IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

OU®III0301°

(DIFLUZOL")

Cknao:

ditoua pevosuHa: GayKoHA30J;

1 xancyna MictuTh GyKoHa301y, y nepepaxyBanHi Ha 100 % peuyoBuny 50 Mr a6o 100 mr;
0ONOMIdCHI peuyOBUHU: KaTlbIlil0 CTeapaT, HaTPil0 KPOXMAaNbIIKOIAT (TUIl A);

cKaa0 06040HKU Kancyau 045 003y8aHHA 50 Me2: XKeJlaTuH, naTeHToBaHuit cunit V (E 131),
xinoninosuit xkoBTuM (E 104), Tutany miokcup (E 171), azopy6in (E 122);

cKna0 06040HKU Kancyau 015 0o3ysaHHs 100 me: xKenaTuH, nateHToBaHuii cunil V (E 131),
xiHoninosuit xkoBTuH (E 104), Tutany miokcup (E 171), azopy6in (E 122), ingurokapmin (E 132).

Jlikapcbka ¢popma. Kancynu.

OcHosHi (i3uko-xiMiuHi 81acmusocmi: TBepHi xKemaTUHOBI Kancynu Ne 1, Kopmyc 6ipx030BOro
KOJIbOPY, KPHUILIKa POKEBOT'0 KOJIBOPY O Ho3yBaHHA 50 MTI, KpUIIKa CHHBOT'O0 KOJILOPY OIS
no3yBaHHs 100 mr.

BwmicT kamcyn - mopoinok 6inoro a6o Maiixke 6ioro Konsopy, 6e3 3amaxy.

dapMmakoTepaneBTHYHA rpyna. [IpoTurpuOKoBi 3aco0u [A7i CUCTEMHOTO 3acTocyBaHH4. [ToxigHi
Tpuazoiny. Kog ATX JO2A CO1.

Papmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.
MexaniaMm mii.

®IyKOHA30I1 € TPOTUTPUOKOBKUM 3ac000M Kilacy Tpua30iiB. [[epBUHHUM MeXaHi3MOM HOTo0 mil
€ IpUrHiYeHHs rpubkoBoro 14-anbda-1aHOCTEPOI-AEMETUIIOBAHHS, OTTOCEPEIKOBAHOTO



uToxpomMoM P450, 110 € HeBifn'eMHUM eTanioM 6i0CHHTE3y I'PUOKOBOTO €ProCTEPOIY.
Akymynanisa 14-anb¢a-MeTUNI-CTEPOIIiB KOPEIIOE 3 TOHAbIIO BTPATOI0 €ProCTEPOITY
MeMOpaHoI0 I'PUOKOBOI KIIITUHY Ta MOXKe BifIIOBiaTH 3a MPOTUTPUOKOBY aKTHBHICTh
bmykoHazony. OykoHa3011 € GifbIl CeIEKTUBHUM A0 TPUOKOBUX (hEePMEHTIB IIUTOXPOMY
P450, HiX go pi3HuX cucteM pepMeHTiB uToxpomy P450 ccaBuis.

3acTocyBaHHA QyKoHa307y y [o3i 50 Mr Ha mo6y mpoTaroMm 28 [HiB He BIIJIMBAE Ha PiBeHb
TECTOCTEPOHY y IIJIa3Mi KPOBi y 40JI0BiKiB a00 Ha piBeHb EHOOTEHHUX CTEPOIMiB ¥ KiHOK
pemnponyKTuBHOro Biky. ®mykoHa3on y 1o3i 200-400 mr Ha mo6y He MPOSIBISE KITiHIYHO 3HAYYLIOTO
BIIJIUBY Ha PiBeHb €HAOTeHHUX CTEPOifiB a0 Ha BigMOBib Ha CTUMYIISIII0 aqPEHOKOPTUKOTPOIIHOTO
ropmony (AKTT) y 3mopoBux m0OPOBOJIBIIB YOI0BiUOl CTATI.

HocmigXeHHS B3a€MO{Iil 3 aHTUIMIIPHHOM IIPOAEMOHCTPYBaIH, 10 3acToCcyBaHHA 50 Mr GIIyKOHa301y
pa30Bo uu 6araTopa3oBo He BIJIMBA€ Ha MeTab0Ii3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®TyKOHA3071 in Vitro [eMOHCTPYE IPOTUTPUOKOBY aKTUBHICTb CTOCOBHO KITiHIYHO MOIMIKMPEHUX
BupiB Candida (Bkmiouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
NEMOHCTPYE 3HUKEHY YyTIUBICTh [0 PrykoHa3ony, a C. krusei ta C. auris € CTIUKUMH [0
dbnykoHa3ony. MiHiManbHi iHTi0yi04i KOHIIEHTpAllii Ta emifmeMionoriyuHe MOPoroBe 3HaUYeHHS
arimHo EUCAST (ECOFF) nnst pnykona3ony ctocoBHO C. guilliermondii Builli, Hi2K CTOCOBHO
C. albicans.

TakoxK (GyKOHA307 in Vitro eMOHCTPY€E aKTUBHICTE K mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i IpoTH eHOeMiUYHUX IUTiICHABUX I'pubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum Tta Paracoccidioides brasiliensis.

B3aeM03B’130K dhapMaKOKiHETUYHUX i hapMaKOOUHAMIUHUX BIaCTUBOCTEH.

BiAmoBifgHO [0 pe3ybTaTiB AOCIIAXKEHb Ha TBapHUHAaX, iICHY€E KOPEeJIsLisi MiX MiHIMaIbHO
iHTi0y1040I0 KOHIIEHTPAIl€0 Ta e(EeKTUBHICTIO MPOTU €KCIIEPUMEHTAIBHUX MOfieNiell MiKO03iB,
cripu4yrHeHuX Bugamu Candida. BigmoBigHO 00 pe3yabTaTiB KIIHIYHUX OOCTiOXKEHb, iCHYE
niHiHa 3anexHicTh Mixk AUC Ta mo3ot ¢pnykonasony (mpubnaus3uo 1:1). Takox icHye
IPSIMUM, ane HegocTaTHil 3B’930K MiK AUC abo0 03010 Ta MO3UTUBHOIO KITIHIYHOIO
BiOIOBiA/II0 Ha JTIiIKyBaHHS OPaIbHOT0 KaHOUOO03Y Ta MEHIIIO Mipoi0 - KaHOUAEMil.
AHasoriyHo JiKyBaHHS iHQEKIIil, CIPUYNHEHUX IITaMaMy, [0 SKUX (HIIYKOHA30JI IEMOHCTPYE
BHCOKY MiHiMasbHy iHTi0yi04y KOHIIEHTPAIIiI0, € MEHII 3aJ0BiTbHUM.

MexaHi3M pe3UCTEHTHOCTI.

Mikpoopraniamu poay Candida 0eMOHCTPYIOTh YUCIEHHI MeXaHi3MU PEe3UCTEHTHOCTI 10
a30JIbHUX ITPOTUTPUOKOBUX 3ac00iB. OIIyKOHA30/1 IEMOHCTPYE BUCOKY MiHiMalbHY iHTiOy0Uy
KOHIIeHTPAIIiI0 IPOTH INTaMiB rpubiB, SKi MaroTh oguH abo Oinblre MexaHi3MiB
PE3UCTEeHTHOCTI, IIJ0 HETaTUBHO BIIJIUBA€ Ha e(peKTUBHICTH in Vivo Ta B KJIiHIYHIN ITPAKTHIII.

Y 3a3Buvail 9yTnuBuUX BUAIB Candida Hal4dacCTilIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B
SKOMY 3aflisiHi I1iTb0oBi hepMeHTH a30JIiB, BiAoBiganbHi 3a 6i0CMHTE3 eprocTEpPONy.
Pe3ucTeHTHICTh MOXKe OyTH 00yMOBIIEHa MyTalliIMU, IOCUJIEHHSIM IIPOAYKIIil pepMeHTy,
MexaHi3aMaMu e(dIIoKCY mpenapaTy abo poO3BUTKOM KOMIIEHCATOPHUX LISXIB.



[ToBimoMmnsamnocs npo cynepindexkuii Candida spp., cipuduHeHi inmumu HiXx C. albicans
BUAMH, III0 YaCTO MalOTh 3HUKeHY uyTnuBicTs (C. glabrata) abo € CcTiiKuMU (HanpuKag,
C. krusei, C. auris) go ¢bmykoHa30my. 1115 MiKyBaHHS TaKuX iH(EKIIii CJIif 3aCTOCOBYBaTH
albTePHATUBHI TPOTUTPUOKOBI 3aco0K. MexaHi3Mu Pe3UCTEHTHOCTI Ile He [0 KiHIs BUBYEHI
B IeSKUX MPUPOJHO CTiMKuX (C. krusei) abo HoBux (C. auris) BumiB Candida.

Koutponsri Touku EUCAST (EBponerchKOro KOMITETV 3 OOCHIIXEeHb YYTJINBOCTI OO

AHTHUMIKPOOHMX 3aC00iB).

Basyrouuch Ha OOCHTiXKeHH] (hapMaKOKiHETUYHOI/(papMaKOofgUuHaMiuHOl iH(popMallii,
YYTNUBOCTI in vitro Ta KiiHi4uHOI BimmoBigi, 6y10 BU3HAaYE€HO KOHTPOJIbHI TOUKHU [T
dbryKoHa301y Ay Mikpooprauismis pony Candida (CynpoBinHU# po3’ICHIOBAIbHUY TOKYMEHT
EUCAST pna ¢nykoHasony (2020) - Bepcid 3; €BpONerChbKUN KOMITET i3 JOCHIAKEeHb YYTANBOCTI 0
aHTUMIiKpOoOHMX 3ac006iB, [TpoTurpubkoBi 3acobu, Tabnuili KOHTPOILHUX TOYOK [JId iHTepHpeTallii
MIK, Bepcis 10.0, HabyB unrHOCTI 04.02.2020 p.). BoHu 6ynu po3mopineHi Ha KOHTPOJIbHI TOYKH, 110
He TT0B’sI3aHi i3 MeBHUM BHUIOM, SIKi GiIbIIIOI0 MipOi0 BU3HAYAIUCS Ha OCHOBI
(dhapMmakoKiHeTHYHOI/(papMaKogrHaMiuHOl iH(popMallil i He 3aexkaTh Bifl pO3MOAiITYy Ha IIeBHI BUU 3a
MiHiMabHOIO iHTi0yI040I0 KOHIIEHTpPalli€lo, Ta Ha KOHTPOJIbHI TOYKY, TIOB’sI3aHi 3 IIEBHUM BUIOM, IO
HalvacTillle acouilolThCA i3 iHpeKIiaMu y monuHu. Lli KOHTPONIbHI TOYKM HaBefeHi HuXKUe.

[TpoTurpuOKoBu# [KOHTPOJIBHI TOYKH, IIOB’SI3aHi i3 IEBHUM BHUIOM, KOHTpONBHI
3acio S</R>ywmr/n TOYKHU, HE
[10B’s13aHi 3

[IeBHUM BUIOOM,"
S</R>ywmr/n

Candida|lCandida  |Candida CandidalCandida  |Candida
albicansldubliniensis|glabrata krusei |parapsilosisftropicals

DJIyKOHAa30J1 2/4 2/4 0,001*/16 2/4 2/4 2/4

S yyTnuBuii;
R pe3ucTenTHUY;

* KOHTPOJIbHI TOYKH, ITI0 He ITOB’sI3aHi i3 MeBHUM BHIOM, SKi OiJIbIIIO0 Mipoi0 BU3HAYAIMCS Ha OCHOBI
dbapmakokiHeTH4HOI/papMaKofrHaMigHOI iHpopMaliii i He 3ayeKaTh Bif PO3MOAiNy Ha ITeBHI BUAM 3a
MiHiMabHOIO iHTi0yI040I0 KOHLIEHTpalielo. BoHN JOCHifXKyBaluCh IKlle y MiKpOOpraHi3MiB, y SKUX
He icHye crelnudiyHOol KOHTPOIbHOI TOUKH;

-- DOCTimKeHHST YyTIUBOCTI HE PEKOMEHI0BaHi, OCKIJIbKY [MaHUM BUJ HEe € METO0 JIIKapChKOI Teparrii;

* Vci nokasuuku C. glabrata 8 kateropii I. MIK nipotu C. glabrata cniif oIiHIOBaTH SIK PE3UCTEHTH,
KOJIM BOHM IepeBUIlyioTh 16 mr/n. Kateropis gytnusocTi (< 0,001 Mr/mn) BUKOPHCTOBYETHCS JIUIIIE
niist 3anobiraHHsg TOMUIKOBOL Knacudikariii mrtamis I gk mtamiB S. [ - 9yTnuBuil 3a yMOBU
IiABHUIEHOI eKCI03K1Iil: MiKpOOpraHi3M HaJIeKUTh 00 KaTeropii «4yTIUBHAY 3a YMOBH IifABUIIEHO]
€KCIIO3UIIil» y pa3i, KOIM iCHy€e BUCOKa UMOBIpHICTh TEPANleBTUYHOTO YCIIiXy, OCKiJIbKM €KCIIO3UIis


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 BCMOKTYEThLCS IIPU IepOpPabHOMY 3aCTOCYBaHHi, a piBeHb Ipemnapary y
T171a3Mi KpoBi i cucTeMHa 0iofoCTymHICTh epeBulilyioTh 90 % piBHS HIYKOHA301My Y IIIa3Mi
KPOBI, 110 IOCATAETLCSA IIPX BHYTPITHbOBEHHOMY BBEIEHHI TiKapchkoro 3acoly. OgHo4yacHe
BXKMBAHHS 1XKi He BIIJINBA€ Ha BCMOKTYBaHHS JIiKapChKOIo 3ac00y IIpu MOro mepopaabHOMY
3acTocyBaHHi. [TikoBa KOHIIeHTpallis y M1a3Mi KpoBi gocsaraeTtscs 4epes 0,5-1,5 rogunu
micys mMpriioMy JiKapchKoro 3aco0y HaTtiiecepiie. KoHIleHTpallis TikKapChbKoro 3acoby y
T71a3Mi KpoBi mpormopirifida mo3i. PiBHoBaxkHa 90 % KOHIIEHTpAIlid HOCATAETLCS Ha 4-5 mo0y
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



Burisanai. ®ykKoHa30711 € celeKTUBHUM iHTibiTopoM i3opepmenTiB CYP2C9 ta CYP3A4, a
TAKOX TOTYKHUM iHribiTopoM i3odepmenTy CYP2C19.

