IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

OU®III0301°

(DIFLUZOL")

Cknao:

ditoua pevuosuHa: GIyKoHA30I;

1 kancyna MicTuth GrIyKoHa301y, y nepepaxyBaHHi Ha 100 % pedoBuny 150 Mr;
00ONOMIdiCHI peyoBUHU: KallbIlil0 CTeapaT, HaTPil0 KPOXMAaNbIIKOIAT (TUIl A);

ck1a0 06040HKU Kancyau: XKeJaTuH, aTeHToBaHuu cuHiu V (E131), xinomiHoBuit xkoBTu (E
104), tutany miokcup (E 171).

JlikapcbKka ¢popma. Kancynu.

OcHo8HI (pi3uko-ximiuHi 8s1acmusocmi: TBepAi xKenaTuHoBi Karncynu Ne 1, Kopryc 6ipio30Boro
KOJIbOPY, KPHUIITKA 3€JIEHOT'0 KOJIbOPY.

BwmicT kamcyn - mopoimok 6imoro abo Mmaiixke 6i0ro Konpopy, 0e3 3amaxy.

dapMakoTepaneBTHYHA rpyna. [IpoturpuOKoBi 3aco0u [i7id CUCTEMHOTO 3acToCyBaHHS. [ToxigHi
tpuasony. Kog ATX JO2A CO1.

®apmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.
MexaHi3M fil.

®IyKOHA30J1 € TPOTUTPUOKOBUM 3aC000M Kilacy Tpua3o0iiB. [[epBUHHUM MeXaHi3MOM HOTo mil
€ IpUTHiYeHHs rpubKoBoro 14-ambda-1aHOCTEPOI-IEMETHITIOBAHHS, OII0CEPEIKOBAHOTO
iutToxpomMoM P450, 110 € HeBifn'eMHUM eTanioM 6i0CHHTE3Y I'PUOKOBOTO €PrOCTEPOITY.
Akymynsamisa 14-anb¢ha-MeTUI-CTEPOIIiB KOPEIOE 3 TOHAbIIOI BTPATOI0 eProCTEPOITY
MeMOpaHOoI0 IPUOKOBOI KJIITMHU Ta MOXKe BifTIOBiIaTH 3a IPOTUTPUOKOBY aKTUBHICTh
dbykoHazony. OykKoHa3011 € GifbIll CeIEKTUBHUM A0 TPUOKOBUX (hePMEHTIB IIUTOXPOMY



P450, HiX 1m0 pi3HUX cucteM ¢pepMeHTiB uToxpomy P450 ccaBiiB.

3acTocyBaHHS QIyKoHa307y y mo3i 50 Mr Ha moby mpoTsaroMm 28 mHIB He BIIJTMBAE HA PiBeHb
TECTOCTEPOHY y IIJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTeHHUX CTEPOIMiB ¥ KiHOK
pernponyKTUBHOTO Biky. ®nykoHazon y no3i 200-400 Mr Ha mo6y He MPOSsIBIISE KITiHIYHO 3HAYYI[OTO
BIIJIUBY Ha PiBeHb €HAOTeHHUX CTEPOifiiB ab0 Ha BigmOBib Ha CTUMYJISLII0 aqPEeHOKOPTAKOTPOIIHOTO
ropmony (AKTT) y 3mopoBux m0OpPOBOJIBIIIB YOIOBI4OL CTAT.

HocnimKeHHS B3aEMOIil 3 aHTUITIPUHOM NIPOEMOHCTPYBaIH, 110 3acTocyBaHHA 50 Mr (IyKOHA3011y
pPa3oBo uyu 6araTopa3oBO He BIINIUBA€ Ha MeTab0/1i3M aHTUIIIPUHY.

YyTHIUBICTSE in Vitro.

®yKOHA3011 in Vitro IeMOHCTPY€E TPOTUTPUOKOBY aKTHBHICTb CTOCOBHO KJIiHIYHO IOMIKUPEHUX
BufiB Candida (Bkmiouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
NEMOHCTPYE 3HUKEHY UyTIUBICTE 10 (riykoHa3ony, a C. krusei Ta C. auris € CTINKUMH J0
dbmykoHazony. MiHiMasbHi iHTi0yi04i KOHIIEHTpallil Ta emifieMionoriyuHe MOPoroBe 3HAUYEHHS
arimao EUCAST (ECOFF) ons ¢nykorasony ctocoBHO C. guilliermondii Buili, Hi2K CTOCOBHO
C. albicans.

Takoxk (GIyKOHA3071 in Vitro EeMOHCTPY€E aKTUBHICTE K mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i TpOTH eHAEMiIUHUX MITiICHABUX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’930K (hapMaKOKIHETUUHUX i hapMaKOOUHAMIUHUX BJIaCTUBOCTEH.

BiAmoBimHO [0 pe3ysbTaTiB NOCIIAXKEHb Ha TBApUHAX, ICHYE KOPEJIALii MiX MiHIMaIbHO
iHriOyI049010 KOHIIEHTpAIli€o Ta e(eKTUBHICTIO IPOTH eKCIIepUMEHTATbHUX MOfiesiel MiK03iB,
crnpuunHeHux BugaMu Candida. BigmoBigHO [0 pe3ynbTaTiB KIIHIYHUX JOCTiAKEHb, iCHYE
niHidHa 3anexHicTh Mik AUC Ta go3oto prnykoHasony (mpubnusso 1:1). Takox icHye
IPSIMUM, ane HegocTaTHi# 3B’930K Mixk AUC a00 103010 Ta MO3UTUBHOIO KITIHIYHOIO
BiATIOBiAII0 Ha JIIKYBaHHS OPaJIbHOT0 KaHOUOO03Y Ta MEHIIIOK Mipoi0 - KaHAUAEMIl.
AHasoriyHo JTiKyBaHHS iH(QEKIiM, CIPUYNHEHUX IITaMaMy, A0 AKUX (HIIYKOHA30JI JEMOHCTPYE
BHCOKY MiHiMasnbHy iHTi0yl04Yy KOHIIEHTpAallilo, € MEeHIII 3a[I0BiTbHIM.

MexaHi3M pe3nCTEeHTHOCTI.

Mikpoopraniamu pony Candida feMOHCTPYIOTh YMCIIEHHI MeXaHi3MHU PEe3UCTEHTHOCTI 0
a30/IbHUX TPOTUTPHUOKOBUX 3ac00iB. ®1TyKOHA30/ IEMOHCTPYE BUCOKY MiHiManbHY iHTi0youy
KOHIIeHTpAIlilo IPOTH IITaMiB rpubiB, sSIKi MarOTh oguH abo Oinbllle MexaHi3MiB
PE3UCTEHTHOCTI, 110 HEraTUBHO BIIJIUBA€ Ha e(PEeKTUBHICTS in Vivo Ta B KIiHIYHIN MPaKTHII.

Y 3a3Buyail yyTnuBuX BUAiIB Candida Hau4yacCTillIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B
STKOMY 3aflisiHi 1iTboBi (hepMEHTH a30JIiB, BiiTOBigaibHi 3a 6i0CMHTE3 eprocTepoIty.
Pe3nCTeHTHICTh MOXKe OyTr 00yMOBIIEHA MyTalliIMU, ITOCUIEHHSIM IIPOAYKIIil (hepMeHTY,
MexaHi3MaMu e(dIIIOKCY IpernapaTty abo po3BUTKOM KOMIIEHCATOPHUX LIISXIB.

[ToBimoMmmsanocs npo cynepirdexuii Candida spp., cipuduHeHi inmuMu HiXx C. albicans
BHaMHu, III0 YaCTO MaloTh 3HUXKEHY UyTnuBicTh (C. glabrata) abo € cTiikuMu (HampuKaf,
C. krusei, C. auris) go ¢mykoHa30my. 1115 MiKyBaHHS TaKuX iHQEKIIii CJIif 3aCTOCOBYBaTH



albTePHATUBHI TPOTUTPUOKOBI 3aco0K. MexaHi3Mu PEe3UCTEHTHOCTI Ile He [0 KiHIsl BUBYEHI
B JIesIKHUX IIPUPOOHO CTiMKuX (C. krusei) abo HoBux (C. auris) Bunis Candida.

Koutponsri Touku EUCAST (EBponeichKOro KOMITETY 3 DOCHIIXEeHb YYTJINBOCTI OO

AHTHUMIKPOOHMX 3aC00iB).

Basyrouuch Ha OOCHTiXKeHH] (hapMaKOKiHETUUHOI/(papMaKOAUHaMiuHOl iH(popMallii,
YYTNUBOCTI in vitro Ta KiiHi4yHOI BifmoBigi, 6y10 BU3HaYE€HO KOHTPOJIbHI TOUKHU [T
dbryKoHa301y Ay Mikpoopranismis pony Candida (CynpoBinHU#A po3’'ICHIOBAIbHUY TOKYMEHT
EUCAST nns dnykonasony (2020) - Bepcis 3; €EBponelCchbKUY KOMITET i3 HOCTiIKeHb YYTANBOCTI 0
aHTUMiKpOOHUX 3ac06iB, [IpoTUrpuOKOBi 3aco06u, TaOAMITi KOHTPOILHUX TOYOK IS iHTEepIpeTarltii

MIK, Bepcis 10.0, HabyB yunHOCTI 04.02.2020 p.). BoHu 6ynu po3mnofineHi Ha KOHTPOJIbHI TOYKH, IO
He TI0B’SI3aHi i3 MeBHUM BH[IOM, SIKi Oi/IbIIIOI0 MipOI0 BU3HAYAINCSI Ha OCHOBI

dbapmakokineTuuHOI/papMakomrHaMiyHOI iHpopMaliii i He 3ajeKaTh Bif PO3IMOAiNy Ha ITeBHI BUAM 3a
MiHiMabHOIO iHTi0yI040I0 KOHIIEHTpPalli€lo, Ta Ha KOHTPOJIbHI TOYKY, IIOB’sI3aHi 3 IIEBHUM BUOM, III0
HalyvacTile acoIiooThCS i3 iHpeKIiaMu y moguHu. 11i KOHTPONIbHI TOYKY HaBelleHi HUXKyYe.

[TpoTurpuOKoBu [KOHTPOILHI TOYKH, OB’ sI3aHi i3 IEBHUM BHIOM, KOHTpOmNBHI
3aci6 S</R>ywmr/n TOYKH, HE
TI0B’sI3aHi 3

[IeBHUM BHUIOM,”
S</R>ywmr/n

Candida |Candida Candida Candida|Candida  |Candida
albicans |dubliniensis|glabrata krusei |parapsilosisftropicals

DJIyKOHA3011 2/4 2/4 0,001*/16 2/4 2/4 2/4

S wyTnuBuY;
R pesucrenTHU;

* KOHTPOJIbHI TOYKH, IO HE MOB’sI3aHi i3 MeBHUM BUMOM, SIKi GilIbIIO0 Mipoi0 BU3HAYAIHUCS Ha OCHOBI
(dhapMmakoKiHeTHYHOI/(papMaKogrHaMiuHOl iH(popMallil i He 3aexkaTh Bifl pO3MOAiITYy Ha II€BHI BUOU 3a
MiHiMabHOIO iHTi6yI040I0 KOHIIeHTpallielo. BoHU JOCHiXKyBaluch JIKile y MiKpOOpraHi3MiB, y SKUX
He icHye crelnudiyHOl KOHTPOIbHOI TOUKH;

-- DOCTIimKeHHS YyTIUBOCTI HE peKOMEeH0BaHi, OCKiJIbKYM TaHUM BUJ HE € METOI0 JIiIKapChKOl Teparii;

* Vci nokasuuku C. glabrata B xkateropii I. MIK npotu C. glabrata cnif o1iHI0BaTH SIK Pe3UCTEHTHI,
KOJIX BOHM IepeBUIlyioTh 16 mMr/n. Kateropis wytnusocTi (< 0,001 Mr/in) BUKOPHUCTOBYETHCS JIUILIE
a1 3anobiraHHsg TOMUIKOBOL Knacudikariii mrtamis I gk mtamis S. [ - 9yTnuBuil 3a yMOBU
MigBUIIEHOI eKCITO3UIIii: MiKpOOPTraHi3M HaJIeXKUTh [0 KaTeropil «4yTIWBUYN 3a YMOBH ITiIBUIIIEHO]
€KCIIO3HUIIi1» y pa3i, KoM iCHy€e BUCOKa MMOBipHICTh TePaANleBTUYHOTO YCIIiXy, OCKIJIbKY €KCITO3ULis


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

mpenaparty Oyna 30inbIeHa 3a paXyHOK KOPEKIIii pexkuMy 0o3yBaHHS ab0 H0ro KOHIeHTpalil y
BOTHHUIII iHDeKIIil.

dapmakoKiHemuxka.

dapMaKOKiHETUYHI BIIACTUBOCTi (PJIyKOHA30JTy € MOAiOHMMU IIPU BHYTPIIITHLOBEHHOMY i
IIepopaIbHOMY 3aCTOCYBaHHI.

