TIHCTPYKIIIA

IJIs1 MEJUYIHOT 0 3aCTOCYBaHHSI JTIKaPCHKOT0 3aC00y

Iundrason®

(Diflazon®)

Cknao:
Oitoua pevosuHa: QIYKOHA3OJT;
1 kamcyna mictuth prykorazomny 50 mr a6o 100 mr, abo 150 mr;

0OnoMIdCHI pe40B8UHU: TaKTO3W MOHOTIAPAT, KpOXMab KyKypyA3sHUM, KPEMHII0 JiOKCUT KOJIOITHUM
0e3BOMHUI, HATPiIO TaypuscyibdaT, MarHitoo creapart;

kancyaa: Tutany miokcup (E 171), 6apBHUK naTeHToBaHui cuHil V (E 131), XKemaTuH.

Jlikapcbka ¢popma. Kancynu.
OcHosHI (i3uko-xiMiuHI 81aCMUBOCMI:

Karcyay 10 50 Mr: Karcyau 3 KOpIycoM 6iIoro KOJILOPY Ta KOBIAYKOM CBIiT/IO-OJITAKATHOTO
KOJIbOPY, HallOBHEHI IMMOPOLIKOM Bif 6i/10T0 10 Maiixke 0iloro KOnbopy;

Kancyau 10 100 Mr: Kkancynu 3 KoprmycoM 0iIoro KOJIb0PY Ta KOBMA4YKOM GJIAKMTHOTO KOJILOPY,
HAIOBHEHi OPOIIKOM Bif 6isioro mo mMatizke 6i10T0 KOILOPY;

Kamcynu 1mo 150 Mr: Karcyu 3 KOPIycOM Ta KOBITAYKOM CBiT/IO-OJTaKMTHOTO KOJTBOPY, HAallOBHEHI
TIOPOINIKOM Bif 6isioro mo mMarizke 6i10T0 KOJILOPY.

®dapmakoTepaneBTHYHa rpyna. [IpoturpubKoBi 3aco6u sl CUCTEMHOTO 3aCTOCYBaHHS.
[Toxigni Tpuasony Ta Terpa3ony. Kog ATX JO2A CO1.

dPapmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

MexaHi3M mil

®nykoHa30J1, TPOTUTPUOKOBUY 3acib Knacy Tpua3oiiB. [IepBUHHAM MeXaHi3MOM HOTo Hil €



npurHideHHs rpubKoBoro 14 anbda-1aHoCTePosI-IeMEeTUIIOBAHHS, 0TI0CEPEOKOBAaHOT0 IUTOXPOMOM
P450, 1o € HeBin'eMHUM eTanoM 6i0CUHTE3y IPUOKOBOTO eprocTeposy. Akymynsuis 14 anbda-MeTusn-
CTEpPOJIiB KOPEJIIOE 3 MTOMAJIbIIOI BTPATO eprocTepoy MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKe
BifimoBigaTH 3a MPOTUTPUOKOBY aKTUBHICTh (Pr1yKoHa305y. ®yKoHa30J1 € OiNIbIl CEIEKTUBHUM [0
rpubkoBux hepMeHTiB 1uToxpoMy P450, HixXK 10 pi3HUX cucTeM GpepMeHTiB nuToxpoMy P450 ccaBiiis.

3acTocyBaHHs QyKoHa307y v mo3i 50 Mr Ha o6y npoTtsaroMm 28 OHIiB He BIJIMBAJIO Ha PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JIOBiKiB a0 Ha piBeHb eHOOTeHHUX CTEPOIMiB ¥ KiHOK
pernponyKTuBHOTO Biky. ®mykoHa3on y fo3i 200-400 Mr Ha mo0y He IPOSIBNIAB KIIiHIYHO 3HAYYIIOTO
BIUINBY Ha PiBeHb €HOOTe€HHUX CTEPOIMiB YU Ha BiANOBib HA CTUMYJIALII0 afpeHOKOPTUKOTPOIIHOIO
ropmony (AKTT') y 3mopoBux moOPOBOJIBIIiB YOI0BiUOl CTATI.

HocmigXeHHsT B3a€MO{Iii 3 aHTUIIIPUHOM ITPOAEMOHCTPYBAJIO, 110 3aCTOCYyBaHHS 50 Mr QIyKOHa30/1y
pa30Bo abo 6araTopa3oBo He BIIJIMBAE Ha MeTabo0Ii3M aHTUIIIPUHY.

YyTnuBICTS in Vitro

®nykoHa307 in vitro EMOHCTPY€E NPOTUTPUOKOBY aKTUBHICTE IOA0 BUAiB Candida, sKi
3ycTpivaroThCa HanvacrTime (Bkmodatouu Candida albicans, Candida parapsilosis, Candida
tropicalis). Candida glabrata neMOHCTpPY€E 3HUKEHY YYTIUBOCTh [0 GrIyKoHa301y. ToAi ik Candida
krusei Ta Candida auris cTiiiki 7o ¢pIyKOHa307y.

MinimanpHa inribyloua konunenTpatis (MIK) ta enigemionoriune moporose 3uauenHs (ECOFF)
bnykoHazony anst Candida guilliermondii Buii, HiX anst Candida albicans.

Takox (hyKOHa3011 in vitro IeMOHCTPY€E aKTUBHICTH SIK mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTu eHAeMiuHUX MIicHIBUX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’130K dhapMaKOKiHETUYHNX i hapMakKOOUHAMIUHUX BIaCTUBOCTEH

BiamoBigHO 10 pe3ysbTaTiB OOCTIIXKEHDb Ha TBapUHaX, iICHYE KOPEJALisi MiX MiHiMalIbHOI
inribyrouoio KOHIIeHTpalli€lo Ta e(heKTUBHICTIO IPOTH eKCIIEpUMeHTabHUX MOesel MiK03iB,
cripuuynHeHux BugaMu Candida. BifnmoBifHO 00 pe3yNnbTaTiB KIIIHIYHUX JOCTIIAKEHb, iCHy€E JliHiliHa
3aJIekHICTh Mix moeto mifg KpuBoio (AUC) Ta mo3oio ¢hrnykoHa3ony (mpubnusso 1:1). Takox icHye
IPSIMUM, ajle HefocTaTHiM 3B'5130K Mixk AUC a60 103010 Ta MO3UTUBHOIO KJTIHIYHOIO BifMOBiAAIO0 Ha
JIiIKyBaHHSI OpaJbHOTO KaHAUA03y Ta MEHIIOI0 Mipo0 - KaHAUAEeMil. AHANIOTiYHO NiKyBaHHS iH(EKIIIH,
CIIPUYMHEHUX IITaMaMy, [0 SKUX (IYKOHA30Jl AEMOHCTPYE BUCOKY MiHiManbHY iHTiIOyI04Y
KOHIIEHTPAIIil0, € MEHIII 3aI0BiJIbHUM.

MexaHi3M pe3nuCTEHTHOCTI

Mikpoopraniamu pogy Candida [eMOHCTPYIOTh YUCEIIbHI MEeXaHi3MHU PE3UCTEHTHOCTI OO a30JIbHUX
npoTUrpuOKOBUX 3ac00iB. 1yKoHa30J feMoHCTPYe BucoKy MIK mpoTu mramiB rpubiB, SKi MaloTh
onuH abo OinbIlle MexaHi3MiB PE3UCTEHTHOCTI, III0 HETAaTUBHO BIIJINBA€E Ha e()eKTUBHICTE in vivo Ta B
KJIIHIYHIYA TPaKTHUL.

3a3Buyail y 4yTauBUX BUAiB Candida MexaHi3M PO3BUTKY PE3UCTEHTHOCTI, IKAU HaldacTille
3yCTpiYa€eThCS, BKITIOYAE 1iTboBi (hepMeHTH a307iB, SIKi BilTOBiga0Th 3a 6i0CHHTE3 €ProCTEPOY.
Pe3ucTeHTHICTh MOXe OyTH CIpUYMHEHA MYTalli€lo, MiBUIIIEHUM BUPOOIEHHSIM HEPMEHTY,
MeXaHi3MOM BUBe[IeHHS JIiKiB a60 PO3BUTKOM KOMIIEHCATOPHUX IIISIXiB.

[ToBimomunsinocs mpo cynepindekito iHmuMmu Bugamu Candida, kpim Candida albicans, SKuM 4acTo



BJIACTHBa 3HMXKeHa cupudHATIUBICTh (Candida glabrata) abo cTifiKicTh 70 GIyKOHa301y (HalpuKIIaf,
Candida krusei, Candida auris). Taki in¢exIii MOXyTbh BUMaraT albTePHATUBHOI MTPOTUTPUOKOBOI
Teparii. MexaHi3MK Pe3uCTEeHTHOCTI He Oy/u MOBHICTIO 3'scoBaHi myst mesikux BumiB Candida, o
MaloTh IPUPOOHIO CTiMKicTh (Candida krusei) abo minst HoBux BumiB (Candida auris).

KoHTponbHi TOYKHK (BiOTIOBIZHO OO0 PeKOMeHallii €EBPONEerChKOT0 KOMITETY 3 HOCIiIXKeHb YYTINBOCTI
oo aHTUMiKpoOHUX 3ac0o0iB (EUCAST))

Basyoounck Ha gocrigKeHHi ¢papMakoKiHeTUUHOI/(papMaKogrHaMigHOI iHpopMalii, YyTAUBOCTi in
vitro Ta KJiHi4HOI BigmoBini, 0y/no BU3HAUYEHO KOHTPOJIbHI TOUKHM A7 (PITYKOHA30/Y OIS
Mikpooprani3miB poxgy Candida (mokymenT EUCAST momo oO6rpyHTyBaHHS GaykoHasomy (2020) -
BepcCist 2; EBpONeNChKUM KOMITET 3 TECTYBAHHS YyTIUBOCTI 10 aHTUMIKPOOHUX ITperaparis,
IPOTUrPUOKOBUX ITpemnapariB, TaOIHIli KOHTPOJIBHUX TOYOK s inTepnpeTarii MIK, Bepcist 10.0,
miticHa 3 04.02.2020)). Bornu 6ynu po3mofinieHi Ha KOHTPOJIbHI TOYKH, II0 He TO0B’g3aHi 3 TeBHUM
BUOM, SIKi OiTbIIIOI0 MipOI0 BU3HAYAINCS Ha OCHOBI (hapMaKOKiHeTUYHO1/ papMaKOAUMHAMidHOI
indopmarii i He 3aneXaTh Bif PO3MOMiNY Ha MEeBHi BUAM 3a MiHiMabHOW iHTi0y049010
KOHIIEHTpAIli€l0, Ta Ha KOHTPOJIbHI TOYKY, [10B’13aHi 3 IEBHUM BUIOM, 110 HAWYaCTillle aCOLit0I0ThCS
3 in(ekuiamu y moguHu. i KOHTPONIBHI TOUKYM HaBeOeHi HUXKYE.

[Tpomuepubxosuli |[KoHmposbHi MoyKu, nog’s3aHi i3 neaHum sudom S < /R > [KOHMPObHI
3acib MoYKU, He
noe’s3aHi i3
nesHuUM
sudom*
S </R >
Candida |Candida |Candida |Candida |Candida Candida
albicans |dubliniensis|glabrata [krusei |parapsilosis |tropicals
d1yKOHa3071 2/4 2/4 0,001*/16 2/4 2/4 2/4
S wyTnuBuy;

R pe3ucTtenTHUY;

O - KOHTPOJIbHI TOYKH, 110 He MIOB’s13aHi 3 MEBHUM BUIOM, Ki OiJIbIIOI0 MipOi0 BU3HAYaIMNCS Ha
OCHOBI (hapMaKOKiHeTHYHOl/(papMaKogrHaMiuHOl iH(popMallil i He 3aexkaTh Bifl pO3MOAITY Ha IeBHi
BUOY 3a MiHiMa/lbHOIO iHTiOyI049010 KOHIIEHTpalli€lo, SKi [OCTiKyBaIu JIuiile s MiKpOOpraHi3MiB,
[JIs SKUX He iCHye crnenu(iuHoi KOHTPOIbHOI TOUKY;

- OOCTiAKeHHS YyTIUBOCTI He PEKOMEH0BaHi, OCKiJIbKY aHUW BUJ HE € METOI0 JIiKapChKOl
Teparrii;

* = ¥Yci Candida glabrata vanexats no I kateropii. MIK npotu Candida glabrata crmig TnyMauuTH K
CTIUKY, AKIIO BOHa nepesuinye 16 mr/in. Kareropis gytnusux (< 0,001 mr/n) — gae 3MOry yHUKHYTH
HeNpaBUJIbHOI Kacudikariil mramis «I» gk mramiB «S». I - UyTnusui, 3a yMOBH IiIBUILIEHO1
€KCIIO3UIIil: MIKpOOpTraHi3M HaJIeXKUTh A0 KaTeTropil «4yT/JINBUY 3a YMOBHU MiIBUIIEHOL €KCIO3UIl» Y
pasi, Konu iCHye BUCOKa MMOBIPHICTh TEPAEBTUYHOIO YCIIiXy, OCKINIbKY BIIJIUB areHTa 36ibIIyEThCS
IIJITXOM KOPUTYBaHHS PeXUMY N03yBaHHS a0 0oro KOHIeHTpallii B Miclli iHdexiii.

dapmaxkoKiHemuxka.

dapMaKOKiHEeTHYHI BNacTUBOCTI GIYKOHA30Iy € MONIOHUMU IIPY BHYTPIITHLOBEHHOMY i
IIepopaibHOMY 3aCTOCYBaHHI.


http://multitran.ru/c/m.exe?t=4784720_2_1
http://multitran.ru/c/m.exe?t=4784720_2_1
http://multitran.ru/c/m.exe?t=4784720_2_1
http://multitran.ru/c/m.exe?t=4784720_2_1

AGcopbiist

®nykoHa3051 mobpe BCMOKTYETLCS IIPHU IIepOPaIbHOMY 3aCTOCYyBaHHi, a piBeHb IIpenapary y maasMi
KPOBi i cucteMHa 6iogocTynHicTh nepeButnyoTh 90 % piBHSA GIyKOHA30Jy V IINTa3Mi KPOBi, 1110
IOCSITAETHCS MIPY BHYTPIITHLOBEHHOMY BBeleHHI npenapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy IIpU M0ro IepopajbHOMY 3aCTOCyBaHHI. [likoBa KOHIIEHTpalis y mia3Mi
KpOBi focaraeTtscd dyepes 0,5-1,5 rogunu micnsa npurioMy npenapaTy. KoHIIeHTpallis npemnaparty y
II7Ta3Mi KPOBi IIPOIOpIIiiiHa [0 J034. PiBHOBaxXXHa KOHIIeHTPallisa Ha piBHiI 90 % mocsiraeThes Ha
OpyTui IeHb TiKyBaHHS IIPX 3aCTOCYBaHHI y IepIIuil IeHb HaBaHTaKyBaJIbHOI 03H, 110 BABiUi
TIEPEBUIIYE 3BUYANHY J000BY 03Y.

