15-17 pokiB He3aJIeKHO BiJI Macu Tijia
CJIi/1 3aCTOCOBYBATH TaKl K cami JI03M BOPUKOHA30JTY, SIK 1 JIJISl JOPOCIIHX.

ITix6ip mo3u gitsaM BikoM 2—12 pokiB Ta mitssM 12—14 pokiB 13 Macoro Tita <50 kr. SIKIo BiAmoBigL
MalieHTa Ha JIIKYBaHHS HEJIOCTaTHS, 03y MpermapaTy MoKHa 30UtblnyBatu 1mo 1 mr/kr (a6o mo 50
MT, SIKIO TTOYaTKOBO 3aCTOCOBYBAJIM MakCHUMajbHY 103y 350 Mr mepopaiibHo). SIKIO MalieHT He
MEPEHOCHTH JIIKYBaHHS, 103y HEOOX1THO 3HMKYBAaTH 10 1 Mr/kr (a6o mo 50 Mr, SKIIIO MOYaTKOBO
3aCTOCOBYBaJlacs MakcuMaibHa J03a 350 Mr nepopaibHoO).

3acTocyBaHHs TIpemapary Tali€eHTaM BIKOM 2-12 pokiB 13 HHUPKOBOIO a00 TEYiHKOBOIO
HEJIOCTATHICTIO HE AOCIKYBanu (quB. po3ain «I1o6iuni peakiii» Ta «PapMaKOKiHETHKAY).

Ilepeoosysanns.

VY xoai KIIHIYHUX JOCIHIKEHb MOBIIOMIISUIM TIPO 3 BUNAJAKA HEHABMHCHOTO IEpeo3yBaHHA. YCi
3 BUMNAJKH CIIOCTEPIraJiucs y AiTed MpU BHYTPIIIHHOBEHHOMY 3aCTOCYBaHHI Ipenapary B 1031, 70
5 pa3iB BUIIiH 3a peKOMEHI0BaHy. CIAMHOIO MOOIYHOIO PEAKINEr0, MPO Ky MOBIIOMIISUIOCA, Oyia
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dboTtodo0ist TpuBaiicTio 10 XBHIIMH. AHTHIIOT 10 BOPUKOHA30Ty HEBIJIOMUH.
Knipenc BopukoHazomy mpu remopianizi craHoButh 121 mi/xB. [lpu mepeno3yBaHHI remopiaii3
MOK€ CTIPHSITH BHBEJCHHIO BOPUKOHA30ITy 3 OpTaHi3My.

Ilo6iuni peakuii.

[Ipodins Oe3nexkn BOPUKOHA30JYy B JOPOCIHMX IPYHTYEThCS Ha iHQoOpmalii 3 iHTerpoBaHoi 6a3u
naHux 3 Oesmeku, mo oxoruroe Oumpme 2000 oci6 (Bxmrowaroun 1603 gopociux marieHTH, sKi
Opanu ydacThb y TEparneBTUYHUX JOCITIDKEHHSIX) Ta mie 270 Mopociux MaIie€HTIB 3 JOCTiIKEeHb
npodinaktuku. [l Tpyma mnamieHTIB € JOCTaTHHO PI3HOMAHITHOK 1 BKIIIOYA€E TAIIEHTIB 31
3MI0SIKICHUMH 3aXBOPIOBaHHSAMHU KpoBi, BIJI-iH(iKOBaHMX MAalli€HTIB i3 KaHIUI030M CTPABOXOIY Ta
pedpakTepauMu TPUOKOBUMHU 1H(OEKIIIMH, TAIIEHTIB 0€3 HEHUTpOIeHil 3 KaHauaemielo abo 3
acreprijibo30M Ta 30POBUX TOOPOBOIIBIIIB.