BuBemeHHd.

[lepion HamiBBUBe#eHHS (PIIyKOHA30/y i3 MTa3MU KPOBi CTaHOBUTDH 0113bK0 30 rofuH.
Binbilla YacTHHA JTiKapchbKOTo 3aco0y BUBOOUTLCS HUpKamu, mpuuoMy 80 % BBemeHOI 1031
BUSIBIISIETHCS ¥ CeUi B He3MiHEHOMY cTaHi. KitipeHc GpnyKoHa30/1y MPONOPIiNHUYN 00 KITipeHCY
KpeaTuHiHy. LIupKynoiounx MeTabo0IiTiB He BUSBIIEHO.

TpuBanui nepion HamiBBUBEAEHHS JTiIKApPChKOTO 3ac0o0y 3 MIa3MU KPOBi a€ MOXKJIUBICTh
Pa30BOr0 3aCTOCYBaHHA JiKapChKOT0o 3aco0y TPy BariHaIbHOMY KaHAKWI03i, a TAaKOX
3aCTOCYBaHHS JIiIKapChKOro 3aco0y 1 pa3 Ha TUXKOEHb IPU iHIIUX TOKA3aHHIX.

HupKoBa HEIOCTATHICTE.

Y nmarlieHTiB i3 HUPKOBOI HEJOCTATHICTIO TSKKOTO CTyNeHs (LIBUAKICTh KITyOOUKOBOI
GimpTparil

< 20 Mm/xB) nepion HamiBBUBeAeHHS 30inbmyeTbes 3 30 rogun mo 98 rogus. ToMy it
KaTeropii maIieHTiB HeoOXimHO 3MEHIIUTH 03y PIyKoHa301y. ®IyKOHA30JT BUAISIETHCS
IIISXOM IeMOfiani3y, Ta MEHIIOK Mipo0 - IIIIX0M iHTpanepuToHeanbHOro Aiamidy. CeaHnc
reMofiai3y TPpUBaiCT0 3 TONUHYU 3HUXKYE PiBEHb (QIYKOHA30JTy V IIJIa3Mi KPOBi MpUOGIU3HO
Ha 50 %.

JIakTalrid.

KonnenTpanil ¢prykoHa3oiy y maa3Mi i MaTepuHCHKOMY MOJIOI BIIPOAOBXK 48 rofuH MiCig IPpUUOMY
omHOpPa30Boi fo3u 150 mr npenapaty [IudaiokaH oLiHIOBaIN ¥ X0Ai papMaKkoKiHETUYHOTO
OOCIIKEeHHS 3a y4acCTIO NeCSATH XKIiHOK Y Iepiofi makTarii, ki THM4acoBo ab0 MOCTiMHO MPUITUHUIIN
TOflyBaTU CBOiX HEMOBJIAT IPYAMI0. Y MaTEPUHCHEKOMY MOJIOI (hIyKOHA30J1 BUSIBUIIU Y CEPENHil
KOHIIeHTpalil npubnu3no 98 % Bifm Toi, M0 Big3Havanu y nna3Mi MaTepi. Yepes 5,2 roguH micnis
IIPUMOMY 03U CepenHs IiKOBa KOHIIEHTpaLlisd Y MaTePUHCBKOMY MOJIOL CTaHOBUIA 2,61 Mr/i.
Hob6oBa mo3a GIyKOHa30Iy, OTpMaHa HEMOBJISIM 3 MaTEPHHCHKOTO MOJIOKA (SIKIIO IPUUHSATH
CcepenHeE CIOXKMBaHHS Moyoka 3a 150 Mi/kr/mo6y), po3paxoBaHa Ha OCHOBI CEpeIHbOI MiKOBOI
KOHIIEHTpallil y Moroiri, 1o gopiBHioe 0,39 Mr/kr/go0y, ctanoBuTh mpubnusno 40 % Big mo3u,
PEKOMEeHI0BaHOI HOBOHAPOMIXKEHUM (BiKOM < 2 TUXKHiB), a60 13 % Bim mo3u, peKOMeHI0BaHO1
HEMOBJIITAM [JIs JTIKyBaHHS KaHOUOO03Y CIIM30BUX 000JIOHOK.

iTH.

Iani 3 papmakokineTuku Oy orfiHeHi y 113 miTew mig yac 5 gocmimKeHb: 2 HOCTiAXKEeHHS
Pa30BOr0 3aCTOCYBaHHS, 2 [OCTiIXKeHH 0araTopa3oBOr0 3aCTOCYBaHHS Ta 1 MOCTigXKeHHS
HE[OHOIIEeHUX HOBOHAPOAKEHUX.

[Ticris BBeeHHS 2-8 MI/KT (JIyKOHA30JIy AiTAM BikoM Bif 9 micsaniB go 15 pokis AUC
craHoBusa 01u3bK0 38 MKr*rog/mn Ha 1 Mr/kr gosu. Ilicis 6araTopa3oBoro 3aCTOCyBaHHS
cepeqHiu mepion HaniBBUBeAeHHS (IyKOHA30J1y i3 Ij1a3Mu KPOBi BapitoBaBCS Mix 15 Ta

18 roguaamMu; 00’eM po3nofiny ctaHoBuB 880 Mn/Kr. Binbll TpuBamui mepion
HalliBBUBEJEHHS i3 IIJTa3MM KPOBI, 1110 CTAaHOBUB MPUONIKU3HO 24 TonuHH, OYB IiC/Is pa3oBOTo
3acTocyBaHHS (priykoHa30:my. Llel mOKa3HUK € CIIBCTaBHUM 3 IIePiogoM HalliBBUBEOEHHS



GbIyKOHA3011y i3 MTa3Mu KPOBi IicyIs pa30BOro 3aCTOCYBAHHS J034 3 MI/KT BHYTPIIlTHbOBEHHO
miTsaM BikoM Bim 11 gHiB ;o 11 micsiiB. O6’eM po3mofiny y mallieHTiB ITi€l BiKOBOI rpymnu
CcTaHoBHUB 0/113bK0 950 MII/KT.

IocBim 3acTocyBaHHST (PIYKOHA30/Ty HOBOHAPOIXKEHUM 00MeXKYEThCS (papMaKOKiHETUUHUMU
mociimkeHHsAMU 12 HeOHOILIEHUX [JiTel i3 TepMiHOM recTatii TpubIu3Ho 28 TUXKHIB.
CepenHiii BiKk OUTUHY IIPU BBEJ€HHI MepIiol 03U cTaHOBUB 24 rogunu (Bim 9 mo 36 rogus);
cepenHs Bara npu HapomxkeHHi ctanoBuia 900 r (Bim 750 go 1100 r). [Iys 7 nalfieHTiB
IIPOTOKOJI AOCTiIKEHHS 0y/10 BUKOHAHO. MaKCUMyM 5 BHYTPIlTHbOBEHHUX iH €KIIiN
(IyKOHA3011y y [03i 6 MI/KT BBOOUIU KOXKHI 72 roguHu. CepenHill epiof HalliBBUBEIEHHS
ctaHoBUB 74 rogunu (44-185) B mepiiuil geHb, IOTiM 3HU3UBCS 10 53 rogus (30-131) Ha 7-1
neHb Ta g0 47 (27-68) Ha 13-i1 gens. [1noima mig KprBo0 (MKT*rom/mi) CTaHOBHUIIA

271 (173-385) B nepiunii meHb, 30inpmmnacs mo 490 (292-734) Ha 7-1 OeHb, IMOTIM
3uu3unacs 0o 360 (167-566) Ha 13-it mers. O6’eM po3mopiny (M/KT) CTaHOBUB

1183 (1070-1470) y nepru#i nensb, 36inbimyBaBcs 1o 1184 (510-2130) Ha 7-i meHb Ta [0
1328 (1040-1680) Ha 13-i1 OeHb.

[NalieHTH JiTHHOT'O BiKYV.

dapMaKOKiHeTHUHE JOCIIIXKEeHHS IIPOBOOUIIN 3a y4acTio 22 IallieHTiB (BiKOM Bif 65 pOKiB),
AKi 3acTocoByBanu 50 Mr ¢gykoHa3ony nepopanbHo. 10 nmauieHTiB 0OTHOYaCHO
3aCTOCOBYyBau Aiypetuku. C, .. cTaHoBuna 1,54 MKr/MI Ta mocsAranacs npotarom 1,3 roouHu
nicns 3acTocyBaHHA QykKoHa3omny. Cepentss AUC cranoBumna 76,4+20,3 MKr*rog/mi.
CepepHi nepion HamiBBUBeneHHS 46,2 rogunu. 1li hapMakOKiHETHYHI MOKA3HUKH € BUIIUMU
TIOPiBHSIHO i3 aHAJIOTiYHUMU Y 300POBUX NOOPOBOJIBIIB MOJIOAIIOrO BiKy. OfmHOYacHe
3aCTOCYBaHHA [iypeTUKiB He MaJio 3Ha4YHOro BIiuBy Ha C,,, Ta AUC. TakoX KJIipeHC
KpeaTuHiHy (74 MI/XB), BiACOTOK (JIyKOHA30JIy, III0 eKCKPETYBaBCH i3 CeUero Y He3MiHEHOMY
Burmnsani (0-24 roguny, 22 %), Ta HUPKOBUM KiipeHC prykona3ony (0,124 mi/xB/KT) y
NallieHTiB JaHoi BiKOBOI Irpynu OyIM HUXKXYKUMHY, HiXK aHaJOTiYHi TOKa3HUKY Y MOJIOAIINX
noOpoBobLiB. ToOMy 3MiHM (papMaKOKiHETHKY Y TAIi€HTIB JIiTHHOTO BiKY 0YEBUIHO 3a1€XKaTh
Bil TapaMeTpiB PYHKIIiI HUPOK.

Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.

Iudmo3on® nokasaHui Os TMiKyBaHHS TaKUX I'PUOKOBUX iHGEKIIIN y JOpocauX (IUB. PO3Min
«®apMakKoouHaMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKIMIioimo3 (ouB. po3min «Oco0MuBOCTi 3aCTOCYBaHHSI »);
- iHBA3UBHI KaHOUOO3Y;

- KaHOU03M CIU30BUX 000JIOHOK, BKJII0OUAI0YM KaHONA03 POTOTJIOTKY Ta KaHAU03 CTPABOXOLY,
KaHOUAYPist, XpOHIYHUY KAHOUOO03 LIKIpH i CTU30BUX 000JIOHOK;



- XpOHIYHUY aTPo(iuHNM KaHAUI03 POTOBOI MOPOXKHUHY (KaHAUA03, CIPUYNHEHNN BUKOPUCTAaHHIM
3yOHUX MPOTE3iB) — P HeeeKTUBHOCTI ririeHu poToBOi MOPOXHUHU ab0 MicIeBOi Tepartii;

- BariHaJIbHUM KaHOUO03, TOCTPUM UM PEIMOUBHUM, KOJIM MiCIleBa Tepallis He € AOILiIbHOIO;
- KaHOUOO3HUY 0aslaHiT, KOIU MiclieBa Tepallis He € HOLiNTbHOIO;

- IepMaTOMiKO3H1, BKJIIOYal04¥ MiK03 CTOI, MiK03 TJIafdKOi IIKipH, TaX0BUH OepMaTOMiK03,
pisHOOapBHMY NHIlIal Ta KAHAWOO3HI iHQEKIIi] IKipy, KoMK IT0Ka3aHOo 3aCTOCOBYBATU CUCTEMHY
Tepariio;

- mepMaTO(iTHUI OHIXOMiKO03, KOJIM 3aCTOCYBaHHS iHIIKX JIIKAPCHKUX 3aC00iB HE € JOLITbHUM.
Iudmo3on® noKa3aHUi A NTPodiaKTUKH TaKUX 3aXBOPIOBAHb Y AOPOCIHX, SIK:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAI[l€eHTIB 3 BUCOKUM PU3UKOM MOT'0 PO3BUTKY;

- PelUauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOoAy y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM MOT0
PO3BUTKY;

- BariHaJIbHMUM KaHAUI03 (4 abo Oiible BUMMAOKHU Ha PiK) — M7 3HUKEHHS YaCTOTH PEIUOUBIB;

- KaHOUTO3Hi iH(eKIIi] y IalieHTiB i3 TpUBaIo HEUTPONIEHi€0 (HalpuKiaz, Y Nalli€eHTiB 3i
37I0SKiCHUMH 3aXBOPIOBAHHSIMU KPOBi, IKi OTPUMYIOTH XiMioTeparito, abo y malieHTiB mpu
TPaHCIUIaHTallil TeMOMIOETUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3ain «®@apMaKoiIoTriyHi BIaCTUBOCT.
dapmakoguHaMiKa»).

JIH(I)nfosoJI@ IMOKa3aHUM OiTIM OIS JIIKyBaHHSA KaHAUI03iB CIM30BUX 000JI0HOK (KaHAUI03
POTOTJIOTKY, KAHAUA03 CTPAaBOXOAY), iHBa3MBHUX KaHAU03iB, KPUIITOKOKOBOI'O MEHIHTITY Ta AJis
npodilakTUKY KaHAUA03HUX iH(DEKIiN y MallieHTiB 3i 3HUXKEHUM iMyHiTeTOM. [IpemapaT MoXKHa
3aCTOCOBYBATH SIK IMiATPUMYBaIbHY Teparito [AJis MonepeaKeHHs PelUIUBY KPUITOKOKOBOTO
MEHIHTITY y [iTel i3 BUCOKMM PU3UKOM HOT'0 PO3BUTKY (AUB. Po3Ain «Oco0MMBOCTI 3aCTOCYBaHHST»).

3aCcTOCOBYBATH JIiKapPChKUM 3aci® y ¢popMi Karcyn il KaTeropii mariieHTiB MOXKHa TOMi, KOJIH OiTH
3maTHi 6€3MeYHO IPOKOBTHYTHU KAICYJy, IO 3a3BUYai € MOXKJIMBUM Y Billi Bii 5 POKiB.