AGcopOiis.

®ykoHa3011 o6pe BCMOKTYETBLCS IIPU ITEPOPaTbHOMY 3aCTOCYBaHHi, a PiBEHb JTiIKapChKOTO
3aco0y y mia3Mmi KpoBi i cuctemMHa 6iofocTynHicTh nepeBuiyoTh 90 % piBHS GIyKOHA30IY Y
TI71a3Mi KPOBi, IO IOCATAEThCSA IIPU BHYTPIITHEOBEHHOMY BBEIEHHI JTiIKapCchKOTO 3aco0y.
OmHouacHe BXKMBaHHS 1Xi He BIIJIMBA€ Ha BCMOKTYBAHHS JTiIKapChbKOTO 3aco0y ITPH 10T0
IepopasibHOMY 3acTocyBaHHI. [1iKkOBa KOHI[eHTpallid y Ia3Mi KPOBi OCATAETHCS Yepes
0,5-1,5 roguHu micng nTpuKoMy JTiKapchbKOro 3aco0y HaTileceplie. KoHIIeHTpallisg npemnapaTy
y Ia3Mi KpoBi mponopiiiiHa mo3i. PiBHOBaxkHa 90 % KOHIIEHTpallisl mocaraeTbcs Ha 4-5 moby
JKyBaHHS IIpemapaToM Ipu 6araTopa3oBOMY 3aCTOCYBaHHI OfMH pa3 Ha mo0y. PiBHOBaxkHa
KOHIeHTpalid Ha piBHI 90 % pmocsiraeThCa Ha OPYTUM OEHbB JIIKyBaHHS IIPHU 3aCTOCYBaHHI y
IepIIrii TeHb HaBaHTaXKyBaJIbHOI MO3H, 1110 BABiYi TepeBUIlye 3BU4aHy OOOBY H03Y.

Po3moopmin.

006’em po3mopniny npubIN3HO JOPiBHIOE 3arajJbHOMY BMICTY PifMHU B OpraHi3Mi. 3B'I3yBaHHS
3 O6inkamu mma3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3011 mobpe IPOHUKAE B YCi MOCHiIKYyBaHi pimuHu opraHi3aMy. PiBeHb GyKoHA307y Y
CIIMHI Ta MOKPOTHHHI € MOOiOHUM [0 KOHIIEHTPallii TiKapChKOro 3aco0y y mia3mMi KpoBi. ¥
TaIli€HTIB, XBOPUX Ha TPUOKOBUYU MEHIHTIT, piBeHb (DIIyKOHA30ly Y CHMHHOMO3KOBIiH pifguHi
nocsirae 80 % KOHIIeHTpalil y Ija3Mi KpoBi.

Bucoxki KoHIleHTpallii (IyKOHa301/y Yy WIKipi, 10 TepeBUIyIOTh CHPOBATKOBI, OCATAIOTHCS Y
POroBOMY Liapi, emifgepmici, mepmi Ta noTi. PJIyKOHa30JI HAKONIMUYYETHCSA Y POTOBOMY IIapi.
I[Tpu 3acTocyBanHi mo3u 50 Mr 1 pa3 Ha o0y KOHIEHTpallis GrykKoHa3omy micas 12 gHiB
JIIKyBaHHS CTaHOBUIIA /3 MKTI/T, a yepe3 7 [OHIB IiCJIA 3aBePIIeHH JIIKYBaHHSI KOHI[eHTpaLis
BCe Ilfe cTaHOBUIIA 5,8 MKr/T. Ilpu 3actocyBaHHi no3u 150 Mr 1 pa3 Ha TUXKIEeHb
KOHIIEHTpallis (GIyKoHa30Jy Ha 7 OeHb JTiKyBaHHSA cTaHOBHUNa 23,4 MKT/T; 4epe3 7 OHIB Micns
3aCTOCYBaHHS HACTYIIHOI 1031 KOHI[EHTPallis BCe IIe cTaHOBUIA 7,1 MKT/T.

KonneHTpallig ¢payKoHa30/y B HIrTax micns 4 micsniB 3actocyBaHHsg 150 mr 1 pa3 Ha
TUXKMEeHb cTaHOBUIA 4,05 MKT/T y 300pOBUX MOOPOBOILINB Ta 1,8 MKT/T pu 3aXBOPIOBaHHSIX
HITTiB; (pIyKOHA30/1 BU3HAYABCA y 3pa3Kax HirTiB yepe3 6 MiCSILiB MiCIs 3aBepIIeHHS
Teparril.

BiorpaHcdopmatiis.

®nyKoHa30/1 MeTaboIi3yeThCsa HE3HAYHO0 Mipoio. [Ipu BBeeHHi 003U, MiyeHol
papioakTUBHUMU i30TomaMu, nuine 11 % ¢GpayKoHa301y eKCKPETYEThCA 3 Cedel0 Y 3MiHEHOMY



Burnanil. GIyKoHa30II € ceneKTuBHUM iHTi6iTopoM i3odepmenTiB CYP2C9 ta CYP3A4, a Takox
IIOTY2KHUM iHTi6iTopoM i3odpepmenty CYP2C19.

BuBeneHnus.

[lepion HamiBBUBeOeHHS (PIIyKOHA30Y i3 IIJ1a3Mu KPOBi CTaHOBUTE 61113bK0 30 rOgUH.
Binblla yacTuHAa IIpenapaTy BUBOOUTHCSA HUPKaMu, npudoMy 80 % BBeOeHOL 103U
BUSIBJISIETHCS ¥ CeUi B He3MiHEHOMY cTaHi. KitipeHC GpnyKoHa30/1y IPONOPIiNHUYI A0 KITipEHCY
KpeaTuHiny. LIupkymioounx MeTaboiTiB He BUSBIIEHO.

TpuBanuii mepion HaliBBUBEIEHHS JTiIKApPChKOT'0 3ac00y 3 IJTa3MHU KPOBi Ta€ MOKJIMBICTh
Pa30BOT0 3aCTOCYBaHHS JIiKapChKOro 3aco0y MpHY BaTriHaIbHOMY KaHOUM03i, a TaKOXK
3aCTOCYBaHHS JIiIKapChKOro 3aco0y 1 pa3 Ha TUXKOEHb IIPH iHIINX TOKa3aHHIX.

Hu PKOBaA HEeIOCTaTHICTh.

Y mariieHTiB i3 HUPKOBOIO HENOCTATHICTIO TAKKOT0 CTyTeHs (IBUOKICTh KITyOOUKOBO1
dinpTparii < 20 Mi1/xB) nepion HamiBBuBe#eHHS 30inbiryeThest 3 30 rogul o 98 rogun. Tomy
ITifl KaTeropii marieHTiB HeoOXigHO 3MEHIIUTH 03y (GIyKOHA305y. OIyKOHA30JT BUAAISIETHCS
[IUISIXOM IeMOfiajli3y, Ta MEeHIIOK MipO - MIJIIX0M iHTpanepuTOHealbHOoro gianidy. CeaHC
reMofiiani3y TpuBaicTio 3 TOOUHYU 3HUXKYE PiBeHb (PIIYKOHA30JIy y IJ1a3Mi KpOBi IPUOIU3HO
Ha 50 %.

JIakTalrig.

KonnenTpanil ¢prykoHa30my y maa3Mi i MaTepuHCHKOMY MOJIOI BIIPOAOBXK 48 rofuH MiCs IpUUOMY
omHOpPa30Boi fo3u 150 mr npenapaty [udaiokaH OLiHIOBaIU ¥ X0Ai papMaKOKiHETUYHOTO
IOCTiAKEHHS 3a YYacTIO [eCATH XKIiHOK y Iepiofii TaKTallii, SKi THM4YacoBO a00 MOCTINHO TPUINHUIIN
TOMIyBaTU CBOiX HEMOBJIST IPYAI0. Y MaTEPUHCHEKOMY MOJIOI (hIyKOHA30JT BUSIBUIIU Y CEPENHil
KOHIeHTpalil npubnusno 98 % Big Toi, 1m0 Big3Hayanu y mna3Mi matepi. Yepes 5,2 rogux micnis
IIPUMOMY [03U CepenHs IiKOBa KOHILIEHTpaLlisd y MaTePUHCbKOMY MOJIOL CTaHOBUIa 2,61 Mr/m.
Hob6oBa mo3a (hIyKOHa30Iy, OTpHMaHa HEMOBJISIM 3 MaTEPUHCHKOTO MOJIOKA (SIKIIO IPUUHSITH
cepenHe CIOXKMBaHHS Mojoka 3a 150 Mi/kr/moby), po3paxoBaHa Ha OCHOBI CEpeIHbOI MiKOBOI
KOHIIEHTPaIlil ¥ Mooy, mo popisHioe 0,39 Mr/kr/moby, ctanoBuTh npubnu3no 40 % Bim gosu,
PEKOMEeHI0BaHOI HOBOHAPOMXKEHUM (BiKOM < 2 TUXKHiB), ab0 13 % Bim mo3u, peKOMeHI0BaHO1
HEMOBJISITAM [JIs JTIKyBaHHS KaHOUOO03Yy CIIM30BUX 000JIOHOK.

iTH.

Iani 3 papmakokineTuku Oynu orineHi y 113 miTew mim yac 5 gocmimxkeHb: 2 HOCTiAXKEeHHS
Pa30BOr0 3aCTOCYBaHHS, 2 [OCTigKeHHs 0araTopa3oBOro 3aCTOCYBaHHS Ta 1 HOCTigXKEeHHS
HE[OHOIIEeHUX HOBOHAPOOKEHUX.

[Ticnsa BBemeHHS 2-8 MI/KT (pIyKOHA30/Iy OiTIM BiKoM Bif 9 micsmiB go 15 pokis AUC
craHoBuia 01u3bKo 38 MKr*roa/mn Ha 1 Mr/kr gosu. Ilicis 6araTopa3oBoro 3aCTOCyBaHHS
cepefHiu mepion HaniBBUBeOeHHS (IyKOHA30J1y i3 IJ1a3Mu KPOBi BapitoBaBCS Mix 15 Ta

18 roguHamMu; 00’eM po3nofiny ctaHoBuB 880 M/Kr. Binbll TpUBamui Mepiox
HaMiBBUBEOEHHS 3 IIJIa3MU KPOBi, 1110 CTAHOBUB MPUOIM3HO 24 ToguHu, OyB IiCIS Pa3oBOro



3acTocyBaHHS (priykoHa30:my. Llel mOKa3HUK € CIIBCTaBHUM 3 IIePiogoM HalliBBUBEOEHHS
(bITyKOHA3071y 3 IJIa3MH KPOBI IMiC/Is Pa30BOr0 3aCTOCYBaHHS J03U 3 MI/KT BHYTPIIIHBOBEHHO
miTsaM BikoM Bim 11 mgHiB mo 11 micsiiB. O6’eM po3momdiny y malieHTiB 11i€i BikoBoi rpymnu
CTaHOBHUB 0113bK0 950 MII/KT.

IocBim 3acTocyBaHHST (JIYKOHA30/Ty HOBOHAPOIXKEHUM 00MeXKYEThCS (papMaKOKiHEeTUYHUMU
mociimXKeHHSIMU 12 HEOOHOIIEHUX HiTel i3 TepMiHOM recTallil mpubIn3Ho 28 THXKHIB.
CepepnHili BiK IUTHHY IIPU BBeEHHI IePIIOl M03U CTaHOBUB 24 rogunu (Big 9 mo 36 roguH);
cepenHs Bara npu HapomxkeHHi ctanoBua 900 r (8ig 750 go 1100 r). [Ina 7 mallieHTiB
IIPOTOKOJI OCTimXKEeHHS 0y/10 BUKOHAHO. MaKCUMyM 5 BHYTPIllTHbOBEHHUX iH’€KIIiN
(bTyKOHaA301y y [03i 6 MI/KT BBOOUU KOXKHi 72 roguHu. CepeqHill epiof HalliBBUBEIEHHS
craHoBuB 74 rogunu (44-185) B mepiiui geHb, IOTIM 3HU3UBCA [0 53 roauH (30-131) Ha 7-4
neHb Ta 10 47 (27-68) Ha 13-i1 mens. [Inoma mig KprBoio (MKT*rofm/mMia) CTaHOBHUIIA

271 (173-385) B nepuuii meHb, 30inbimmnacs mo 490 (292-734) Ha 7- geHb, IOTIM
3uu3unacs 0o 360 (167-566) Ha 13-it mers. O6’eM po3mominy (MI/KT) CTAaHOBUB

1183 (1070-1470) y nepmmii nenb, 30inbinyBaBcs go 1184 (510-2130) Ha 7-ii meHb Ta [0
1328 (1040-1680) Ha 13-11 meHsb.