Pozmnopin

00’eM po3nopiny npubIU3HO OOPIBHIOE 3arajlbHOMY BMICTy PifMHU B OpraHi3Mi. 3B’s3yBaHHS 3
Oinkamu mima3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on mobpe IPOHUKAE B YCi AOCTiAKyBaHi pifuHM opraHiaMy. PiBeHb QriykoHa305y y ClIUHI Ta
MOKPOTHHHI € MOAi0OHMM [0 KOHIIEHTpallil Ipenapary y Ija3Mi KpoBi. Y nalieHTiB, XBOpUX Ha
rpubKOBUY MEHIHTIT, piBeHb DIIYKOHA30/1y ¥ CIMHHOMO3KOBIM piguni focsirae 80 % KoHIeHTpalil y
IIJIa3Mi KPOBI.

Bucoki KoHIeHTpalil (GIyKOHA30Jy Y MIKipi, 110 IePeBUIIYI0Th CUPOBATKOBI, HOCATAIOTHCH Y
porosoMy 1api, emigepMici, gepmi ta noti. ®JIyKOHa30JI HAKOIIUYYETHCA Y POroBoMy wmapi. [Tpu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30:y micis 12 gHiB miKyBaHHS
CTaHOBUJIa 73 MKT/T, a Yepe3 7 OHIB MiC/Is 3aBepIIeHHS JIiIKyBaHHSA KOHIIEHTpAIlid BCe Ille CTaHOBUJIa
5,8 Mkr/r. IIpu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHLIEHTPaLid (GIyKoHa301y Ha 7-U
IeHb TiKyBaHHS CTaHOBUIA 23,4 MKT/T; Yepe3 7 OHIB IiCJig 3aCTOCYBaHHS HACTYIIHOL JO3U
KOHI[eHTpaLlig BCe 11e cTaHoBua 7,1 MKr/T.

KonmenTpanisi GpnykoHa3omy B HIrTax micns 4 MmicsniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIeHb
craHoBuia 4,05 MKI/T y 3M0poBux 10OpOBOJIBIIB Ta 1,8 MKT/T IIpu 3aXBOPIOBAHHSX HITTiB;
(byKOHa301 BU3Ha4YaBCs Y 3pa3Kax HirTiB yepes3 6 MICAIIB IMiCIis 3aBepIleHHs Tepailil.

BioTpancdopmariris

®nykoHa3o1 MeTabomi3yeThCst He3HAYHOI0 Mipoto. [Ipu BBeIeHHi 103u, MiueHOl pagioaKTUBHUMHU
izoTonmamu, nmuie 11 % ¢GpnayKoHa307Ty eKCKPETYEThCA 3 Cedelo y 3MiHeHOMY BUTIAAL. OITyKOHA30I1 €
noMipHuM iHrib6iTOpoM i3odepmenTiB CYP2C9 ta CYP3A4 (muB. po3min «B3aeMopmis 3 iHIuMu
JiKapChbKUMU 3aco0aMy Ta iHIII BUAY B3a€MOfik»). Takoxk (PIyKOHA301 € IOTYKHUM iHTiOiTOpOM
izopepmenty CYP2C19.

BuBeneHHda

[Tepion HaniBBuBeneHH (T,,) bnayKoHa301y 3 MI1a3MU KPOBi cTaHOBUTL 61113bK0 30 roguH. binbia
YacTHHa IIpenapaTy BUBOOUTLCS HUPKaMu, mpudoMy 80 % BBeOeHOI 403U BUSBIISIETLCS Y CEUi B
He3MiHeHOMY cTaHi. KimipeHc ¢pyKoHa305y IpOnopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKymo04ynx
MeTa0oJIiTiB He BUSIBIIEHO.

Tpusanuii T% npenapaty 3 IJ1a3MU KPOBi Ja€ MOXKJIMBICTh PA30BOT0 3aCTOCYBaHHS IIpenapary Ipu
BariHaJIbHOMY KaHIOWMO031, a TAKOXK 3aCTOCYBaHHA Ipenapary 1 pa3 Ha TUXK[OEHb IPU IHIITUX
IIOKA3aHHSIX.

HupkoBa HEOCTATHICTEL



Y malieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSAXKKOT0 CTyIeHs (IIBUAKICTh KIyOO4YKOBOI (inbTpaliil

< 20 mn/xB) TV 36inbmyeTnes 3 30 rogus 0o 98 rogun. Tomy I1ili KaTeropii maiieHTiB HeoOXimHO
3MEHIIUTH 003y GiayKoHa301y. OIyKOHA30J BULAISE€ThCS LIISXOM IeMOAiai3y Ta MeHIIO0 Mipoio -
LIJIAXOM IHTpanepuTOHeanbHoro aianisy. CeaHc reMofianidy TPUBAJIICTIO 3 TOOUHYU 3HUXKYE PiBEHD
GbnykKoHa3011y y maa3Mi KpoBi npubiau3uo Ha 50 %.

JlakTalis

KonnenTpanii ¢prykoHa30y y maa3Mi i MaTepuHCHKOMY MOJIOII BIIPOAOBXK 48 rofuH MiCsg IpUUOMY
0fHOpa3o0Bol 7o3u 150 Mr ¢pIyKoHa3011y OLiHIOBaIM ¥ X04i (hapMakKOKiHETUYHOI0 JOCTiAKEHHS 3
y4acTIO OeCsITH XKIiHOK y Iepiofi nakKTaillil, SKi THM4acoBO ab0 IMOCTiMHO IPUIMHUIIN TOyBaTH CBOIX
HEMOBJIAT TPYAMI0. Y MaTepUHCHKOMY MOJIOL (pJTyKOHA30/1 BUSBUIYN Y CepPenHill KOHI[eHTpaIllil
npubnu3no 98 % Big Toi, 110 Big3HaYamy y maa3Mi MaTepi. Yepes 5,2 TOOUHM ITiC/IS MPUEOMY JO3H
cepenHs IMiKoBa KOHIIEHTPAIlig Y MaTePUHCHKOMY MOJIOI cTaHOBUA 2,61 mr/n. [lo6oBa mo3a
GbIyKOHa30I1y, OTpHMaHa HEMOBJISIM 3 MAaTEPUHCHKOTO MOJIOKA (SIKIIO IPUUHSTA CEPENHE
CIIOXKHBaHHS MoJioKa 3a 150 mi/kr/go0y), po3paxoBaHa Ha OCHOBi CepefiHbOl IIiKOBOI KOHI[EHTpAllil ¥
Moo, 1o gopiaioe 0,39 Mr/Kr/moby, cTaHOBUTD mpuOnu3Ho 40 % Bifg mO3U, pEKOMEHI0BaHOI
HOBOHAPOMXKEHUM (BiKOM < 2 THXKHIB), a00 13 % Bif 103, peKOMEHI0BaHOI HEMOBISATAM [JIsSI
TiKYBaHHS KaHOUI03Y CIU30BUX 000JIOHOK.

it

Hani 3 papmMakokiHeTuky Oynu ouiHeHi y 113 miTeii mifg gyac 5 gocmigKeHs: 2 HOCTIAXKEHHS Pa30BOTO
3aCTOCYBaHHS, 2 MOCTiIXKeHHS 0araTopa3oBOro 3aCTOCYBaHHS Ta 1 HOCIimKeHHS HEOOHOIIeHUX
HOBOHApPOOXKEHUX.

[Ticns BBegeHHS 2-8 Mr/KT (IyKOHa30Jy HiTIM BikoM Bifg 9 micamnis mo 15 pokis AUC cTaHOBUTIA
6mu3pko 38 MKr*rop/mi Ha 1 Mr/kr mo3u. Ilicimsa 6araTopa3oBOT0 3aCTOCYBaHHS cepenHiit TY
GbnyKoHa3011y i3 m1a3Mu KpoBi BapitoBaBcs Mixk 15 Ta 18 romuHamu; 06’€M PO3IMOMiNy CTAHOBUB

880 my/kr. Binmbin TpuBanui T% 3 na3Mu KPOBi, 1[0 CTaHOBUB MpuONIuU3HO 24 roguHu, 6yB micns
Pa30BoOro 3acToCcyBaHHS (PriyKoHa30y. Llel TOKa3HUK € CIIBCTABHUM 3 IIE€PiOAOM HalliBBUBE[EHHS
(byKOHa3011y 3 IIJTa3MU KPOBI IMiCIIsT pa30BOr0 3aCTOCYBAHHS M03U 3 MT/KT BHYTPIIITHbOBEHHO TiTSIM
BikoM Bif 11 gHiB mo 11 micsauiB. O6’eM po3mopiny y malieHTiB 1iel BiKOBOI I'pymny CTaHOBUB OIU3bKO
950 mn/kr.

IocBim 3acTocyBaHHS (IYKOHA30Jy HOBOHAPOMXKEHUM 00MEKYEThCSI hapMaKOKiHETHIYHUMU
mocTimKeHHsIMM 12 HeIOHOILIEHUX [iTel i3 TepMiHoOM recranii mpubnu3Ho 28 TuxkHiB. CepenHill Bik
OUTUHY TIPY BBEMIEHHI IEePIIol 031 CTaHOBUB 24 roguHM (Big 9 o 36 romuH); cepemHs Maca Tifna Ipu
HapomxkeHHi ctaHoBuna 900 r (Big 750 mo 1100 r). [Ins 7 mailieHTiB IPOTOKOJ AOCTiAKEHHS 0yI10
BMKOHAHO. MakCHMyM 5 BHYTPIITHbOBEHHUX iH €KIIiN (hITyKOHA30Jy ¥ 0031 6 MI/KT BBOOUIN KOXKHI

72 rogunu. CepenHiu TY2 ctanoBuB 74 rogunu (44-185) B nepiinii AeHb, IOTIM 3MEHIIUBCS OO

53 roguH (30-131) Ha 7-# gens Ta 0o 47 (27-68) uHa 13-i gens. AUC (MKr*rom/mi) ctaHoBmia 271
(173-385) y nepmmii meHs, 36inpmunacs mo 490 (292-734) Ha 7-i geHb, MOTiM 3MeHIIuIacs go 360
(167-566) Ha 13-i1 menn. O6’em po3mnopiny (Mn/kr) ctaHoBuB 1183 (1070-1470) y nepmiuii geHb,
36inbimyBaBcs fo 1184 (510-2130) Ha 7-1 mens Ta go 1328 (1040-1680) Ha 13-i meHb.

[IalieHTH JIITHLOIO BIKY

dapMaKOKiHETHYHE JOCIiAKEeHHS IIPOBOAWIM 3 Y4acCTiO 22 MallieHTiB (BiKOM Bif 65 pOKiB), SKi

3acrtocoByBanu 50 Mr ¢rykoHa301y nepopanbHo. 10 namieHTiB 04HOYAaCHO 3aCTOCOBYBAJIU [iyPETUKH.
Cax CTaHOBUNA 1,54 MKT/MJI Ta focsAranacs nIpoTsarom 1,3 TOOUHYU Mic/Is 3aCTOCYBaHHS (PIIyKOHA30MY.
Cepennst AUC cranoBuna 76,4+20,3 mxr*rog/min. Cepenniit T%2 - 46,2 rogunan. 1li papMakoKiHETUYHI



IIOKa3HUKY € BUIIUMU IIOPIiBHSIHO 3 @aHAJIOTIYHUMU y 3[[0POBUX JOOPOBOJIBIIIB MOJIOALIOTO BiKY.
OpHoYacHe 3aCTOCYBaHHS AlypEeTUKIB He Majio 3HayHOro BiiuBy Ha C,,, Ta AUC. TakoX KJlipeHC
KpeaTHHiHYy (74 MI/XB), BifCOTOK (PJIyKOHA30JIy, 1110 EKCKPETYBaBCs i3 Ceuero y He3MiHEHOMY BUTTIAAL
(0-24 ropuuu, 22 %), Ta HUPKOBUY KiiipeHc dhaykoHa3oimy (0,124 mM1/xB/KT) y MallieHTiB AaHOl BiKOBOI
rpynu Oynu HUKYKMMHU, HiXK aHAJIOTi4Hi TOKa3HUKHU Y MOJIOAIINX JOOPOBOIBLIB. ToMy 3MiHU
(dbapMaKOKIiHETUKY Y MALI€HTIB JIiITHHOTO BiKy 04EBUIHO 3ajIeXKaTh Bif mapaMeTpiB QyHKIil HUPOK.

KitiHiuHi XapaKTepHuCTHKH.
Iloka3aHnHus.

