IHCTPYKIIA

IJISI METUYIHOT 0 3aCTOCYBaHHSA JIIKapChKOT0 3aC00y

IU®ITI0301°

(DIFLUZOL")

Cknao:

Oitoua pevosuHa: GIyKOHA30JT;

1 kancyna MicTuth GrIyKoHa301y, y nepepaxyBaHHi Ha 100 % pedoBuny 150 Mr;
donoMidcHi peyosuHu: KaJIbIlil0 CTeapaT, HaTPil0 KPOXMalbITiKOAAT (TUIl A);

ck1a0 060/0HKU Kancyau: XKeaTuH, maTteHToBaHuu cuHiu V (E131), xiHomiHoBu xk0BTUM (E
104), tutany giokcug (E 171).

JIikapcbka ¢opma. Kancynu.

OcHosHi (pizuko-ximiuHi 81acmugocmi: TBEPHi xKenaTuHOBI Kamcynu Ne 1, Kopmyc 6ipi030Boro
KOJIbOPY, KPHUILIKa 3€JIEHOT0 KOJIbOpY.

BwmicT kamcyn - nopoinok 6inoro a6o Maiixke 6inoro Konbopy, 6e3 3amaxy.

dapMakoTepaneBTHYHA rpymna. [IpoturpubKoBi 3aco0u I CUCTEMHOTO 3acTOCyBaHHSs. [ToxigHi
Tpua3soiy. Kog ATX JO2A CO1.

dPapmakono2iuHi e1acmueocmi.
dapmakoOuHamika.

MexaHi3Mm mil.

O1yKOHa3011 € TPOTUTPUOKOBKAM 3aC000M Kilacy Tpua3o0iB. [[epBUHHUM MeXaHi3MOM HOT0 Ail
€ MIpUTHiYeHHS rpubKoBoro 14-anmbda-1aHoCTEPON-OEMETHITIOBAHHS, OIIOCEPENKOBAaHOTO
1uToxpomMoM P450, 1110 € HeBin'eMHUM eTanoM 6i0CHHTE3y IPHOKOBOTO €ProCTePoIy.



Akymynaiisa 14-anbda-MeTUI-CTEPOIIIB KOPETIOE 3 ITOABIIOI BTPATO €ProcTePoIy
MeMOpaHOo10 IPUOKOBOI KIIITMHY Ta MOXKe BifTIOBiaTH 3a TPOTUTPUOKOBY aKTUBHICTD
bnykoHazony. ®yKoHa3071 € OiNblll CeIEKTUBHUM [0 I'PUOKOBUX (EPMEHTIB IIUTOXPOMY
P450, HiX 1m0 pi3HUX cucreM ¢pepMeHTiB uToxpomy P450 ccaBiiiB.

3acTocyBaHHS QIyKOHa307y y mo3i 50 Mr Ha moOy mpoTsaroMm 28 OHIB He BIJTUBAE HA PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb eHOOTeHHUX CTEPOIMiB ¥ KiHOK
penponyKTUBHOTO Biky. ®nykoHazon y no3i 200-400 Mr Ha mo6y He MPOSsIBIISE KITiHIYHO 3HAYYI[OTO
BIIJIUBY Ha PiBeHb €HAOTeHHUX CTEPOifiB ab0 Ha BigMOBib Ha CTUMYJISLII0 aqPEeHOKOPTHKOTPOIIHOTO
ropmony (AKTT) y 3mopoBux m0OpPOBOJIBIIIB YOIOBIYOl CTAT.

HocmimKeHHS B3aEMOIii 3 aHTUITIPUHOM TIPOIEMOHCTPYBaIH, 110 3acTocyBaHHA 50 Mr (IyKOHA3011y
pa3oBo uu 6araTopa3oBO He BIINIMBA€ Ha MeTab0/1i3M aHTUIIIPUHY.

YyTauBiCTh in vitro.

®IyKOHA3071 in Vitro [eMOHCTPYE MPOTUTPUOKOBY aKTUBHICTb CTOCOBHO KITiHIYHO MOIMIKUPEHUX
BufiB Candida (Bknroyatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
OEMOHCTPYE 3HUKEHY UYyTIUBICTh [0 PrnyKoHa3ony, a C. krusei Ta C. auris € CTIUKUMH [0
dbrykoHa3ony. MiHiManbHi iHTi0yi04i KOHIIEHTpAIlii Ta emigeMionoriyHe MOporose 3HA4YeHHS
arigao EUCAST (ECOFF) gnsa ¢nykona3ony ctocoBHO C. guilliermondii BuILi, HiXK CTOCOBHO
C. albicans.

Takox QyKoHa30: in vitro [eMOHCTPY€E aKTUBHICTH K poTu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i IpoTH eHOeMiUHUX IUTiCHABUX I'pubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum Tta Paracoccidioides brasiliensis.

B3aeM03B’930K hapMaKOKiHeTUYHHUX i hapMaKOOIUHAMIYHUX BIaCTUBOCTEH.

BiAmoBigHO [0 pe3ysbTaTiB NOCIIAXKEHb Ha TBapUHAaX, ICHYE KOPEeJIaLia MiX MiHIMaIbHO0
iHTi0y1040I0 KOHILIEHTPAIl€0 Ta e(EeKTUBHICTIO IPOTU €KCIIePUMEHTAIbHUX MOfieNiel MiKO03iB,
crnpuunHeHux BugamMu Candida. BigmoBigHO [0 pe3ynbTaTiB KIIHIYHUX JOCTiAKEHb, iCHYE
niHiHa 3anexkHicTh Mik AUC Ta go3ot ¢prnykonasony (mpubnausso 1:1). Takox icHye
IPSIMUY, ajle HemocTaTHil 3B'130K MiK AUC a60 03010 Ta IIO3UTUBHOIO KIIiHIYHOIO
BiATIOBiAf0 Ha JIIKyBaHHS OpPajibHOT0 KaHOUO03Y Ta MEHIIIOI0 Mipoi0 - KaHAUAEMil.
AHasoriyHo JTiKyBaHHS iH(QEKIiM, CIPUYNHEHUX IITaMaMy, A0 AKUX (HIIYKOHA30JI JEMOHCTPYE
BUCOKY MiHiMasnbHy iHTi0yl04Yy KOHIIEHTpAallil0, € MEeHIII 3a[I0BiTbHUM.

MexaHi3M Pe3UCTEHTHOCTI.

Mikpoopraniamu poay Candida 0eMOHCTPYIOTh YUCIEHHI MeXaHi3MU Pe3UCTEHTHOCTI 10
a30JIbHUX IPOTUTPHUOKOBUX 3ac00iB. O1TyKOHA30/ IeMOHCTPYE BUCOKY MiHiMasnbHY iHTiOy0uy
KOHIIEHTpAIIil0 TPOTH ITaMiB IrpubiB, sIKi MaloTh omuH abo0 Ginbie MexaHi3MiB
PE3UCTEHTHOCTI, 1[0 HETaTUBHO BIIJIUBAE Ha e(PEeKTUBHICTD in Vivo Ta B KITiHIYHIN MPaKTHUII.

Y 3a3Buyail yyTnusux BuniB Candida HaM4acTiIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B
SKOMY 3aflisHi LiTboBi (hepMEHTH a30JIiB, BiiMOBigaibHi 3a 0i0CMHTE3 eProCTEPOITy.
Pe3ucTeHTHICTh MOXe OyTH 00yMOBIIEHa MYTalliIMU, IOCUJIEHHSIM ITPOAYKIIii pepMeHTy,
MexaHi3MaMu e(dIIOKCY mpernapaTy abo poO3BUTKOM KOMIIEHCATOPHUX LISAXIB.



[ToBimoMmnsamnocs npo cynepindexkuii Candida spp., cipuduHeHi inmumu HiXx C. albicans
BUJAMH, IJ0 YaCTO MaloTh 3HUKeHY uyTnuBicTs (C. glabrata) abo € criikumu (Hanpuknag, C.
krusei, C. auris) no ¢nykoHa3o0my. [ miKyBaHHS TaKuX iHMEKIIiX C/Ii 3aCTOCOBYBaTH
albTePHATUBHI TPOTUTPUOKOBI 3aco0K. MexaHi3Mu Pe3UCTEHTHOCTI Ile He [0 KiHIs BUBYEHI
B IeSKUX MPUPOJHO CTiMKuX (C. krusei) abo HoBux (C. auris) BumiB Candida.

KonTponbHi Touky EUCAST (€BPOIENChbKOr0 KOMITETY 3 OOCHIOXKeHb YYTIUBOCTI J0
QHTHUMIKPOOHMX 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
aHTUMiKpOOHUX 3ac06iB, [TpoTUrpuOKOBi 3aco0u, TaOAMITi KOHTPOILHUX TOYOK IS iHTEepIpeTarltii

MIK, Bepcis 10.0, HabyB yurHOCTI 04.02.2020 p.). Boru 6ynu po3mofineHi Ha KOHTPOJIbHI TOYKH, IO
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.

[TpoTurpubKoBUH|KOHTPOIBHI TOUKH, ITOB’SI3aHi i3 MIEBHUM BUIOM, KOHTPONBHI TOYKH,
3acio S</R>ywmr/n He [I0B’'s13aHi 3
[IeBHUM BUIOM,"
S</R>ywmr/n

Candida |Candida Candida Candida|Candida  |Candida
albicans [dubliniensis|glabrata krusei |parapsilosis|tropicals

dyKoHa307 2/4 2/4 0,001*/16 2/4 2/4 2/4

S wyTnuBuY;
R pesucrenTHU;

® KOHTPOJIBHI TOYKH, ITI0 He ITOB’s3aHi i3 MeBHUM BHOOM, SKi OiJIbIIIO0 Mipoi0 BU3HAYAIKMCS Ha OCHOBI
dbapmakokiHeTuuHOI/papMakomrHaMiyHOI iHpopMaliii i He 3ayexKaTh Bif PO3MOAiNy Ha ITeBHI BUAM 3a
MiHiMaIbHOIO iHTiI0yI04O0I0 KOHIIeHTpalli€l0. BOHU HOCTiAXKyBaIuCh Nullle y MiKpOOpraHi3MiB, y SKUX
He icHye crelnudiyHOl KOHTPOIbHOI TOUKH;

-- OCTIiAKeHHS YyTIUBOCTI He peKOMEeH0BaHi, OCKiJIbKY JaHUYU BUJ He € METOI0 JIiIKapChKOl Teparii;

* Yci noka3uuku C. glabrata B kateropii I. MIK mpotu C. glabrata cnif oLiHIOBaTH SK Pe3UCTEHTHI,
KOJIX BOHM IepeBuIlyioTh 16 mMr/n. Kateropia gytnusocTi (< 0,001 Mr/in) BUKOPHUCTOBYETHCS JIUILIE
a1 3anobiraHHsg IOMUIKOBOL Knacudikarii mramis I gk mtamis S. [ - 9yTnusuil 3a yMoBU
MigBUIIEHOI eKCII03UIlii: MiKpOOPraHi3M HaJIeXKUTh N0 KaTeropil «4yTIUBUYM 3a YMOBHU ITiIBUIIIEHO]
€KCIIO3UIIil» y pa3i, KoM iCHy€e BUCOKa UMOBIPHICTh TEPAIEBTUYHOTO YCIiXy, OCKIJIBKM €KCIO3UIis
npemnapary Oysa 36inbIleHa 3a paXyHOK KOPEKIIil pekuMy No3yBaHHS ab0 #oro KOHIIeHTpalii y
BOTHHUII iHDeKIil.

dapmakoKiHemuka.


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

dapMaKOKiHETUYHI BIIaCTUBOCTI (GIyKOHA30JTy € MOAiOHMMHU IPY BHYTPIITHEOBEHHOMY i
IIepopabHOMY 3aCTOCYBaHHI.

AGcopOitis.

®yKoHa301 00pe BCMOKTYEThCS MPU ITePOpaibHOMY 3aCTOCYBaHHi, a piBeHb JIiKapChKOTO
3aco0y y ma3Mmi KpoBi i cuctemMHa 0iofoCcTynHicTh nepeBuiyoTh 90 % piBHSA QIyKOHA30MIy y
TI71a3Mi KPOBi, III0 IOCATAETHCS IIPU BHYTPIIITHLOBEHHOMY BBEIE€HHI JTiIKapCchKOTO0 3aco0y.
OpHouyacHe BXKUBaHHS 1XKi He BIIJIMBA€E Ha BCMOKTYBaHHS JIiIKapChKOT'0 3aC00y MpX MOT0
IIepopajbHOMY 3acTocyBaHHI. [TikoBa KOHIIEHTpALlis V [1JIa3Mi KPOBI fOCATAETLCS Yepes
0,5-1,5 roguHu micnsg nIpuKoMy JTiKapchbKoro 3aco0y HaTileceplile. KoHIeHTpallis npemnapaty
y Iy1a3Mi KpoBi mpomopiiiina no3i. PiBHoBaxkHa 90 % KOHIIEHTpallis focaraeThcs Ha 4-5 noly
JiKyBaHHS IpenapaToM Ipu 0araTopa3oBOMY 3aCTOCYBaHHI OfiMH pa3 Ha mo0y. PiBHOBaxkHa
KOHIleHTpalisa Ha piBHiI 90 % mocsAraeTbcs Ha OPYTUM [eHb JIIKYBaHHA IPU 3aCTOCYBaHHI y
TepIIui IeHb HaBaHTaXyBaIbHOI JO3H, 0 BABiYi mepeBUIly€e 3BUYaiHy 000BY [03Y.