[TaIieHTy JIITHLOIO BiKY.

dapMaKOKiHeTHUHE JOCIIAXKEeHHS IIPOBOOUIIN 3a y4acTio 22 MallieHTiB (BiKOM Biff 65 pOKiB),
AKi 3acTocoByBanu 50 Mr gyKoHa3omy nepopanbHo. 10 mauieHTiB OGHOYaCHO
3acTOCOByBanu giypetuku. C,.. ctaHoBuia 1,54 MKr/Mi Ta gocsranacs OIpoTsaroM 1,3 roguHu
micns 3acTocyBaHHS (ryKoHa3oiny. Cepennus AUC ctaHoBuna 76,4+20,3 Mkr*rog/mi.
CepepHili nepion HamiBBUBeOeHHS - 46,2 rogunu. Lli papMakoKiHETUYHI TOKA3HUKH €
BUIIMMHU TTOPIiBHSHO i3 aHAJOTiYHUMU y 3[0POBUX OOOPOBOJIBIIIB MOJIOAIIOrO BiKy. OfHOYacHe
3aCTOCYBaHHS [iypeTUKiB He MaJjio 3HayHoro BiuBy Ha C,,, Ta AUC. TakoX KJlipeHC
KpeaTuHiHy (74 MI/XB), BiHCOTOK (GJIyKOHA30JTy, III0 eKCKPETYBaBCH i3 ceuelo y He3MiHEHOMY
Burmnsani (0-24 rogunu, 22 %), Ta HUPKOBUM KiipeHc prnykona3zony (0,124 Mi/xB/KT) y
TaIli€HTiB JaHol BiKOBOI I'pymnu Oy/¥ HUXKYUMHU, HiXK aHAJIOTiYHi TOKa3HUKYU Y MOJIOJIINX
no6poBonbLiB. ToMy 3MiHK (papMaKOKiHETUKM Y MALliEHTiB TITHHOT'O BiKy 0YEBUIHO 3ajieXkKaTh
Bif mapaMeTpiB QYHKIIi HUPOK.

KrinigHi xapaKTepUCTHKH.
IToka3zanus.

Iudmo301”° DoOKa3aHUM AT JIiIKyBaHHS TaKuX I'PUOKOBUX iH(MEKIIiN ¥ JOPOCIUX (OUB. PO3MiN
«DapMakoguHaAMiKa»):

- l'ocTpuy BariHanbHUY KaHOMOO03, KOJIX MicIleBa Tepallisd He € OOIiTbHOIO.
- Kangunosuuit 6anaHiT, KoM MiclieBa Tepallis He € [OIiIbHOIO.

Teparizo nikapchkuM 3aco6om Judmo301° MOKHA PO3NOYMHATH [0 OTPUMAaHHS Pe3y/IbTaTiB
KyJbTypaJbHUX Ta iHIIKUX Tab0paTOPHUX OOCHiKEHb; OJHAK IIiCJIT OTPUMaHHS Pe3ylIbTaTiB
OOCHiAKeHb MPOTUiHQEKIIMHY Tepalliio CJIif CKOPUTYBaTH BiAIOBIAHAM YHHOM.



HeoOxigHo GpaTu 0o yBaru odiiifini pekoMeHaalil o0 BigOBiqHOTO 3aCTOCYBaHHS
IPOTUTPUOKOBUX 3aC00iB.

IIpomunoka3aHHsi.

- T'inepuyTnuBicTh 70 GIyKOHA30JTy, iHIINX a30IbHUX CIIONYK a00 H0 OyOb-SKO0I 3 OTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYacHe 3aCTOCyBaHHS (DIIyKOHA30IIy Ta TeppeHaguHy Nali€eHTaM, SKi 3aCTOCOBYIOTh
¢bnykoHa3on 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3ybTaTaMy JOCHiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCyBaHHS (PIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3ac00iB, II0 MTOOBKYIOThL iHTEpPBA
QT Ta meTtabormmi3yioThcs 3a moroMoro ¢pepmenTy CYP3A4 (HampuKiajg HU3anpuay, acTeMi3ony,
niMO3upy, XiHIAMHY Ta €ePUTPOMILIUHY).

B3aemodia 3 inwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

HQOTI/IHOKEB&HO CyMiCHe 3dCTOCYBAHHA @J’IyKOHaSOHy Td HUXKY€E€3d3HAYEHUX HiKaQCBKI/IX

3aco0iB.

Luzanpud: mMOBimOMIISIIOCS IIPO PO3BUTOK MOOIYHUX peaklii 3 60Ky ceplis, Y TOMY YHCIIi IIPO
[IapOKCU3MaJIbHY LIUIYHOUYKOBY TaxiKaphito TUIY «IIipyeT» y Halli€HTiB, Ki ODHOYACHO 3aCTOCOBYBAJIU
GbnykoHa301 Ta nu3anpun. KoHTponboBaHe JOCTIIXKEHHS IPOOEeMOHCTPYBAJIO, [0 ONHOYaCHe
3actocyBaHHS 200 Mr drykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha f00y ITPU3BOIUIIO
[0 3HAYHOI'0 MifABUINEHHS PiBHA IIU3anpuay y Ija3Mi KpPoBi Ta 00 NogoBxKeHHS iHTepBany QT.
OpHoYacHe 3aCTOCyBaHHS (hTyKOHA30Jly Ta LHKA3alPHUAY IPOTUNIOKa3aHe (IUB. PO3Mi
«IIpoTunoka3anusa»).

TeppeHaOuH: yepe3 BUMAKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CHPUYNHEHNX IIOJOBKEHHIM
inTepBany QTc, y malfieHTiB, sKi 3aCTOCOBYBaM a30JIbHi TPOTUTPUOKOBI JTiKapchKi 3aco6u OMHOYACHO
3 TepheHaguHOM, OyIM MPOBEeH] MOCTiIKeHHs B3a€MO/Iil ITUX IIperaparTiB. Y X0fi 0qHOTO
MOCTiMKEHHS IIPU 3aCTOCYBaHHi ¢iyKoHa3ony y no3i 200 Mr Ha o6y He Oys10 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HI1e gocHifXKeHH IPU 3aCTOCyBaHHI GIyKoHa3o01y y go3ax 400 mr ta 800 Mr Ha
no0y IpoaeMOHCTPYBAJo, 1[0 3aCTOCYyBaHHA (IyKoHa305y v mo3ax 400 mr Ha goOy abo BHIlle 3HAYHO
IiABUINY€E PiBEHb TeppeHafuHy y IIJla3Mi KpOBi IPU OGHOYAaCHOMY 3aCTOCYBaHHI IIUX IpelaparTis.
CymicHe 3acTtocyBaHHs (iykoHa3omny y no3ax 400 mr a6o Buille 3 TepheHaAUHOM IPOTUIIOKA3aHE
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHI QrykoHa3omy y mo3ax Hux4de 400 mMr Ha mo0y
OJIHOYaCHO 3 TepheHaguHOM CIIifi IPOBOAUTHU PEeTeIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JTy Ta aCTeMi30/Iy MOXKe 3MEHIIUTH KITIipeHC
acteMizony. Cupu4ynHeHe UM IiABUIIEHHS KOHIIEHTPAIlil acTeMi30/Ty y I1a3Mi KpoBi Moxe
IPU3BECTH [0 Oof0oBXKeHH iHTepBany QT Ta y pigKiCHUX BUIagKax - 10 IapOKCU3MaJibHOI
IIJTyHOYKOBOI Taxikappil Tuny «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IPOTHUIIOKa3aHe (OuB. po3min «IIpoTUIIOKa3aHHI»).

ITimo3ud ma xiHiOuH: CyMicHe 3aCTOCYBaHHS (PIIyKOHA30/y Ta MiM0o3uay a0do XiHiguHy MoXe
IPU3BOOUTH [0 IPUTHIUEHHS MeTa0oi3My miMo3uny abo XiHimuHYy, X04a BiAIOBIgHUX OOCIigXKEHb in
vitro Ta in vivo He poBomunH. ITifBUIIIEHHS KOHIIEHTpalii miMo3uay a0o XiHiguHy y m1a3Mi KpoBi



MOXKe CIIPUYUHATH NogoBkKeHHS iHTepBany QT Ta y pifKicHUX BUlagKaX MIPU3BONUTH 0 PO3BUTKY
IapOKCU3MaJIbHOI IITYHOYKOBOI TaxiKapmil Tumly «mipyeT». OgHOYacHe 3aCTOCYBaHHSA (PIIyKOHa30Jy
Ta miMmo3uny abo XiHifuHYy npoTUNoKa3aHe (OUB. po3min «[IpoTUNIOKA3aHHS»).

EpumpomiyuH: omHOYaCHE 3aCTOCYBaHHSI ePUTPOMILIMHY Ta (HITYKOHA30JIy MOXKE IIPU3BOIUTH [I0
MigBUIIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxXeHHd iHTepBany QT, mapokcu3MaibHa
[IyHOYKOBA TaXiKappisd TUILY «IIipyeT») Ta, K HaCJifoK, O PallTOBOl CePIieBOl CMEPTI.
3acTocyBaHHs KOMOiHaIlil IUX TiKapchKUX 3ac06iB MpOoTUIIOKa3aHe (OuB. po3min «[IpoTUoKa3aHHI»).

He pekoMeHOVeThHCA OQHOYACHE 3aCTOCYBAHHSA (DIVKOHA30IIY Ta HUXKYe3a3HaYeHUX
JiKapChKMX 3aC00iB.

I'ano(paHmpuH: GryKoHA30II MOKE CIPHUYMHUTH IiIBUINEHHS KOHIIEHTPAIlii rajopadTpuHy y maa3mi
KpOBi 3a paxyHOoK npurtiyentus CYP3A4. OgHoyacHe 3aCTOCYyBaHHS XX JIiKapChKUX 3aC06iB MOXKe
IIPU3BOIUTH [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxKeHHS iHTepBany QT,
IapoKcu3MalibHa LITYHOYKOBA TaxikKapAis TUIY «IIipyeT») Ta, K HaCJigoK, [0 PalnToBOl CepleBol
cMepri. Crtifg yHUKATH 3aCTOCYyBaHHS KOMOiHaIlil 11X JTiKapchkux 3aco6iB (auB. po3min «OcobnuBocTi
3aCTOCYBAHHS»).

CyMicHe 3acTocyBaHHS (IYKOHA30JY Ta HUXKYe3a3HauYeHUX JiIkapChKUX 3ac00iB BUMarae
06epexKHOCTI.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHS (HIIyKOHA30J1y 3 aMioflapOHOM MOXKe IPU3BECTHU [0
nofoBxkeHHs iHTepBany QT. ®nyKoHa307 ciif 3 060epeKHICTIO 3aCTOCOBYBATH Pa30M 3 aMiolapOHOM,
0c06IMBO y pasi mpu3HayeHHs BUCOKOI 7o3u diykoHasomny (800 mr).

CyMicHe 3acTocyBaHHA (MIVKOHA30JIV Ta HUKYe3a3HaUYeHUX JIIKapChbKUX 3aco0iB BUMAarae
00epeKHOCTi Ta KOPUTYBAHHS NO3M.

- Bnaue iHwux aikapcvKux 3acobie Ha payKoHA301.

HocmimKeHHS B3aEMO/Iii TPOIEMOHCTPYBAJIH, III0 ITepopajibHe 3aCTOCYBaHHS (IyKOHA30ITy
OJHOYACHO i3 BXKMBaHHSM 1XKi, IPUAOMOM IUMETHOUHY, aHTalUiB a00 MOAasbIINM ONPOMiHEHHSIM
yChOTO TiNla [j1sl Tepecafky KiCTKOBOI'O MO3KY He Ma€ KJIiHiYHO 3HAYyL[oro BIJIUBY Ha abcopOitiio
bmykoHa301y.

