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Cknao:

oiloua peyoguHa.: BOPUKOHA30I;

1 Tabnerka mictuth SO Mr a60 200 Mr BOpUKOHA30Y;

OONOMINICHI ~ peyoBuHu: JIAKTO3a, MOHOTApAT; KPOXMalb MPEXKEIaTHHI30BaHUM;  HATpiio
KPOCKapMeIl03a; MOBiJoH; MarHito creapar; Opadry® 6immii (OY-LS-28914).

Jlikapcbka popma. TaGeTku, BKPUTI IITiBKOBOIO 000JIOHKOIO.

OcHo6HI i3uKo-XiMiuHi 61ACMUBOCTI.

- tabnmetku mo S50 mr: TaOJETKH, BKPUTI TJIIBKOBOIO OOOJIOHKOIO, Bij O170r0 10 Maibke O1710T0
KOJBbOPY, OMYKJIi, CTAHAAPTHOI KpyTiioi hopmu, 3 TucHeHHsM «Pfizer» 3 oqHoro 6oky Ta «VOR 50»
— 3 IHIIOTO;

- Tabnetku mo 200 mr: TaOleTKH, BKPUTI IJIBKOBOIO OOOJOHKOIO, BiA OLIOro A0 Maibke Oioro
KOJIBbOpY, y popmi karcynu, 3 TucHeHHsM «Pfizer» 3 omHOTO 60Ky Ta « VOR 2005 — 3 iHIIOTO.

dapmakoTepaneBTH4YHA rpyna. [IporurpuOkoBi 3acobu a1t cCHCTEMHOT0 3acTocyBanHs. [ToxigHi
tpuazony. Kog ATX JO2A CO03.

Dapmakonoiuni 1acmugocmi.

DapmaroouHamika.

Mexani3Mm jaii. BopukoHa3o0u1 € Tpua3oibHOI0 MPOTUTPUOKOBOIO PeYOBHHOMO. [lepBHHHNI MeXaHi3M
nii monsArae 'y TpPUTHIYEHHI peakiii JeMeTHIioBaHHS 14a-71aHOCTepoiy, OMOCepeIKOBaHOT
rpuOKOBUM ITUTOXpoMOM P450, 1110 € rosoBHOIO JTaHKOI0 OlocuHTE3y eprocteporny. Kymysiis 140-
METHUJICTEPOYy KOPEIIOE 3 MOJANbBIIOK BTPATOI €pProcTeposly MeMOpaHaMu TPHOKOBUX KITITUH Ta
MOYKE€ BIJIMOBIATH 3a MPOTHTPHUOKOBY aKTUBHICTH BOPUKOHA30Jy. Byno mpomemoHCTpoBaHO, IO
BOPMKOHA30J € OUIBII CENeKTUBHUM J0 TpHOKOBUX (epmeHTiB muroxpomy P450, Hix 10
(dbepmenTHUX cucTeM uToXxpomy P450 y pi3HHX ccaBliB.

dapmakokiHernka/dhapmakonuHamika. Y xofi 10 TepaneBTHUHUX AOCHTIKCHb MeliaHa CEePeIHIX Ta
MaKCHUMaJIbHUX KOHIIGHTPAIl# y TJ1a3Mi KPOB1 KOXKHOTO OKPEMOTO MaIlieHTa cranoBuiia 2425 Hr/mi
(inTepkBapTunbHuii  mianazon 1193-4380 ur/mm) ta 3742 Hr/mn (iHTEpKBapTUIBHUI Jiara3oH
2027-6302 ur/mn) BignoBigHo. [lo3uTHBHUI 3B’S30K MDK CEpPEAHIMH, MAKCHMAJIbHHUMH YH
MiHIMQJIBHUMHU IUJIA3MOBUMH ~ KOHLEHTPAI[ISIMA BOPUKOHA30Jly Ta €(EKTHUBHICTIO HE OyB
BCTAHOBIICHUN y XO/Ii TE€PANeBTUYHUX JIOCIIIKEHb Ta TaKUH 3B’ s30K HE OyB MPOJAEMOHCTPOBAHUN Y
JOCITIJDKEHHSIX PO ITaKTUKH.

dapmakoKiHEeTHUHUI/ papMaKkoOAUHAMIUYHMI aHaMi3 KIIHIYHUX JOCTIPKeHb BUSBUB TO3UTHBHUI
3B’SI30K MIXK IIJIA3MOBUMH KOHIIEHTpAIliIMH BOPHUKOHA30Jy Ta BIAXWUJICHHSMU Yy peE3yJbTaTax
NEYiHKOBUX MpOo0 1 MOpymEeHHsIMH 3 00Ky opradiB 3opy. KopuryBaHHS 103U HE BUBYAJOCs Y




JOCIIJDKSHHSIX PO ITaKTUKH.

Kniniuna edekruBHicTh Ta Oe3meka. BopukoHa3oi in Vitr0 JeMOHCTPYE HIMPOKUHA CICKTP
IpOTUIPHOKOBOI akTHBHOCTI MpoTu BuaiB Candida (BKIOYa0un pe3MCTEHTHUH 10 (IIyKOHA30Iy
Bux C. Krusei ta pesucrentni mramu C. glabrata i C. albicans) Ta ¢pyHriiuaHy akTUBHICTb IPOTH
Bcix mocmimkenux BumiB Aspergillus. Kpim Toro, BopukoHa3os in Vitro peMoHcTpye QyHriuIHY
aKTHBHICTh NMPOTH HOBUX IMMATOTCHHUX TIPHOKIB, BKIIOYAIOUM TaKi BHIH, K Scedosporium abo
Fusarium, 9yTiauBicTh KUX 70 ICHYIOUHX MPOTUTPUOKOBUX 3aCO0IB € OOMEKEHOIO.

Kniniuna ehekTUBHICTH (1110 BU3HAYAETHCS K YACTKOBA a0 IMOBHA BiJIOBI/Ib) BOPHUKOHA30Iy OyIa
npoeMOHCTpoBaHa st pizHux BuaiB Aspergillus, Bkmrouaroun A. flavus, A. fumigatus, A. terreus,
A.niger, A.Nidulans; pisaux Buaie Candida, Bkmowarouu C. albicans, C. glabrata, C. kruseli,
C. parapsilosis Ta C. tropicalis; oOmexenoi kinmekocti mramiB BugiB  C. dubliniensis;
C. inconspicua Ta C. guilliermondii; pisaux BumiB Scedosporium, Bkirodarouu S. apiospermum,
S. Prolificans; Ta pisuux BuaiB Fusarium.

[nom rpubkoBi 1HGEKII, TpPoTH KX e()EeKTUBHUI BOPHUKOHA30J (4aCTO SK 3 YAaCTKOBOIO, TakK 1 3
IIOBHOIO BIJMOBIII0), BKJIIOYAIOTH OKpeMi iH(pekIi, cnpuunHeHi pisHumu Bugamu Alternaria,
Blastomyces dermatitidis, Blastoschizomyces capitatus, pisaumu Bumamu  Cladosporium,
Coccidioides immitis, Conidiobolus coronatus, Cryptococcus neoformans, Exserohilum rostratum,
Exophiala spinifera, Fonsecaea pedrosoi, Madurella mycetomatis, Paecilomyces lilacinus, pizaumu
Bugamu  Penicillium, Bkmowaroun P. marneffei, Phialophora richardsiae, Scopulariopsis
brevicaulis, Ta pisaumu Bugamu Trichosporon, Bxirodatoun iHdekii, cnpuunneni T. beigelii.

In Vvitro akTUBHICTH MPOTH KIIHIYHUX INTaMIiB CHOCTepirajgacs s pisHUX BUAiB Acremonium,
Alternaria, Bipolaris, Cladophialophora, Histoplasma capsulatum, npu 1poMy iHTiIOyBaHHS
O1JIBIIOCTI IITaMiB BiAOyBajIoCs MpH KOHIIEHTpallisx BopukoHazony 0,05-2 mkr/mot.
IIposeMOHCTPOBAHO in Vitro aKTHBHICTH IMpernapary HpoT pisHux BuaiB Curvularia ta pisamx
BB SPOrothrix, ane kiiHIYHA 3HAYYIIICTH Ii€1 AKTHBHOCTI I1IE HE 3’ ICOBaHA.

KontpospHi Touku. [lepen Tum sik po3movatd Tepariro, He0OXiTHO OTPUMATH 3pa3ku TPHOKOBOI
KyJIBTYpH Ta MPOBECTH IHIII HaJIKHI Ja0opaTropHi AOCHIIKEHHS (CEpOJIOTivHI, TiCTOMATOIOTIYHI)
JUTS BUTIICHHS Ta 11eHTH(1Kallli MaTOreHHUX MIKPOOpraHi3MiB, siKi € mpuunHoo iHdekii. Teparmito
MOJKHa pO3MOYATH IO TOTO, SK CTaHYTh BiJIOMi pe3yJbTaTH KyJIbTYPaTbHUX Ta JIa00PaTOPHHUX
JOCTIPKeHb; OJTHAK, SIK TIIBKH Pe3yIbTaTH IIUX TOCIIKEHb CTAHYTh TOCTYITHUMH, CJiJ] BiAMOBIIHO
CKOPUTYBaTH €TIOTPOIHY TEPAIIiIo.

Bunu, 110 HalJacTie COPUYUHAIOTh  1H(]eKIiHHI 3aXBOPIOBaHHA Yy  JIIOJUHH,
Bkatouatoth C. albicans, C. parapsilosis, C. tropicalis, C. glabrata ta C. krusei, npuaomy uist BCix
IUX BHUJIB MiHIMalbHa iHTIOytoua koHueHTpamis (MIK) BopukoHa301ly CTaHOBUTH MEHIIE HIiX
1 mr/n.

Opnak in Vitro akTHBHICTH BOPHKOHA30Jy MPOTH pizHUX BUaiB Candida He € omHakoBoro. 30Kpema,
mis C. glabrata MIK BopukOHAa30/1y AUl PE3MCTEHTHHX 10 (IIYKOHA30Jy IITaMiB IPOMOPLIHHO
BUINA, HIXK IS IITaMiB, 9yTIMBHUX 70 (prykoHazomy. Takum YMHOM, CIIi TOKJIACTH YCIX MOKIMBHX
sycunb Juis igentudikarii Candida mo piBHs Buay. SIKIIO JOCTYMHI pe3ysbTaTH TECTYBaHHS
YyTIMBOCTI 30yAHMKIB 1O NPOTHUTPHOKOBUX TmpemnapariB, naHi npo MIK wMoxyte OyTH
IHTepIPeTOBaHl 3 BUKOPHUCTAHHSAM KPHUTEPIiB MEX UYTIMBOCTI, BCTAHOBICHUX ECBPOMEHCHKIM
KOMITETOM 3 MUTaHb TECTYBAaHHS Uy TJIIMBOCTI 30yJHUKIB 10 aHTUMiKpoOHUX 3ac00iB (EUCAST).

Tao0mums 1
Mexi uytnuBocTi EUCAST.
Bumu Candida ma Aspergillus Medicosi 3Hauenns MIHIMATbHOL iH2IOYI0HOT
xornyenmpayii (MIK) (me/n)
<S8 (uymnusuii) > R (pezucmenmmuuii)
Candida albicans? 0,06 0,25
Candida dubliniensis! 0,06 0,25
Candida glabrata Jloka3oBi 1aHi JOJH
negocrartai (JIJIH)
Candida krusei JJIH JJIH
Candida parapsilosis! 0,125 0,25
Candida tropicalis? 0,125 0,25




Candida guilliermondii? JJIH JJIH
Mesxosi 3nauenns s Candida, JOIH JIH
HE TI0B’ 513aHi 3 BUIOM®

Aspergillus fumigatus* 1 1
Aspergillus nidulans* 1 1
Aspergillus flavus JUJIH® JJIH®
Aspergillus niger JJIH® JIH®
Aspergillusterreus JJIH® JIH®
Me:xo0Bi 3HaUEHHS, HE TIOB’sI3aH1 JH JJIH
3 BUIOM®

! MItamu 3 BenmmumaamMu MIK, mo mepeBHINYIOTH MEXKOBi 3HAUCHHS «JyTJIHBHIA/TIPOMiKHHID
(Susceptible/Intermediate — S/I), € pigkicaumu, ab0 MPO HUX 1€ HE MOBIAOMIISIOCS.
InenTudikamiro Oyap-IKOTO0 3 TaKMX INTaMiB Ta TECTYBaHHS HOT0 YYyTJIMBOCTI [0
IPOTUTPHOKOBUX 3aC00IB HEOOX1JTHO BUKOHATH MOBTOPHO, 1 Y pa3l MiATBEPHKEHHS] OTPUMAHOTO
pe3ynbTary mTaMm MmoTpiOHO HampaButu 10 pedepeHtHOl nadopatopii. Llltam cming yBaxaTu
PE3UCTEHTHUM, JOKH HE Oy/ie OTPUMAaHO J0KAa3iB KIHIYHOI BiAMOBIAl MATBEPPKCHUX 130JIATIB 3
MIK, BULIIIMU TOTOYHOTO MEKOBOTO 3HAUEHHS PE3UCTEHTHOCTI. Y pa3i iH(peKiiil, cHpuunHEeHUX
MepeTiYeHNMHY HIDKYE BUJAMH, YJIaBajJoCs OCSTTH KJIIHIYHOI BiAMOBiAlI HA piBHI 76 %, SKIIO
MIK Oynmu HmwK4YUMU a00 MOPIBHIOBAIHM EMiJEMIOJOTIYHUM TpaHUYHMM 3HaueHHsM. OTxe,
nonyysii - C. albicans, C. dubliniensis, C. parapsilosis ta C.tropicalis aukoro tumy
BBAXKAIOTHCS Uy TIIMBHMHU.

2 Emigemionoriuni rpanuyni 3HauenHs (epidemiological cut-off values — ECOFF) mms umx
BHIIB 3arajioM B, Hix i C. albicans.

3 MexoBi 3HaueHHs, He MOB’A3aHi 3 BUAOM, OyJM BCTaHOBJEHI TOJOBHUM YMHOM HAa OCHOBI
®OK/®J] mauux i He 3amexaTh Big posmominy MIK komkpetnoro sumy Candida. Ix
BUKOPUCTOBYIOTH JIMIIE JUII MIKPOOPTaHi3MiB, IJIsl SIKMX HE ICHY€E BIIACHUX MEKOBHX 3HAYCHb.

4 3oma Ttexmiunoi HesmsHauenocti (3TH) cramoeuts 2. PeectpyBatn sk «R» 3 Takomo
OPUMITKOIO. «Y JesIKUX KIIHIYHMX CHUTyalisx (HeiHBa3uBHI (opMH iH(eEKIi]) BOPUKOHA30JI
MO>KHA 3aCTOCOBYBAaTH 32 YMOBH 3a0€3IICUCHHS IOCTATHROI €KCITO3HIII1».

> ECOFF a1 nux BUAiB 3aranom Buiwi, Hix a1 A. fumigatus, na ogse nBokpaTHe po3BEIEHHS.

6 Me>xoBi 3HaUeHHS, HE TIOB’ A3aHi 3 BHIOM, HE BCTAHOBJICHI.

Kniniunuti 0oceio 3acmocysanns. Y pamkax JaHOTO PO3/ITY 3aJ0BUIBHUN PE3YIbTAT 3aCTOCYBaHHS
Ipenapary BU3HA4YCHO SIK TOBHA 200 YaCTKOBA BiJIIOBIIb.

Inghexyii, cnpuuuneni Aspergillus, — egexmusnicmv y nayieumie 3 acnepeiibo3om 3
Hecnpusmaugum npoeHozom. BopukoHnasoun BusIBisie iN Vitro GpyHrimmIHy akTHBHICTD IPOTH Pi3HUX
suaiB Aspergillus. EdexTuBHICT BOPHKOHA30/Iy Ta HOro IepeBard Ui BHKMBAHOCTI MAIli€HTIB
MOPIBHSHO 31 CTaHIAPTHUM IpernapatoM amdorepuitHoM B sk Tepamii mepmoi niHii rocTporo
1HBa3MBHOIO  aclepruibo3y OyiauM MPOJEMOHCTPOBAHI Yy  BIJKPUTOMY PaHJIOMi30BaHOMY
0araToreHTPOBOMY JOCIi/DKEHHI 3a ydwacTio 277 Mami€eHTiB 31 3HIKEHHM IMYHITETOM, SKi
OTpUMYBAIM JIKYBaHHS TpoTAroM 12 TwkHiB. BopukoHazonm BBOAWIM BHYTPIIIHBOBEHHO 13
HABaHTAXXYBAJIBHOIO 703010 6 MI/KI KOXH1 12 TOAMH MPOTAroM mnepumx 24 TOoAWH, HICIs 40ro
3aCTOCOBYBAJIM MIATPUMYIOUY 103y 4 MI/KT KOXxH1 12 roaun npotsirom 7 axiB. [nsx BBeneHHS Mir
OyTH TOTIM 3MiHEHUH Ha mepopaibHe 3actocyBaHHS y 1031 200 mr koxkHi 12 rogun. Meniana
TPUBAJIOCTI BHYTPIIIHBROBEHHOI Teparii BopuKoHa3zonoM craHoBwiaa 10 muiB (2—85 mwuiB). Ilicns
BHYTPIIIHBOBEHHOI Tepamii MeliaHa TPHUBAJOCTI MEPOPAIBHOTO 3aCTOCYBAaHHS BOPHUKOHA30IY
craHoBujia 76 nHiB (2—232 nHi).

3a/10BiJIbHA 3arajibHa BiJIOBIb (ITOBHE a00 YaCTKOBE 3HMKHEHHS BCiX aCOILIIHOBAaHUX CHMIITOMIB,
O3HaK Ta peHTreHorpadiuHuX/OPOHXOCKOMYHUX 3MiH, 10 OyJH HAsBHI J0 MOYaTKy JIKYBaHHS)
cnocrepiranacs y 53 % marienTiB, siKi 3aCTOCOBYBaJIM BOPUKOHA30JI, MOPiBHSAHO 3 31 % mamieHTiB,
K1 3aCTOCOBYBAJIM IpemnapaT MOpiBHSAHHA. BrokuBaHicTh MaIieHTIB 3a 84-IeHHMM mepioa Ha Tl
3aCTOCYBaHHS BOPMKOHA30JTy Oyjla CTaTUCTHYHO 3HAYYIIO BHINOI, HIK HA T 3aCTOCYBaHHS
npenapary MOpiBHAHHS, Ta OylO MPOJAEMOHCTPOBAHO KIIIHIYHO 1 CTaTUCTHYHO 3HAYYI MEepeBaru
BOPUKOHA30JTy SIK IIOJI0 TPUBAJIOCTI MEPioy yacy J0 HACTAHHS JIETAIbHOTO HACTIAKY, TaK 1 MO0
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TPUBAJIOCTI MEPioTy Yacy A0 BiAMIHH Ipenapary yepe3 Horo TOKCU4HICTb.

e nocaimkeHHS MIATBEPAUIIO PE3yJNbTAaTH IONEPEJHBOIO IMPOCHEKTUBHOTO JOCHTIKEHHS, B
paMKax SKOro Oyio ojAep)KaHO MO3UTHBHHN pE3yJbTaT 3aCTOCYBaHHsS Ipenapary MamieHTaM i3
(akTopaMM PU3MKY HECHPHUATIUBOIO IPOrHO3Y, BKIIIOYAIOYM PEAKII0 «TPAHCIUIAHTAT HPOTH
xazsiiHa» Ta 0co0IMBO — 1epedpanbHi 1H(eKii (3a3Buyaii acomiitorani 31 100 % neTanpHICTIO).

VY uMx A0CHiDKeHHSAX Mpernapar BUBYAJIW IpPU JIKyBaHHI acHepriibo3y MPHUAATKOBUX IMa3yX HOcCa,
1epedpanbHOro, JIETEHEBOTO Ta JUCEMIHOBAHOTO ACIEprijibo3y y MaI[l€HTIB MICHs TpaHCIUIaHTaLli
KICTKOBOTO MO3KY Ta MapeHXIMaTO3HMX OPraHiB, y MAIll€HTIB 31 3JI0SKICHUMU 3aXBOPIOBAaHHSIMHU
KpOBi, 3710aKkicHuMH nyxjmHamu Ta CHI/{om.

Kanouoemia y nayicumis Oe3 netimponenii. EQexTUBHICTb BOPUKOHA30JIy MOPIBHAHO 31 CXEMOIO
JiKyBaHHS aMOTEpUIIMHOM B 13 momambmmM 3acToCyBaHHSAM (DIIyKOHA30Jy SIK Teparii meprioi
JiHil KaHguaemii Oyna MpOJEeMOHCTPOBaHAa Yy XOJi BIAKPHUTOTO MOPIBHSJIBHOTO JOCTIIKEHHS. Y
JOCITIDKEeHHI B3suh ydacTh 370 martieHTiB 0e3 HeiirponeHii (BikoM Bia 12 pokiB) 3 JOKyMEHTaIbHO
MiITBEPHKCHOO KaHAMJIEMI€r0, 3 sSKUX 248 olepKyBaJd TEparird BOPHUKOHA30JIOM. 9 MaIli€HTIiB
IpyNH 3aCTOCYBAaHHS BOPMKOHA30JIy Ta 5 Malli€HTIB IPyHH 3acTOCyBaHHS amdorepuimHy B i3
MONANBIIMNM TPH3HAYCHHSM (IIYKOHA30Jly TaKOX MalM MIKOJIOTIYHO MiATBEPIKEH] 1H(EKIl
IMUOOKKUX TKaHUH. [lallieHTH 3 HUPKOBOIO HEJOCTATHICTIO HE BKIIIOYAIUCSA Yy JOCIIIPKEHHS.
Meniana TpuUBAJOCTI JIKyBaHHS B 000X JOCHIDKYBaHMX Trpymax crtaHoBmwia 15 116, 3a
pe3yiabTaTaMd NEPBUHHOIO aHaji3y CHPHUSTJIMBY BIANOBIAb HA JIKYBaHHS 3IIHO 3 OILIIHKOIO
KomiTeTy 3 KOHTPOJIO AaHUX CIIIOTO JIOCHTIIKEHHsI OyJI0 BU3HAYEHO SIK 3HUKHEHHS/3MEHIICHHS
BCIX KIIHIYHUX O3HaK Ta CUMNTOMIB iHQekuii pazom 3 epamukamiero Candida 3 kposi Ta
1H(IKOBaHMX AUISTHOK TIMOOKMX TKaHWH uyepe3 12 TWKHIB IMICHsA 3aBeplleHHs Tepamii. PesynbraT
JUTS TIALIE€HTIB, K1 HE OILIHIOBAIKCS 4Yepe3 12 THrKHIB MicIs 3aBEepIICHHS Teparii, pO3TIsIaBcs sK
HeCHpPUATIMBUN. 3a pe3yiabTaTaMd LbOTO aHali3y CHPUATIUBUI  pe3yiapTaT JIKyBaHHS
cnocrepirascs y 41 % namieHTiB B 000X Tpynax Teparii.