Teparmito npenapaToM Judmo0301° MOXHA PO3MOYMHATH [0 OTPUMAHHS Pe3y/bTaTiB KyIbTypaabHuX
Ta iHMWX 1a00paTOPHUX JOCTiAXKEHb; OOHAK ITiCJIsT OTPUMAHHS PEe3yJIbTaTiB IPOTUiHGEKIIHHY
Tepariio CIi CKOPUT'yBaTHU BiAIOBIAHUM YUHOM.

IIpomunoka3aHHs.

- lnepuyTnuBicTh KO GIyKOHA301Ty, iHIIKUX a30IbHUX CIONIYK ab0 [0 OyOb-SKOl 3 JOIIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYaCHe 3aCTOCyBaHHA (DJIyKOHA30J1y Ta TeppeHaauHy nali€eHTaM, IKi 3aCTOCOBYIOTh
dbrykoHa30m 6aratopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rigHO 3 pe3yabTaTaMu OOCTiIXKeHHS
B3aeMoiii 6araTopa3oBoOro 3aCTOCYBaHHS).

- OgHOoYacHe 3acToCyBaHHS (HITYKOHA30IIY Ta iHIINX JIiKapChKUX 3ac00iB, 110 TTOIOBXKYIOTh iHTEpBa
QT ta meTtabomizyoTbcs 3a gormoMoroi hepmenTy CYP3A4 (Hampukiap U3anIpUay, aCTeMi3oy,



miMO3ULy, XiHIAMHY Ta €PUTPOMILIUHY).

B3aemodisn 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

[TpoTHIIOKa3aH0 CYMiCHEe 3aCTOCYBaHHS MIVKOHA30IV Ta HUXKYe3a3HaueHUX JTiKapChKUX
3aco06iB.

Iuzanpuo: mMoBiKOMIIANIOCS IPO PO3BUTOK MOOIYHUX peakliil 3 00Ky ceplisd, Y TOMy YKCIIi IIPO
[IapOKCU3MaJIbHY LIIIYHOUYKOBY TaxiKaphiio TUIY «IIipyeT» y Malli€HTiB, Ki ODHOYACHO 3aCTOCOBYBAJIU
GbayKoHa301 Ta nu3anpun. KoHTponboBaHe OOCTIgXKEHHS IPOOEeMOHCTPYBAJIo, [0 ONHOYaCHe
3actocyBaHHs 200 Mr drykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha 00y TPU3BOIUIIO
[0 3HAYHOI'0 IiBUIIEHHS PiBHA LU3ANPUAY V IJIa3Mi KPoBi Ta 40 omoBXKeHHS iHTepBany QT.
OpHOoYacHe 3aCTOCYBaHHS (PIyKOHA30JIy Ta LA3alpUAy IPOTUIIOKa3aHe (OUB. PO3Oin
«IIpoTunoka3anusa»).

TeppeHaduH: yepe3 BUMAKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CHPUYNHEHUX TIOJOBKEHHAM
intepBany QTc, y manieHTiB, IKi 3aCTOCOBYBaIN a30/IbHiI IPOTUTPUOKOBI TiKapChKi 3aC00M 0MHOYACHO
3 TepheHaguHOM, Oy/IM MPOBEEH] JOCTiIKEeHHs B3a€MO/Iil ITUX IIperapaTiB. Y X0fi 0qHOTO
MOCTiMKEeHHS IIPU 3aCTOCYBaHHi GiyKoHa3ony y mo3i 200 Mr Ha o6y He Oy710 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HIIe gocnifXKeHHA IPU 3aCTOCYyBaHHI ¢yKoHa3oiy y go3ax 400 mr ta 800 Mr Ha
no0y IpoeMOHCTPYBAJIo, 1[0 3aCTOCYBaHHA (QIyKoHa30my v mo3ax 400 mr Ha goOy abo BHllle 3HAYHO
IiABUINY€E PiBeHb TeppeHafuHy y IIJla3Mi KpOBi IIPU 0OJHOYAaCHOMY 3aCTOCYBaHHI IIUX IpelaparTis.
CymicHe 3actocyBaHHs (imykoHa3ony y mo3ax 400 mr abo Buille 3 TepdheHaAMHOM IIPOTUIIOKA3aHE
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi QrykKoHa3omy y mo3ax Hux4e 400 mMr Ha moOy
OJIHOYaCHO 3 TepheHaguHOM CIIifi IPOBOAUTH PETENIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30.: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JTy Ta aCTeMi30JIy MOXKe 3MEHIIUTH KITipeHC
actemizony. CopuunHeHe IKMM IIiABUINEHHS KOHLIEHTpallil aCTeMi30JTy y IIJla3Mi KPOBi MoXKe
IIPU3BECTH [0 OofI0BXKeHHs iHTepBany QT Ta y pigKiCHUX BUIagKax - 10 MIapOKCU3MaJIbHOI
IIJTyHOYKOBOI TaxikKappil Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIpOTUIIOKa3aHe (OuB. po3min «IIpoTunoKa3aHHSI»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCyBaHHS (PIIyKOHA30/y Ta mimMo3ugy abo XiHiguHy MoXkKe
IPU3BOIUTH [0 MPUTHIUEHHS MeTa0oi3My miMo3uny abo XiHigWHYy, X04a BifIOBIGHUX HOCIigXKEHb in
vitro Ta in vivo He poBomuiH. ITigBUIIIeHHS KOHIIEHTpalii miMo3umy a0o XiHiguHy y m1a3Mi KpoBi
MOXK€e CIPUYMHATY NOOOBXKeHHS iHTepBany QT Ta y pigKiCHUX BUNIagKaX IPU3BOOUTHU 4O PO3BUTKY
IIapOKCH3MaJIbHOI IITYHOYKOBOI TaxiKapfii Tumy «mipyeTr». OgHOYacHe 3aCTOCYBaHHSA (IYKOHA30ITy
Ta MiMo3uAy abo XiHifWHY ITpoTUroKasaHe (IUB. po3ain «IIpoTUlloKa3aHHA»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS €pUTPOMINMHY Ta (IYKOHA30Jly MOXE IPU3BOLUTH [0
MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxKeHHs iHTepBany QT, mapokcu3ManbHa
IIJTyHOYKOBA TaXikKappis TUIY «IipyeT») Ta, K HACMigoK, 4O PanToBOl CEPIIeBOl CMEePTi.
3acTocyBaHHs KoMOiHaIll 1KX JTikapchKuX 3aco6iB mpoTUIloOKa3aHe (IuB. Po3min «IIpoTUOKa3aHHS»).

He peKOMeHOYEThCS OOMHOYACHE 3aCTOCYBaHHS (GIYKOHA30Iy Ta HUXKYe3a3HaUYeHUX
JiKapChKUX 3ac00biB.

T'anopanmpuH: GayKOHA30 MOXKe CIPUYUHUTH IIiABUINEHHS KOHIIEHTpAIlii rasoGaHTpUHy y mIa3mi
KpOBi 3a paxyHOK npurHiuenus CYP3A4. OpHoyacHe 3aCTOCYBaHHS LIKX JIiIKApPCHKUX 3ac00iB Moxke
IIPU3BOOUTHU [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxkeHHs iHTepBany QT,



ITapoKCcHU3MaJllbHa IITYHOYKOBA TaxiKapmis TUIY «IIipyeT») Ta, SIK HACIigOK, 0 ParTOBOi CEPIEBOl
cMeprti. Crtig yHHKATH 3aCTOCYBaHHS KOMOiHAIIil ITiX TiKapchKux 3aco6iB (muB. po3minn «OcoOnmuBoCTi
3aCTOCYBaHHS»).

CyMicHe 3acTocyBaHHS (hIYKOHA30Jy Ta HUKYe3a3HaUYeHUX JTIiIKapChbKUX 3ac00iB BUMarae
00epPexkKHOCTI.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHS (HITYyKOHA30Iy 3 aMioflapOHOM MOXKe ITPU3BECTH H0
nomoBxkeHHs iHTepBany QT. ®nykoHa3075 cyif 3 06epeKHICTIO 3aCTOCOBYBATH Pa30M 3 aMiOlapOHOM,
0co0/IMBO y pa3i mpu3HaueHHs BUCOKOI 103U ¢iyKoHa3oiy (800 mr).

CyMicHe 3acTocyBaHHs (hIYVKOHA30JY Ta HUKYe3a3HAaUYeHUX JTiIKapChbKUX 3ac06iB BUMarae
00epeXHOCTI TA KOPUTYBAHHS JO3M.

- Bnaue iHwux sikapcvKux 3acobis Ha (¢pa1yKoHA3041.

HocnifkeHHS B3a€EMOIil IPOJEMOHCTPYBAH, III0 TepopajbHe 3aCTOCYBaHHS (IyKOHAa30Iy
OOHOYACHO i3 BXKUBAHHAM 1XKi, IPUAOMOM IIUMETUANHY, aHTAUUAIB ab0 MOfaIbIINM OIIPOMiHEHHSIM
yCBOT'0 TiNla [ Iepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHiYHO 3HaYYIL[OT0 BILIMBY Ha abcopOILiio
(bIyKOHa301y.

PugamniyuH: ogHOYACHE 3aCTOCYBaHHS (GIYKOHA301ly Ta pUMaMIiuHy NPU3BOAUIO A0 3HUXKEHHS
AUC Ha 25 % Ta cKOpo4dyBaJo Iepiof HaliBBUBeAeHHS (uyKoHa3omy Ha 20 %. ToMy [Ad malfieHTis,
SIKi 3aCTOCOBYIOTh PUGAMITILIVH, CJTif PO3TISHYTHA OOUiNbHICTh MigBUIIEHHS N03U (DITyKOHA30MY.

I'idpoxs1opomia3ud: y mochifxeHHi hapMaKOKiHeTUYHOI B3a€MOfIil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiIpPOXJI0POTia3uy 300POBUM NOOPOBOIBISAM, SIKi OTpHMYyBasu (pIyKoHA307I,
IiABUINYBAJIO KOHI[EHTPAIil0 (IyKOHa30/y y mia3Mi Kposi Ha 40 %. Taki mapameTpu B3a€EMofil He
BHMaralTh 3MiH y peXkUMi 003yBaHHSA (DPIIyKOHA30Iy AJIS Malli€HTiB, Ki ODHOYACHO OTPUMYIOTh
CeYoTiHHi 3aco0u.

- Bnaue ¢paykoHasony Ha iHwi aikapcvki 3acobu.

®nykoHazon € nomipauM inribiropom nutoxpomy P450 (CYP) izopepmenTy 2C9 Ta 3A4. OnyKoHA301
€ IOTyXKHUM iHTi6iTopoM i3odpepmenty CYP2C19. Ha momaToK O CIIOCTePeXyBaHUX/MOKYMEHTAJIbHO
IigTBepAXKEeHUX B3a€MOiH, 10 ONKUCaHi HUX4Ye, IPU OJHOYACHOMY 3aCTOCYyBaHHI 3 (hJIyKOHA30JI0M
icHye pU3UK MigBUINEHHS Y MJIa3Mi KPOBi KOHLIEHTPAIlill iHIINX CIIOJNYK, 1[0 MeTaboIi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TakKi KoMOiHallil mpenapaTiB Cif 3
00epexkHiCTIO; TPU IbOMY HeOOXiTHO PeTeIbHO CIIOCTepiraTv 3a CTAHOM MallieHTiB. [IpurHiyyBaibHa
nis GykoHa301y Ha ¢pepMeHTH 306epiraeTbCsi TPOTAToM 4-5 mib micys 10oTro 3aCTOCYBaHHS Y 3B'SI3KY 3
10r0 TPHUBAJIMM IIEPIOOOM HalliBBUBEMEHHS (IUB. Po3min «[IpoTUIIOKAa3aHHSI»).

AbpouumuHib:drykonason ( inribitop CYP2C19, 2C9, 3A4) mipBuIlyBB eKCIIO3UIII0 aKTUBHOI
yacTuHYU abpouuTuHiOy Ha 155% . IIpu ogHOYacHOMY 3aCTOCYBaHHi 3 (PIIyKOHA30I0M CITif
BifKOpUTyBaTH [03y abponuTHHIOY BiAMOBIAHO J0 iHCTPYKIII A1 MEOUYHOTO 3aCTOCYBaHHS
abpouuTuHioy.

Ab(peHmawia: mif 4ac OGHOYACHOTO 3aCTOCYBaHHSA anb(heHTaHiny y fo3i 20 MKI/KT Ta (pIyKoHAa30Jy
y mo3i 400 Mr 3mopoBUM [0OPOBOJIBIAM CIIOCTEpiramocs gBokpaTHe 30inbienHss AUC,,, MOXKINBO
yepe3 inribysanus CYP3A4. Moxe 6yTu He0OXiqHUM KOPUTYBaHHS 003U albPeHTaHiny.

AmimpunmusiH, HopmpunmuJiH: GpIYKOHA30JI IOCUTIIOE Oil0 aMiTPUIITUIIIHY Ta HOPTPUITUIIIHY.



PexoMeHOy€eThCS BUMIPIOBATH KOHIIEHTpAllil 5-HOPTPUNTUIIHY Ta/ab0o S-aMiTPpUNTHIIIHY Ha TOYaTKY
kKoMOiHOBaHOI Teparii Ta uepe3 1 TuxkaeHb. Y pa3i HeoOXigHOCTI cTif BifKOpUTryBaTH g03y
aMITPUNTUIIHY/HOPTPUIITUIIIHY .

Am¢pomepuuyuH B: ogHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30/1y Ta aMpoTepulrHy B iHdikoBaHUM
MHUILIaM i3 HOPMaJIbHUAM IMyHITETOM Ta iH(piKOBAHMM MUIIAM 3i 3HMKEHUM IMYHITETOM Aajio
TaKi pe3yNnbTaTH: HEBEIUKUY afUTUBHUYN ITPOTUTPUOKOBU epeKT mpu cucteMHil indexkirii C.
albicans, BifCyTHICTb B3a€MOZIi1 IPU BHYTpPIITHbOYEPENHiX iH(peKIil Cryptococcus
neoformans Ta aHTaroHi3M [BOX IIpelnapariB IIPU CUCTEMHI iHGeK1il Aspergillus fumigatus.
KriHiyHe 3HaYeHHS pe3ylIbTaTiB, OTPUMaHMUX Y XO[i IIUX AOCIigXeHb, HEBIAOME.