PugamniyuH: omHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30 Ty Ta pU(aMITilIuHy IPU3BOAUIIO [0 3HUXKEHHS
AUC =a 25 % Ta cKkOopouyBaJio Iepion HamliBBUBeneHHS GiyKoHa3oiy Ha 20 %. Tomy njis marfi€eHTis,
SIKi 3aCTOCOBYIOTh pU(aMIIIKH, CIIiJl PO3TIAHYTH HOLIIBHICTh HiABUIIEHHS 03U (PIyKOHA30IY.

I'idpoxso0pomia3ud: y mochimxkeHHi papMaKOKiHEeTUYHOI B3a€MOIii omHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiIpOXI0POTia3uay 300POBUM NOOPOBOIBISAM, SIKi OTpHMYyBanu (GIyKoHa3o01I,
IiABUINYBAJIO KOHI[EHTPAIliio (pIyKoHa30y y mia3Mi KpoBi Ha 40 %. Taki mapaMeTpu B3aeMOfii He
BMUMAaraoThb 3MiH Y pPexXuMi [03yBaHHS (IYKOHA30Iy [JIs MallieHTiB, SKi 0MHOYaCHO OTPUMYIOTh
CeYOrTiHHi 3aco0mH.

- Bnaue ¢paykoHaszony Ha iHwi aikapcvki 3acobu.

®nykoHa3on € noMmipauM iHridiropom muroxpomy P450 (CYP) isodepmenty 2C9 Ta 3A4. dnykKoHa3o01
€ IOTYy2KHUM iHribiTopoM i3odpepmenTy CYP2C19. Ha momaTok g0 CIOCTepeKyBaHUX/HOKYMEHTaIbHO
MigTBEpAKEeHUX B3a€MOIiH, 110 ONMKUCAHi HUXK4Ye, TPU OOJHOYACHOMY 3aCTOCYyBaHHi 3 (GITyKOHA30JI0M
icHye pU3MK MigBUINEHHS Y MJIa3Mi KPOBi KOHIIEHTPAIIiM iHIIKMX CIIOJNYK, 110 MeTaboTi3yI0ThCs



CYP2C9, CYP2C19 ta CYP3A4. Tomy 3aCTOCOBYBaTH Taki KoMOiHallii mpemaparTiB ciif 3
00epexkHiCTIO; TPU IbOMY HeoOXiTHO PeTebHO CIIOCTepiraTv 3a CTAHOM MallieHTiB. [IpurHiyyBasbHa
mist rykoHas3ony Ha pepMeHTH 36epiraeTbcs mpoTsarom 4-5 mib mics #oro 3aCTOCYBaHHS V 3B'SI3KY 3
10r0 TPHUBAJIMM IIEPiOOOM HalliBBUBEMEHHS (IUB. Po3min «[IpoTUIIOKa3aHHSI»).

AbpouumuHib:drykonason ( inribitop CYP2C19, 2C9, 3A4) mipBuIlyBB eKCIIO3UIII0 aKTUBHOI
yacTuHYU abpouuTuHiOy Ha 155% . [Ipu ogHOYacHOMY 3aCTOCYBaHHi 3 (PIIyKOHA30JI0M CITif
BifKOpUTyBaTH 03y abponuTHHIOY BiAMOBIAHO J0 iHCTPYKIII A1 MEOUYHOTO 3aCTOCYBaHHS
abpouuTuHioy.

Anb(peHmawia: mif 4ac OGHOYACHOTO 3aCTOCYBaHHSA anbheHTaHiny y fo3i 20 MKI/KT Ta QpIyKoHa30JIy
y mo3i 400 MT 300opoBUM [TOOPOBOJILIISIM CIIOCTEPiranocs: mBokpaTHe 30inmbinenHss AUC,,, MOXKITUBO
yepe3 inribysanus CYP3A4. Moxe 6yTu HeoOXiqHUM KOPUTYBaHHS 003U alnbpeHTaHiny.

Amimpunmusin, HopmpunmuiH: GJIYKOHA30J IOCUJIIOE Iif0 aMiTPUNTUIIHY Ta HOPTPUNITUIIIHY .
PekoMeHIy€eThCSI BUMIpPIOBAaTH KOHIIEHTpAllil 5-HOPTPUNITUIIHY Ta/a00 S-aMiTPpUIITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Teparii Ta yepe3 1 THXKOeHb. Y pa3i HeoOXigHOCTI CIlif BiIKOPUTYBATH 103y
aMITPUNTUWIIHY/HOPTPUIITUIIIHY .

AmpomepuuuH B: omHOYaCHe 3aCTOCYyBaHHA (HJIyKOHA30Jy Ta aMmpoTepulinHy B iHpiKOBaHUM
MHUIIIaM i3 HOPMa/JIbHUAM IMyHITETOM Ta iH(piKOBAaHMM MHUIIAM 3i 3HNKEHUM IMYHITETOM Aajio
TakKi pe3y/bTaTh: HEBEIUKUY afUTUBHUMN IPOTUTPUOKOBUM e(EKT IIpK CUCTEeMHIN iHPeKIIil

C. albicans, BifCyTHICTb B3a€MOZIil IpY BHYTPIITHbOUEPEIHIN iHPeKITil

Cryptococcus neoformans Ta aHTaroHi3M [BOX IIpellapaTiB IPU CUCTEMHIN iH(DEKIIi1
Aspergillus fumigatus. KiiHiuHe 3HaYeHHS pe3yIbTaTiB, OTPUMaHUX Y XO[i LIUX JOCTigKEHb,
HeBioMe.

AHmMukoaz2yaaHmMu: SK i Ipu 3aCTOCYBaHHi iHINX a30/IbHUX ITPOTUTPHUOKOBUX 3ac00iB, IpU
OJHOYACHOMY 3aCTOCYyBaHHI (IyKOHA30Jly Ta Bap(papruHy MOBIJOMIISIOCS PO BUIAAKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOL KPOBOTEUi, MUIYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypil Ta MeJeHHU) y
TIOEHAHHI 3 TOIOBXKEHHSAM ITPOTPOMOiIHOBOTO Yacy. IIpu ogHOYacHOMY 3aCTOCyBaHHI (PIyKoHA30Iy
Ta BapdapuHy CIocTepiraaocs: JBOKpaTHe MigBUIIEHHS MPOTPOMOiHOBOT0 Yacy, UMOBIPHO, BHACIIIIOK
npurHideHHs MeTabonizaMy Baphapuny dyepe3 CYP2C9. Crig peTenbHO KOHTPOIIOBATH
IPOTPOMOIHOBUY YacC y MAlli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATyIsIHTA abo
inmaHemioH. Moxe OyTy HeOOXiTHOI KOPEKIIis 03K aHTUKOATyISHTA.

BeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad mMida3osam, mpual3onam: Tpu3HauyeHHs QIyKOHa30/Iy
IiCJIS TIepopPaIbHOT0 3aCTOCYBaHHS Miga3ojaMy MPU3BOAUIIO OO0 3HAYHOTO IMigBUIIEHHS KOHIIEHTPAIlil
Miga3ojaMy Ta 0O MOCUIEHHS IICUXOMOTOPHUX edekTiB. OfHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30Iy y
no3i 200 Mr Ta MifgasoaMy y mo3i 7,5 Mr mepopaibHO Ipu3Boausio o nigsuineHHsa AUC Ta mepiony
HaliBBUBE[EeHHS Miga3oaMy y 3,7 Ta 2,2 pa3a BiANOBiIHO. 3aCTOCYBaHHS (PIyKOHA30y V 031

200 Mr/mo0y Ta 0,25 Mr TpuasonaMy IepopaibHo Mpu3Boauio po nigsuimerHs AUC Ta nepiogy
HalliBBUBEJeHHS Tpua3onamy y 4,4 ta 2,3 pasa BifnosigHo. [Ipu 0gHOYaCHOMY 3aCTOCYyBaHHI
(byKOHa30Iy Ta TprasojiaMy CIOCTepiraaocs MOTEHIIIOBaHHS Ta MIPOJIOHTalis edeKTiB TpHa3oiaMy.
K110 mauieHTy, IKA TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 03y OCTaHHIX CJIifi 3MEHIIUTH Ta BCTAHOBUTH HaJle3KHUM HaTJIAL 3a
CTAQHOM IIallieHTa.

KapbamaseniH: GiyKoHa30I MPUTHIUYyEe MeTa001i3M KapOaMaseliny Ta CIPUYUHSIE MiIBUIEHHS
piBHa KapbaMaseniny B cupoBaTiii KpoBi Ha 30 %. [cHye pu3uK pO3BUTKY MIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6ama3zeniny. Moxe 6yTu He0OXiTHMM KOPUTYBAHHS 03K KapOaMaseliHy 3a7eXHO Bif PiBHS HOTO



KOHIIEHTpAIlil Ta il mpemapary.

B0kamopu Kasavuiesux kaHaig: OesiKi aHTarOHICTH Kalbllilo (HidheoumiH, icpagullis,
amonutin Ta penogumin) MetabomnisyioThcs hepmernToM CYP3A4. OmyKoHA301 MOTEHIINHO
MOXKe IigBHUIIYBAaTH CUCTEMHY eKCIT03HIIit0 07I0KaTOPiB KaIbIli€eBUX KaHAJIiB.
PekoMeHIOBaHWI PeTeNbHUY MOHITOPUHT II[OJI0 PO3BUTKY MOOIYHUX peakiliid.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCYyBaHHi (ykoHa3oimy (200 Mr Ha go0y) Ta 1e/TeKOKCHOy

(200 mr) C,,, Ta AUC nenekokcuby migpuiryBanucs Ha 68 % ta 134 % Bigmosigao. IIpu omHOYacHOMY
3aCTOCyBaHHI LleIeKOKcuOy Ta QrryKoHa3051y MoxKe OyTH HeOOXigHUM 3MeHIIeHHS 03U IeJIeKOKCUOy
BMIBiUi.

Luxkaogpocpamio: ogHOYaCHE 3aCTOCyBaHHS IuKIodochaminy Ta GIyKoHA30/Iy IPU3BOAUTH [0
nigBUINIEeHHS PiBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBaTH OMHOYACHO, 3BaXKalouy Ha PU3UK IigBUIIEHHS KOHIeHTpalil 6inipybiny Ta
KpeaTUHIHY B CHPOBATLi KPOBI.

®eHmaHiA: TOBIIOMIANIOCS IIPO ONWH JIeTaTbHUY BUNAOK IHTOKCUKAIl1 (PeHTaHiIOM BHACTIIOK
MOXKJIMBOI B3aeMofil peHTaHimy Ta PrykoHa3omy. [1o TOTo XK y HOCTigXKEHHI 3a y4acTIO 300POBUX
no6poBOIIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB eJTliMiHallio
denTaniny. [ligBuieHHS KOHLEHTPaIlil GeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIUEHHS AUXaHHS, TOMY
CJIi peTebHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 6yTH HEOOXiIHOI KOPEKIIis no3u heHTaHiny.

IHe2i6imopu I'MI-KoA-pedykma3su: cyMiCHe 3acTOCyBaHHs (GIyKOHa301y Ta iHri6iTopis TMI-KoA-
penykTas#, 1mo Metabonizyiorecss CYP3A4 (aTopBacTaTHH Ta CUMBAcTaTHH), abo iHriGiTopiB M-
KoA-penykTa3sy, mo Metabonizyiotbcs CYP2C9 (dnyBacTaTuH (3HMKEHHS IEYiHKOBOTO MeTab0IIi3My
CTaTHUHY)), MigBUIIY€E PU3UK PO3BUTKY MiomaTil Ta pabmoMioni3y (mo303asexkHo). Y pa3i HeoOXimHOCTI
OJHOYACHOT0 3aCTOCYBaHHS LIWX IIpenapaTiB CHIifl peTeIbHO CIOCTePiraTy 3a Mali€eHToM II0Z0
BUHUKHEHHSI CUMIITOMIB Mionartii Ta pa6momMiosni3y i mpoBOAUTY MOHITOPUHT pPiBHS KpeaTUHKiHA3U. Y
pasi 3HAYHOTO MifBUIIEeHHS PiBHS KpeaTUHKIHA3M, a TAaKOXK IIPH [iarHOCTyBaHHI abo mimo3pi Ha
MiomnaTito/pabmoMioni3 3acTocyBaHHs iHTibiTopiB 'MI'-KoA-penyKTa3u ciif npunuHuT. Moxe
BUHUKHYTH HeOOXigHiCTh 3HUXKEHHS 103 iHribiTopiB [MI-KoA-penykrasu, K 3a3Ha4eHO B iHCTPYKIIil
[JIs1 MeIMYHOT0 3aCTOCYBaHHS CTaTHHIB.