Jlo HalmomupeHImuxX MOOIYHMX peakiliid, Mpo sKi MOBIAOMIISIN, HAJIEKATH TOTIPIIAHHS 30Dy,
mipekcis, BHCUIIAHHS, OJIOBaHHA, HYyJIOTa, Jiapes, TOJIOBHHHA Oiub, mepudepudHi HaAOPAKH,
aHOMAaJTbH1 PE3yJIbTATH MEYIHKOBUX MPOO, MOPYIICHHS JUXaHHS Ta OUTb y )KUBOTI.

3aranoM mo6iuHi peakiii 3a CBOIM CTyHNEHEM TSDKKOCTI OyJu BiJ JETKOTO J0 MOMIpHOTro. AHaui3
JaHuX 3 Oe3MeKkH He MPOJEMOHCTPYBAB YKOJHHMX KIIIHIYHO 3HAYYIIUX BIAMIHHOCTEH 3aJIE)KHO BiJ
BiKy, pacu abo cTarTi.

OCKUTbKH OUTBIIICTh AOCTIIHKEHb OYyJIM BIIKPUTHMH, HIDKYE 3a3HAYEHO BCl MOOIYHI peakiii, 1o
MOXYTh MaTH MPUYMHHO-HACIIJKOBHH 3B’S30K 13 3acTOCyBaHHSAM mpenapary. [loGiuHi peaxiii
BU3HAYCHI HAa OCHOBI 00’€HaHMX NaHWX 1010 1873 AOpOCIMX MAIi€HTIB, K1 Opalud y4acTh y
TepaneBTHUHUX gociikeHHsx (1603) i mocmimxerasx mnpodimaktuku (270). [Tobiuni peaxirii
HaBeJICHI 3a CUCTEMaMHU 1 KJIacaMH OpPTaHiB Ta 3a 4acTOTO: Ayke yacto (> 1/10), wacto (> 1/100 Ta
< 1/10), nevacto (= 1/1000 Ta < 1/100), pinko (= 1/10000 ta < 1/1000), xyxe pinko (< 1/10000) Ta
HEB1IOMO (HEMOXXJIMBO OIIIHHWTH, 0a3ylOYuCh Ha HasBHIM iH(MoOpMmallii). ¥ Mexax KOXKHOI TpynH
no0i4HI peakuii MpeCTaBIeHI y MOPAIKY 3HIKEHHS iX CTYIEHS TSHKKOCTI.

Inghexyii ma insas3ii.

Yacro: cUHyCHT.

HeuacTo: nceBqoMeMOpaHO3HHI KOJIT.

HobposiKkicHi, 3108KiCHI mMa He6CMAHOBIeH] HOBOYMBOPEHHS (BKIIOYAIOYU KICMU Ma NOINU).

YacTto: mIocKoKIITHHHA KapumHOMa™* abo xBopoba boyena.

3 boxy kposi ma nimgpamuunoi cucmemu.

YacTo: arpaHyJI0IMTo3), MAHIMTOIEHis, TPOMOOIUTOIEH A%, TeHKOTIeHis, aHeMis.

HeuacTo: HenocTaTHICTh KICTKOBOTO MO3KY, JiM(aaeHOnaTist, €O3MHOQTISL.

Pinko: cuHAPOM IHCEMIHOBAaHOTO BHYTPINIHBOCYAMHHOTO 3rOPTAaHHS KPOBI.

3 boky imyHnnoi cucmemu.

HewacTo: rinep4yyTiuBiCTh.

Pigxo: anaginakToigHI peakiii.

3 60Ky eHOOKpuHHOI cucmemu.

HedacTo: HeoCTaTHICTh HAAHUPKOBUX 3103, TIIOTUPEO3.

Pinko: rimeptupeos.

Posznaou memabonizmy ma xapuyeanns.

Hyxe gacTo: nepudepudHuii HaOPSK.

UYacro: rinoriikemisi, TiMOKalieMis, TITOHATPIEMISL.

3 boky ncuxiku.

UYacro: memnpecis, raTroIHaIlil, TPUBOKHICTh, 0€3COHHS, aKUTAIlisl, CIUTyTaHICTh CBITOMOCTI.

3 b6oky Hepeosoi cucmemu.

Jy»xe 9acTo: roJoBHUH OL1b.