AHmMukKoaz2yaaHmMu: SK i Ipu 3aCTOCYBaHHi iHIINX a30/IbHUX TPOTUTPHOKOBUX 3ac00iB, Ipu
OJHOYACHOMY 3aCTOCYyBaHHi (IyKOHa30Jly Ta BappaprHy MOBIJOMIISIIOCS PO BUIAKUA PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOl KPOBOTEUi, MIYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypil Ta MeJIeHU) y
TIOEJHAHHI 3 TIOOBXEHHSAM POTPoMOiHOBOrO Yacy. [Ipu ogHOYAaCHOMY 3aCTOCYBaHHI QIIyKOHA30Iy
Ta BaphapuHy CIocTepiraaocs: JBOKpaTHE MigBUIIEHHS IPOTPOMOiHOBOT0 Yacy, UMOBIPHO, BHACIIIIOK
npurHideHHs MeTaboniaMy Baphapuny dyepe3 CYP2C9. Crig peTenbHO KOHTPOIOBATH
IPOTPOMOiIHOBHMI YacC y MAalli€HTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATyISIHTA abo
inmaHemioH. Moxe OyTH He0OXimHOI0 KOPEeKIlisd 03U aHTUKOAryIsHTY.

Bben3odiazeniHu kopomkoi 0ii, Hanpuk.aad Mida3o1am, mpuasonam: Tpu3HadeHHs GIyKOHa30Iy
IiCJIsT TePOPaIbHOT0 3aCTOCYBAHHS Miga3ojamMy MPU3BOAKUIIO OO0 3HAYHOTO IMigBUIIIEHHS KOHIIEHTPAIlil
Mifga3ojiaMy Ta 40 MOCUIEHHS IICUXOMOTOPHUX edekTiB. OmHOYaCHe 3aCTOCYBaHHS (PIyKOHA30Iy y
no3i 200 Mr Ta mMifgasonaMy y mo3i 7,5 Mr nepopaibHO Ipu3Boauso o nigsuineHus AUC Ta mepiony
HalliBBUBEJEeHHS Miga3onaMy y 3,7 Ta 2,2 pa3a BifNOBiIHO. 3aCTOCYBaHHS (PIYKOHA301y y AO3i

200 Mr/mo0y Ta 0,25 Mr TpuasonaMy IepopaibHo Mpu3Boauso po nigsuieHHs AUC Ta nepiogy
HalliBBMBEeJeHHS Tprua3onamy y 4,4 ta 2,3 pa3a BifnosigHo. [Ipu 0ogHOYaCHOMY 3aCTOCYyBaHHI
(bTyKOHa30I1y Ta TprasojlaMy CIOCTepiraaocs MOTEHIIIOBAHHS Ta MIPOJIOHTallis edeKTiB TpHa3olaMy.
AK110 malieHTy, IKAM TPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 103y OCTAHHIX CJTifl 3MEHIIIUTH Ta BCTAHOBUTH HaJIeKHUM HaTJIAL 3a
CTaHOM IIallieHTa.

Kapbama3zeniH: pmyKoHa301 IpuUrHiuye Metabos1i3aM KapOaMa3zeliny Ta CIPUYUHSIE MigBUALIIEHHS
piBHS KapbaMaseniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
KapbaMaseniny. Moxe OyTy HeoOXiIHUM KOPUTYBaHHS 03U KapbaMaseniHy 3a7ekHO Bifl piBHS 10OT0
KOHIIEHTpAIlil Ta [il mpemapary.

Bokamopu Kanbyiesux KaHaie: MesiKi aHTarOHICTH Kabllito (Hipeaumid, icpaguriy,
amonuiiH Ta penoxgumin) MetabomnidyioTecs hepmernToM CYP3A4. OnyKoHa30I1 MIOTEHIIINHO
MOXKe TigBUIIYBaTH CUCTEMHY €KCITO3UIil0 67I0KaTOPiB KaJbI[iEBUX KaHaIiB.
PekoMeHIOBaHNW PeTeNbHUY MOHITOPUHT I[OJI0 PO3BUTKY MOOIYHUX peakiliid.

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

(200 mr) C,,,Ta AUC nenekokcu®y migpuiiryBanucs Ha 68 % ta 134 % BigmosigHo. IIpu ogHOYacHOMY
3aCTOCYBaHHI 1eJIeKOKCHUO0Y Ta (GITyKOHA30/1y MoxKe OyTH HeOOXimHUM 3MEeHIIeHHS N03U LeIeKOKCU0y
BABiYi.

Luxkaogpocpamio: ogHOYaCHE 3aCTOCyBaHHS IuKIodochaminy Ta GIyKoHA30/Iy IPU3BOLUTH [0
nifBuIeHHs piBHA Ginipy6iny Ta KpeaTuHiHy B cupoBaTili Kposi. LIi mpenmapatu MoxHa
3aCTOCOBYBATH OJHOYACHO, 3BaXKal0UM Ha PU3UK IIiIBUILIEHHS KOHIIEHTpalil 6imipybiny Ta
KpeaTUHIHY B CUPOBATLi KPOBI.



deHmaHi: TOBIHOMIISINIOCS TIPO ONUH JeTalbHUM BUIMIAMOK iHTOKCHKaAIlil (heHTaHiIOM BHACIIOK
MOXKJIMBOI B3aeMofii peHTaHinmy Ta prnykoHa3omny. [1o TOT0 XK y HOCTigXKEHHI 3a y4acTIO 30OPOBUX
noOpoBOIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PJIYKOHA30 I 3HAYHO YIIOBiIbHIOBAB eJTiMiHalli0
benTaniny. [ligBuieHHS KOHIIEHTPalil PeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIYEHHS JUXaHHS, TOMY
CJIifl peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe O0yTH HeoOXiHO0 KOpeKIisd 103U GeHTaHimy.

IH2ibimopu I'MTI-KoA-pedykmasu: CyMiCHe 3aCTOCYBaHHS (QIIyKOHa30J1y Ta iHribiTopis I'MI-KoA-
penykTasw, 1mo Metabomizyiotecss CYP3A4 (aTopBacTaTHUH Ta CUMBACTaTHH), abo iHTriGiTopiB [MTI-
KoA-pemykTa3su, mo Mmetabomnizyiotbcss CYP2C9 (dnyBacTaTuH (3HUKEHHS IeYiHKOBAro MetabosiaMy
CTaTHUHY)), MigBHUINY€E PU3UK PO3BUTKY MiomaTil Ta pabmoMioni3y (mo303aexkHo). Y pa3i HeoOximHOCTI
OIHOYACHOI'0 3aCTOCYBaHHS WX IIpernapariB CJIiJl pETEJIbHO CIIOCTEPIraT! 3a Mali€HTOM L1040
BUHUKHEHHSI CUMIITOMIB MiomaTil Ta pabgoMiosi3y i TpPOBOAUTH MOHITOPUHT PiBHS KpeaTHHKiHA3U. Y
pa3i 3HaYHOTO MigBUINEHHS PiBHSA KpeaTUHKiHA3M, a TaKOXK IIPU AiarHOCTyBaHHi a0o mimo3pi Ha
miomarito/pabmomionis 3acTocyBanHs iHribiTopis I'MI-KoA-penykTa3u ciig npunuHuT. Moxe
BUHUKHYTH HEOOXimHiCTh 3HMXKEeHHS 103 iHribiTopiB [MI-KoA-penykrasu, sIK 3a3Ha4€HO B iHCTPYKIIil
[JI1 MEOUYHOTO 3aCTOCYBaHHS CTAaTHUHIB.

I6pumuHi6: nomipsi inri6itopu CYP3A4, Taki SK GIyKoOHa307I, MiIBHIIYIOTh KOHIIEHTPALIi0
iOpuTuHiOy B My1a3Mi Ta MOXYTh HiIBUIIYBaTHA PU3UK TOKCUYHOCTI. FKII0 HEMOXK/INBO YHUKHYTH
koMbiHalii mpemaparis, MOTPiOHO 3HU3UTH 03y i0puTHHIOY Ko 280 Mr onuH pa3 Ha 700y (2 Kamncymu)
3 METOI0 IIPOJOBKEHHS 3aCTOCYBaHHS iHTi0iTOPY Ta 3a6e3MeYnuTH MOCTIMHUM KITIHIYHUY MOHITOPUHT.

Isakagpmop (six MoHOomepanis abo 8 kombiHayii 3 npenapamamu Mmako20 camoz0
mepanesmuyHO020 K/1dcCy): omHOYacHe 3aCTOCYBAHHS iBakadTopy, perynsTopa TpaHCMeMOpaHHOI
npoBigHOCTI Tpu MyKoBiciumo3i (CFTR), 30inbuIuio ekcrno3uiito iBakahTopy B 3 pa3u Ta eKCIO3HUIIii0
rinpokcumeTtuniBakadtopy (M1) y 1,9 pasa. Heob6xigHe 3HUKEHHS 7034 iBaKadTOpy (K MOHOTeEpaIil
abo B KombiHallil), 1K 3a3Ha4€HO B iHCTPYKIIil 711 MEOUYHOTO 3aCTOCYyBaHHS iBakahTOPy (IK
MOHOTeparrii abo B KombiHaiiii).

Osanapub: nomipHi inribitopu CYP3A4, Taki sk prykoHa3071, 30iNbLUIyIOTE 11a3MOBi KOHIIEHTPAIIil
ornamapu0y; ix ogHOYaCHE 3aCTOCYBAHHS HE PEKOMEHIY€eThCs. AKIo Takoi KoMOiHaIlil He MOXKHa
YHUKHYTH, IpUiioM onanapuby o6MexyoTh fo3amu 200 Mr aBidi Ha [00y.

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

IukaocnopuH: GpIykKoHa30JI 3HAYHO HifgBuUIIye KoHLeHTpalilo Ta AUC nuknocnopuny. [lpu
OJHOYACHOMY 3aCTOCYBaHHi ¢yKoHa301y y mo3i 200 Mr/moby Ta IIMKIIOCIIOPUHY Y H03i

2,7 mr/kr/mo6y cnoctepiramocs 36inpments AUC muknocnopuny y 1,8 pasa. Li mpemapatu MoxkHa
3aCTOCOBYBAaTH OOHOYACHO 3a YMOBH 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl OO0
KOHIIEHTpAIIil.

Esepoaimyc: X04a [OCTIOXKEHbD in Vitro Ta in vivo He IPOBOAUIIH, BiIOMO, III0 (PIIyKOHA30JI MOXKe
MigBUIYBAaTH KOHILIEHTPAI[il0 €BEPOIIMYCY B CUPOBATIi KPOBi yepe3 npurHiveHss CYP3A4.

Cuposaimyc: GrykoHa307 MigBUINYE KOHIEHTPALII0 CHPOIIMYyCY V IJ1a3Mi KPOBi, HMOBIpHO, IIJITXOM
IpPUTHiYeHHS MeTabomniamy cuponimycy pepmentom CYP3A4 ta P-riikonpoTeinom. Lli npenapatu
MOZKHa 3aCTOCOBYBaTU OJHOYACHO 3a YMOBY KOPUT'YBaHHS [O3U CHUPOJIIMYCY 3aJIe’KHO Bifj PiBHSA
KOHIIEHTpallil Ta eeKTiB IIpemnapary.

Takpoaimyc: GpIyKOHA30 MOXKe IMigBUAITyBaTH KOHIIEHTpAIlil TAKPOJIiMyCy B CHPOBATIIi KPOBi 70



5 pasiB pu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHIUeHHS MeTaboIi3My TaKpomiMycy
dbepmenTom CYP3A4 y kuimeyHuKy. [Ipyu BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIoCTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTUKH. [TiBUIEHI piBHI TAKPOIIMYCY aCOILi0I0TLCS i3
He(pPOTOKCUYHICTIO. [103y TaKPOJIiMyCy AJIS IEPOPaIbHOT0 3aCTOCYBaHHS CIIif 3HUKYBATH 3aJIe’KHO
Bifl KOHIIEHTpAIlil TaKpoiMycy.

Jlozapman: pryKoHa30/1 IPUTHiYYye MeTabo01i3M J103apTaHy [0 Moro akTuBHOTO MeTabosity (E-31 74),
1110 00yMOBJTIOE OiNbINy YaCTUHY aHTaroHi3My o0 pelienTopiB aHrioTeH3uny Il mifg yac 3acTocyBaHHS
Jl03apTaHy. PeKOMeH0BaHO 3[iMCHIOBATY IIOCTIMHUI MOHITOPUHT apTepiaJbHOTO TUCKY Yy MaLli€HTiB.

JIypa3udoH: momipHi iHridiTopu CYP3A4, Taki sk pr1yKoHa305, MOXKYTh IMiABUIIYBaTH KOHIIEHTPAIIiI0
Jypa3ufoHy y mia3Mi. JKIo He MOXKHaA YHUKHYTH OMHOYACHOT'0 3aCTOCYBaHHS, CIIiJ] 3MEHIIUTH J03Y
JTypa3ufioHy, SIK 3a3Ha4€HO B iHCTPYKIIl IJIT MeIUYHOTO 3aCTOCYBaHHS JTypPa3uAoHY.

MemadoH: GpnyKoHa30J1 MOXKe MiBUIyBaTH KOHIIEHTPALIil0 MeTafloHy Y CHPOBaTIIi KpoBi. [Tpu
OOHOYACHOMY 3aCTOCYBaHHI MeTafoHY Ta (GryKoHa30y Moxe OyTH HeOOXiIHUM KOPUTYBAHHS 03U
METaJoHYy.

HecmepoidHi npomu3ananavHi npenapamu (HIT3I1): ipu 0gHOYACHOMY 3aCTOCYyBaHHi 3 (DJIyKOHA30JI0M
C,.x Ta AUC ¢dnyp6inpodeny migBuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHSIHO 3 BiAMOBITHUMU
II0OKa3HMKaMU IIPY 3aCTOCYBaHHI Tinbku (rypOinpodery. AHaNIOTiYHO IPU OGHOYACHOMY
3acTocyBaHHi prrykKoHa3omny 3 pauemiunuM ibympoderom (400 mr) C,,, Ta AUC hapmMakomorivHo
aKTHBHOTrO i30Mepy S-( )-ibynpodeny migsuiyBanucs Ha 15 % Ta 82 % BifmoBigHO, MOPiBHSHO 3
TaKMMHU ITOKa3HUKaMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidHOro i0ympodeHy.