I6pumuHi6: nomipsi inriéitopu CYP3A4, Taki SK (GIyKoHa307I, MifBHUIIYIOTh KOHIIEHTPALIi0
iOpuTuHiOy B My1a3Mi Ta MOXKYTh HiIBUIIYBaTA PU3UK TOKCUYHOCTI. FKII0 HEMOXKINBO YHUKHYTH
kKoMOiHallii mpemaparis, MOTPi6HO 3HM3UTH 003y i6puTHHIOY Do 280 Mr ofguH pa3 Ha [00y (2 Kamcynu)
3 METOI0 IPOJOBKEHHS 3aCTOCYBaHHS iHTi0iTOpY Ta 3a0e3MeYuTH MOCTINHNM KITiIHIYHUY MOHITOPUHT.

Isakagpmop (six moHomepanis abo 8 kombiHauii 3 npenapamamu Mmako20 camo20
mepanesmuyH020 K/14cCy): omHOYacHe 3aCTOCYBAHHS iBakadTOpy, perynsTopa TpaHCMeMOpaHHOI
npoBigHOCTI mpu MyKoBiciumo3i (CFTR), 36inbmuniio eKcro3uilito iBakadTopy B 3 pa3u Ta eKCII03UIIi0
rippokcumetumniBakadropy (M1) y 1,9 paza. HeoOxinHe 3HMXKEHHS 1034 iBaKapTOPy (K MOHOTepatil
abo B koMmbiHalii), K 3a3HaY€HO B iHCTPYKIIi1 711 MEIUYHOTO 3aCTOCYyBaHHS iBakadTOpy (K
MOHOTeparii abo B Kom0iHaiiii).

Osanapub: nomipHi inribitopu CYP3A4, Taki gk ¢pnykoHa30J1, 30ibIIYIOTE II71a3MOBi KOHIIEHTPAIIil
onanapu0y; iX omHOYaCHe 3aCTOCYBAHHS He PEKOMEHAYEThCS. AKI0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IPUHOM oJlantapu0y o0MexyioTh go3amMu 200 Mr gBiui Ha m00y.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMyc, CUPOAIMYC i MAKPOAIMYC).



IukaocnopuH: GpIyKoHa30JI 3HAYHO HiABuUIIye KoHLIeHTpalilo Ta AUC nukmocnopuny. [lpu
OTHOYAaCHOMY 3aCTOCYBaHHi ¢iyKoHa301y y mo3i 200 Mr/moby Ta IUKIIOCIIOPUHY Y H03i

2,7 mr/kr/moby cnoctepiranmocst 36inpmenns AUC muknocnopuny y 1,8 pasa. Li mpemapatu MoxHa
3aCTOCOBYBAaTH OOHOYACHO 3a YMOBH 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl 0T
KOHIIEHTpAIIil.

Esepoaimyc: X04a HOCTIOXKEHbD in Vitro Ta in vivo He IPOBOAUIIH, BiIOMO, IO (PIIyKOHA30JI MOXKEe
IMigBUIYBAaTH KOHILIEHTPAI[il0 €BEPOIIMYCY B CUPOBATIi KPOBi yepe3 npurHiyenss CYP3A4.

Cuposaimyc: GrykoHa307 MigBUINYE KOHIEHTPALII0 CHPOIIMYyCY V IJ1a3Mi KPOBi, IMOBIpHO, IIJITXOM
IpPUTHiYeHHS MeTaboniamy cuponimycy dpepmentom CYP3A4 ta P-riikonpoTeinom. Lli npenapatu
MOXKHAa 3aCTOCOBYBATU OOHOYACHO 3@ YMOBY KOPUT'YBaHHS NO3U CUPOJIIMYCY 3a1eXKHO Bifi PiBHSA
KOHIIeHTpaIllil Ta eeKTiB Impemnapary.

Takpoaimyc: pIyKoHA307 MOXKe IMigBUAITYBaTH KOHIIEHTpAIlil TAKPOJIiMyCy B CHPOBATIIi KPOBi 70

5 pasiB 1pu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 MPUTHiUeHHS MeTaboIi3My TaKpomiMycy
depmenTom CYP3A4 y kumeyHuKy. [Ipy BHyTPIIIHBOBEHHOMY 3a2CTOCYBaHHI TaKPOIIMyCy He
CIIOCTEpIranocs 3HaYHUX 3MiH papMaKoKiHeTUKH. [TifBullleHi piBHI TaKPOJIiMyCy acoIlilol0ThCA i3
He(POTOKCUYHICTIO. [103y TAaKpOIiMyCy A5l IepOpalbHOr0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIeKHO
BiJl KOHIIEHTpAIlil TaKPOJIMyCYy.

Jlozapman: pryKoHa301 IPUTHIYYe MeTabo1i3M J103apTaHy [0 Horo akTuBHOTro MeTabosity (E-31 74),
1110 00yYMOBJTIOE OiNbINY YaCTUHY aHTAroHi3My OO0 pelenTopiB aHrioTeH3uny II mig yac 3acTocyBaHHS
JI03apTaHy. PeKOMeHI0BaHO 3[iMICHIOBATH IIOCTIMHUI MOHITOPUHT apTepiabHOTO TUCKY Yy MAalli€HTiB.

JIypasudoH: nomipHi inribiTopu CYP3A4, Taki fK GhIyKoHA30, MOXKYTh IiIBULITyBaTU KOHLIEHTPALIil0
JIypa3upoHy y IIa3Mi. JKIo He MOXHA YHUKHYTH OJHOYACHOT'0 3aCTOCYBaHHS, CIIif 3MEHIIUTH JO3Y
Nypa3ufoHy, K 3a3Ha4eHO B iHCTPYKIII 411 MeOUYHOT0 3aCTOCYBaHHS JIypa3uOoHY.

MemadoH: pnyKoHa30J1 MOXKe MifBUIyBaTH KOHIIEHTPALlil0 METalOHY Y CUPOBaTLi KpoBi. [Tpu
OJHOYaCHOMY 3aCTOCYBaHHi MeTaloHy Ta (GIIyKOHa30/y Moxke O0yTH HeoOXifHMM KOPUTYBaHHS 03U
MeTafloHY.

HecmepoidHi npomu3anaavHi npenapamu (HII3I1): mpu ogHOYaCHOMY 3aCTOCYBaHHi 3 PIIyKOHa30JI0M
C,.x Ta AUC dnypbinpodeny migsuiryBanucst Ha 23 % Ta 81 % BiAMoBigHO MOPIBHSIHO 3 BiOMOBIAHUMMU
IIOKa3HUKaMHU IIPU 3aCTOCYBaHHi Tinbku (ypbinmpodery. AHanIOTiYHO IPU OOGHOYACHOMY
3acTocyBaHHi prrykKoHa3o0my 3 pauemigauM ibynpodenom (400 mr) C,,, Ta AUC dapmakonorivao
aKTUBHOTO i30Mepy S-( )-ibynpodeny migBuuryBanucs Ha 15 % Ta 82 % BifmoBifHO, MOPIBHSHO 3
TAKMMHU ITOKa3HUKAMU IIPU 3aCTOCYBaHHI TiJIbKYM palleMiuHoro i0ympodeHy.

Xoya crelianbHUX JOCTiAXKEeHb He TPOBOAUIH, (hIIYKOHA30JT MOXKE IMiJBUIyBaTH CUCTEMHY
ekcro3utrito inmux HII3II, mo metabonizyiotbcss CYP2C9 (Hanmpukiiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, TuKinodeHaky). PeKOMeHI0BaHO MEPIOJUYHO 3[iiCHIOBATH MOHITOPUHT IOOIYHUX
peaxliiii Ta TOKCUYHUX IPOsABiB, 0B 13aHuX i3 HII3I1. Moxe OyTu noTpibHe KOPUTYBaHHS NO3U
HIT3II.

®eHimoiH: HITyKOHA30/I MPUTHIUYyEe MeTaboi3M (eHiToiny B nedinii. OqHo4acHe GaraTopa3ose
3actocyBaHHS 200 Mr driykoHa30my Ta 250 Mr ¢GeHiTOIHY BHYTPIIIHHOBEHHO NIPU3BOAUTE IO
nigsuiierHs AUC,, denitoiny Ha 75 % Ta C,;, Ha 128 %. [Ipu omHOYaCHOMY 3aCTOCYBaHHi X
JIiKapChKUX 3ac0o0iB CIIifl MPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY Yy CHpOBaTIili KPOBi Ay
YHUKHEHHS PO3BUTKY TOKCHYHOI [l HeHiToIHy.



ITpeOHi30H: TIOBiOOMIISIIIOCS TIPO BUMAOK, KOJIY Y MallieHTa Iic/s TpaHCIJIaHTallil MeviHKy Ha T
3aCTOCYBaHHS IIPeAHI30HY PO3BUHYIACS TOCTPa HENOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BMHUKIIA IiC/IS MPUIKHEHHS TPUMICIYHOT0 Kypcy Tepatil GpiykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUYMHUIIO TOCUIeHHS akKTUBHOCTI CYP3A4, 1m0 npu3sseno
[0 IPUCKOpPeHHs MeTabomi3My npegHi3ony. Ciifl peTenbHO CTEXUTH 3a NalliEeHTaMH, SIKi IPOTIToM
TPUBAJIOTO Yacy OMHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta NMPefHi30H, 3 METOIO IIoNepenKeHHS
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/Is MPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugabymuH: GrykoHa307 MiABUIIYE KOHIIEHTPaIii0 prudabyTUHY B CUPOBATII KPOBI, II0 ITPU3BOAUTD
no 36inpuenHs AUC pudabytuny mo 80 %. [Tpu omHOYaCHOMY 3aCTOCYBaHHi (IyKOHA301y Ta
pudabyTuHy OBiMOMIISIIOCS IIPO BUIIAAKK PO3BUTKY yBeiTy. [Ipu 3acTocyBaHHI Takoi KoMOiHaIIil
niKapchbKuX 3aco0iB cig 6paTé IO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsurnye AUC ta C,,,, cakBiHaBipy mpu6mu3Ho Ha 50 % Ta 55 % BimmoBigHO
yepe3 NIpUrHideHHS MeTabo0i3My cakBiHaBipy y neuinni ¢pepmertom CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikomporeiny. B3aemogil Mixk (IyKoHa30/10M Ta CaKBiHaBipOM/pHUTOHABIPOM He JOCIigKyBaJIKCS,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMu. Moxke 6yTu He0OXigHUM KOPUTYBaHHS 03U
CakBiHaBIpY.

IToxiOHi cynbhoHINCeH08UHU: TIPA OOGHOYACHOMY 3aCTOCYBaHHI (TyKOHA30JI IPOJIOHTYE TEPioN
HalliBBUBEJIeHHS TTePOPabHUX MOXITHUX CYIbGOHIIICEYOBUHY (XJIOpIpoaMiny, rmibeHKIaminy,
riimi3umy Ta TonbyTaMiny) IpH iX 3aCTOCYyBaHHI 3HOPOBUM HOOPOBOJBLSM. PeKOMEHIYETHCS
IIPOBOJUTY YaCTUU KOHTPOJIb I[yKPY B KPOBI Ta BiANOBITHUM YHMHOM 3HUKYBaTHU 0O3Y MOXiGHUX
CynbGhOHINICEeUOBUHY ITPU OOHOYACHOMY 3aCTOCYBaHHi i3 HITyKOHA30/I0M.

TeoiniH: y inane60-KOHTPOIHOBAaHOMY [OCTiKEHH] B3a€MOii ITpernapaTiB 3aCTOCYBaHHS
¢bnykonazony no 200 mr npotaroMm 14 [HiB IpU3BeJIO OO0 3HUKEHHS CEPETHLOTO KITipeHCY Teodiminy
B Iy1a3Mi KpoBi Ha 18 %. 3a marfieHTaM#, siKi 3aCTOCOBYIOTh Teo(isliH y BUCOKUX H03ax a0o sKi MaTh
MigBUILIEHNY PU3UK PO3BUTKY TOKCUYHUX IIPOSABIB TEOQiNiHY 3 iHIINX IPUYUH, CJIifi BCTAHOBUTHU
HarJIsap 00 BUSBIIEHHS 03HAaK PO3BUTKY TOKCHYHOI Oil Teodininy. Teparmito ciif 3MIiHUTH IIPU MOSABI
03HaK TOKCAYHOCTI.