Yacrto: cyaoMu, CHHKOTIE, TPEMOP, TINEPTOHIS
HedacTo: HaOpsik roJOBHOTO MO3KY, eHIedaronaris
HEBpOMAaTisl, aTaKCisl, T1MecTe3is, JUCTEB3is.

Pinxo: neuinkoBa enuedanonaris, cuaapom I'iliena—bappe, Hicrarm.

2

3 mapecresisi, COHNMBICTh, 3aITAMOPOUYCHHS.

4 excrpamipamigni posnaau®, nepupepuuHa
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3 6oky opzaanis 30py.
Jly’e 4acTo: MoTripIIaHHs 30py°.
YacTo: KpOBOBUJIMBH B CITKIBKY.
Heuacrto: posnmazu 3 60Ky 30pOBOro HepBa', HAOPSK JKMCKA 30pOBOTO HepBa®, OKyJIOTipHMI Kpu3,
JUTLIONIS, CKIIEPHT, Oedapur.
Pigko: atpodist 30poBOro HepBa, MOMYTHIHHS POTiBKH.
3 boky opeanis cyxy ma 6ecmuOyiapHOi cucmemu.
HeuacTo: 3HMXEHHS CllyXy, BEPTUTO, IIIyM y ByXax.
3 boky cepysi.
YacTo: HaAIUTYHOYKOBA apUTMis, Taxikapis, Opaaukapis.
HewacTto: ¢i0pwisiiss NUTYyHOUYKIB, NUTYHOYKOBA E€KCTPACHCTOJIS, IITyHOYKOBA TaxiKap.is,
nojoskeHHs iHTepBany QT Ha enekTpokapzaiorpami, HAAIUTYHOYKOBA TaXiKapais.
Pinko: muryHOYKOBa Taxikapiisi THIY «IipyeT», IOBHA aTpPiOBEHTPHUKYJSIpHA Ookama, Oiokama
HIKKH myuka ['ica, By3JI0BUH pUTM.
3 6oky cyoun.
Yacro: aprepiaigbHa rinoTeHsis, Gpedir.
Heuacto: Tpom60¢u1edit, gimMdaHriT.
3 boky pecnipamopHoi cucmemu, epyOHOI KIiMKU ma cepedoCmitHsL.
Jly’Ke JacTo: yTpyaHEHe UXaHHS'.
YacTo: rocTpuil pecnipaTOpHUNA AUCTPEC-CUHAPOM, HAOPSIK JIETeHiB.
3 60Ky WIYHKOBO-KUUKOBO20 MPAKMY.
Hyxe gacro: aiapesi, OroBaHHS, 017k Y )KUBOTI, HY10TA.
Yacro: XelmiT, TUcCIerncis, 3anop, T1HT1BIT.
HeudacTo: nepuToHIT, MaHKpeaTuT, HAOPsIK S3UKa, TyOACHIT, TACTPOSHTEPUT, TJIOCHUT.
3 boky eenamobiniaproi cucmemu.
Jyxe 9acTo: BIIXUJICHHS BiJ HOPMHU PE3YJIbTATiB MEYIHKOBUX MPOO.
YacTo: JKOBTAHHIISA, XOIECTATHYHA KOBTSIHHUILS, TeNaTHT .,
Hewacrto: nediHKkoBa HEJIOCTATHICTh, TeMATOMETallis, XOJICIHCTUT, )KOBYOKAM sTHa XBOpoOa.
3 60Ky wiKipu ma niOWKIpHOi MKAHUHU.
Jly’xe 4acTo: BUCUIIAHHS.
Yacro: ekchomiaTUBHUNA JepMaTUT, ajolelis, MaKyJOoMamyjab03HI BHUCHIIAHHSA, CBEpOIK,
(OTOTOKCHYHICTH, EpUTEMA.
Heuacto: cunapom CriBenca—/Ixoncona (SJS), mypmypa, KpOIHWB’sSHKA, aJepriuHdil JEpPMaTHT,
namy1b03H1 BUCHIIAHHS, MAaKyJIbO3H1 BUCUIIAHHS, EK3eMa.
Pingko: Tokcnunuii emigepmanbuuii Hekpodi3 (TEN), peakiis Ha mikapchKuii 3acib 3 €03MHOMITIE0
ta cucremHuMmu cumnromamu (DRESS), anrioneBpornuynuii HaOpsiK, akTHHIYHMIA KepaTo3™,
niceBionopdipiss, MyasTHdOpPMHA epUTEMa, TICOpia3, TOKCUIESPMI.
Heigomo: mikipHuii 4epBOHUI BOBYAK™, BECHSIHKU ™, TEHTUTO*.
3 6oxy onopHo-pyxo6020 anapamy ma Cnoiy4Hoi MKAHUHU.
Yacro: 6i11b y criuHi.
Heuwacro: apTpuT, nepioctut*.
3 6oxy HUpOK Mma ce408UBIOHUX WIAXIE.
YacTto: roctpa HUPKOBA HEJIOCTATHICTh, TEMATYPisl.
HeuacTo: HEKpO3 HUPKOBUX KaHANbLIB, IPOTEiHYpisl, HEPHUT.
3azanvmi poznaou ma peakyii' y micyi 66e0eHHsI.
Jlyxe gacTo: mipeKcis.
Yacro: 6116 y Tpyasx, HAOpSK oO0auIUs ~, aCTEHisl, 03HOO.
Heuacro: peakuis y MicIli BB€ICHHS, TPUITONOAI0H] 3aXBOPIOBAHHS.
Pezynomamu oocnioscens.
Yacro: miABUILEHHS PiBHS KpPEaTHHIHY B KPOBI.
HewacTo: miaBumieHHs piBHS CEYOBUHU B KPOBI, MIBUIIEHHS PiBHSI XOJIECTEPUHY B KPOBI.
* T1o61uH1 peakuii, BUSBJICH] MiCIs BUXOLY MIpenapary Ha pUHOK.
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! Bkitouaroun heOpUIBEHY HEHTPOIIEHII0 Ta HEHTPOIIEHiTO.