Xoya creliaabHUX OOCTiAKEeHb He IPOBOAUIN, (hIYKOHA30JI MOXKe MifBUIyBaTH CUCTEMHY
ekcro3utito inmux HII3II, mo metabomnizyiotbcs CYP2C9 (Hanpukiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, IuKIIoheHaKy). PeKOMeHIOBaHO IePiogUYHO 3qiCHIOBATY MOHITOPUHT MOOIYHUX
peaxiiiii Ta TOKCUYHUX IPOsABiB, MOB’ s13aHux i3 HII3I1. Moxe OyTu noTpibHe KOPUTYBaHHS 003U
HII3II.

deHimoiH: GyKoHa301 npurHiyye MetaboniaM ¢eHiToiHy B nevinni. OgHoyacHe 6araTopasoBe
3acrocyBaHHS 200 Mr rykoHasomny Ta 250 Mr ¢heHiTOIHY BHYTPIIIHBOBEHHO IIPU3BOOUTH 10
nigsuienHs AUC,, beniToiny Ha 75 % Ta C,,,Ha 128 %. IIpu omHOYacHOMY 3aCTOCyBaHHI IIUX
niKapchKux 3ac006iB CIif] TPOBOJUTH MOHITOPUHT KOHIIEHTpaLil (peHiTOIHY y CUPOBATI KPOBi AJist
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHITOIHY.

ITpedHi30H: TOBIIOMISAIOCS IPO BUMAAOK, KOIM Y MallieHTa Mic/g TpaHCIJIaHTallil TeYiHKY Ha Tl
3aCTOCYBaHHS NIPENHI30HY PO3BUHYJIACS rOCTpa HEOOCTATHICTh KOPU HaHUPKOBUX 3aJ103, 110
BMHUKJIA ITiC/IS IPUIIMHEHHS TPUMICIYHOIr0 Kypcy Tepatil hpaykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PJIyKOHA30JIy, UMOBIPHO, CIPUYUHUIIO TOCUIeHHS akKTUBHOCTI CYP3A4, 1m0 npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npefgHi3ony. Cuifl peTenbHO CTEXUTH 3a NalliEeHTaMH, IKi IPOTATOM
TPUBAJIOTO Yacy OHHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta MPEeNHI30H, 3 METOI0 IONepPenKeHHS
PO3BUTKY HEJOCTATHOCTI KOPY HaJHUPKOBUX 3aJ103 MiC/Is NIPUNUHEHHS 3aCTOCYBaHHSA (PIIyKOHA30MY.

PugabymuH: GprykoHa30 MiABUIIYE KOHIIEHTPaIi0 prudabyTUHY B CUPOBATII KPOBI, 1110 ITPU3BOAUTD
no 36inbmenHss AUC pudabytuny mo 80 %. [Tpu ogHOYacHOMY 3aCTOCYBaHHI QIyKOHA305y Ta
pudabyTUHY MTOBiIOMIISIOCS IIPO BUIIAOKKU PO3BUTKY yBeiTy. IIpu 3acTocyBaHHi Takoi KoMOiHaIlil
JiKapchbKuX 3aco0iB cif 6paTé IO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsuiiye AUC ta C,,,, cakBiHaBipy nmpu6mu3Ho Ha 50 % Ta 55 % BifmoBigHO
yepe3 NpUrHiveHHs: MeTaboni3aMy cakBiHaBipy y neuinii ¢pepmentom CYP3A4 Ta yepes inribyBaHHS



P-rnikomporeiny. B3aemogil Mixk (hIyKoHa30/10M Ta caKBiHaBipOM/pHUTOHABIPOM He JOCIigKyBaJIKCS,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMu. Moxe 6yTu HeoOXigHUM KOPUTYBaHHS [03U
CakBiHaBIpY.

IToxiOHi cynbhoHINCeH08UHU: TIPA OOGHOYACHOMY 3aCTOCYBaHHi (TyKOHA30JI IPOJIOHTYE TIEPioN
HalliBBUBEJIEHHS IePOPAbHUX MOXITHUX CYIbGOHIIICEYOBUHY (XJIOpIponaMiny, rinibeHKIaminy,
raimisumy Ta TonbyTaMiny) IpH iX 3aCTOCYyBaHHI 3MOPOBUM HOOPOBONBLSM. PeKOMEHYETHCS
IIPOBOJUTY YaCTUU KOHTPOJIB IyKPY B KPOBIi Ta BiANOBITHUM YHHOM 3HUKYBaTHU OO3Y MOXiTHUX
Cynb(}OHINICEYOBHUHY NIPYU ONHOYACHOMY 3aCTOCYBaHHI i3 (ITyKOHA30/I0M.

TeoiniH: y inane60-KOHTPOIHOBaHOMY [OCTiI2KEHH] B3a€MOil ITpemnapaTiB 3aCTOCYBaHHS
bnykonazony no 200 mr npoTtaroM 14 [HiB IpU3BeJIO OO0 3HUKEHHS CEPETHLOTO KITipeHCY Teodiminy
B my1a3Mi KpoBi Ha 18 %. 3a marfieHTaM#, siKi 3aCTOCOBYIOTh Teo(isliH y BUCOKUX Ho3ax a0 sKi MaloTh
NiABUIIEHUY PU3UK PO3BUTKY TOKCUYHUX NIPOSABIB TEOQINIIHY 3 iHIMNX IPUYUH, CIIil BCTAHOBUTHU
HarJIsay 00 BUSBIIEHHS 03HAK PO3BUTKY TOKCHUYHOI Oil Teodininy. Teparmito cif 3MIiHUTH P MOSABI
03HaK TOKCAYHOCTI.

Togpauumuni6: BrauB ToPallUTHHIOY 3pOCTa€e MpY OMHOYACHOMY 3aCTOCYBaHHI 3 JiKapChKUMU
3acobaMu, IKi MpU3BOOATH [0 moMipHoro inribyBanus CYP3A4 Ta moTyxkHoro iHridyBanuas CYP2C19
(Hanpuknag gnykoHa3oi). ToMy peKOMeHI0BaHO 3HU3UTU 03y TOPaluuTHHIOY 0 5 MI OOUH pa3 Ha
no0y B KoMOiHaIlifAX 3 UMM IIpernapaTaMu.

Tosaganmaw: eKCIO3ullig TonBanTany 3Ha4yHo 3pocTana (200 % AUC, 80 % C,,.,), KOJIu TO/IBaITaH,
cyoctpatr CYP3A4, 3acTocoByBaIu OOHOYACHO 3 QrIyKoHa30j10M, moMipHuM iHribiTopom CYP3A4, pu
IITbOMY 3HAYHO 3POCTaB PU3UK BUHUKHEHHS NMOOIYHUX peakiliii, 30KpeMa 3HaYHOTr0 30iIbIIeHHS
niype3y, 3HeBOJHEHHS Ta I'0CTPOl HUPKOBOI HEJOCTATHOCTI. Y pa3i 0qHOYaCHOTO IPU3HAUYEeHHS CIIif
3MEHILIUTH 003y TOJIBAlTaHy 3TifHO 3 BKa3iBKaMU B iHCTPYKIIil 3 MEIUYHOT'0 3aCTOCYBaHHA Ta
PETYJISIPHO TIEePEBIPSITH CTaH MallieHTa Ha HasIBHICTb OyOb-IKUX MOOIYHUX peakxiliid, OB I3aHUX i3
TOJIBAIITAHOM.

Akanoiou 6apeiHky: xo4a BifMTOBIMHUX MOCTiAKEHb He IIPOBOAMIIN, QJIYKOHA30JI, UMOBIPHO Yyepe3
inri6yBanHs CYP3A4, Moxe COPUYMHSTH MiOBUINEHHS KOHIIEHTPAIlil aKasoifiB 0apBiHKY y m1a3Mi
KPOBi (HampuKiaj BiHKPUCTUHY Ta BiHOMACTHHY), 110 TPHU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX
e(exTiB.

Bimamin A: IOBiIOMIISITIOCS, IO y TallieHTa, IKAU OGHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBRY
KHCNOTY (KucaoTHa ¢popma BiTaminy A) Ta $HIyKoHA301, criocTepiranucs nobiyHi peaxiiii 3 60Ky
IeHTpasnbHol HepBoBOI cucteMu (LITHC) y ¢opmi nceBOOTYMOPY TOJIOBHOTO MO3KY; HaHUU e(heKT 3HUK
micys BimMinu ¢pnykoHasomy. Li mikapchki 3aco6u MOKHA 3aCTOCOBYBATH OJHOYACHO, ajie CITif
maM’siTaTy PO PU3UK BUHUKHEHHS Mo0iyHuX peakiii 3 60oky ITHC.

BopukoHa3so (iH2ibimop CYP2C9, CYP2C19 ma CYP3A4): omHO4YaCHe 3aCTOCYBaHHS
BOPHKOHa3011y nepopanbHO (1o 400 mMr kKoxHi 12 rogus npotsaroM 1 gus, noTiM 1o 200 mMr
KOXKHi 12 TOguH IPOTAroM 2,5 OHIB) Ta QpIyKoHa301y nepopanbHo (400 MT B mepiinil AEHB,
noTiM 1mo 200 Mr KoxHi 24 roguHu NMPOTATOM 4 [HiB) 8 3MOPOBUM TOOPOBOIBIIIM YOJIOBIYOl
cTaTi mpu3Beso ao miasuiieHH C, ., Ta AUC, BOpUKOHa30/1y B cepeguboMy 10 57 % (90 % HI:
20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %) BignmoBigHo. HeBigoMo, Y1 IPU3BOIUTD
3HUKEHHS 103U Ta/abo YacTOTH 3aCTOCYBAaHHS BOPUKOHA30Jy abo GpIyKoHa30Jy o0
yCYHEeHHS TakKoro edekTty. [Ipu 3acTocyBaHHI BOPHKOHA30IY IiCIs (PIyYKOHA30y CIIif
IIPOBOJIUTH CIIOCTEPEKEHHS 1I0MI0 PO3BUTKY MOOiYHUX e(eKTiB, acoliiioBaHuX i3
BOPUKOHA30JI0M.



3udosyouH: pnykonaszon nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BimmoBigHO, 1110
3YMOBJIEHO 3HUKEHHSIM KITipeHCYy 3U0BYOUHY NMpuOIu3HO0 Ha 45 % IIpHu HOT0 IepopaabHOMY
3acTocyBaHHi. [Iepion HamiBBUBeNeHHS 3UNOBYAUHY OYB TaK0XK ITOOBXKEeHUM MpruOnmu3Ho Ha 128 %
micys 3acTocyBaHHS KoMOiHalil (GIyKoHa30Iy Ta 3WJOBYAUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
Taky KoMOiHaIlito mikapchkux 3aco06iB, CTif criocTepiraTy 00 PO3BUTKY MOOIYHUX peakiil,
II0B’A3aHUX 13 3aCTOCYBaHHAM 3UNOBYIUHY. MOXKHaA PO3TJISHYTU OOUUIBHICTE 3HUKEHHS N03U
3UOBYIUHY.

A3umpoMiluH: y X0l BITKPUTOIO0 paHAOMi30BaHOI'0 TPUCTOPOHHLOTO [IEPEXPECHOI0 OOCTIAXKEHHS, B
SIKOMY B3$1JIM y4acTh 18 3M0poBuX HOOPOBOIIBLIIB, OIiHIOBAJK BIIJIUB a3UTPOMIIIMHY Ta (PIIYKOHA30ITY
Ha (papMaKOKiHETUKY OIMH OMHOTO IIPU iX OMHOYACHOMY IIepopajbHOMY Pa30BOMY 3aCTOCYBaHHi y
no3ax 1200 mr ta 800 mr BigmoBigHO. 2KOOHUX 3HAUYLIUX (papMaKOKIHETUYHUX B3a€EMOMiM BUSBIEHO
He OyIo0.

ITepopanvHi KOHMpayenmueu: TPoOBOTUIOCS 2 hapMaKOKiHETUYHUX MOCIiIXKeHHST 6araTopa3oBoro
3acToCyBaHHS (HITyKOHA30/1y Ta KOMOIHOBAHOTO TEePOpaibHOr0 KOHTpalenTusa. [Ipu 3acTocyBaHHi
bnykoHa301y y mo3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0YJ10, TOMI SIK IIPU 3aCTOCYBaHHi
bnykonazony y no3i 200 mMr Ha moby cnocTepiranmocs 36inpmenns AUC etuninectpamiony Ha 40 % Ta
neBoHOpPrecTpeny - Ha 24 %. Ile cBiguuTh PO Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Iy Y
3a3HaY€eHUX [[03axX HaBPAJM YU MOXKe BIJIMBATH Ha e(peKTHBHICTh KOMOIHOBAHOT'O TIEPOPAIbHOTO
KOHTpaLleNTUBA.

Oco06.1ueocmi 3acmocyeaHHsi.

Hepmamocgimis. BigmoBigHO 70 pe3ysbTaTiB HOCHIAXKeHHS (HIYKOHA30Jy AJS JTiKyBaHHS gepMaTodiTil
y mitel, IyKoHa30/1 He TepeBUIye rpu3eodynbBil 3a e(PEeKTUBHICTIO i 3arabHUM ITOKAa3HUK
eexTuBHOCTI cTaHOBUTH MeHIIe 20 %. ToMmy GIyKOHA30I He CHIif 3aCTOCOBYBATH OISl JTiIKyBaHHS
nepmaToiTil.

Kpunmoxkoko3s. [1oka3iB epeKTUBHOCTI (HIIyKOHA30JIy AJIS TiKyBaHHS KPUITOKOKO3Y 1HIIKX
JIOKaJIi3aliil (Halmpukiiaf JIereHeBoro KpUITOKOKO3Yy Ta KPUIITOKOKO3Y IIKipH) HeJOCTaTHbO, TOMY
PEeKOMeHfaliil MoA0 J030BOr0 PEXXUMY [JId JIIKyBaHHS TAaKHX 3aXBOPIOBaHb HEMAE.

I'auboki eHOemiuHi miko3u. [JoKa3iB e(heKTUBHOCTI (PIIyKOHA301y OIS TIKyBaHHA iHIINX (HOPM
eHIEeMIYHUX MiK03iB, TAKHUX SK IIapaKOKIIHAi0lHOMiK03, TiCTOI/Ia3MO03 Ta IIKipHO-
JiM¢paTUYHUU CIIOPOTPUX03, HEOOCTaTHHO, TOMY PeKOMEH/Aallill 1040 A030BOr0 PEXKUMY AT
JIiKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. [1aliieHTam i3 mopymeHHAM QyHKLIM HAPOK IIpernapaT CJlifl 3aCTOCOBYBaTH
3 00epPexXHICTIO (muB. po3min «Cnocib 3acmocysanHsa ma 003u»).