VY pamMKax BTOPMHHOI'O aHaii3y, B SKOMY OyJM BUKOPHUCTaH1 OLIHKM KOMITETYy 3 KOHTPOJIO JaHUX
JOCTI/DKCHHS. HA MOMEHT OCTaHHBOI TOYKU Yacy, O MOXKe OyTH OIliHeHa (3aBEpIICHHS Teparrii abo
yepe3 2, 6 un 12 TrKHIB TiCHs 3aBeplUICHHS Teparii), YacToTa CIPHUSATIMBOI BIAMOBI/II HA TEparmito
BOPHKOHA30JI0M Ta aMmdoTepunmHoM B i3 mojanbmmM 3acTOCYyBaHHAM (DIIyKOHA30Jy CTaHOBHJIA
65 % Tta 71 % BignosigHo. YacToTa CIpUATIMBOTO Pe3yNbTaTy JiKyBaHHS 32 OI[IHKOIO JIOCIIiTHHKIB
y KOXHiH 13 IUX TOYOK Yacy, M0 MOXKYTh OyTH OLlIHCHUMH, HaBeIeHa B Ta0nui 2.

Tabmums 2
Touka gacy Bopukonazon | Amdorepunnun B — ¢daykonazon (N=122)
(N=248)
3aBeplieHHs Tepanii 178 (72 %) 88 (72 %)
2 TYDKHI ITiCJIsE 3aBEPIIEHHS Tepanii 125 (50 %) 62 (51 %)
6 TroKHIB micis 3aBepiuenns tepamii | 104 (42 %) 55 (45 %)
12 TwxHiB micst 3aBepinens Tepamii | 104 (42 %) 51 (42 %)

Tsoicki pegppaxmepHi ingpexyii, cnpuyuneni suoamu Candida. Y kIiHIYHOMY IOCHI[DKEHHI B3sUTH
ydacThb 55 NaI€HTIB 3 TSHKKMMU PEPPAKTEPHUMH CHCTEMHUMH I1HQEKLISIMH, CIPUUYUHEHUMU
sumamu  Candida (Bkiarouaroud KaHIWICMilO, JUCEMIHOBAHMN KaHOWI03 Ta iHON (opMu
1HBa3UBHOIO KaHIHMA03Yy), Y SIKUX TOINepeaHss MpoTUrpuOKoBa Teparis, 30KpemMa (IIyKOHA30JI0M,
Oyna HeedexkTuBHOW0. CHpuATIMBa BIANOBIAb Ha JIKyBaHHS BOPMKOHA30JIOM cIlOCTepiranacs y
24 nanienTiB (y 15 — moBHa BiANOBiAb, Y 9 — YacTKOBa BIANOBI/AB). Y MaIi€HTIB, 1H(IKOBAaHUX
pe3ucTeHTHUMH 10 (GIIyKOHA30dy InTamMamu, 10 He Hanexkamu a0 suay Candida albicans,
CIIPUATIMBUM pe3ynbTaT JIIKYBaHHS BOPUKOHA30JIOM CIIOCTEepiraBcsi y 3 13 3 TMalli€HTIB,
indikoBanux C. krusei (y Bcix — moBHa Bi/ilOBiIb) Ta y 6 3 8 narienTis, iHpikoBanux C. glabrata (y
5 — moBHa BIANOBIAb, y | — dYacTkoBa BiANMOBiAL). JlaHi momo KIIHIYHOI €(QEeKTUBHOCTI
M1 ATBEP/KYBAIACS OOMEKCHUMHU TAHUMH 3 BU3HAYCHHS Yy TIUBOCTI 30y THUKIB JI0 TIpemnapary.
Ingpexyii, cnpuuuneni pisnumu eudamu Scedosporium ma Fusarium. Byma mpojaeMoHCTpoBaHa
e(eKTUBHICTh BOPUKOHA30JIy MIPOTH TAKUX PiIKICHUX TAaTOT€HHUX IPUOKIB:

— Buu ScedOosSporium: crnpusTIMBA BiJIIOBIb HA Teparmil0 BOPUKOHA30JIOM crocTepiramacs y 16 3
28 marrieHTiB, iH(piKoBaHHX S. apiospermum (y 6 maiieHTiB — MOBHA BiANOBiIb, y 10 — yacTKoOBa), Ta
y 2 3 7 mauienris, iHdikoBanux S. prolificans (y o0ox — wactkoBa Biamosigp). Kpim Toro,
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CHOpUATIMBA BIANOBIAb croctepiramacss y 13 3 mamiedTiB, iH}ikoBaHMX OUTBII HIXK OIHUM
aTOr€HHMM OPraHi3MOM, BKIIFOYarOuH pi3Hi Buau Scedosporium;

— Bugu Fusarium: y 7 3 17 naimieHTiB Teparmisi BOPUKOHA30J0M Oyia yCHilmHOKW (3 TOBHHX,
4 yacTkoBUX BiAMOBiAl). ¥ 3 13 7 maiieHTiB ciocTepiraiocs iH(eKI[iiiHe 3aXBOPIOBaHHA o4eil, y 1 —
iH(dekiiliHe 3aXBOPIOBAHHS MPUAATKOBHX TIa3yX HOca Ta 3 Malli€eHTH Mall JUCEMiHOBaHE
iHdekuiiHe 3axBoproBaHHsA. llle 4 namientTn 3  Qy3apiozom Oynau iHQiIKOBaHI JEKiJIBKOMa
30y/IHUKaMU; y 2 13 [IUX NaI[i€HTIB CIIOCTEPIraBCs CIPUATIMBUN pe3ysIbTaT JTIKyBaHHS.

VY GibIIOCTI NAIIEHTIB, SIKi 32CTOCOBYBAJIM BOPUKOHA30J ISl JTIKYBaHHS BKa3aHUX BHILE PiIKICHUX
1HQEeKIINHNX 3aXBOPIOBaHb, CIIOCTEpirajacs HEMEepeHOCUMICTh ab0 PE3UCTEHTHICTH  J0
MPOTUTPHUOKOBUX 3aC001B, 110 3aCTOCOBYBAINCS PAHIIIE.

[lepBunHa npodiJakTHKa 1HBa3UBHUX TpUOKOBUX iHGEKIIH — edeKTUBHICTDH CLUITIEHTIB
TpaHCIIaHTAIli CTOBOYPOBMX TI'EMOIOETHYHUX KIITUH 0e3 MOonepeiHbo MiATBEP/DKEHOI abo
1/103pIOBaHoOi 1HBa3UBHOT rPUOKOBOT 1HQEKII].

BopukoHa3osl MOpIBHIOBAJIN 3 iITPaKOHA30JIOM SIK 3aci0 MEpBHHHOT MPO(]IIIAKTUKH Y BiIKPUTOMY
HOPIBHAIILHOMY 0araTOLEHTPOBOMY JOCTIKEHHI Yy JOPOCIHMX 1 MiAJNITKIB, L0 € PeluIi€HTaMu
QJIOTCHHOI TPAHCIUIAHTAIlll CTOBOYPOBUX IeMOIOSTUYHUX KJIITHH, 0€3 MONEPeIHBO IiaTBEPIKEHOT
abo mifo3proBaHOi 1HBAa3MBHOI TIpuOKOBOI i1HGekKIii. Ycmix OyB BH3HAUEHHH SK MOXIIHUBICTh
MPOBOAMTH TTPODITAKTUKY JOCITIDKYBAaHUM TIpeniapatoM mpoTsroM 100 qHiB miciis TpaHCIUTaHTAI
CTOBOYPOBUX T€MOIOETHUYHUX KIITHH (Oe3nepepBHO HpoTsIroMm > 14 nHiB) 1 BukuBaHHSA 0€3
TOTepeIHBO MiATBEP/HKEHO1 a0 1M1 103pI0BaHOl 1HBa3MBHOT IpuOKOBOi 1H(ekIii mpoTtsrom 180 mHiB
micys TpaHCIUIAHTaLil CTOBOYPOBUX IeMONOETUYHUX KIITHH. [lo MoaudikoBaHOi rpynu «BHOipKa
MaIeHTIB, SKUM Oyso mpuszHadeHo JikyBaHHs» (ITT-rpyma) yBidinum 465 penumieHTiB aJoreHHOT
TpaHCIIaHTAI] CTOBOYPOBHUX TI'€MOIMOETHYHUX KIITHUH, 3 AKHX 45 % maijieHTiB Maiad TOCTpUH
Mienoigaui nerko3. KongumionyBanus Oyso mpusHadeHo 58 % ycix marieHTiB. [IpodinakTuka 3
BUKOPUCTAHHAM JIOCTIDKYBAaHOTO TIpenapaTy pO3MOYHMHANACh Bipa3y Iicis TpaHCIUIAHTAIl]
CTOBOYPOBHX T'€MONMOCTUYHUX KITHH: 224 TMAaIi€HTH OTPUMYBaJIM BOPHUKOHA301 1 241 marieHT
OTpUMYBaB iTpaKkoHa30J. CepeHs TpUBANiCTh NPOQITAKTHKU JOCITIHKYBaHUM TiperapaTtoM B ITT-
rpymni craHoBuiIa 96 MHIB A7 BOPUKOHA301y 1 68 AHIB U1 1TpaKoOHA30ITy.

KoedimienTn eexkTHBHOCTI Ta 1HIII BTOPUHHI KiHIIEBI TOUYKH IPEACTaBIeH] B TabHIi 3.

Tabmuig 3
Kinnesi Touku nocnimkenHs: | Bopukonaszon | Itpakonazon Piznuns y P-3nauenns
N=224 N=241 CHIBBIIHOIIEHHSX 1
95 % noBipunii
iaTepBai (J1I)
Edexrusnicts Ha gens 180* | 109 (48,7 %) | 80 (33,2 %) 16,4 % (7,7 %, 0,0002**
25,1 %)**
Edextusnicts Ha neds 100 121 (54,0 %) | 96 (39,8 %) 15,4 % (6,6 %, 0,0006**
24,2 %)**
Tpusanicts mpodiTakTHKH 120 (53,6 %) | 94 (39,0 %) | 14,6 % (5,6 %, 0,0015
JIOCITi JDKYBaHUM TIpenapaTom 23,5 %)
moHamenme 100 nHiB
KoedirieHT BHSKUBaHHS 10 184 (82,1 %) | 197 (81,7 %) | 0,4 % (-6,6 %, 0,9107
g 180 7,4 %)
Po3BuTOK momnepeaHbo 3 (1,3 %) 5(2,1 %) 0,7 % (-3,1 %, 0,5390
MiATBEpKEHOT 00 1,6 %)
I1103pI0BaHOT iIHBa3UBHO1
rpuOKoBoi 1H(MEKIIT 70 JHS
180
Po3BuTOK MonepeaHbo 2 (0,9 %) 4 (1,7 %) —-0,8 % (-2,8 %, 0,4589
MiATBEpHKEHOT 200 1,3 %)
i T03PIOBaHOI IHBa3UBHOT
rpuOKoBoi 1H(DEKIIT 10 JHS
100
Po3BUTOK MTOTIEPEHBO 0 3 (1,2 %) -1,2 % (-2,6 %, 0,0813
i ATBEpHKEHOT 200 0,2 %)




T1/103pIOBaHOT 1HBa3UBHOI
rpuOKoOBOI iH(EKIiI B epiof
3aCTOCYBaHHS
JIOCJTIIDKYBAHOTO IIpenapaTy

* [lepBuHHMM KpUTEPid €PEKTUBHOCTI JOCTIIPKEHHS.
** Pi3HULA y CHiBBIAHOIIEHHSX, 3HaueHH 95 % /I Ta P-3HaueHHs, oTpuMaHi Micis NONpaBKU Ha
paHIoOMI13aIlifo.

[loxa3HMKN BUHMKHEHHS 1HBa3WBHOI IpuOKoBoi 1H@ekii 10 aHs 180 1 mepBHHHA KiHIIEBa TOYKa
JOCTiDKeHHS, TOOTO «e(eKTHBHICT, Ha JeHb 180», AN Mami€eHTiB 3 TOCTPUM MIi€TOITHUM
JIEHKO30M 1 KOHIUITIOHYBaHHSIM BI/IMOBITHO TTpECTaBjIeH] B TabuIi 4.

Taonuus 4
["ocTpwuii Mi€noOi THHH JICHKO3.

KiHnesi TOYKH TOCII IDKEHHS Bopukonazon Itpakonazon Pi3HuIs y CIiBBITHOIICHHSX 1
(N=98) (N=109) 95 % mosipumii inTepsan (1)

BuHUKHEHHS 1HBa3UBHOL 1 (1,0 %) 2 (1,8 %) —0,8 % (4,0 %, 2,4 %) **
rpubkoBoi iHdekmii — aeHp 180

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

* IlepBrHHA KIHIIEBA TOYKA JOCTIHKECHHS.
*# JleMOHCTpYEThCS HE MeHIIIa epeKTUBHICTH i3 3anmacom 5 %.
*#* PisHung y criiBBigHOIICHHIX 1 95 % JII oTprmaHi micys monpaBKy Ha paHIOMI3aIliio.

Tabmurs 5
MienoaOnaTUBHUM PEKUM KOHIMITIOHYBaHHS
KiHiesi TOYKH TOCII IDKEHHS Bopukonazon ITpakonazon Piznuns y
(N=125) (N=143) criBBiqHOMIEHHX 1 95 %
JqoBipunii intepsain (1)

BunnkHeHHs iIHBa3UBHOT 2 (1,6 %) 3(2,1 %) -0,5% (-3,7 %, 2,7 %) **
rpubkoBoi iHdekii — aeHp 180
EdextusHicTs Ha 1eHb 180* 70 (56,0 %) 53 (37,1 %) 20,1 % (8,5 %, 31,7 %)***

* IlepBrHHA KiHIIEBA TOYKA TOCIIIPKCHHSI.
** JleMOHCTPYEThCS HE MeHIIIa e)eKTUBHICTH 13 3amacom 5 %.
*** PisHung y criiBBigHOIICHHIX 1 95 % JII oTprmaHi micis monpaBKy Ha paHIOMI3alliio.

Bropunna mnpodinakruka iHBa3MBHOI TpUOKOBOi iHQeKIii — edeKTUBHICT Y PEIUITIEHTIB
TPAHCIUIAHTAINT CTOBOYPOBUX TE€MONOCTHYHMX KIITHH 3 TIONMEPeIHBO IMATBEPIKEHOK abo
Ii/I03PIOBaHOI0 1HBA3WBHOIO TpuOKOBOIO iHpekIien. BopukoHazonm mocnmimkyBaniu sK 3acid
BTOPHHHOI TPOQUIAKTUKHA Yy BIIKPUTOMY HETOPIBHSUIBHOMY 0araTOIEHTPOBOMY JIOCIIHKEHHI
JOPOCITUX PEIUIIEHTIB aJOreHHOI TpaHCIUTAHTallll CTOBOYPOBHX TE€MOIOETHYHUX KIITHH 3
MONEePEIHBO MiATBEPIKEHOI0 a00 M1A03pI0BaHOI0 1HBa3UBHOIO IprOKOBOIO 1H(eKIi€t0. [lepBuHHOIO
KIHIIEBOIO TOYKOI0 OyJia 4YacToTa pPO3BHUTKY IOIMEPEAHBO MiATBEPHKEHUX a0 TiJI03pIOBaHUX
1HBAa3MBHUX TPUOKOBHX 1H(EKLIN MPOTATOM MEpIIOro PoKy IMicis TPaHCIIAHTAIli CTOBOYpOBHX
remonoeTnunnx kimituH. B ITT-rpyny Bxomuino 40 marieHTiB 3 TONEpeAHIMHA 1HBa3UBHUMH
rpuOKOBUMU 1H(EKI[iAMHU, B TOMY uncii 31 3 acrepriibo3oM, 5 3 KaHIUA030M 1 4 3 IHIIHMH BUIAMU
1HBa3uBHOI TprOKoBOi 1H(ekiii. CepenHsi TpUBATICTH NMPOGIUIAKTHKH JOCIIPKYBaHUM IperapaToM
B ITT-rpyni cranoBuia 95,5 nusi.

IMomepenupo miaTBepKeHi a00 Mmig03proBaHi iHBa3uBHI rprOKOBi iHGekil BuruKIn y 7,5 % (3/40)
MAIIEHTIB MPOTSITOM TEPIIOTO POKY IMicCIs TPAHCIIAHTAIlll CTOBOYPOBUX TeMOMOCTHYHHUX KIIITHH,
BKJIFOUAIOYM OJIMH BUMAJOK KaHIUAEMIl, OIMH BUIAA0K CIeIocopio3y (obuasa Oynu penuauBaMu
MonepeIHbO1 IHBa3MBHOT IpUOKOBOI 1H(EKIT) 1 OAMH BUIIAJOK 3UroMiko3y. Koe]ilieHT BUKHUBaHHS
Ha neHb 180 cranosus 80,0 % (32/40), a mpotsirom 1 poky ckias 70,0 % (28/40).