2 BKI104al0uH iMyHHY TPOMOOLUTONEHIUHY ITypPITypY.

3 Bryrrouaroun PHUTIAHICTh TOTHJIMYHUX M S131B 1 TETaHIIO.

4 Bkmouarouy TinokCHYHO-imeMiuny ennedanonaTiio Ta MeTaboliuny eHuedasonariio.

% BKIIIOYal0uH aKaTU3i0 Ta MapKiHCOHI3M.

® us. nynkt «[loripmanns 30py» B po3aiti «[1o6iuHi peakiiix.

" Tlicns BUXOMy mpenapaTry Ha PHHOK MOBiOMIISIM PO TPUBAIHI HEBPHT 30POBOTO HEPBA (JIHB.
po3ain «OcoOIMBOCTI 3aCTOCYBAHHS).

8 Iup. poszin «OcoOIMBOCTI 3aCTOCYBAHHS.

¥ Bkmrouarouu 3aMIIKy Ta 3aIUIIKY TIpH (i3HIHOMY HABAaHTAXKEHH.

10 Bxmrouaroun MemMKaMEHTO3HE ypayKeHHS TEUiHKM, TOKCHUHHI TENaTHT, YpaKeHHs KIiTHH
MEYiHKU Ta TeMaTOTOKCHUYHICTb.

11 Bximoyaroun HaGpsK HABKOJIO Ouei, HAOPAK Ty0 i HaOpAK poTa.

Tocipwanus 30py. Y X041 KIHIYHUX Ta TEPANIEBTHYHHUX JOCIIHKEHBb JTy’K€ YacTO CIIOCTEpIiraiocs
HoripuIaHHsa 30py (30KpeMa HEeiTKiCThb 30py, ($oTodobis, XJIOpOICis, XpOMATOICisi, KOIbOPOBa
CIINOTa, IIaHOICIsA, po3aaau 3 OOKy OpraHiB 30py, HasBHICTH y TOJI 30py PalayXKHUX Kl Talo,
HIYHA CIIMOTAa, OCIMIIONCIS, (DOTOICISI, MEPEXTIMBa CKOTOMA, 3HMWKCHHSI TOCTPOTU 30Dy, 30pOBa
SICKpaBICTh, BHUIIAJIIHHS TOJS 30py, IJIaBalodi IMOMYTHIHHA CKJIMCTOTO Tijla Ta KCAHTOICIs),
OB s13aHE 13 3aCTOCYBAaHHIM BOPHKOHA30Jy. Take MoripiIaHHs 30py Majio 000pOTHHUIA XapakTep i B
OLTBIIOCTI  BHMAJAKIB CIIOHTAHHO 3HHKAJIO MNpoTAroM 60 XBWIMH, KIIHIYHO 3HAYYIIUX
JOBTOTPUBANIUX peakiiii 3 00Ky 30py He cmoctepiranocs. Ilicist 6GaraTopa3oBOro 3acTOCYBAaHHS
BOPHKOHA30J1y MOBIAOMJISITM TIPO MOCTIa0JIeHHS] CHMOTOMIB. Bumnaaku moripmianHs 30py B IUJIOMY