Hedocmamuicmb HaOHUpPKoBuX 3a103. KeTOKOHA3071, SIK BifOMO, CIIPUYHUHSIE HEOOCTATHICTh
HaJHUPKOBUX 3aJI03, i 1le TAaKOXK MOXKe CTOCYBaTUCS (IyKOHA30Jly, X04a CIIOCTEPIraeThCs PifKo.
HepocTaTHiCTh HAZHUPKOBUX 3aJ103, [I0B'I3aHa 3 ONHOYACHUM JIIKyBaHHSAM IIPEJHI30HOM, OIUCaHa B
po3mini «B3aemopis 3 iHIIMMY TiKapChbKUME 3aco0aMu Ta iHIIi BUAYM B3aEMOZil. Brius dnykoHazomy
Ha iHI TiKapchKi 3acobu».

T'enamo6iniapHa cucmema. IlanlieHTaM i3 OPyIIeHHSAM (QYHKLIY MEYiHKY pemnapar CIIif
3aCTOCOBYBaTH 3 00epeXKHiCTI0. 3aCTOCYBaHHS (PIyKOHA30/Iy acOIlif0BasoCsd 3 BUHUKHEHHAM
pigKiCHUX BUIA[KiB PO3BUTKY TSKKOI IT'€lTaTOTOKCUYHOCTI, BK/II0Yal04y JleTaIbHi BUTIA[IKH,



TOJIOBHUM YHHOM Y TIAILIi€HTIB i3 TSXKKUMHU OCHOBHUMU 3aXBOPIOBAHHSAMU. Y BUIIafKaX, KOJIK
PO3BUTOK IelaTOTOKCUYHOCTI acollifoBaBCA i3 3aCTOCyBaHHAM (IIyKOHa3011y, He 0yy0
Big3HA4eHO ii SBHOI 3aJIe2KHOCTI Bifl 3arajibHOi 4000BOI 103U ITpenapaTy, TPUBAIOCTI Teparii,
craTi a0 BiKy IMalfi€eHTa. 3a3BU4ail TeaTOTOKCUYHICTDh, CIIPUYHUHEHa (IIyKOHA30JI0M,
000pOTHa, a il MPOosIBY 3HUKAIOTh MiCJIg IPUIIUHEHHS Tepartil.

3a malieHTaMu, y IKUX IIPX 3aCTOCYBaHHI (PIyKOHA30JTy CIIOCTEePIiraloThCs BiIXUIeHHS Pe3ybTaTiB
GYHKIIIOHATBHUX P00 MEeYiHKY, CITil BCTAHOBUTHU PETENIbHUHM HATJIS[ 00 PO3BUTKY OiNIbII TSIKKOTO
ypaXKeHHS eYiHKU.

[NTauieHTiB cnifg TpoiHGOPMyBaTH PO CUMITOMH, 110 MOXKYTh CBITYUTH NIPO CEPUO3HUY BIIJIUB Ha
NeviHKy (BUpaXKeHa acTeHis, aHOPEeKCisl, MOCTiitHa Hy#oTa, 6/II0BaHHS Ta XKOBTSHULS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS (IyKOHA30Jly CIIif HerallHO IPUNWHUTY Ta IPOKOHCYIbTYBATUCA 3 JTIKapeM.

Cepueso-cyduHHa cucmema. [lesKi a307u, Y TOMY YHCJIi ¥ (PIIYKOHA30J1, aCOIiI0I0ThCS 3
nonoBxkeHHAM iHTepBany QT Ha enekTpokappiorpaMi. ®1ykKoHa305 nogoBxKye inTepBan QT
[JISIXOM NIPUTHIYEeHHS BUMIPSAMIIAIOYOro KasieBoro KaHamny (I,,.). I[TomoBxenHs inTepBany QT
BHACJIIOK Ail iHIKX JTiKapChKuX 3aco0iB (HanpuKiIaz aMiogapoHy) MoXKe ITOCUIIOBATUCS Y
pe3ynbTaTi npurHideHHSI GpepmenTy CYP3A4 mutoxpomy P450. TToBigomnsinocs mpo ayxe
pigkicHi BuMmagku momoBxKeHHS iHTepBany QT Ta mapokcu3MasbHOI MUTYHOYKOBOI TaXikapii
TUILY «IIipyeT» IIPU 3aCTOCYBaHHI GnykoHa30:y. Taki mOBiOMIEHHS CTOCYBaIUCS AIi€HTIB i3
TAKKMMHU 3aXBOPIOBAaHHSMU IIPU MTOENHAHHI Oarathox (HakTOPiB PU3UKY, TAKUMHU SIK CTPYKTYPHI
3aXBOPIOBAHHS CEPIlS, MIOPYLIEHHS eJIeKTPOJIITHOTO 00MiHY Ta OQHOYACHE 3aCTOCYBAHHS iHITIMX
nmikapchbKuX 3aco0iB, 110 BIMBaloTh Ha iHTepBan QT. [NauieHTH 3 rimokamieMieo Ta Mporpecyiyor
CepIleBOI0 HENOCTATHICTIO MalOTh IMiABUIIIEHUM PU3UK BUHUKHEHHS 3arPO3MUBUX OIS KUTTS
IIJTYHOYKOBHUX apUTMiil Ta TapOKCU3MaJIbHOI IITYHOYKOBOI TaxiKapfii TUITy «IipyeT».

®nykoHa3o: ciif 3 06epeXHICTI0O 3aCTOCOBYBATH TAIliEHTaM i3 PU3UKOM PO3BUTKY apUTMiid.
OpHoYacHe 3aCTOCYBaHHS Pa3oM i3 MiKapchKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroio hepmenTy CYP3A4 uutoxpomy P450, mpoTunoka3aHe (QUB. pO3minu
«IIpoTuUnoKa3aHHSI» Ta «B3aeMofiis 3 iHIMKMMHY JTiIKapChKUMK 3ac00aMu Ta iHIII BUOY B3aEMOMii»).

I'anopanmpun. F'anodanTtpul € cyoctpatoM pepmerTy CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHI y pEKOMEHI0BaHUX TepalneBTUYHUX f03aX. OgHOYACHE 3aCTOCYBaHHS rajlohaHTPUHY Ta
GbIyKOHA30I1y HEe PEeKOMEHIYEThCS (OUB. Po3Mdin «B3aemopmist 3 iHIIMMY JTiKapCbKUMU 3aco0aMu Ta
iHIIT BUOM B3a€EMOMIIN»).

Hepmamosoeiuni peakuyii. ITig 9ac 3acTocyBa"HSA (IYKOHA30Jy PiIKO MOBIIOMIISIIOCS PO
PO3BUTOK TaKWX eKC(}oiaTUBHUX MIKipHUX peaklii, IK cuHapoM CTiBeHca-[[2KOHCOHA Ta
TOKCHYHUU elliflepMaabHUM HEKPOoi3. [T0BigoMIsIIoCs Npo MeOUKaMEeHTO3HY peakiiiio 3
eo3uHo®inieo i cuctemuumu nposisamu (DRESS-cunnpowm). IMTarientu 31 CHIO oM 6inbi
CXUJIbHI 10 PO3BUTKY TSAXKKUX LIKIPHUX peaklii Mpu 3aCTOCyBaHHi OaraThoxX TiKapChKUX
3aco0iB. AKII0 y mallieHTa i3 TOBEepXHEBOIO I'PUOKOBOIO iH(EKITIEID 3’ IBNIIIOTHCS BUCHUIIH, 1110
MOXKHa ITOB’I3aTH i3 3aCTOCYBaHHIM (PIIyKOHA30J1y, ITOAAJIbIIe 3aCTOCYBaHHS IIpenapaTy Ciif
IPUNUHUTH. AKINO y MallieHTa 3 iHBa3WBHOI/CUCTEMHOIO TPUOKOBOIO iH(EKITIEIO 3’ IBMIIOTHCS
BHCHIIY Ha INKipi, 3a 10TO CTaHOM ITOTPiOHO pPeTEeNbHO CIIOCTEPIraTH, a y BUMAQIKy PO3BUTKY
OyIbO3HUX BUCHUIIIB a00 MyTbTU(HOPMHOI EpUTEMU 3aCTOCYBaHHS (HIIYKOHA30Iy CIIif
IIPUTIMHUTH.

I'inepuymaugicmy. YV pigKiCHUX BUNIafKaX IOBITOMIISAIOCS IPO PO3BUTOK aHa(hiNaKTUYHUX PeaKIlii



(muB. po3min «IIpoTunokasaHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM inridiropom depmentis CYP2C9 ta CYP3A4. Takox
byKoHa30711 € IOTYyKHUM iHribiTopoMm dhepmenTy CYP2C19. Cnipm cmocTepiraTé 3a CTaHOM TAIli€HTIB,
SIKi OTHOYaCHO 3aCTOCOBYIOTh (PIYKOHA30JI Ta IIpernapaTy 3 By3bKUM TEPANEeBTUYHUM BiKHOM, III0
MeTabomi3yoThcs 3a yyactio CYP2C9, CYP2C19 ta CYP3A4 (guB. po3min «B3aemogmis 3 iHIIuMu
JiKapChKUMH 3aco0aMu Ta iHIIi BUAKM B3aEMOIiN»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraTy 3a CTAHOM MallieHTa IMPY OJHOYaCHOMY 3aCTOCYBaHHI
tTepdenaguny Ta GryKoHa3omy y go3si Menine 400 mMr Ha 700y (ouB. po3ninu «[IpoTunoka3aHHSI» Ta
«B3aeMopis 3 iHMMMY JTiKapChbKUMHK 3aco00aMM Ta iHIII BUAM B3aEMOIiii»).

KaHOu003. [ocninxKeHHs IPONeMOHCTPYBaId 3POCTAHHS IOMMKUPEHOCT iH(eKIliH, CIPHUYNHEHHUX
inmmMu Bugamu Candida, kpim C. albicans. BoHM 4acTo € IpUPOAHO CTiiKuMHu (Hampukiapg, C. krusei
ta C. auris) abo IeMOHCTPYIOTh 3HUKEHY YyTNUBICTE no dhiaykoHa3ony (C. glabrata). Taki indexii
MOXKYTb NOTPeOyBaTH anbTepHAaTHBHOI IPOTUTPUOKOBOI Teparii micis HeBpanoro nikyBaHHS. OTxKe,
JiKapsAM, SIKi Mpu3HadaloTh 3acib, peKOMEHOYEThCS BpaXOByBaTH IOMINPEHICTh CTIMKOCTI Pi3HUX
BupiB Candida mo ¢hyKoHa301y.

LonomigcHi peyosuHu. JlikapcbKul 3acid MiCTATh HOMOMiXHY peuoBuHY a30py0in (E122), ska Moxe
CIIPUYUHSTHY alepridyfi peakifil.

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

3a maHuMu 06CepBaliHOTO NOCTIgXKEHHS, iCHY€ MiIBULIEHUN PU3UK CIIOHTAHHOTO abopTy y XKiHOK,
SKi OTpUMYyBau (pIyKOHA30JI IPOTIrOM IIE€PIIOr0 TPUMECTPY BaTriTHOCTI.

IlaHi 110710 KiTbKOX THCSY BaTriTHUX XKiHOK, SKi OTPUMYBaJIHU JIiKyBaHHS (PJIYKOHA30JIOM y
KYMYJIITUBHIN 0031 < 150 Mr y nepuomMy TpuMecTpi, JEMOHCTPYIOTh BiICYTHICTh 3pOCTaHHS
3arasbHOrO PU3UKY Bafi PO3BUTKY IJIONY. B OMHOMY BETMKOMY CIIOCTEPEXKHOMY KOTOPTHOMY
IOCTiIKeHHi IepopaibHe 3aCTOCyBaHHS (DITyKOHA301y B IIePIIOMY TPpUMecTpi 0yJio moB’si3aHe 3
HEBEJIMKNM IIiIBUIIEeHNM PU3UKOM Bafl PO3BUTKY CKeJIeTHO-M S130BO1 CUCTEMH, 110 BifIOBifaE
npubnu3no 1 gomatkoBomy Bumagky Ha 1000 XKiHOK, SIKi OTpUMYyBaid KyMyJIATUBHI 03U < 450 M,
TIOPiBHSHO 3 XKiHKaMM, SIKi OTpUMYyBaIX a30JId MiclieBoi fil, i mpubau3HOo 4 JOJaTKOBUM BUIIAAKaM Ha
1000 xiHOK, gKi OTpUMYyBaIu KyMyJISTHBHI 7031 Oinbie 450 Mr. CKOPpUTOBaHUY BiTHOCHUYN PU3UK
ctaHoBuB 1,29 (95 % [I: 1,05-1,58) mns go3u ¢piaykorHasony 150 mr nepopansao Ta 1,98 (95 % [I:
1,23-3,17) ons gos ¢pnykonazomny Oinbire 450 mr.

[ToBimomusiyiocs IPO YKCIIEHHI BPOAKeHi maTosoril y HOBOHapoOKeHuX (BKJtoYaiouu Opaxinedartiio,
[UCIIIa3iio ByIIHOI paKOBUHU, HaAMipHe 30i/IbIIIeHHS TepefHbOr0 TiM sTYKa, BUKPUBIIEHHS CTETHA,
IIJIeYOIIPOMEHEBUH CHHOCTO3), MaTepi IKUX MpUUMaIl BUCOKi no3u ¢ykoHazomy (400-800 mMr/moby)
IIPOTSITOM IIPUHAWMHI TPbhoX ab0 OifbIlle MicSALiB s JTiIKYBaHHS KOKITUAi0iM03Yy. 3B’ 130K Mixk
3aCTOCYBaHHSM ()IyKOHA30Jly Ta IMMU BUNIaJKaMHi He BU3HAYEHUU.

HocrnigXeHHs Ha TBapUHAX IPONEMOHCTPYBAJIA PEIIPONYKTUBHY TOKCUYHICTE.