Oudna3zoH® mnokaszaHuy A JTiKyBaHHS TaKuX IPUOKOBUX iHGEKIiN y JOpocauX (IUB. PO3Min
«®apMaKOAMHaMiKa»):

- KPUIITOKOKOBUY MEHIHTIT (OuB. po3min «OcobnMuBOCTI 3aCTOCYBaHHS»);
- KOKIXAi0ino3 (ouB. po3min «Oco0nMMBOCTi 3aCTOCYBaHHI»);
- iHBa3UBHI KaHOUOO3U;

- KQHIU03M CIIM30BUX 000JI0OHOK, BKJII0OYAI0YM KaHOUA03 POTOTJIOTKY Ta KAHAUI03 CTPABOXOMY,
KaHOUAYPis, XpOHIYHKY KaHAXWO03 LIKIpH i CTU30BUX 000JI0HOK;

- XpoHiYHUY aTpodiuHuM KaHAUI03 (KAaHAUI03, CIPUYNHEHUN BUKOPHUCTAaHHIM 3yOHUX ITPOTE3iB) IPH
Hee(eKTHUBHOCTI TirieHu poToBoi MOPOXHUHK a0 MicIeBOl Teparrii;

- BariHaJIbHUM KaHOUI03, TOCTPUYM UM PEIMOUBHUM, KOJIM MicIleBa Tepallis He € OOIiIbHOIO;
- KaHOUOO3HUM 0aJlaHiT, KOJIM MiclieBa Tepallis He € HOLibHOIO;

- IepMaTOMiKO3H, BKJII0Yal04¥ MiKO3 CTOI, MiKO3 TJIafleHbKOI IIKipH, TaX0BUM AEPMaTOMIKO3,
pisHOoGapBHUY NUIIal Ta KAHAUOO3HI iHPeKIIi] MKipy, KoMK IM0Ka3aHo 3aCTOCOBYBATH CUCTEMHY
Teparriio;

- mepMaTO(iTHUYN OHIXOMiKO03, KOJIM 3aCTOCYBAHHS iHIIKX JTiIKAPChKUX 3aC00iB HE € JOLITbHUM.
[TpodinakThka TaKMX 3aXBOPIOBAHb y HOPOCIIHX:
- PeLuOUB KPUIITOKOKOBOTO MEHIHTITY y Ial[l€HTiB 3 BUCOKUM PU3UKOM HOT0 PO3BUTKY;

- pPeIuanB KaHAUI03Yy POTOTIOTKH ab0 CTPAaBOXOAy y MalieHTiB 3 BIJI 3 BUCOKHM PU3UKOM HOT0
PO3BUTKY;

- 3HUKEHHS YaCTOTH PELUIMBIB BariHaIbHOT0 KaHOuOo3y (4 abo OinbIle BUMAAKiB Ha PiK);
- mpodinakTUKa KaHAWA03HUX iHGEKIIiN y MallieHTiB i3 TPHUBaIO HEUTPOIEHi€I0 (HanpuKiaz,
TIAli€HTIB 3i 37I0KiCHUMU 3aXBOPIOBAHHSIMU KPOBI, fKi OTPUMYIOTh XiMioTepamniio abo nalieHTiB Ipu

TPaHCIJIaHTAallil TeMOIIOeTUYHUX CTOBOYPOBUX KITITUH) (OUB. PO3nin «®apMaKoJIOTiyHi BlITaCTUBOCTI.
dapmakomuHaAMiKa»).

it



Iudna3os® 3aCTOCOBYBATH HiTAM /15 JTiKyBaHHS KaHOUA03iB CIM30BUX 0G0IOHOK (KaHAK03
POTOTJIOTKY, KaHOUA03 CTPABOXOAY), iIHBa3UBHUX KaHAU031iB, KPUIITOKOKOBOT'O MEHIHTITY Ta AJg
npoiTaKTUKY KaHAUAO3HUX iH(MEKUiY y Malli€HTiB 3i 3HUXKEHUM iMyHiTeTOM. [IpemnapaT MoXKHa
3aCTOCOBYBAaTH K MiATPUMYBAJIbHY T€PaIilo OIS MONepenkKeHHS PeIUANBY KPUIITOKOKOBOTO
MEHIHTITY y OiTe¥ 3 BUCOKMM PU3UKOM MOT0 PO3BUTKY (MUB. po3Min «OCOoBIUBOCTI 3aCTOCYBAaHHS»).

3acTOCOBYBATH JIiKapChKUi 3acib y ¢popMi Karcyn maHiil KaTeropil maiieHTiB MOXKHA TOfi, KOJIU OiTH
3maTHi 6e3mevHO MPOKOBTHYTH KAIICyIly, 110 3a3BMYall € MOXKJIMBUM Y Billi BiT 5 POKiB.

Tepamiro npenapatoM Judna30H” MOXHA PO3NOYMHATH [0 OTPUMAHHS PE3yIIbTaTiB KyIbTyPaJIbHAX
Ta iHIIMX 1a00paTOPHUX JOCIIiKEeHb; OfHAK ITiC/ISl OTPUMAHHS pe3ybTaTiB aHTHOaKTepialbHy
Tepariio CJIifl CKOPUT'YBaTHU BifIOBIAHUM YUHOM.

IIpomunoka3aHHs.

- T'inepuyTnuBicTh 70 QIyKOHA30JTy, iHIINX a30IbHUX CIIOIYK a00 H0 OyAb-SKO0I 3 OTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYaCHe 3aCTOCyBaHHA (DJIyKOHA30JIy Ta TeppeHaauHy Nali€eHTaM, IKi 3aCTOCOBYIOTh
bnykona3on 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3yIbTaTaMu JOCHiIXKEHHS
B3aeMOil 6araTopa3oBoOro 3aCTOCYBAHHS).

- OgHoYacHe 3acToCyBaHHS (HITYKOHA30IIY Ta iHIINX JTiKapChKUX 3ac00iB, 110 TTOOBXKYIOTh iHTEpBa
QT ta meTabomizyoTbcs 3a moroMoroi hepmenTy CYP3A4 (Hampukiap U3aIpUIy, aCTeMi3oy,
nimMo3uny, XiHifuHy Ta epuTpoMiuuHy) (quB. po3ninu «OcoO6nIUBOCTI 3acTOCyBaHHS» Ta «B3aemopnis 3
iHIITIMM JTiIKapChKUMHM 3aC00aM¥ Ta iHIIM BUOM B3aEMOIii»).

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

HQOTTIUHOKCISCIHQ C)ZMiCHe 34dCmocCyB8dHHA d)/l)[KOHCISO/l)Z mda Hux3c4e3d3Hd4eHux /linQCbKUX

3acobis

Iuzanpuo: mMOBiHOMIISIM IPO PO3BUTOK NOOIYHUX peakiiiii 3 00Ky ceplisd, Y TOMY YUCIIi IPO
[TapOKCH3MalbHy IIIYHOUYKOBY TaxiKapfilo TUIY «IIipyeT» y Malli€HTiB, IKi OHHOYACHO 3aCTOCOBYBalU
dbrykoHa30: Ta uu3anpum. KoHTpoaboBaHe OOCTiAXKeHHS IIPOAEMOHCTPYBAJIO, 110 OQHOYaCHe
3actocyBaHHS 200 Mr ¢rykoHazony 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha f100y ITPU3BOIUIIO
[0 3HAYHOI'0 IMigBUIIEHHS PiBHA LU3aNpUAY V IIJIa3Mi KpoBi Ta 40 nomoBXKeHHS iHTepBany QT.
OpHOYacHe 3aCTOCYBaHHS (PIyKOHA30JIy Ta LA3alpUAy IPOTUIIOKa3aHe (OUB. PO3Min
«[IpomunoKasavHa»).

TepgeHaOuH: yepe3 BUMIaAKU PO3BUTKY TAXKKUX CEPLIEBUX apUTMill, CHPUUYNHEHUX [T0A0BXKEHHIM
intepBany QTc, y nauieHTiB, sIKi 3aCTOCOBYIOTh a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3ac001 OMHOYACHO
3 TepheHaguHOM, OyIM MPOBEEHi MOCTiIKeHHs B3a€MO/Iil ITUX IIperaparTiB. Y X0fi 0qHOTO
MOCTiMKEeHHS IPU 3aCTOCYBaHHi GiykKoHa3omny y mo3i 200 Mr Ha mo6y He Oy10 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HIIe gocmifXKeHHS IPU 3aCTOCyBaHHI ¢yKoHa3o1y y go3ax 400 mr ta 800 Mr Ha
no0y IpoeMOHCTPYBAJIo, 1[0 3aCTOCYBaHHSA QIyKoHa30my v mo3ax 400 Mr Ha noOy abo BHllle 3HAYHO
IiABUINYE PiBeHb TeppeHafuHy y IIJIa3Mi KpOBi IIPH 0OJHOYAaCHOMY 3aCTOCYBaHHI IIUX IpelaparTis.
CywMicHe 3acTocyBaHHS (iTyKoHa30/1y y go3ax 400 mr a6o Buile 3 TepdheHaguHOM IPOTUIIOKa3aHe
(muB. po3min «I[Ipomunoka3aHHs»). [Ipu 3acTocyBaHHi GrykKoHa30my y mo3ax Huxk4e 400 Mr Ha go0y



OOHOYACHO 3 TePhEeHATUHOM CJIifi TPOBOAUTH PETENIbHUY MOHITOPUHT CTaHY MAalli€HTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30/Iy MOXKe 3MEHIIUTHU KIIipeHC
acteMizony. Cupu4ynHeHe UM IiABUINIEHHS KOHI[EHTPAIlil acTeMi30JTy y Ij1a3Mi KpoBi MOXe
IPU3BECTH [0 N0H0BXKeHHA iHTepBany QT Ta y pigKiCHUX BUIAgKax - IO IapOKCU3MaJIbHOL
IUTYHOYKOBOI TaxXikappil Tuny «mipyet». OgHO4YaCHEe 3aCTOCYBaHHS (IYKOHA30Jly Ta aCTEMi30y
IIPOTUIIOKa3aHe (OuB. po3min «IIpoTUIOKa3aHHSI»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCYyBaHHS (PIIyKOHA30/y Ta mimMo3umy abo XiHiguHYy MoXkKe
IPU3BOUTHU [I0 IPUTHIUeHHS MeTaboi3My miMo3uny abo XiHifrHYy, X04a BiATIOBIGHUX OOCIigXKEHb in
vitro Ta in vivo He poBoauau. ITifBUIIIEeHHS KOHIIEHTpallii miMo3uay a0do XiHiguHy y I1a3Mi KpoBi
MOXKe CIIPUYUHATH NogoBkKeHHS iHTepBany QT Ta y pifKicHUX BUlagKaX MIPU3BOAUTH 0 PO3BUTKY
IapOKCH3MaJIbHOI IITyHOYKOBOI TaxiKapmil Tuny «mipyeT». OgHOYacHe 3aCTOCYBaHHSA (PIIyKOHa30JTy
Ta nmiMmo3uny abo XiHifuHYy npoTUNoKa3aHe (OUB. po3min «[IpoTUNIOKA3aHHS»).

EpumpomMiyuH: omHOYaCHE 3aCTOCYBaHHSI ePUTPOMILIMHY Ta (GIIYKOHA30J1y IMOTEHIIINHO MOXKe
IIPU3BOOUTH [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxkeHHS iHTepBany QT,
IIapoKcHU3MalibHa LITYHOYKOBA TaxikKapAis TUIY «IIipyeT») Ta, K HACJigOK, [0 PalTOBOrO JIETaIbHOT0
HaCJigKy. 3acTocyBaHHS KOoMOiHallii JaHWX JTiIKapChKUX 3ac00iB MPOTUIIOKA3aHe (OUB. PO3Mi
«IIpoTunoka3aHHusa»).

He QQKOMQH@)ZGmbCﬂ 00HOYdCHe 3dCmMoOCyBAdHHA g;bjl)ZKOHCISO/l)Z ma Huxc4e3d3Ha4eHux /liKCIQCbKUX

3acobis

I'anoppanmpuH: GrIyKoHa30JI MOXKe CIPUUNHUTY IiABUIIEHHS KOHIIEHTpallil ranodaHTpuHy y 1a3Mi
KpOBi 3a paxyHOK npurHiueHHs CYP3A4. OpgHoYacHe 3aCTOCYBaHHS LIUX JIIKAPCHKUX 3ac00iB
MOTEHLIMHO MOXKe MPU3BOAUTH [0 MiABUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (TOAOBXKEHHS
inTepBany QT, mapokcu3ManbHa IUIYHOYKOBa TaxXiKaphisl TUILY «IIipyeT») Ta, K HACIiNOK, OO0
PaITOBOTO JIeTaIBbHOT0 HACiAKY. Cllifg YHUKATH 3aCTOCyBaHHS KOoMOiHallii maHWUX JTiKapChbKUX 3aco0iB
(ouB. po3min «OcoBGIMBOCTI 3aCTOCYBaHHS»).

CymicHe 3acmocyeaHHA GaAYyKOHA304yY MA HUHCYE3a3HAYeHUX AiKapCbKux 3acobis aumazae
obepeotcHocmi

AmioOapoH: ogHOYACHE 3aCTOCyBaHHS (HITyKOHA30Jy 3 aMioflapOHOM MOXKe IIPU3BECTHU H0
nopoBxKeHHs iHTepBany QT. ®nykKoHa307 CiIif 3 06epeKHICTIO 3aCTOCOBYBATH Pa3oM 3 aMiOflapOHOM,
0co0NIMBO y pa3i mpu3HauyeHHs BUCOKOI 103U GaykoHa3oiy (800 mr).

C)ZMiCHe 3dCmMoOCyBAHHA Qb/l)ZKOHCISO/l)z ma Huxc4e3d3Hd4eHux /liKCIQCbKUX 3acobis sumaaae

obepedicHOCMi Ma Kopu2yBaHHs 003U

- Bnaue iHwux aikapcbkux 3acobie Ha (payKOHA301

HocmimKeHHS B3aEMO/Iii TPOIEMOHCTPYBAJIH, II[0 OMHOYACHE BXKUBAHHS 1K, IMMETUANHY, aHTALIUIIB
abo mopabllie ONPOMiHEHHS YChOTO Tila [7ig Iepecagku KiCTKOBOTO MO3KY He Ma€ KJTiHIgHO
3HAQYYIIOT0 BIUIMBY Ha abcopOirito (GIyKOHA30/1y MpU HOT0 ITepopaIbHOMY 3aCTOCYBaHHi.

PugpamniyuH: ogHOYACHE 3aCTOCYBaHHS (PIyKOHA30JIy Ta pAU(PaMIiuHy IPU3BOAUIIO 10 3HUXKEHHSI
AUC Ha 25 % Ta ckopouyBamno T2 ¢iaykoHasony Ha 20 %. ToMy aiist mallieHTiB, SIKi 3aCTOCOBYIOTD
pudaMIinuH, Cif po3TISHYTH OOLUIbHICT MiABUIIEHHS 03U (PIYKOHA30ITy.

I'idpoxs1opomia3ud: y DoCHifXKeHHi (hapMaKOKiHEeTUYHOI B3aEMOfIil ofHOYacHe OaraToKpaTHe
3aCTOCYBaHHA TiAPOXJIOPOTia3uAy 300POBUM I0OPOBOIBLAM, SKi OTPUMYyBanu (GIyKoHa3017,



IiABUINYBAJIO KOHI[EHTpAIilo (IyKOHa30/y v mia3Mi Kposi Ha 40 %. Taki mapamMeTpu B3aeEMOfil He
BUMMaralTh 3MiH y pekuMi 0o3yBaHHS (DIIyKOHA30/IY AJ1S Malli€HTiB, SKi ODHOYACHO OTPUMYIOTh
CEeYOoriHHi 3ac00H.

- Bnaue 8 ¢aykoHazony Ha iHwWi aikapcvKi 3acobu

®nykoHa3on € nomipauM iHridiTtopom izodpepmenty 2C9 uutoxpomy P450 (CYP) ta CYP3A4. Takox
bnykoHaszon € motyxkuHUM iHribiTopom CYP2C19. OKpiM criocTepekyBaHUX/ HOKYMEHTAIBHO
MigTBepPAXKEeHUX B3a€EMOfiY, OMMCAaHUX HUXKYe, IPU OMHOYAaCHOMY 3aCTOCYBaHHI 3 PIyKOHA30JI0M
icHye pU3UK MigBUINEHHS Y MJIa3Mi KPOBi KOHLIEHTPAIliM iHIIKMX CIONYK, 110 MeTaboi3yioTscst CYP2C9
ta CYP3A4. ToMy 3acToCOByBaTH Taki KoMOiHallil mpemaparis ciiif 3 00epeXKHiCTIO; IPHU I[bOMY
HeoOXiTHO PeTeNIbHO CIIOCTEPIraTy 3a CTAHOM IallieHTiB. [IpurHidyBanbHa fAis GIyKOHA30/Iy Ha
bepMeHTH 30epiraeThcst mpoTaroM 4-5 mib micys #oro 3aCTOCYBaHHS Y 3B’A3KY 3 HOTO TPUBAIUM
IIepiofoM HalliBBUBEOEHHS.

