IHCTPYKIIA

71T MEJUYHOTO 3aCTOCYBAHHS JIiIKapChKOTO 3aco0y

IU®TIOKAH®

(DIFLUCAN®)

Cknao:
ditoua pevosuHa: ¢pnykoHaszon / fluconazole;
1 kamcyna mictuth 50 Mr abo 100 mMr rykoHa3omy;

0ONnoMmidCcHI peyo8uHU: TaKTO3a, MOHOTiIpaT; KpoXMalb KyKypPyA3sSHUM; HaTpPilo JTaypucyiabdar;
MarHilo cTeaparT; KPeMHilo OioOKCHU KOMOImHUM Oe3BOOHUM.

Jlikapcbka ¢opma. Kancymu.
OcHo8HI (pi3uKo-ximMiuHi 81aCMUBOCMI:

50 MT - TBEPMi HEMPO30Pi XKenaTUHOBI Kancynu (po3mip kamcynu Ned), 110 MicTSTh Ginuii MOPOIIOK, 3i
CBiT/10-61p1030B0-6JITAKUTHOIO KPUIIIEYKOIO Ta 6iTUM KOPIIyCOM, 3 HAaHECEHUMHU YOPHUM YOPHUIOM
norotunoM Pfizer ta Hagnucom FLU-50.

100 Mr - TBep[i HETPO30pi XKeJTaTUHOBI Karcynu (po3mip Kancynu Ne2), 110 MicTSTh Oinuil IIOPOIIOK,
3 6JTaKUTHOIO KPHUIIIEYKOI0 Ta OimuM KOpIycoM, 3 HAaHECEeHUMU YOPHUM YOPHHUJIOM JioroturnoM Pfizer
ta HagnucoMm FLU-100.

dapMakoTepaneBTHYHA rpymna. [IpoTurpubkoBi 3acobu [yIsi CHCTEMHOT'O 3aCTOCyBaHHS. [ToximHi
Tpuasony. Kog ATX JO2A CO1.

®Papmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.

MexaHi3M mil.

®nykoHa3051 € TPOTUTPHOKOBUM 3aC000M KJlacy Tpua3osiB. [IlepBUHHUM MexaHi3MOM Horo fil €
IPUTHiIYeHHS IPUOKOBOro 14-anmbda-I1aHoCcTepo-IeMeTHIIIOBAHHS, 0II0CEePeIKOBaHOT0 IUTOXPOMOM
P450, 10 € HeBifg'eMHUM eTanoM 6ioCHHTE3y IPUOKOBOTO eprocrepony. Akymynauisa 14-anbda-MeTun-
CTEPOJIiB KOPEJTIOE 3 MTOMAJIBIIOI BTPATO €ProcTepoy MeMOpaHoio rpubKOBOI KITITUHU Ta MOXKE
BiiMOBifaTH 3a MPOTUTPUOKOBY aKTUBHICTEL QriyKoHa307y. ®1yKoHa3071 € GinbIl CEIEKTUBHUM [I0
rpubkoBux hepMeHTiB 1uToxpomy P450, HiXK [0 pi3HUX cucteM GpepMeHTiB ruToxpoMy P450 ccasiiis.



3acTocyBaHHS (HITyKOHa30my y mo3i 50 Mr Ha mo0y mpoTsarom 28 [HIB He BIIMBAE Ha PiBeHb
TECTOCTEPOHY y IIJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTEHHUX CTEPOIMiB ¥ KiHOK
pemnponyKTuBHOro Biky. ®mykoHa3on y 1o3i 200-400 mr Ha moby He MPOSIBIISE KITiHIYHO 3HAYYLIOTO
BIIJIUBY Ha PiBeHb €HAOTE€HHUX CTEPOifiB a0 Ha BigMOBib Ha CTUMYIISIIII0 aMPEHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux f0OPOBOJIBLIB YOI0BiUOl CTATI.

HocnigeHHS B3a€MO{Iil 3 aHTUMIIPHHOM IIPOAEMOHCTPYBaIH, 0 3acTocyBaHHA 50 Mr GIIyKOHa301y
pa30Bo uu 6araTopa3oBo He BIJIMBA€ Ha MeTab0Ii3M aHTUIIIPUHY.

YyTnusicTs in vitro.