[Tepen HaCTAHHSIM BaTiTHOCTI peKOMEHIYETHCS IePiol BUMUBAHHS MPUONMM3HO 1 THXKIOEHB (IO
BifmoBigae 5-6 mepiogaM HamiBBHBeIEeHHS) MiCJIs 3aCTOCYBaHHS OTHOPA30BOl 7031 a60 IPUIHHEHHS
KypCy HiKyBaHHS (OUB.po3ain «PapMaKOKiHETHKA»).



He cnipm 3acTocoByBaT 3BU4akHi 1031 (PIIyKOHA30/1y Ta KOPOTKOTPUBAJI KYPCH JTIKyBaHHS
(bITyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpaliHbOi HeOOXigHOCT.

He cnip 3acTocoByBaTH BUCOKI 03U (hITyKOHA30/y Ta/abo TpuBasi KypcH JIiKyBaHHS (IyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIiIKyBaHHS iH(EKIIiH, 110 MOXKYTh 3arp0KyBaTH XKUTTIO.

T'o0yeaHHA 2pydoo.

®nyKoHa30J1 IPOHUKAE ¥ TPyOHE MOJIOKO Ta [AocATra€ KOHIIEHTpallii mofi0Hol 70 piBHA y Mia3Mi KPOBi
(Ius. po3pnin «PapMakoKiHeTHKa»). 'ogyBaHHs I'PyAN0 MOXKHA IPOAOBXKYBATH IIIC/IA pa30BOro
3aCTOCYBaHHS 3BUYaKHOI 703U (IyKoHa301y, o cTaHoBUTh 150 mr. ['omyBaTu rpyaaio He
PEKOMEHyeThCS IpU 0araTopa3oBoOMy 3aCTOCYBaHHI (IyKoHa301y abo IIpu 3aCTOCyBaHHI BUCOKUX
103 ¢rykoHa3ony CIifl OIHUTY KOPUCTh TPYAHOT0 BUTOOOBYBaHHS [JI PO3BUTKY Ta 3[0POB’SI OUTUHU
i kminiyHy noTpeOy MaTepi y JIikapchbkoMy 3aco0i, a TaK0XK ITOTeHIIiHHI 1006iuHi edeKkTH npenapary
ab0 OCHOBHOT'0 3aXBOPIOBAHHS MaTepi A UTHHU.

depmuabHiCMb.

®yKOoHA301 He BIJIMBAB Ha (DEePTUIIBHICTE CaMIliB Ta CaMOK LIyPiB.

30damuicmsb enaueamu Ha weudKicmob peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwumu mexaHizmamu.

IocmimKeHb BIIUBY JiKapChKOT'0 3aC00y HH(bmoson® Ha 37aTHICTh KepyBaTH aBTOTPAHCIIOPTOM abo
[IPaIfiOBaTH 3 IHIIMMU MeXaHi3MaM{ He IIPOBONUIIHN.

[MarienTiB cnig mpoiHgopMyBaT PO MOXKJIUBICTL PO3BUTKY 3allaMOpPOYeHHs abo CymoM Iif yac
3aCTOCOByBaHHs npenapary Judo30°. IIpd po3BUTKY TaKUX CUMITOMIB HE PEKOMEHIYEThCS
KepyBaT{ aBTOTPAHCIOPTOM abo IIpalfoBaTH 3 iHIIMMH MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.

Io3a ryKoHa30/1y 3aiexXUTh Bif BUAY i TAKKOCTI TprOKOBOI iHdeKIIil. [ GinbIIocTi BUMIaKiB
BariHaJbHOI0 KAHOU03Y LOCTATHLO PA30BOr0 3aCTOCYBaHHS JIiIKaPChKOTO 3aC00y.

[Tpu HeobxigHOCTI 6GaraTopa30BOro 3aCTOCYBaHHS JTIKApPChKOTO 3aco0y IiKyBaHHS iH(eKIiil ciif
IIPOMOBXKYBATH 10 3HUKHEHHS KJTiIHIYHUX Ta 1a00paTOPHUX IIPOSIBiB aKTUBHOCTI 'PUOKOBOI iH(EKIIil.
HepocTaTHS TpuUBasiCTh TiKyBaHHS MOXKE IIPU3BECTH A0 BiTHOBIIEHHS aKTUBHOTO iHGEKILIMHOTO
IIpOLieCy.

Iuo301° 3aCTOCOBYIOThH, 3aJIeXKHO Bifl TiKapChKoi (pOpMH, IePOPaNLHO (Karcynu) abo
BHYTPIITHROBEHHO IIUISXOM iHGY3ii (po3uuH s iHgy3ii). Crocib 3acToCcyBaHHS JTiKapChKOTO
3aco0y 3a7eXuTh Bifl KIiHIYHOr0 CTaHy mallieHTa. Hemae HeobximHOCTI y 3MiHi 1060BOI 103U
JIIKapChKOTo 3aco0y IpX 3MiHi IIJISIXy M0T0 3aCTOCYBaHHS 3 IEPOPAIbHOTO Ha
BHYTPIMIHLOBEHHUY Ta HaBIIaKMU.

Karcynu cnig KoBTaTH IinuMu. [IpuiioM nmikapchbKoro 3aco0y He 3aJeXKUTh Biff IPUMOMY 1XKi.

Llopocai.



Kpunmokokoas.

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaXyBaJlbHa [03a CTaHOBUTH 400 MI y NepIIui qeHb.
[MinTpumyBanbHa mo3a - 200-400 Mr onuH pa3 Ha go0y. TpuBamiCTh MiKyBaHHS 3a3BUYail CTAHOBUTH
moHalmMeHIe 6-8 TuxHiB. [Tpu iHGEKIIiAX, 110 3aTPOKYIOTh KUTTIO, 10O0BY 003y MOXKHA 30iMbIIUTH
mo 800 mr.

- [linTpuMyBasibHa Tepallis OJis ONepeNXXeHHs PeluaUBY KPUIITOKOKOBOIO MEHIHTITY y HAlli€HTIB 3
BHCOKUM PU3UKOM HMOTO PO3BUTKY: PEKOMEH0BaHa [03a JIiKapchKoro 3aco0y craHoBUThL 200 M ofuH
pa3 Ha mo0y mIpoTAToM HEOOMEXKEHOTO0 Yacy.

Kokuyu0dioioos.

- PexomeHgoBaHa fio3a craHoBUTEL 200-400 Mr ofivH pa3 Ha 0o0y. TpuBaliCcTh NiKyBaHHS CTaHOBUTH
11-24 micsri 4u moBIme 3a/ieXkHO Bifl cTaHy narfieHTa. [15 miKyBaHHS Aeskux GopM indexii, a
0CO0IMBO IJIsT JTiIKYBaHHS MEHIHTITy, MOxe OyTH HOIiIbHUM 3acTocyBaHHS no3u 800 mr/moby.

IHBa3usHi kaHOuOo03U.

- HaBanTaxysBanbHa go3a cTaHOBUTH 800 Mr y mepmuii AeHs. [linTpumyBanbHa fgo3a - 400 Mr oguH
pa3 Ha mo0y. 3a3Buuall peKOMeHI0BaHa TPUBAICTD JTiIKyBaHHS KaHOUOEMil CTaHOBUTD 2 TUXKHI MMicis
IepIINX HeTAaTUBHUX Pe3yJbTaTiB TeMOKYIbTYPHU Ta 3HUKHEHHS 03HaK i CUMIITOMIB KaHOUOEMil.

KaHoudo3 causzosux 06010HOK.

- Kanaunos poTornoTky: HaBaHTaxKyBajlbHa [03a cTaHOBUTH 200-400 Mr y mepiiuii feHb,
nigTpuMyBanbHa fo3a - 100-200 mr ogus pa3 Ha goOy. TpuBamicTh TiKyBaHHS CTaHOBUTH 7-21 meHBb
(mo mocsirHeHHsI peMicii), aje Moxe OyTu 30i/bIlIeHa I MaIliEHTIB i3 TIXKKUM
iMyHOmEDIITUTOM.

- KaHaumos cTpaBoXony: HaBaHTaXKyBallbHa [03a CTaHOBUTH 200-400 Mr y nmepiiuy geHb,
nigTpuMyBanbHa go3a - 100-200 mMr oguH pa3 Ha mo0y. TpuBamicTsk nikyBaHHS cTaHOBUTEL 14-30 mHIB
(mo mocsirHeHHS peMicii), ane Moxe OyTu 30inbllIeHa AJIS MAIli€HTIB i3 TAKKUM iMyHOmEDIIIUTOM.

- Kaugunypis: pekoMeHnoBaHa no3a ctaHoBUTh 200-400 Mr oguH pa3 Ha mo0y mpoTsarom 7-21 OHIB.
[ 7151 aIlieHTiB i3 TAXKKUM iMyHOIeIIUTOM TPUBAIICTh JIiIKyBaHHS MOXKHA 30iIbIINTH.

- Xponiunu#t aTpodivyHMit KaHAUI03: PEKOMeHI0BaHa 403a CTaHOBUTH 50 MI' oouH pa3 Ha J00y
npoTarom 14 mHiB.

- XpoHiyHUY KaHOUOO03 MIKipK Ta CIM30BUX 000JIOHOK: PpEKOMEHI0BaHa f03a CTaHOBUTH 50-100 Mr
OJ¥H pa3 Ha mo0y. TpuBaicTh NiKyBaHHS CTAHOBUTH 10 28 [HIB, ane MoxKe OyTH 36ibIleHa 3a1eKHO
Bifl TSKKOCTI Ta BUAY iHGeKIil abo 3HUKEHHS iMyHITeTY.

ITonepedaceHHs peyudusy KaHOudo3y cau3osux 06010HOK y nayieHmia 3 BIJI, aki maomb sucokutl
PU3UK U020 PO3BUMKY).

- KaHOumos3 poTorioTky, KaHAuA03 CTPaBOXOy: peKoMeHioBaHa fo3a cTaHoBUTh 100-200 mr ogus
pas3 Ha 106y a6o 200 mMr 3 pasu Ha TUKMIEHb. TPUBAJIiCTh JIIKyBaHHSA € HEOOMekKeHO0 [T
[alll€HTIB i3 IPUTHIYEHUM IMyHITETOM.

ITpoginakmuka kaHOUOO3HUX TH(peKUil Yy nauieHmia i3 mpusa/0t HeumponeHier.



- PekomenmgoBaHa mo3a craHoBUTh 200-400 Mr omuH pa3 Ha goOy. JIiKyBaHHS CJIifi PO3MOYMHATH 3a
Ki/lbKa JHIB IO 049iKyBaHOT'0 PO3BUTKY HEUTPOIIEHil Ta IPONOBXKYBATH IPOTATOM 7 OHIB HiCIA
MigBUIIEHHS KiTbKOCTI HEUTPOPiNiB moHA 1000/mm°.

TI'enimaavHi KaHOUOO3U.

- TocTpuii BariHambHUE KaHOUI03, KAHOUIO3HUY OalaHiT: peKOMeHI0OBaHa q03a CTAHOBUTH 150 Mr
pas3oBo.

- JlikyBaHHS Ta mpodilakTKa pelUIUBHUX BariHaTbHUX KaHAUI03iB (4 abo Oinblle BUNAMKIB Ha PiK):
pekomMeHoBaHa f03a cTaHoBuTh 150 Mr 1 pa3 Ha 3 gHi. Beworo cmig 3actocyBatu 3 1o3u (1 meHs,

4 nens Ta 7 geHs). Ilicns UbOTO CHIif 3aCTOCOBYBATH MiATpUMyBanbHy H03y 150 Mr 1 pa3 Ha TUXOEHb
IIPOTSATOM 6 MIiCSIIiB.

Iepmamomikosu.

- Miko3 cTom, MiKO3 rJ1afiKol IKipH, TaX0BUX OepMaTOMiK03, KaHOUOO03Hi iHbeKil WKipu:
peKoMeHoBaHa fo3a ctaHoBUTh 150 Mr 1 pa3 Ha TuXAeHb ab6o 50 Mr 1 pa3 Ha go0y.
TpuBaicTh JTiKyBaHHS CTAHOBUTH 2-4 TUXKHI. JIIKyBaHHS MIKO3y CTOIl MOXK€e TPUBATH [0
6 TUXKHIB.

- PisHOOapBHUY nTuIIai: peKoMeHaoBaHa fo3a cTaHoBUTh 300-400 mr 1 pa3 Ha TUXOEHb IPOTSATOM
1-3 TuxHiB a60 50 Mr Ha 700y MPOTATOM 2-4 TUXKHIB.

- lepMaTodiTHUI OHIXOMIKO3: peKOMeHI0BaHa fio3a cTaHoBUTh 150 Mr 1 pa3 Ha TuXKOeHb. JIiKyBaHHS
CJIi[l TPOOBKYBATH [OTH, NOKH iHGiKOBaHUY HIroTh He Oyne 3MiHEHO 3M0pPoBUM. [ BiIpOoCTaHHS
3[0POBUX HITTiB Ha pyKax Ta Ha BEJIMKUX MaibLgX Hir 3a3BU4ail HeoOXimHO

3-6 MicsmiB Ta 6-12 MicsuiB BigmoBigHo. OfHAK IIBAOKICTh POCTY HITrTiB y MalliEHTIB MOXKe OyTH
Pi3HOI0 Ta 3anexkartu Bif Biky. [licig yCcHinIHOTO MiKyBaHHS TPHBa/INX XPOHIUHUX iHbeKIiN hopMa
HITTS iHOMi 3a/IUINTAaETHCS 3MIHEHOIO.

ITauieHmu AiMHb020 BIKY.

o3y HeoOXimHO migOupaTH 3aIeXKHO Bil cTaHy QYHKIiH HUPOK (OuB. migpo3min «IlamieHTn 3
HHAPKOBOIO HEIOCTATHICTIO» HUXKYE).

IMauieHmMu 3 HUPKOBOI HEO0CMAMHiCcmio.