Ab(heHmawia: g 4ac 0OGHOYACHOTO 3aCTOCYBaHHS anbheHTaHiny y mo3i 20 MKT/KT Ta QpIyKOHAa30JTy
y mo3i 400 Mr 3mopoBUM JOGPOBOJIBIIM CIIOCTEpiramocs: gBokpaTHe 30inbuenust AUC,,, MOXKIHBO,
yepe3s inridyBanHsa CYP3A4. Moxe OyTu HeoOXigHUM KOPUTYBaHHS 03U anbdeHTaHiny.

Amimpunmusin, HopmpunmuJiH: GpJIYKOHA30J IIOCUJIIOE Iif0 aMiTPUNTUIIIHY Ta HOPTPUNTUIIIHY.
PexoMeHOy€eThCSI BUMIpIOBAaTH KOHIIEHTpallil 5-HOPTPUNTUIIHY Ta/ab0 S-aMiTPpUITHIIIHY Ha TOYATKY
KoMOiHOBaHOI Teparii Ta yepe3 1 TuXKOeHb. Y pa3i HeoOXimHOCTI CITif BiTKOPUTYBATH 03y
aMITPUIITUIIHY/HOPTPUIITUIIIHY .

Am¢pomepuuuH B: ogHOYaCcHe 3aCTOCyBaHHS (HIIYyKOHA30/Iy Ta aMmpoTepulnHy B iHpikoBaHUM MUIIaMm
i3 HOpMa/IbHUM IMYyHITETOM Ta iH(}IKOBaHUM MUIIaAM 3i 3HUKEHUM IMyHITETOM IPU3BEJIO OO TaKUX
pe3yIbTaTiB: HEBENIMKUY afUTUBHUYN MIPOTUTPpUOKOBUIL edeKT mpu cucTeMHi iHdektii C. albicans,
BiZICYTHICTh B3a€EMO[Iii IpX BHYTPilIHbOYEpeNHil iHdekil Cryptococcus neoformans Ta aHTaroHi3m
[IBOX TIperaparTiB Ipu cUCTeMHil iHbekil Aspergillus fumigatus. KiiHiuHe 3HaueHHS pe3yJIbTaTiB,
OTPUMaHUX y XOZi IINX AOCTiAkKEeHb, HEBiLOMe.

AHmMukoaz2yaaHmu: SK i Ipu 3aCTOCYBaHHi iHIINX a30/IbHUX ITPOTUTPHOKOBUX 3ac00iB, IpU
OJHOYAaCHOMY 3aCTOCYyBaHHi (IyKOHA30Jly Ta Bap(papuHy MOBIJOMIISIIIU IIPO BUIAOKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOL KPOBOTEUi, MIYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypil Ta MeJeHHU) y
TIOEHAHHI 3 TOOBXKEHHSAM ITPOTPOMOiIHOBOTO Yacy. [Ipu ogHOYacHOMY 3aCTOCyBaHHI (Pr1yKoHA30Iy
Ta BapbapuHy CIocTepiraaocs: JBOKpaTHE MigBUIIEHHS MPOTPOMOiHOBOI0 Yacy, iMOBIpHO, BHACIIIIOK
npurHideHHs MeTaboniaMy Baphapuny dyepe3 CYP2C9. Crig peTenbHO KOHTPOIOBATH
IPOTPOMOiIHOBHY YacC y Malli€HTIB, SKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATyNISHTHA. Moxke
OyTu HeoOXiHOI KOPEKIisl 03U aHTUKOATyJISHTY.

BeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad mMida3osam, mpual3onam: Tpu3HaueHHs QIYKOHA30/Iy
IiCJIst TIepopPaIbHOT0 3aCTOCYBAHHS Miga3ojamMy MPU3BOAKUIIO OO0 3HAYHOTO IMigBUIIEHHS KOHIIEHTpAIlil
Miga3ojiaMy Ta 4O MOCUIEHHS IICUXOMOTOPHUX edekTiB. OfHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30Iy y
no3i 200 Mr Ta MifgasoaMy y [o3i 7,5 Mr nepopaibHOo Ipu3Boausio o nigsuineHHs AUC Ta mepiony
HaliBBUBeNeHHS V 3,7 Ta 2,2 pa3a BiamoigHo. 3acTocyBaHHs (PrykKoHa3omy y mo3i 200 Mr/moby Ta
0,25 Mr Tpuasojamy nepopasbHO npu3Boauio o miasuineHHs AUC Ta nepiony HalliBBUBeeHHA v 4,4
Ta 2,3 pa3a BigmoBigHO. [Ipu ogHOYACHOMY 3aCTOCYyBaHHI (JIyKOHA30Ily Ta TpHUa3oaMy
CIIOCTepiranocs MOTEHIIIOBaHHS Ta IPOJIOHTallis epeKTiB Tprua3onamy.

ZAKIT0 MallieHTy, IKAM MPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3enmiHaMu, 703y OCTAHHIX CJTiff 3MEHIIUTH Ta BCTAHOBUTH HaJIEXKHUM HATJISA[ 3a
CTaHOM IIallieHTa.



KapbamaseniH: GnykKoHa30J IPUTHiYye MeTa0omi3M KapOaMaseliny Ta CIPUYUHSIE MiIBUIEHHS
piBHs KapOaMa3zemniny B cupoBaTili KpoBi Ha 30 %. [CHye pU3UK PO3BUTKY IPOSBIB TOKCUYHOCTI 3 OOKY
kapbaMasemniny. Moxke OyTy HeoOXimHUM KOPUTYBAHHS 03U KapOaMaseIiHny 3a/ekKHO Bif piBHS #0ro
KOHIIEHTpAIlil Ta [il mpemapary.

baokamopu kaavyiesux KaHaaie: OesiKi aHTaroHiCTU Kasblilo (HipegumiH, icpaguiid, aMJIOOUIliH Ta
denopumnin) MmetabonisyoThesi pepmernToM CYP3A4. ®nykKoHa30I1 MOTEHIIMHO MOXKe IiIBUILITYBaTH
CHCTEMHY eKCII03HIIil0 6I0KaTOPiB Ka/IbIlieBUX KaHalliB. PeKOMeHIOBaHUY PETENbHUN MOHITOPUHT
PO3BUTKY ITOOIYHUX peakiliii.

Llesnexokcub: mpu OMHOYACHOMY 3aCTOCYBaHHI (ykoHasony (200 Mr Ha mo0y) Ta nenekokcuOy (200
mr) C,..Ta AUC uenekokcu0y nigBuiyBanucs Ha 68 % Ta 134 % BignosigHo. [Ipu ogHOYacHOMY
3aCTOCyBaHHI 11eieKoKcuOy Ta QrryKoHa30i1y Moxke OyTH HeOOXiqHUM 3MeHIIEeHHS 103U 11eJIeKOKCHOY
BABiUi.

Luxknaogpocpamio: ogHOYACHE 3aCTOCYBaHHA IUKI0pochaminy Ta GIyKOHA30Iy IPU3BOTUTH 0
nigBUIeHHS piBHS OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKaloul Ha PU3UK MiIBUILIEHHS KOHIeHTpalil Oinipybiny Ta
KpeaTHHIHYy B CUPOBATLi KPOBI.

®eHmaHi: TOBIOMIISINIM ITPO OOUH JIeTAIbHUYM BUMA0K iHTOKCHUKaIIii (PeHTaHiToM BHACTIOOK
MOXKJIMBOI B3aemofii peHTaHiny Ta prnykonasomny. [0 TOTO XK, y HOCIigXKEHH] 3 y4acTio 12 3M0poBux
noOpoBOIIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PJIYKOHA30J1 3HAYHO YIIOBiIbHIOBAB eJTiMiHalli0
dbenTaniny. [ligBuiieHHS KOHIIEHTPalil PeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIYEHHS JUXaHHS, TOMY
CJIifl peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe O0yTH HeoOXiHOI0 KOpPeKIis 103U GeHTaHiy.

IH2i6imopu I'MI-KoA-pedykmasu. CymicHe 3acTocyBaHHS (rryKoHa3omy Ta iHribiTopis 'MI-KoA-
penykTas#, 1o Metabonizyiorbcs CYP3A4, Taki 9K aTopBaCTaTUH Ta CUMBAcTaTHH, abo iHribiTopis
'MT-KoA-penykrasy, 1o MetabonisyioTecss CYP2C9, Takuii K ¢hayBacTaTUH (3HUKYE MeTab0IIi3M
CTATHHY B IEYiHIIi), TigBUIIYE PU3UK PO3BUTKY (M0303a1€XKHiCTh) MiomaTii Ta pabmomionidy. ¥V pasi
HeoOXiTHOCTi OMHOYACHOTO 3aCTOCYBAHHS IUX IIpelaparTiB CJIifl peTeTbHO CIIOCTEPIraTH 3a MalliEHTOM
III0I0 BUHUKHEHHSI CUMIITOMIB MiomaTii Ta pabgoMiosni3dy i IpoBOAUTH MOHITOPUHT PiBHS
KpeaTUHKIHA3U. Y BUNAJKY 3HAYHOIO MMiBUIIEHHS PiBHS KpeaTUHKia3|, a TAKOXK IIPU [iarHOCTyBaHHI
abo migo3pi Ha MiomaTito/pabmoMioni3 3acTocyBaHHS iHTiOiTOpiB [MI'-KOA-pemyKTasu ciif
IPUIUHUTH. M0oXK/INBO, Oyne moTpiOHe 3HMKEHHS f03H iHTibiTopiB 'MI'-KoA-penykTa3u BignoBiIHO
no iHgopMalliii II[0JI0 3aCTOCYBaHHS CTAaTUHIB.

I6pymuHi6. TTomipsi inriiTopu CYP3A4, Taki K GyKOHaA3071, MiABUIIYIOTH KOHIIEHTPAIIi0
i6pyTHHiOY y m1a3Mi KpoBi Ta MOXKYTb 30iTBIIMTH PU3UK TOKCUYHOCTI. AKII0 Takoi KoMbiHalii He
MOXKHA YHUKHYTH, CJiJ] 3MeHIIUTH 003y i6pyTunidy no 280 mr 1 pa3 Ha noly (2 Kamncynu) Ha nepiofn
3aCTOCyBaHHS iHTibiTOpa Ta 3a0e3meUnTH NTUIbHUN KITiHIYHUN KOHTPOIIb.

Isakagpmop (okpemo abo 8 no€GHAHHI 3 npenapamamu Mmo20 camo20 mepanesmuyHo20 KAA4cy).
CymyTHE 3acTOCyBaHHS 3 iBakadTOPOM, IifiCHII0BaYeM MYKOBICIIMI03HOTO TPaHCMeMOPaHHOT O
perynsaTopa IpOBigHOCTI, MigBUILYE €KCIO3UIIil0 iBakadTOpy B 3 pas3y, a rifpoKcuMeTuiIiBaKkahTOpy
(M1) -y 1,9 pa3u. HeoOxigHo 3MeHIUTH 03y iBakahTOpPy (0KpeMo abo B KoMOiHa1lii) 3rigHo 3
iHpopMalri€ro momo 3acTocyBaHHS iBakadTOpy (0KpeMo abo B KoMOiHatiii).

Osanapub:ITomipsi inribitopu CYP3A4, Taki sk prykoHa3071, 30iMbLUIYIOTE 11a3MOBi KOHIIEHTPAIlil
ornarnapu0y; ix ogHOYaCHE 3aCTOCYBAHHS HE PEKOMEHIYEThCS. AKIo Takoi KoMOiHaIlil He MOXKHa
YHUKHYTH, IpUoM oJarmapudy o6MexyoTs go3amu 200 Mr 2 pa3u Ha [00y.



ImyHocynpecopu (Hanpukaad LUK/AOCNOPUH, e8epoaiMyc, CUPOAiMYC i maKpoaimyc)

HuxaocnopuH: GIyKOHA30J 3HAYHO MifBuInye KoHieHTpauio Ta AUC nuknocnopuny. [Ipu
OIHOYACHOMY 3aCTOCYyBaHHI (pykoHa3omy y mo3i 200 Mr/moby Ta HMKIIOCIIOPUHY Yy 103i 2,7
Mr/Kr/moby croctepiranocs 30inbuenass AUC nukmocnopuny v 1,8 pa3za. Li mpemapaTu MoxXHa
3aCTOCOBYBaTU OJHOYACHO 3a YMOBU 3MEHIINEHHS NO3U LUKIOCIOPUHY 3aJIe3KHO Biff 10T0
KOHIIeHTpallil.

Esepoaimyc: X04a [HOCTIOXKEHbD in Vitro Ta in vivo He IPOBOAUIH, (IIYKOHA30JI MOXKE IiIBUIyBaTH
KOHIIEHTpALlil0 eBepOoJIiMyCy B CUPOBaTLi KpOBi yepe3 npurHiyensus CYP3A4.

Cupoaimyc: GIyKOHa30 MiABUILYE KOHLIEHTPAIII0 CHPOIIMYCY y IJIa3Mi KpOBi, iMOBIpHO, IIISXOM
npurHidveHHs MeTtaboniamy cuposimycy depmenTom CYP3A4 ta P-rnikonporeinoM. Li mpemnapartu
MOXKHa 3aCTOCOBYBaTU OJHOYACHO 3a YMOBY KOPUT'YBaHHSA [O3U CHUPOJIIMYCY 3aJIe’KHO Bifj PiBHA
KOHIIEHTpallil Ta eeKTiB Ipemapary.

Taxposimyc: GIyKOHA30/I MOXKe MiABUINYBATH KOHIIEHTPAIlil TaKPOJIiMyCy B CHPOBATIIi KPOBi 0 5
pasiB Ipu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHiUeHHS MeTab0/1i3My TaKpoIiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIOCTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTHUKH. [TiiBUIEHi PiBHI TAKPOIIMYCY acOILil0I0TLECS 3
He(pPOTOKCUYHICTIO. [103y TaKPOJIiMyCy AJIS IEPOPAIbHOT0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIe’KHO
Bifl KOHIIEHTpAllil TaKpoJiMycy.

Jlozapman: pryKoHA30/1 IPUTHIYYE MeTabO0JIi3M J103apTaHy [0 H0Tr0 aKTUBHOTO MeTaboJIiTy
(E-31 74), mo 3yMOBIIIO€E GinbIlly YaCTUHY aHTArOHI3MY 10 PellenTopiB aHrioTeH3uny II mig gac
3aCTOCYBaHHA JI03apTaHy. PeKoMeH0BaHO 3[i¥CHIOBATH [IOCTIMHUY MOHITOPUHT apTepiabHOro
TUCKY Yy NAlli€HTIB.