Tpusanicmo mepanii. 1lig yac xaiHIYHEX gociikeHb /05 marieHTiB 3aCTOCOBYBaJIM BOPUKOHA30I
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mosire 12 TikHiB, a 164 marieHTH — HoBIIE 6 MiCSIIIB.
Jimu. 53 nauieHTH OUTSAYOro BiKy Bi 2 A0 18 pokiB oTpuMyBanu JiKyBaHHS BOPHUKOHA30JIOM Y
JIBOX MPOCMEKTUBHUX BIIKPUTHUX HETOPIBHAIBHUX 0AaraTONEHTPOBUX KIIHIYHUX JOCIiIKEHHsX. B
OJIHOMY JOCHTI/PKeHHI B3sIB ydacTh 31 MamieHT i3 MOXJIMBUM, MIATBEPIKEHUM abo BipOTiIHUM
1HBa3MBHUM aclepruibo3oM, 3 fAkuX y 14 mamieHTtiB OyB MiATBEp/UKEHUH abo BIpOTiIHMM
iHBa3MBHUN acrepriibo3. [[ux malieHTiB BKIOYWIM B aHami3u e€(eKTUBHOCTI JAaHUX
MoAu(iKOBaHOI BUOIPKH MAIl€HTIB, SKUM OyJI0 MPU3HAYEHO JIKyBaHHA. Y JIPYroMy JOCIHIIKEHHI
B3SUTM Y4acTh 22 Malli€HTH 3 1HBa3MBHUM KaHAMIO30M, 30KpeMa KaHIUIEMICI0 Ta KaHIHI030M
CTpPaBOXOMdY, SKI MOTpeOyBayM TMPOBEACHHS OCHOBHOI YW pe3epBHOI Tepamii. 3 WX TMAIli€HTIB
17 Gyno BKIIIOYEHO B aHAJI3M €(PEeKTUBHOCTI JaHUX MOAM(DiKOBaHOI BUOIPKH MAIli€HTIB, IKUM OyJI0
MPU3HAYECHO JIIKYBaHHA. Y TAIll€HTIB 3 1HBA3WBHUM acIeprijb030M CYKYITHa 4YacToTa 3arajibHOl
BIAMOBII yepe3 6 TwkHIB cTaHoBuiIa 64,3 % (913 14); yacTora 3arajgbHOi BIAMOBII B MAIliEHTIB
BiKOM Bif 2 10 12 pokiB cranoBuia 40 % (2 3 5), a B mamieHTiB BikoM Bix 12 mo 18 pokiB — 77,8 %
(7 13 9). Y mnamieHTIB 13 KaHIWAEMIEI0 YacTOTa 3arajbHOi BIJMOBiI HAa MOMEHT 3aKiHYCHHS
JikyBaHHS ctaHOBHIA 85,7 % (6 13 7), a Ans maiiedTiB 3 Kauaua030M ctpasoxony — 70 % (7 13 10).
CykynHa "actora BiAmoBiai (y MAIiEHTIB i3 KaHIUJCMIEI0 Ta KaHAWUI030M CTPABOXOAY pPa3oM)
cranoBmia 88,9 % (8 i3 9) y mauieHTiB BikoM Big 2 a0 12 pokiB ta 62,5 % (5 13 8) y maiieHTiB
BiKOM Bij 12 1o 18 pokis.
Kniniuni oocnioocenna wooo eusnavenns inmepeany QT.. JInsl OLIHKM BIUIMBY JIOCIIKYBaHHUX
3aco0iB Ha iHTepBaT QT. y 310poBHX MOOpPOBOJIBIIIB OyI0 MPOBEACHE IIAe00-KOHTPOJIbOBAHE
paHIOMi30BaHE MEPEXPECHE MOCHIPKEHHS 13 OJHOKPATHUM 3aCTOCYBAHHSM JOCIHIJKYBAaHOTO
npenapary. Y XOJl JOCHIJKEHHS 3aCTOCOBYBAJIUCA 3 JO3M BOPUKOHA30JY Ta KETOKOHA30Ily
nepopanbHo. CKOpUTOBaHE BITHOCHO Iae0o0 cepenHe MakcuManbHe MoAoBKeHHs iHTepBary QT
TOPIBHSIHO 3 TTOYAaTKOBHM piBHEM cTaHOBHUJIO 5,1, 4,8 Ta 8,2 Mc micns 3actocyBanHs 800, 1200 ta
1600 mr BopukoHazomy BigmosigHo Ta 7,0 Mc michs 3acrocyBaHHs 800 mMr kerokoHazomy. Y
YKOJIHOTO 3 YYaCHUKIB JOCIIUKEHHS MoAoBKeHHs iHTepBany QT¢ He mocsrio > 60 Mc BiTHOCHO
BUXIZHOTO piBHs. [lepeBUINICHHS MOTEHINIHO KIiHIYHO 3Hauymoro mopora 500 mMc y komHOTO 3
YYaCHHUKIB IOCIIIKEHHS HE CTIOCTEPIranocs.
Dapmaxokinemuxa.
3aranbHi (papMakokiHeTHYHI XapakTtepuctuku. @apMakokiHeTHKa BOPUKOHA30IY JOCTiHKyBatacs
y 340pOBUX JTOOpOBOJIBLIB, y OCOOJIMBUX Ipyl HaLI€EHTIB Ta y XBopuX. llpu mepopanbHOMY
3acTocyBaHHi npemnapary y no3ax 200 mr a6o 300 mr 2 pa3u Ha 100y npotsarom 14 1i0 y namieHTiB
13 MIJIBUIIEHUM PU3UKOM PO3BUTKY acHEPriyibo3y (TOJOBHUM YHHOM Y TAIIEHTIB 31 3JI0SIKICHUMH
HOBOYTBOPEHHSAMH JIM(PAaTUYHUX Ta KPOBOTBOPHUX TKAaHHH) (DapMaKOKIHETHYHI XapaKTePUCTUKH,
10 JOCI/DKYBAJIMCS, @ CaM€ IIBUIKICTh Ta PIBHOMIPHICTH abCcopOIIii, KyMyJIsIisl Ta HEMIHIHHUN
Xapakrep papMaKOKiHETHKH, OyJIM aHAJIOTIYHI TAKKM Yy 3I0POBUX JTOOPOBOJIBIIIB.
dapmaKkoKiHETHKA BOPUKOHA30JIy € HEJHINHOI 3aBISKH HOTO iHTEHCMBHOMY MeTaboismy. Ilpu
MiIBUIIICHH] 703 301IbIIEHHS €KCIO3UIlii € BUIIMM, HiX mponopiiiine. [TigpaxoBaHo, mo mpu
nepopajbHOMY 3acTOCyBaHHI 30iibIIeHHs 103U mpenapaty 3 200 mr mo 300 mr 2 pa3u Ha A00y
IpU3BOAUTE N0 TinBuIIeHHS #oro ekcnosuiii (AUC;) B cepemaromy B 2,5 paza. IlepopanbsHa
HaBaHTaxyBanbHa A03a 200 mr (a6o 100 mr s mamieHTiB 3 Macor Tina Hmwkye 40 Kkr) gocsirae
eKCIO3MIIi, II0 BIJANOBIJAE 3aCTOCYBaHHIO J03M 3 MI/KI BHYTpilIHbOBEeHHO. IlepopanbHa
HaBaHTaxyBalbHa n03a 300 Mr (abo 150 mr mist mamieHTiB 3 Macorw Tina Huwk4e 40 Kr) mocsrae
€KCIIO3MIIi, 110 BIJMOBIIA€ 3aCTOCYBaHHIO J03M 4 MI/KI BHYTpIIIHbOBEHHO. [Ipu 3acTocyBaHHI
HaBaHTAXXYBAJIbHUX 103 BOPUKOHA30Jy MEpOpaibHO ab0 BHYTPIITHHOBEHHO WOTO KOHIIEHTpAIli Y
J1a3M1 KpOBi, OJIM3bKI JI0 PIBHOBAKHHX, JIOCATAIOTHCS BIPOJIOBXK Mepmux 24 roauH Teparii. ko
peKUM HABAaHTAKYBAIBHUX 103 HE BHUKOPHCTOBYIOTh, NpH 0araTopa3’oBOMy 3aCTOCYBaHHI
BOPMKOHA30Jly 2 pa3d Ha J00y y OUIBIIOCTI TMAIli€EHTIB WOro KyMYJISAIis 3 JOCATHEHHSIM
PIBHOBa)XHOI KOHIIEHTpAIlii y I1a3Mi KpOBi BiI0yBaeThCs Ha 6-Ty 100Y.
AbcopOrtis. BoprkoHa3om MBHIKO Ta Maike IMOBHICTIO a0COpOYEThCS IMICHSA IMEpOPATbLHOTO
3actocyBaHHS 3 Cmax uepe3 1-2rommHu micis 3acTocyBaHHS. AOCONIOTHA OiOAOCTYITHICTB
BOPUKOHA30Jy MICJs MOrO MepopajbHOro 3acTOCyBaHHS cTaHOBUTH 96 %. Ilpu OGaratopa3zoBomy
3aCTOCYBaHHI BOPUKOHA30Jy 3 1K€ 3 BUCOKUM BMicTOM KUPIB piBHI Cmax Ta AUC; 3HIDKYBamiCs
Ha 34% ta 24 % BignosigHo. 3MiHa pH HUTYHKOBOrO COKy HE BIUIMBaEe Ha aOcopOIito
BOPHKOHA30ITY.
Po3znonin. O6’emM po3moiay BOPUKOHA30JIy B PIBHOBaXXHOMY CTaHi OLIHIOETHCS Ha piBHI 4,6 JI/KT,
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IO CBIAYUTH MPO MOro 3HAYHUN PO3MONINT Y TKaHWHH. 3B’S3yBaHHS BOPHKOHA30Jdy 3 OlIKaMu
I1a3MHU KpOBi OIIHIOEThCA Ha piBHI 58 %. Bopukonaszon OyB iAeHTH(IKOBaHUIA y KIJIBKOCTSX, IO
MOKHA BHSIBUTH, Yy BCIX 3pa3Kax CIMHHOMO3KOBOI piJMHHU, B3STHX Y 8 Mali€HTIB y pamKax
0J1aro1ifHO-10CIi THUIIBKOT TPOTPaMHU.
MertabonizMm. JocmimpkeHHsT in vitro TPOAEMOHCTPYBajid, IO BOPUKOHA30J METa0OMI3yEThCA
130¢epmentamu CYP2C19, CYP2C9 ta CYP3A4 nutoxpomy P450.
Bopukona3zoun xapakTepu3yeThCsl BACOKOIO BapiaOelnbHICTIO papMaKOKIHETHKHU Y p13HUX 0CiO.
Hocaimxkenns in vivo npoaemonctpysaiu, mo CYP2C19 Biairpae 3HayHy poiib y MeTadomi3Mmi
BopuKkoHa3zomy. Lleit ¢pepMeHT XxapakrepusyeTbesi reHeTHYHUM nojiMopdizmoM. Hanpuknan, MmoxxHa
ouikyBaTH, o 15-20 % marieHTaM MOHTOJIOITHOI pacu OyAe BIACTHBHM MOBUIBHUNA MeTabo0Ii3M
nporo mpemnapary. Cepem NpeACTaBHUKIB €BPONEOiIMHOI Ta HETPOITHOI pac KUIBKICTh OCi0 13
MOBUIBHUM MeTa0o0/Ii3MOM CTaHOBUTH 3—5 %. JlocmikeHHs, MPOBEACHI 3a Yy4acTIO 3JI0POBHUX
JNOOpOBOJIBLIIB  €BPOINEOIAHOI pacu Ta ANOHIIB, IPOAEMOHCTPYBAJIM, WO Yy «IOBUIBHUX
MeTaboizaropiBy BOpUKOHa30iy ekcrosuiisi npenapary (AUCT) B cepenHbomMy B 4 pasw BUIIA,
HDK y Tpyni TOPIBHSHHS — Y TOMO3UTOTHHUX «IIBUAKUX MeETa0o0Ii3aTopiB» BOPHUKOHA30IY.
I'erepo3urotHi «mBHIKI MeTabOIi3aTOPH» BOPUKOHA30Jy MAIOTh B CEPEIHBOMY B 2 pa3H BHUIILY
€KCIIO3HIIiI0 TIpernapary, Hi>K y TpyIli HOPIBHSIHHS — Y TOMO3UTOTHHX «IIBUJIKHX METa0013aTOPiBY.
['onoBHUM MeTa0O0ITOM BOPUKOHA30y € N-OKCH/I, IO CTaHOBUTH 72 % ycCi€i KITBKOCTI MiYeHHX
palioaKTUBHUM 130TONOM MeETaboJITIB, IO LUPKYJIIOKOTh Yy Imia3Mi Kposi. Lleit mertabomit
XapaKTepU3yeEThCS MIHIMAIBHOIO MTPOTHUTPUOKOBOIO AKTHUBHICTIO Ta HE BIUIMBAE HA 3arajibHy
e(EeKTUBHICTh BOPHKOHA30ITY.
Exckpertis. BoprkoHa3o1 BUBOJUTHCS 3 OPraHi3My IUIAXOM MEYiHKOBOTO MeTabo0i3My, MEHIIT HIXK
2 % 3acTOCOBaHOI 03U BUBOJIUTHCS 13 CEUECIO B HE3MIHEHOMY BUTJISII.
[Ipn BUKOpHCTaHHI MIYEHOTO paJiOAKTHUBHUM 130TOTIOM BOPHUKOHA30Jy B C€dYl BH3HAYAIOCH
npubmmzao 80 % panmioakTMBHOCTI Ticisi 0araTopasoBOro BHYTPIIIHBOBEHHOTO 3aCTOCYBaHHS
nperapatry Ta 83 % — micng  0aratopa3oBoro MepopaJbHOro 3acTocyBaHHs.  binbiia
gactuHa (> 94 %) paaioakTHBHUX PEYOBUH BUBOJMIIACS 3 OpPraHi3My HpoTsaroM neprmx 96 roaux
SIK T1CJIs BHYTPIIIHBOBEHHOT'0, TAK 1 MICJIsI IEpOPaJIbHOTO 3aCTOCYBaHHS ITpenapary.
TpuBasicTh nepioy HariBBUBEICHHS BOPUKOHA30ITY 3aJICKUTh BiJl O3M Ta CTAHOBUTH IMPUOIN3HO
6 TOIUH MICNs MepopanbHOro 3actocyBaHHs 1034 200 mr. 3aBasku HediHIMHIN (papmakokiHeTuii
1epiojl HAamiBBUBEJIEHHS HE BUKOPHCTOBYETbCA [UIsI OLIHKM KymyJsmii abo  enmMiHamii
BOPHKOHA30ITy.
dapMakOKIHETHKA y OCOOAMBUX TPYH MAII€HTIB.
Cratb. Y nocni/pkeHH1 6araTopa3zoBoro mepopajbHOro 3aCTOCYBaHHS BOPUKOHA301y PiBHI Cmax Ta
AUC; y 310poBux MoJioguX >KiHOK Oymu BimmosimHo Ha 83 % Ta Ha 113 % Bummmm, HIX Yy
3I0pPOBUX MOJIOAUX 40OJOBiKiB (18—45 pokiB). Y 1bOMY 3 JOCHIHKEHHI HE CIIOCTEPITaIocs dKOTHUX
CTaTUCTUYHO 3HAYYIIMX BIIMIHHOCTEH MDK IIMMH INMOKa3HUKAMH Y 3JOPOBUX YOJIOBIKIB Ta YKIHOK
JTITHBOTO BiKY (> 65 poKiB).
VY KJiHIYHIF TporpaMi He KOPHUTYBAIM JI03y 3aJSKHO BiJl CTAaTi yY4acHUKIB AociikeHb. [ITpodimi
0e3meKu Ta KOHILEHTpAIli y Tuia3Mi KpOBi Ipenapary y jKiHOK Ta YOJIOBIKIB Oy aHaJIOTiYHUMH.
Taxkum yMHOM, HEOOX1THOCTI KOPEKIIii 103U MpenapaTy 3ajIeXHO BiJl CTaTi HEMae.
[NamieHTH JITHROTO BiKY. Y KIIHIYHOMY JIOCHIKEHHI 0araTopa3oBOr0 3aCTOCYBaHHS IIperapary
nepopangbHO piBHI Cmax Ta AUC; y 310pOBHX 4YOJOBIKiB JITHBOTO BIKY (=65 pokiB) Oynu
BiAmoBiIHO Ha 61 % Ta Ha 86 % BUIMMHU, HIXK y 3I0pPOBUX MoOJIOANX 40J0BiKiB (18—45 poki). He
CIOCTEPIranocs >KOJHUX CTATHUCTUYHO 3HAYYHIMX BiAMiIHHOCTEH PiBHIB Cmax Ta AUC:y 310poBHX
JKIHOK JIITHBOTO BIKY (> 65 pOKiB) Ta 310pOBUX MOJIOAMX >kiHOK (18—45 pokiB).
VY KIIHIYHUX JOCIHIDKEHHSX HE KOPHUTYBAJM 03y 3aJIeXHO Bia BiKy mamieHTta. CroctepiraBcs
B3a€MO3B 30K MK IUIA3MOBHMH KOHIICHTpAIlisiMK Ta BikoM. [Ipodim Oe3nekn BOPUKOHA30JY Y
MOJIOIUX TALIEHTIB Ta MAII€HTIB JITHHOTO BiKYy OynM MOMIOHMMHU, TOMY HEOOXITHICTh y KOPEKINl
JI03U JUIS MTAIi€HTIB JIITHBOTO BiKY BiACYTHS (AuB. po3ii «Crocid 3aCTOCYBaHHS Ta JJO3W»).
Hitu. PekomennoBaHa jo03a mpenapary JUisl MEpOpPaIbHOTO 3aCTOCYBaHHS [ITAM 0a3yeTbcs Ha
(hapMaKkOKIHETHYHOMY aHami3l JaHuX, oTpuMaHux BiA 112 miTeit BikoM 2—12 pokiB 31 3HUKEHUM
imynitTetoMm Ta 26 miteii Bikom 12-17 pokiB 31 3HWKEHHM IMYHITETOM. 3acTOCYBaHHS
Oararopa3oBux 103 3, 4, 6, 7 Ta 8 MI/KT 2 pa3u Ha 00y BHYTpPIIIHBOBEHHO Ta 06aratopa3oBUX 703
4 mr/kr, 6 Mr/kr Ta 200 Mr 2 pa3u Ha 100y mepopasibHO (MTOPOIIOK JJIsi MIPUTOTYBAHHS CYCIIEH3I1
JUI. TIEpOPAIbHOTO 3aCTOCYBaHHS) OLIHIOBANIOCS MiJ Yac 3 (papMaKOKiHETUYHUX JOCIIPKEHb 32
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yuacTio fiTed. HaBanTtaxxyBanbHi 1031 6 MI/KT 2 pa3u Ha 100y BHYTPIIIHROBEHHO Yy MEPIIHA JEHB,
1110 CYIIPOBOJDKYBAJINCS HACTYITHUMU JJ03aMHU 4 MI/KT 2 pa3u Ha 100y BHYTpilIHbOBeHHO Ta 300 mMr
2 pazu Ha 100y mepopasibHO (TaOJIETKH), OIHIOBAIUCS IiJI Yac OAHOTO (papMaKOKiHETHYHOTO
JOCTI/DKEHHST 32 y4acTIO JiTell. Y naHoi kaTeropii Mali€eHTiB crocTepiraiacs OUIbI BHpa)KeHa
1HIUBITyalibHA Bap1a0esIbHICTh HOPIBHSIHO 3 I0POCIUMH.

IopiBHsAHHS (apMaKOKIHETUYHUX MapamMeTpiB [JiTed Ta JOPOCIUX IOKa3ajo, IO OYiKyBaHa
saranmpHa  exkcnosuilis (AUCtT) y pgiTedl micis BBEJEHHS HABaHTAXyBaJIbHOI J03M 9 MI/KT
BHYTpilIHbOBeHHO Oyna mopiBHsHHa 3 AUC; y mopocinux micis 3aCTOCYBaHHS HaBaHTaXKyBaJIbHOI
no3u 6 mr/kr BHyTpimmHbOBeHHO. AUC; y mitell micias 3acTOCYBaHHS IATPAMYIOUHX 103
4 ta 8 Mr/kr 2 pa3u Ha A00y BHYTpilIHbOBeHHO Oyna mopiBHsHHa 3 AUC; y nmopociux micis
3acTocyBaHHs 3 Ta 4 MI/kr 2 pa3u Ha 100y BHyTpimHROBeHHO. AUC,y miTelt micis 3acTOCyBaHHS
niaTpuMyrodoi 103 9 mMr/kr (MmakcumyM 350 mr) 2 pasu Ha 100y nepopaibHO Oyia MmopiBHSHHA 3
AUC; y nopocnux micias 3actocyBanHs 200 mr 2 pasum Ha a00y mnepopainbHO. Excmo3uitis
BOPMKOHA30JTy IICJIA 3aCTOCYBAaHHA JO3M & MI/KI BHYTPIIIHBOBEHHO B 2 pa3u BHUIIA, HDXK INPHU
3aCTOCYBaHHI 103U 9 MI/KI IEpOPATIBHO.

Bumia, HiX a8 IOpociuX, MIATPUMYIOYa 7032 Ui BHYTPIIIHBOBEHHOTO 3aCTOCYBAHHS [Ii TSM
BiJ0Opakae OLNBIIY 3[aTHICT IO €JiMiHAIi Y 3B’ 53Ky 3 OLIBIIOI0 MAcOI0 MEYiHKU BIJHOCHO Macu
tina. [Ipu nepopanbHOMY 3acTocyBaHH1 010/I0OCTYITHICTh IIpenapaTy Moke OyTH 3HM)KEHA y JUTeH 13
ManpabcopOIi€l0 Ta JOyKe HHU3bKOK BIJIHOCHO BIKY Macolw Tia. Y TaKuxX BHIAAKax
PEKOMEH Iy €ThCs 3aCTOCOBYBAaTH BOPUKOHA30]1 BHYTPIIIHBOBEHHO.

Excrio3uiiist BOpUKOHa30dy y OULIBLIOCTI JiTeH CTapIIoro BiKy Oyia IMOpPIBHSHHOIO 3 TaKO Y
JIOPOCIIMX IIPU OJJHAKOBOMY peXHMI A03yBaHHs. OHAK y AEAKMX JIITEH CTapIIOro BIKY 3 HU3bKOIO
MacoI0 Tijla CIoCTepiranacs HIDKYa €KCIIO3WIlisi BOPUKOHA30y MOPIBHSIHO 3 TAKOKI Y JOPOCIHUX.
VIMOBipHO, Y TakKuX mNali€HTIB MeTaGoJi3M BOPUKOHA30JTy MOMIOHMII [0 TAKOTO y AiTeil, a He y
J0pociux. 3 orsay Ha ¢apMaKOKiHETUYHUN aHai3 MOMyJsinii JiTH BikoM 12—14 pokiB 3 mMacoro
Tila MeHme 50 KT MalTh OTPUMYBATH JO3M A JiTed (auB. po3min «Crocid 3acrocyBaHHS Ta
T031»).

HopymienHs GyHKIIT HUPOK. Y XO/1 JOCIiHKEHHS 3aCTOCYBaHHs pa3oBoi Ao3u 200 Mr mamieHTam i3
HOPMAJBHOIO (YHKII€I0 HHUPOK, 13 HHUPKOBOK HEIOCTATHICTIO JIETKOTO CTyIeHs (KJIipeHC
KpeaTuHiny 41-60 Mi/XB) Ta TSHXKKOTO cTyrneHs (KiipeHc kpeaTuHiny < 20 MiI/XB) CTyMiHb TSHKKOCT1
MOpyIIeHHsST (YHKIII HUPOK MaB HE3HAYHUM BIUIMB Ha (apMaKOKIHETUKY BOPHUKOHA30IY.
3B’s3yBaHHs BOPUKOHA30JIy 3 OUIKaMM IJa3MH OyJIO CXOXXHMM Yy MAaLI€HTIB 13 PI3HUM CTyIEHEM
TSDKKOCTI mopymieHHss ¢yHKiii HUpoK (maB. posnain «Crocid 3acTocyBaHHsS Ta J03W» Ta
«Oco0IMBOCTI 3aCTOCYBAaHHS»).

Hopymenns ¢pyakmii nedinku. [licist pa3zoBoro nepopaibHOTO 3acTocyBaHHs npernapary (200 mr) y
MAIIEHTIB 13 JIETKMM ab0 MOMiIpHUM LHMPOo30M meviHku (kinac A ta B 3a knacudikaniero Yaitnga —
IT’10) piBerbr AUC OyB Ha 233 % BUIIMM MMOPIBHSIHO 3 TAKUM Y MAIEHTIB 3 HOPMAJIBHOK (PYHKITIEIO
nevinkd. [lopymeHHs (yHKIUI NMEeYiHKM He BIUIMBAa€ Ha 3B S3yBaHHS BOPUKOHA30IIy 3 OLIKaMU
KpOBI.

VY Xoni KIIHIYHOTO JOCTIKEHHsS 0araTopa3zoBOTO 3aCTOCYBaHHs Iperapary MepopalibHO piBEHb
AUC;0yB nogiOHNM y Malie€HTIB 3 TOMIpHUM LIUPO30M Meuinku (kinac B 3a knacudikamiero Yaitnma
— IT’10), sixi 3acrocoByBanm minTpumyrouy ao3y 100 mr 2 pasm Ha no0y, Ta y MAaIli€HTIB 3
HOPMAaJIbHOIO (YHKLIEIO MEYiHKH, [Ki 3acTocoByBaiu 1mo 200 mr mpenapaty 2 pasu Ha 100y. JlaHi
o0 (apMaKkOKIHETUKU Mpenapary y Mali€HTIB 13 TSHKKUM Iupo3oM nediHku (kinac C 3a
kinacudikamiero Yainma — [T'r0) BigcytHi (muB. po3min «Cmoci® 3acTocyBaHHS Ta J03W» Ta
«Oco0IMBOCTI 3aCTOCYBaHHS» ).

KainiuHi XapakTepuCcTHKH.
Ilokazanns.
[IpodinakTuka iHBa3UBHUX I'PUOKOBUX 1H(EKIIIH IPH aJOreHHINA TpaHCIIaHTAaIlll KICTKOBOIO MO3KY
y MAII€HTIB 3 BACOKHM PU3UKOM TaKOTO yCKJIaTHCHHS.
Bidenn 3acTocoBYIOTh JOPOCTUM 1 IITSIM IJIs JTIKYBaHHS:
- 1HBa3WBHOTO acCIMePriibo3y;
- KaHJIuAeMii, 10 He CYIPOBOIKY€EThCS HEHTPOIEHIETO;
- TSDKKMX 1HBa3MBHUX iHQekid, cnipuunHennx Candida (Bkmrouatoun C. Krusei), pe3sucTeHTHHX
10 GIIyKOHA30IIy;
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- TSDKKHX TpHOKOBUX iH(DeKIii, cpuunHeHHX BuaaMu Scedosporium i Fusarium.
[Namientam 13 mporpecyrodnMu 1HGEKIIAMU Ta 1HGEKIISMU, 10 MOTEHI[IHHO 3arpoXyTh KUTTIO,
Bidenn ciig 3acTocOBYBaTH y SIKOCTI CTapTOBOI Tepartii.

Ilpomunoxazanus.

- T'imepuyTauBiCTh 0 A1F04O01 peUOBUHU ab0 J10 OyAb-sIKOi JOMOMIXKHOI pEYOBUHU ITpenapary.

- OpnouacHe 3actocyBaHHs 13 cyoctparamun CYP3A4, TtepdhenaamHoM, acTemMizoliom,
[HA3aIPUIOM, TIMO3UIOM, XiHIAHHOM a00 1BaOpaMHOM, OCKITBKH TiABHINEHHS KOHIIEHTPAIi HUX
JTIKapchKUX 3ac00iB y TIa3Mi KPOBI MOXKE TPU3BECTH 10 MOMoBXKeHHs iHTepBany QT. Ta 3piaka —
70 PO3BUTKY LUTYHOYKOBOI Taxikapaii Tumy «mipyer» (torsades de pointes) (IuB. po3aii
«B3aemois 3 iIHIIMMH JIIKAPCHKUMH 3aC00aMU Ta 1HIII BUJIA B3a€EMOIIIN).

- OpHouyacHe 3aCTOCYBaHHA 13 pudamiingHoM, KapbamaseninoM Ta (eHobapOiTaaoM, OCKIIbKU
111 JTIKApChKi 3aCO0M 37aTHI CYTTEBO 3HIDKYBATH KOHIIEHTpAIlii BOPUKOHA30JIy Y T1a3Mi KpOBi (JIUB.
po3ait «B3aeMois 3 iHIIMMH JTiKapChKUMHU 3aC00aMU Ta 1HIIT BUU B3a€MOJI 1% ).

- OpHouyacHe 3aCTOCYBaHHS CTaHAAPTHUX J03 BOPUKOHa30iy 3 edaBipeH3oMm y n03i 400 mr Ha
no0y abo BHIIE, OCKUIBKH 3aCTOCYyBaHHS e(aBipeH3y y TaKuX J103aX 3HAYHO 3HIKYE KOHIICHTpAIIli
BOPMKOHA30JIy y IUIa3Mi KpPOBI y 370pOBHX J0OpOBOJIBILIB. BOpHKOHA301 TaKOX 3HAYHO IT1JBUIYE
KOHIIeHTpalii edaBipeH3y B IIa3Mi KpoBi (IuB. po3ain «B3aemomniss 3 IHIIMMU JIKApCHKUMU
3acobaMu Ta iHII BUAM B3Aa€EMOJiI»; MpPU 3aCTOCYBaHHI HIKYMX J03 JIUB. po3ain « OcoOIuBOCTI
3aCTOCYBaHHS»).

- OpHouyacHe 3aCTOCYBaHHS 3 BUCOKMMH Jo3aMu puToHaBipy ( 400 mr abo Buiue 2 pa3u Ha 100y),
OCK1JIBKH 3aCTOCYBaHHs TaKUX /103 PUTOHABIPY IPU3BOIUTH A0 CYTTEBOIO 3HUKEHHS KOHIIEHTpALl1
BOPHKOHA30Jy y IUIa3Mi KpPOBI y 370pPOBUX JOOPOBOJBLIB (MPH 3aCTOCYBaHHI HIDKYMX 03
pUTOHABIPY IUB. PO3ia «OCOOIUBOCTI 3aCTOCYBaHHS).