OynM JETKUMH, PIAKO MPU3BOAWIM O BIIMIHM Hpenapary Ta HE aCOIIIOBAIMCA 3 TPUBAIMMHU
OCTaTOYHUMH peakilisiMu. [loripuranas 30py Moke OyTH TOB’si3aHE 3 BUCOKUMHU KOHIICHTPAIIISIMU Y
u1a3Mi KpoBi Ta/abo 1o03aMu npenapaty. MexaHi3sM BUHUKHEHHS PO3JIa/iiB 30py HEBiZIOMUIL, X0ua,
HaWBIpOTiAHIIIE, MpenapaT BIUIMBA€ Ha CITKIBKY. 3aCTOCYBaHHS BOPHKOHA30Jy CIPUYUHSLIIO
3HIKEHHS aMIUTITYyJId XBUJIb Ha €JIEKTPOPETHHOrpaMi MijJ yac KIIHIYHOTO JOCIHiIKEHHS BIUIUBY
BOPUKOHA30Jly Ha (YHKIIO CITKIBKM 3 Y4YacTIO 3J0pPOBUX JIOOpOBOJIBIIB. 3MiHM Ha
€JIGKTPOPETUHOTPaMi HE MPOTrPecyBaJM HPOTSAroM 29 MHIB Teparii Ta MOBHICTIO 3HUKAIH MIiCIs
BIJIMIHM BOPUKOHA30JTY.

[licna Buxomy mpenapaTy Ha PUHOK MOBIAOMIIIIM MPO TpHUBai MOOiIUHI peakiii 3 OOKy opraHis
30py, IUB. Po3aAlT «OcoOIUBOCTI 3aCTOCYBAHHS.

Peaxyii 3 60ky wkipu. Y Tali€HTIB, sKi 3aCTOCOBYBAIM BOPUKOHA30J Y XOAl KIIHIYHUX
JIOCJTIJDKEHb, Ty’KE€ YacTO CIOCTEpITaMCs peakilii 3 00Ky IIKipW, aje Takl Mali€eHTH OJHOYACHO
3aCTOCOBYBaJIM 0araro iHIIMX JIKAPCHKUX 3ac0o0iB s JIIKYBaHHS OCHOBHOTO TSIXKKOTO
3aXBOPIOBaHHS. BibIIICTh BUCHTIAHB OYJIH JISTKUMH 200 TTOMIPHUMU 3a CTYIIEHEM TsDKKOCTI. OHaK
TaKOX TMOBLAIOMIISIIM Tpo Bakki mmikipHi moOiynHi peakuii (SCAR), Taki sk cunapom CriBeHca—
Jlxoncona (SJS), Tokcuunuii enigepmanbanii Hekpodi3 (TEN) ta peakiiro Ha jikapcbkuit 3acibd 3
eosuHodimiero Ta cucreMHuMu cumnromamu (DRESS), ski moxyTe OyTu HeOe3meyHUMH ISt
KUTTA a00 JICTAIbHUMH TIij] 9ac BUKOPUCTAHHS BOPUKOHA30Jy. Y pa3i MOSBU BUCHIIAHB CIIiJ
NPOBOJUTH PETEIbHUIA MOHITOPUHT, a IIPU MPOTPECyBaHHI YPAKEHb CIIiJl IPUIUHUTH 3aCTOCYBAHHS
npernapary.