JIypa3udoH. [TomipHi inribiTopu CYP3A4, Taki 5K (IyKOHA30J1, MOXKYTh IiIBUIIyBaTH KOHIIEHTPALIil0
JIypa3ufoHy B Ij1a3Mi. AKI0 HEMOXIIUBO YHUKHYTA OGHOYACHOT O 3aCTOCYBAHHS, CJIil 3MEHIIUTH
[03y JIypa3ufoHy, SIK 3a3Ha4eHo B iH(popMalil 00 3aCTOCyBaHHS JIypPa3uaoHy.

MemadoH: GpiykoHa3071 MOXKe MiBUITYBaTH KOHLIEHTPALII0 MeTaflOHy Y CUPOBaTLi KpoBi. [Tpu
OIHOYAaCHOMY 3aCTOCYBaHHiI MeTafloHy Ta (GIIYKOHA30/1y MoXKe 0yTH HeoOXimHMM KOPUTYBAHHS 03U
MeTafioHy.

Hecmepoidni npomudanaavHi npenapamu (HI13I1): ipu 0gHOYaCHOMY 3aCTOCYyBaHHi 3 (JIyKOHA30JI0M
C,ox Ta AUC dnyp6inpodeny migBuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHSIHO 3 BiANOBIAHUMU
TIOKa3HWKaMU IIPU 3aCTOCYBaHHi Tinbku ¢nypbinpodeny. AHaNOTiYHO IPYU OMHOYACHOMY
3aCTOCyBaHHI (yKoHa30iy 3 pauemiunum ibynpodenom (400 mr) C,., Ta AUC dapmakosorigHo
aKTUBHOTO i30Mepy S-( )-ibynpoderny migsumiyBanucs Ha 15 % Ta 82 % BifNoOBiIHO NOPIBHSHO 3
TaKMMHU NTOKa3HUKaMU IIPHU 3aCTOCYBaHHI TiTbKY paleMidHOro i0ymnpodeHy.

Xoua creliaJbHUX AOCTiAKEHb He TPOBOAMIIN, (PIYKOHA30JI MOTEHIIMNHO 3MaTHUY MigBUIIYBaTH
cucteMHy ekcroautrito inmux HIT3TII, mo metabomidytotscs CYP2C9 (HanmpuKiaj HalpoKCeHY,
JIOPHOKCHKaMy, MeJIOKCUKaMy, IUKJIoheHaKy). PeKOMeHIOBaHO IIePiOgUYHO 3iMCHIOBATH
MOHITOPHUHT MOOIYHUX peakllii Ta TOKCHYHHUX MPOSBiB, MoB’s13anHux i3 HIT3I1. Moxke 3HagoOHUTHCS
KopurysanHs go3u HIT3II.

®eHimoiH: GIyKoHa301 MPUTHiUye MeTaboi3M deHiToiny B nevinii. OqHoyacHe 6araTopa3oBe
3actocyBaHHS 200 Mr driykoHa3omy Ta 250 Mr ¢eHiTOiHy BHYTPIIIHLOBEHHO MTPHU3BOAUTE JI0
nigsuimenHs AUC,, denitoiny Ha 75 % Ta C,;,Ha 128 %. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI IIUX



JIiKapChKUX 3ac00iB CIIifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY Yy CHpOBaTILli KPOBi Ais
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHITOIHY.

ITpeOHi30H: TIOBIOMIISIIM IIPO BUIIQMOK, KOJIM V MAIliEeHTa ITiCIIst TPAHCIIIAaHTAllil TeYiHKY Ha TIIi
3aCTOCYBaHHS IIPeAHI30HY PO3BUHYIACS TOCTPa HENOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BHMHUKIIA MiC/ISl MPUIKHEHHS TPUMICIYHOr0 Kypcy Tepail hpiykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, iMOBIPHO, CIPUYMHUIIO ocuieHHsT akTUBHOCTI CYP3A4, mo npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. Ciifl peTelbHO CTEXUTH 3a NallieHTaMH, SIKi IPOTIToM
TPUBAJIOTO Yacy OMHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta MPefHi30H, 3 METOIO IoNepenKeHHS
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/Is IPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugabymuH: GprykoHa301 MiABUIIYE KOHIIEHTPaIi0 prdabyTUHY B CUPOBATII KPOBI, IO IIPU3BOAUTD
no 36inbmenHs AUC pudabytuny mo 80 %. ITpu ogHOYACHOMY 3aCTOCYBaHHI QIyKOHA305y Ta
pudabyTuHy OBiMOMIISIM NTPO BUMIAIKU PO3BUTKY yBeiry. [Ipu 3acTocyBaHHiI Takoi KoMOiHalrii
JiKapchbKuX 3aco0iB cig 6paTé IO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsutnye AUC ta C,,,, cakBiHaBipy nmpu6mu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepe3 NpUTrHideHHS MeTabo0ni3My cakBiHaBipy y neuinni ¢pepmerntom CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikonmporeiny. B3aemogil Mixk (hIyKoHa30/10M Ta CaKBiHaBipOM/pHUTOHABIPOM He JOCIiIKYBaJIXCS,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMu. Moxke 6yTu He0OXigHUM KOPUTYBaHHS 03U
CaKBiHaBIpYy.

IToxiOHi cynbhoHiNCeH08UHU: TIPA OOGHOYACHOMY 3aCTOCYBaHHI (TyKOHA30JI MPOJIOHTYE TY2
nepopasbHUX MOXiITHUX CyNTb(OHiICeUoOBHHY (XTOpIIponaminy, riaibeHKIaMiny, riuimisuny Ta
ToJIOyTaMifly) Ipu ix 3aCTOCYBaHHi 3M0POBUM 10OPOBOJBILIIM. PEKOMEHIYETHCS MMPOBOAUTU YaCTHN
KOHTPOJIb IJII0OKO3Y B KPOBI Ta BiATIOBIIHMM YMHOM 3HUXKYBATU [03y NOXiAHUX CyIb(OHIICEYOBUHU
IIPY OOHOYACHOMY 3aCTOCYBaHHi 3 (JTyKOHA30JI0M.

TeoiniH: y ninane60-KOHTPOIHOBAaHOMY [OCTiXKEHH] B3a€MOil ITpernapaTiB 3aCTOCYBaHHS
¢bnykonasony no 200 mr npotaroMm 14 mHiB IpU3BeJO OO0 3HUKEHHS CEPETHLOTO KITipeHCY Teodiminy
y ma3Mi KpoBi Ha 18 %. 3a mauieHTamu, siKi 3aCTOCOBYIOTh Teo(iniH y BUCOKHUX 103aX a0o0 fKi MalOTh
MiOBUILIEHNY PU3UK PO3BUTKY TOKCUYHUX IIPOSABIB TEOQiNiHY 3 iHIINX IPUYKH, CJIifi BCTAHOBUTHU
HarJIg] U070 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI il Teodininy. Tepamito ciif 3MiHUTH TPU OSBi
03HAK TOKCHUYHOCTI.

TogpauumuHi6: BrIuB ToPalUTHHIOY 3pOoCcTa€ MpX OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChbKUMU
3acobaMy, ki IpU3BOIATH 0O oMipHOTO iHriOyBaHHa CYP3A4 Ta notyxHoro inrioysanas CYP2C19
(Hampukian ¢paykoHa3om). ToMy peKOMeHI0BAHO 3MEHIIUTH 03y ToPauuTuHiOy 7o 5 Mr 1 pa3 Ha
no6y B KoMOiHAIliSX 3 UMY IIpenapaTamMi.

Toasanman. EKCIIO3u1Iist TONMBaNTaHy 3HauHO 30inbiyeThest (200 % 3a mokasuukoM AUC; 80 % 3a
nokasHukoM C,,.) Tp1 OMHOYAaCHOMY 3aCTOCYyBaHHi TonBanTaHy, cyoctpaty CYP3A4, i3
bnykoHa3onoM, nomipauM iHriditopom CYP3A4, i3 pu3uKoM 3HAYHOTO 30i/bIIIEHHS MOGIYHUX
peaxiiiii, oco0uBO fiype3y, AerifpaTallii Ta TOCTPOl HUPKOBOI HEOCTATHOCTI. Y pa3i 0qHOYaCHOT0
3aCTOCYBaHHS, 03y TOJIBAIITaHy CJIifl 3MEHIIKUTH BiATIOBiIHO M0 iHdopMallil mpo npu3HadyeHHs
TOJIBAIITAHY, @ TAKOXK CJIiJ PETeNIbHO CIIOCTEPiraTv 3a CTAHOM IaIlieHTa 00 Oyab-IKUX M00iYHUX
peaxiiii, OB I3aHuX i3 TOJIBAIITAHOM.

Askanoiou 6apeiHky: xo4a BifMTOBIMHUX MOCTiAKEHb He IPOBOAYIIH, (IIYKOHA30JI, iMOBipHO, Yepe3
inri6yBanHs CYP3A4, Moxe COPUYKHSTH MigBUINEHHS KOHIIEHTPAIlil ajKasoifiB 0apBiHKY Yy m1a3Mi
KPOBi (HampXKiaj BiHKPUCTUHY Ta BiHOMACTHHY), 110 TPA3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX
edexkTis.



BimamiH A: IOBiZOMIISINM, 110 V TAllieHTa, SKUKA OOQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucnortHa ¢hopma BiTaminy A) Ta prykoHazon, cnoctepiranucs mobiyni peakuii 3 6oky ITHC y dhopmi
IICEBOOTYMOPY T'OJIOBHOTO MO3KY; faHUU eeKT 3HUK Micns BigMiHu drykoHa3omny. Li mikapchki
3aco0u MOXKHa 3aCTOCOBYBATH OfHOYACHO, ajie CJIif maM’ ATaTy PO PU3UK BUHUKHEHHS MOGIYHUX
peakxiiiii 3 6oky ITHC.

BopukoHa3zos (iHeibimop CYP2C9 ma CYP3A4): omHO4YacHe 3aCTOCYBaHHSI BOPUKOHA30JTy ITepopaibHO
(mo 400 mr xoxHi 12 rogus npotsarom 1 gus, motiM mo 200 Mr KoxHi 12 rogus npotsarom 2,5 OHS) Ta
bnykoHa3oiny nepopanbHo (400 Mr B epminii geHb, MOTiM Mo 200 MT KOXKHi 24 TOOUHYU IPOTATOM 4
OHiB) 8 3MOPOBUM HOOPOBOJIBLISIM YOJIOBIYOI CTATi MPU3Beso o migBuinenHs C,., Ta AUC,
BOPUKOHA3011y B cepemaboMy 00 57 % (90 % II: 20 %, 107 %) ta 79 % (90 % [O1: 40 %, 128 %)
BigmoBigHO. HeBimoMo, 4y IpU3BOAUTh 3HUXKEHHS 003U Ta/ab0 4aCTOTH 3aCTOCYBaHHS BOPUKOHA30Y
ab0 ¢GyKoHAa301y 10 YCYHEHHS TaKoro epekTy. [Tpu 3acToCyBaHHI BOPUKOHA30Y ITiCIIs
(bIYKOHA30I1y CIIifl MPOBOOUTH CIIOCTEPEKEeHHS 100 PO3BUTKY MOOiuHMX e(eKTiB, OB’ I3aHUX i3
BOPUKOHA30JIOM.

3udosyouH: pnykonaszon nigsumye C,,. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BigmoBigHO, 1110
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3U0BYOUHY NpuOIu3HOo Ha 45 % IpHu HOT0 IepopaabHOMY
3acTocyBaHHi. TY2 3ugoByouHy OyB TaKOX ITOMOBXKeHUM mpubnu3no Ha 128 % micms 3acTocyBaHHS
kKoMbiHanii (hyKoHa30/1y Ta 3UAOBYAUHY. 3a MallieHTaMHU, SIKi 3aCTOCOBYIOTh TaKy KoMOiHallito
niKapCchbKUX 3aco0iB, CITi CIToCTepiraTu moa0 PO3BUTKY MOOIYHUX peaklliid, OB I3aHUX i3
3aCTOCYBaHHSIM 3UAOBYOUHY. MOXHA PO3TISHYTH AOLITbHICTh 3HUXKEHHS [T03U 3UOBYAUHY.

A3umpoMiyuH: y XOOi BIIKPUTOTO PaHIOMi30BaHOTO TPEOXCTOPOHHBOI0 IIEPEXPECHOTO JOCIIiAKEHHS,
B SKOMY B3$I/TM y4acTh 18 3m0opoBux H0OPOBOIIBLIIB, OIiHIOBAJIM BIIJIUB a3UTPOMILIMHY Ta (PIIyKOHA30IY
Ha (papMaKOKiHETHKY OMH OMHOTO IIPU iX OMHOYACHOMY IIepopajbHOMY Pa30BOMY 3aCTOCYBaHHi y
no3ax 1200 mr Ta 800 Mr BigmoBigHO. 2KomHUX 3HAUYIIKMX PapMakKOKiHETUYHUX B3a€EMOZiH BUSBIEHO
He 0yI10.

ITepopaavHi KOHMpay,enmueu: IPoBOAUNY 2 GpapMaKOKiHETUYHUX [OCTIgXKeHHS 6araTopa3oBoro
3acToCyBaHHS QIIyKOHA30Jy Ta KOMOiHOBAHOTO ITepopabHOr0 KOHTpalenTuBa. [1pu 3acTocyBaHHi
bnykoHaszony y f1o3i 50 Mr BIJIMBY Ha piBeHb TOPMOHIB He 0y710, TOOi SIK IIPU 3aCTOCYBaHHI
bnykonasony y no3i 200 mMr Ha mo6y cnocTepiranmocs 30inpmenns AUC etuninectpamiony Ha 40 % Ta
neBoHOpPrecTpeny - Ha 24 %. Ile cBiguuTh Ipo Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Iy Y
3a3HaYEHUX [[03ax HaBPAJM YU MOXKe BIJIMBATH Ha e(peKTHUBHICTh KOMOIHOBAHOT'O TIEPOPaIbHOTO
KOHTpAalleNTHBa.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Llepmamodpimia. BiimoBigHO A0 pe3yNbTaTiB AOCTIAKEeHHS (PIIyKOHA30/Iy I TiKyBaHHS OepMaTodiTil
y mitel, QIyKOHaA30/1 He MepeBUlye rpu3eodyibBiH 3a e(PeKTHUBHICTIO i 3arajJbHUM TOKAa3HUK
edekTUBHOCTI cTaHOBUTEL MeHIIe 20 %. Tomy Judna3os”® He CIifl 3aCTOCOBYBATH AJIs JIIKyBaHHS
nepMaTodiTii.