- OpHouacHe 3aCTOCYBaHHS 3 QJKajoOiJaMHd PIXKKIB (eproTamiH, AWTIIPOEProTamiH), SKi €
cyocrparamu CYP3A4, ockinbKH TMIBUICHHS KOHIICHTpPAIIN IMUX JIKApChKUX 3ac00iB y TIa3mi
KPOBI MOX€E MPHU3BECTH JI0 €ProTU3MY (AMB. po3aia «B3aemois 3 iHIIMMHU JIIKAPCBKUMU 3aC00aMH
Ta 1HII BUJIA B3aEMOIIN»).

- OmHOdYacHe 3aCTOCYBAaHHS 13 CHPOJIIMYCOM, OCKIJIBKM BOPHKOHA30J1 MOYKE CYTTEBO ITiABULIYBaTH
KOHIIEHTpalii CUpOJiMyCy Yy IIa3Mmi KpoBi (AuB. po3ai «B3aemonis 3 IHIIUMH JIKAPCHKUMHU
3aco0amu Ta 1HII BUJIU B3a€EMOIIN»).

- OpHouyacHe 3aCTOCYBaHHs 13 IpemaparamMu 3Bipo0Ooro (IuB. po3ain «Bszaemonis 3 iHIIUMHU
JIKapChKUMU 3aCO0aMH Ta 1HIII BUAW B3a€EMO/IIIN).

- OpHouacHe 3acTOCYBaHHS 3 BEHETOKJIAKCOM Ha II0YaTKy JIKyBaHHS Ta Mia 4ac Qas3u
TUTPYBaHHS JI03M BEHETOKJIAKCY, OCKUIbKM BOPUKOHA30J, MMOBIPHO, 3HAYHO IiJBUILYE
KOHIIEHTPAIIiI0 BEHETOKJIAKCY B IJIa3Mi KPOBI Ta 301JIbIIy€ PU3UK CHHIPOMY JII3UCY MYXJIMHU (JIMB.
po3ain «B3aemois 3 IHIIMMU JTIKApCHbKUMH 3aC00aMU Ta 1HII BUIN B3aEMOIIN» ).

B3aemooia 3 inmumu nikapcokumu 3acovamu ma inwii 6uou 83acmooii.
BopukoHa3zos MpHUTHiYye aKTUBHICTb Ta MeTaloMi3yeTbes i3odepmeHTamMu muToxpomy P450:
CYP2C19, CYP2C9 ta CYP3A4. Iuribitopu abo iHAYKTOpH IIUX 130()epMEHTIB 3/1aTHI BiJIIOBITHO
I1IBULTYBaTH a00 3HM)KYBaTH KOHIIEHTpAllli BOPUKOHA30JIY Yy IJIa3Mi KpPOBi, & BOPUKOHA30JI Ma€
MOTEHLiaN MiJBUIIYBaTH KOHIIEHTpAlii Yy MJja3Mi KPOBI PEUOBHMH, AKI METa0OMI3yIOThCS LIUMHU
130¢epmerTamu  1TOXpoMy P450; 30Kkpema, 1€ CTOCYETHCS PEYOBHH, SIKI METaOOMI3YIOTHCS
CYP3A4, ockinbku BopukoHa3on € cwibHuUM iHrioiTopom CYP3A4, xoua 36inbmenns AUC
3QJICKHUTH B1JI CyOCTpaTy (IMB. TaOIHIIO HUKYE).
JlociKkeHHs B3a€MOJil JIIKapChbKUX 3aco0iB MPOBOIMIM 32 YYacTIO 3J0POBUX JOOPOBOJIBIIIB
YOJIOBIYUOI CTaTi, sKi 3aCTOCOBYBajiu BOpHMKOHa301 y 1031 200 Mr 2 pa3u Ha 100y mepopaibHO Ta
0araTopas3oBo /10 JOCSTHEHHS PIBHOBAaXHOTO cTany. OTpuMaHi pe3ysbTaTH TaKOXX 3aCTOCOBHI IO
IHIIIKX TPYII MAII€HTIB Ta CIIOCO01IB 3aCTOCYBaHHS.
BopukoHa3os ¢y 3aCTOCOBYBAaTH 3 OOCPEKHICTIO TAIliEHTaM, SKi OJJHOYACHO NPHHMAIOTH 1HIII
JiKapchKi 3aco0u, 110 MPOJOHTYIOTH iHTepBasl QT.. ¥V BHUmamkax, KOIUW BOPHUKOHA30J TAaKOXK Mae
MOTEHIJlaJl MiJBUILYBaTH KOHLEHTpalli Yy IJ1a3Ml KpOBI pEYOBUH, WLI0 MeTaboi3yrThCs
13opepmentamu CYP3A4 (neski aHTUTICTaMiHHI 3acO0M, XIHIAWH, UU3ampHa, MIMO3UI Ta
1BaOpaauH), iX 0JJHOYACHE 3aCTOCYBAaHHSI TPOTUIIOKA3aHO.
[HdopMmartiro 1mo0/10 B3a€EMO/i1 BOPUKOHA30JTY Ta IHIIUX JIIKAPCHKUX 3ac00iB HaBeJeHO y TabiuIli 6.
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HanpaBneHHs cTpuIOK UIsi KOXXKHOTo mapamerpa (apMakOKIHETUKH 0a3yeThCs Ha JOBIPUOMY
iHTepBaiti 90 % reoMeTpPUIHOTO CEPETHBOTO CITiBBIIHOMICHHS.
CuMBOIM Ta CKOPOYEHHS, BUKOPUCTAHI B TAONMUIN 6, Ta IXHI 3HAYEHHS: <> — 3HAXOJUTHCA Y MEKaX
80-125 %; 1 — Bume 80-125 %; | — nmwxkue 80-125 %; * — nBoGiuHi B3aemozii; AUC,— mroma mija
KpuBOIO Haj 1030BUM iHTepBaioMm; AUC: — mioma mig KpuBow Big 4dacy «0» g0 dacy 13
MOKa3HUKOM, 1110 Bu3HauyaeThes; AUCo-, — IJI0IIa M) KpUBOIO Big yacy «0» 10 HECKIHUEHHOCTI; H/3

— HE€ 3aCTOCOBHO.

Bzaemonii B Tabnuii 6 HaBeIeHO y TakoMy MOPSIKY: OJHOYACHE 3aCTOCYBAaHHS MPOTUIIOKA3AHO,
OJIHOYACHE 3aCTOCYBaHHS BHMAarae Mig00py J03M Ta PETENbHOr0 KIIIHIYHOTO Ta O10JIOT1YHOTO
CIIOCTEPEKEHHS, OJIHOYACHE 3aCTOCYBAaHHS HE Ma€ 3HAUyIIMX (papMaKOKIHETUYHHX B3a€MOJIH, ane
MOYKE€ BUKJIMKATH KJI1HIYHY 3aI[IKaBJIEHICTh Y JaH1i TepaneBTUUHIH ramy3i.

Tabmuis 6.
Jlikapcpkuii 3aci0 Bzaemomis Pexomenpanii momo
(MexaH13M B3a€MOIi1) CepenHe reoMeTpUYHE 3MiH, % OJJHOYACHOT'O 3aCTOCYBAaHHS

AcTemizoJ, Iu3anpu/I, MMO3H/I,
XiHiguH, TepdheHaanH Ta
iBabpaauu (CYP3A4-
cybcTpatn)

Xoya BIJAMOBIIHI JOCIIIKEHHS
HE TPOBOANIINCS, T IBUTIICHHST
KOHIICHTPAL1{ [IUX PEYOBHH Y
TJ1a3M1 KPOB1 MOYKE€ MTPU3BOJIUTH
710 ToJJoBXeHHs iHTepBany QT.
Ta P1AKO — JI0 PO3BUTKY
IUTYHOYKOBOI Taxikapii Tumy
«IipyeT»

Iporunoka3ano (JUB. po3ia
«IIporunokazaHHs»)

Kap6amaszenin ta 6apoiTypatu
TPUBAJIOI /111, HATTPHUKIIA]]

(dhenobapbiTan, medobapbiTan
(notyxHi ingykropu CYP450)

He3Baxkarouum Ha BiJICYTHICTD
BIAIIOBIAHUX JOCHIKEHD,
BIpOT1/THO, 1110 KapOaMaseriH Ta
OapOiTypaTy TpUBaJIOi dil
MOXKYTb 3HAYHO 3HMKYBATH
KOHIICHTpAI[ii BOpHKOHA30JIY Y
T1J1a3M1 KPOBI

Iporunoka3zano (UB. po3ia
«IIpoTunokazaHHs»)

EdasipeHns (HeHyKI€03U THUI
1HT101TOp 3BOPOTHOL
TpaHCKpUMTa3n) (1IHAYKTOp
CYP450; iaribiTop Ta cyocrpar
CYP3A4)

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

300 mr 1 pa3 Ha 100y
onHo4acHo 3 400 mr
BOPUKOHA301y 2 pa3u Ha 100y ™

Cmax edasipen3y T 38 %
AUC; edasipensy 1 44 %
Cmax BopukoHazony | 61 %
AUC; Bopukonazoiny | 77 %

[TopiHsHO 3 600 MT edaBipeH3y
1 pa3 na n100y:

Cmax edaBipeH3y <>

AUC; edagipensy 1 17 %

[opiBHsHO 13 200 MT
BOPHUKOHA30JTy 2 pa3u Ha 100Y:
Cmax BopukoHa3zoiny 1 23 %
AUC,; Bopukonazony | 7 %

OnHovacHe 3aCTOCYBaHHS
CTaHJIAapPTHUX J103
BOPHKOHA30J1y 3 €(aBIpeH30M
y 1031 400 mr 1 pa3 Ha 100y
YH BUIIIC MPOTHIOKA3aHO
(muB. po3min
«IIpoTumnokazaHHs»)

[Tpu ogHOYacHOMY
3aCTOCYBaHH1 BOPUKOHA30JTY
Ta edaBipeH3y MiATPUMYOTY
JI03y BOPUKOHA30ITY CIIi]T
301ty 10 400 Mr 2 pasu
Ha 100y, a 103y edaBipeH3y
cain 3meHmmTH 10 300 mr

1 pa3 na no0y. [licns BigMiHU
BOPHUKOHA30JTy CII1]
IMOBEPHYTUCSA 10 ITIOYATKOBO1
no3u edasipeHsy (IUB. pO3Iii
«Crocib 3acTocyBaHHs Ta
no3u» Ta «Oco0IUBOCTL

3aCTOCYBaHHS)
Ankanoinu piKKiB, Hanipukian | Xoda BiAnmoBigH1 qociaipkeHHs | [lporumoka3ano (1uB. po3aia
€proTamiH Ta IUTIAPOEProTaMiH | HE MPOBOAMINCSA, BOpuKkoHa3on | «[IpoTurnokazaHHs»)

(cyoctpatu CYP3A4)

MOe€ IT1ABHIIYBaTH
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KOHIICHTpAIi{ aJIKaI0iiB PIXKKiB
y IJ1a3Mi KpOBi 1 MPU3BOIUTH 10
PO3BUTKY €PrOTU3MY

Pudabytun (moTyxHu
innykTop CYP450)
300 mr 1 pa3 Ha 100y

300 mr 1 pa3 Ha 100y
(0THOYACHO 3 BOPUKOHA30JIOM
350 mr 2 pa3u Ha 100Yy*)

300 mr 1 pa3 Ha 100y
(omHOYACHO 3 BOPUKOHA30JIOM
400 mr 2 pa3u Ha 100y ™)

Cmax BopuKoHa3oy | 69 %
AUC; Bopukonasomy | 78 %

[opiBustaO 13 200 MT
BOPHUKOHA30JTy 2 pa3u Ha 100Y:
Cmax BopuKoHazony | 4 %
AUC; Bopukonazoiy | 32 %

Cmax pudadytuny 1 195 %
AUC; pudadytuny 1 331 %

[TopiBusHO 13 200 MT
BOPHKOHA30J1y 2 pa3u Ha J00y:
Cmax BopukoHazoy T 104 %
AUC; Bopukonazomy 1T 87 %

Crig yHUKaTH OJHOYACHOTO
3aCTOCYBaHHS BOPHKOHA30IY
Ta puabyTuHy, KO TiIBKU
KOPHCTH HE TIEpeBaXKa€ pU3HK.
[TinTpumytroua no3a
BOPUKOHA30JTy MOe OyTH
[IIBUILEHA IO 5 MI/KT
BHYTPIITHROBEHHO 2 pa3u HA
100y a6o 3 200 mr g0 350 Mr
MepopasibHO 2 pa3u Ha 100y
(Big 100 mr g0 200 Mr
NepopasibHO 2 pa3u Ha A00Y y
MaIi€HTIB 3 Macolo Tijia
Hwkue 40 xr) (IUB. pO3Iia
«Crnoci0 3acTocyBaHHS Ta
JI031»).

IIpu ogHOUaCHOMY
3acTocyBaHHI pupabyTHHY Ta
BOPUKOHA30ITy
PEKOMEHIOBAaHO TPOBOJUTH
peTeIbHU MOHITOPUHT
MOKa3HUKIB 3arajJIbHOTO
aHaJi3y KpoBi Ta MOOIYHHUX
peaxiiiii, o’ i3aHuX i3
puhabyTUHOM (TaKHX SIK
YBEIT)

Pudamninusn (600 mr 1 pa3 Ha
n00y) (MOTYXHUH 1HIYKTOP
CYP450)

Cmax BopukoHazony | 93 %
AUC; Bopukonasomy | 96 %

Iporunoka3zano (auB. po3aia
«[IpoTumnokazanHs»)

Putonagip

(imriditop mpoteas) (OTY>KHUH
inmyktop CYP450; inri6itop Ta
cyoctpar CYP3A4)

Bucoxi no3u

(400 mr 2 pa3u Ha 100Yy)

Husbki no3u
(100 mr 2 pa3su Ha 100y)*

CmaxTa AUC, putoHnaBipy «»
Cmax BopuKoHazoiy | 66 %
AUC,; Bopukonazony | 82 %

Cmax puToHaBipy | 25 %
AUC; putonasipy | 13 %
Cmax BopukoHazony | 24 %
AUC,; Bopukonazony | 39 %

OnHoyacHe 3aCTOCYBaHHS
BOPUKOHA30JTy Ta BUCOKHX /103
putoHaBipy (400 Mr Ta BuIie
2 pa3u Ha J100Y)
NMPOTHIIOKA3AHO (TUB. PO3ILT
«IIpoTunokazanus»).
OnHOYaCHOTO 3aCTOCYBAHHS
BOPUKOHA30JTy Ta HU3BKHX 7103
putoHagipy (100 mr 2 pa3u Ha
n00y) ¢l yHUKATH, SKILO
TUIBKH KOPUCTH HE MepeBaxkae
PHU3UK

[penaparu 3Bipo6o10
(inmyxtop CYP450; inmykTop
P-riikornporeiny)

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

VY He3anexkHOMY
onyOJIiKOBAaHOMY JOCIIKEHH1
AUCy.. BopukoHazoiy | 59 %

IIporunoka3ano (IuB. PO3/Ii
«IIpoTumnokazanus)

Benertoxkinakc
(cyberpar CYP3A)

Xoya 0CiKEHHS He
MIPOBOJIHIIN, BOPUKOHA30JI,
IMOBIPHO, CYTTEBO ITi/IBULIY€E
KOHLIEHTpAI[li BEHETOKJIAaKCY B
1a3Mi.

OpnHouacHe 3aCTOCYBaHHs
BOPHUKOHA30ITy
NPOTHIIOKA3aHEe HA TOYaTKy
JIKyBaHHs Ta Mij yac ¢azu
TUTPYBaHHs 103U
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BEHETOKJIAKCY (JIUB. PO3IiI
«IIporumnokasanHs»)
HeoOxiaHO 3MeHIITyBaTH 103y
BEHETOKJIAKCY, K 3a3HAYCHO B
IHCTPYKIII 13 3aCTOCYBaHHs
BEHETOKJIAKCY, IiJ 9ac
CTabIBHOTO HIOJAEHHOTO
JI03YBaHHSI; PEKOMEHTyEThCS
pETENbHUI MOHITOPUHT O3HAK
TOKCHYHOCTI.

EBepomimyc
(cyocTpar CYP3A4, cybeTpar
P-TJIKONPOTEIHY)

Xoua BIAITOBIIHI JOCIIIKEHHS
HE TIPOBOJIUIIN, BOPUKOHA30JI
MOJKE CIIPHYMHUTH 3HAYHE

1 IBUILEHHA I1JIA3MOBOT
KOHIIEHTpaIii eBepoiMycy

OnHoyacHe 3aCTOCYBaHHS
€BepOIIMYCy Ta
BOPHUKOHA30JTy HE
PEKOMEHIY€EThCS, OCKITBKU
BOPHUKOHA30J1 MOXKE
CIIPUYHHSITH 3HAYHE
I1IBUILICHHS KOHIICHTpaIlii
€BepoIIIMYCY (JIUB. PO3Ii

«OcobmuBoCTI
3aCTOCYBaHHS)
Hanoxkceron Xoua qoCIIiKEHHS OnHoyacHe 3aCTOCYBaHHS
(cyocmpam CYP3A4) HE MPOBOAMIIH, IMOBIPHO, BOPUKOHA30ITy
10 BOPUKOHA30J MOXE Ta HaJOKCETOoIy
CIPUYUHHUTH 3HAYHE HE PEKOMEHIYETHCS, OCKIIBKI
M1 IBUIIICHHS KOHIIEHTpaIlii Hapas3i HeIOCTaTHBO JaHUX
HAJIOKCETOJTy B TIIa3Mi JUISL HAIaHHS Y9iTKUX YKa31BOK
100 T03yBaHHS
HAJOKCETOJy B TaKii cuTyarii
(muB. po3ain «OcoOIMBOCTI
3aCTOCYBaHHS»)
D yKOoHA307T Cmax BopukoHazony T 57 % He BcTanoBneno, sxe

(imri6itop CYP2C9, CYP2C19
ta CYP3A4) 200 mr 1 pa3 Ha
100y

AUC; Bopukonazomy T 79 %
Cmax QuryKoHa301y — H/3
AUC; ¢prykonazony — H/3

3HIDKEHHS 1034 Ta/abo
YaCTOTH 3aCTOCYBaHHSI
BOPUKOHA301y Ta
(bayKoHa301y HEOOX1IHE s
YHUKHCHHS IIbOTO €EKTY.
[Tpu 3acTocyBaHHi
BOPHKOHA30JTy 0€31ocepeHbO
micist GIyKOHA30ITy
PEKOMEHTy€ThCS TPOBOIUTH
MOHITOPHUHT MOOTYHUX
peaxKIIiii, Mo’ s;3aHuX 13
BOPHKOHA30JIOM

®deHiToiH

(cyoctpar CYP2C9 ta
notyxHuit inaykrop CYP450)
300 mr 1 pa3 Ha 100y

300 mr 1 pa3 Ha 100y

Cmax BopuKoHazony | 49 %
AUC; Bopukonazomy | 69 %

Cmax beniToiny 1 67 %

Crnil yHUKaTH OJTHOYaCHOTO
3aCTOCYBaHHS BOPUKOHA30ITy
Ta PeHITOIHY, AKIIO TITLKH
KOPHUCTH HE TIEpeBaXa€e pU3HUK.
[Tpu ogHOYacHOMY
3acTocyBaHHi (peHITOIHY Ta
BOPUKOHA30ITy

PEKOMEH IOBaHO TIPOBOAUTH
pETEeNbHUIM KOHTPOJIb PiBHS
(beHITOIHY B IJ1a3M1 KPOBI.

deniToin MoXKHA
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(omaowacHo 3 400 mr
BOPUKOHA30Jy 2 pa3u Ha 100y)*

AUC; denitoiny T 81 %
[MopiBasiaO 13 200 MT
BOPHKOHA30J1y 2 pa3u Ha J00Yy:
Cmax BopukoHazony T 34 %
AUC; Bopukonazomy 1T 39 %

3aCTOCOBYBAaTH OJIHOYACHO 3
BOPHUKOHA30JIOM 32 YMOBH
M1IBUIICHHS 1 ATPUMYIOUO0T
JI031 BOPUKOHA30ITy JI0

S MI/KT BHYTPIIIHBOBEHHO 2
pasu Ha 100y a6o 3 200 Mr 10
400 Mmr nepopaiibHO 2 pa3u Ha
100y (31 100 mr 10 200 Mr Ha
100y mepopanbHO 2 pa3u Ha
100y maIrieHTaM 13 Macoro Tina
Hk4ge 40 Kr) (IUB. po3ILT
«Crmoci0 3acTocyBaHHS Ta
JTIO3HY)

JlerepmoBip
(inoykmop CYP2C9 i CYP2C19)

Cmax BopukoHazony | 39 %
AUCy.12 Bopukonazoiy | 44 %
C12 BopukoHazony | 51 %

SIK1o He MOKHA YHUKHYTH
OJTHOYACHOTI'0 3aCTOCYBaHHS
BOPUKOHA30JTy Ta
JETEPMOBIpY, HEOOX1AHHI
MOHITOPHHT IIIOJI0 MOXJIUBOT
BTpaTu e(h)eKTUBHOCTI1

BOPUKOHA30ITy
AHTHUKOAryJIsSIHTH MakcuMalibHO TPOTPOMOIHOBUM | PeKOMEHIy€eThCS peTEIbHO
Bapdapun (cyocrpar CYP2C9) | wac 30iibLryBaBcst mpuOIU3HO KOHTPOJIIOBAaTU

(pa3oBa no3a 30 mr Baphapuny
onHouacHo 3 300 mr
BOPHUKOHA30JTy 2 pa3u Ha J100Yy)

[H111 TepopalibHI KyMapuHH,
TaKi K (EHIPOKYMOH,
areHoKymapod (cyoctpaTu
CYP2C9 ta CYP3A4)

BIB1Yl

Xoya BIAIMOBIIHI JOCIIKEHHS
HE TIPOBOJINIIN, BOPUKOHA30J1
MO>K€ TT1IBUIIYBaTH TJIa3MOBI1
KOHLIEHTpaIli KyMapuHiB Ta,
TaKUM YUHOM, CIPHUYNHUTH
MOJIOBXKEHHS POTPOMOIHOBOTO
Jacy

MPOTPOMOIHOBHI Yac Ta 1HIII
BIJIITOBIAHI TOKA3HUKHA
3ropTaHHs KPOBI Ta
3/IICHIOBATH BiIMOBITHY
KOPEKIIIO 103
AQHTUKOATYJISTHTIB

IBakadrop
(cyocmpam CYP3A4)

Xoua DoCIimKeHHS

HE MMPOBOJIUIIN, IMOBIPHO,

10 BOPUKOHA30JI MOXE

M1 IBUIIYBaTH TIJIA3MOBI
KOHIIEHTpaIlii iBakaQTopy i mpu
IIbOMY 3POCTaTHME PU3UK
no01YHUX e(EeKTIB

PexomeHn10BaHO 3HMKEHHS
1034 iBakadTopy

Bbenzoniazeninu, HampuKIiIa
MiJa30J1aM, Tpruaszojam,
anmpasoiam (cyocTpaTtu
CYP3A4)

Xoua BiAMOBIAHI KIIHIYHI
JOCTIJDKEHHS HEe TTPOBOJINIIN,
IMOBIPHO, 1110 BOPUKOHA30J1
MOXe€ ITiABUIIYBAaTH TJIa3MOBI
KOHIIEHTpaIlii 0eH30/11a3eIiHiB,
o Metabomizytorscsi CYP3A4,
Ta MPU3BOIUTH JIO TIOJJOBKEHHS
CEIATUBHOIO e(eKTy