Posmogin.

O06’eM po3mopiny TpuOIN3HO NOPiBHIOE 3aralbHOMY BMICTY PifMHU B OpraHi3Mi. 3B’s3yBaHHS
3 Oinkamu mma3Mu KpoBi Hu3beKe (11-12 %).

®nykoHa3011 fobpe IPOHUKAE B YCi MOCTiIXKYyBaHi pifvuHuU opraHi3aMy. PiBeHb GyKOHA307y Y
CJIMHI Ta MOKPOTHHHI € MOAiOHUM [0 KOHIIEHTPallii JTiKkapchKOro 3aco0y y mua3Mi KpoBi. ¥
TIAIliEHTIB, XBOPUX Ha I'PUOKOBUY MEHIHTIT, piBeHb (HIYKOHA30/Iy ¥ CHMHHOMO3KOBIiH piguHi
nocsirae 80 % KOHIIeHTpallil y Ija3Mi KpoBi.

Bucoxki KoHIleHTpalii (IyKOHa30/1y y WIKipi, 110 TepeBUILyI0Th CHPOBATKOBI, JOCATAIOTHCS Y
porosoMmy api, emigepmici, gepMi Ta oTi. PJIyKOHA30JI HAKOIIUYYETHCS Y POrOBOMY IIapi.
[Ipu 3acTocyBanHi mo3u 50 Mr 1 pa3 Ha o0y KOHIeHTpallis GryKoHa3omy micas 12 gHiB
JIIKyBaHHS CTAHOBUJIA 73 MKT/T, a yepe3 7 [OHIB IiC/s 3aBePILEHHS JIiKyBaHHS KOHIIEHTpallis
BCe e cTaHOBUIIA 5,8 MKr/T. Ilpu 3acTtocyBaHrHi fo3u 150 Mr 1 pa3 Ha TUXKIEeHb
KOHIIeHTpallig (hIyKoHa30Jy Ha 7 OeHb JIiKyBaHHS CTaHOBUIA 23,4 MKI/T; yepe3 7 OHIB micis
3aCTOCYBaHHS HACTYIIHOI 03U KOHIIEHTPAIlisl BCe Ie cTaHoBUMa 7,1 MKI/T.

KonneHTpatia ¢payKoHa30Jy B HIrTax micns 4 micsaniB 3actocyBanHg 150 mr 1 pa3 Ha
THUXKMEHb cTaHOBUIA 4,05 MKT/T y 300poBUX H0OPOBOIBIIB Ta 1,8 MKT/T pu 3aXBOPIOBAaHHSAX
HIirTiB; (pJIyKOHA30JI BU3HAYaBCS ¥ 3pa3Kax HIrTiB yepe3 6 MiCSAIIiB IMiC/Is 3aBepPIIeHHS
Teparril.

BioTpancdopMmarris.

®nykoHa3051 MeTab0JTi3yeThCS HE3HAYHOIO Mipoto. IIpu BBeieHHi J03u, MiyeHO1
pafgioakTUBHUMY i30Tonamy, nuuie 11 % (hriykoHa30/1y eKCKPETYEThCA 3 Ce4el0 Y 3MIHEHOMY
Burnsami. ®ykoHason € cenektuBHuM iHTiIOiTOpOM i30epmenTiB CYP2C9 ta CYP3A4, a Takox
OTYKHHUM iHTi0iTopoM i30pepmenTty CYP2C19.

BuBeneHHs.

[lepion HamiBBUBeOeHHS (PIIyKOHA30Y i3 IIJ1Ta3MU KPOBi CTaHOBUTE 65113bK0 30 rOguUH.



Binbilla yacTuHa IpenapaTy BUBOAUATHCSA HUpPKaMu, mpudoMy 80 % BBeOeHOI 0031
BUSIBJISIETHCS ¥ CeUi B He3MiHEHOMY cTaHi. KitipeHC GpnyKoHa30/1y IPONOPIiNHUM A0 KITipEHCY
KpeaTuHiny. LIupkymroounx MeTaboiTiB He BUSIBIIEHO.

TpuBanuii mepion HaliBBUBEEHHS JTiKAPChKOT'0 3ac00y 3 IJTa3MU KPOBi Ta€ MOKJIMBICTh
Pa30BOT0 3aCTOCYBaHHS JIiKapChKOro 3aco0y MpHY BaTriHaIbHOMY KaHOUA03i, a TaKOXK
3aCTOCYBaHHS JIiIKapChKOro 3aco0y 1 pa3 Ha TUXKOEHb IIPH iHIINX TOKa3aHHIX.

HupkoBa HEOOCTATHICTh.

Y nmarlieHTiB i3 HUPKOBOI HEJOCTATHICTIO TSIKKOT0O CTyNeHs (LIBUAKICTh KITyOOUKOBOI
dbinpTparii < 20 Mn/xB) nepion HamiBBUBeAeHHS 30inbiyeThcs 3 30 rogu oo 98 rogun. Tomy
ITiil KaTeropil maiieHTiB HeOOXigHO 3MEHIIUTH [03y (ayKoHa30iy. OIyKOHa30] BUAAISIETHCS
IIJISX0OM IeMOfiani3y, Ta MEHIIOK Mipoo - IIITX0M IHTpanepuToOHeanbHOro aiamidy. Ceanc
reMofiiani3y TPpUBaicTio 3 TOOUHY 3HUXKYE PiBeHb (PIIYKOHA30JIy y I1a3Mi KpoBi mpubIu3Ho
Ha 50 %.

JlakTarriq.

KonnenTpaunii ¢pyKoHa30/1y y I71a3Mi i MaTepUHCHKOMY MOJIOLI BIIPOOBXK 48 TOOuH MiCJisg IPUHOMY
omHOpPa30Bol fo3u 150 mr npenapaty [udnaiokaH oLiHIOBaIN ¥ X0A1 (papMaKOKiHETUYHOTO
MOCTiMKEHHS 3a YYaCTIO IeCSITH XKIiHOK y Iepiofi aKTarlii, sKi THM4YacoBo a00 MOCTINHO MTPUITUHUIIN
rOflyBaTU CBOIX HEMOBJIAT IPYAMI0. Y MaTEPUHCHKOMY MOJIOI (hIyKOHA30J1 BUSIBUIIU Y CEPEeNHIN
KOHIIeHTpallil npubnusno 98 % Bif Toi, 0 Big3Hayanu y nna3Mi MaTepi. Yepes 5,2 roguH micnis
IPUHOMY IO3U CepenHs MMiKoBa KOHIIEHTpallisl y MaTepUHCHKOMY MOJIOL cTaHOBMIA 2,61 Mr/I.
IoboBa mo3a (prykKoHa30/1y, OTPEMaHa HEMOBIISIM 3 MAaTEPUHCHKOTO MOJIOKA (SKIIO0 TPUUHSATH
CepenHe CIOXKUBAHHS MOjoKa 3a 150 Mi/Kr/mo6y), po3paxoBaHa Ha OCHOBI CepeaHbOI MKOBOI
KOHIIeHTPallil ¥ Mosnoir, 1o popiBHioe 0,39 Mr/kr/mo6y, ctaHoBUTh npubnu3Ho 40 % Bim gos3u,
PEKOMEHI0BaHOI HOBOHAPOIXKEHUM (BikoM < 2 TuXkHiB), abo 13 % Bifm m03u, peKOMEHO0BaHOI
HEMOBJIITaM [JIs JIIKyBaHHS KaHOUO03y CIM30BUX 000IOHOK.

iTH.

IaHi 3 papMakokineTuku 0ymu oiiHeHi y 113 miTe# mifg yac 5 OOCHiAXKeHb: 2 HOCTiAXKEHHS
Pa30BOro 3aCTOCYBaHHS, 2 JOCTiAXKeHHa 6araTopa3oBoro 3aCTOCyBaHHA Ta 1 JOCTigXKeHHS
HEJIOHOIIEeHUX HOBOHaPOIXKEHUX.

[Ticnsa BBemeHHS 2-8 MI/KT (JIyKOHA30/Iy OiTAM BiKOM Bif 9 micauiB go 15 pokis AUC
craHoBusa 01u3bK0 38 MKr*rog/mn Ha 1 Mr/kr gosu. Ilicns 6araTopa3oBoro 3aCTOCYBaHHS
CepefHil mepion HamiBBUBeOEeHHS (JIyKOHA30JIy 13 IJla3MU KPOBi BapitoBaBcs Mixk 15 Ta 18
rogruHaMmu; 00’eM po3mopminy ctaHoBuB 880 My/Kr. Binbil TpuBanuii mepion HaliBBUBEIEHHS 3
TI71a3MU KPOBi, 1[0 CTAaHOBUB NPUOIKU3HO 24 rofuHu, OYB IiC/IsT pa30BOTO 3aCTOCYBaHHS
(dbnykoHa3ony. Lley MOKa3HUK € CIIiIBCTaBHUM 3 IIE€PiOgOM HalliBBUBEOEHHS (PIyKOHA301y 3
IIJTa3MU KPOBI IICJI pa30BOr'0 3aCTOCYBaHHS NO3U 3 MI/KI BHYTPIIIHLOBEHHO OiTAM BiKOM Biff
11 pHiB go 11 micsiiB. O6’eM po3MOiNy y MallieHTiB IIi€i BIKOBOI I'PyIU CTAHOBUB OIM3HKO
950 m/kr.

IocBim 3acTocyBaHHS (PIYKOHA30y HOBOHAPOIXKEHUM 00MeXKYEThCS (papMaKOKiHEeTUYHUMU
mociimXkeHHsIMU 12 HeOOHOIIEHUX HiTel i3 TepMiHOM recTallil mpuban3Ho 28 THXKHIB.
CepeqnHili BiK TUTHHY IIPU BBeEHHI IePIIOl M03U CTAaHOBUB 24 rogunu (Big 9 mo 36 roguH);



cepenHs Bara npu HapopxkeHHi ctanoBuna 900 r (Big 750 go 1100 r). [Iyg 7 naifieHTiB
IIPOTOKOJI AOCTiAKEHHS 0y710 BUKOHAHO. MaKCUMyM 5 BHYTPIITHbOBEHHUX iH €KIIiN
(dbTyKOoHA301y y [03i 6 MI/KT BBOOUIIX KOXKHi 72 roguHu. CepeHil mepiof HalliBBUBEEHHS
cranoBuB 74 rogunu (44-185) B mepiiuy geHb, IOTiM 3HU3UBCS [0 53 roguH (30-131) Ha 7-4
neHb Ta [0 47 (27-68) Ha 13- geHs. [Inoma mig kpuBoO (MKr*rom/mi) cTaHoBuIa 271
(173-385) B mepmmit mewHb, 30inbimmnacs qo 490 (292-734) Ha 7-# meHb, OTIM 3HU3UIACS [0
360 (167-566) Ha 13-it mennb. O6’eM poamnopiny (Mmn/kr) ctaHoBuB 1183 (1070-1470) y
nepinui geHs, 36inpnryBascs g0 1184 (510-2130) va 7-i mens Ta go 1328 (1040-1680) Ha
13-i1 meHs.

[larienTH JiTHBOTO BIiKY.

dapMaKOKiHeTHUHE JOCIIIXKEeHHS IIPOBOOUIIN 3a y4acTio 22 IallieHTiB (BiKOM Bif 65 pOKiB),
AKi 3acTocoByBanu 50 Mr ¢gykoHa3omy nepopanbHO. 10 mamieHTiB OTHOYaCHO
3aCTOCOBYyBanu fiypetuku. C, . cTaHoBuna 1,54 MKr/MI Ta mocsAranacs npotarom 1,3 roouHu
micng 3acTtocyBaHHS prnykoHa3ony. Cepegus AUC cranosuna 76,4+20,3 MKr*rom/mit.
CepenHiii nepiox HamiBBUBeAeHHS - 46,2 rogunu. Lli dapMaKOKiHETHYHI TIOKA3HUKH €
BUIIIMMU TIOPiBHSHO i3 aHAIOTiYHUMU Y 3M0POBUX NOOPOBOJIBIIB MOJIOAIIOTO BiKy. OmHOYacHe
3aCTOCYBaHHSA [iypeTUKiB He MaJio 3Ha4YHOro BmiuBy Ha C,,, Ta AUC. TakoX KIlipeHC
KpeaTuHiny (74 MI1/XB), BifCOTOK (IIyKOHA3011y, 10 EKCKPETYBABCS i3 CeUel0 y He3MiHEHOMY
Burmnani (0-24 roguny, 22 %), Ta HUPKOBUM KiipeHC prykona3ony (0,124 mMi/xB/KT) y
TaIli€HTiB JaHol BiKOBOI I'pynu OyNIu HUXKYUMH, HiXK aHaAJIOTi4Hi TOKa3HUKHU Y MOJIOAIINX
noOpoBoJIbLiB. TOMy 3MiHM (papMaKOKiHETHKY Y TAILiEHTIB JIiITHHOTO BiKY 0YEBUIHO 3a71€XKaTh
Bif mapaMeTpiB (PYHKI[iI HUPOK.