®nykoHa307 in vitro eMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO KJTiIHIYHO MOMKUPEHUX BUMIIB
Candida (Bkmtouatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata neMOHCTpy€ 3HUXKEHY
YyTIUBICTH H0 (IyKoHa3o1y, a C. krusei ta C. auris € CTIUKUMU [0 PryKoHa301y. MiHiManbHi
inriOyroui KoHIIeHTpallii Ta enigeMionoriune nmoporose 3HaueHHs 3rinHo EUCAST (ECOFF) mns
dbmykoHa3ony ctocoBHO C. guilliermondii Bumii, HiXK cTocoBHO C. albicans.

Takox (pryKoHa30: in vitro GEMOHCTPY€E aKTUBHICTD IK IPOTU Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTy eHAeMiuyHUX IIiCHABUX IpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’s130K (hapMaKOKIHETUUHUX i hapMaKOOUHAMIUHUX BJIACTUBOCTEH.

BipgmoBigHO 00 pe3ynbTaTiB HOCIIOXKEHb Ha TBAPUHAX, ICHY€E KOpealisd MiX MiHiMaIbHOK
iHri0y104010 KOHIIEHTpPALi€I0 Ta e)eKTUBHICTIO IIPOTU eKCIIEPUMEHTAIbHUX MOoesiel MiK03iB,
cripuuynHeHUX BugamMu Candida. BifmoBigHO 0o pe3ynbTaTiB KIIIHIYHUX JOCIiAKEHb, iCHY€E JliHiliHa
3anexHicTh Mizk AUC Ta go3oio ¢pnykoHa3zony (nmpubnusno 1:1). Takox icHye npsMuii, ane
HeJoCTaTHiii 3B’5130K Mixk AUC a0o0 03010 Ta MO3UTHBHOIO K/TiHIYHOIO BigIIOBIANIO Ha JIiIKyBaHHS
OpaJIbHOT'0 KaHOUO03Y Ta MEHIIIO MipoI0 - KaHOuOeMil. AHAIOTiYHO JTiKyBaHHS iHQEKIIiH,
CIIPUYMHEHUX IITaMaMHu, 10 IKUX (GJIyKOHA30Jl AEMOHCTPYE BUCOKY MiHiMabHY iHTiOy0uy
KOHIIEHTPAIIil0, € MEHIII 3aI0BiTbHUM.

MexaHi3M pe3UCTEHTHOCTI.

Mikpooprauiamu pony Candida meMOHCTPYIOTh YKCJIeHHI MeXaHi3MU PEe3UCTEHTHOCTI 0 a30IbHUX
IPOTUrpubKOBUX 3ac06iB. OITYyKOHA30/1 IEMOHCTPYE BUCOKY MiHiMasbHY iHTi0yI09y KOHIIEHTpALIil0
IIPOTH 1ITaMiB rpubiB, SKi MaloTh oguH abo GinbIlle MeXaHi3MiB PE3UCTEHTHOCTI, 1110 HETAaTUBHO
BIITMBA€ Ha e(DEKTUBHICTD in vivo Ta B KITiHIYHIM IPaKTHUIII.

Y 3a3Bruan uytnuBux BUAiB Candida Hal4acTillIUM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B IKOMY
3afisHi inboBi hepMeHTH a30iB, BifmoBiganbHi 3a 6i0CUHTE3 eprocTepony. Pe3uCTEHTHICTh MOXKe
OyTu 00yMOBIeHa MyTalliIM{, IOCUJIEHHSIM IPOAYyKIil hepMeHTy, MexaHi3MaMu e(IIIOKCY IIpenapaTy
ab0 pO3BUTKOM KOMIIEHCATOPHUX IIIIXiB.

[MoBimommnsnocs npo cynepindexii Candida spp., cnpudunHeHi iHmmMu Hix C. albicans BugaMu, 1o
YacTO MalTh 3HUXKEHY uyTnuBicTh (C. glabrata) abo € criikumu (Hanpuknag, C. krusei, C. auris) o
bnykonasony. [Iy1s miKyBaHHS TakKux iH(EKIiN clifg 3aCTOCOBYBaTH albTePHATUBHI TPOTUTPUOKOBI
3aco0u. MexaHi3Mu Pe3UCTEHTHOCTI IIle He [0 KiHIlg BUBYEHi B IesIKUX MPUPORHO cTivkux (C. krusei)
a6o sHOBUX (C. auris) BumiB Candida.

KontponsHi Touku EUCAST (E€BponerchbKOTro KOMITETY 3 HOCIiIKeHb YYTIUBOCTI 10 aHTUMIKPOOHUX
3ac00iB).