Criz po3rIHyTH MOXJINBICTh
3HIDKEHHS 031
OeH3o/1a3eniHiB

TonBantan
(cyocmpam CYP3A4)

Xouya BIAMOBIIHI KJI1HIYHI
JOCITIJDKSHHSI He TPOBOJIUIIH,
IMOBIPHO, 1110 BOPUKOHA30JI
MO>KE 3HAYHO i IBUIIyBaTH
MJ1a3MOBI KOHIIEHTpAIIi1
TOJIBAIITAHY

SIk1110 HE MOKHA YHUKHYTH
OJIHOYACHOI'0 3aCTOCYBaHHS
BOPHMKOHA30J1y Ta TOJIBATaHY,
PEKOMEHIY€EThCS 3MEHILIUTH
J103y TOJIBAIITaHy

ImyHOCYnIpecanTu

Y He3aleKHOMY
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(cyoctpatu CYP3A4)
Cupomnimyc
(pa3oBa n03a 2 Mr)

Huknocnopun

(pu 3acTocyBaHHI1
penuIieHTam, siki 3HaXOIAThCS
y cTablIbHOMY CTaH1 IicJs
TpaHCIUIaHTAIlii HHPOK Ta
MOCTiHO 3aCTOCOBYIOTh
IUKIIOCTIOPHH)

Takpomimyc
(pa3zosa no3a 0,1 Mr/kr)

onyOJIiKOBaHOMY JOCTIHKEHHI
Cmax cupoitimycy 1y 6,6 pasa,
AUCy., cuponimycy 7 B 11
pasiB

Cmax mukmocriopury T 13 %
AUC; nmuknocnopuny 1 70 %

Cmax Takpomimycy 1 117 %
AUC; Takporaimycy 1 221 %

OnHovacHe 3aCTOCYBaHHS
NPOTHIIOKA3AHO (IUB. PO3ILT
«[IpoTunokazanus»)

Ha nouatky Tepamii
BOPUKOHA30JIOM TAI[IEHTaM,
SIK1 B)KE€ 3aCTOCOBYIOTH
[IUKJIOCTIOPHH,
PEKOMEHY€ThCS 3HUKEHHSI
JI03U LUKJIOCTIOPUHY B 2 pa3u
Ta peTesibHE CIIOCTEPEIKEHHS
3a ioro piBHeM. [TinBuieHni
piBEHb IIUKIOCTIOPUHY
aCOLIII0ETHCA 3
HEe(PPOTOKCHYHUMHU €(PEKTAMU.
[Ticns BiJIMiHU BOPUKOHA30ITY
CIIiJI pETEeJIbHO KOHTPOJIIOBATH
PIBEHb ITUKJIOCIIOPUHY TA Y
pa3i HeoOX1THOCTI —
1IBUIIATH HOTO JI03Y

Ha mouarky Teparmii
BOPUKOHA30JIOM TAI[IEHTaM,
AK1 B)K€ 3aCTOCOBYIOTh
TaKpOJIIMYC, PEKOMEHYETHCS
3HIKEHHS JI03U TaKPOJIIMYyCy
JI0 TPETHHU BiJl TOYATKOBOT
JI03H Ta PeTeNbHUMN
MOHITOPUHT PiBHS
takpoiimycy. [ligBuiennii
P1BEHB TAKPOIIMYCY
acoIIioBaBcs 13
HEe(PPOTOKCHYHUMU €(HEKTAMH.
[Ticns BiIMiHU BOPHUKOHA30ITY
CJILJ1 peTeJIbHO KOHTPOJIIOBATH
piBEHBb TAKPOJIIMYCY 1y pasi
HEOOX1IHOCTI — Mi/IBUIIUTH
H0ro 103y

Omniatu TpuBanoi aii
(cybcrpatu CYP3A4)
OxcukoioH (10 mr pa3zoBo)

VY He3anexxHOMY
OIy0JIIKOBAaHOMY JTOCIIKSHHI:
Cmax Okcukoiony 1Ty 1,7 pa3za
AUCy.. OKCUKOTIOHY T Y

3,6 paza

Crij po3rIIsTHyTH MOXJIUBICTh
3HIDKEHHS JI03U OKCUKOJIOHY
Ta 1HIIMX OIiaTiB TPUBAJIOT
Iii, o MeTabomi3yThCs
CYP3A4 (nanmpukiaf
T1APOKOJIOHY).
PexoMenyeThCs peTenbHUN
Ta YaCTUI MOHITOPHHT
MOOIYHUX pPeaKIliu,
acolifoBaHMX 3 OIliaTaMu

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

Cmax R-meTanony (aktuBHOrO) 1
31 %

AUC; R-meTanioHy (aKTUBHOTO)
147 %

Cmax S-meTamony 1 65 %

AUC, S-metagony? 103 %

Pexomenayerbes nocTiitHuit
HAarJISA/ MI0JI0 PO3BUTKY
NOOIYHMX peaKIii Ta
TOKCUYHHUX €(PEKTIB,
acollfOoBaHMX 13
11IBUIIEHUMHU IJ1a3MOBUMHU
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KOHIICHTPAIiIMU METa/IOHY,
BKJTIOYAIOUH TTOJJOBKCHHSI
intepBaity QT. Moxe OyTu
HEOOXiTHUM 3HIKEHHS 103U
METa/IOHY

Hecrepoinni nporusananbHi
npenapatu (HIT3II)
(cyoctpatu CYP2C9)
I6ynpoden (400 Mr pazoBo)

Juxnodenak (50 mr pazoBo)

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

Cmax muknodenaxy T 114 %
AUCy-, tukiaodenaky T 78 %

PexoMeHiyeThCst yacTuii
MOHITOPHHT IIOJI0 PO3BUTKY
noOIYHHUX peakIiii Ta MPosBiB
TOKCHYHOCTI, TTOB’ SI3aHHX 13
HII3I1. Mosxe OyTH
HEOOX1THO 3HU3UTH 03U
HIT3II

Owmernpazon

(iari6itop CYP2C19; cyocTpar
CYP2C19 ta CYP3A4)

40 mr 1 pa3 Ha 1o6y*

Cmax oMeripazony 7 116 %
AUC; omenpazomny 1 280 %
Cmax BopukoHazomy T 15 %
AUC,; Bopukonazomny 1 41 %
MeTabo1i3M iHIKX 1HTI0ITOPIB
IPOTOHHOI IOMIIH, 11O €
cyoctparamu CYP2C19, takox
MOJKe IIPUTHIYYBaTUCS
BOPHKOHA30JI0M, III0 MOXKE
HPU3BECTH JI0 ITiIBUIIECHHS iX
KOHIICHTpaIli# y TJ1a3Mi KPOBi

Kopexkitist 1031 BOpUKOHA30ITy
HE PEKOMEHIYEThCH.

Ha mouatky Tepamii
BOPUKOHA30JIOM TAI[IEHTaM,
K1 B)K€ 3aCTOCOBYIOTh
omerpasod (40 mr abo Bute),
PEKOMEHTy€ThCS 3HHXKEHHS
JI031 OMETIPa3oiTy BIBIUl

[TepopanbHi KOHTpaIEITHBU

Cmax eTuninectpamiony T 36 %

PexoMeH1yeThCsl MOHITOPUHT

(cyoctpatu CYP3A4, AUC; etuninecrpaniony 1 61 % | moao po3BUTKY MOOIYHUX
iari6iTopu CYP2C19) Cmax HOpetuctepony T 15 % peakKIliii, Mo’ s3aHuX 13

AUC,; Hopetuctepony 1 53 % 3aCTOCYBaHHSM MEPOPATHHUX
Hopetucrepon/etuninectpanion | Cmax Bopukonazony T 14 % KOHTpAIIENTUBIB Ta
(1 mr/0,035 mr 1 pa3 Ha 700Y) AUC; BopukoHnazoiy 1 46 % BOPHKOHA30JTy
OmniaTtu KOpOTKOi Aii Crix po3riIsiHyTH MOXJIUBICTD
(cyoctpatu CYP3A4) VY He3zanexxHOMY 3HUKEHHS 1031
AnbhenTaHin oIyOJIiKOBaHOMY JOCIII/DKEHHI: | alnb(peHTaHlly, GeHTaH1Iy Ta

(20 MKT/KT pa3oBo, OJTHOYACHO 3
HAJIOKCOHOM )

DenTaHIN
(5 MKT/KT pa3oBo)

AUCo. anbdenTaniny 1y
6 pasis

VY He3ane:xxHOMY
omyOJIiKOBaHOMY JOCTiKEHHI:
AUC.. penraniny 1 B 1,34 pasza

IHIIUX CTPYKTYPHO MOAIOHUX
710 asib(heHTaH1Ty OIiaTiB
KOPOTKOI i1, 110
metabomnizytotbes CYP3A4
(mampukiam cypeHTaHiy).
PexomenayeThCS TpUBAIHA 1
YaCTUH MOHITOPHUHT IIIOJI0
MPUTHIYCHHS JUXaHHS Ta
MOOIYHUX pPeaKilii,
acoIIOBaHUX 13
3aCTOCYBaHHSM OITiaTiB

CTaTI/IHI/I, HalpukJjazn

JoBacTaTHH (cyOcTpaTu
CYP3A4)

Xoua BiAMOBIAHI KIIHIYHI
JOCITIDKCHHS HE TTPOBOJINIIH,
BOPHKOHA30J1, HMOBIpHO,
3aTHHH IT1ABUIIYBaTH T1a3MOBI
piBHI CTaTHHIB, IO
MeTtabomizytorecsi CYP3 A4, mo
MO>K€E TIPU3BOJIUTH IO
pabaoMioizy

PexoMeHIyeThCs pO3TIISIHY TH
MOYKJIUBICTB 3HVMKEHHS J03U
CTAaTHUHIB

[MoxiaH1 cynb(pOHIICEUOBUHH,
HaMpUKIA] TOJIOyTaMiI,
Tinisua, ridypun (cyocrpaTtu
CYP2C9)

Xoya BIJAIMOBIIHI JOCIIIKEHHS
HE TIPOBOJINIIN, BOPUKOHA30JT
MOJKe ITi/IBUIIyBaTH PiBEHb
MOX1JHUX CYJIb(OHIJICEYOBUHH Y

HeoOximuuii peTenpbHui
MOHITOPUHT P1BHS INIIOKO3U B
KpoBi. PexomeHayeThcs
PO3TIISTHYTH AOMIJIBHICTD
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TJ1a3M1 KPOBI 1, TAKUM YHHOM,
CIPUYHHSITH TIOTITIKEMI 0

3HIDKEHHS 031 ITOX1IHUX
CYJIb(OHIJICCYOBHHHI

Aunkanoinu GapBiHKY,
HaIpUKJIaJ] BIHKPUCTHH Ta
BiHONacTHH (cyOcTpatu

CYP3A4)

Xoua BIAMOBIAHI KIIHIYHI
JIOCJTIJDKCHHS HE MPOBOJINIIH,
BIJIOMO, 1110 BOPUKOHA30JI MOXKE
M1IBUIIYBaTH PiBEHb ATKAJIOi/IiB
OapBiHKY Y TIJIa3Mi KPOBI Ta
MPU3BOIUTH JI0 PO3BUTKY
HEUPOTOKCUYHMX €(DEKTIB

PekoMeHTyeThCs pO3TISIHY TH
IOLIJIBbHICTE 3HUKEHHS 103U
aJIKasoiiB OapBIHKY

[ami iari6iTopu BUUI-ipoTeasn,
HaIPUKJIAJ] CaKBiHABID,
aMIipeHaBip Ta Heyndinapip*
(iari6itopu CYP3A4)

KotiniuHi qocimipKkeHHs HE
nposoaunucs. Pesynsraru
JIOCITIIKEHB iN Vitro cBimuars
po Te, [0 BOPUKOHA30JI MOXKE
MPUTHIYYBaTH META00JI13M
inriditopiB BUI-mporeasu ta
MeTabo01i13M BOPHKOHA30TY
MO>K€ IPUTHIYYBAaTHUCS
inribiTtopamu BUJI-mpoTeasu

PexoMeHnyeThCs peTebHUI
MOHITOPHHT ITalli€HTIB 00
OyIIb-SIKMX MPOSIBIB
TOKCHUYHOCTI IUX MIPETapariB
Ta/ab0 BIACYTHOCTI iXHBOT
e(heKTUBHOCTI, 8 TAKOXK —
PO3TISHYTH JAOLITBHICTh
KOPEKIIi1 103U

[H11 HeHyKJ1eo3uIH1 iHT10iTOpH
3BOPOTHOI TPAHCKPUIITA3U
(HHI3T), nanpuknan
JeaBipAnH, HEBIpaITiH
(cyOcTparu Ta iHTi6iTOpH
CYP3A4 a6o ingykTopu
CYP450)

Kiniuai gocimijmKkeHHs He
pOBOAWIH. JloCiIKEeHHS in
Vitro cBiiyath mpo e, mo
MeTab0I113M BOPUKOHA30ITY
moke npurHivysatucs HHI3T
Ta BOPMKOHA30JI MOXKeE
NPUTHIYYyBaTH MeTa00Ii3M
HHI3T. 3a pesynbratamu
JIOCITIJKEHb BIUIUBY e(aBipeH3y
Ha BOPUKOHA30JI MOXKHA
MPUITYCTHTH, IO META0O0IIi3M
BOPHKOHA30Jy MOXXe OyTH
igaykoBaanit HHI3T

PexoMeH1yeThCs peTenbHU
MOHITOPHHT MaIi€HTIB 010
Oy1b-SIKUX MPOSBIB
TOKCUYHOCTI ITUX MpeTapaTiB
Ta/a00 BiICYTHOCTI IXHBOT
e(heKTUBHOCTI, a TAKOXK
PO3TISTHYTH MOKJTUBICTh
KOpeKIIii 103u

Iumetuauu
(mecnienuiunmii iHTI0ITOP
CYP450 Ta migBunrye pH
IIUTYHKOBOTO COKY)

(400 mr 2 pa3u Ha 100Yy)

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

He Bumarae kopekiiii 1o3u

Jurokcun
(cyberpar P-riikonpoTteiny)
(0,25 mr 1 pa3 Ha J100Y)

Cmax IMTOKCUHY <>
AUC; nurokcuny <

He Bumarae kopexitii 103u

[nnunaBip

(iuribitop Ta cyOcTpar
CYP3A4)

(800 mr 3 pa3u Ha 100Y)

Cmax BOPHKOHA30ITY <>
AUC; BoprKoHa301y <>
Cmax IHIHHABIPY <>
AUC; inauHaBipy <>

He Bumarae kopexkirii 1o3u

AHTHOI0THKY TPy MaKpOJIiIiB
Eputpominun

(iuri6iTop CYP3A4)

(1 r 2 pas3u Ha 100y)

ABUTPOMIITUH
(500 mr 1 pa3 Ha 100y)

Cmax1 AUC; BoprKoHa30Iy <>

Cmax1 AUC; BoprKoHa30JTy «>

Jlist BOpuKOHA30Ily Ha
EPUTPOMIIIHH YU a3UTPOMIIIHH
HEeBiJIoMa

He Bumarae kopexkiiii 1o3u

MikoeHo0Ba KUCIOTa
(cyoctpat YJID-

Cmax Ta AUC; MiKO(eHO010BOT
KHCJIOTH <>

He Bumarae kopekuii 1o3u
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IIOKYPOHIITpaHCchepasn)
(1 r OJHOKPATHO)

Kopruxocrepoinu CmaxmipenHizony 1 11 % He Bumarae kopekiii go3u.
AUCy., mpennizony 134 % 3a cTaHOM MAalli€HTIB, K1
[Ipeanizonon MPOXOASTH JIOBFOTPHBAJIC
(cyberpar CYP3A4) JIKyBaHHS BOPUKOHA30JI0M
(60 mMr omHOKpATHO) 1 KopTUKOCTEpOigaMu (y TOMY

YUCI IHTaIAi HHIMH,
Hanpukiag OyJaecoHi oM

Ta IHTpaHa3aTbHUMH
KOPTHUKOCTEPOiTaMHu ), CJTi T
YBa)KHO CITOCTEPITraTH MI010
nuc(yHKITIT Kopr
HAJJHUPKOBHX 32103 SIK IT1]T
Yac JTiKyBaHHS
BOPUKOHA30JI0M, TaK 1 IicIIs
fioro 3aBepuieHHs (IUB.
po3ain « Ocobrusocmi

3aCcmocy8anHsy)
Panituaus (nigsuitye pH CmaxTa AUC ; BopukoHazoiy <> | He Bumarae kopekuii 1o3u
IUTYHKOBOTO COKY)
(150 mr 2 pa3u Ha 100Y)

Ocobnuseocmi 3acmocyeanns.

T'inepuymausicmo. BideHn ciig 3aCTOCOBYBaTH 3 00CPEKHICTIO MAIIEHTAM 13 TIMEPIyTIUBICTIO JI0
1HIIMX a30J1iB (IuB. po3ain «[To6iuHi peakiiin).

Cepyeso-cyounna cucmema. BOpPUKOHA307 acOINIOEThCA 3 MOAOBKeHHsM iHTepBany QT.. Ilpu
3aCTOCYBaHHI BOPHKOHA30Jly PIJKO CIIOCTEPITajvcsl BWITAJKW IITYHOYKOBOI TaXikapail THITY
«IipyeT» y MaIi€HTIB 13 TAaKUMH (PaKTOpaMH PH3UKY, SK KapAiOTOKCHYHA XiMioTeparis B aHaMHe3l,
KapA10Miomaris, TiMoKalieMis Ta 0JJHOYacHA Teparis JIKapChbKUMHU 3ac00aMHU, 1110 MOXKYTb CIIPUSITH
PO3BUTKY 3a3HAYEHOTO BHUIIE CTaHYy. BOPUKOHA30 CIIiJT 3aCTOCOBYBATH 3 O0CPEKHICTIO MAIliEHTaM
13 MOTEHI[IHHO MPOAPUTMIYHUMU CTAHAMM, TAKUMU SIK:

. BpOJDKEHE a00 HaOyTe MoTOBKEeHHS iHTepBany QT.;

. Kap/ioMionarisi, 0COOJMBO PU HASIBHOCTI CEPLIEBOI HEAOCTATHOCTI ;

. CUHYCOBa OpaJuKapis;

. HaSBHICTh CAMITOMHUX apUTMIiii;

. OJIHOYACHE 3aCTOCYBaHHS JIIKAPCHKUX 3aC001B, SIKI MOXKYTh MOJ0BKYBaTH 1HTEpBaT QT..

Cnip 3a1CHIOBATH MOHITOPUHT TaKUX €JIEKTPOJITHUX MOPYIICHbB, SK TIMOKATIEMIs, TiIlIOMarHieMis
Ta TIMOKAIBIIEMIS, Ta Y Pa3i HEOOX1THOCTI TPOBOAUTH iX KOPEKINIO Mepe ] MOYaTKOM 3aCTOCYBaHHS
BOPUKOHA30Jy Ta BIPOAOBXK JiKyBaHHs (IUB. po3aii «Crocid 3acToCyBaHHS Ta JA03W»). 3 y4acTIO
3JI0pOBUX JOOPOBOJBIIIB OyJIO MPOBEACHO MOCIHIKEHHS BILUIUBY Ha iHTepBal QT. 0MHOKpATHOTrO
3aCTOCYBaHHS BOPUKOHA30JIy B Jl03aX, LIO /10 4 pa3iB MEpEeBUIYBaJId 3BUYAHY 1000BY a03y. Y
YKOJHOTO 3 YYaCHUKIB JOCIHI/DKCHHS TPUBAIICTh I[HOTO IHTEPBAJy HE TMEPEBHUIIyBaja MOTCHINHHO
KJIiHIYHO 3Hauymoro nmopora 500 mc (auB. po3ain «DapMakoauHaMiKay).

I'enamomoxcuunicmo. Y X041 KIIHIYHUX JOCHIJKEHb TMPU 3aCTOCYBaHHI BOPUKOHA30JY
criocTepiraimicsi cepiiozHi peakiyii 3 OOKy NediHKH (BKIIIOYAIOUM KJIIHIYHO BHPAXKCHUIl TemaTurT,
xosecras Ta (yJIbMiHAHTHY MMEYIHKOBY HEIOCTATHICTh, Y TOMY YHCII 3 JICTaJbHUM HACIIiJIKOM).
Peaknii 3 OOKy NEYiHKM CIOCTEpITajucs y MEpIly 4Yepry y MAaIli€HTiB i3 TSHKKAUMU CYNyTHIMH
3aXBOPIOBAHHSAMH (OCOOJMBO MPH 3JI0AKICHUX 3aXBOPIOBAHHAX KpOBi). TpaH3UTOpPHI peakiiii 3 60Ky
MEYiHKH, BKJIIOYAIOUM TEMAaTUT Ta KOBTSHUIIIO, CIIOCTEPITAINCS Y MAIi€HTIB 3 BiJICYTHICTIO 1HIIMX
ineHTudikoBaHux (akropiB pusuky. [lopymenns QyHkuii nedinku 6ynu oOOPOTHUMH Ta 3a3BHYAN
HOpMaJTi3yBaJIHCs IMicCIis BiAMiHU Tepaii (1uB. po3ain «[loGiyni peakiiin).

Monimopune ¢hynxyiu neuinxu. TlalieHTiB, K1 3acTOCOBYIOTh BideHn, ciiJy peryiaspHO OrsiIaTH
010 TenaToTOKCHYHOCTI. CrocTepekeHHs 3a MalieHTaMH IIOBUHHO BKIIOYATH JaOOpaTOpHY
ouiHky ¢ynkuii neuinku (30kpema ACT Ta AJIT) Ha nmodaTky 3acTocyBaHHA npemnapary Bidena ta
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moHaiMeHmIe | pa3 Ha THOKIEHB MPOTATOM IEPIIOTO MiCsIs JTiKyBaHHS. TpUBANICTh JIKYBaHHS Ma€e

OyTHM HAaCTUIBKM KOPOTKOK, HACKUIBKM 1€ MOXJIMBO, OJHAK, SIKIIO 3 OISy Ha OLIHKY

CHiBBIJHOIICHHSI PU3UK-KOPUCTH JIKYBaHHS MPOJOBXKYETHCS (IuB. po3ail «Crocid 3acToCyBaHHS

Ta J03W»), 4acTOTa MOHITOPHUHTY MOXKe OyTH 3MeHIIeHOI0 10 1 pa3y Ha MicAlb 32 YMOBHU

BIJICYTHOCTI 3MiH y pe3yJbTaTax Ne4iHKOBUX MPo0.

SIKmo pe3ynabTaTH MEYIHKOBUX MpPO0 JEMOHCTPYIOTh 3HAuylle IMi/IBUIIEHHS, 3aCTOCYBaHHS

npemnapaty BideHa ciig npunmuHATH, 32 BUHATKOM BHUIIAJIKIB, KOJIM PE3yJIbTaTH MEIUYHOI OIIHKU

CHiBBiJJHOIIEHHS PU3UK-KOPUCTH OO PYHTOBYIOTH ITPOJJOBKEHHSI 3aCTOCYBaHHS Ipernapary.

KonTpoas ¢pyHkii nedinku He0O0X1AHO MPOBOAUTH SIK y JITEH, TaK 1 y TOPOCIUX.

Cepiio3Hi nobiuni peaxyii 3 60Ky wKipu.