KniniyHi xapaKTepHCTHKH.
Iloka3aHnHs.

Iudno3on” moKa3aHWi [JIs TiKyBaHHS TaKUX I'PUOKOBUX iH(EKI[i# y HOPOCIUX (AUB. PO3MiN
«®apMakKoouHaMiKa»):

- l'ocTpuit BarinanpHUM KaHAMOO03, KOJIU MiClleBa Tepallisi He € OOLIbHOIO.
- Karugumo3uwuit 6anaHiT, KoM MiclleBa Tepallis He € OOLiTbHO.

Teparmito mikapcskuM 3aco6oM Judmo301” MoKHA PO3IOYHHATH [0 OTPUMAHHS Pe3y/IbTaTiB
Ky/IbTyPalbHUX Ta iHIINX Tab60paTOPHUX MOCHIIXKEHb; ONHAK ITiCIIs OTPUMAaHHS pe3y/IbTaTiB
OOCIiIXKeHb TPOTUiH(DEKININHY Tepaliio CIlig CKOPUTYBATH BiAMOBIIHUM YHHOM.

Heo6xigHo 6patu mo yBaru odimifiHi peKoMeHmaallii Iofo BigmoBiIHOT0 3aCTOCYBAHHS
IPOTUTPUOKOBUX 3aCO0iB.

IIpomunoka3aHHs.

- T'inepuyTnuBicTh 70 QIyKOHA30JTy, iHIINX a30IbHUX CIIONIYK a00 H0 OyAb-SKO1 3 OTIOMiXKHUX
PEYOBHH IIpenapary.



- OpHOYacHe 3aCTOCyBaHHS (PIYKOHA30JIy Ta TepdheHaguHy MalfieHTaMm, sIKi 3aCTOCOBYIOTh
bnykoHa301 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3ybTaTaMy JOCTiIXKEeHHS
B3aeMoiii 6araTopa3oBoOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (GIYKOHA30JTy Ta iHIIMX JTIKapChKUX 3aC006iB, IO MOIOBKYIOThH iHTEpPBA
QT ta meTtabomizyoTbcs 3a goroMoroi hepmenTy CYP3A4 (Hampukiap U3anpUay, acTeMi3oy,
miMO3HUAY, XiHIAMHY Ta ePUTPOMILIAHY).

B3aemodia 3 inwumu snikapcokKumu 3acobamu ma iHwi eudu e3aemodiu.

HQOTI/IHOKEBBHO CyMiCHe 3aCTOCYBaHHA @J’IyKOHa3OHy Ta HUXKYE3a3HaYEeHUX HiKaQCBKI/IX 3aco0iB.

Lluzanpud: TOBiIOMJISIOCS TTPO PO3BUTOK MOGIYHUX peakiliii 3 00Ky ceplis, y TOMY YHCIIi TPO
[IapOKCU3MAaJIbHY UIJIYHOYKOBY TaXiKappilo TUIY «IIipyeT» y MallieHTiB, Ki O0HOYaCHO
3acTocoByBaiy (IIyKOHA30JI Ta Iu3anpun. KoHTponboBaHe [OCTioKEeHHS
IIPOJIEMOHCTPYBAJIO, 10 OmHOo4YacHe 3acTocyBaHHs 200 Mr ¢rykoHa3ony 1 pa3 Ha goOy Ta 20
MT IU3anpuny 4 pa3u Ha o0y MpPU3BOOUIO OO 3HAYHOTO MMiIBUILIEHHS PiBHS IU3ANPUIY Y
171a3Mi KpoBi Ta o nogoBxkeHHd iHTepBany QT. OgHoyacHe 3acToCcyBaHHSA (IyKOHA30Jy Ta
[[M3allpUAY IPOTUIIOKa3aHe (OuB. po3min «[IpoTumnokasaHHSI»).

TeppeHaduH: Yepe3 BUMALKU PO3BUTKY TAKKUX CEPLIEBUX apUTMill, CHPUYUHEHUX
OfIOBXKeHHAM iHTepBany QTc, y mallieHTiB, SKi 3aCTOCOBYBaIX a30JIbHi MPOTUTPUOKOBI
JiKapChKi 3ac00u ogHOYACHO 3 TepdheHamnuHOM, Oy/I1 ITPOBeNeHi JOCTimKeHHs B3aEMOII X
nmpernapariB. Y X0[li OGHOTO AOCIiIXKEeHHS TP 3aCTOCyBaHHi (prykoHa30my y mo3i 200 mMr Ha
no0y He Oyy10 BUSBIIEHO MTONOBKeHHS inTepBany QTc. [HIIe mocmigXKeHHS P 3aCTOCYBaHHi
dbrykoHazony y go3ax 400 mr ta 800 mMr Ha mo6y IpPOIeMOHCTPYBAJIO, 10 3aCTOCYBaHHS
dbmykoHazony y go3ax 400 Mr Ha mo0y abo BHllle 3HAYHO IMiBUILY€E PiBeHb TepPeHaAuHY y
I1J1a3Mi KPOBi IIpU OOHOYACHOMY 3aCTOCYBaHHI [uX npemnapaTiB. CyMiCHe 3aCTOCYBaHHS
dbrykoHazony y go3ax 400 mr abo Bulile 3 TepdheHaguHOM IPOTUIIOKa3aHe (IUB. PO3Min
«[IpoTumnoka3aHHs»). [Ipu 3acTocyBaHHi (prIyKoHa30/y y mo3ax Hux4e 400 Mr Ha 00y
OIHOYACHO 3 TepheHaAuHOM CJIi[i TPOBOAUTH PETEeIbHUN MOHITOPUHT CTaHy IallicHTa.

Acmewmizos: CyMiCHE 3aCTOCYBaHHS (DJIYKOHA30JIy Ta aCTeMi30Jy MOXKe 3MEHIIUTH KIIipeHC
acremizony. CuprunHeHe IIUM MiABUILIEHHS KOHIIEHTPallil aCTeMi30/y y IJIa3Mi KpOBi MOXKe
IIPHU3BECTHU [0 ONOBXKeHHS iHTepBany QT Ta y pigKicHUX BUIIafKaXx - A0 TapOKCU3MalbHOl
IIJTYHOYKOBOI TaxXiKapmil Ty «mipyeT». OgHOYacHe 3aCTOCYBaHHS (JIyKOHA30JIy Ta
acTeMi30my IpOTUIIOKa3aHe (OUB. Po3min «IIpoTuoKa3aHHI»).

[Timo3ud ma xiHiOuH: CyMiCHe 3aCTOCYBaHHS (DJIYKOHA30Jy Ta IMiMo3uay abo XiHiguHy MoXkKe
IIPU3BOOUTHU [I0 IPUTHIUEHHS MeTabo0/mi3My mimMo3umy abo XiHiguHy, Xo4a BigIOBiqHUX
IOCIIIXKeHb in vitro Ta in vivo He mpoBogumy. [ligBuilleHHs KOHIEHTpaIlil miMo3uny abo
XiHIOUHY Y J1a3Mi KPOBi MOXKe CIPUYUHATU IIOA0BXKeHHA iHTepBany QT Ta y pigKiCHUX
BUTIafKaX MPU3BOOUTH A0 PO3BUTKY IapOKCHU3MaJIbHOI MITyHOYKOBOI TaXiKapmil TUITY
«mipyeTr». O@HOYaCHe 3aCTOCYyBaHHS (DIIyKOHA30JIy Ta MiM0o3uAy aldo XiHiguHy
IIPOTHUIIOKa3aHe (OUB. Po3min «IIpoTUIOKa3aHHSI»).

EpumpomiyuH: ODHOYACHe 3aCTOCYyBaHHSI €PUTPOMILIMHY Ta (PIyKOHA30JTy MOXKe ITPU3BOOUTH



[0 MiABUIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (TogoBxXeHHd iHTepBany QT,
IIapoKCcHU3MalibHa IIYHOYKOBA TaXiKapfis TUIY «IIipyeT») Ta, K HACIiOK, 0 ParToBOi
cepieBoi cMepTi. 3acToCyBaHHS KOMOiHaIlil ITuX JTiKapChKUX 3aco0iB MPOTHUIIOKA3aHe (IUB.
po3main «IIpoTunoKa3aHHI»).

He PEKOMEHOVETHLCA ONHOYACHE 3aCTOCYBAHHA @J’IyKOHaBOHy Ta HUXKYe3d3HaYeHUX J'[iKapCbKI/IX

3aco0iB.

T'anopaHmpuH: GIyKOHA30II MOXKe CIPUYUHUTH MiIBUIIEHHS KOHI[EHTpallil rano@aHTpuHy y Ia3Mi
KpOBi 3a paxyHOK npurtiuenus CYP3A4. OpHoyacHe 3aCTOCYBaHHS LIUX JIiIKApPChKUX 3ac00iB MoxKe
IIPU3BOOUTH [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBKeHHs iHTepBany QT,
TTapOKCH3MaJsIbHa IIIIYHOYKOBA TaXiKapmis TUITY «IIipyeT») Ta, K HACHigOK, OO PAITOBOI CEePIeBol
cMepti. Crtig yHMKaTH 3aCTOCYBaHHS KoMOiHallii IUX TiKapchKuxX 3aco0iB (muB. po3min «OcoO0muBOCTI
3aCTOCYBaHHS»).

CyMicHe 3acTocyBaHHA MIVKOHA30Y Ta HUXKYe3a3HaUeHUX JIiIKapChbKUX 3ac00iB BUMarae
00epexKHOCTI.

AmiodapoH: ODHOYACHE 3aCTOCyBaHHA (IyKOHA30Jy 3 aMiofapOHOM MOXKe IIPU3BECTHU 10
nopmoBxKeHHs iHTepBanmy QT. ®nyKoHa307 ciig 3 00epeKHICTI0O 3aCTOCOBYBAaTH Pa3oM 3
amMiomapoHoOM, 0CO0JIMBO Y pa3i MpHU3HauYeHHs BUCOKOI 103U (ykonazony (800 mr).

CyMicHe 3acToCcyBaHHS (DIIYKOHA30/IY Ta HUKYe3a3HaYeHHUX JIIKapChbKHX 3ac00iB BUMarae
00€epekKHOCTi Ta KOPUT'YBAHHS NO3H.

- Bnaue iHwux aikapcvKux 3acobis Ha payKOHA301.

HocrnigxeHHS B3aeMOil IPOAEMOHCTPYBaJH, 10 TepopajibHe 3aCTOCYBaHHS (PIYKOHA30ITy
OJHOYACHO i3 BXKMBaHHSM 1XKi, IPUAOMOM IUMETHOUHY, aHTAlUiB ab0 MOHasbIINM ONPOMiHEHHSIM
yCBOT0 TiNla A7 IIepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHiYHO 3HaYyL[OT0 BIIMBY Ha abCcopOIIiio
bmykoHa3o01y.

PugamniyuH: ODHOYACHE 3aCTOCYBaHHS (PIIyKOHA30/1y Ta pudaMIilluHy IPU3BOOUIO OO
3unkeHHS AUC Ha 25 % Ta cCKopouyBaJjio Ilepiof HamiBBUBeOeHHS (yKoHa30iy Ha 20 %.
ToMy [ maIfieHTiB, SIKi 3aCTOCOBYIOTh pUGaMIIIUH, CIIif PO3T/ISHYTH OOLIBHICTD
NiABUIIEHHS 103U GIyKOHA30Jy.

Tidpoxsopomiasud: y mociimKeHHi papMakoKiHEeTUYHOI B3aEMOIii omHOYacHe GaraToKpaTHe
3aCTOCYBaHHA TiIpOXJI0POTia3uAy 3G0POBUM HOOPOBOJIBLAM, SIKi OTPUMYBaIH (PIyKOHA301I,
IigBUINYBaJIO KOHIIEHTpaIiio GIyKoHa301y y maa3Mi Kposi Ha 40 %. Taki mapaMeTpu
B3a€EMOIil He BUMAaraloTh 3MiH y PeXKUMi J03yBaHHS (PIIyKOHA301y OJ/1s Halli€eHTiB, IKi
OJIHOYaCHO OTPUMYIOTh CEUOTiHHi 3ac0o0u.