Kpunmoxkoko3s. [1oka3iB eheKTUBHOCTI (pIyKOHA30JTy [AJd JIiKyBaHHS KPUITOKOKO3Y iHIINX
JIoKaJi3aliil (Hanpukiaj JereHeBoro KpUITOKOKO3y Ta KPUIITOKOKO3Y IIKipK) HeZOCTaTHbO, TOMY
PEeKOMeHfalliii oA0 peXUMy H03yBaHHSA [JId JIiKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

I'1uboki eHOemiuHi miko3u. [JoKa3iB eheKTUBHOCTI (PIIyKOHA30/Iy OIS TiKyBaHHS iHIINX HopM
eHIeMiYHMX MiKO3iB, TAKMX K MapPaKOKIUOiOIHOMIK03, TiCTOIIa3M03 Ta IMIKipHO-



J'IiMd)aTI/I‘-IHI/IfI CIIOPOTPHUXO03, HEOOCTATHLO, TOMY peKOMeHJIaLIifI 00 pexXrMYy OJO3yBaHHA
O J'IiKy'BaHHH TaKHX 3aXBOPIOBaAHb HEMaAE.

Hupkosa cucmema. IlallieHTaM i3 mopymeHHSIMU (YHKIIIl HUPOK IIpernapar CJlif 3aCTOCOBYBaTH
3 o0epexkHicTIO (MUB. po3Min «Crmocib 3aCTOCyBaHHS Ta IO3U»).

Hedocmamuicmb HaOHUpkKosux 3an03. KeTOKOHa301, SIK BiloMO, CIIPUYNHSIE HEAOCTATHICTD
HAIHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITAETHCS PigKO.
HepocTtaTHiCTh HAOHUPKOBUX 3aJ103, IOB'43aHa 3 OMHOYACHUM JIIKyBaHHSM IIPEAHI30HOM, OMMCaHa B
po3mini «B3aemogpis 3 iHIIMMY JTiKapChbKUMHU 3aco0aMu Ta iHII BUAM B3aeEMOfid. Brinus GiykoHa3omy
Ha iHmI miKapchKi 3acobu».

T'enamobiniapHa cucmema. IamieHTaMm i3 mOpyuIeHHAMY (DYHKIII1 IeYiHKY IIpenapaT CIIifg
3aCTOCOBYBaTH 3 00epexkHiCTI0. 3aCTOCYBaHHS (PIIYKOHA30/IY acOIlif0BAIIOCS 3 BUHUKHEHHSIM
PioKiCHUX BUIIA[KiB PO3BUTKY TAKKOI T€lTaTOTOKCUYHOCTI, BK/II0Yal04y JieTabHi BUTIA[KH,
TOJIOBHMM YHMHOM V MAL€HTIB i3 TIXKKMMU OCHOBHMMU 3aXBOPIOBAHHSAMU. Y BUNAAKaxX, KOIU
PO3BUTOK T'eIIaTOTOKCUYHOCTI ITOB’I3yBaBCS i3 3aCTOCYBAHHAM (HITYKOHA3011y, He OYyII0
Big3HA4eHO ii IBHOI 3aJIe’KHOCTI Bifl 3arasibHOi J0O0BOI 103U IIpenapaTy, TPUBAIOCTi Tepartil,
craTi a0 BiKy malrieHTa. 3a3BUy4ail TelaTOTOKCUYHICTD, CIIPUYMHEHa (IYKOHA30JI0M,
000pOTHA, a ii MPOsBY 3HUKAIOTH ITiCIIg IPUIUHEHHS Teparrii.

3a malfieHTaMH, y SKUX IIPU 3aCTOCYBaHHi (PIIyKOHA30/1y CIIOCTEPIraloThCS BiTXUIEHHS pe3yJbTaTiB
GYyHKIIOHATBHUX P00 MEeYiHKY, CMTifl BCTAHOBUTYU PETENIbHUM HaTJISA[ 040 PO3BUTKY OiNIbII TIKKOTO
ypaXeHHS [IeYiHKU.

[TamieHTiB Ccif npoiH@OpPMyBaTH PO CUMIITOMH, III0 MOXKYTh CBiIYUTH IIPO CEPUO3HUM BIIJIUB Ha
NeviHKy (BUpaXkeHa acTeHis, aHOPeKCis, oCTiliHa HyfoTa, 6/1I0BaHHS Ta JKOBTSIHHULS). Y TaKOMY
BUTIAOKY 3aCTOCYBaHHS (GIYKOHA30Iy CJIiff HETalHO MPUIIMHUTH Ta MIPOKOHCYIbTYBATUCS 3 JTIKapeM.

Cepueso-cyouHHa cucmema. [lesiKi a30/14, y TOMY YHUCII i (JIyKOHA30J1I, aCOL[I0I0THCS 3
nogoBxkeHHAM iHTepBany QT Ha enekTpokappiorpami. ®1ykoHa30:1 ogoBxye inTepsan QT
IISIXOM [IPUTHIYEHHS BUIIPSAMIIAYOro Kajnieoro kaHany (I,.). IlomoBxenHus intepsany QT
BHACJIIIOK Mil iHIIMX JTiKapChKUX 3aco0iB (HapuKIag aMiogapoHy) MOXKe MTOCHIIIOBAaTUCS Y
pe3ynbTati npurHideHHsa pepmenty CYP3A4 nutoxpomy P450. TToBimoMnsinu mpo ayxe
piAkicHiI BUlagKu omoBXKeHHS iHTepBany QT Ta mapokcu3MasbHOI IUTYHOYKOBOI TaxXikapil
THIY «IIipyeT» IIPH 3aCTOCYBaHHI npenapaty Oudna3on”. Taki MOBiIOMIEHHS CTOCYBAJIACS
TIALliEHTIB i3 TSIXKKUMM 3aXBOPIOBAHHSIMU NIPY MOENHAHHI 0araThoxX GakTopiB PU3UKY, TAKUMHU
K CTPYKTYPHi 3aXBOPIOBAHHS CEPLIs, TOPYLIEHHS eJIeKTPOJIiTHOr0 00OMiHy Ta OmHOYaCHe
3aCTOCYBaHHS iHIIUX JIKapChKUX 3ac006iB, 110 BIIMBaIOTh Ha inTepBan QT. [TalienTu 3
riroKajieMielo Ta IPOrpecyrdol0 CepleBO0 HeNOCTATHICTIO MalOTh MiABUIIEHUN PU3UK
BAHUKHEHHS 3aTPO3NUBUX [JI XKUTTS IIYHOYKOBUX apUTMi Ta IapOKCH3MaJlbHOI
IIJIYHOYKOBOI TaXiKapmil TUIY «IIipyeT».

Iudnazon® ciif 3 06epeKHICTIO 3aCTOCOBYBATH MAIlieHTaM i3 PU3MKOM PO3BUTKY apUTMIil.
OpgHOYacHe 3aCTOCYyBaHHS Pa3oM i3 TiKapchKUMU 3acobaMu, 110 TOJ0BXKYIOTh iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroi ¢pepmerty CYP3A4 uutoxpomy P450, npoTunoka3aHe (QUB. po3minu
«IIpoTuUnoKa3aHHSI» Ta «B3aeMofisa 3 iHIMMMHY JTiIKapChKUMK 3ac00aMu Ta iHIII BUOY B3a€EMOMii»).

I'anopaumpun. l'anodanTpus € cydctpaTom pepmenty CYP3A4 i momoBxkye inTepsan QTc nmpu
3aCTOCyBaHHI y PEKOMEHIOBaHUX TepaleBTUYHUX fo3ax. OmHOYaCHe 3aCTOCYBaHHS rajioaHTPUHY Ta



(byKOHa30I1y He PEKOMEHYEThCS (OUB. po3min «B3aeMopmist 3 iHIMMMU JTiKapChKUMHU 3acobaMu Ta
iHII BUOM B3aEMOMi»).

Hepmamonoeiuni peakuii. ITig 9ac 3acTocyBaHHS (IYKOHA30Jy PiAKO IOBIAOMIISIIIN IIPO
PO3BUTOK TaKUX €KC(HOIiaTUBHUX MIKIPHUX peakwiil 1K cuHApoM CTiBeHca-[[2KOHCOHa Ta
TOKCUYHUY elifiepMalbHui HeKpoi3. [1oBigoMsanocs mpo MefuKaMeHTO3HY Peakiliio 3
eo3nHodimieo i cucremuumu nposiamu (DRESS). ITartienTu 3i CHIIJoM GinbIil CXUIBHI 10
PO3BUTKY TSKKUX IIKIPHUX peaklliii TPy 3aCTOCYBaHHi OaraThox JTiKapChKUX 3aco0iB. AKIIO y
nallieHTa i3 ToBepXHEeBOI0 IPUOKOBOIO iH(DEKIIi€l0 3’ IBIAIOTHCS BUCUTIAHHS, 1II0 MOXKHA
IIOB’I3aTH i3 3aCTOCYBaHHSIM (PIIyKOHA30I1y, ITOAasblle 3aCTOCYBaHHS IIpenapaTy CIIif
IPUNIUHUTY. AKINO y MallieHTa 3 iHBa3WBHOI/CUCTEMHOIO I'PUOKOBOIO iH(EKITIEIO 3’ IBMSIIOTHCS
BUCHITAHHA Ha IIKipi, 3@ 1Or0 CTaHOM MOTPiOHO PETENBHO CIIOCTEPITaTH, a Y BUMAHKY
PO3BUTKY Oy/THO3HUX BUCHUIIaHb a00 MyJTbTU(POPMHOI epUTEMU 3aCTOCYBaHHS (PIYKOHA30TY
CJIil IPUIIMHUTH.

I'inepuymaugicmy. Y pigKiCHUX BUIIaIKaX IOBIJOMIISAIOCS IIPO PO3BUTOK aHa(iNaKTUYHUX pPeakilii
(muB. po3min «IIpoTUnoKasaHHI»).

ITumoxpom P450. ®nykoHason € noMipHuM inribitopom pepmenty CYP2C9 ta pepmenty CYP3A4.
Takox (rykoHa3om € noTykHUM iHribiTopoM dhepmenty CYP2C19. Crnin criocTepiraTé 3a CTaHOM
TaIi€HTIB, 9Ki OMHOYACHO 3aCTOCOBYIOTh Ju(1a30H" Ta NpemnapaTy 3 By3bKUM TepaleBTUIHIM
BikHOM, 1110 MeTabo7i3yioThcs 3 yuacTio CYP2C19 ta CYP3A4 (guB. po3min «B3aemogis 3 iHIIuMuU
JiKapChKUMHU 3acobaMu Ta iHIIi BUAKM B3aEMOTiN»).

TeppeHaduH. Crim peTenbHO CIIOCTepiraTH 3a CTAHOM IMalli€HTiB MPH OMHOYACHOMY 3aCTOCYBaHHi
tepdenaguny Ta GryKoHa3omy y no3i menie 400 mMr Ha mo0y (ouB. po3ninu «[IpoTunoka3aHHSI» Ta
«B3aeMopis 3 iHMMMY JTiKapChbKUMK 3ac00aM¥ Ta iHIIII BUAM B3aEMOIii»).

Kanouodo3. JocmigXeHHs MoKa3any 30imbIeHHs IomKUpeHoCTi indekin inmumu Bugamu Candida,
KpiMm Candida albicans. Bouu 9acTo CTiliKi 3a CBO€10 Ipupopoio (Hanpuknan Candida krusei Ta
Candida auris) abo BUABIAITL 3HUKEHY YyTNUBICTh 10 diykoHa3ony (Candida glabrata). Taki
iH(eKIil MOXKYTh BUMaraT ajlbTepPHATUBHOI IPOTATPHUOKOBOI Tepallii, 10 € HAC/TigKOM BiTMOBU Bif
3acToCyBaHHS (DITyKOHA30/1y. ToMy pEeKOMEHAYEThCS BPaXOByBaTH IMOLUINPEHICTh PE3UCTEHTHOCTI
pisHux BumiB Candida mo ¢bayKoHa307y.

LlonomidcHi pevoguHu. ITpenapat MiCTUTh 1akTO3y. [lallieHTaM 3 PiIKiICHUMU CIafgKOBUMU
3aXBOPIOBAHHSAMHY, TAKUMHU SK HEIIePEeHOCUMICTh rajlakTo3u, HeJOCTAaTHICTh JTakKTa3u Jlamma Ta
MasibabcopOilis T1I0K03U-TajlakTo3H, He CJIifl 3aCTOCOBYBATH 1leH Ipermapar.

3acmocyeanHs y nepiod eazimnocmi abo 200y8amnHs 2pyodio.
Baeimnicmb

3a manuMu o6cepBallifHOTO NOCTioXKeHHS, iCHY€ MigBUIIEHNY PU3UK CIIOHTAHHOT'0 abopTy y XKiHOK,
SKi OTpUMYyBau (pIyKOHA30JI IPOTArOM IIE€PIIOr0 TPUMECTPY BariTHOCTI.

[laHi 010 KiTbKOX TUCSY BariTHUX XIHOK, K1 OTPUMYBaJIU KYMYJIATUBHY 003y < 150 Mr
bnykoHa3ony B I TpuMecTpi, He CBimYaTh PO 30i/bIIEHHS 3arajbHOT0 PU3UKY Baj PO3BUTKY ILJIOAA.
B ogHOMY BENMKOMY CIIOCTEPEeXKEeHHI I'PYIIOBOT0 HOCIiAKEHHS BILIUB IIePOpaIbHOro (PiyKoHa30my B I



TpuMecTpi OyB NOB’g3aHNUM 3 HEBEIUKUM IiIBULIEHHSIM PU3UKY IIOPYLIEHb OIIOPHO-PYXOBOTO
amaparty, 10 Bignosigae mpubau3Ho 1 momaTkoBoMy Bunafaky Ha 1000 XiHOK, SKi OTpUMYBaIn
KyMYJIATUBHI 003U < 450 Mr, nopiBHAHO 3 XKiHKaMU, SIKi OTPUMYBaJIX JIOKaJIbHi a3071y, i mpubnusHo 4
nopaTkoBsi Bunagky Ha 1000 XKiHOK, SIKi OTpUMyBaId KyMYJIATABHI 03U noHan 450 mr.
Bipxopurosanui BifHOCHUM pu3uK cTaHoBUB 1,29 (95 % [I: 1,05-1,58) y pasi npuitomy 150 mr
¢bnykona3oiny nepopanbHo Ta 1,98 (95 % [I: 1,23-3,17) y pa3i 3acTocyBaHHS 03 moHam 450 mMr
bmyKoHa301y.