Togpauumuni6: BrnuB ToPalUTHHIOY 3pOoCcTae MpY OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChKUMU
3acobaMu, gKi MpU3BOOATH [0 oMipHoro inribyBanus CYP3A4 Ta moTyxkHoro iHrioyBanuas CYP2C19
(Hanpuknan gnykoHa3oi). ToMy peKOMeHI0OBaHO 3HU3UTU 03y TOPaluuTHHIOy 70 5 MI OOUH pa3 Ha
no0y B KoMOiHAIliIX 3 IUMU ITperapaTaMu.

Tosnsanmau: eKCIO3ulis TONMBaNTaHy 3Ha4yHO 3pocTana (200 % AUC, 80 % C,,,), KON# TOIBaITaH,
cyoctpatr CYP3A4, 3acTocoByBamu OOHOYACHO 3 QriyKoHa30j10M, moMipHuM iHribiTopom CYP3A4, npu
IIbOMY 3HAYHO 3POCTaB PU3UK BUHUKHEHHS NMOOIYHUX peakilii, 30KpeMa 3HaYHOTro 30iIbIIeHHS
niype3y, 3HeBOJHEHHS Ta F'0CTPOl HUPKOBOI HEJOCTATHOCTI. Y pa3i 0qHOYaCHOTO IPU3HAYEeHHS CIIif
3MEHIIUTH J03Y TOJBAINTaHy 3TigHO 3 BKa3iBKaMM B iHCTPYKIIil 3 MEIUYHOT'0 3aCTOCYBaHHS Ta
PETYIISIPHO TEPEBIPSITH CTaH MallieHTa Ha HasSBHICTb OyOb-IKUX MOOIYHUX peakxlliil, OB I3aHUX i3
TOJIBAIITAHOM.

Askanoiou 6apeiHky: Xo4a BifTOBIHHUX HOCITiAKEHb He TPOBOOUIH, GIYKOHA30JI, UMOBIPHO, Yepe3
inri6yBanus CYP3A4, MoxXe CIPUYMHSTH MigBUIIEHHS KOHIIEHTPAIlil aKasoifiB 0apBiHKY y m1a3Mi
KpPOBi (HampXKiaj BiHKPUCTUHY Ta BiHOMACTHHY), 110 TPH3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX
edeKTiB.

Bimamin A: IOBiIOMIISITIOCS, IO y TallieHTa, IKA OQHOYAaCHO 3aCTOCOBYBaB TPAHCPETUHOEBRY
KHCJOTY (KucjaoTHa ¢hopma Bitraminy A) Ta GIyKoHA301, ciocTepiranucs nobiyHi peaxiiii 3 60Ky



IeHTpasnbHol HepBoBOI cucteMu (LITHC) y ¢opmi ceBOOTYMOPY TOJIOBHOTO MO3KY; HJaHUU e(heKT 3HUK
micys BimMinu ¢pnykoHasomy. Li mikapchki 3aco6u MOXKHA 3aCTOCOBYBATH OJHOYACHO, ajle CIIif
maM’siTaTy PO PU3UK BUHUKHEHHS Mo0iyHuX peakirii 3 6oky ITHC.

BopukoHa3zos (iHeibimop CYP2C9, CYP2C19 ta CYP3A4): omHOYaCHe 3aCTOCYBaHHSI BOPUKOHA30TY
nepopanbHo (1o 400 Mr koxHi 12 rogus npoTtsaroMm 1 gHs, motiM mo 200 Mr KoxHi 12 rogux
IpoTATroM 2,5 OHIB) Ta (IyKOHa30iy mepopanbHO (400 Mr B nepinuid geHs, noTiM Mo 200 Mr KoxHi
24 roguHu MPOTATOM 4 OHIB) 8 3MOPOBUM JOOPOBOJIBIIIM YOJIOBIYOI CTATI MPU3BEIO M0 HiABUINEHHS
C,.xTa AUC, BopuKOHa301y B cepegHboMy 10 57 % (90 % [IOI: 20 %, 107 %) ta 79 % (90 % [OI: 40 %,
128 %) BigmoBigHO. HeBimoMo, 4 mpU3BOOUTDL 3HUXKEHHS NO3U Ta/a00 4acTOTH 3aCTOCYBaHHS
BOPUKOHA30/1y ab0 QIyKoHa30Jy 00 YCyHeHHs Takoro edekTy. [Ipu 3acTOCyBaHHI BOPUKOHA30ITY
micysa QIyKOHa30JTy CIIif IPOBOAUTH CIIOCTEPEXKEHHS 00 PO3BUTKY MOOIYHUX e(eKTiB,
acoIlii0BaHUX i3 BOPUKOHA30JIOM.

3udosyoduH: dnykorazon nigsumye C,.. Ta AUC 3ugoBynuny Ha 84 % Tta 74 % BiAmoBifHO, 110
3YMOBJIEHO 3HUKEHHSIM KJIipEHCY 3UOO0BYAUHY NpUOIU3HO Ha 45 % Ipu HOoro epopaibHOMY
3acTocyBaHHi. [Iepion HamiBBUBENEHHS 3UNOBYAUHY OYB TaK0XK MOOBXKeHUM MpruOnu3Ho Ha 128 %
micys 3acTocyBaHHS KoMOiHalil (GIyKoHa30Iy Ta 3WJOBYAUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
Taky KoMm0OiHalliio TiKapCchKuxX 3aco0iB, CJIifl CIIOCTepiraTy IOA0 PO3BUTKY MOOIYHUX peakKilii,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UOOBYIUHY. MOXKHa PO3TISHYTU OOUIBHICTS 3HUKEHHS N03U
3UOBYLUHY.

A3umpoMiluH: y XOIi BITKPUTOTO PaHAOMi30BaHOT'0 TPUCTOPOHHLOTO ITIEPEXPECHOTO [OCTIIXKEHHS, B
SIKOMY B3$1JIM y49acTh 18 3M0poBuUX HOOPOBOJIBLIIB, OIiHIOBAJK BIIJIUB a3UTPOMIIIMHY Ta (PIIYKOHA30ITY
Ha (hapMaKOKiHETHKY OfMH OJHOIO IIPH 1X OMHOYAaCHOMY IIepOpabHOMY Pa30BOMY 3aCTOCYBaHHI y
no3ax 1200 mr ta 800 mr BigmoBigHO. 2KOOHUX 3HAYYLIUX papMaKOKiHETUYHUX B3aEMOJiM BUSBIEHO
He OyJo.

ITepopanvHi KoHMpayenmueu: TPoOBOTUIIOCS 2 hapMaKOKIiHETUYHUX MOCIiIKEeHHST 6araTopa3oBoro
3acTocyBaHHS (DITyKOHA30/1y Ta KOMOIHOBAHOTO ITepPOpasibHOr0 KOHTpalenTusa. [Ipu 3acTocyBaHHi
bnykoHa301y y mo3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0YJ10, TOMi SIK IIPH 3aCTOCYBaHHi
bnykonazony y no3i 200 mMr Ha mo6y crnocTepiranmocs 36inbpmennas AUC etuninectpamiony Ha 40 % Ta
neBoHOpPrecTpeny - Ha 24 %. Ile cBiguuTh PO Te, 110 6araTopa3oBe 3aCTOCYBaHHS (GIYKOHA30IYy Y
3a3HaYEHUX [103axX HaBPsJ YU MOXKe BIIJIUBATH Ha e(peKTHUBHICTh KOMOIHOBAHOTO IIEPOPAIbHOTO
KOHTpaALEITHBA.

Oco06.1ueocmi 3acmocyeaHHsi.

[epmamocgpimis. BifmoBigHO 70 pe3ybTaTiB HOCHiAXKeHHS HIYKOHA30I1y AJIS JTiKyBaHHS gepMaTodiTil
y mite#, pryKoHa30/1 He epPeBUIIye rpu3eodynbBil 3a e(PEeKTUBHICTIO i 3ararbHUM ITOKAa3HUK
eexTuBHOCTI cTaHOBUTH MeHIIe 20 %. ToMmy (hIyKoHA30I He CIifl 3aCTOCOBYBATH LISl JIIKyBaHHS
nepMaTodiTil.

Kpunmoxkoko3s. [loka3iB eeKTUBHOCTI (HIIyKOHA30JIy AJIS JTiKyBaHHS KPUITOKOKO3Y iHIIKX
JI0Kai3aniil (HanpuKiaf JIeTeHeBOr0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PEeKOMeHamiy mog0 JO30BOT0 PEeXUMY IJIs JTIKyBaHHS TaKUX 3aXBOPIOBaHb HEMaAE.

T'auboki eHOemiuHi miko3u. [JoKa3iB e(heKTUBHOCTI (PIIyKOHA30/1y OIS TiKyBaHHA iHINX (HOPM
eHIEeMiYHUX MiKO03iB, TAaKHUX SK IIapaKOKIIKMIi0lqOMiK03, TiCTOI/Ia3M03 Ta MIKipHO-
JmiM¢paTUYHNN CIIOPOTPUX03, HEOOCTaTHHO, TOMY PEeKOMEH/Allill 1040 A030BOT0 PEXKUMY AT



J'IiKYBaHHH TdaKUX 3aXBOPIOBAHL HEMaAE.

Hupkosa cucmema. IlallieHTaM i3 mopymeHHIM (PyHKIIIM HUPOK IIpenapar CJIiff 3aCTOCOBYBaTH
3 o0epexkHicTIO (AUB. po3Min «Crmocib 3acTOCyBaHHS Ta [O3U»).

Hedocmamuicme HaOHUpKo8ux 3a103. KEeTOKOHAa3071, K BifOMO, CIIPAUYMUHSIE HEAOCTaTHICTh
HaJHUPKOBUX 3aJ103, i Ile TAK0XK MOXKe CTOCYBaTUCS (PIyKOHA30Jy, X04a CIIOCTEPIraEThCS PigKo.
HepocraTHiCT, HAMHUPKOBUX 3aJ103, [10B'A3aHa 3 OLHOYACHUM JIIKyBaHHIM IIPENHI30HOM, OllKCaHa B
po3mini «B3aemogis 3 iHIIMMYU JTiKapChbKUMHU 3aco0aMu Ta iHIII BUAX B3a€EMOfil. Brinus GykoHa3omy
Ha iHIIi TiKapCchKi 3aco0m».

T'enamobiniapHa cucmema. I1arfieHTaMm i3 MOpPyIIeHHAM QYHKLINM IeYiHKY Ipenapart CIif
3aCTOCOBYBaTHU 3 00epexkHiCTI0. 3aCTOCyBaHHS (PIIYKOHA30/Iy acOIlifoBasoCs 3 BUHUKHEHHSIM
PiOKiCHMX BUIIQAKiB PO3BUTKY TSKKOI TelIaTOTOKCUYHOCTI, BKIIOYAIOUM JIeTallbHi BUMAJKH,
TOJIOBHMM YWHOM V IAL€HTIB 13 TAXKKAMU OCHOBHUMU 3aXBOPIOBAHHAMU. Y BUNAAKAX, KOJIU
PO3BUTOK I'ellaTOTOKCUYHOCTI acollifoBaBCS i3 3aCTOCYBaHHAM (ITyKOHA3011y, He 0yI10
Big3HAYEHO ii SBHOI 3aJIe2KHOCTI Bifl 3arasibHOi 7000BOI 103K ITpenapaTy, TPUBAIOCTI Teparlii,
craTi abo BiKy mallieHTa. 3a3BU4ail TelaTOTOKCUYHICTD, CIIPUYUHEHa (IyKOHA30JI0M,
000pPOTHa, a ii MPOosIBY 3HUKAIOTh IiCJIsg IPUIIUHEHHS Tepartil.

3a malieHTaMu, y SKUX IIPU 3aCTOCYBaHHI (PJIyKOHA30J1y CIIOCTEPIral0ThCS BiIXUIEHHS pe3y/ibTaTiB
GyHKLiOHATBHUX P00 MeYiHKY, CMTifl BCTAHOBUTY PETEIbHUM HaTJIAL 00 PO3BUTKY OiNIbII TAKKOTO
ypaXKeHHS IeYiHKHU.