=  DOTOTOKCHYHICTB. 3acTOCYBaHHS npenapaty BideH 101aTKoBO MOB’SI3yBaIH 3 MOSIBOO TaKHX
peaxiiii (OTOTOKCUYHOCTI, SIK BECHSHKH, JJCHTUTO, aKTUHIYHUIA KepaTo3 Ta IMceBaonopdipis.
VYciM  mamieHTaM, BKIIOYAKOYM  JIITEH, TijJ dYac 3acTOCyBaHHs Tmipenapary Bidena
PEKOMEH/Iy€ThCSI YHUKATH BIUIMBY MPSIMUX COHSYHUX NPOMEHIB, HOCUTH 3aXHCHUU OIST Ta
KOPUCTYBAaTHUCA COHIIE3aXUCHUM 3aC000M 3 BUCOKUM (hakTopoM 3axucty (SPF).

= [InockokimiTmHHA KapuwHoMma mkipu. Cepea TaIieHTIB, y SKUX Oylo 3adiKCOBaHO
IUIOCKOKJIITUHHY KapUMHOMY IIKipH, OyfaM MaIll€HTH, K1 paHillle Maad MPOSBU PeaKIlii
dboToTOKCHMYHOCTI. Y pa3l TMOSBA Ppeakiiid (POTOTOKCHMYHOCTI HEOOXIJHO MPOBECTH
MDKAMCHUIUIIHAPHI KOHCYJIbTALIl JIiKapiB, NPUIMHUTH 3acCTOCYBaHHA mpenapary Bidenn, a
TaKOXX PO3TJITHYTH MOJKJIMBICTh 3aCTOCYBaHHS IHIIMX MPOTUTPHUOKOBUX 3acCO0IB 1 HANPaBUTH
namieHTa A0 jaepmarojiora. SIKImo JiKyBaHHsA mpenaparoM BideHn mpoaoBKyeTbes, JiKap-
JIEpMATOJIOr Ma€ CHCTEMarHMyHO Ta PEryjsipHO OIVIAaTH Mali€HTa 3 METOK PaHHBOTO
BUSIBIICHHS Ta JIIKYBaHHS MOXJIMBUX TI€pEAPAKOBUX ypaxeHb. Y pasi  BHUIBICHHS
NepepakoBUX ypakeHb HIKipu a00 MIIOCKOKJITHHHOI KaplMHOMH 3aCTOCYBAaHHS Ipenapary
Bidenn HeoOXiqHO MPUIUHUTH (IUB. po3iT «JlOBroTpuBaie JiKyBaHHS HIKYE).

= Tsokki moGiuHi peakii 3 0oky mKkipu. [Ipu 3acTocyBaHHI BOPUKOHA30Iy MOBIIOMIISLIIOCS PO
BUIAJIKH TSDKKUX TMOOIYHUX peakiiii 3 00Ky MmIKipH, Takux sk cuHApoM CriBeHca—J[>)KOHCOHA,
TOKCUYHUM CIJIepMaJIbHUH HEKPOJIi3 Ta MEIMKAMCHTO3HA peakiis 3 eo3uHODiIe0 1
cucremaumu mnpossamu (DRESS), mo MoxyTh OyTH HeOE3NeUHMMH ISl KUTTS abo
JeTaJbHUMU. 3a CTAHOM MAli€HTIB 3 MPOsIBAMU BUCUIY HEOOXiJHO PETENIbHO CIIOCTEpIraTH i
IPUIMHUTH 3aCTOCYBaHHs IpenapaTy Bidenn y pa3si nporpecyBaHHS 3aXBOPIOBaHHS.

SBuina 3 60Ky HaJHUPKOBUX 3aJ103
HenocrarHicTh HaAHUPKOBUX 3aJ103 BUHUKAJA B ICSKUX MAlll€HTIB YHACHIIOK 3aCTOCYBAaHHS 1HIINX

a30J1iB (HaIpPUKJIa]] KETOKOHA30ITY).

OOopoTHI BHMAAKH HAJHUPKOBO3AJIO3HOI HEAOCTATHOCTI CIOCTEpIraMCh Y TAIlI€HTIB, SKi
OTPUMYBAJIM BOPUKOHA30.

3a crTaHOM TAIi€HTIB, SKi TNPOXOJATh JIOBFOTpPHUBAjJe JIIKyBaHHS BOPHUKOHA30JIOM 1
KOpPTUKOCTepoigamu (y TOMY YHCII 1HTISIIHHUMU, HAaIPHUKJIal OyI€COH1I0M Ta iHTpaHa3aIbHUMHU
KOPTUKOCTEPOilaMt ), CITiJ] YBaXKHO CIIOCTEpITaTH MI0A0 AUCHYHKIIT KOpU HAJHUPKOBUX 3aJI03 SIK
IiJ] yac JIIKyBaHHS BOPHMKOHA30JIOM, TaK 1 MiCJasl HOro 3aBeplieHHs (AuB. po3ain «Bzaemomis 3
1HIIMMHU JIIKapChbKUMU 3aC00aMHU Ta 1HILI BUJIU B3A€EMOIN»).

Jlosecompusane nixysauus. JlOBroTpuBayiie 3acTOCyBaHHS Ipemapary (3 MeETOl JiKyBaHHS abo
npodinakruku) mnpoTsarom Oinbiie HixK 180 muiB (6 MicsAwiB) moTpedye peTeNnbHOI OLIHKHU
CIIBBITHOIICHHS KOpPUCTI Ta pus3ukiB. KpiM Toro, mikapsM cCiiJi pO3MJISHYTH MOMJIHMBICTD
3MEHIIeHHs 103u mnpenapary Bidenn (muB. posmimm «Cmoci® 3acTocyBaHHS Ta JO3U» 1
«DapmakoguHaMiKay).
Bynu moBigoMieHHS TpO BHUMAJKM IJIOCKOKIITHHHOI KapUUHOMHM IIKIpW, TIOB’S3aHI 3
JOBFOTPUBAJIMM 3aCTOCYBaHHSIM Ipenapary Bidenn.
VY mamieHTiB, sIKi IEPEHECIIN OTepallii 3 TpaHCIUIAHTaIlil, criocTepiraBcs HeiH(eKIi WM TIepi OCTUT 3
HiIBUIICHUMH piBHAMU (TOpy 1 MykHOi (pocdarazu. SKiio y maiieHTa pO3BUBAETHCS CKEIETHHIM
Ol1b, a PEHTIeHOJIOTIYHI O3HAKM BKa3ylOTh Ha HASBHICTb MEPIOCTUTY, CIiJ TPOBECTH
MDKAUCHUIUTIHAPHI KOHCYJIbTALI] JiKapiB Ta PO3IJISHYTH HEOOX1AHICTh IPUITMHEHHS 3aCTOCYBaHHS
npenapary Bipena.
Ilo6iuni peaxyii 3 60Ky opeanié 30py. I1oBiioMIIsIOCs PO TpUBaJl MoOIUHI peakuii 3 60Ky opraHiB
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30py, BKIIIOYAIOUM HEYITKICTh 30py, HEBPUT 30pOBOTO HEpBa 1 HAOpPSAK OHMCKa 30pOBOTO HEpBa
(muB. posnin «IloGiuHi peakii»).
Hobiuni peaxyii 3 60Ky Hupox. TIOBITOMIISIIOCS PO PO3BUTOK T'OCTPOi HUPKOBOI HEJOCTATHOCTI
IpH 3acTOCyBaHHI npenapaty Bidenn mamieHTam 3 TSHKKAMU 3aXBOPIOBaHHSIMH. Y TAalli€HTIB, AKi
3aCTOCOBYIOTh BOPMKOHA30J1, MOXJINBE 3HWKEHHS (DYHKIIT HUPOK ITPH OJHOYACHOMY 3aCTOCYBaHHI
3 He()POTOKCHYHUMH JIIKApChbKUMU 3aco0aMM Ta/abo0 Mpu CymyTHIX cTaHax (auB. po3fin «llobiuHi
peaxIriin).
Monimopune  ¢@yukyii nupox. CiiJi TPOBOJUTH MOHITOPUHI TMAII€HTIB IIOJO MOXJIMBOTO
nopymeHHs QyHKIii HIpOoK. MOHITOPUHT TOBUHEH BKJIIOYATH OIIHKY Ja0OpaTOPHUX TMOKA3HHKIB,
0COOJIMBO PiBHS KpEaTHHIHY B CHPOBATIII KPOBI.
Monimopune ¢ynxyii niownyuxosoi 3ano3u. Ilpm 3acTocyBaHHI mpenapaTry CiiJl NPOBOJUTH
peTeNbHUI MOHITOPUHI TAIlI€HTIB, OCOOJMBO AUTAYOTO BIKY, i3 TaKMMH (PAKTOpaMu PHU3HKY
PO3BUTKY TOCTPOrO0 NAaHKPEATHTy SK HEIIOJAaBHO IMPOBEIEHA XiMiOTepamis, TpaHCIUIaHTAIlis
TeMONOETUYHUX CTOBOYPOBUX KIIITHH. Moke OyTH He0OXiJHUM CIIOCTEPEKEHHS 32 PIBHEM aMisla3H
a0o J1irma3y B CUpOBATIIi KPOBI.
Jimu. besrieka Ta eQeKTHBHICTh 3aCTOCYBaHHS mpenapary Bidenn nmitsm BikoM 10 2 pOKiB He
BcTaHOBNeHI (muB. po3ain «lloGiuni peakmii» Ta «®PapmakonuHamikay). Bopukonazon
PEKOMEHIOBAHO 3aCTOCOBYBATH JITSM BIKOM BiJ 2 pOKIB. Y JAiTeH MiABUILEHHS PIBHS ME€YIHKOBUX
(dbepmeHTiB ciocTepiranocs yacrime (auB. po3ain «llobiuni peakuii»). Ak gopocoum, Tak 1 AiTIM
HEOOXIAHUH MOHITOPUHT (YHKIII TEYIHKH. Y TaImieHTiB BikoM 2-12 pokiB mnepopajibHa
010JI0CTYIHICTh Mpernapary Moke OyTH OOMEKEHOI0 yepe3 MasibaOcopOIiio Ta Jy’ke HU3bKY Macy
Ti1a. TakuM nanieHTaM peKOMEH0BaHO 3aCTOCOBYBATH IpEIapaT BHYTPIIIIHHOBEHHO.
=  Cepiio3Hi mo0iuHI peakiii 3 60Ky MKipH (BKIOYAIOYX IUIOCKOKIITUHHY KapIIMHOMY IIKipH). Y
JTEH 4acTOTa BAHUKHEHHS Peakiliii GOTOTOKCHYHOCTI € BUIIIOK0. SIKIIO y MaIi€HTIB Ii€l TpynH
CIIOCTEPITa€ThCsl TMPOTPECYBaHHS YpaXeHb B OIK IJIOCKOKIITUHHOI KapUUHOMHU IIKipH,
HEOOX1/THO BXXUTH IMOCUJICHUX 3aX0/IiB IS 3aXHUCTY Bl COHIYHUX MPOMEHiB. J[iTsM, 1110 MatoTh
03HaKu (OTOCTAPIHHS, HATPUKIIAA, BECHSIHKH a00 JICHTHTO, PEKOMEH/IY€ThCS CIIOCTEPEIKECHHS
JiKaps-AepMaToiiora Ta YHUKHEHHS BIUIMBY COHSYHMX IMPOMEHIB HaBiTh MiCls MPUIMHEHHS
3aCTOCYBaHHS Iperapary.
Ilpoghinakmuxa. Y pa3l BHUHUKHEHHS TIIOB'A3aHUX 3 JIKYyBaHHAM TOOIYHMX peakuii
(rernaToTOKCUYHOCTI, TSHKKUX IIKIDHUX peaKuiil, BKIYaroud (POTOTOKCHYHICTD 1 TUIOCKOKIITUHHY
KapIIMHOMY, TSDKKHX a00 TpHBaJIMX pO3JIaAiB 30py Ta IEpiOCTUTY) MOTPIOHO pO3IISIHYTH
MOXJIUBICTh TPUIMHEHHS BUKOPUCTAHHS BOPUKOHA30Jly Ta 3aCTOCYBAaHHS aJlbTEPHATUBHUX
MPOTUTPHUOKOBUX MpENaparis.
@enimoin  (cyocmpam CYP2C9 ma nomyowcuuii  inoykmop CYP450). llpu ogHO4YacHOMY
3acTOCYBaHHI (PEHITOTHY Ta BOPHKOHA30JIy PEKOMEHIOBAHO IMPOBOJINUTH PETEIbHUI KOHTPOJb PiBHA
(dheniToiHy y Tu1azmMi kpoBi. OTHOYACHOTO 3aCTOCYBaHHS BOPUKOHA30/1y Ta (DEHITOIHY CITiJ] YHUKATH,
SKIIO TIMBKM KOPUCTh HE NEepeBakae pU3WK (IUB. po3ain «B3aemoxis 3 IHIIMMU JiKapCHKUMU
3aco0aMu Ta 1HII BUIU B3aEMOJIII).
Edgasipens (inoykmop CYP450; incioimop ma cyocmpam CYP3A44). Tlpu oaHO4YacHOMY
3aCTOCYBaHHI BOPHMKOHA30Iy Ta e(aBipeH3y 103y BOPUKOHA30ITy ¢l miABUIIUTH 10 400 Mr KoxHi
12 roguH, a no3y edasipensy — 3meHmmTd a0 300 mMr koxHi 24 roquau (mUB. po3aim «Crocid
3acTOCYBaHHS Ta 103u», «IIpoTunokazanHs» Ta «B3aemozis 3 IHIIMMHU JTIKAPCHKUMH 3aC00aMHU Ta
1HIII BUIM B3a€EMOIIN).
Pugpabymun (nomyorcnuii inoykmop CYP450). Ilpn oqHOYacHOMY 3aCTOCYBaHHI BOPHKOHA30Jly Ta
pudabyTrHy HEOOXiTHHI peTeIbHUH MOHITOPUHT ITOKA3HUKIB 3arajJibHOTO aHajlizy KpOBI Ta
NOOIYHUX pEeakIliif, MoB’s3aHUX i3 3acTOCYBaHHsIM pHuDadyTHHy (Takux sK yBeir). OmHOYACHOTO
3aCTOCYBaHHSI BOPUKOHA301y Ta pudalOyTUHY CIiJl YHUKATH, SKIIO TUIBKU KOPUCTh HE IepeBaxae
pU3UK (IuB. po3ain «B3aeMois 3 IHIIMMU JIIKApCHKUMHM 3aC00aMU Ta 1HIIII BUX B3aEMOIIN).
Pumonasip (nomyoscnuit inoykmop CYP450; ineioimop ma cyocmpam CYP3A4). Chiag yHHUKaTH
OJTHOYACHOTO 3aCTOCYBaHHS BOPUKOHA30Jly Ta HU3BKUX 1103 puroHaBipy (100 mr 2 pasu Ha 100Y),
SKIIO TUIBKU KOPHUCTH JUTSl MAIll€HTA BiJl 3aCTOCYBaHHS BOPHMKOHA30JIY HE MEpeBakae€ PU3UK (IHB.
po3min «IIpotunokazanus» ta «B3aemomis 3 IHIIMMU JIKApCBKUMH 3aco0aMu Ta 1HIN BHAH
B3aEMOJII»).
Eeseponimyc (cyocmpam CYP3A4, cyocmpam p-enikonpomeiny). OmHOYacHE 3aCTOCYBaHHS
€BEepOJIIMYCY Ta BOPUKOHA30Jly HE PEKOMEHIYEThCS, OCKUIBKU TepeadadyaeThes, 0 BOPHUKOHA30II
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CIpUYMHSE 3HAYHE IiJIBUIICHHS KOHIIEHTparii eBepoiimycy. Ha manumit wac iHpopmamii miono
JI030BOTO PEKUMY HEJOCTAaTHBO (IUB. po3nin «B3aemomis 3 IHIIMMU JIKapCHKUMU 3aco0aMH Ta
1HIIT BUJTA B3aEMOJIIN»).

Hanoxceeon (cyocmpam CYP3A4). OnHodacHe 3aCTOCYBaHHS BOPHKOHA30Jy Ta HAJIOKCETOJY
HE PEKOMEHIy€ThCSI, OCKIIbKH Mepe10avyaeThes, 10 BOPUKOHA30J 3HAYHO I1JBUIILYE KOHILIEHTpaLii
Hajokcerony. Hapa3i HeZOCTaTHbO MAaHMX [UIsi HaJaHHS YITKUX YKa3iBOK IIOJ0 JO3YBaHHS
HaJIOKCETOJTy B Takiil cuTyaii (IuB. po3aul «B3aemodis 3 inwumu nikapcokumu 3acobamu ma iHuti
BUOU 83AEMOOILLY).

Memaoon (cyocmpam CYP3A4). Tlpu omHOYaCHOMY 3aCTOCYBaHHI METaJOHY Ta BOPHUKOHA30Jy
PEKOMEHIOBAaHO MPOBOJUTH pETEIbHE OOCTEKEHHS IIOJ0 PO3BUTKY MOOIYHUX peakiliid Ta MposBiB
TOKCUYHOCTI, SIKI MOK€ CIPUYMHUTH METAI0H (BKJIIOUAIOUH MOOBKEeHHs iHTepBaity QT.), OCKiIIbKH
PiBHI METaI0HY MiABUIIYIOTHCS MIPH OJHOYACHOMY 3aCTOCYBaHHI BOPHKOHA30Ty. MOYK€ BUHUKHYTH
HEOOXIIHICTh Yy 3HWIKEHHI J03W MeTajoHy (IuB. po3ain «B3aemomiss 3 1HIIMMH JTIKaPCHKUMH
3aco0aMu Ta 1HIII BUIU B3aEMOIN).

Oniamu xopomkoi 0ii (cyocmpamu CYP3A44). llpu oqHOYaCHOMY 3aCTOCYBaHHI OMiaTiB KOPOTKOL
Ji1 Ta BOPUKOHA30IY CIIiJ] PO3TIISIHYTH MOKJIMBICTH 3HIDKEHHS TO3H alb(QeHTaHiTy, eHTaHTy Ta
IHIIMX OMiariB KOPOTKOI [ii, 1m0 MoAiOHI 3a CTPYKTYpOro A0 anb(eHTaHiTy Ta MeTabomi3ylThCs
CYP3A4 (takux sik cydeHTtaHin) (auB. po3ain «B3aemosis 3 iHIIUME JIKApCHKUMH 3aC00aMH Ta
1HII BUAM B3aemomiii»). Moke OyTH HEOOXiIHMM 4YacTUW MOHITOPUHT TOOIYHHMX pEaKIiii,
acoIlIMOBAaHUX 13 3aCTOCYBaHHSM OITiaTiB (BKJIFOYAIOYH JOBIITY TPUBAIICTh MOHITOPHHTY JUXAIBHUX
(GyHKIIH), OCKIJIBKM NPH OAHOYACHOMY 3aCTOCYBaHHI OIIiaTiB KOPOTKOI Jii 3 BOPHUKOHA30JIOM
MepioJi HAIMIBBUBEACHHS alb()EHTAHITY TMOMOBXKYETHCS B 4 pa3d, a TaKOXX BpPAaXOBYHOYH, IO
BiJIMOBITHO JI0 HE3aleKHO OMyOIIKOBAaHUX JAHUX OJHOTO JOCITIDKECHHS OJHOYACHE 3aCTOCYBaHHS
(heHTaH1Ty Ta BOPUKOHA30JIY MPU3BEJIO JI0 MiABUIICHHS cepeaaboro piBHI AUC.. PpeHTaniIy.
Oniamu mpueganoi 0ii’ (cyocmpamu CYP3A4). Tlpu ogHOYaCHOMY 3aCTOCYBaHHI OIaTiB TPUBAJIOI
Jii Ta BOPUKOHA30TY CJIiJI PO3MISHYTH MOXKJIMBICT 3HMDKCHHS JTO3W OKCHKOJIOHY Ta 1HIIKX OITiaTiB
TpuBayol fii, mo metabomzyotrbest CYP3A4 (Hanmpukian rigpokoaoHy). Moxe OyTH HEOOXiTHUM
YacTHil MOHITOPUHT TOOIYHUX peakiliid, acomifoBaHMX 13 3aCTOCYBaHHSM OMiaTiB (IUB. PO3ALI
«B3aeMois 3 IHIIUMU JTIKAPCHKUMH 3aCO0aMU Ta 1HII BUTU B3a€MOJII).

@nykonazon (ineioimop CYP2CY9, CYP2C19 ma CYP3A4). OgHodacHe mepopaibHe 3aCTOCYBaHHS
BOPHKOHA30JTy Ta (IYKOHA30JIy MPU3BOAUTH O 3HAYYIIOTO ITiABUIICHHS 3HAa4eHb Cmax Ta AUC;
BOPUKOHA307ly y 3I0pPOBUX H00poBoibIiB. HeBimomo, sike 3HMKEHHS 03U Ta/abo YacToTu
3aCTOCYBaHHSI BOPHKOHA30Jly Ta (pirykoHa30iy 3abesnedynsio 0 yHUKHEHHS gaHoro edexry. [Ipu
3aCTOCYBaHHI BOPHKOHA30iy Oe3nocepenHbo Micis (PIyKoHa30dy pPEKOMEHJOBAaHUI MOHITOPHHT
NOOIYHUX peakIliid, acoIliiOBaHUX 13 BOPUKOHA30J0M (AMB. po3din «B3aemomis 3 IHIIUMH
JTIKapChbKUMU 3aC00aMHM Ta 1HIII BUAU B3AEMOJII»).

JlonioMikH1 peYOBHHH

Jlakmosa. TlpenapaT MIiCTUTB JIAKTO3y, TOMY HOTO HE CJIiJ] 3aCTOCOBYBATH IMAIlIEHTAM 3 PiJAKICHUMHU
CHaJIKOBUMU CTaHAMH, TAKUMH SK HETIEPEHOCHMICTh TaaKTO3H, 3arajibHa HEIOCTATHICTh JIAKTA3H
Ta MaJIbabCcoPOILis ITTIOKO3U-TaIaKTO3H.

Hampii. 1lle nikapcbkui 3aci0 MicTUTh MeHIIe | MMonb/n Hatpito (23 Mr) Ha TaOneTKy.
[NamienTam, sKi TOTPUMYIOTHCS JI€TM 3 HU3BKMM YMICTOM HATpilO, CJiJ MOBIJIOMHUTH, IO e
JIKapChKUil 3aC10 MPAKTUYHO HE MICTUTbh HATPIIO.

3acmocyearnns y nepioo eazimuocmi abo 200ysanis 2pyooio.

BaritHicTb. He icHye 10oCTaTHRO JaHWX IIOJIO 3aCTOCYBaHHS IpernapaTy BideHna BariTHUM XKiHKaM.

JlociipkeHHs Ha TBapUHax IPOJEMOHCTPYBAJIM HAsBHICTb PENPOMYKTUBHOI TOKCHYHOCTI.

[NoTeHiHHUN PU3KK MTPH 3aCTOCYBaHHI IIpeTapary Ui JIIOJMHI HEBIIOMUI.

Bidenn He ciijg 3acTOCOBYBAaTH y MEPioJl BariTHOCTI, 32 BUHATKOM BHITQJIKiB, KOJIM KOPUCTb IS

MaTepi 0OYeBUTHO NIEPEeBaXKA€E MOTEHIIHHUHN PU3HK JUTS TUIOAA.

Kinkam penpoAayKTUBHOTO BIKY, SIKi MOXKYTh 3aBariTHITH, MiJl 4Yac 3aCTOCYBaHHS IMpernapaTry CIij

3aCTOCOBYBaTH €(heKTHUBHI MPOTU3ATLIIAHI 3aCO0H.