[ToBimomusiyiocs: IPO YKCJIEHH] BPOAZKEeHi aToIoril y HOBOHapoOKeHuX (BKJto4aioun Opaxinedartiio,
OMCIIIa3ii0 BYIIHOI paKOBUHM, HaAMipHe 30i/bIIIeHHS TepPegHbOr0 TiM'TYKa, BUKPUBIIEHHS CTETHA,
IIJIeYOTIKThOBUY CUHOCTO3), MaTepi SKUX IPUIMay BUCOKi mo3u ¢piaykoHa3ony (400-800 mr Ha goby)
IIPOTSITOM IPUHAWMHI TpbhoX a0 GinbIlle MicsLiB s JTiKyBaHHS KOKIIMAi0iMOMiKO3y. 3B’SI30K MixX
3aCTOCYBaHHSM (IyKOHA30Jly Ta IMMU BUNIaJKaMyi He BU3HAYEHUU.

[ToBimOMIIANIOCS, 1110 OOCTIIAXKEHHS Ha TBapUHaxX IPOJEMOHCTPYBaI PEIPOAYKTUBHY TOKCUYHICTb.

[Ticnst ogHOPa30Boi1 103U a00 MPUIMHEHHS KYPCY JTiKyBaHHS Iepel HaCTaHHSIM BaTriTHOCTI citifg
BUTPHMATH IIepiofl BUBeOeHHS (HIIyKOHA30/Iy TPUBAIiCTIO Mpubau3no 1 TuXaeHs (1110 BiAmoBigae 5-6
mepiomaM HamiBBUBEHOeHHS) (OuB. po3min «PapMaKoOKiHETUKAY).

He cnip 3acTocoByBaTH 3BUYaiiHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJIi KYPCH JTiKyBaHHS
(byKOHaA30JI0M Y Iepiof BariTHOCTI, 3a BUHSATKOM KpalHbol He0OXigHOCTI.

He crig 3acTocoByBaTH BUCOKi 003U (PIyKOHA30jy Ta/abo TpuBai KypcH MiKyBaHHS (HITyKOHA30JI0M Y
mepiof BariTHOCTI, 3a BUHATKOM JIIKyBaHHS iH(EKLi, 10 TOTEHLIMHO 3arPOXKYIOTh XKUTTIO.

ITepiod 200ys8aHHA 2py0010

®nyKoHA30J1 TPOHUKAE ¥ IPYOHE MOJIOKO Ta [OCATa€ KOHIIEHTpalii momi6Hol o piBHS Yy Mm1a3Mi KpoBi
(muB. po3gin «®apMakoKiHeTHuKa»). ['ofyBaHHS I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIS PA30BOI0
3aCTOCyBaHHS 3BUYANHOI 103U GIyKOHA301y, 110 cTaHOBUThL 150 Mr. ['omyBaTu rpyanio He
PEKOMEHOYEThCS MpK OaraTopa3oBOMY 3aCTOCYBaHHI (PyKoHa301y abo Ipu 3aCTOCYBaHHI BUCOKUX
no3 ¢pnykoHasomy. CIif OI[iHUTY KOPHUCTh TOOYBaHHS TPYANIO AJIST PO3BUTKY i 3MOPOB’I AUTHHH, a
TaKOX KJIiHiuHy moTpe6y MaTepi y npenapati Oudna3on® i 6yas-aKi MOTeHNiiH] 106iuHi edhexTn
npernapaTy abo OCHOBHOT'O 3aXBOPIOBAHHS MaTepi /IS AUTUHY, SKa OTPUMYE I'PYOHE BUTOIOBYBaHHS.

PepmuabHicmb

®nyKoHA30J He BIJIUBA€ Ha QEPTUIIbHICTL CaMIliB Ta CaMOK IIyPiB.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepysaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

TocnifXeHs BIIKBY npenapaty Judna3on” Ha 30aTHICT KepyBaTH aBTOTPAHCIOPTOM ab0 iHIIMMU
MexaHi3MaMy He TPOBOAWIIH.

[TaieHTiB cnifg mpoiHGOpMyBaTH PO MOXKJIMBICTh PO3BUTKY 3allaMOpPO4YeHHS abo CyooM IIif yac
3aCTOCOByBaHHs npenapaty Jupnason® (mus. po3fain «[To6iuni peakiii»). IIpu pO3BUTKY TaKHUX
CHMIITOMIB He PEKOMEHIYETLCI KePyBaTH aBTOTPAHCIIOPTOM abo0 iHIIMMU MeXaHi3MaMu.



Cnoci6 3acmocyeaHHss ma do3u.

Io6oBa mo3a (HIyKOHA30J1y 3a/IeXKUTh Bifl IPUPOOH Ta TSIXKKOCTI rpubKoBoi indekii. JIikyBaHHS
inpexuii, ski morpebdy0Th 6araToPa3OBOT0 IPUNOMY IIperapary, Ma€ MPOIOBKYBATUCS [0
3HMKHEHHS KJTIiHIYHUX Ta J1a00paTOPHUX MPOSIBiB aKTUBHOCTI rpuOKoBOi iHdekIril. HemocTaTHs
TPUBAJIICTh JIIKyBaHHSA MOKe IIPU3BECTH [0 BiJHOBJIEHHS aKTUBHOTO iHQEKIIMHOT0 IPOLECy.

[TpemapaT 3aCTOCOBYBaTH IIePOPaJIbHO (Karcyiau) abo BHYTPIIHbOBEHHO IIJISX0OM iHGY3ii (po3unH
nns ingysii). Crmocib 3acTocyBaHHS IpenapaTy 3ajiexkUTh Biff KJIIHIYHOTO CTaHy nallieHTa. HeMae
HeoOXiIHOCTI y 3MiHi §00O0BOI AO3U IIpemnapaTty Ipy 3MiHi MIIXy U0ro 3aCTOCYBaHHS 3 IEPOPaIbHOTO
Ha BHYTPIIIHbOBEHHUY Ta HaBIaKU.

Kamcynu cip koBTaTu winumu. IIpuitoMm npemnapaTy He 3a/IeXXKUTh Biff IPUHOMY ixi.

Hopocai

Kpunmoxkoxos

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaXyBaJlbHa [03a CTaHOBUTH 400 Mr y
nepinui geHs. [TinTpumytoda gosa - 200-400 mr 1 pa3 Ha mo6y. TpuBasicTh TiKyBaHHS
3a3BUYal CTAHOBUTH IIJOHANMEHIIE 6-8 TuxHiB. [Ipu iHGEKIIISX, 10 3aTPOKYIOTh KUTTIO, TOGOBY
mo3y MoxHa 306inbmmTy 1o 800 Mr.

- [linTpuMytoda Tepamnis [jis nonepenXKeHHs PeluauBY KPUIITOKOKOBOI'0 MEHIHTITY y
IaI[ieHTIB 3 BUCOKUM PU3UKOM MOT0 PO3BUTKY: PEKOMEH0BaHa [03a IIpernapaTy CTaHOBUTh
200 mr 1 pa3 Ha goOy mpoTAroM HeoOMeKeHOTO0 Jacy.

Kokuudioidos

PexkoMenpoBaHa no3a craHoBuTh 200-400 Mr 1 pa3 Ha moby. TpuBasicTh NiKyBaHHS CTaHOBUTE 11-24
Mics11iB abo moBIlle 3a/Ie3KHO Bifl CTaHy mallieHTa. [ niKkyBaHHS Aeskux ¢dopm iHdekKIrii, a 0cobnruBo
[JIS TiKyBaHHS MEHIHTITy, MOXKe OyTH [OILNIbHUM 3acTocyBaHHS mo3u 800 Mr Ha o0y .

IHBa3uBsHi KaHOudo3u

HaBanTaxyBasnbHa f03a cTaHOBUTH 800 Mr y nepmuii geHsb. [ligTpumyroda fo3a - 400 mr 1 pa3 Ha
no0Oy. 3a3BU4ail peKOMeHj0BaHa TPUBAJIiCTh TiKyBaHHS KaHAWAeMil CTAaHOBUTD 2 TUXKHIi MiCNIsA
[IepILIXX HEraTUBHUX Pe3YJIbTaTiB KYJIbTyPU KPOBi Ta 3HUKHEHHS O03HAK 1 CUMIITOMIB
KaHguaeMil.

KaHOudo3 cauzosux 060g10HOK

- KaHOumo3 poToryioTKy: HaBaHTaxXyBajibHa f03a CTaHOBUTE 200-400 Mr y mepliuii IeHsb,
nigTpumyioda fo3a - 100-200 mr 1 pa3 Ha goOy. TprBamicTh MiKyBaHHS CTaHOBUTHL 7-21 meHb (7o
MOCATHeHHs peMicii), arme Moxke OyTu 36inblileHa OIS MallieHTIB i3 TIXKKUM iMyHOIepilluTOM.

- KaHaumos cTpaBoXody: HaBaHTaXKyBallbHa [03a CTaHOBUTH 200-400 Mr y nmepiiui geHb,
nigTpuMytoda mo3a - 100-200 mr 1 pa3 Ha goOy. TpuBamicTs nmiKyBaHHS cTaHOBUTHL 14-30 mHIB (MO
NOCSATHEHHS peMicii), arme Moxe OyTu 306inbineHa [AJg Halli€HTiB i3 TIXKKUM iMyHOmeQilIuTOM.

- Kaugunypist: pekoMmeHnoBaHa no3a ctaHoBuTh 200-400 Mr 1 pa3 Ha mo6y mpoTsirom 7-21 gHiB. [I1g
Nalli€HTIB i3 TAXKUM IMyHOAe()IIUTOM TPUBAIICTh JIiIKyBaHHS MOXKHa 301IbIINUTH.



- XpoHiuHM#Y aTpodiyHMit KaHAUO03: PeKOMEeHI0BaHa q03a CTaHOBUTh 50 Mr/moby mpoTtsrom 14 mHIB.

- XpOHIYHMY KaHAUO03 LIKipU Ta CIM30BUX 000JIOHOK: peKOMEHI0BaHa [03a CTaHOBUTD
50-100 mr 1 pa3 Ha go0y. TpuBamicTh TiKyBaHHS CTAHOBUTH 0 28 OHIB, ae Moxke OyTu 30inbiIeHa
3aJ1eXKHO Bifl TSIZKKOCTI Ta BUAY iHQeKIl ab0 3HUKEHHS iMyHITETY.

ITonepedceHHs peyudusy KaHOudo3y cau3ogux 06010HOK y nauieHmia 3 BIJI, aki maromb sucokull
PU3UK 1020 pO38UMKY

- KaHanmo3 poTOrIOTKH, KAHAKWI03 CTPABOXOOY: PeKOMEHI0BaHa 103a CTaHOBUTh
100-200 mr 1 pa3 Ha noby abo 200 mMr 3 pa3u Ha TUXKAEeHb. TPUBAIICTh JIiIKyBaHHSI € HE0OMeKeHO10
[J1s TAl[i€HTIB 13 IPUTHIYeHUM IMYHITETOM.

ITpoginakmuka kaHOUOO3HUX TH(peKUil Yy nauieHmia i3 mpusan0t HeumponeHiew

PexomeHgoBaHa fio3a cTraHoBUThL 200-400 Mr 1 pa3 Ha mo0y. JIiKyBaHHS CIIifl pO3MOYKXHATH 3a KilbKa
[HiB 10 0YiKyBaHOTO PO3BUTKY HEUTPOIIEHII Ta IPOAOBXKYBATH IPOTSATOM 7 OHIB IMiCIIg HifABUIIEHHS
KipKoCTi HeiTpodinis monan 1000/mm’.

I'enimaavHi KaHOuOo3u

- F'ocTpuit BariHambHUYM KaHOWI03, KAHOAWI03HKM OaaHiT: peKOMEeHI0BaHa 103a CTaHOBUTH 150 Mr
OTHOPAa30BO.

- JIikyBaHHS Ta npodinakThKa peluAuBYIOYNX BariHaIbHUX KaHAUA03iB (4 abo Oinblle BUagKiB Ha
piK): peKoMeHpi0oBaHa fo3a ctaHoBuTh 150 Mr 1 pa3 Ha 3 gHi. Beboro cnif 3actocyBatu 3 mo3u (1-u
IeHb, 4-11 IeHb Ta 7-U geHs). [1icisa uporo ciif 3acTocoByBaTH HmigTpuMyrody no3y 150 mr 1 pa3 Ha
TUXKIEHDb MPOTATOM 6 MiCAIIiB.

Hepmamomikosu

- Miko3 cTorm, MiK03 rJ1afeHbKO]l IKipH, TaXx0BUU AepMaTOMiK03, KaHAUA03Hi iH(peKIIil WKipu:
peKoMeHJoBaHa fio3a cTaHoBUTH 150 Mr 1 pa3 Ha TuxpaeHs, abo 50 mr 1 pa3 Ha goOy. TpuBamicTh
JIIKYBaHHSI CTAHOBUTH 2-4 TuXKHI. JIiKyBaHHSA MiK03y CTOIl MOXe TPUBATU A0 6 TUXKHIB.

- PisnoGapBHUY Nuillali: peKoMeHAoBaHa go3a cTaHoBUTh 300-400 mr 1 pa3 Ha THXKAEHb IPOTITOM
1-3 tuxHiB a6o 50 Mr Ha HoOy IPOTATOM 2-4 TUKHIB.

- IepmaTodiTHUIM OHIXOMIKO3: peKOMeHI0BaHa fio3a cTaHoBUThL 150 Mr 1 pa3 Ha TuXOeHb. JIiKyBaHHS
CJIi[l IPOMOBXKYBaTH, IOKY Ha MiCIIi iH()iKOBAHOTO HITTI0 He BUPOCTe 3H0POBUi. 715 BiTpOCTaHHS
3[OPOBUX HIT'TiB Ha pyKax Ta Ha BEJIUKUX IaJIbLISX Hir 3a3BU4ail HeoOXimHO

3-6 mics1iB Ta 6-12 Mics1iB BigmosigHo. OgHaK MBUAKICTb POCTY HIrTiB y mallieHTiB Moxe OyTu
Pi3HOM0 Ta 3anexkarty Bif Biky. [licng yCHimHOro nikKyBaHHS TPHBaIMX XPOHIUHUX iHOeEKIiU hopma
HITTS iHOM1 3aJIMIITAETHCS 3MIHEHOIO.

ITpoginakmuka kaHOUOO3HUX TH(peKUil Yy nauieHmia i3 mpusan0t0 HeumponeHiew

PekomeHnpoBaHa fo3a ctaHoBuTh 200-400 Mr oguH pa3 Ha moby. JIIKyBaHHS CJIi pO3IIOYXHATH 3a
KiJTbKa OHIB [0 04YiKyBaHOT'O0 PO3BUTKY HEUTPOIEHII Ta IPOAOBXKYBATU IPOTATOM 7 OHIB MiCNA
MiIBUIIEHHS KiMTbKOCTI HeuTpodiniB moram 1000 KITITUH/MM".