Iudmo301° BUBOAUTHECS 3 OPraHi3My IIepeBaxkHO 3 cedelo y He3MiHeHoMy BUTJIsAAi. [Ipy pa3oBoMy
3aCTOCYBaHHi KOPUTYBATH 03y (IyKOHA301y He MoTpidHo. [TamieHTaM (BK/II04Ya4u OiTei) i3
TIOPYILIEHHAM QYHKILI HUPOK IIpU HeoOXiqHOCTi 6araTopa3oBOro 3aCTOCYyBaHHS JIIKapChKOTO 3aC00y Y
IIepIIny OeHb JIIKyBaHHS CJIil 3aCTOCOBYBATHU I1I0YATKOBY 403y

50-400 Mr 3ayexkHO Bif moka3aHHs. [licis 1poro 1060By 003y (3a/Ie3KHO Bifl TOKa3aHHS) CIIif
PO3paxoByBaTH BiATIOBITHO [0 TaONUIll HUXKYE:

K 1ipeHc KpeamuHiHy (mMa/x8) Biocomok 810 pekomMeH008aHOI 003U
> 50 100 %

< 50 (6e3 remopianisy) 50 %

['eMmomiani3 100 % micrst KOXXHOro reMofiani3y

[MauieHTy, siki nepeOyBalOTh Ha PeTyAsIpPHOMY remogianisi, mosuHHi orpuMmyBaTt 100 %
PEKOMEeHI0BaHOI HO3M IiCJIs KOXKHOI0 reMofiianidy. Y neHb, KO Oiali3 He MPOBOAUTLCS, MAIliEHT



IIOBMHEH OTPUMYBATHU OO3Y, BiI[KOpI/Il"OBaHy 3aIeXKHO Bif KnipeHcy eraTI/IHiHy.

INauieHmu 3 nopyweHHAM PVHKUIU NeYiHKU.

®nyKoHA3071 CIIifl 3aCTOCOBYBaTH 3 00€PEeKHICTIO MallieHTaM i3 MOpyIIeHHAMU QYHKIIiHM IeYiHKH,
OCKiJIbKY iH(popMallil o0 3acToCyBaHHS (IYKOHA30I1y I1Iil KaTeropii majieHTiB HeJOCTaTHLO (IUB.
po3minu «OcobauBOCTI 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).

imu.
He crig mepeBuilyBaT MaKCcuMalbHy 1060By m03y 400 Mmr.

4K i npu aHaNMOTiYHMX iHPEKIigX y JOPOCIUX, TPUBAJICTE JIiKyBaHHS 3a71€XKUTh Bif KJIiHIYHOI Ta
Mikoorigsoi Bigmosiai. Judmo3on® 3acTocoByoTs 1 pa3 Ha mo0y.

Io3yBaHHS ITiKapchKOro 3aco0y mis miTei i3 mopyieHHSIM QYHKIIM HUPOK HaBeleHO y Mifpo3misni
«I]allieHTH 3 HUPKOBOIO HEMOCTATHICTION.

dapMakokiHeTHKa (IyKOHA30Jly He JOCTiAKyBanacs y OiTed i3 HUPKOBOI HEJOCTaTHICTIO.
Iimu sixom 8i0 12 pokis.

3asiexHo Biff Macu Tila Ta my0epTaTHOTO PO3BUTKY JIiKapIO CJIif OI[IHUTH, SKa [03a JIiIKapChKOT0
3aco0y (st MOPOCTIUX UM IJIs [MiTel) € OITUMAJIbHOIO i manienTa. Kniniuni mani cBiguats mpo Te,
IO y [AiTeH KiipeHC (HIyKOHA30Jy € BUIIUM IIOPiBHAHO 3 AOPOCIUMHU. 3acTocyBaHHs o3 100, 200 ta
400 Mr gopocnuM Ta 03 3, 6 Ta 12 Mr/Kr oguH pa3 Ha f00y miTIM IPU3BOAUTH [0 JOCATHEHHS
CIIiBCTaABHOI CUCTEMHOI €KCIIO3MUIIil.

EdexTuBHiCcTh Ta Oe3meKa 3aCTOCYBaHHS JIiIKapChbKOro 3aco0y [AJis JIiKyBaHHS I'eHiTaTbHUX
KaHIMUO03iB y [IiTel He BCTaHOBINeHi. HasiBHA Ha ChOTONHIIIHIM IeHb iH(popMallis HaBeieHa Y po3mini
«[Tobiuni peakuii». fKIo icHye HaranbHa MoTpeba 3acTOCyBaHHS JIIKaPChKOTO 3aco0y miftiTkaM
(BikoM Bif 12 mo 17 pokiB), C/Iif 3aCTOCOBYBaTH 3BUYAKHI IO3U OIS HOPOCIIUX.

Iimu sixom 8i0 5 do 11 poxkis.

Kanmunosu cnu3o0Bux 000JI0HOK: ITOYATKOBA [103a CTAHOBUTEL 6 MI/Kr/mo0y, migTpuMyBasibHa g03a -
3 Mr/kr/mo0y. [TouaTKOBY 03y MOXKHA 3aCTOCOBYBATH B IEPILIUH NEHb 3 METOI0 OiJIbII IIBUIKOTO
OOCSTHEHHS PiBHOBAXKHOI KOHIIEHTpPAIIil.

[HBa3WBHI KaHAUI03H, KPUIITOKOKOBHUYM MEHIHTIT: J03a TiKapChKOro 3aco0y CTaHOBUTH 6-12 MI/KT
OIMH pa3 Ha mo0y 3a/1exKHO Bifl CTYIEHS TSIKKOCTi 3aXBOPIOBAHHS.

[ligTpuMyBaibHa Tepamis [Jid NollepenXKeHHsl PeLUIUBY KPUIITOKOKOBOT'O MEHIHTITY y HOiTeH i3
BHCOKMM PU3UKOM HMOT0 PO3BUTKY: [03a JTiIKAPCHKOTO 3aC00y CTAHOBUTH 6 MT/KI OOMH pa3 Ha [00y
3aJ1eXKHO Bifi CTyIIeHs TAXKKOCTi 3aXBOPIOBAHHS.

[TpodinakTvKa KaHAUIO3IB Y MallieHTiB 3 iMyHOmeiluTOM: M03a JTiKapChKOTo 3ac00y CTAHOBUTD
3-12 Mr/KT OfiMH pa3 Ha Ho0y 3ajie’kKHO Bifi BUPaXKEeHOCTi Ta TPUBAJIOCTI iHAYKOBaHOI HEMTPOIIEeHil
(muB. §O3U OJIS MOPOCIIHUX).

Himu.



3aCcTOCOBYBATH JTiKapChKu 3aci® y ¢hopmi Karicyr I1ift KaTeropil namieHTiB MOXKHa TOMi, KOJIU [iTH
3maTHi 6€3MeYHO TPOKOBTHYTH KAICYy, 10 3a3BUYail € MOXKJIMBUM Y Billi Bifi 5 POKiB (OUB. po3min
«Croci6 3acTOCYyBaHHS Ta HO3U»).

ITepedo3yeaHHs.

OTprMaHO NOBiAOMJIEHHS IIPO Iepefio3yBaHHs (IYKOHA30JIy; OGHOYACHO ITOBIAOMIISIIOCS
IIPO TaII0IKHAIl Ta TapaHO1abHy OBEAIHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO ITPOBECTH CHMIITOMaTUYHY MigTPUMYBaJIbHYy Tepallilo Ta y pasi
HeoOXiIHOCTI TPOMUTH IITYHOK. OJTyKOHA30JI 3HAaYHOIO MipOI0 EKCKPETYETHLCA 3 ceuelo; (popCoOBaHUM
Iiype3 MoXke IPUCKOPUTHU BUBeIEeHH npenapatry. CeaHC reMopiaidy TPpUBaIICTIO 3 TOOUHYU 3HUXKYE
piBeHb GIyKOHA301y y I1a3Mi KpoBi mpubau3no Ha 50 %.

ITo6iuni peakuii.

Pesiome npodinio 6e3meyHocCTi

Y 3B’513Ky 3 JIiKyBaHHAM (TyKOHA30JI0M MOBiIOMJIANIOCS IPO MEeIUKaMEeHTO3HY peaklliio 3
eo3uHodiniero i cucremaumu npossBamu (DRESS-curgpom) (muB. po3min «Oco6auBOCTi
3aCTOCYBaHHS»).

Hattyacrime noBigoMsiocs mpo Taki moOiuHi peakii: ronoBHUM 6inb, 6inb y YepeBHiN TOPOXKHUHI,
miapesi, HymoTa, 67T0BaHHS, IMiIBUILIEHHS PiBHS alaHiHaMmiHoTpaHcdepasu (AJIT), migBullleHHS PiBHS
acnaprataMiHoTpaHcdepasu (ACT), mipBuIeHHS piBHSA TyKHOI pocdaTasu KpoBi, BUCUIIaHHS.

II71s1 OITiIHKY YaCTOTH BUHUKHEHHS MOOIYHUX pPeaklliii BUKOPUCTOBYIOTh TaKy Kitacudikarrito:
nyxe 4dacto (=1/10), gacto (Big =1/100 go <1/10), HewacTo (Big =1/1000 mo <1/100), pigko
(Bim =1/10000 mo <1/1000), myxe pigko (<1/10000), wacToTa HeBimoMa (HEMOKIIUBO
OLIIHUTH Ha IigCTaBi HAIBHUX OAHUX).

3 boky cucmemu Kposi ma AiMpamuyHoi cucmemu.

HeuacTo: aHemMis.

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

Pigko: aHadinakcis.

MemaboaiuHi ma asimeHmapHi po3aadu.

HeuacTo: 3HMXEHHS alleTUTy.

Pigxo: rimepxonecTepuHeMis, TiMepTPUTIILEPUAEMis, TiTOKaTieMis.

IIcuxiyHi nOpyweHHA.



HeuacTo: 6€3COHHS, COHIUBICTB.

3 boky Hepeogoi cucmemu.

YacTo: ronoBHuM Oinb.

Heuacto: cymoMu, napecTesis, 3al1aMOpPO4Y€eHH s, IOPYLIEHHS CMaKy.
Pigxo: Tpemop.

3 60Ky opaaHis cayxy ma eecmubya5ipHO20 anapamy.

Heuacto: BepTuro.

3 boky cepus.

Pigko: mapokcu3MaibHa LIIYHOYKOBA TaXikKapid TUIY «IipyeT», IOOOoBXeHHs iHTepBany QT
(muB. po3min «OcoBIUBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOBO20 MPAKMY.

YacTo: 0inb y YepeBHilN IOPOXKHUHI, HY[OTa, Aiapes, OJI0BaHHS.
HeuacTo: 3anop, gucmerncis, MeTeopusM, CyXiCTb ¥ POTI.
I'enamobiaiapHi po3aadu.

YacrTo: migBullleHHS PiBHA alaHiHaMiHOTpaHchepas3u (AJIT), migBulleHHS piBHA
acnaprataminoTpancdepasu (ACT), migBullleHHS pPiBHA NyXKHOI ocdaTa3u (OUB. PO
«Oc0obIMBOCTi 3aCTOCYBAHHS»).

HeuacTo: xomecTa3, JKOBTSIHUIA, MiBUILIEHHS piBHS OinipyOiny (muB. po3min «OcobnuBoCTi
3aCTOCYBAHHS»).

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHAN HEKPO3, TeMaTUTH, TeaToleoIsIpHe
ypaxeHHs (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

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

HeuacTo: MemuKaMeHTO3HUM OepMaTuT (BKIII04aouu ¢GiKCOBaHUN MeIUKAMEHTO3HUM MePMaTuT),
KPOIIKB’sTHKA, CBepOixXK, MifiBUIlleHe TIOTOBUOiNIEHHS (IUB. po3Hin «OCco6IUBOCTI 3aCTOCYBaHHS»).

Pimko: TOKCMYHUM emigepMalIbHUN HEKPOIi3, CMHHAPOM CTiBeHca-/I2KOHCOHA, TOCTPHUH
reHepasi3oBaHUM €K3aHTeMaTO3HUU MIyCTY/Ib03, eKC(HOTiaTUBHUY IePMaTUT, aHTi0HEBPOTUYHUU
HaOpsK, HaOpsgK o6nuyuds, anomnenis (AUB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

HeBimoMo: MegrKaMeHTO3Ha peakllisd 3 eo3uHodinieo i cucteMuuMu nposiBaMu (DRESS-cunmpom).
3 60Ky onopHO-pyx08020 anapamy ma cnoay4Hoi MKaHuHU.

Heuacto: Mmianris.



3azanvHi po3aadu ma peakuii y micui eBe0eHHA.
Heuacro: mifBsuiieHa BTOMJIIOBaHICTh, HE3MYKaHHS, aCTeHis, rapsadka.
Himu.

YacToTa Ta XapakTep noGiYHUX peakIlil i BigxuieHs Big HOPMU Pe3yIbTaTiB 1ab0pPaTOPHUX
aHaJli3iB y X0[i KJIiHIYHUX OOCIIAXKEHb 3a YYacCTO OiTell CIiBCTaBHI 3 TAKUMU Y JOPOCIIUX.

38imysaHHs npo nido3posaHi nobiyuHi peakuii.

3BiTyBaHHS MPO Iif03pIoBaHi MOGiYHI peakIlil micis peecTpaliil 1iKapchbkoro 3acoby mMae
BaXJIMBe 3Ha4YeHHs. Lle mae 3Mory mpoBoauTH O6e3mepepBHUN MOHITOPUHT CITiBBiIHOLIEHHS
MiK KOPHCTIO i pu3uKaMHu, 0B I3aHUMHU i3 3aCTOCYBaHHSIM IIbOTO JTiKapChKOT0 3ac00y.
MepuyHUX IIPaliBHUKIB IPOCSATH 3BiTyBaTH 1po Oyab-sAKi mimo3pioBaHi mobiuHi peakiril
BIIMOBIAHO O BUMOT MICLIEBOTO 3aKOHOaBCTBaA.

Tepmin npudamuocmi. 4 POKHU.

YmoBH 30epiranns.

30epiraTtu B OpuriHaabHi{ yIaKOBIi IpU TeMIepaTypi He Buiile 25 2C.

30epiratu y HeJOCTYIIHOMY OJIS1 OiTel MiCIi.

VYnakoBka.
Karncynu mo 50 mr, o 7 Kamcyn y 6micrtepi, 1 6micTep y mayiri.

Karncynu mo 100 mr, mo 7 xamcyn y O6mictepi, 1 6mictep y mauiri.

Kareropis Bigmycky.

3a penenToM.

BupoOHUK.

[TAT «KuiBMenmpemnapar».

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOr0 aJpeca MicCIisi IPOBaAKeHHsI Tis/IbHOCTI.



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