- Bnaue ¢paykoHaszony Ha iHwi aikapcvki 3acobu.

®nykoHa3on € noMmipauM iHriditopom nuroxpomy P450 (CYP) isodepmenTy 2C9 ta 3A4. dnyKoHa301
€ TIOTYKHUM iHri6iTopoM i3odepmenty CYP2C19. Ha nogaTok [0 CIOCTepeXkyBaHUX/TOKYMEHTAIEHO
MigTBepAXKEeHUX B3a€MOiH, 1[0 ONMKUCaHi HUXK4Ye, IPU OJHOYACHOMY 3aCTOCYyBaHHi 3 (HJIyKOHA30JI0M
icHye pU3UK MigBUINEHHS Y MJIa3Mi KPOBi KOHLIEHTPAIliM iHIIKMX CIIOJNYK, 110 MeTaboi3yI0ThCs
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TakKi KoMOiHallil mpenapaTiB ciif 3
00epexkHiCTIO; IPX LIbOMY HeoOXiTHO PeTeIbHO CIIOCTepiraT 3a CTaHOM MallieHTiB. [IpurHiyyBaibHa



mist ryKoHa301y Ha pepMeHTH 30epira€Tbcs IpoTsaroM 4-5 fid micis Woro 3aCTOCyBaHHS y 3B'S3KY 3
M0T0 TPUBAJIUM I1epiofoM HamiBBUBeOeHH (IUB. PO3Lin «IIpoTUnIOKa3aHH»).

AbpouyumuHi6:prykonason ( inriditop CYP2C19, 2C9, 3A4) migBUIIyBB €KCIIO3UIIiI0 aKTHBHOI
yacTuHu abpouuTuHioy Ha 155%. [Ipu ogHOYACHOMY 3aCTOCYBaHHi 3 (JIyKOHA30JI0M CIIif
BiIKOPUTYBaTH 103y a0pOoUUTUHIOY BifIIOBIMHO MO iHCTPYKIIil AJIST MEIUYHOTO 3aCTOCYBAHHS
abponuTuHiOy.

AnvpeHmaHia: T 4aCc OGHOYACHOTO 3aCTOCYBaHHA alb(eHTaHiny y fo3i 20 MKT/KT Ta
bnykonasony y 1o3i 400 Mr 3opoBuM KOOPOBOJIBLIAM CIIOCTEPIranocs BOKpaTHE
36inpmenHs AUC,,, MoxnuBo 4epe3 iHrioyBanus CYP3A4. Moxe OyTu He0OXigHUM
KOPUTYBaHHA 03U anb(eHTaHiny.

Amimpunmusin, HopmpunmuiH: GJIYKOHA30J IIOCUJIIOE [if0 aMiTPUNTUIIHY Ta HOPTPUNITUIIIHY .
PexoMeHOy€eThCSI BUMIPIOBAaTH KOHIIEHTpAllil 5-HOPTPUNTUIIIHY Ta/a00 S-aMiTPUITHIIIHY Ha ITOYaTKY
KOoMOiHOBaHOI Teparrii Ta yepe3 1 TuXOeHb. Y pa3i HeoOXigHOCTI CITif BiTKOPUTYBATH HO3Y
aMITPUIITUIIHY/HOPTPULITUIIIHY .

Am¢pomepuuuH B: ogHOYacHe 3aCTOCyBaHHS (HITYyKOHA30/Iy Ta ampoTepulnHy B iHpikoBaHUM MUIlam
i3 HOpMa/IbHUM iMYyHITETOM Ta iH(}IKOBaHUM MHUIIAM 3i 3HUKEHUM iIMyHITETOM Jasio TakKi pe3yibTaTu:
HEBEJIUKUHN aguTHBHUM MTPOTUTPUOKOBUY epeKT npu cucteMHil indexuii C. albicans, BifCyTHICTB
B3aEMO[il IpH BHYTpPIlIHbOUepenHil iHdekIii Cryptococcus neoformans Ta aHTaroHi3M OBOX
IpernapariB Ipu CUCTEMHI iHeKIlii Aspergillus fumigatus. Kniniune 3HaYeHHS pe3yybTaTiB,
OTPUMaHUX y XOfi IINX AOCTiAkKeHb, HEBiLOMe.

AHmukoazyasHmu: K i ITpU 3aCTOCYBaHHI iHIIMX a30IbHUX MPOTUTPUOKOBUX 3aC00iB, IIPH
OIHOYaCHOMY 3aCTOCyBaHHI ()JTyKOHA30Jly Ta BapapuHy IOBiIOMIISIOCS IPO BUIAOKA
PO3BUTKY KPOBOTEY (reMaToOM, HOCOBOI KPOBOTEYi, IIIIYHKOBO-KUIIIKOBUX KPOBOTEY, reMaTypil
Ta MeJIeHU) ¥ TOEOHaHHi 3 TOIOBXKEHHAM IIPOTPOMOiHOBOTO Yacy. [Ipu omHOYacHOMY
3aCTOCyBaHHI (PIIyKOHA30J1y Ta Bap(apuHy CIIOCTEPIranocs ABOKpaTHE MiABUIIEHHS
IPOTPOMOIHOBOTO Yacy, HMOBIPHO, BHACITIIOK IPUTHIYeHHS MeTab0mi3My BaphapuHy yepes
CYP2C9. Crig peTenbHO KOHTPOJIIOBATH MPOTPOMOIHOBUM Yac Y MAIiEHTIB, SKi OMHOYACHO
3aCTOCOBYIOTh KyMapUHOBI aHTUKOATyIsHTH a0o iHgaHenioH. Moxe 0yTH HeoOXimHOI0
KOPEKIIis 03U aHTUKOATyJIsSHTa.

BeH3zodiazeninu kopomkoi 0ii, Hanpuk.ad mMidazosam, mpuasonam: TPU3HaUYEHHS (QITYKOHA30ITy
IiCJIsl IepOopaIbHOr0 3aCTOCYBaHHS Mifa30aMy IPU3BOAUIIO OO0 3HAYHOIO MiBUIIEHHS
KOHIIEHTpallil Mifa3onaMy Ta [0 ITOCUJIeHHS IICUXOMOTOPHUX edeKTiB. OmHOYacHe
3acTocyBaHHS QunyKoHa30my y go3i 200 Mr Ta Mifa3onamy y go3i 7,5 MT IIepopaibHO
npu3Bonuio po mipsuinenHs AUC Ta mepiony HalliBBUBeOeHHS Mifa3onaMy y 3,7 Ta 2,2 pa3a
BigmoBimHO. 3acTocyBaHHS prnykoHa3ony y mo3i 200 mr/moby ta 0,25 Mr Tpuasonamy
IepopasibHo npu3Bonuiio o nigsuineHHs AUC Ta nepiofy HaniBBUBEeeHHS TpUa30jIaMy Y
4,4 Ta 2,3 pa3sa BigmoBigHO. [Ipy ogHOYACHOMY 3aCTOCyBaHHi (TyKOHA30Jly Ta TpUa30aaMy
CIIOCTepiranaocs NOTEHLIIOBAaHHS Ta IIPOJIOHTAllid eeKTiB Tpua3onaMmy. AKI0 NaLieHTy,
KU IPOXOOUTH KyPC JIIKyBaHHS (DIIYKOHA30JI0M, CJIil OMHOYACHO IPU3HAYUTH TEPAIlio
OeH30mia3eniHamMu, O3y OCTAHHIX CJTif 3MEHIIUTY Ta BCTaHOBUTHU HaJIeXKHUM HATrJIH 3a
CTaHOM [Ialli€HTa.

Kapbamaszenin: pryKoHa30/1 IpUrHivye MeTab0i3M KapOaMa3eminy Ta CIIpUYUHSIE



MiOBUIEHHS PiBHA KapOaMa3eminy B cupoBatii KpoBi Ha 30 %. ICHye pU3UK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 00Ky KapOaMa3zerminy. Moxe OyTu HeoOXimHUM KOPUTYBAHHS OO3U
kKapbaMaseIniny 3aie’kHO Bifi piBHS MOT0 KOHLIEHTPAIlil Ta [il mpenapary.

BoKkamopu Kasnvyiesux KaHasie: JesiKi aHTarOHICTH Kanbllifo (HipeaumiH, icpaguriiH,
aMJIOUIIiH Ta denoputin) Metaboni3yoTbcs pepmenToM CYP3A4. ®nyKoHa30J MOTEHIIINHO
MOXKe IiABUINYBaTHA CUCTEMHY €KCIT03HIIil0 07I0KaTOPiB KaIbI[iEBUX KaHAJIiB.
PekoMeHIOBaHW peTeNbHUN MOHITOPUHT II[OJI0 PO3BUTKY MOOIYHUX peakiliid.

Llenexokcub: TP OMHOYACHOMY 3acTocyBaHHi (prykoHa3ony (200 mr Ha goly) Ta
nenekokcudy (200 mr) C,,, Ta AUC nenekokcuby migBuiryBanucs Ha 68 % Ta 134 %
BigmoBigHO. [Ipy 0HOYACHOMY 3aCTOCYBaHHi 11eJ1IeKOKCUOY Ta GIyKOHa307y MOxKe OyTH
HeoOXigHUM 3MeHIIIeHHS N03U 1eJ1eKOKCuOy BABiUi.

Llukaogocpamio: opHOUACHE 3aCTOCYBaHHS HUKII0GochaMiny Ta GIyKOHa30Jy IPU3BOAUTE [0
migBUIEHHS piBHA Oinipy0OiHy Ta KpeaTWHiHY B CHpPOBATII KpoBi. Lli mpenapaTy MoxXHa
3aCTOCOBYBaTH OTHOYACHO, 3BaXKal0YX Ha PU3UK IiIBUIIIEHHS KOHIIEHTpallil 6inipy6iny Ta
KpeaTUHIHY B CUPOBATI] KPOBI.

deHmaHi: TTOBIIOMIISIOCS IPO OOUH JeTalbHUW BUMIAOOK iIHTOKCHKAIlil PeHTaHimoM
BHACIIiIOK MOKJIMBOI B3aeMOil (eHTaHimy Ta (pIyKoHa30iy. [0 TOro XK y OOCIiAKeHHI 3a
y4acTIO 3[0POBUX JOOPOBOIBIIB O6yI0 MPOOEMOHCTPOBAHO, 110 (GITyKOHA301 3HAYHO
YIOBLIBHIOBAB eJliMiHalio (peHTaHiny. [lifBUIIeHHS KOHIIEHTpallil (eHTaHIIy MOXe
IIPHU3BECTU [I0 IPUTHIUEHHS OUXaHHS, TOMY CJIi[l peTe/IbHO KOHTPOJIIOBATH CTaH Malli€eHTa.
Moxe 6yTu HEOOXiIHOIO KOPEKIIis 103U (PeHTaHimy.

IHeibimopu I'MTI-KoA-pedykma3su: CyMiCHe 3aCTOCyBaHHS (IyKOHa301y Ta iuribitopis I'MI -
KoA-penykTasu, mo MeTtabomni3yioTbcsi CYP3A4 (aTopBaCTaTHH Ta CUMBAcTaTHH), abo
inri6iTopis I'MI'-KoA-penmykTasu, 1m0 metabonisyiotscss CYP2C9 (dnyBacTaTul (3HUKEHHS
NIeYiHKOBOTO MeTabo0Ii3My CTaTHHY)), MiABUIY€E PU3UK PO3BUTKY MiomaTil Ta pabnomionidy
(mo3o3anexkHo). Y pa3i He0OXiTHOCTI OMHOYACHOT'0 3aCTOCYBaHHA IUX MpemnaparTiB CIIif
PETeNbHO CIIOCTepPiraTy 3a MallieHTOM 010 BUHUKHEHHS CUMIITOMIB MiomarTil Ta
pabmoMioni3y i MpOBOOXUTH MOHITOPUHT PiBHS KpeaTWHKiHaA3u. Y pa3i 3HaYHOTO MiABUIIEHHS
PiBHSI KpeaTHHKiIHA3M, a TAKOXK IIPYU AiarHOCTyBaHHi abo mimo3pi Ha Mionariio/pabmomMiosni3
3actocyBaHH4 iHribiTopiB MI'-K0oA-penyKkTa3u Ciif NpUnuHUTUA. MoXKe BUHUKHYTH
HeoOXigHiCTh 3HMKeHHS 103 iHridiTopiB [MI'-KoA-penykTasy, K 3a3Ha4eHO B iHCTPYKIIil
[JIS1 MeOUYHOI'0 3aCTOCYBaHHS CTATUHIB.