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

Basyoounck Ha gocligXKeHHi ¢papMaKoKiHeTUUHOI/papMaKogrHaMigHOI iHpopMaliii, YyTAUBOCTi

in vitro Ta KJiHi4yHOI BifmoBigi, 6y/10 BU3HAYEHO KOHTPOJIbHI TOYKM A7 (GIIYKOHA30ITY [JIS
Mikpoopra#ni3Mmis poay Candida (CynpoBigauii po3’sscHioBanbHUM foKymMmeHT EUCAST pns
dbmykoHazony (2020) - Bepcis 3; €EBpONerWChKUN KOMITET i3 HOCTigXKEeHb YyTIUBOCTI 10
aHTUMIKpOOHUX 3ac006iB, [IpoTurpubkoBi 3acobu, TaOmuIli KOHTPOIBHUX TOYOK [JIs iHTepIpeTailii
MIK, Bepcis 10.0, HabyB gurHOCTI 04.02.2020 p.). BoHu Oynu po3nofineHi Ha KOHTPOJIbHI TOYKH, 1110
He TI0B’g3aHi i3 IeBHUM BUIOM, SIKi OiJIbIIO0 MipO0 BU3HAYAIUCS Ha OCHOBI
(bapMakoKiHeTUYHOI/(papMaKoIrHaMiYHOI iH(pOpMallil i He 3ayeXaTh Bif PO3NOAiTy Ha IIeBHI BUAM 3a
MiHiMabHOIO iHTi0yI040I0 KOHIIEHTPAlli€lo, Ta Ha KOHTPOJIbHI TOYKY, TIOB’sI3aHi 3 IIEBHUM BHUJIOM, III0
Haly4acTille acoIio0ThCA i3 iHpeKLigMu y moauHy. 11i KOHTPONIbHI TOYKY HaBeeHi HuXKyue.

[Tpomuepubxosull [ KOHMPOAbHI MOYKU, NO8’3aHi i3 nesHuUM 8u0OM, KOHMPOAbHI
3acib S</R>yme/n mouku, He
noe’s3ami 3

nesHum suoom,’
S</R>yme/n

Candida |Candida Candida |CandidalCandida Candida
albicans |dubliniensis|glabrata |krusei |parapsilosis |tropicals
dyKOHa3071 2/4 2/4 0,001*/16}- 2/4 2/4 2/4

S = 4yyTnuBuy;
R = pe3ucrenTHH;

a - KOHTPOJIbHI TOYKH, III0 He II0B’SI3aHi i3 IeBHUM BHIOM, SKi OiJIbIIIOI0 MipOI0 BU3HAYAIKCS Ha
OCHOBI (hapMaKOKiHeTUYHOI/PpapMaKoarHaMiuHOI iHdopMalril i He 3arexkaTh Bifl pO3MOMiNy Ha MeBHi
BHOY 3a MiHiMa/lbHOIO iHTiOYyI049010 KOHIIEHTpallie0. BoHM [OCTifXKyBaIuCh Nuille ¥ MiKpoOpraHi3Mis,
y SIKUX He iCHye€ crenu¢pigyHol KOHTPOJIbHOI TOYKHY;

-- OCTIimKEeHHS YyTIUBOCTI He peKOMEeH0BaHi, OCKiJIbKYM IaHUYU BUJ HE € METOI0 JIiIKapChKOI Teparii;

* Vci moka3uuku C. glabrata B kateropii I. MIK mpotu C. glabrata cnif o1liHIOBaTH SK Pe3UCTEHTHI,
KOJIX BOHM IepeBuIlyioTh 16 mr/n. Kateropia wytnusocTi (< 0,001 Mr/in) BUKOPHUCTOBYETHCS JIUILIE
a1 3anobiraHHg IOMUIKOBOL Knacudikarii mramis I gk mtamis S. [ - 9yTnuBuil 3a yMOBU
MigBUIIEHOI €KCITO3UIlii: MiKpOOPTraHi3M HaJIeXKUTh [0 KaTeropil «4yTAUBUYM 3a YMOBHU ITiIBUIIIEHO]
€KCIIO3HUIIi1» y pa3i, KoM iCHy€e BUCOKa MMOBipHICTh TePaANleBTUYHOTO YCIiXy, OCKIIbKY €KCITO3ULis
npemnaparty Oysa 36inbIleHa 3a paXyHOK KOPEKIIil pekuMy Ho3yBaHHS a0 #oro KOHIIeHTpalii y
BOTHHUII iHDeKITil.

dapmaxkoKiHemuxka.

dapMaKoOKiHETUYHI BTaCTUBOCTI (PJIYKOHA30JTy € MOAiOHUMY IIPY BHYTPIITHLOBEHHOMY i
IIepopaibHOMY 3aCTOCYBaHHI.