[NTanieHTiB cnifg TpoiHGOpPMyBaTH IIPO CUMIITOMH, 110 MOXKYTh CBITYUTH NP0 CEPHUO3HUY BIIJIUB Ha
TeviHKy (BUpaXKeHa acTeHis, aHOPEKCisl, MoCTiitHa Hy#oTa, 6JTI0BAHHS Ta XKOBTSHULIS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS ()IyKOHA30J1y CIIif HerallHO IPUNMHUTYU Ta IPOKOHCYIbTYBATUCA 3 JIIKapeM.

Cepueso-cyduHHa cucmema. [IesKi a3071, ¥ TOMY YHCJIi ¥ (PIYKOHA30J1, aCOIiI0I0ThCS 3
nonoBxkeHHAM iHTepBany QT Ha enekTpokappiorpaMi. ®1ykKoHa30s mogoBxkye iHTepBan QT
IIJISIXOM NIPUTHIYEeHHS BUIIPSMIISIOUOro KamieBoro KaHany (I,.). [TomoBxkenHus intepBany QT
BHACJIOK mil iHIIKX JTiKapChbKuX 3aco0iB (HampuKIa aMiogapoHy) MoXe ITOCUIIOBATUCS Y
pe3ynbraTi npurHideHHs pepmenTy CYP3A4 mutoxpomy P450. TToBigomasinocs mpo Ayxe
PiOKicHI BUagKu MogoBxKeHHS iHTepBany QT Ta mapoKCcH3MalbHOI IIYHOYKOBOI TaxXiKapAil
TUIY «IipyeT» IIPU 3aCTOCYBaHHI ¢nykoHa30:1y. Taki mOBiIOMIEHHS CTOCYBaJIUCS TAIi€HTIB i3
TSAKKMMHU 3aXBOPIOBAaHHSIMHU IIPU MTOENHAHHI Oarathox (HakTOpiB PU3UKY, TAKUMHU SIK CTPYKTYPHIi
3aXBOPIOBAHHS CePIIsi, MOPYIIEHHS eleKTPOIITHOr0 00MiHy Ta OMHOYaCHE 3aCTOCYBaHHS iHIIHMX
JiKapchbKuX 3aco0iB, 110 BIIMBalTh Ha iHTepBan QT. ITauieHTH 3 rimokamieMieo Ta mMporpecyiydoi
CEepPIIEeBOO HeJIOCTaTHiCTIO MalTh HiI[BI/IH.IGHI/Iﬁ PHU3UK BUHUKHEHHA 3aIr'PO3JIMBUX OJIA XKUTTA
[IUTYHOYKOBUX apUTMill Ta MapOKCHU3MaIbHOl IJIYHOYKOBOI TaxXiKapfil TUILY «IIipyeT».

®nykoHa3zon ciif 3 06epeXHICTI0O 3aCTOCOBYBATH TAIliEHTaM i3 PU3UKOM PO3BUTKY apUTMIiid.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 MiKapchKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yioThcs 3a gonoMoroio hepmenTy CYP3A4 nuutoxpomy P450, mpoTunoka3aHe (OUB. pO3Tinu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIMMY TiKapCHbKUMU 3aco0aMu Ta iHII BUOU B3aEMOMIN»).

I'anopanmpun. F'anodanTtpun € cyoctpatoM pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHi Y peKOMEHIOBaHUX TepalleBTUUHUX J03ax. OgHOYacHe 3aCTOCYBaHHS raroGaHTPUHY Ta
GbIyKOHA30I1y HE PEeKOMEHIYEThCS (OUB. PO3Min «B3aemopmist 3 iHIIMMH JTiKapChbKUMHU 3aco0aMu Ta
iHITTi BUIY B32€MOIIN»).



Iepmamosoeiuni peakuii. ITig 9ac 3acTocyBaHHs GIYKOHA30Jy PiIKO IMOBITOMIISIIOCS IPO
PO3BUTOK TaKUX €KC(HOIiaTUBHUX WIKIPHUX peaktii, IK cuHapoM CTiBeHca-[[2KOHCOHa Ta
TOKCUYHUY elifiepMalbHui HeKpoi3. [1oBigoMIsanocsa mpo MeguKaMeHTO3HY Peakiliio 3
eo3nHoimieo i cucremuumu nposiamu (DRESS-cungpom). [MartienTu 31 CHIToM Ginmbii
CXUJIbHI 10 PO3BUTKY TSKKUX IIKIPHUX peakllii Mpu 3aCTOCYBaHHi OaraThox TiKapChKUX
3aco0iB. K10 y malfieHTa i3 moBepXHEBO IPUOKOBOIO iH(EKITiED 3’ IBISI0THCS BUCHUIIH, 1110
MOZKHa ITOB’g3aTH i3 3aCTOCYBaHHSIM (PIIyKOHA30I1y, TOAasbllle 3aCTOCYBaHHS IIpenapaTy Cllif
IPUNUHUTHU. AKINO y MallieHTa 3 iHBa3WBHOI/CUCTEMHOIO I'PUOKOBOIO iH(EKITIEIO 3’ IBMSIIOTHCS
BHCHIIY Ha INKipi, 3a 10TO CTaHOM IIOTPiOHO PeTEeNbHO CIIOCTEPIraTH, a y BUMAKy PO3BUTKY
OyTb03HUX BUCHUIIIB @00 MyIbTH()OPMHOI epUTEMH 3aCTOCYBaHHS (DIIYKOHA30Iy CIIif
IIPUIAHUTH.

I'inepuymausicmby. Y pigKiCHUX BUNaAKax MOBIIOMIISIOCS IIPO PO3BUTOK aHa(iIaKTUYHUX pPeaklii
(muB. po3min «IIpoTunokasaHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM iHridiropom ¢hepmentis CYP2C9 ta CYP3A4. Takox
byKoHa3011 € MOTYyKHUM iHTibiTopoM dhepmenTy CYP2C19. Cnipm cmocTepiraTé 3a CTaHOM IAIli€HTIB,
SIKi OTHOYaCHO 3aCTOCOBYIOTh (PIYKOHA30JI Ta IIpernapaTy 3 By3bKUM TEPANEeBTUYHUM BiKHOM, III0
MeTabomizyoTbes 3a yyacTtio CYP2C9, CYP2C19 ta CYP3A4 (guB. po3min «B3aemogmis 3 iHIIuMu
JiKapChKUMU 3aco0aMu Ta iHIIi BUAKM B3aEMOIiN»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraT 3a CTAHOM IallieHTa IPY OJHOYaCHOMY 3aCTOCYBaHHI
tepdenaguny Ta hyKoHa3omy y no3i Menine 400 mMr Ha mo0y (ouB. po3ninu «[IpoTunoka3aHHSI» Ta
«B3aeMopmis 3 iHMMMY JTiKapChbKUMHK 3ac00aMM Ta iHIII BUAM B3aEMOIiii»).

Kanoudos. JocmigKeHHS NPOOeMOHCTPYBaJX 3pOCTaHHS MOMINPEHOCTI iHDEKIiH, CIpUINHEHUX
inmumu Bugamu Candida, kpim C. albicans. BoHu 4acTo € MPUPOAHO CTiikKuMu (Hanpukinag, C. krusei
ta C. auris) abo JeMOHCTPYIOTh 3HUKEHY YyTIuBIiCTh 0 ¢hiaykoHa3ony (C. glabrata). Taki indexii
MOXKYTbh MOTPeOyBaTH albTePHATHBHOI MPOTUTPUOKOBOI Teparrii micis HeBmanoro mikyBanHs. OTxe,
JiKapsM, SIKi Mpu3HavaloTh 3acib, peKOMEHOYEThCS BpaXOBYBATH IOMINPEHICTh CTIMKOCTI Pi3HUX
BufiB Candida mo ¢hIyKoHa301y.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.
BazimHicme.

3a manuMu 06cepBalliiHOTO OOCTioKeHHS, iCHY€ MigBUIIEHNY PU3UK CIIOHTAHHOT'0 abopTy y XKiHOK,
SIKi OTpUMYyBau (GpIyKOHA30JI MIPOTITOM IIEPIIOr0 TPUMECTPY BaTriTHOCTI.

[laHi 110710 KiTbKOX TUCAY BariTHUX XKIiHOK, SKi OTPUMYBaJIH JIiKyBaHHS (PJIyKOHA30JI0M y
KyMyJIATUBHIN 1031 < 150 Mr y nepioMy TpUMeCTpi, ZeMOHCTPYIOTh BiICYTHICTh 3POCTAHHS
3arajibHOTO PU3KKY BaJ PO3BUTKY IJIOAY. B 0MHOMY BEIMKOMY CIIOCTEPEXKHOMY KOTOPTHOMY
IOCTiIKEeHH] TepopaibHe 3aCTOCYBaHHS (DITYyKOHA301y B IIePIIOMY TPpuMecTpi 0o moB’si3aHe 3
HEBEJIMKUM IIiABUIIIEHNM PU3UKOM BaJ PO3BUTKY CKEJIETHO-M I30BOl CUCTEMH, IO BiANOBifaE
npu6nu3Ho 1 momaTkoBoMy Bumagky Ha 1000 XKiHOK, SKi OTpuMyBau KyMyJISTUBHI 103U < 450 Mmr,
IIOPiBHSHO 3 XKiHKaMH, IKi OTpUMYyBaii a30JId MiclieBol fil, i mpubau3Ho 4 JOJaTKOBMM BUIIaKaM Ha
1000 xiHOK, AKi OTpUMyBaIu KyMyJISaTHBHI f03u Oinbie 450 Mr. CKOpUroBaHUY BiTHOCHUYN PU3UK
ctanoBuB 1,29 (95 % [I: 1,05-1,58) mns go3u dhaykoHasony 150 mr nepopansHo Ta 1,98 (95 % [I:
1,23-3,17) ons go3 pnykonasomny Oinbiie 450 mr.



[ToBimoMIIsinOCS PO YMCJIEHHI BPOOKEHi ITaTOJIOTii y HOBOHAPOMXKEHUX (BKI0oYaouu Opaximedartiio,
OMCIIIa3iio BYIIHOI paKOBUHM, HaAMipHe 30i/bIIIeHHS TepPegHbOr0 TiM'TYKa, BUKPUBIIEHHS CTETHA,
IIJIeYOIIPOMEHEBUM CUHOCTO3), MaTepi IKUX MpHUUManIy BUCOKi no3u ¢ykorHazomny (400-800 mr/mo0y)
IIPOTSITOM IIPUHAWMHI TpbhoX abo Oinbille MicsALiB s JTiKyBaHHS KOKIMAi0im03y. 3B’I30K Mixk
3aCTOCYBaHHSM (hIyKOHA30Jly Ta IMMU BUNIaJKaMi He BU3HAYEHUU.

HocnipKeHHs Ha TBapUHAX IIPOAEMOHCTPYBAIU PENPONYKTUBHY TOKCUYHICTE.

[Tepen HacTAHHSIM BariTHOCTI peKOMEHAYETLCS epiofl BUMUBAHHS MPUONMU3HO 1 TUXKIOEHB (II10
BifmoBigae 5-6 mepiogaM HamiBBUBeeHHs) IiCJis 3aCTOCYBaHHS OTHOPA30BO1 7031 a60 IPUIHUHEHHS
KypCy JiKyBaHHS (OUB.po3ain «PapMaKOKiHETUKA»).

He cnip 3acTocoByBaTH 3BUYarHi [03U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJIi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSATKOM KpaliHbol He0OXigHOCT.

He crig 3acTocoByBaTH BUCOKi 003U (PIyKOHA30 Ty Ta/abo TprBali KypcH MiKyBaHHS (ITYyKOHA30JI0M y
IIepiof BariTHOCTI, 3a BUHSATKOM JIIKyBaHHS iH(EKIH, 10 MOXYTb 3arp0KyBaTH XUTTIO.

I'odyeaHHA 2pydoio.

®yKoHA30J1 IPOHUKAE ¥ IPYOHE MOJIOKO Ta [OCATa€ KOHIEHTpallii momioHol J0 piBHS Yy M1a3Mi KpoBi
(OuB. po3pin «PapmMakoKiHeTHKa»). ['ofyBaHHSA I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCIS PA30BOT0
3aCTOCyBaHHS 3BUYANHOI 103U (IyKOHA301y, 110 cTaHOBUThL 150 Mr. ['omyBaTu rpyanio He
PEKOMEHOYEThCS MpK 0araTopa3oBOMY 3aCTOCYBaHHI (priyKoHa3051y abo Ipu 3aCTOCYBaHHI BUCOKUX
no3 ¢pnykoHasomy Citif OI[iHUTH KOPHUCTh TPYOHOTO BUTOOOBYBaHHS [JIs PO3BUTKY Ta 3[I0POB’SI IUTUHU
i knmiHiyHY moTpeby MaTepi y nikapchKoMy 3aco0i, a TaKoXK MOTeHIiWHI mo6iuHi eheKkTH pemnaparty
a00 OCHOBHOTO 3aXBOPIOBAHHS MaTepi [ DUTHHH.

depmuabHiCMb.