[Ipu po3BUTKY BUCHIIaHb CIIiJ pETEIHHO CIIOCTEPIraTH 3a CTAHOM MAIli€EHTA, a y pa3i MporpecyBaHHs
ypa)kKeHb 3aCTOCYBaHHSI BOPUKOHA30IIY CIIi/I TPUITUHUTH.

[MoBimomisiin TPO PIKICHI BHUIAJKU PO3BUTKY CEPHO3HUX peakuiid (OTOUYyTIMBOCTI, TaKUX SIK
BECHSHKH, JICHTUTO Ta aKTHHIYHHHA KepaTro3, OCOOJMBO MPOTSATOM TPHBAJIOTO 3aCTOCYBAaHHS
npenapaty (auB. po3ais «OcoOIUBOCTI 3aCTOCYBAHHSD» ).

[ToBimoMIISUTM TIPO BWMAAKH TIJIOCKOKJIITHHHOT KAapIMHOMH Yy TIAIIE€HTIB, SKI 3aCTOCOBYBAJIH
BOPUKOHA30J1 BIIPOJOBK TPUBAIOTO Yacy; MEXaHi3M LIbOTO SBHIA HE BCTAHOBJICHUHU (IWB. PO3ALI
«Oco0aMBOCTI 3aCTOCYBaHHS).

Qyukyionanvui npobu newinku. [Ipu 3acTOCYBaHHI BOPUKOHA30y B XOM1 KIHIYHOTO JOCITIIKEHHS
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3arajbHa 4acTOTa BUMAIKIB MIJABUIICHHS Yy > 3 pa3H BiJl BEPXHHOI MEKI HOpMH (HE OOOB’SI3KOBO
BBa)XkaJiocsl MOOIYHOIO peakii€ro) piBHA TpaHcaminaz craHoBuia 18,0 % (319/1768) y mopociux i
25,8 % (73/283) y miTeil, SKi 3aCTOCOBYBaJlM BOPHKOHA30J MJsi Tepamii Ta NpoQiIaKTUKH.
BinxuneHHs BiJi HOPMHU TIOKa3HUKIB (YHKIIT MEYiHKKM Moke OyTH TOB’S3aHO 3 BUCOKHMHU
MJIa3MOBUMH  KOHIICHTpAIIsIMU Ta/ab0 mg03aMu Tpenapary. bulbmiicTh BIAXWJICHH BiJl HOPMH
NOKa3HMKIB (DYHKIII] MEYiHKM 3HUKAIH Mi]] 4ac MOJJAIbIIOr0 3aCTOCYBaHHS Mpenapary 6e3 KOpeKIii
1oro 103 abo Micys KOPEKIii 1031, BKIIFOYAr0YH BIIMIHY TIpemnapary.

VY mamieHTiB 3 IHITUMU TSHKKUMUA OCHOBHUMH 3aXBOPIOBAHHIMH 3aCTOCYBAaHHS BOPUKOHA30JY OYIIO
MOB’sI3aHE 3 BHUIIAJIKAMH CEPUO3HMX TeNaTOTOKCHYHHMX peakimii. Takl peakiii BKIIOYAIH
JKOBTSIHUIIFO, TEMATHT 1 TICYIHKOBY HEJOCTATHICTh 13 JIETAIILHUM HACIIIKOM (IUB. PO3ILI
«Oco0aMBOCTI 3aCTOCYBaHHS).