I6pumuni6: momipHi inri6iTopu CYP3A4, Taki Ak (pIyKoHA30JI, MigBUIIYIOTh KOHIIEHTPAIIiio
i6puTHHIOY B my1a3Mi Ta MOXKYTh MigBUIIYBAaTH PU3UK TOKCUYHOCTI. AKIIIO HEMOKIIUBO
YHUKHYTH KOMOiHallii mpenaparis, MOTPiOHO 3HU3UTHU 03y i0puTuHiOy mo 280 Mr ofuH pas
Ha o0y (2 Kamcynu) 3 MeTOI0 IPOAOBXKEHHS 3aCTOCYBaHHS iHTIOITOPY Ta 3a0e3neduTnt
IIOCTIMHUY KJIIHIYHUU MOHITOPUHT.

Isaxagpmop (sixk MoHOMepanis abo 8 kombiHAYii 3 npenapamamu Mako20 camo20 mepanegmuyHo20
K/acy): ogHOYaCHe 3aCTOCYBaHHS iBakadTOpY, PETYIsaTOpa TpaHCMeMOPaHHOI TPOBITHOCTI IPH
mykoBiciumosi (CFTR), 36inbiuimo ekcro3utito iBakahTopy B 3 pa3u Ta eKCIIO3HUIIi0
rinpokcumeTtuniBakadtopy (M1) y 1,9 pasa. HeobxigHe 3HMKEHHS 7034 iBaKadTOpy (K MOHOTEparii
abo B Kom0GiHallii), 1K 3a3Ha4eHO B iHCTPYKIIil 71T MEOUYHOTO 3aCTOCYyBaHHS iBaKahTOPY (IK



MOHOTeparii abo B KombiHaiiii).

Osnanapu6: momipHi inridiTopu CYP3A4, Taki gk ¢hiayKoHa30J1, 30iMbIIyIOTh I1a3MOBi
KOHIIEHTPaIlil ojamapuby; IXx oqHOYaCHe 3aCTOCYBaHHS He PEKOMEHOYEThCS. AKII0 TaKol
kKoMOiHallil He MOXXHa YHUKHYTH, IpUiioM onanapudy o6MexyioTh mo3amu 200 Mr faBivi Ha

no0y.
ImyHocynpecopu (Hanpukaad yuK/A0CNOPUH, e8epoaimyc, CUPOAiMYC i MaKkpoaimyc).

LluxaocnopuH: (GIyKOHA30J 3HAYHO IiABHUIINYye KoHIleHTpalio Ta AUC nuknocnopuny. [Ipu
OJTHOYACHOMY 3aCTOCyBaHHi ¢yKoHa3ony y 0o3i 200 Mr/moby Ta MUKIIOCIOPUHY Y 103i 2,7
Mr/Kr/no0y crocTepiranocs 30inpiments AUC nuknocnopuny y 1,8 pa3za. 1li nmpemapartu
MOJKHa 3aCTOCOBYBaTU OOHOYACHO 3a YMOBU 3MEHILIEHHS [03U [UKIOCIOPHUHY 3aJIeKHO Bif
10Tr0 KOHIIEHTPalil.

Egeposimyc: X04a AOCHIAKEHbD in vitro Ta in vivo He IPOBOAUIIH, BiOMO, 110 QPIIyKOHA3071
MOXKe IIiIBUIyBaTU KOHILIEHTPAIIil0 €BEPOJIIMYCYy B CUPOBATIl KPOBL Yepe3 IPUTrHideHH T
CYP3A4.

Cupoaimyc: GIyKOoHa30J IiABUILYE KOHLIEHTPAIII0 CUPOIIMYCY y IJ1a3Mi KPOBi, UMOBIPHO, IIJITXOM
npurHidveHHs MeTaboniaMy cuposimycy depmerTom CYP3A4 ta P-rmikonporeinoM. Lli mpemapartu
MOXKHa 3aCTOCOBYBATU OJHOYACHO 3a YMOBY KOPUT'YBaHHSA [O3U CHAPOJIIMYCY 3aJIe’KHO Bifj PiBHA
KOHIIEHTpallil Ta eeKTiB Ipemapary.

Taxposimyc: GIyKOHA30/ MOXKe MiABUIIYBaTH KOHI[EHTPAllil TaKPOJIiMyCy B CHPOBATIIi KPOBi 0

5 pasiB pu 10ro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHIUeHHS MeTaboIi3My TaKpoIiMycy
dbepmenTom CYP3A4 y kumeyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIoCTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTHUKH. [TiIBUIEHI piBHI TAKPOIIMYCY aCOILiI0I0TLCS i3
He(pPOTOKCUYHICTIO. [103y TaKPOJIiMyCy AJISl IEPOPAIbHOT0 3aCTOCYBaHHS CIIif 3HUKYBATH 3aJIe’KHO
Bifl KOHIIEHTpAIlil TaKpOJiMyCy.

JIozapman: GIyKOHA30JI MPUTHIUY€e MeTab0i3M j103apTaHy 10 1OTO aKTUBHOTO MEeTaboIiTy
(E-31 74), 0 060yMOBJIIO€ OinbIy YaCTHHY aHTArOHi3MYy 10 pelenTopiB anrioren3uny II min
Yac 3aCTOCYBaHHS J103apTaHy. PeKOMEeHI0BaHO 3[iliCHIOBATY ITOCTIMHUN MOHITOPUHT
apTepiajbHOrO TUCKY V IAl[i€HTIB.

JIypasudox: ioMipHi iHridiTopu CYP3A4, Taki gk HIyKoHa3011, MOXKYTh IIiIBUIIYBaTH
KOHLIEHTPAL[i0 JIypa3uAoHy y aa3Mi. AKIo He MOXHa YHUKHYTHA OJJHOYACHOT'0
3aCTOCYBaHHS, CIIifl 3MEHIIUTH [03Y JTyPasuAoHy, K 3a3HaUeHO B iHCTPYKIIil A1 MEIUYHOT 0
3aCTOCYBaHHS JIypa3ugoHYy.

Memadon: GIyKOHA30/1 MOXKe ITigBUIIYBAaTH KOHIIEHTPAIlil0 METAJOHY Y CUPOBaTIi KpoBi. [Ipu
OOHOYACHOMY 3aCTOCYBaHHI MeTaloHy Ta (PIIyKOHa30JIy MoXe OyTu He0OXigHUM
KOPUTYBaHHS [[03U METaOHY.

Hecmepoioui npomusananvHi npenapamu (HII3II): TpyX OQHOYACHOMY 3aCTOCYBaHHI 3
dbnykonazonoMm C,,, Ta AUC pnypbinpodeny migBurntyBanucs Ha 23 % Ta 81 % BinmoBimHO
IIOPiBHSHO 3 BiATIOBIMHUMU ITOKA3HUKAMM IIPU 3aCTOCYBaHHI Tinbku Guypbinpodeny.
AHanoriyHo Npu OOJHOYACHOMY 3aCTOCYBaHHI (IyKOoHa30/1y 3 paleMmiunuM idynpoderom (400
mr) C,.., Ta AUC dapmMakonoriyHo aKTUBHOTO i3oMepy S-( )-ibympodeHy migBuillyBanucs Ha



15 % Ta 82 % BiONOBiIHO, MOPIBHSAHO 3 TAKUMU IIOKa3HUKAMU IIPUA 3aCTOCYBaHHI TiJIbKU
parneMiuyHoro ibynpodeny.

Xoua creliaJbHUX AOCTiAKEHb He IPOBOAMIN, (PIIYKOHA30J1 MOXKe MiIBUIITYBaTH CUCTEMHY
ekcno3utito inmmx HIT3II, mo MeTtabonisyiotbecst CYP2C9 (Hanmpukiag HalPOKCEHY, IOPHOKCHKAMY,
MeJIOKCUKaMy, TuKiodeHaky). PeKOMEHIOBaHO MEPiOJUYHO 3MiCHIOBATH MOHITOPUHT MOOIYHUX
peaxiiif Ta TOKCUYHUX IPOSIBiB, OB 3auux i3 HII3I1. Moxe OyTu noTpibHe KOPUTYBaHHS 03U
HIT3II.

®enimoin: GIYKOHA30JT TpUrHiuye MetabosiaM peHiToiny B meuiniri. OmHOYacHe
6araTopa3oBe 3actocyBaHHS 200 Mr ¢prykoHas3ony Ta 250 MT GeHiTOIHY BHYTPIlTHEOBEHHO
npu3BoguTh 0o mipBumeHHs AUC,, enitoiny Ha 75 % Ta C,,,Ha 128 %. [Ipu ogHOYacHOMY
3aCTOCYBaHHI WX TiKAaPChKUX 3aC00iB CIil MPOBOOUTH MOHITOPHMHT KOHIIeHTpallil PeHiToiHy
y CUPOBATLi KPOBi /I YHUKHEHHS PO3BUTKY TOKCUYHOI [Jil HeHiTOIHY.

[IpeOHi3oH: IOBINOMIISLIOCS IIPO BUMAAO0K, KOJIM Y MallieHTa MiC/ig TpaHCIJIaHTallll IeYiHKY Ha
TJIi 3aCTOCYBaHHS IIPENHI30HY PO3BUHYJIACA IOCTPa HELOCTATHICTh KOPU HaHUPKOBUX
3aJ103, 10 BUHUKIIA IiC/IS IPUIXHEHHS TPUMICAYHOTO KypCy Teparlil (pIIyKoHa3010M.
[TpunuHEeHHS 3aCTOCYBaHHS (HIIYKOHA30J1y, KMOBIPHO, CIIPUYMHUIIO ITIOCUJIEHHS aKTUBHOCTI
CYP3A4, 1m0 npu3Besno [0 IPUCKOPEeHHST MeTaboi3aMy npenHi3ony. Ciifg peTeNnbHO CTEXKUTU
3a nauieHTaMH, SIKi IPOTSArOM TPUBAJIOro Yacy OLHOYACHO 3aCTOCOBYIOTH (PIIyKOHA30JI Ta
IIPefHI30H, 3 METO IIOIepeXKeHHs PO3BUTKY HEOCTATHOCTI KOPU HaHUPKOBUX 3aJ103
iCJig IPUNUHEHHS 3aCTOCYBaHHS (QIIyKOHA3071y.

Pupabymun: GIyKOHA30 IiABUIIYE KOHIIeHTPalii0 pucaldyTUHY B CUPOBATII KPOBI, IT10
npu3BoauTh 0o 30inbiennss AUC pudabytuny mo 80 %. ITpu ogHOYacHOMY 3aCTOCYBaHHi
dbmykoHa3ony Ta pudaldyTHUHY MOBiIOMIISIIOCS PO BUNAAKU PO3BUTKY yBeiTy. [Ipu
3aCTOCYyBaHHI Takoi KoMOiHallii TikapchKux 3aco0iB citig OpaTy {0 YBaru CUMIITOMU
TOKCHUYHOI fii pudabyTuny.

Cakeinasip: hrykonason migpuinye AUC Ta C,,, cakBiHaBipy npubnusuo Ha 50 % Ta 55 %
BifITIOBigHO Uepe3 MpuUrHidyeHHsT MeTabomi3aMy cakBiHaBipy y nmeuinii pepmentom CYP3A4 ta
yepea iuribyBanHs P-rrmikonpoTeiny. Baemogmil Mixk (pyKoHa30JI0M Ta
CaKBiHaBipOM/PUTOHABIPOM He JOCiXKYBaKCs, TOMY BOHU MOXYTb OyTH OiNbiil
BUpaxkeHuMu. Moxe OyTy HeoOXiIHUM KOPUTYBAHHS 03U CaKBiHABIpy.

I[ToxiOHi cynb(poHinceuosuHu: TP OMHOYACHOMY 3aCTOCYyBaHHI (PIYKOHA30/ IIPOIOHTYE Iepiof
HalliBBUBENEHHS ITePOPAIbHUX MOXiJHUX CyIb(OHIICEUOBUHH (XJIOPIIPOIIaMiay,
rnibeHKnamify, Timisuay Ta Ton0yTaMigy) Mpu IX 3aCTOCYBaHHI 3MOPOBUM OOPOBOJIBIISIM.
PekoMeHyeThCS IPOBOOUTY YaCTUM KOHTPOJIb LIYKPY B KPOBI Ta BiATIOBITHUM YHHOM
3HMAXKYBaATHU 03y MOXiTHUX CYJIb(QOHIIICEYOBHHU IIPU OAHOYACHOMY 3aCTOCYBaHHI i3
(IIyKOHA30JI0M.