Iepioxa roayBanHs rpy/uio. Ekckpeniss BOpUKOHA301y Y TpyAHE MOJIOKO HE JOCHIIKyBajacs, TOMYy

TOJlyBaHHsI TPY/AJI0 CJI1JI IPUIIMHUTHU Ha Nepioj Teparii npenapatom Bidena.

@DepTunbHICTb. JlocmikeHHs Ha TBapUHAaX HE MPOAEMOHCTPYBAIM MOTIPIICHHS (DepTUIBHOCTI Y
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CaMIIiB Ta CaMOK II[ypiB.

30amuicme enausamu Ha WBUOKICMb peakyii npu KepysauHi asmMompancnopmom abo HuumMu
MexXanizmamu.

Bidenn mae nomipHHil BIUIMB Ha 3/1aTHICTb KEPYBaTH TPAHCIOPTHUMHM 3aco0aMH Ta MpaIlOBaTH 3
IHIIMMHU MeXaHi3MaMH. 3acTOCYBaHHS MpernapaTy MOXe CIPUYUHSATH OOOPOTHI MOPYUIEHHS 30Dy,
BKJIIOUAIOYU HEYITKICTh 30Dy, 3MiHEHE/NIOCHUJIEHE 30pOBe CHpUHHATTS Ta/abo ¢orodobiro. [Ipu
BUHUKHEHHI TaKUX CHMIITOMIB TAI[i€HTaM CIiJ YHHKATH MOTEHIIHHO HeOe3Me4YHOi aKTUBHOCTI,
HaIlpUKJIaJ KepyBaHHS TPAHCIIOPTHUMHU 3acO0aMH Ta pOOOTH 3 IHIIUMU MEXaH13MaMHu.

Cnocio 3acmocyeanna ma 003u.

Bidenn cnig 3acTocoByBaTH 1oHaMeHIIe 3a 1 ToanHy 10 abo micis npuiiomy 1xi.

[lepen mowyaTkoMm 3acTocyBaHHs mpenapaty Bidenn ta mporaroMm ioro 3actocyBaHHS HEOOXiIHO
IPOBOJUTH MOHITOPHHT IIOJI0 TOPYIIEHh EJIEKTPOJITHOro OanaHCy, TaKUX SK TilOKaTieMis,
rimoMarHieMiss Ta TIMOKAaJBIIEMIs, Ta 3a HEOOXIAHOCTI MPOBECTH iX KOPEKII0 (AWUB. PO3ILI
«OcobaMBOCT1 3aCTOCYBAHHS).

Jlikyeanus.

Jlopocai. [Ing pocsrHEeHHS B NEepUIMA J€Hb KOHIEHTpauid y miaa3Mi KpoBi, ONM3BKHX 10
PIBHOBOXHHUX, Tepamito mpenapatoM Bidena cmig po3mouynHaTd 3  BIAMOBIAHOTO PEXUMY
HaBaHTAXYBAJbHUX 7103 MEpOpPaIbHO a00 BHYTPILIIHHOBEHHO. 3 OIJIALY Ha BUCOKY Ol0JOCTYIHICTh
npenapary Bidena npu mepopansHomy 3actocyBanHi (96 %), 3a HasBHOCTI KJIIHIYHHMX I[TOKa3aHb
MO’KHa 3MiHIOBaTH IIISX HOTO BBEIECHHS 3 BHYTPIIIHFOBEHHOTO HA MEPOPATHLHUI 1 HAaBIIaKH.
JleTranbHi pekoMeH Al 010 T03yBaHHs HaBeACH] B TaOIUII 7.

Tabnums 7
Cxema 3acTOoCyBaHHS [Tpu nmepopaabHOMY 3aCTOCYBaHHI
[TamieHTy 3 Macoro Tina [MTamieHTH 3 Macoxo Tina
40 xr abo OinpIIe™® Menme 40 kr*

HaBanTaxyBamnbHi 103U 400 mr xoxHi 12 roqud 200 mr xoxHi 12 ronua
(mpoTsirom mepmux 24 TOaUH JIKYBaHH)
[TigTpumytrodi 1031 200 mr 2 pa3u Ha 100y 100 mr 2 pa3u Ha 100y
(uepe3 24 roMHU MicCIIA I0YaTKY
JIIKYBaHHS)

* Y ToMy 4HCIi IS AI[i€HTiB BIKOM Bij 15 pokiB.

TpuBanicte JikyBaHHs. TpuBaNiCTh JIIKyBaHHS Ma€ OyTH SKOMOTa KOPOTIIOIO, 3aJIe)KHO BiJ
KJTIHIYHOI Ta MIKOJIOTIYHOI BIAMOBIAI mamieHTa. Y pas3i HEOOXiJHOCTI 3aCTOCYBaHHS Ipernapary
nonay 180 nHiB (6 MiCSAIIB) CITiJI MPOBECTH PETEIBHY OLIHKY CITiBBITHOIICHHS KOPUCTI Ta PU3UKY
(muB. po3nin «Oco0MMBOCTI 3aCTOCYBaHHD» Ta « DapMakoAMHAMIKAY).

Kopekuist 103u juig gopociux. fIKIIo y mamjieHTa aJeKBaTHa BIINOBIAb Ha JIKyBaHHS BIJCYTH,
HiATpUMYIOYY /103y MokHa 30umbmmTé 10 300 Mr 2 pasu Ha 100y nepopanbHo. Ilamientam i3
Macoro Tima meHme 40 Kr mo3y mpenapary MokHa 30uUtbmmTH 10 150 MT 2 pasu Ha 100y
NepPOPAIBHO.

[TamienTamM 13 HEMEPEHOCHMICTIO 3aCTOCYBaHHS TIJBUINEHUX 03 TMpemapaTry ClijJ IMOCTYIIOBO
3MEHIIyBaTH 103y Ha S50Mr mo nocsarHeHHs miaTpumytouoi no3u 200 mr 2 pasu Ha 100y
niepopasibHO (un 100 Mr 2 pa3u Ha 100y nepopaibHO MallieHTaM 13 Macoro Tija MeHie Hixk 40 kr).
[Hdopmartis o0 3acTocyBaHHs NpenapaTy Uit NpoiJaKTHKU HaBeIeHA HIKYE.

Ipoginaxmuxa y dopocaux i dimelti.

[IpodinakTuky MOTpiOHO MOYaTH B JIEHb TPAHCIUIAHTAIl; 1 TPUBAJIICTh MOXE CTAHOBHTH JIO
100 nmuiB. IIpodinakTuka MoBMHHA OyTH SKOMOTa KOPOTHIOI 3aJI)KHO BiJl PU3HMKY PO3BHTKY
1HBa3MBHUX T'PUOKOBUX 1H(EKIIH, SKi BU3HAUAIOTHCS 32 O3HAKAMU HEUTporeH1i abo iMyHocympecii.
[ponowxkenus: mpodinaktuku g0 180 gHiB micas TpaHCIUTaHTamii MOXJIIMBE JHIIE Yy pasi
TpHUBarOUoi iIMyHOCYTIpecii a0 peakiii «TpaHCIUIaHTAT MPOTH Xa3sdiHay.

JlozyBaHHs. PexoMeHIOBaHUI peXUM J103yBaHHSA 3 METOI0 MPOQUIAKTUKU TaKUW caMui, sIK Mpu
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JKyBaHHI y BIIMOBITHUX BiKOBUX rpymnax (auB. Tabmuii 7 i 8).

TpuBanicte npodinakTuku. be3neunicTs Ta ePeKTUBHICTH BUKOPUCTAHHS BOPUKOHA30y MPOTATOM
Oinprre Hix 180 mHiB He OyJiM HaJE)KHUM YAHOM BHBUYEHI B KIIIHIYHUX BUTTPOOYBaHHSIX.
BuxopucranHss BOpHUKOHA301y i NpodUIaKTHKKA Tporsirom Oinbin Hixk 180 nuiB (6 MicsiiB)
BUMAarae peTeybHOI OI[IHKH CITIBBITHOILIEHHS KOPUCT1 T PU3HUKY.

Hacmynna ingpopmayisn cmocyemocs ax aiky8auHs, max i npoghiiakmuku.

KopuryBanns nmo3u. KopuryBaHHs 103U y pa3i HEOOCTaTHBOI €(EeKTUBHOCTI ab0 PO3BUTKY
MOB'sI3aHUX 3 JIKYBaHHSAM MOOIYHUX peakiliii He PpEKOMEHIYEThCS TTPU BUKOPUCTAHHI Tpenapary 3
METOI0 PO iTAKTHKH.

VYV pa3i mosBM MOOIYHUX pEaAKIli, MOB’SI3aHUX 13 JIKYBaHHSIM, CJiJ PO3MVISHYTH MOKJIMBICTH
NPUNIUHUTH  3aCTOCYBaHHS BOPHKOHA30Jly Ta PO3MOYaTH 3aCTOCYBaHHS allbTEPHATHBHUX
NPOTUTPUOKOBUX 3ac00iB (UB. po3ia «Ilo0iuHi peakitii» Ta «PapMakoIUHAMIKAY).

[Migbip m0o3M TpU  OJHOYACHOMY 3aCTOCYBaHHI 3 iHmmMH 3aco0amu. DeHITOIH MOXKHa
3aCTOCOBYBAaTH OJHOYACHO 3 BOPUKOHA30JIOM 33 YMOBU [MIJABHUILEHHS MIATPUMYIOUOi 103U
BopukoHazony 3 200 mr mo 400 mr 2 pa3u Ha 100y mepopansHO (31 100 Mr mo 200 mMr 2 pa3u Ha
no0y mepopanpHO TamieHTaMm 13 Macoro Tina MeHme 40 kr) (muB. po3aim  «OcoOnuBOCTI
3aCTOCYBaHHs» Ta «B3aemMois 3 IHIIMMU JIIKAPCHKUMH 3aC00aMU Ta 1HIII BUAM B3a€M O ).
Kom06inanii BopukoHazony Ta pudalOyTHHY Ciifi 32 MOKJIMBOCTI YHHUKAaTH. Alle y pa3l HaraabHOI
MOTpPeOM 3acTOCYBaHHS TaKoi KOMOIHAIl MATPUMYIOYY 03y BOPHUKOHA30Jy MOKHA 30LIBIIUTH 3
200 mr 1o 350 mr 2 pa3u Ha 100y mepopanbsHO (31 100 mr 10 200 Mr 2 pa3u Ha 100y MepopanbHO
namieHTaM 13 Macoro Tia MeHme 40 kr) (auB. po3aim «OcoOJMBOCTI 3aCTOCYBaHHS» Ta
«B3aeMopis 3 IHIIUMU JTIKAPCHKUMHU 3aCO0aMU Ta 1HII BUTU B3a€MOII).

OpHouacHO 3 BOPHMKOHA30JIOM MOJKHa 3aCTOCOBYBaTH e(daBipeH3 3a YMOBH ITiABUIICHHS
HiATPUMYIOYOi 71031 BOpuKoHa30dy A0 400 Mr xokHi 12 roguH Ta 3HMWKEHHS 103U edaBipeHsy Ha
50 %, To6to mo 300mr 1pa3 Ha m00y. Ilicas BiAMIHM BOPUKOHA30Jy CIiJI 3aCTOCOBYBATH
MOYaTKOBY 1103y edaBipen3y (muB. po3aian «OcoOarBOCTI 3acTOCYBaHH» Ta «B3aeMoIis 3 IHIIMMHU
JTIKapChKUMU 3aC00aMHU Ta 1HII BUIU B3aEMOII).

HamienTn mitHROro Biky. Hemae HeoOXimHOCTI B KOPEKMii JO3M MallieHTaM JITHHOTO BIKY (IWMB.
po3ain «®apMakoKiHETHKAY ).

Hopymienns ¢yukuii Hupok. [lopymeHHs ¢yHKIIT HUPOK HE BIUIMBAE Ha (PapMaKOKIHETHYHI
BIIACTMBOCTI BOPUKOHA30Jy MPU HOrO MepopalibHOMY 3acTocyBaHHI. Hemae HeoOxigHOCTI Yy
KOpEKIIii /03U MpenapaTy MHalli€eHTaM 13 MOpPYIICHHSAMH (YHKIIA HUPOK MOMIPHOTO Ta TSIKKOTO
ctyneHs (auB. po3aisl «DPapMaKOKiHETHKA).

Krnipenc BopukoHa3zoiy mpu Temojmanizi craHoBUTh 121 mi/xB. KigpkicTh BOPHKOHA30ITy, IO
BUBOJIUTHCS MPOTITOM CEAHCY T'eMOMAiali3y TPHBAIICTIO 4 TOJWHU, HEIOCTATHS IJIi BUHUKHCHHS
HEOOX1THOCTI B KOPEKIIii 1031 Mpernapary.

Hopymenns ¢yHkiii nedinku. [lamieHTam i3 MUPO30M MEYIHKH JIETKOTO Ta MOMIPHOTO CTYIEHS
TsoKKOCTi (kmac A ab6o B 3a kmacudikamiero Yannga—II'10) pekoMeHIOBaHO 3aCTOCOBYBATH
3BHYANHI PeKUMH HABAHTAXKYBAIBHUX 103, MPU [OMY MiATPUMYIOUY 03y HEOOXiIHO 3MEHIIUTH
BIBiYil (TUB. po3in «PapMaKOKIHETHKAY).

JocnikeHHs 3acTOCyBaHHsI mpenapary BigeHnn mnaimieHTam 13 TSDKKUM XPOHIYHUM IMPO30M
neuinku (knac C 3a knacudikaniero Yarinaa—I1'10) He mpoBouIIH.

[Hdopmanis mono Oe3nmexkd BOPUKOHA30JIy MPU 3aCTOCYBAaHHI MAIliEHTaM 13 BIIXUJIEHHSIMHU Y
pe3yibpTaTax neviHkoBuX Mpob (acmaprarrpancaminasa (ACT), ananintpancaminasza (AJIT), myxxHa
(docdarasza Ta 3aranpHui O1MIpyOiH, IO O1IBINE HIXK Y 5 pa3iB NEPEBUITYIOTH BEPXHIO MEKY HOPMH)
oOMexeHa.

3acTocyBaHHs Tpernapary Bidenn acomitoBaliocs i3 IMiJIBUIIEHHSIM pPIiBHS TOKa3HHKIB (PYHKIIHA
MEYIHKU Ta KJIIHIYHUMH O3HAKAMU YPOKECHHS NIEUiHKH, TAKUMH SIK KOBTSHHUIIS, TOMY 3aCTOCOBYBaTH
npenapar namieHTaM 13 MOpyHmeHHSM (YHKIIA MEeYiHKH TSHKKOTO CTYIEHs CJIJI JIMIIE TOJi, KOJIH
KOPHCTh TepeBakae MOTCHIIWHNN pr3uK. CIiJl 3IHCHIOBATH PETEIBHUN HATJIS 3a MallieHTaMH 13
TSOHKKUM TOPYHICHHSM (YHKIII MEeYiHKM MI0A0 PO3BUTKY TOKCHYHHUX e(eKTiB mpemnapary (JAuB.
posmin «Ilo6iuni peakiii).

Himu.
[Ipenapar 3acTOCOBYIOTH HIiTSIM BIKOM Bif 2 pokiB. be3neka Ta e(peKTHBHICTH 3aCTOCYBaHHS
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npemnapary Bipenn giTsm Bikom 10 2 poKiB HE BCTAHOBJICHI.
Jitu BikoM 2-12 pokiB Ta miTh BikoM 12—-14 pokiB i3 mMacoro Tina < 50 kr. Pexomenayerhes Taka
cXeMa JIiKyBaHHSI:

Tabnuis 8
Cxema 3aCcTOCYBaHHS BHyTpilIHOBEHHO [TepopansHO
HaBanTtaxcyBajibHa 7032 9 MI/KT KOXKHI1 He pexomennyeTbes
(mpotsirom mepiux 24 To1H) 12 rojuH
[linTpumytoua no3a 8 MI/KT 2 pa3u Ha 9 mr/kr 2 pa3u Ha 100y (MakcHMaibHa
(micns mepmmx 24 ronuH) 00y 703a cTaHoBUTh 350 Mr 2 pa3u Ha J00Y)

PexomMeHIyeThCsl pO3MOYMHATH TEPaIilo 13 BHYTPINTHHOBEHHOTO 3aCTOCYBaHHS, a MOXJIHBICTh
3aCTOCOBYBAaTH IMpernapar MEpPOPAIbHO CIiJI PO3MVISHYTH JIUIIE MICHs JOCATHEHHS 3HAYYIIOTO
KJIIHIYHOTO MOKpameHHs ctany. Ciij BiI3HAYUTH, 1110 BHYTPIIIIHHOBEHHA 1032 8 MI/KT 3a0€31eYnTh
€KCITO3HIIIF0 BOPUKOHA30TY, MPUOIH3HO Y 2 pa3u OibIly 3a €KCIIO3MINI0 MPHU 3aCTOCYBaHHI 103U
9 Mr/KT nepopaibHO.

Hitsam Bikom 12-14 pokiB i3 Macoro Tisia > 50 kr Ta BikoM 15—17 pokiB He3aJIe)HO BiJl MacH Tijia
CJIiJ1 3aCTOCOBYBATHU TaKi 3K CaMi JO3M BOPUKOHA30Y, SIK 1 7Is1 TOPOCIIHX.

IIi6ip mo3u mitaM BikoM 2—12 pokiB ta gitaM 12—14 pokis i3 macoro Tina <50 kr. SIKmo Biamosigs
NaIi€eHTa Ha JIIKyBaHHS HEJAOCTATHS, 103y Ipenapary MokHa 3011biryBaT o 1 Mr/kr (uu o 50 mr,
SKIIO TIOYaTKOBO 3aCTOCOBYBajlacs MaKCHMasibHa n03a 350 Mr mepopanbHO). SIKIIO MaIieHT He
MePEHOCHUTH JIIKYBaHHS, A03Y HEOOXiMHO 3HMXKYBATH MO | Mr/kr (uu mo 50 Mr, SKIIO0 MOYaTKOBO
3aCTOCOBYBajacs MakCUMalbHa 1032 350 MT 1epopaibHO).

3acTocyBaHHS TIpermapaTy marieHTaM BikoM 2-12 pokiB 13 HHPKOBOIO ab0 TMEYiHKOBOIO
HEJIOCTATHICTIO He TOCTIpKyBanu (muB. po3ai «I1o6iuni peakirii» Ta «@apMaKOKIHETHKAY).

Ilepeoozysanns.

VY X0/l KIIHIYHUX JAOCTIKEHB IMOBIIOMIISITIOCS TIPO 3 BHIIAJKA HEHABMHUCHOTO Mepe03yBaHHs. Y i
3 BUMAJIKKM CIIOCTEpIranucs y AiTel Mpu BHYTPIIIHbOBEHHOMY 3aCTOCYBaHHI mpemnapary B 1031, 10
5 pa3iB BUIIIN 32 PEKOMEHIOBaHY. €IUHOIO MOOIYHOIO PEaKINEI0, MPO SKY MOBLIOMIISLIOCS, Oyia
¢dotodobis TpuBanicTio 10 XBUIMH. AHTHAOT 10 BOPUKOHA30JY HEBIIOMHM.

Krnipenc BopukoHa301y mpu remofiaiizi ctaHoBuTh 121 mi/xB. [lpu mepeno3yBaHHI reMoiani3
MOJKE CIIPUSTH BUBEJICHHIO BOPUKOHA30IIY 3 OpraHi3My.

Il o6iuni peaxuyii.

[Ipodine OGe3rnexkn BOPUKOHA30IY B JAOPOCIHUX IPYHTYETbCS Ha iH(opmarii 3 iHTerpoBaHoi 0a3u
nanux 3 Oesneku, mo oxoroe Oinbmie 2000 oci6 (Brmrouatoun 1603 mopocnux mamieHTH, sSKi
Opald y4acThb y TEpaleBTHYHHX MOCIIKEHHAX) Ta e 270 Z0pOoCiuX MamieHTiB 3 JAOCIIHKEHb
npodinaktuku. Ll rpynma maiieHTiB € JOCTaTHhO PI3HOMAHITHOK 1 BKJIIOYAE TAINEHTIB 31
3JIOSIKICHIMH 3aXBOPIOBaHHSAMHU KpoBi, BIJI-iH(]ikoBaHUX MaIlieHTIB 13 KaHAUI030M CTPABOXOIy Ta
pedpakTepHuMH TpUOKOBUMHU 1HQEKIISIMH, TalieHTIB O0e3 HeWTpomeHii 3 KaHauaemiero ado
acmepriib030M Ta 3I0POBUX J0OPOBOJIBIIIB.

Jlo HalnmommMpeHImMX MOOIYHUX PeaKIiid, TPo SKI MOBIIOMIISIOCS, HaJIekKadd TOTIPIIAHHS 30Dy,
MipeKcis, BHUCHUIAHHS, OJIOBaHHS, HYAOTa, Jiapes, TOJOBHUN OuIb, nepudepuyHi HaOPAKH,
BIZIXMJICHHS BiJl HOPMH pE3yJIbTaTiB EYIHKOBUX P00, MOPYIIEHHS AUXaHHs Ta OlIb Y )KUBOTI.
3aranoM moOiyHI peakilii 3a CBOiM CTYNEHEM TSKKOCT1 OyJHu BiJ JIETKOTO 10 MOMIpHOTrO. AHai3
MaHuX 3 Oe3MeKu He MPOJECMOHCTPYBAB KOJHUX KIIHIYHO 3HAYYIIMX BIJIMIHHOCTEH 3alIe:KHO Bif
BIKY, pacu abo cTari.