Ipoghinakmuxa.

VY BIIKpUTOMY TMOPIBHSJILHOMY 0araTOIIEHTPOBOMY JOCIIKEHHI 3aCTOCYBaHHS BOPHKOHA30JYy Ta
1TPaKOHA30Jy 3 METOI0 MEPBUHHOT NMPODITAKTUKH JOPOCIUMH Ta MiATITKAMHU, 110 € PeIHITi€HTaMU
aJIOTEHHO1 TPaHCIUIAHTallli CTOBOYPOBHUX T€MOIOSTUYHUX KIITHH, 0€3 MOMepPEeaHbO MiATBEPHKEHOT
abo mijo3proBaHOi 1HBAa3MBHOI TPUOKOBOI 1H(QEKIT OCTaTOYHE MNPHUIMMHEHHS 3aCTOCYBAaHHS
BOPUKOHA30Jy Y 3B’SI3KY 3 MOOIYHUMHU peakiisiMu crioctepiranocs y 39,3 % naiiieHTiB MOPIBHSIHO 3
39,6 % marieHTiB y rpyni npuifoMy iTpakoHa30Iy.

[ToB’s13aH1 3 JMiKyBaHHSIM MOOIYHI peakiiii 3 00Ky NMEYiHKH MPU3BEIH 10 OCTATOYHOTO MPUITHHECHHS
3aCTOCYBaHHA JOCHTIKyBaHOTo npenapary y 50 namientis (21,4 %), ki OTpUMYBaIl BOPUKOHA30J,
1y 18 mamientis (7,1 %), siki oTpuMyBaJiv 1TPaKOHA30.

Jimu. besnieky BOpUKOHA30JIy BUBYAIU 3 ydacTio 288 miteit Bikom 2—-12 pokiB (169) Ta BikoM Bix
12 mo 18 pokiB (119), siki 3acTocoByBaau BoprukoHa30i 1yist mpodinaktuku (183) Tta tepamii (105) y
X0l KIIHIYHUX JOCIiKeHb. be3neky BOpUKOHA30Iy TaK0kK BUBUAIIM 3 yyacTio 158 niteil y Billi Bix
2 no 12 pokiB y pamkax OJarofiiHO-AOCTITHUIIBKUX Tporpam. Y IiioMy mnpodiib Oe3neku
BOPUKOHA30Jy B JiTel OyB aHAJOTIYHHM TakoMmy B jnopociux. OnHaK crocrepiranacst TEHICHI,
MOB’s13aHa 3 YACTIIIMM BHSBJICHHSM IiBUIIEHHS PIBHS MMEUYIHKOBUX (DEPMEHTIB y JITE€H TOPIBHIHO
3 JIOpOCIUMH (YacTOoTa MiJABUIICHHS PiBHIB TpaHcamiHa3 y aitedl ctaHoBuia 14,2 % mopiBHAHO 3
53% 'y ogmopocnux), BiA3HaueHa Yy KIIHIYHHUX JOCIDKEHHSIX SK TMOOIYHA  peakiis.
[MocTMapkeTHHTOBUI TOCBi/ BKa3ye Ha Te, 10 Y JITel 4acTOoTa PO3BUTKY MOOIUHUX peakilii 3 00Ky
mKipu (0COOIMBO epuTeMa) MOKe OYTH JCIIO BHUIIOK MOPIBHSHO 3 JOPOCTUMHU. Y 22 TAaIli€HTIB
BIKOM J10 2 pOKIiB IPH 3aCTOCYBaHHI BOPUKOHA30JIy B paMKax 0Jaro1iifHo-A0CIIiTHUIBKOI IpOrpaMu
MOBIIOMJSUTM  TIPO  HACTYIHI MOOIYHI  peakilii, NPUYMHHO-HACTIIKOBUM 3B 30K SKHUX 13
BOPUMKOHA30JI0M HE MOXe OyTH BHKIIOYeHMH: peakuii ¢orouyriauBocti (1), aputmis (1),
nankpeatut (1), migBuieHHs piBHS OuTipyOiHy B KpoBi (1), MiABUINEHHS pPIBHS TEYIHKOBUX
depmenrtiB (1), Bucunanus (1) ta HaOpsik mucka 3opoBoro Hepsa (1). Takoxk MOBiHOMIISLITH TIPO
PO3BUTOK MAHKPEATHUTY Y JITEH MPH 3aCTOCYBaHHI MPENapary y MOCTMapKETHHIOBUH TIEPio/I.
3eimyeanusn npo nioo3prosari nobiuni peakyii. 3BITYBaHHS MPO MiA03PIOBaHI MOOIYHI peaKIii mics
peecTpariii Jikapchkoro 3aco0y Mae BakiuBe 3HaueHHs. Lle mae 3mory mpoBoauTu Oe3nepepBHUN
MOHITOPUHT CIHIBBIAHOIIEHHS MK KOPUCTIO 1 pU3UKaMH, MOB’S3aHUMHU 13 3aCTOCYBaHHSAM I[bOTO
JKapChKOTO 3ac00y. MeauyHuM MpaiiBHUKaM CIIiJT 3BITyBaTH IPO OyIb-sKi IiJ03pIOBaHl MOOIYHI
peaxiiii BiiMOBIJHO JO BUMOT 3aKOHO/IaBCTBA.