Teoginin: y mnane60-KOHTPOILOBAaHOMY [OCTiIXKEHHI B3aEMO[Iii ITpemapaTiB 3aCTOCYBaHHS
dbnykora3zony mo 200 mMr npoTsarom 14 gHiB MPU3BEJIO A0 3HUXKEHHS CEPEeTHBOT0 KITipEHCY
Teo(iniHy B Iy1a3Mi KpoBi Ha 18 %. 3a marieHTaMu, siKi 3aCTOCOBYIOTh TEO(IIIH Y BUCOKUX
no3ax abo SKi MaloTh MiABUIIEHN PU3UK PO3BUTKY TOKCUUYHUX IIPOSIBIB TeO(DisiHy 3 iHIINX
IIPUYUH, CJIii BCTAHOBUTH HATJISA 100 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI [il
Teodininy. Tepamito Cif 3MiHUTHU [IPU OSIBI 03HaK TOKCUYHOCTI.



TopauumuHi6: BIIUB TOPaIUTHUHIOY 3pOCTaE IPU ONHOYACHOMY 3aCTOCYBaHHi 3 JTiIKapChbKUMU
3acobaMu, Ki MPU3BOAATH J0 nMoMipHOTO iHri0yBaHHS CYP3A4 Ta mOTyKHOTO iHTiOyBaHHS
CYP2C19 (manpuknap ¢hiaykoHa3011). ToMy peKOMeHI0BaHO 3HU3UTH 103y TOPaluuTHHIOY 0o 5
MT OfIMH pa3 Ha 7o0y B KoMOiHalligx 3 UXMH IIpeliapaTaMu.

TosasanmaH: €KCIIO3UIlid TOJIBalTaHy 3Ha4YyHO 3pocTana (200 % AUC, 80 % C,,,,), Konu
tonBanTaH, cyocTpaT CYP3A4, 3acTocoByBanu 0OOHOYACHO 3 GIYKOHA30JI0M, TOMIpHUM iHTiGiTOpOM
CYP3A4, npu 11bOMY 3HQ4YHO 3pOCTaB PU3UK BUHUKHEHHS I00IiYHUX peaklliil, 30KpeMa 3HaYHOTO
30inbIIeHHS Aiype3y, 3HEBOINHEHHS Ta IOCTPOi HUPKOBOI HEJOCTATHOCTI. Y pa3i ogHOYaCHOTO
IIPU3HAYEHHS CIIiJl 3MEHIIUTH [03y TOJIBAIITaHy 3TifIHO 3 BKa3iBKaMu B iHCTPYKIIii 3 MEOUYHOTO
3aCTOCYBaHHS Ta PEryyspHO MePeBipsATH CTaH MAalliEeHTa Ha HAsIBHICTh OyIb-IKUX MOGIYHUX peakIri,
[I0B’sI3aHUX i3 TOJIBAIITAHOM.

Anxanoiou 6apeiHky: X04a BifIIOBIHHUX HOCIiAKEHb He TPOBOOUIIH, (PIIYKOHA30J1, UMOBIPHO,
yepe3 iurioyBanHs CYP3A4, Moxe CIPUYMHSTH MMiABUIIEHHS KOHIIEHTPallil alKanoifiB
0apBiHKY y IIJTa3Mi KpPOBi (HampuKJyIa[ BIHKPUCTHUHY Ta BiHOIACTUHY), 110 IPU3BOOUTD 10
PO3BUTKY HEUPOTOKCUYHUX e(EKTIB.

Bimamin A: IOBiIOMIISITIOCS, IO y TALlieHTa, IKAU OQHOYAaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCJOTY (KucjaoTHa ¢hopma BitTaminy A) Ta GIyKoHA301, criocTepiranucs nobiyHi peaxiiii 3 60Ky
1eHTpaibHOI HepBoBol cucteMu (LITHC) y dhopmi mceBgoTyMOpy TOJIOBHOTO MO3KY; OaHul eheKT 3HUK
micys BimMinu ¢gnykoHasomy. Li mikapchki 3aco6u MOXKHA 3aCTOCOBYBATH OJHOYACHO, ajie CITif
naM’sITaTé PO PU3UK BUHUKHEHHS Mo0iuHuX peakuint 3 60ky [THC.

BopukoHa3zos (iHeibimop CYP2C9, CYP2C19 ta CYP3A4): omHOYaCHe 3aCTOCYBaHHSI BOPUKOHA30TY
nepopabHo (mo 400 mMr kKoxHi 12 rogus npotarom 1 gus, notim 1o 200 mMr koxHi 12 rogus
IpoTATOM 2,5 OHIB) Ta (IyKOHa301y mepopanbHo (400 Mr B nepimui gensb, noTiM mo 200 Mr KoxHi 24
TOIWHY MPOTATroM 4 mHiB) 8 3mopoBUM HOOPOBOJIBISIM YOJIOBIYOI CTATi MPU3BEIIO [0 migBuIleHHs C, .

Ta AUC, BODUKOHA3011y B cepemHboMY [0 57 % (90 % [II: 20 %, 107 %) Ta 79 % (90 % [[:
40 %, 128 %) BigmoBigHO. HeBimoMo, Y1 IPHU3BOAUTEL 3HUKEHHS MO3U Ta/abo 4acTOTH
3aCTOCYBaHHS BOPHKOHA30/1y a0 GIyKOHA30Iy N0 YCYHEHHS TaKoro edekTy. ITpu
3aCTOCYBaHHI BOPHKOHA30JTy IMicis (GIyKOHA30JTy CIIifl MPOBOAUTH CIIOCTEPEKEHHS IIOH0
PO3BUTKY M0OiYHUX e(eKTiB, acoIilioBaHUX i3 BOPUKOHA30JIOM.

3udosyoduH: ¢paykoHa3on mipsuiye C,.. Ta AUC 3ugoBynuny Ha 84 % Ta 74 % BigmoBigHO, 110
3yYMOBJIEHO 3HUKEHHSIM KIIipeHCY 3UA0BYOUHY NpuOnu3Ho Ha 45 % mpu 1#oro nepopaabHOMY
3acTtocyBaHHi. [lepion HaniBBUBeleHHS 3UNOBYANHY OyB TaKOXK IIOJOBKEHUM MTPUOIU3HO Ha
128 % micnsa 3acTocyBaHHS KoMOiHallil (TyKOHA30Ily Ta 3UAOBYAUHY. 3a NallieHTaMu, SKi
3aCTOCOBYIOTh TaKy KOMOiHallio JTiKapChKMUX 3ac00iB, CITiT CITOCTEpPIiraTH 100 PO3BUTKY
no0iYHUX peaklliii, OB’ I3aHUX i3 3aCTOCYBAHHSAM 3UIOBYOUHY. MOXKHA PO3TISHYTH
OOLIUIBHICTE 3HUXKEHHS 03U 3UOBYIUHY.

A3umpomiyuH: y XOIi BITKPUTOTO PaHAOMi30BaHOTO0 TPUCTOPOHHBLOTO II€PEXPECHOTO
MOCIIIXXEeHHS, B IKOMY B3$51JIM y4acTb 18 300poBUxX HOOPOBOJIBILIB, OI[iHIOBAIN BIIJIUB
a3uTPOMIIMHY Ta (IYKOHA30/y Ha (hapMaKOKIHETUKY OOWH OOHOTO0 IPHU 1IX OMHOYAaCHOMY
IIepopaabHOMY Pa30BOMY 3acTocyBaHHI y mo3ax 1200 mr ta 800 mr BigmoigHO. 2KOogHUX
3HAYyLIUX papMaKOKiHETUUHUX B3aEMOZiN BUSBIIEHO He OyII0.

IepopaavHi KoHMpavyenmueu: MPOBOAUIIOCS 2 HapMaKOKIHETHYHUX [OCITiIXKEeHH ST



O6araTopa3oBOro 3aCTOCyBaHHS (HITyKOHA30Jly Ta KOMOiHOBAHOTO IIEPOPAJIbHOTO
KOHTpalenTuBa. [Ipu 3acTocyBaHHi (pyKOHa301y y 003i 50 Mr BIJIMBY Ha PiBeHb TOPMOHIB
He 0yJ10, TOAi SIK IIPM 3aCTOCyBaHHi (yKoHa301my y mo3i 200 Mr Ha o6y crocTepiranocs
36inpmenHs AUC etuninectpagiony Ha 40 % Ta neBoHoprecTpeny - Ha 24 %. 1le cBiguuTh
PO Te, 1[0 0araTopa3oBe 3aCTOCYBaHHSA (IYKOHA30Jy V 3a3Ha4eHUX J03aX HaBPSA YU MOXKe
BIIJIUBATH Ha e(eKTUBHICTh KOMOIHOBAHOTO ITePOPAIbHOT0 KOHTPAIIENTHBA.

Oco06.1ueocmi 3acmocye8aHHs1.

[epmamocgpimis. BifmoBigHO 70 pe3ybTaTiB AOCHiAXKeHHS QIYKOHA30Iy AJIS JTiKyBaHHS gepMaTodiTii
y miTei, QpIyKoHa30JI He NepeBUllye rpu3eodynbBiH 3a eeKTUBHICTIO i 3arabHUN IT0OKa3HUK
eexTuBHOCTI cTaHOBUTH MeHIIe 20 %. ToMmy (hIyKoHA30I He CHIifl 3aCTOCOBYBATH OISl JTIKyBaHHS
nepMaTodiTil.

Kpunmoxkoko3s. [loka3iB e(eKTUBHOCTI (hTyKOHA30JIy AJIS JTiKyBaHHS KPUITOKOKO3Y iHIINX
JIoKaJli3aliil (Hanpukiaj JereHeBoro KpUITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeZOCTaTHbO, TOMY
PeKoMeHAalii 00 JO30BOT0 PeXUMY [JId JIIKyBaHHSI TaKUX 3aXBOPIOBaHb HEMAE.

I'nuboki eHOemiuHi Miko3u. [loka3iB eeKTUBHOCTI (DITyKOHA301y AJd JTiKyBaHHS iHIIUX HopM
eHIEeMIYHMX MiKO3iB, TaKUX SIK IapaKOKIIAIi0iMOMiK03, TiCTOMIa3M03 Ta IKipHO-TTiMbaTUYHUM
CIIOPOTPUX03, HEJOCTAaTHBO, TOMY PEKOMEH A} 00 J030BOT0 PeXKUMY OJIs TiIKyBaHHS TaKHUX
3aXBOpIOBaHb HEMaAE.

Hupkosa cucmema. [TallieHTam i3 mopymeHHAM (QyHKIIM HAPOK IIpemnapaT CJIifl 3aCTOCOBYBaTH
3 obepexkHicTIO (MUB. po3Min «Crmocid 3aCTOCYBaHHS Ta O3U»).

Hedocmamuicmb HaOHUpPKoBuX 3a103. KeTOKOHA301I, SIK BifOMO, CIIPUYHUHSE HETOCTATHICTh
Ha[JHUPKOBUX 3aJ103, i lle TAKOXK MOXKe CTOCYBaTUCS (PIyKOHA30J1y, X04a CIIOCTEPIraeThCS PigKo.
HepocTtaTHiCTh HAOHUPKOBUX 3aJ103, OB'sI3aHa 3 OMHOYACHUM JIiKyBaHHSIM MPEOHI30HOM, ONKCaHa B
po3mini «B3aemogmis 3 iHIIUMY JTiKapCHKUMHU 3aco0aMu Ta iHII BUOM B3aEMOfiN. Brius GhykoHa30my
Ha iHIIi TiKapCchKi 3aco0u».

T'enamo6iniapHa cucmema. IlanlieHTaM i3 MOPyIIeHHSIM (QYHKLIY MEYiHKY Ipenapar CIIif
3aCTOCOBYBaTH 3 00epexKHiCTI0. 3aCTOCYyBaHHS (PIYKOHA30/Iy acOIlifoBasocsd 3 BUHUKHEHHAM
PiOKiCHMX BUIIaAKiB PO3BUTKY TSAKKOI FelMaTOTOKCUYHOCTI, BKIIOYAIOUM JIeTallbHi BUAJKH,
TOJIOBHHAM YHMHOM Y TAIli€HTIB i3 TIKKMMHU OCHOBHUMH 3aXBOPIOBAaHHSMU. Y BUIAfKaX, KOIH
PO3BUTOK T'ellaTOTOKCUYHOCTI acollifoBaBCS i3 3aCTOCyBaHHAM (ITyKOHa3011y, He 0yIi0
Big3HA4eHO ii SBHOI 3aJIe2KHOCTI Bifl 3arasibHOi 7000BOI 103U IpenapaTy, TPUBAIOCTI Tepartii,
craTi ab0 BiKy malfieHTa. 3a3Br4ail TemaTOTOKCUYHICTh, CIIPUYHHEHa (IYKOHA30JI0M,
000pOTHA, a 11 TPOSIBY 3HUKAIOTH ITiCJIg IPUIIMHEHHS Teparril.