AGcopOiis.

®nykoHa3051 Jo0pe BCMOKTYETLCS IIPU ITepOpabHOMY 3aCTOCYBaHHi, a piBeHb Ipemnapaty y mia3mi
KpOBi i cuctemMHa GiogocTymHicTh mepeBulyioTh 90 % piBHS HIIYKOHA30Iy Y M1a3Mi KPOBi, 1110
[OCATAEThCS [IPU BHYTPIIIHEOBEHHOMY BBe[leHH] IpenapaTy. OgHOYacHe BXKUBaHHS 1Ki He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy P M0T0 IlepopalbHOMY 3aCcToCyBaHHI. [1iKkoBa KOHLIEHTpallisl y Iy1a3Mi
KpPOBi focaraeTtecsd 4yepes 0,5-1,5 roguHu micng npuioMy npenapaTy HaTileceple. KoHIeHTpalis
Ipernapary y Ijia3Mi KpoBi pomnopiiiHa go3i. PiBHoBaxkHa 90 % KOHIIeHTpallid 4OCATaEThCS Ha

4-5 no6y miKyBaHHS IIperapaToM IIpu 0araTopa3oBOMY 3aCTOCyBaHHI ofiuH pa3 Ha H00y. PiBHOBaXKHa



KOHIIeHTpallig Ha piBHI 90 % mocsaraeTbcs Ha APYTUM OeHb JIIKYBaHHS IPU 3aCTOCYBaHHI y IIePIIni
IeHb HaBaHTaXYyBaJIbHOI JO3H, IO BABiUi mepeBUIye 3BUYaHy J000BY J03Y.

Posnmomin.

00’eM po3nopiny npubIU3HO OOPIBHIOE 3arajlbHOMY BMICTy PiIMHU B OpraHi3Mi. 3B’s3yBaHHS 3
6inkamu mma3Mu KpoBi HU3bKe (11-12 %).

®nykoHa3on mobpe IPOHUKAE B YCi AOCTiAKYyBaHi pifuHM opraHiaMy. PiBeHb QiykKoHa305y y CIMHI Ta
MOKPOTHHHI € MOAi0OHMM [0 KOHLIEHTpallil Ipenapary y Ija3Mi KpoBi. Y nalieHTiB, XBOpUX Ha
rpubKOBUY MEHIHTIT, piBeHb DIIYKOHA30/1y ¥ CIMHHOMO3KOBIM piguni focsirae 80 % KoHIeHTpaLil y
IIJIa3Mi KPOBI.

Bucoki koHIeHTpalil (IyKOHA30Jy Y MIKipi, 110 IePeBUIIYI0Th CUPOBATKOBI, HOCATAIOTHCS Y
poroBoMy I11api, emigepMici, aepmi Ta oTi. ®JIyKOHAa30J1 HAKONMUYYETHCS y POroBoMy wiapi. [Ipu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30y micis 12 gHiB niKyBaHHS
CTaHOBUJIA 73 MKT/T, a Yepe3 7 OHIB MiC/IS 3aBepIIeHHS JIIKyBaHHSA KOHIIEHTpAIlid BCe Ille CTaHOBUJIa
5,8 MKr/r. IIpu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKAEHb KOHLIEHTPaLigd (GIyKOoHa30Jly Ha 7 IeHb
JIiKyBaHHS CTaHOBUNA 23,4 MKT/T; Yepe3 7 [OHIB MiC/Is 3aCTOCYBAHHS HACTYMHOL 03U KOHIIEHTpallis
BCe llle cTaHoBuUNa 7,1 MKI/T.

KonnenTpanisi GpnykoHa3omy B HIrTax micns 4 micsniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXOeHb
craHoBuia 4,05 MKI/T y 3M0poBUX 10OPOBOJIBIIB Ta 1,8 MKT/T IIpu 3aXBOPIOBAHHSX HITTiB;
(bTyKOHa301 BU3HAYaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAILB IiCIis 3aBepIlIeHHs Teparlil.

BbioTpancdopmarris.

®nykoHa3on MeTabomi3yeThCst He3HAYHOI0 Mipoto. [Ipy BBeleHHi 103u, MiuyeHOl pagioaKTUBHUMHU
izoTonmamu, nuie 11 % ¢pnayKoHa307ly eKCKPETYEThCA 3 Cedero y 3MiHeHOMY BUTIAAL. OIIyKOHA30II €
noMmipHuM iHribitopom izodpepmenTtiB CYP2C9 ta CYP3A4, a TaK0XK IMOTYKHUM iHTiGiTOpOM
izopepmenty CYP2C19.