[ToBimoMisUTM  TIPO  PO3BUTOK peakilii  (POTOUYTIMBOCTI, OCOOJMBO TMPOTATOM TPHBAIOTO
3aCTOCYBaHHS Mperapary.

[ToBimoMISUTM TIPO BWMAAKH TIJIOCKOKJIITUHHOT KAapIMHOMH Yy TIAIIE€HTIB, SKI 3aCTOCOBYBAJIH
BOPUKOHA30J1 BIIPOJIOBX TPHBAJIOrO Yacy; MeEXaHi3M I[bOI0 HE BCTAHOBJICHUH (IMB. PO3.ILUI
«Oco0aUBOCTI 3aCTOCYBaHHS).

Hitu. [ToctMapkeTHHTOBHI TOCBiJl BKAa3y€e Ha Te, 110 Y AiTEH 4acTOTa PO3BUTKY MOOIYHUX peaKIiil 3
00Ky miKipu (0COOIUBO epUTEMa) MOXKE OYTH JEIIO BUIIOIO MOPIBHSHO 3 JTOPOCTHMH.
[NoBinomneHHs mpo NMOOIUHI peakilii micis peecTpallii JiKapchbKoro 3aco0y Mae BaXKJIMBE 3HAUCHHS.
Ile mae 3MOry MPOBOJIUTH MOHITOPUHT CITIBBIJHOIICHHS KOPUCThH/PU3MK MPH 3aCTOCYBAHHI IHOTO
JiKapchKoro 3aco0y. MennyauM Ta ¢apManeBTHYHUM MpalliBHUKaM, a TaKoX MHalieHtam abo ix
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3aKOHHUM TIPEACTaBHUKAM CJIiJI MIOBIIOMJISITH MPO YCI BUMAIKH TMI03PIOBAHUX MOOIYHUX peakIlii
Ta BIJICYTHOCTI €()EeKTUBHOCTI JIKapChKOro 3aco0y 4yepe3 aBTOMAaTHU30BaHy iHPOpMaLiiHy cHCTEMY
3 (hapmakoHarsITy 3a mocuiaanusM: https://aisf.dec.gov.ua

Tepmin npuoamnocmi. 2 poku.

YMoBH 30epiranus.
30epiraTy B OpUTiHANBHIN YIIAKOBII Y HEJOCTYITHOMY JUIS JITEH MiCIIi.

YnakoBka.
ITo 10 Tabmerok y 6iictepi, mo 1 Giictepy y KapTOHHIH KOPOOIIi.

Kareropis Binmycky. 3a peuentom.

Bupoonuk.
EBepromxken Jlaiip Caencus Jlimiten/Evertogen Life Sciences Limited.
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