3a malfieHTaMH, V SKUX IIPU 3aCTOCYBaHHi (PIIYKOHA30/1y CIIOCTEPIraloThCS BiTXUIEHHS pe3ybTaTiB
GbyHKITi0HATPHUX P00 MEeYiHKY, C/Tif] BCTAHOBUTH PEeTEeIbHUM HaTJISM 00 PO3BUTKY OibII TSAKKOTO
ypaXKeHHS IeYiHKU.

[TauieHTiB cnifg TpoiH(GOPMyBaTH IPO CUMITOMY, 110 MOXKYTh CBITYUTH IIPO CEPUO3HUY BIIJIUB Ha
NeYviHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MoCTiiHa Hyg0Ta, 6/TI0BaHHS Ta KOBTSIHUILISL). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS (IyKOHA30Jly CIIif HeralHO NPUNWHUTY Ta IPOKOHCYIbTYBATUCA 3 JTiKapeM.



Cepueso-cyouHHa cucmema. [lesiKi a3071d, y TOMY YHCIi ¥ (IIyKOHA30JI, aCOLiI0I0TLCS 3
nogoBxkeHHAM iHTepBany QT Ha enekTpokappiorpami. ®ykoHa30:1 ogosxkye inTepsan QT
IIJIIXOM [IPUTHIYEHHS BUNIPSAMIIAYOro Kajiesoro kaHany (I,.). Ilomosxenus intepsany QT
BHACIIOK mil iHIKX JTiKapCcbKuX 3aco0iB (HampuKIIaa aMiogapoHy) MoXe ITOCUIIOBATUCS Y
pe3ynbTaTi npurdideHHsa pepmenty CYP3A4 nutoxpomy P450. IToBimoMisinocs Ipo ayxe
piAkicHiI BUagKu nomoBXKeHHS iHTepBany QT Ta mapokcu3MasbHOL IUTYHOYKOBOIL TaxXikapil
TUILy «IIipyeT» IIPU 3aCTOCYBaHHI dyKoHa3ony. TaKi IOBIAOMIIEHHS CTOCYBa/IUCSA IAIll€HTIB i3
TAKKUMU 3aXBOPIOBaHHSAMU IIPU NIO€NHaHHI 6araTbox (GakToOpiB pU3UKY, TAKUMU SIK
CTPYKTYPHI 3aXBOPIOBaHHS CEpIIs, IIOPYIIEHHS eIeKTPOJIiTHOTO 00MiHYy Ta OgHOYacHe
3aCTOCYBaHHS iHIIUX JiIKapChKUX 3ac00iB, 110 BIIKMBaIOTh Ha iHTepBan QT. [TaienTu 3
TilTOKaIiEMi€l0 Ta IPOrPeCcyrdo0i0 CepleBO0 HEJOCTATHICTIO MalOTh MiABUIIEHUN PU3UK
BUHUKHEHHS 3aTPO3/IUBUX [JIg KUTTS IIYHOYKOBUX apUTMIiU Ta IapOKCHU3MaJbHOL
IIJTYHOYKOBOI TaXiKapmil TUIY «IIipyeT».

®nykoHa301 CHIifl 3 00epeXHICTIO 3aCTOCOBYBATH TAlliEHTaM i3 pU3UKOM PO3BUTKY apUTMil.
OpgHoYacHe 3aCTOCyBaHHS Pa3oM i3 JiKapChKUMU 3aco0aMu, I0 MPOJIOHTYIOTh iHTepBan QTc
Ta MeTabo71i3yoThcs 3a mormomoroio hepmenTy CYP3A4 nutoxpomy P450, mpoTunokasaHe
(muB. po3minu «IIpoTHUIOKa3aHHSA» Ta «B3aeMomist 3 iHIMKMMY TiKapCHKUMU 3aco0aMu Ta iHIIi
BUMIM B3a€EMOMIN»).

I'anopaumpun. I'anodantpus € cydctpatom pepmenty CYP3A4 i mponourye inTepsan QTc mpu
3aCTOCYBaHHi Y peKOMEeHI0BaHUX TepalleBTUYHUX J03ax. OgHOYacHe 3aCTOCYBaHHS ranohaHTPUHY Ta
GbnyKoHa30I1y He pPeKOMEHAY€EThCs (OUB. Po3min «B3aemopmist 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
iHIT BUOM B3aEMOMIin»).

HepmamoaoeiuHi peaxuyii. I1ig 9ac 3acTocyBaHHS (JIYKOHA30Jy PiAKO MOBITOMIISIOCS PO
PO3BUTOK TaKWX eKC()OTiaTUBHUX MIKIPHUX pPeakwiid, IK cuHAapoM CTiBeHca-[I)KOHCOHA Ta
TOKCHYHUY ellifjepMalbHUY HEKPoi3. [I0BiqoMIsaIocs Npo MeqUKaMeHTO3HY peakliiio 3
eo3uHOOinie0 i cuctemuumu nposieamu (DRESS-cuunpowm). [MTarientu 31 CHIO oM 6inbi
CXUJIbHI 0 PO3BUTKY TAKKUX IIKIPHUX peaklliil Ipu 3aCTOCyBaHHi 6araTbox JTiKapChKUX
3aco0iB. AKII0 y mallieHTa i3 TOBEPXHEBOIO 'PUOKOBOIO iH(EKITIEIO 3’ IBNIII0THCS BUCHUIIH, 1110
MOXKHa ITOB’g3aTH i3 3aCTOCYBaHHAIM (PIIyKOHA30J1y, TOAAJbIIe 3aCTOCYBaHHS IpenapaTy Ciif
IPUNUHUATHU. FKIIO0 Y MallieHTa 3 iHBa3WBHOIO/CHCTEMHOI0 TPUOKOBOI0 iHPEKITIEIO 3’ IBNSIIOTHCS
BHCHUIIY Ha IIKipi, 3a 10TO CTaHOM ITOTPiOHO pPeTEeNbHO CIIOCTEPIraTH, a y BUMAAKy PO3BUTKY
OyIb03HUX BUCHUIIIB a00 MyIbTH()OPMHOI epUTEMH 3aCTOCYBaHHS (DIIYKOHA30IIy CIIif
IIPUIAHUTH.

I'inepuymausicmb. Y pigKiCHUX BHUMIagKax IMOBiIOMIISIOCS IIPO PO3BUTOK aHa(iNaKTUYHUX pPeaklii
(muB. po3min «IIpoTUOKa3aHHI»).

ITumoxpom P450. ®nykoHa3zon € nomipauM inribitopom dpepmentis CYP2C9 ta CYP3A4. Takox
bnykoHa30711 € nmoTykHUM iHribiTopom pepmenty CYP2C19. Crnig criocTepiratu 3a CTaHOM IaIli€HTIB,
SKi ODHOYACHO 3aCTOCOBYIOTh (hJIyKOHA30JI Ta IIpeliapaTy 3 BY3bKUM TepaleBTUYHUM BIKHOM, II[0
MeTaboi3yoThes 3a yuacTio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3min «B3aemomis 3
iHITUMY JTiKapChKUMH 3ac00aMu Ta iHIIT BUOU B3aEMOMiM»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraT 3a CTAHOM IallieHTa IPY OJHOYaCHOMY 3aCTOCYBaHHI
tepdenaguny Ta hyKoHa3omy y no3si Menine 400 mMr Ha 700y (ouB. po3ninu «[IpoTunoka3aHHSI» Ta
«B3aeMopmis 3 iHMMMY JTiKapChbKUMHU 3ac00aMM Ta iHIII BUAM B3aEMOIiii»).



KaHoudo3. JocnifxeHHS IPOAEeMOHCTPYBaId 3pOCTAHHS MOMIMPEHOCT] iHPEKIil, CHPUYNHEHNX
inmmMu Bugamu Candida, kpim C. albicans. BoHu 4acTo € IpUPOAHO CTiikuMu (Hampukiapg, C. krusei
ta C. auris) abo IeMOHCTPYIOTh 3HUKEHY YyTNUBIiCTE Ho dhiaykoHa3ony (C. glabrata). Taki indexii
MOXKYTb NOTPeOyBaTH anbTepHAaTHBHOI IPOTUTPUOKOBOI Tepartii micis HeBHanoro nikyBaHHs. OTxKe,
niKapsM, SIKi Mpu3HadaloTh 3acib, peKOMEHOYEThCS BpaXOBYBaTH IOMINPEHICTh CTIMKOCTI Pi3HUX
BumiB Candida no ¢pryKoHa30:7y.

3acmocyeanns y nepiod eazimHocmi abo 200yeaHHsi 2pydoio.
XKiHKU 3 penpo0yKmuBHUM NOMeHYid/10M.

[lepen mo4yaTKOM JIiKyBaHHS MAIliEHTKY CITif TPoiH(OPMYBaTH PO MOTEHUINHUME PU3UK OIS
n7107a.

[Ticrst 3acTOCYyBaHHS OJHOPA30BO1 AO3M CJIiJl BATPUMATH IIepiofl BUBEOeHHS (PIYKOHA30IY,
SIKUY CTAHOBUTH NPUOIKU3HO 1 TUXKOEHS (1110 BifmoBimae 5-6 mepiomaM HamliBBUBENEHHS), 0
HACTaHHS BATiTHOCTI (OUB. po3min «PapMaKOKiHETHUKA»).

[Tpu TpuBanmux Kypcax JIiKyBaHHS XKiHKaM 3 PEIPOAYKTUBHUM IIOTEHIIaJIOM CJIif] PO3TJIAHYTU
MOXKJIMBICTh 3aCTOCYBaHHS KOHTpAIEILil IPOTArOM YChOT0 IEPiofy JIiKyBaHHS Ta IPOTATOM
1 THXHS MicNg IPUNOMY OCTaHHBOI TO3M.

Bazimuicmb.

OOcepBaliiiiHi [OCTiKEHHS CBig4YaTh PO MiIBUILIEHUM PU3UK CIIOHTAaHHOTO a00PTY y XKiHOK,
SKi 0OTpUMYyBanu HIyKOHA30JI IPOTSITOM IIePIIOTro Ta/abo Apyroro TPUMeCTPY BariTHOCTI,
IIOPiBHSHO 3 XiHKaMH, SKi He mpuiiManu GIyKoHa3051 ab0 OTpUMYyBaiX MiCIIeBi a30/Iu y TOU
caMuU mepiof.

IlaHi 10710 KiTbKOX THCSY BaTriTHUX XKiHOK, SKi OTPUMYBaJIU JIiKyBaHHS (PJIyKOHA30JI0M y
KyMYJIATHBHIN 1031 < 150 Mr y nepioMy TpUMECTPi, JeMOHCTPYIOTh BiICYTHICTh 3POCTaHHS
3arajbHOTO PU3MKY Baf PO3BUTKY IJIOAY. B OMHOMY BEIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
OOCIiI2KeHHi IlepopaibHe 3aCTOCYBaHHS (IYKOHA30Iy B IIEPIIOMY TPHMECTpPi 0yIi0 OB’ g13aHe 3
HeBEJIMKUM IIigBUILIEHUM PU3UKOM BaJ PO3BUTKY CKEJIETHO-M I30BOI CUCTEMH, III0 BiTIOBimae
npubnu3Ho 1 momaTkoBoMy Bumagky Ha 1000 XiHOK, SKi oTpuMyBaIu KyMyISTUBHI 103U < 450 Mmr,
TIOPiBHSHO 3 XKiHKaMM, SIKi OTpUMYyBaii a30J1d MiclieBoi fil, i mpubau3Ho 4 JOJaTKOBUM BUIIaKaM Ha
1000 xiHOK, SKi OTpUMYyBaIu KyMyJISTHBHI 7031 Oinbie 450 Mr. CKOpUTOBaHUY BiTHOCHUYN PU3UK
cranoBuB 1,29 (95 % [OI: 1,05-1,58) gnsa mo3u ¢pnykonasony 150 Mr nepopansHo Ta 1,98 (95 % [I:
1,23-3,17) gns go3 pnykonasomny Oinbiie 450 mr.

HasBHi enigeMiosiorivysi JOCTIAXKEHHS IIIOA0 PO3BUTKY Baf CEPLA IIPU 3aCTOCYBaHHI
(bTyKOHA307y y epion BariTHOCTI Aal0Th CylepednnBi pe3ynbTaTd. OgHAK, MeTaaHai3 5
oOcepBalliitHuX OOCTiAkKeHb, 10 BKITI0YAJX KillbKa TUCSY BariTHUX XKIiHOK, SKi OTPUMYBaIH
(bITyKOHA30J1 MPOTITOM IIE€PILIOT0 TPUMECTPY, BUSIBUB IiABUIIEHHS PU3UKY PO3BUTKY Bafl
cepus y 1,8-2 pa3u MOpiBHSIHO 3 TUM, KON (PIIyKOHA30/1 HE 3aCTOCOBYBasu Ta/abo
BUKOPUCTOBYBAJIM a30JI1 [AJis1 MiCLI€BOI'0 3aCTOCYBaHHS.