BuBeneHHs.

[Tepion HaniBBHUBemeHHs GIYKOHA30ITY i3 MMJIa3MU KPOBi CTaHOBUTH 61u3bK0 30 romguH. Binbina
YacTHHa IpernapaTy BUBOAUTHCS HUPKaMu, mpudoMmy 80 % BBefieHOI 03U BUSIBIISIETHCS Y CEUi B
He3MiHeHOMY cTaHi. KiipeHc ¢hyKoHa301y IPONOPIiHNN 10 KIipeHCcy KpeaTuHiHy. LIUpKymo0dux
MeTaboJIiTiB He BUSIBIIEHO.

TpuBanuii nepion HamiBBUBEOEHH IIpenapaTy 3 IJla3MHU KPOBi Jla€ MOXKJIUBICTh pa30BOr0
3aCTOCYBaHHS IIpelapaTy [IpU BariHaJbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpenapaTty 1 pa3 Ha
TUXK[EHb [IPU IHIUX [TI0Ka3aHHAX.

HupKkoBa HEIOCTATHICTE.

Y nmalieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSAXKKOT0 CTyIeHs (IIBUAKICTh KIyOOYKOBOI (inbTpatiil

< 20 mn/xB) nepion HamiBBUBe#eHHS 30inbiyeThes 3 30 rogus mo 98 rogun. Tomy 11iit KaTeropii
nalieHTiB HeoO0XiMHO 3MeHIUTH 103y (hyKoHa3omy. ®IyKoHa30/1 BUAANIIETHCS MUIIXOM reMofiai3y,
Ta MEHIIOI0 MipOI0 - LIJITXOM IHTpalnepuTOHealbHOro fdianidy. CeaHnc reMofiani3y TpUBaiCTIO

3 romuHY 3HUXKYE PiBeHb HIIYKOHA30Iy Y My1a3Mi KpoBi mpubnu3Ho Ha 50 %.

JlakTalris.



KonnenTpaunii ¢pyKoHa30/1y y I71a3Mi i MaTepUHCHKOMY MOJIOLI BIIPONOBXK 48 TOguH Miciisg IPUHOMY
opmHOpa3oBoi o3u 150 mr npenapaty [OudiokaH OIiHIOBaIU y X0fi (papMaKOKiHETUYHOTO
MOCTiMKEHHS 3a YYaCTIO IeCSITH XKiHOK y Iepiofi aKTarlii, sKi THM4YacoBo a00 MOCTINHO MTPUITUHUIIN
rOflyBaTH CBOIX HEMOBJIAT IPYAMI0. Y MaTEPUHCHEKOMY MOJIOI (hIyKOHA30J1 BUSIBUIIU Y CEPEeRHiN
KOHIIeHTpalil npubnusno 98 % Bif Toi, M0 Big3Hayanu y nna3Mi MaTepi. Yepes 5,2 roguH micns
IPUHOMY IO3U CepenHs MMiKOBa KOHIIEHTpallisl y MaTepUHCHKOMY MOJIOL CTaHOBMIA 2,61 Mr/I.
Io6oBa mo3a (pr1ykKoHa30/1y, OTPHMaHa HEMOBIISIM 3 MAaTEPUHCHKOTO MOJIOKA (SIKII0 TPUUHSTH
CepenHe CIOXKUBAHHS MOjIoKa 3a 150 Mi/kr/mo6y), po3paxoBaHa Ha OCHOBI CepeaHbOI MiKOBOI
KOHIIeHTPaIlil ¥ Mosnorr, 1o popiBHioe 0,39 Mr/kr/mo6y, ctaHoBUTh npubnu3Ho 40 % Bim gos3u,
PEKOMEHI0BaHOI HOBOHAPOIXKEHUM (BikKOM < 2 TuXKHiB), abo 13 % Bifm m03u, peKOMEHI0BaHOI
HEMOBJIITaM [JIs JIIKyBaHHS KaHOUO03y CIM30BUX 000JIOHOK.

iTH.

Hani 3 papmakokineTuku Oynu ouineHi y 113 miTeit mig yac 5 mocmigkeHs: 2 HOCTIIXKEHHS Pa30BOTO
3aCTOCYBaHHS, 2 [OCHiIXKeHHS 0araTopa3oBOr0 3aCTOCYBaHHS Ta 1 HOCIigXKeHHs HEJOHOIIEeHUX
HOBOHAPOOXKEHUX.