OCKiJbKH OUTBIIICT TOCTI/DKEHb Oy BIAKPUTUMH, HUKYE 3a3HA4YE€HO BCi MOOIYHI peakmii, 1o
MOXYTh MaTH TMPUYMHHO-HACIIJIKOBHI 3B 30K 13 3acTocyBaHHsAM mpemnapatry. [loOiuHi peakmii
BHU3HAYEHO Ha OCHOBI 00’enHaHMX AaHuX mono 1873 mopocnux mami€eHTiB, siKi Opainy y4dacTb y
TepaneBTHYHUX JociipKeHHax (1603) 1 mocmimkenHsx npodimaktuku (270). [Tobiuni peaxmii
HABEJICHO 3a CHCTEMaMHM 1 KjlacaMU OPraHiB Ta 3a 4acTOTOm: ayke dacto (> 1/10), wacto (> 1/100
ta < 1/10), Hewacto (> 1/1000 ta < 1/100), piako (> 1/10000 Ta < 1/1000), mxyxe piako (< 1/10000)
Ta YacTOTa HeBiAOMa (HEMOKJMBO OLIHUTHU 3a HasBHOIO 1H(pOpMalli€r). Y Mexax KOKHOI rpynu
no014HI peakiii peJCTaBICHO B MOPSIKY 3HUKEHHS iIXHbOTO CTYIEHS TSKKOCTI.
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Inghexyii ma insas3ii.
Yacro: CUHYCHUT.
Hewacto: nceBnoMeMOpaHO3HHM KOJIIT.
Jlobposikichi, 310aKiCHI ma He8CMAaHOB8IeHi HOBOYMBOPEHHS (BKIIOYAIOYU KICU MA NONINU,).
YacToTa HeBijOMA: INIOCKOKJIITUHHA KapIIMHOMA ™.
3 60Ky kpoei ma nimpamuynoi cucmemu.
YacTo: arpaHyJIoNUTO3 , MaHIUTONEHIs, TPOMOOIUTONEH S, TeHKONEHis, aHEMis.
HeuacTo: HerocTaTHICTh KICTKOBOTO MO3KY, JIiM(aIeHOMaTis, €O3UHOM1LTIS.
Pinko: cuHApOM JEICEMiIHOBAaHOTO BHYTPIITHBOCYAMHHOTO 3TOPTAHHS KPOBI.
3 6oxy imyHHOI cucmemu.
HeuwacTo: rinepuyTnuBicTh.
Pinko: anaginakToigHi peaxitii.
3 60Ky eHOOKpuHHOI cucmemu.
HeuacTo: HerocTaTHICTh HAIHUPKOBUX 327103, TIIOTUPEO3.
Pinko: rimeptupeos.
Poznaou memabonizmy ma xapuyeauHsi.
Hyxe yacto: nepudepriHi HaOPIKU.
YacTo: rinmorimikemis, TinoKalieMis, TIMOHATPIEMIS.
3 60Ky ncuxiku.
YacTo: menpecis, TaqonuHalii, TpPUBOTa, 0€3COHHS, aXKUTaIlisl, CITyTaHICTh CB1JJOMOCTI.
3 6oxy nep6osoi cucmemu.
Jly>ke 9acTo: TOJIOBHUHN O1JTb.
YacTo: CyJOMH, CHHKOIIE, TPEMOP, TiIIEPTOHIA®, IIapecTe3is, COHIUBICTD, 3aIlAMOPOYCHHSL.
HeuacTo: HaOpsK rOJOBHOrO MO3Ky, eHuedanonaris®, ekcTpamipamigai posnagn®, nepudepudsa
HEBPOIIATIsl, aTaKCisl, TiecTe3is, JUCTEB3isl.
Pinko: meuinkoBa ennedanomnarisi, cunapom I'iliena—bappe, HicTarm.
3 60Ky opeanie 30py.
Jly»e 4acTo: MOTipIIaHHs 30py°.
YacTo: KpOBOBIIIMBH B CITKIBKY.
Heuwacro: posnagu 3 60Ky 30poBOro Hepsa', HaOpsK IMCKa 30pOBOTO HepBa®, oKymoripHui Kpus,
JUIUIONIS, CKIEpUT, Osiedapur.
Pinko: aTpodis 30poBOro HepBa, IOMYTHIHHS POT1BKH.
3 6oy opeanie cyxy ma 6ecmuOyIApHOIL cucmemu.
HeuwacTto: 3HMKEHHS CITyXy, BEPTUTO, IIIyM Y ByXax.
3 boky cepys.
YacTo: HAANUTYHOUKOBA apUTMisl, TaXiKap/Iis, OpaaukapIis.
Heuacrto: ¢iOpuismiss NIDIyHOUKIB, IUTYHOYKOBA EKCTPACHCTOJIIS, IDIYHOYKOBAa TaxiKapmis,
nojopxeHHs iHTepBary QT Ha enexTpokapaiorpami, HaIILTyHOUYKOBA TaxXiKapmais.
Pinko: mumyHOUYKOBa Taxikap[lisi THUIY «IipyeT», TMOBHA aTPiOBEHTPHKYJsApHA OJIokama, Oiokanaa
HIXKHY Iy4Ka ['ica, By3/10BHil pUTM.
3 60Ky cyoun.
Yacro: aprepianbHa rinoTeHsis, QieoiT.
Heuacto: Tpom60oduiediT, niMpaHriT.
3 6oky pecnipamopnoi cucmemu, 0peamie epyoOHoi KIimKu ma cepeooCmiHHs.
Jly’e 4acTo: yTpyAHEHE JUXAHHS .
YacTo: rocTpuii pecriipaTopHUi JUCTPEC-CUHAPOM, HAOPSK JICTEHIB.
3 60Ky WIYHKOBO-KUWKOBO20 MPAKM) .
Jy>xe gacTo: miapes, OJiroBaHHS, 0171k y )KUBOTI, HYIOTA.
YacTo: XeUmiT, TUCIeNCis, 3a1op, TiHTIBIT.
Heuacrto: nepuToHiT, naHKpeaTuT, HAOPSK SI3UKa, TyOJCHIT, FAaCTPOCHTEPUT, TIIOCHUT.
3 6oky eenamobiniapnoi cucmemu.
Jly’xe yacTo: BIIXWJICHHS BiJl HOPMHU Pe3yJIbTaTiB MEUiHKOBUX MPOO.
YacTo: )KOBTAHHUIIA, XOJIECTATHYHA KOBTAHUILIA, renatut-C,
Heuacrto: mediHkoBa HEJJOCTaTHICTh, TeATOMETaNis, XOJICIIUCTUT, ’KOBUHOKAM 'sTHa XBOpOOa.
3 60Ky wiKipu ma niOWKIpHOI MKAHUHU.
Jly*e 4acTo: BUCUTIaHHSL.
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Yacro: exconiaTUBHUHN IEPMATHT, aJIOTIELisl, MAKyJIONAITyIb03H1 BUCUTIaHHS, CBEpOIXK, epuUTeMa.
Heuacro: cunapom CrieHca — J[’0HCOHA®, (JOTOTOKCHYHICTB, IIypIypa, KPOIUB’ SHKA, alepriuHuii
JIepMaTHT, ATy Ib03H1 BUCUTIAHHS, MAaKyJIbO3H1 BUCUIIAHHS, €K3eMa.
Pinko: TokcuuHumii emimepmanbHuii Hekpomi3®, MenukameHTo3Ha peakuis 3 eosuHOdimiE0 i
cucremuumu  npossamu  (DRESS)®, AHT1OHEBPOTUYHUN HAOpSAK, AaKTHHIYHMI KepaTo3™,
nceBonopdipis, MyibTu(HOpMHA epUTEMa, IICOpia3, MEAUKAMEHTO3HA TOKCUIEPMis.
YacroTa HeBiioMa: MIKIpHUI YepBOHUIM BOBUAK™®, BECHSIHKH *, ICHTUTO™.
3 6oxy onopHo-pyxo6o2o anapamy ma Cnoiy4yHoi MKAHUHU.
Yacro: 6171b y CIIUHI.
Heuacro: aptpur.
YacToTa HEBiJOMA: TIEPIOCTUT™.
3 60Ky HUpOK Mma ce1o8UBIOHUX UWLISXIE.
YacTto: roctpa HUPKOBa HEJOCTATHICTh, FeMaTypisl.
Hewacto: HEKpo3 HUPKOBHUX KaHAJBI[IB, MPOTETHYPIs, HEDPUT.
3acanvui po3nadu ma peaxyii' y micyi 6e0eHHsl.
Jyxe gacTo: mipeKcis.
Yacto: 6ib y Tpyasx, HaOpsk o6muaus’l, acrenis, 03H06.
Heuacro: peakiiis B Miclii BBeIEeHHS, TPUIIONO/I10H1 3aXBOPIOBAHHS.
Pezynomamu 0ocrioocens.
YacTo: miABUIICHHS PIBHSI KPEaTHHIHY B KPOBI.
HeuacTo: migBUIIIEHHS PiBHS CEYOBUHU B KPOBI, IiABUILIICHHS PiBHS XOJECTEPUHY B KPOBI.
* [o6iuHi peakilii, BUSBIIEHI MICJs BUXOAY IIpenapaTy Ha PUHOK.
1 Bmouaroun GpeOpuiIbHy HEHTPOIIEH IO Ta HEHTPOIIEHI 0.
2 BKII0YaIouM iMyHHY TPOMOOIIUTONEHIYHY Ty PITYPY.
3 BKJIFOYar0uM PUTiAHICT MIOTHIMYHHEX M SI31B 1 TETaHIIO.
* Bk1ro9arouy rinokCH4Ho-iMmeMidHy eHnedanonariio Ta MeTaboliuHy eHnedanonario.
% BKII0OYaI0uM aKaTU3ik0 Ta MapKiHCOHI3M.
® lus. mynkT «Iloripmanus 30py» B posaini «[lo6iuni peakmii».
7 Tlicns BUXOMy mpenapaTy Ha PUHOK IOBIJOMIISUIOCS ITPO TPUBAIMI HEBPHT 30POBOIO HEPBA
(muB. po3ain «OcobIUBOCTI 3aCTOCYBAHHS).
8 lus. po3ain «OcoOIMBOCTI 3aCTOCYBaHHS.
¥ BKJIIOYarouu 3a/IMIIKY Ta 3aAUIIKY IpH (i3MYHOMY HaBaHTaKEHHI.
10 Bkirowaroun MeIMKaMEHTO3HE YPAKECHHS NEYiHKHM, TOKCHYHMU TelaTHT, YPaKEHHS KIITHH
MEeYiHKH Ta TeNaTOTOKCUYHICTD.
11 Bxmrouaroun HaOpsK HABKOJIO OY€ii, HAOPSK T'y0 1 HAOPAK CIM30BOi 0OOJIOHKH POTA.

Tocipwannusa 30py. Y X0l KJIIHIYHUX JOCIIKEHb JYyXKE€ YacTO CIOCTEPIranocs IMOTipIIaHHs 30PY
(30KpemMa HeUiTKICTh 30py, (HoTo]oOis, XJIOPOICis, XPOMATOIICis, KOJILOPOBA CIIMOTA, IiaHONCIs,
po3naau 3 OOKy OpraHiB 30py, HasSBHICTb Yy IOJI 30py palayKHHX KiJ rajgo, HiYHa CIINoTa,
OCLIMJIONCIs, (POTONCis, MEpexXTiIMBa CKOTOMAa, 3HWKEHHS TOCTPOTH 30pYy, 30pOBa SCKPaBICTh,
BUMA/IHHA TOJS 30pYy, IJIaBarodi MOMYTHIHHS CKJIMCTOIO Tilla Ta KCAHTOICiS), MOB’s3aHE 13
3aCTOCYBAaHHSIM BOPUKOHA30Jly. Take MOTIpIIaHHS 30py MaJo TUMYACOBUM 1 TTOBHICTIO 0OOPOTHUMA
XapakTep 1 B OUIBLIOCTI BUMAAKIB CIIOHTAHHO 3HUKAJIO MPOTAroM 60 XBWIIMH; KIIHIYHO 3HAYYLIUX
JOBTOTPHUBAIMX peakiliil 3 00Ky 30py He cmoctepiranocs. [licis Garatopa3oBoro 3acTOCYBaHHS
BOPHKOHA30JTy MOBIIOMJISUIOCS PO MocaabiaeHHs] CUMITOMIB. Bumaiku nmoripiianss 30py B LHIJIOMY
Oynu JIETKUMH, PIIKO TPHU3BOIMIM 10 BIIMIHHM Tpemnapary Ta HE acOINIOBAINCS 3 TPUBAJTUMHU
ycknagHeHHsMu. [loripmanHas 30py Moxke OyTH MOB’si3aHe 3 BUCOKMMH KOHLIEHTpALISIMH Y T1J1a3Mi
KpOBI Ta/a00 103aMHu Mpernapary.

MexaHi3M BHHHKHEHHS PO3JIaJiB 30py HEBIJOMUH, X04a, HaWBIpOTiAHIIIE, NMpenapar BILUIMBAE Ha
CITKIBKY. 3acTOCYBaHHs BOPHUKOHA30Jy CIPUYMHSUIO 3HM)KEHHS aMIUNTYAM XBWIb Ha
€JIEKTPOPETUHOTPaMi TiJl Yac KIIHIYHOTO MJOCHIDKEHHS BIUIMBY BOPUKOHA30JIy Ha (YHKIIO
CITKIBKM 3a Y4YacTIO 3JI0pOBUX J00OpoBouiblLiB. EnexkrpoperuHorpadiss BHUMIPIOE e€JIEKTPUYHI
MOTEHIJAJIM CITKIBKM OKa. 3MIHM Ha €JEKTPOPETHMHOrpami HE IporpecyBajid HpOTAroM 29 mHIB
Teparlii Ta HOBHICTIO 3HUKAJIH MICIIs BiIMIHM BOPUKOHA30ITy.

[licns BUXoAy mpemnapaTy Ha pUHOK MOBIIOMIISUIOCS IPO TpuBajil MoOivHI peakiii 3 00Ky opraHiB

30py, AuUB. po3ail «OcoOIUBOCTI 3aCTOCYBaHHSI.
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Peaxyii 3 6Ooxy wxipu. Y TAaIl€HTIB, SKI 3aCTOCOBYBAJIM BOPUKOHA30JI Y XOi KJIHIYHHX
JOCTIDKEeHb, JTy’)KE€ 4YacTO CIIOCTEepiraivcs peakiii 3 00Ky LIKipH, ajleé Taki MaIlleHTH OJIHOYaCHO
3aCTOCOBYBaJM 0araro 1HIMMX JIKAapChbKUX 3aco0iB JUIs JIKYBaHHS OCHOBHOTO TSDKKOTO
3aXBOpIOBaHHS. BiipIIicTh BUMANKIB BUCUIIAHb OyJM JIETKUMHU a00 MOMIPHHUMH 3a CTyIHEHEM
TsoxkocTi. [T yac 3actocyBanHs npenapary Bidenn BUHMKaNN TSHKKI LIKIPHI peakiiii, BKJIIOYA0YU
cunapom CriBeHca — J[>KOHCOHa (HEYacTo), TOKCHMYHHH emiJepMallbHUN HEKpomdi3 (piako),
MEIMKAMEHTO3HY peakiito 3 eo3uHo(dimiero 1 cucremuumu mnposBamu (DRESS) (pizko) Ta
MyJIBTU(GOPMHY eputeMy (piko) (IuB. po3aia «OcoOIMBOCTI 3aCTOCYBAHHS).
[pn po3BUTKY BHCHITAHB CJIiJl PETEITLHO CIIOCTEPIraTh 3a CTAHOM ITAIli€HTa, a Y pa3i MporpecyBaHHs
ypakeHb 3acTocyBaHHs mpenapary Bidenna cmin npurmmautu. IToBimoMisuiocss mpo BHMAIKH
PO3BUTKY peakilii (OTOUYTIMBOCTI, TAaKWX SK BECHSIHKH, JIGHTHTO Ta aKTHHIYHHHA Keparos,
0COOJMBO MPOTATOM TPHUBAJIOTO 3aCTOCYBaHHS mpemnapary (muB. posnin  «OcoOmauBoCTi
3aCTOCYBaHHS).
[ToBimOMIISIIOCS TIPO BUMAAKHU TUIOCKOKJIITUHHOT KAPIIMHOMH IIKIpH y MAII€HTIB, SIKi 3aCTOCOBY BN
Bidena BOpoIoBX TpHUBAJIOrO Yacy, MEXaHi3M LbOrO SBUIIA HE BCTAHOBJICHUH (AMB. PO3MALI
«OcobaMBOCT1 3aCTOCYBAaHHSI»).
@yukyionanvui npobu nevinxu. Ilpu 3acTocyBaHHI BOPUKOHA30Jy B XOJi KIHIYHOI MPOrpaMu
3araJlbHa 4acTOTa BUNAJKIB MiIBHINEHHS y > 3 pa3u BiJ] BEpXHBOI MeXi HOpMH (HE 00OB’SI3KOBO
BBaYKAJIOCS TIOOIYHOIO peakiieto) piBHS TpaHcaminas cranoBmia 18,0 % (319/1768) y mopocnux i
25,8 % (73/283) y piTe#, sKi 3acCTOCOBYBAJM BOPHKOHA30JI IS Tepamii Ta MpodiTaKTUKH.
BinxuneHHss BiJl HOPMM IOKa3HUKIB (YHKII TMEUYiHKM MOKe€ OyTH TOB’S3aHO 3 BHCOKHMHU
IJIA3MOBUMH KOHIIGHTpAIlisIMA Ta/ab0 /103aMH MpenapaTy. bulblIicTh BIIXWJICHb BiJi HOPMH
MOKA3HUKIB (DYHKIIIT MEUiHKM 3HUKAJM i1 Yac MOAAJIBIIOr0 3aCTOCYBaHHs Mpenapary 0e3 Kopekii
1oro 1031 abo Micis KOPEKIIii 1031, BKIIFOYAIOYH BIIMIHY ITpenapary.
VY mamieHTiB 3 IHIIUMU TSHKKUMUA OCHOBHUMHY 3aXBOPIOBAHHSIMH 3aCTOCYBAaHHSI BOPUKOHA30ITy OYJI0
NOB’si3aHE 3 BUIAJKAMHU CEpPHO3HMX TeMaTOTOKCUYHUX peakuid. Taki peakuii BKIIOYaIH
KOBTSHUI[IO, TEMaTUT 1 TEYIHKOBY HEIOCTATHICTh i3 JIETQJIBHUM HACHIIKOM (IUB. PO3JILT
«Oco0IMBOCT1 3aCTOCYBaHHS»).
Ipoginaxmuxa.
VY BIAKPUTOMY THOPIBHSJIBHOMY 0araTOIEHTPOBOMY JOCHIIKEHHI 3aCTOCYBAaHHS BOPUKOHA30J]y Ta
1TPaKOHA30Jly 3 METOI0 MEPBUHHOI MPOPIIAKTUKHU Yy JOPOCIUX Ta HIJUITKIB IO € PEHUIIIEHTaMU
aJIOTeHHOI TPaHCIUIaHTAaLlli CTOBOYPOBUX I'€MOMOSTHYHHUX KJITHH, 0e3 MonepeHbo MiATBepIKEeHO1
a00 TiIO3pIOBaHOi 1HBa3WBHOI TPUOKOBOI 1H(QEKIIi TIMOBHE TPUIUHEHHS 3aCTOCYBaHHS
BOPUKOHA30Jy Yy 3B's13Ky 3 MOOIYHUMH peakiisMu croctepiranocs y 39,3 % nauieHTiB HOPiBHSIHO 3
39,6 % marmieHTiB y rpymi npuiiomy irpakonas3oiy. [1oB’s3aHi 3 JikyBaHHSAM MOOIYHI peaxiii 3 00Ky
MEYiHKK TPU3BETH [0 TOBHOTO MPHUIMHEHHS 3aCTOCYBaHHS JOCHIKYBaHOTO TIIpernapary y
50 mamienTiB (21,4 %), sxi oTpuMyBaJIM BOpHKOHa30:1, 1 y 18 marmientiB (7,1 %), ski oTpuMyBaiu
ITpaKoHa301.
Jlimu. be3neky BOprKOHA30Jly BUBYAJIU 3a ydacTio 288 miteit Bikom 2—12 pokiB (169) Ta BikoM Bif
12 mo 18 pokis (119), sixi 3acTocoByBanu BOprKOHa30d yist podinmaktuku (183) Ta Tepamii (105) B
X0l KJIIHIYHUX JOCIi/PKeHb. be3neky BOpMKOHA30 Iy TaKoK BUBYAJIM 3a yyacTio 158 miteit y Bimi
Big 2 1o 12 pokiB y pamkax OiaroiiHO-IOCHIIHUIBKAX Tporpam. Y miiomy mpodinb Oe3nexu
BOPMKOHA30JIy B JiTel OyB aHAJOTIYHUM TakoMy B gopociux. OJHaK crocrepiransacs TEHAEHIs,
OB’ s13aHa 3 YAaCTIIIUM BUSBICHHSM I1BUIIECHHS PIBHS MEYIHKOBUX (PEPMEHTIB Yy AITEH MOPIBHSAHO
3 JIOpOCIUMU (YacToTa MiJBUILIECHHS PIBHIB TpaHcaMiHa3 y JiTedl ctaHoBuia 14,2 % MOpiBHSAHO 3
53% 'y nopocinux), BiIMiueHa y KIIHIYHUX JOCHI/DKCHHSIX SK IOOIYHA  peaKIlisl.
IMocTMapKeTHHTOBHI TOCBIJl BKA3y€ Ha T€, 0 Y AIiT€H 4acTOTa PO3BUTKY MOOIYHUX peaKIliid 3 60Ky
mKipu (0COONMMBO epuTeMa) Moke OyTH JICIIO BUILIOK MOPIBHSIHO 3 JOPOCHUMHU. Y 22 MaIli€eHTiB
BIKOM /10 2 pOKiB IIPH 3aCTOCYBaHHI BOPUKOHA30JIy B paMKax OJIaroaiifHO-10CIAHUIIBKOT TPOTrpamMu
MOBIIOMJISUIOCS TIPO  HACTYMHI MOOIYHI peakiii, NPUYMHHO-HACTIIKOBHH 3B’S30K SKUX 13
BOPMKOHA30JIOM HE MOXe OyTH BUKIOYeHMH: peakiii ¢orouyrimsocti (1), apurmis (1),
naHkpeatut (1), migBuIIeHHs piBHSA OuUTipyOiHy B KpoBi (1), MiIBHUILEHHS pPIBHA TMEUYIHKOBUX
depmenTis (1), Bucunanus (1) Ta HaOpsk aucka 30opoBoro Hepsa (1). Takox MOBIIOMIISIIOCS TIPO
PO3BUTOK MTAaHKPEATUTY Y AITE€H MPHU 3aCTOCYBaHHI ITpernapaTy B HOCTMapKETUHTOBHM epio/.
3eimysanus npo nioo3piosani nodiuHi peakyii. 3BITYBAaHHS PO IMiA03PIOBaHI MOOIYHI peakii micis
peectpariii Jikapchbkoro 3aco0y Mae Ba)kjMBe 3HaueHHs. Lle nae 3Mory mpoBoauTH Ge3nepepBHUM
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MOHITOPHHT CIiBBIHOIICHHSI KOPUCTI 1 PU3HKIB, ITOB’I3aHUX 13 3aCTOCYBAHHSM I[HOTO JIKAPCHKOTO
3aco0y. MenuuHuM MpaiiBHUKAM CJiJ] 3BITYBaTH Hpo OyIbp-sKi MiJ03pIOBaHi MOOIYHI peakiii
BIJIIOBIHO IO BUMOT 3aKOHOZABCTBA.

Tepmin npuoamunocmi. 3 poku.

YmoBu 30epiranns. 30epiratu y HeZJOCTyITHOMY JUTsl [iTel Micii pu Temneparypi He Bute 25 °C.
YnakoBka.

Ta6nerku o 50 mr: mo 10 TaGieTok, BKpUTHUX IJIIBKOBOIO 000JIOHKOIO, y OicTepi; mo 1 6micTepy B
KapTOHHIN KOpoOIIi.

Ta6nerku mo 200 mr: o 7 TabyIeTOK, BKPUTHX IUTIBKOBOIO 000JIOHKOIO, y OicTepi; 1o 2 GiictepH B
KapTOHHIH KOPOOITi.

Kareropis Biamycky. 3a peuentom.

BupoOnuk.
P-®apwm [Ixxepmani 'MOX/R-Pharm Germany GmbH.

Micue3Haxo/sKeHHs BAPOOHHMKA Ta aJipeca Miclsi MPOBAJIKEHHS HOro AislIbHOCTI.
I'enpix-Maxk-IlItpacce 35, 89257 Innepriccen, Himeuunna/
Heinrich-Mack-Strasse 35, 89257 Illertissen, Germany.

abo®

Bupoonuk.
[aiizep Iranis C.p.n./Pfizer Italia S.r.1.

Micue3HaxoaxeHHsI BUPOOHHMKA Ta a/ipeca Micls NPOBAKEeHH Oro AistJbHOCTI.
Jlokanita Mapino nens Tponto — 63100 Ackomi [Ticeno (AIT), Itamis/
Localita Marino del Tronto — 63100 Ascoli Piceno (AP), Italy.

* B incmpykyii, wo 6yoe 6kiadena 6 KapmoHnHy YNaKkoexy, 6yoe 3a3HaueHuti iuue 00uH UpOOHUK
(moti, wo 6ys 3adisnuil 0151 BUNYCK) cepii).

Jata octannboro neperJsiay. 11.01.2022
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