Y noBigOMJIEHHSX ONKMCAHO BUMIAAKYU BPOIXKEHUX BaJl PO3BUTKY Y HEMOBJIAT, MaTepi SKUX
oTpumMyBanu Bucoki mo3u (Big 400 mo 800 mr/moby) prnykoHa3omy y nepion BariTHOCTI



IpOTATOM 3 MicstiB abo OinbIle IpH JTiKyBaHHI KOKIUAiolmoMiKo3y. Cepel BpPOMXKEHUX Bafl,
SKi cIlocTepiranucs y uux mitew, - 6paxinedartisi, quciialisg ByIIHUX PAaKOBKH, HagMipHe
30i/IbIlIeHHS ITePeOHbOT0 TiM'sTUKa, BUKPUBIIEHHS CTErHa Ta MIPOMEHEeBO-TIJIeY0BHM CUHOCTO3.
[IpyYMHHO-HACIITKOBUY 3B’SI30K MiX 3aCTOCyBaHHAM (ITyKOHA30Jly Ta BPOAXKEHUMU BaflaMu
He BCTaHOBJIEHUN.

He cnig 3acTocoByBaTH 3BUYaliHi 103U (PIyKOHA30/Ty Ta KOPOTKOTPHUBAi KypCH JIiKyBaHHS
(bITyKOHA30JI0M Yy TEepiof BariTHOCT, 3a BUHSATKOM KpalHbol He0OXimHOCTI.

He cnig 3acTOCOBYBaTH BUCOKI 703U (ITyKOHA3011y Ta/abo TpuBasli KypCcH JiKyBaHHS
(bITyKOHA30JI0M y IIePiof BariTHOCTI, 3a BUHSATKOM JIiKyBaHHS iH(MEKIIiH, 1110 MOXKYTh
3arpoXKyBaTyU XKUTTIO.

I'odyeaHHA 2pydoio.

®1yKOHA30J1 MPOHUKAE Y TPYOHE MOJIOKO Ta MOCSITa€E KOHIEHTpallil momi0HoI 10 PiBHS y
m1a3Mi Kposi ([IuB. po3min «PapmMakokiHeTrKa»). ['onyBaHHS I'PYALOI0 MOXKHA IIPOAOBXKYBaTH
ITicJIsi Pa30BOT'0 3aCTOCYBaHHS 3BUYAMHOI N03U (PIYKOHA30JTy, 1110 CTAHOBUTEL 150 M.
['omyBaTH TPYONI0 HE PeKOMEHOYEThCS IPU 0araTopa3oBOMY 3aCTOCYBaHHI ¢iyKoHa305y a0o
IIPK 3aCTOCYBaHHI BUCOKUX 003 (QyKoHa30y CIlif OI[iHUTHA KOPUCTh TPYIHOTO
BUTOMIOBYBAHHS MJIST PO3BUTKY Ta 3[I0POB’SI IUTHHU i KIiHiYHY TOTpe0y MaTepi y JTiKapchKoMy
3aco06i, a TaKOXK MOTeHIIiMHi mobiuHi epekTu npenapaTy abo OCHOBHOTO 3aXBOPIOBAHHS
MaTepi oI DUTUHMU.

depmubHicmb.

®TyKOHA30I1 He BIIMBAB Ha HepPTUNIbHICTh CaMIIiB Ta CaMOK ILIYpiB.

30amuicmb enaueamu Ha weudkKicmov peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwumMu mexaHizmamu.

TlocTigXKeHs BIUIMBY JIIKapChKoro 3acoly Iumo301° Ha 30aTHICTE KEePyBaTH aBTOTPAHCIOPTOM abo
[IpaIioBaTy 3 IHIIMMUA MeXaHi3MaMy He IIPOBOOUIIN.

[TauieHTiB cnig mpoiHGOpMyBaTH PO MOXKJIMBICTE PO3BUTKY 3allaMOpPOYeHHS abo CyooM IIif yac
3aCTOCOBYBaHHs npenapaty Judmo30n”. IIpa po3BUTKY TaKUX CUMITOMIB HE PEKOMEHYEThCS
KepyBaTH aBTOTPAHCIIOPTOM abo IMpaljfoBaTH 3 iHIIMMU MeXaHi3MaMHu.

Cnocib 3acmocyeaHHsi ma do3u.

Kamncynu ciig koBTatu uinuMu. [IpritoM nikapchKoro 3aco0y He 3ajIeXKUTh Biff TpUHoOMY 1xXKi.
Hopocai.

[IpemapaT 3aCTOCOBYIOTH IIePOPaIbHO Y H03i 150 Mr omHOPa30Bo.

ITauieHmu AIMHbBO20 BIKY.



[Tpu BigCyTHOCTI 03HaK MOPYLIeHHS (PYHKIIM HUPOK [Jg JIiKyBaHHS 1€l KaTeropil nalieHTiB
3aCTOCOBYIOTh 3BUYAUHY 103y AJI OPOCIIHX.

ITopyweHHA pYHKUIU HUPOK.

®yKOHA30JI BUBOOUTHCA B OCHOBHOMY 3 CEUYel0 YV He3MiHeHOMY BUTJIAIL. [Ipu pa3oBoMy 3aCTOCyBaHHI
npenapaTy KOPUTyBaTH [03Y Liil KaTeropil mallieHTiB He IOTPiOHO.

ITopyweHHA QYHKUIU NneyviHKu.

®nyKoHA3071 CIifl 3aCTOCOBYBaTH 3 00€PEeKHICTIO MallieHTaM i3 MOpyLUIeHHAMU QYHKIIiHM IeYiHKH,
OCKiNIbKY iH(popMallil o0 3acToCyBaHHS (IYKOHA30J1y IIil KaTeropii maii€eHTiB HeJOCTaTHLO (IUB.
po3minu «Ocob6auBOCTI 3acToCyBaHHI» Ta «[100iuHi peakiii»).

Himu.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIpenapaTy s JTiKyBaHHS T'eHiTallbHUX KaHAUI03IB y miTen
He BcTaHOB/eHi. HasiBHa Ha chorofHi indopmallis HaBefeHa y po3fini «[Tobiuni peakuii». fAKimo icHye
HarajbHa MoTpeba 3acTOCyBaHHS JIiKapChKOoro 3acoly mifamiTkaM (BikoM Bifg 12 mo 17 pokiB), ciif
3aCTOCOBYBAaTH 3BUYalHi 03U [JIS JOPOCTIHUX.

Ilepedo3yeaHHs.

OTpumMaHO MOBiOMIEHHS IIPO MTepefo3yBaHHs (PIIYKOHA30I1y; OMHOYACHO MOBiOOMIISIIOCS
IIPO TaTIoIKHALlll Ta MapaHolAalbHy MOBEOIHKY.

[Ipu mepeno3yBaHHi HEOOXigHO TPOBECTH CUMIITOMATUYHY MiATPUMYBaIbHy TEpAIilo Ta y
pasi HeoOximHOCTI mpoMuTH IMIITYHOK. ®IIYKOHA30/1 3HAYHOI0 MipOI0 eKCKPETYETHCS 3 CeUelo;
dbopcoBaHM Aiype3 MoxKe MPUCKOPUTH BUBEOeHHS npemnaparty. CeaHC reMopiamnidy
TPUBAICTIO 3 TONUHY 3HUXKYE PiBeHb (PIYKOHA30Ty V Ia3Mi KpoBi npubnusuo Ha 50 %.

ITo6iyHi peakxuii.

Pestome npodinto 6e3meyHocTi

Y 3B’513Ky 3 NIiKyBaHHAM (IyKOHA30JI0M MOBiIOMIIANIOCS IPO MEeIUKaMEeHTO3HY peakliiio 3
eo3uHoinieto i cucreMaumu mposiBamu (DRESS-cunpmpom) (ous. po3nin «OcobmuBoCTi
3aCTOCYBaHHS»).

Haityacrime moBigoMsiocs mpo Taki moOiuHi peakiii: ronoBHUM 6inb, 6inb y YepeBHiN TOPOXKHUHI,
miapesi, HymoTa, 67I0BaHHS, IMiIBUILIEHHS PiBHS alaHiHaMmiHoTpaHcdepasu (AJIT), migBullleHHS PiBHS
acnaprataMinoTpaHcdepasu (ACT), migBuilleHHS piBHS NyXKHOI pocdhaTa3u KPoBi, BUCUIIAHHS.

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



3 6oky cucmemu Kposi ma aimpamu4Hoi cucmemu.

HeuacTo: aHeMid.

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

Pigko: anadinakcis.

MemaboaiyHi ma asimeHmapHi po3aaou.

HeuacTo: 3HMKEHHS alleTUTY.

Pigko: rinmepxosnectepuneMis, TiepTpUIIilepuaeMis, rinokamieMisa.
ITcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 6oky Hepsogoi cucmemu.

YacTo: ronoBHUM 6ifb.

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

3 6oky opaaHis cayxy ma eecmubyaspHO20 anapamy.

Heuacro: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MaJsbHa LITyHOYKOBa TaxikKapmisd TUIY «IipyeT», MOLOoBXeHHd iHTepBany QT
(ouB. po3pin «OcoBGIUBOCTI 3aCTOCYBaHHI»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

YacTo: 6inb y YepeBHill TOPOXKHKHI, HYHOTa, miapest, OJII0BaHHS.
HeuacTo: 3amop, gucmencis, MeTeopusM, CyXiCThb y POTI.
I'enamobiaiapHi po3aadu.

YacTo: miaBUIlleHHS PiBHS alaHiHaMiHoTpaHchepasu (AJIT), migBullleHHS PiBHS
acnapratamiHoTpaHcdepasu (ACT), migBuilleHHS PiBHSA NTyKHOI ¢ocdaTa3u (IUB. PO3MAiN
«OcoOnMMBOCTi 3aCTOCYBaHHS»).

HeuacTo: X0ecTas, XKOBTSHUIIS, MiIBUILIeHHS piBHS Oinipy6iny (muB. po3min «Oco6nuBoCTi
3aCTOCYBaHHS»).

Pigko: me4iHKOBa HEOCTATHICTh, FelIaTONEMIONIPHAN HEKPO3, TeIaTUTH, TeaTOIeTI0NIIPHE
ypaxeHHs (OuB. po3ain «OcoO0IMBOCTI 3aCTOCYBaHHS»).



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

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

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

HeBimoMo: MequkaMeHTO3Ha peakilis 3 eo3uHodisniero i cucremaumu nposisamu (DRESS-cunmpom).
3 60Ky ONoOpHO-pPYXx08020 anapamy ma cnoAYy4YHOi MKAHUHU.

Heuacto: mianrig.

3azanvHi po3aadu ma peakuyii y micui 8e0eHHA.

HeuacTo: mifBuIlieHa BTOMJIIOBaHICTh, HE3OYyKaHH, aCTeHis, raps4ka.

Himu.

YacToTa Ta XapakTep no0iYHUX peakllill i BigXuieHb Bif HOPMU Pe3yIbTaTiB 1a00paTOPHUAX
aHaJIi3iB y X0l KJIiHIYHUX AOCIIIXKEHb 3a Y4aCTI0 JiTel CIiBCTaBHI 3 TAKUMU y TOPOCIIHX.

3gimyeaHHs npo nido3piosaHi nobiuHi peakui.

3BiTyBaHHS PO MMigo3pioBaHi Mo0iYHi peakilii mics peecTpaliil TiKapcbKoro 3acoly Mae
BaXJIMBe 3HaueHHs. Lle mae 3Mory mpoBoauTH O6e3mepepBHUN MOHITOPUHT CITiBBiTHONIEHHS
MiXK KOPHCTIO i pu3uKaMHu, 0B I3aHUMH i3 3aCTOCYBAaHHSIM IThOTO JIiIKapChKOT0 3ac00y.
MenuyHUX IpalliBHUKIB IPOCATH 3BiTYyBaTH PO Oymb-sKi Mifo3pioBaHi mob6iuHi peakiiil
BIIMOBIAHO [0 BUMOT MiCLIEBOTO 3aKOHOJaBCTBa.

Tepmin npudamuocmi. 4 POKU.

YMmoBH 30epirannsi.
30epiraTy B OpUTiHaIbHIN YIAKOBIIi IpX TeMIiepaTypi He Bute 25 °C.

30epiraTy y HEJOCTYITHOMY OJIS JiT€H MiCIIi.

YnakoBka.

Kamncynu nmo 150 mr, o 1 xamcymni y 6mictepi, 1 abo 2 6micTepy B mautli; Mo 2 Kamcyniu y
6micTepi, 1 6micTep B mayiii.



Kareropis Bigmycky.
be3 penenta - kamncynu no 150 Mr o 1 xamcyii.

3a pelenToM - Karcynu 1o 150 Mr no 2 Karcysu.

BupoOHHK.

[TAT «KuiBMenmnpenapatT».

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro aJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.

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