[Ticna BBegeHHs 2-8 MI/KT (PriyKOHaA30/1y OiTIM BiKOM Bif 9 Micsanis mo 15 pokiB AUC cTaHOBUTa
6mu3pko 38 MKr*rop/mi Ha 1 Mr/kr mo3u. [liciasa 6araTopa3oBoro 3aCTOCyBaHHS CEpPeIHil mepion
HalliBBUBE[EeHHS (PIIYKOHA30JIy i3 IIJTa3MM KPOBi BapitoBaBca Mix 15 Ta 18 roguHamu; 06’em
po3nopniny ctaHoBuB 880 Mii/Kr. Binbin TpuBaIuy Nepion HaliBBUBENEHH 13 JIa3MU KPOBI, 110
CTaHOBUB NpuOIM3HO 24 roguHu, OYB IIiCs pa30BOr0 3aCTOCYBaHHS (HIIyKOHa30:y. Llel oKa3HUK €
CIIiBCTABHUM 3 IIE€PiOAIOM HalliBBUBEAEHHS (PJIyKOHA30JIy i3 I1a3MH KPOBi IiCs Pa3oBOro
3aCTOCyBaHHS 003U 3 MI/KT BHYTPIiITHbOBEHHO HiTSIM BikoM Bif 11 gHiB go 11 micsis. O6’em
PO3MOIiNy y MallieHTiB ITi€l BIKOBOI TPy CTaHOBUB O61113bK0 950 MII/KT.

Iocgin 3acTocyBaHHS (IyKOHA30Jly HOBOHAPOAXKEHUM 00MeXKYETHCS hapMaKOKiHETHYHUMU
OOCIiIXKeHHAMY 12 HeIOHOIIEHUX [iTeH i3 TepMiHOM recTailil npubnu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IPU BBEIEHHI IIepIIol 03U CTaHOBUB 24 roguuu (Bim 9 mo 36 roguH); cepemqHs Bara Ipu
HapomxkeHHi ctanoBuna 900 r (Big 750 mo 1100 r). s 7 malfieHTiB IPOTOKOJI AOCTiAXKEHHS 0YI10
BAKOHaHO. MakKCUMyM 5 BHYTPIIIHbOBEHHUX iH €KIIil (IyKOHA30Jy Y 4031 6 MI/KT BBOOUIM KOXKHI
72 rogunu. CepenHiy nepioa HaMiBBUBEIEHHS CTaHOBUB 74 rogunu (44-185) B mepmui feHb, MOTIM
3uu3uBca 0o 53 roguH (30-131) Ha 7-1 meHb Ta 0o 47 (27-68) Ha 13- meHs. [1noiia mig KpUBOIO
(Mrr*rom/mi) ctaroBuia 271 (173-385) B nepimnuii neHs, 306inbimnacs mo 490 (292-734) Ha 7-# OeHb,
notiMm 3Hu3unacs 7o 360 (167-566) Ha 13-# geHb. O6’eM po3nopiny (M/I/KT) CTaHOBUB

1183 (1070-1470) y mepuu#t neHb, 30inbiryBaBcs mo 1184 (510-2130) Ha 7-# meHb Ta [0

1328 (1040-1680) Ha 13-i1 meHb.

[TalieHTH JTITHBOTO BIiKY.

dapmakoKiHEeTHYHEe JOCIIIXKEHHS IPOBOOUIN 3a y49acCTio 22 NallieHTiB (BiKOM Bifl 65 POKiB), IKi
3actocoByBanu 50 Mr ¢GrykoHa301y nepopanbHo. 10 naimieHTiB 0gHOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C,.x CTaHOBHUIA 1,54 MKI/MII Ta gocAranacs IpoTAroM 1,3 TOAMHY MiC/Is 3aCTOCYBaHHS (HIIyKOHA30IIy.
Cepenusa AUC cranosuna 76,4+20,3 mxr*ron/min. Cepenniu nepion HamniBBuBeneHHs 46,2 rogunau. i
(bapMaKOKiHeTUYHI ITOKA3HUKU € BUIIMMHU ITOPIBHSHO i3 aHAIOTIYHUMU Y 300POBUX HOOPOBOJIBIIIB
MOJIOAIIOrOo BiKy. OmHOYaCHE 3aCTOCYBaHHS AlypPETUKIB HE MaJjio 3Ha4YHOro BiuBy Ha C,,, Ta AUC.
Takox KiipeHC KpeaTuHiny (74 Mi/xB), BifcOTOK (pIIyKOHaA30:/y, 110 eKCKPETYBABCSH i3 cevelo y
He3MiHeHoMY Burnsafi (0-24 ropunu, 22 %), Ta HUPKOBUM KitipeHC prnykonazomy (0,124 mn/XB/KT) y
NallieHTiB 1aHOl BiKOBOI Ipymny OyIM HUXKYMMU, Hi’K aHAJIOTiuHi MOKAa3HUKH Y MOJIOIIINX
no6poBosblliB. ToMy 3MiHM papMaKOKiHETHKY Y MAI[iEHTIB JTITHHOTO BiKy OUEBUAHO 3a/iekaTh Bif
napaMeTpiB QyHKIIi HUPOK.