®nykoHA3071 He BIJIMBAB Ha (PePTUIIBHICTL CaMIliB Ta CaMOK IIypiB.

30damuicmsb eniueamu Ha weudKicmob peakuii npu KepyeaHHi asmompaHcnopmom a6o
iHwumu MmexaHizmamu.

HocmimKeHb BINIUBY JTiKapChKOT0 3ac00y Hn(bmoson® Ha 37aTHICTh KepyBaTH aBTOTPAHCIIOPTOM abo
[IPaIfioBaTH 3 IHIIMMU MeXaHi3MaM{ He IIPOBOOUIIN.

[MarmienTiB cnig npoiHgopMyBaT PO MOXKJIUBICTL PO3BUTKY 3allaMOpOodYeHHs abo CymoM Imif yac
3aCTOCOBYBaHHs npenapary Juo30°. IIpd po3BUTKY TaKUX CUMITOMIB HE PEKOMEHIYEThCS
KepyBaT{ aBTOTPAHCIOPTOM abo IIpalfoBaTH 3 iHIIMMH MeXaHi3MaMu.

Cnocid 3acmocyeaHHsi ma do3u.
Karcynu cnig koBTaTH 1inuMu. [IpuiioMm nmiKapchbKoro 3aco0y He 3a7eKUTh Bifl IpUHoMy ixi.
Hopocai.

[IpemapaT 3aCTOCOBYIOTH IIEPOPAsIbHO y [031 150 Mr ogHOPa30Bo0.



IlauieHmu AiMHbO20 8IKY.

[Tpu BigCyTHOCTI O3HAK MOPYILIEHHS (PDYHKIIM HUPOK IJIs JIiKyBaHHS Ifi€i KaTeropii marieHTiB
3aCTOCOBYIOTH 3BHYANHY O3y AJIS LOPOCIIHUX.

ITopyweHHA PYHKUIU HUPOK.

®1yKOHA30J1 BUBOLUTHCS B OCHOBHOMY 3 Ceuel0 y He3MiHeHOMY BUrinami. [Ipu paszosomy
3aCTOCYBaHHI IIpernapaTy KOPUTyBaTH 03y Ll KaTeropil maiieHTiB He OTPiOHO.

ITopyweHHA PYHKUIU NeviHKU.

®JIyKOHA30J1 CJTi[l 3aCTOCOBYBATH 3 00EPEXHICTIO MalliEeHTaM i3 MopyuIeHHIMU QYHKITIN
IIeYiHKY, OCKiJIbKY iH(popMallil 010 3aCTOCYBaHHS (DIIyKOHA30I1y I[iii KaTeropil nauieHTiB
HeJloCTaTHLO (AuB. po3minu «OcobMMBOCTI 3acToCyBaHHSA» Ta «I100i4Hi peakirii»).

Himu.

EdekTuBHicTh Ta Oe3MeKa 3aCTOCyBaHHS IIpenapaTty [AJid JiKyBaHHS reHiTalbHUX KaHOUO03iB
y miTel He BCcTaHOB/eHi. HassBHa Ha choropmHi iHdopMarlisi HaBemeHa y po3mini «[Tobiuni
peaxirii». fKIo icHye HarajibHa oTpeba 3aCTOCyBaHHS JIiKapchKoro 3acoby IMimIiTKaM (BiKoM
Bifg 12 mo 17 pokiB), Ciif 3aCTOCOBYBaTH 3BUYAKHI 03U AJI1 HJOPOCIIHX.

Ilepedo3yeanHns.

OTpuMaHO MOBiIOMIIEHHS ITPO ITepe03yBaHHs GIYKOHA30Iy; OMHOYACHO ITOBiIOMIISIIOCS
IIPO TaJTIOLKHAITI Ta IapaHoiganbHy IOBEMiHKY.

[Tpu mepeno3yBaHHi HEOOXiTHO ITPOBECTH CUMIITOMATUYHY MiITPUMYBaIbHy TepaIliio Ta y
pasi HeoOXimHOCTI MPOMUTH IITyHOK. OITYyKOHA30/1 3HAYHOIO MipOI0 EKCKPETYETHCS 3 CEUEI0;
(dhopcoBaHuM Aiype3 MoXKe IPUCKOPUTHU BUBeeHHA IpemnapaTy. CeaHC reMopiami3y
TPUBAJICTIO 3 TOOUHYU 3HUXKYE PiBeHb QIIYKOHA30JTy y M1a3Mi KpoBi mpubnu3Ho Ha 50 %.

ITo6iuni peakuii.

Pesiome npodinio 6e3mevHoCTi

Y 3B’513Ky 3 JIiKyBaHHAM ()JIyKOHA30JI0M MOBiIOMIIAIOCS IPO MEeIUKaMeHTO3HY peaklliio 3
eo3uHoinieo i cucreMuumu nposiBamu (DRESS-cunpmpom) (ouB. po3nin «OcobmuBoCTi
3aCTOCYBaHHS»).

Haituacrime moBigoMsiiocs Ipo Taki mobivHi peakirii: rooBHUM 6inb, 6isb ¥ YepeBHiN MOPOXKHUHI,
miapes, HymoTa, 6/Ti0BaHHS, IMiBUILIEHHS PiBHS alaHiHaMmiHoTpaHcdepasu (AJIT), migBUllleHHS PiBHS

acnaprataMinoTpaHcdepasu (ACT), migBuilleHHS piBHS NyXKHOI pocdhaTa3u KPoBi, BUCUIIAHHS.

II71s1 OITiIHKYM YaCTOTH BUHMKHEHHS MOOIYHUX peaklliii BUKOPUCTOBYIOTh TaKy Kilacudikarrito:



nyxe 4acto (=1/10), vacto (Big =1/100 mo <1/10), HevyacTo (Big =1/1000 mo <1/100), piako
(Bim =1/10000 mo <1/1000), myxke pigko (<1/10000), yacToTa HeBioMa (HEMOKIIMBO
OIIIHUTH Ha IMigCTaBi HAIBHUX JAHUX).

3 60Ky cucmemu kposi ma aimpamuyHoi cucmemu.

HeuacTo: aHeMisd.

Pinko: arpanynonuTos, 1eiKomneHis, TPOMOOLUTONIEHisT, HEUTPOTIEHis.
3 6oky imyHHOI cucmemu.

Pigko: anadinmakcis.

MemaboaiuHi ma asimeHmapHi po3aadu.

HedacTo: 3HMKEHHS alleTUTY.

Pigxo: rinmepxonecTepuHeMis, TMePTPUTIILEPUAEMis, TiIIOKaTieMis.
ITcuxiuHi nOpyweHHA.

HeuacTo: 6€3COHHS, COHIUBICTE.

3 60Ky Hepeosoi cucmemu.

YacTo: ronoBHUM Oifb.

Heuacrto: cymoMu, napecTesis, 3al1aMOpPO4Y€eHHs, [IOPYIIEHHS CMaKy.
Pigxo: Tpemop.

3 60Ky opaaHis cayxy ma eecmubya5pHO20 anapamy.

Heuacto: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MasbHa LIJTyHOYKOBa TaxiKapmisd TUIY «IipyeT», MIOgOoBXeHHd iHTepBany QT
(ouB. po3min «OcoBIUBOCTI 3aCTOCYBAHHSI»).

3 60Ky WAYHKOBO-KUWKOBO20 MPAKMY.

YacTo: 0inb y YepeBHill TOPOXKHUHI, HY[OTa, giapes, O1I0BaHHS.
Heuacrto: 3amnop, gucrerncis, MeTeopusM, CyXiCTb ¥ POTI.
I'enamobiaiapHi po3aadu.

YacTo: migBUllleHHS PiBHA alaHiHaMiHOTpaHchepas3u (AJIT), migBulneHHS piBHA
acnaprataminoTpancdepasu (ACT), migBullleHHS PiBHA NyXKHOI ocdaTa3u (OUB. PO3MIN
«Oc0obIMBOCTi 3aCTOCYBAHHS»).

Heuacro: xomecTas, JKOBTSIHUIA, MiABUILIeHHS piBHS 0inipyOiny (muB. po3min «OcobnuBoCTi



3aCTOCYBaHHS»).

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHAN HEKPO3, TeaTUTH, TenaToUeoIsIpHe
ypaXxeHHs (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHI»).

3 6oky wkipu ma niOwKipHOi MKAHUHU.
YacTo: Bucunanus (ouB. po3ain «OcoONMMBOCTi 3aCTOCYBaHHS»).

HeuacTo: MemuKaMeHTO3HUM OepMaTUT (BKIII04Yalouu ¢GiKCOBaHUN MeIUKAMEHTO3HUU NePMaTuT),
KPOIIKB’sTHKA, CBepOixXK, MifiBUllleHe TIOTOBUIiIEHHS (IUB. po3ain «OCco6IUBOCTI 3aCTOCYBAHHS»).

Pigko: TOKCMYHUY enimepManbHUM HEKPOi3, cuHapoM CTiBeHca-[[:KOHCOHA, TOCTPUHI
reHepai3oBaHUM €K3aHTeMaTO3HUU MIyCTY/Ib03, eKC(HOTIaTUBHUN IePMaTUT, aHTI0HEBPOTUYHUYU
HaOpsK, HaOpsK 06muyuYs, amonenis (quB. po3misn «OcoBIUBOCTI 3aCTOCYBAHHS»).

HeBigoMo: MegrKaMeHTO3Ha peakllisd 3 eo3uHodinieo i cucteMuuMu nposiBaMu (DRESS-cunmpom).
3 60Ky ONOpHO-PYX08020 anapamy ma CnoAYy4YHOi MKAHUHU.

Heuacto: mianris.

3azanvHi po3aadu ma peakuii y micui 8e0eHHA.

HeuacTo: mifBuilleHa BTOMJTIOBaHICTh, HE3yKaHHS, aCTeHis, rapsgdka.

Himu.

YacToTa Ta XapakTep no0iYHUX peakllil i BigxueHb Big HOPMU Pe3ybTaTiB 1ab0paTOPHUX
aHaJli3iB y X0mi KIIIHIYHUX OOCIIAXKEHDb 3@ YYacCTIO OiTel CIIIBCTaBHI 3 TAKUMU Y OOPOCIIUX.

3gimyeaHHs npo nido3prosaHi nobiuHi peakui.

3BiTYyBaHHS PO MMig03pioBaHi Mo0iYHi peakilii micis peecTpaliil TiKapcbKoro 3acoly Mae
BaxK/IMBe 3Ha4YeHHS. Lle gae 3Mory mpoBoguTy 6e3mepepBHUN MOHITOPUHT CITiBBiJHOIIEHHS
MiXK KOPHUCTIO i pu3uKaMy, 0B I3aHUMHU i3 3aCTOCYBaHHSIM IIbOTO JTiKapChKOTO 3aco0y.
MenuyHUX IPalliBHUKIB IPOCATH 3BiTYyBaTH PO Oymb-5Ki Mimo3pioBaHi mobiuHi peakiiii
BI[IIOBIIHO O BUMOT MiCLIeBOI'0 3aKOHOABCTBA.

Tepmin npudamHocmi. 4 poku.

YMmoBH 30epirannsi.

30epiraTy B OpUTiHaIbHIN YIAKOBIIi IpX TeMIiepaTypi He Butre 25 °C.

30epiratu y HEOOCTYIIHOMY IJIST OiTEW MiCIIi.



VYnaxoBka.

Kamncynu mo 150 mr, o 1 xancymni y 6mictepi, 1 a6o 2 6icTepu B mauii; 1mo 2 Kamncynu y 6micrepi, 1
OicTep B mayiii.

Kareropis Bigmycky.
Be3s penenta - kancynu no 150 mr 1o 1 kamncyii.

3a pelLenToM - Kamncynau no 150 Mr mo 2 Kamncynu.

BUpPOOHHK.

[TAT «KuiBmegnpemnapar».

Micue3HaxoaKeHHsI BUPOOHHKA Ta HOro aJgpeca MicCIisi IpOBaIKeHHs Tis/IbHOCTI.

Ykpaina, 01032, m. Kuis, Byn. Cakcaraacekoro, 139.