Ocobausi epynu nauicHmis




ITayieHmu AiMHbO20 BIKY
o3y HeoOximHO migOupaTy 3aIeKHO Bif cTaHy QYHKIIiI HUPOK (OUB. HUXKYE).
ITauieHmu 3 nopyweHHAM pYHKUil HUPOK

[Tpu pa3oBOMY 3aCTOCYyBaHHI KOPUTYBATH 003y GIyKOHA307y He mOTPibHO. [TarieHTaM (BKI0o4anyu
[iTel) i3 mopyueHHAMU QYHKIII HUPOK IPpU HeobximHOCTi 6araTopa3oBoro 3aCTOCYBaHHS IIpenapaTy
y NepIIN JeHb JIIKyBaHHS CJIifl 3aCTOCOBYBaTU 04YaTKOBY 103y 50-400 Mr 3a/1eXHO Bif IOKa3aHHS.
[Ticns mboro mo6oBY 03y (3a1eKHO Bifl TOKa3aHHS) CIIifl pO3PaxoByBaTH BifiMIOBITHO A0 TaOmuILi
HUXYeE:

K 1ipeHc KkpeamuHiny (mMa/x8) Biocomok pexoMeHO008aHOi 003U

> 50 100 %

< 50 (6e3 remopiamisy) 50 %

['emomiamni3 100 % mics KOXKHOTO reMofiani3y

[ManienTu, siki nepebyBaloTh Ha reMofianisi, moBuHHI oTpuMyBaTH 100 % pekoMeHOOBaHOI J03HU IiCIIs
KOXKHOT'0 reMofiani3y. Y neHb, KOJu fiajli3 He IPOBOOUTLCS, NAllleHT IIOBUHEH OTPUMYBATH [03Y,
BIIKOPUTOBaHY 3aJIeXKHO Bifl KJIIIPEHCY KpeaTHUHIHY.

ITauieHmu 3 nopyweHHAMU (pYHKUII neviHKu

®yKoHA3071 CIifl 3aCTOCOBYBaTH 3 00€PeKHICTIO MallieHTaM i3 MOPYyIIeHHSAMY (QYHKI] IeYiHKH,
OCKiJIbKM iH(opMallil o0 3acToCyBaHHS (IYKOHA30I1y IIil KaTeropii maijieHTiB HeJOCTaTHHO (IUB.
po3minu «Ocob6auBOCTI 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).

imu
He crig mepeBuilyBaT MaKCuMalbHy 1060By m03y 400 Mmr.

4K i npu aHaNMOTiYHMX iHPEKIiIX y JOPOCIUX, TPUBAJICTS JIiKyBaHHS 3aJ€XKUTh Bif KJIiHIYHOI Ta
MiKosoriusoi Bigmosini. Tudnazon® 3acTtocoByBaTu 1 pa3 Ha g00y.

Ilo3yBaHHA IIpenaparty [AiTsIM i3 mopyIIeHHsAME (QyHKII HUPOK HaBeOeHo y po3mini «IlamienTu 3
HUPKOBOIO HEMOCTATHICTIO».

dapMakoKiHeTHKa (IYyKOHA30Jly He JOCIigKyBanacs y AiTed i3 HUPKOBOI HeJOCTaTHICTIO.
Llimu sixom 8id 12 pokis

3asiexHo Bif MacH Tia Ta my0epTaTHOTO PO3BUTKY JIiKapio CJIifl OLIHUTH, SKa [J03a Ipenaparty (ams
OOPOCIUX YM OJId AiTel) € ONTUMaJbHOMO [AJd nalieHTa. KiiHiuHi faHi cBig4yaTs Ipo Te, 0 V OiTer
KJIipeHC (IyKOHA30Jy € BULIUM IIOPIBHSHO 3 JOpOoCHuMHU. 3acTtocyBaHHs f03 100, 200 Ta 400 mr
mopocnuM Ta fo3 3, 6 Ta 12 mMr/kr 1 pa3 Ha go0y HiTAM IPU3BOOUTH OO JOCSATHEHHS CIiBCTaBHOI
CHCTEMHOI eKCIIO3MIIil.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIpenaparTy Ojis JIiKyBaHHS T'eHiTalbHUX KaHAUIO03IB ¥ OiTen
He BCTaHOBJIEHI. JKIIo icHye HaraibHa oTpeba 3aCTOCyBaHHS IIpenapary miamiTkaM (BikoM Big 12 mo
17 pokiB), crif 3aCTOCOBYBaTH 3BHMYalHI JO3U IJIS JOPOCIHUX.

Ilimu sixom 8id 5 do 11 pokis



Kananmgosu cnu3oBrx 000JI0HOK: IT0YATKOBA [103a CTAHOBUTL 6 MT/KT/0o0y, migTpuMyoda fo3a - 3
Mmr/kr/ 1 pa3 Ha mo0y. [ToyaTKOBY 103y MOXKHa 3aCTOCOBYBATH B IEPIIHH IeHb 3 METOI0 OisTbII
IIBUOKOTO NOCSATHEHHS PiBHOBAXKHOI KOHILIEHTpAIlil.

[HBa3MBHI KaHOWA03U, KPUIITOKOKOBHM MEHIHTIT: J03a IpenapaTy CTaHOBUTh 6-12 Mr/kr 1 pa3 Ha
o0y 3a/1exKHO Bifl CTYIEHS TSIKKOCTi 3aXBOPIOBAHHS.

[ligTpuMyro4a Teparlid Ajis NonepenkeHHs PelUIUBY KPUIITOKOKOBOI'0 MEHIHTITY V [iTed i3 BUCOKUM
PU3KUKOM MO0 PO3BUTKY: J03a IIperapaTy CTaHOBUTDL 6 MI/KT 1 pa3 Ha mo0y 3aj1eKHO Bifl CTyIeHs
TSI2KKOCTI 3aXBOPIOBaHHS.

[TpodinakTrka KaHAUAO3iB y NAIi€HTIB 3 iMyHOAeIiUTOM: f03a IIpenapaTy CTaHOBUTh
3-12 mr/kr 1 pa3 Ha m00y 3a7eKHO BiJ BUPaXKEHOCTi Ta TPUBAJIOCTi iIHIYKOBAHOI HEUTPOMEHII (IUB.
003U OJI DOPOCIHUX).

Himu.

3aCcTOCOBYBATH JIiKapChKUi 3acib y ¢popMi Karcyn faHill KaTeropil maiieHTiB MOXKHAa TOfi, KOJIU OiTH
3maTHi 6e3meYHO IPOKOBTHYTH KaICyIly, 110 3a3BMYali MOXKJIMBO Y Billi Bil 5 POKiB (AXB. pO3Min
«Croci6 3aCcTOCYBaHHS Ta HO3U»).

Ilepedo3yeanHsi.

[cHYIOTH TOBiIOMJIEHHS NIPO IEepef03yBaHHs (PIIYKOHA30JI0M, 1110 IPOBOKYBAJIO TaIloMHallil Ta
IapaHoifaNbHY ITOBEiHKY.

[Tpu mepeno3yBaHHI HEOOXiTHO MPOBECTH CUMIITOMATAYHY MigTPUMYIOUY Tepallilo Ta y pasi
He0OXiTHOCTI TPOMUTH IITYHOK.

®nyKOHa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3 ceuelo; (OpPCOBaHUY Aiype3 MOXKe IPUCKOPUTH
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBeHb (PIYKOHA30JTy V
my1a3Mi KpoBi mpubnmu3Ho Ha 50 %.

ITo6iuni peakuii.

[ToBigoMusinocs mMpo MeIUKaMeHTO3HY peakliio 3 eo3uHodinieo i cucteMaumu nposBamu (DRESS) y
3B’A3KY 3 JiKyBaHHSIM (prTyKOHa3010M (IuB. po3min «OcoONMMBOCTi 3aCTOCYBAHHS»).

Haituacrime (>1/10) moBigoMmsinu mpo Taki mobiuHi peakiril: ronoBHui 6inb, 6i7b Y YepeBHiN
IIOPOXKHUHI, iapesi, HynoTa, OII0BaHHS, MiOBUIIEHHS PiBHA anaHiHaMiHoTpaHcdepasu (AJIT),
IiABUINEHHS PiBHS acmapTaTaMmiHoTpaHcdepasu (ACT), migBuilleHHS piBHS TykKHOI PocdaTasu Kposi,
BHCHUIIAHHS.

[I71g OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIliii BUKOPHUCTOBYIOTh TaKy Kiacudikariito: gyxe
yacTo (=1/10), gacro (Big =1/100 mo <1/10), HewacTo (Bim =1/1000 mo <1/100), pimko (Big

=1/10000 go <1/1000), my=xe pigko (<1/10000), HeBimOMO (HEMOXKIMBO OLIHUTH Ha MifCTaBi HAIBHUX
OAHUX).



3 6oky cucmemu Kposi ma aimpamuyHoi cucmemu

HeuacTo: aHeMid.

Pigko: arpaHynouuTo3, TeHKoIeHis, TPOMOOIIUTOIEHisI, HEUTPOIEHis.
3 6oky imyHHOI cucmemu

Pigko: anadinakcis.

MemaboaiyHi ma asimeHmapHi po3aadu

HeuacTo: 3HMKEHHS alleTUTY.

Pigko: rinmepxosnectepuneMis, TiepTpUIIilepuaeMis, rinokamieMisa.
IlcuxiuHi nopyweHHA

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 6oky Hepsogoi cucmemu

YacTo: ronoBHUM 6ifb.

Heuacro: cynoMu, mapecTtesisi, 3a1aMOPOYEHHS, IIOPYIIEHHS CMaKy.
Pigko: Tpemop.

3 6oky opaaHis cayxy ma eecmubyaspHO20 anapamy

Heuacro: BepTuro.

3 6oky cepus

Pigko: mapokcu3MasbHa IUIYHOYKOBA TaXiKappisd TUILY «IipyeT», momoBxkeHHd iHTepBany QT (mus.
po3min «Ocob6IUBOCTI 3aCTOCYBaHHS»).

3 60Ky WAYHK0B8O-KUWKOB020 MpPAKmMy

YacTo: 6inb y YepeBHill IOPOXKHUHI, HYHOTa, miapest, OJII0BaHHS.

HeuacTo: 3amop, gucmenciss, MeTeopu3M, CyXiCTh ¥ POTi.

I'enamobiaiapHi po3aadu

YacTo: migBullleHHS PiBHSA anaHiHaMiHOTpaHC(epasu (AJIT), mipBuineHHS piBHA
acnaptataMinoTpancdepasu (ACT), mimBuIieHHS piBHSA NyxKHOI pocdaTasu (OUB. pO3Min

«OCc06IUBOCTi 3aCTOCYBAHHS»).

Heuacro: xomecTas, JKOBTSIHUIA, MiABUILIEHHS piBHA 0inipyOiny (muB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHAN HEKPO3, TeaTUTH, TenaToLeoIsIpHe
ypaxeHHs (OuB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).



3 60Ky wkipu ma nidwKipHOi MKAHUHU
YacTo: Bucunanus (ouB. po3ain «OcoOnMMBOCTi 3aCTOCYBaHHS»).

HeuacTo: MemuKaMeHTO3HUM AepMaTuUT (BKIII09aouu ¢GiKCOBaHUU MEIUKAMEHTO3HUU IEePMaTuT),
KPOIIKB’sTHKA, CBepOiXK, MiiBUIlleHe TTOTOBUOiIEHHS (AUB. po3Hin «OCco6IMBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCMYHUY emimepManbHUM HEKPOi3, cuHapoM CTiBeHca-[I;)KOHCOHA, TOCTPUM
reHepasi3oBaHUW eK3aHTeMaTO3HUM IyCTYIb03, eKCPOiaTUBHUYN NEPMaTUT, aHTiIOHEBPOTUYHUMN
HaOpsK, HaOpsK 06Uy Ys, ajmonenis (AuB. po3min «OcoBIUBOCTI 3aCTOCYBAHHS»).

Hesimomo: MeuKaMeHTO3Ha peakiisi 3 eo3uHodimieo i cucremuunmu nposibamu (DRESS) (OuB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

3 60Ky onopHO-pyx08020 anapamy ma cnoay4HOi MKaHUHU

Heuacrto: mianris.

3azanvHi po3aadu ma peakuyii y micui ee0eHHA

HeuacrTo: mifgBuilleHa BTOMJIIOBaHICTh, HE3yKaHHS, aCTeHis, rapsgdka.
Himu

YacToTa Ta XxapakTep Mo6iYHUX peakilii i BigxuieHb Big HOpMU pe3yiIbTaTiB TabopaTOPHUX aHaMNi3iB y
XOfi KJTIHIYHUX JOCTiAKeHb 3 y4acCTIO AiTel CIiBCTaBHI 3 TAKUMU Y JOPOCIIHX.

SAKII0 MaTUMYTh Miclie TSXKKi 1o0iuHi eheKTH, TO TiKyBaHHS CIIiJ IPUIHUHUTH.

38imysaHHs npo nido3prosaHi nobiyHi peakuii

[ToBimoMneHnHs npo nobiuHi peakiiil micns peecTpariii 1ikapchbkKoro 3aco0y Mae Benuke 3HaueHHs. Le
[la€ 3MOT'y IIPOBOAUTYU MOHITOPUHT CIiBBiIHOILIEHHS KOPUCTh/PU3UK IIPUA 3aCTOCYBaHHI [IbOTO
JiKapchbKOro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaK0X IallieHTaMm abo ixHiMm
3aKOHHUM IIpefCTaBHUKAM CJIif] IOBiJOMJISITH TIPO YCi BUMTAAKHU Iif03PI0OBaHKX MOOIYHMX Peakllii Ta
BiICYTHOCTi e(peKTHUBHOCTI TiKapChKOro 3aco0y dyepe3 ABTOMaTH30BaHy iHGOpPMAIliliHy CUCTEMY 3
(dbapMakoHarnsAmy 3a nmocunaHHsAM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi. 5 POKiB.

YmoBu 30epiranns. 36epiratu npu temeparypi He Buire 25 °C. 36epiratu B HELOCTYITHOMY [JIsI
OiTey Micrii.

YnakoBka.
Karncynu mo 50 Mr: o 7 kKarcyn y 6ictepi; mo 1 6icTepy B KapTOHHIN KOpPOOTIIi.

Kancynu mo 100 Mr: mo 7 kamcyn y 6mictepi; mo 4 6icTepu B KapTOHHIM KOPOOIIi.



Kamncynu nmo 150 Mr: o 2 abo o 4 kancynu y 6mictepi; mo 1 6micTepy B KapTOHHIM KOPOOIIi.

Kareropis Bigmycky. 3a perenTom.

BupoOHHK.

KPKA, n.m., HoBo mecto, Cnoseriss/KRKA, d.d., Novo mesto, Slovenia.

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Micls MpoBaIXKeHHS HOr0 Tis/IbHOCTI.

[MImap’emika necta 6, 8501 Hoso mecto, CrnoseHisi/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