KrinigHi XxapaKTepHCTHKH.
Iloka3zanus.

Iudnokan” MOKa3aHWi AJIs JTIKyBaHHS TaKMX IPUOKOBUX iHMEKIH y JOPOCIHX (IUB. PO/
«®apMaKoouHaAMiKa»):

- KPUIITOKOKOBUY MEHIHTIT (OUB. po3min «OcobIUBOCTi 3aCTOCYBaHHS»);
- KOKIMIioimo3 (ouB. po3min «Oco0MuBOCTi 3aCTOCYBaHHS »);
- iHBa3UBHi KaHIUI03H;

- KaHAU03M CIU30BUX 000JI0OHOK, BKJII0UAl0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPABOXOMY,
KaHOUOYPisl, XpPOHIYHUN KaHAUO03 IKIiPHU i CTU30BUX 000IOHOK;

- XpOHIYHUY aTpo(iuHNM KaHAUI03 POTOBOI MOPOXKHUHY (KaHAUA03, CIPUYNHEHNN BUKOPUCTaHHIM
3yOHUX IIPOTE3iB) IPU HEe(EeKTHUBHOCTI IirieHN POTOBOI MOPOXKHMHYU ab0 MiCIleBOl Teparii;

- BariHaJIbHUM KaHOUO03, TOCTPUM UM PEIMOVMBHUM, KOIM MiCIleBa Tepallis He € OOILiIbHOIO;
- KaHOUOO3HUY 0aslaHiT, KOIU MiclieBa Tepallis He € HOLiTbHOIO;

- IepMaTOMiKO3H, BKIII0Yal04y MiK03 CTOII, MiK03 I'JIafileHbKOl MIKipH, ITaX0OBUM OepMaTOMiK03,
pisHOOapBHUY NHIlIall Ta KAHAKWOO3HI iHQEKIIi] IKipy, KoMK IT0Ka3aHO 3aCTOCOBYBATU CUCTEMHY
Tepartiio;

- mepMaTO(iTHUYN OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JIIKAPCHKUX 3aC00iB HE € JOLITbHUM.
Iudmokan”® MoKa3aHUi A TPOMiTaKTUKA TaKUX 3aXBOPIOBaHb Y JOPOCTHX, SIK:
- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAI[l€EHTIB 3 BUCOKUM PU3UKOM MOT0 PO3BUTKY;

- PeluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOAy y MalieHTiB 3 BIJI 3 BUCOKMM PU3UKOM MOT0
PO3BUTKY;

- IJIs1 3HUKEHHS YaCTOTH PelUOUBIB BariHaabHOT0 KaHAUI03Y (4 abo Ginbllle BUMTaIKU Ha PikK);

- npodinakTUKa KaHAUOO3HUX iH(EKIIiN y MaI[i€HTiB i3 TPUBaIO HEUTPOIEHI€I0 (HanpuKiaf,
TALiEHTIB 3i 37T0SIKICHUMY 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTH XiMioTeparito abo malieHTiB npu
TPaHCIUIaHTallill TeMOMIOEeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3min «®apMaKoiIoTiyHi BIaCTUBOCT.
dapmakoguHaMiKa»).

Iudmokan® MOKa3aHUH MiTAM IS TiKyBaHHS KAaHAUI03iB CIIM30BUX 000JI0OHOK (KaHOUI03
POTOTJIOTKH, KAHAUA03 CTPAaBOXOAY), iHBa3MBHUX KaHAU03iB, KPUIITOKOKOBOT'O MEHIHTITY Ta OIS
npodiTakTUKY KaHOUOO03HUX iH(pEKIiN y MallieHTiB 31 3HUXKEeHUM iMyHiTeToM. [IpenapaT MoXKHa
3aCTOCOBYBATH SK IMiATPUMYBaIbHY Tepariio AJis MonepeaKeHHs PeluOUBY KPUIITOKOKOBOTO
MEHIHTITY Y AiTel i3 BUCOKMM PU3UKOM HOT'0 PO3BUTKY (AUB. Po3ain «OcoO6NMMBOCTI 3aCTOCYBaHHST»).

3aCcTOCOBYBATH JTiKapChKui 3acib y ¢hopMmi Karcyr I1ifi KaTeropil namieHTiB MOXKHa TOMi, KOJIU [iTH
3maTHi 6€3MeYHO IPOKOBTHYTHU KAICYJTy, II0 3a3BUYai € MOXKJIMBUM Y Billi Biff 5 POKiB.



Teparmio npenapaToMm Judmokan® MoXHa PO3MOYMHATH N0 OTPEMAHHS Pe3yNbTaTiB KyJIbTypalbHUX
Ta iHIMX 1a00paTOPHUX JOCIiXKEeHb; ONHAK IIiC/ISl OTPUMAaHHS pe3yIbTaTiB NPOTUiHDEKIINHY
Tepallilo CJIi CKOPUTYBaTH BiATIOBIAHUM YUHOM.

IIpomunoka3aHHs.

- T'imepuyTnuBicTh M0 GIyKOHA30JTY, iHITNX a30IbHUX CIIOIYK a00 H0 OYOb-SKO1 3 MOTIOMiXKHUX
PEeYOBUH IIperapaTy, 3a3HayeHux B po3ii «Ckag».

- OgHOoYacHe 3acToCcyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy Nali€HTaM, SKi 3aCTOCOBYIOTh
bnykoHa3on 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rigHO 3 pe3yIbTaTaMy JOCTiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC006iB, II10 TOIOBKYIOThH iHTEpBA
QT ta meTabomizyoTbcs 3a gonoMoroio hepmenty CYP3A4 (Hanpukiap 1U3anpuay, acTeMi3ony,
niMO3Uy, XiHiIUHY Ta epUTPOMILIMHY) (AUB. po3ainu «Ocob6nuBOCTi 3acTOCyBaHHSA» Ta «B3aemopmis 3
iHITMMU NTiKapCbKUMHM 3aco0aMu Ta iHII BUOM B3aEMOii»).

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu é3aemoditi.

HQOTI/IHOKEBBHO CyMiCHe 3aCTOCYBaHHA @HyKOHa3OHy Ta HUXKYE3a3HaYEeHUX HiKaQCBKI/IX 3aco0iB.

Iuzanpuo: moOBiKOMIIANOCS IPO PO3BUTOK MOOIUHUX peaklii 3 60Ky ceplisd, Y TOMY YKCITIi IIPO
[TapOKCH3MabHy IIIYHOUYKOBY TaxiKapfilo TUIY «IIipyeT» y Malli€HTiB, IKi 0MHOYACHO 3aCTOCOBYBAIA
GbnaykoHa301 Ta nu3anpun. KoHTponboBaHe JOCTIgXKEHHS IPOgeMOHCTPYBAJo, 1[0 OBHOYacHe
3actocyBaHHS 200 Mr drykoHazomny 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha 100y ITPU3BOIUIIO
[0 3HAYHOI'0 IMigBUIIIEHHS PiBHA LU3aNpUAY V IIJIa3Mi KpoBi Ta 40 no#oBXKeHHS iHTepBany QT.
OpHOYacHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta UU3alpUAy IPOTUIIOKa3aHe (OUB. PO3Min
«IIpoTUNOKa3aHHSI»).

TeppeHalOuH: yepe3 BUMIAIKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CIPUYNHEHNUX IOJOBXKEHHAM
inTepBany QTc, y nallieHTiB, gKi 3aCTOCOBYBaIu a30JIbHi IPOTUTPUOKOBI JTiKapChKi 3aC00U OMHOYACHO
3 TepheHaguHOM, OyIM MPOBEEH] MOCTiIKEeHHs B3a€MO/Iil ITUX IIperapaTiB. Y X0fi 0qHOTO
MOCTiAKEeHHS PU 3aCTOCYBaHHi GiykoHa3oiny y mo3i 200 mMr Ha moby He Oy10 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HIIe gocHifXKeHHA IPU 3aCTOCyBaHHI GIyKoHa3o1y y go3ax 400 mr ta 800 Mr Ha
no0y IpoeMOHCTPYBAJIo, 1[0 3aCTOCYBaHHSA QIyKoHa301y v mo3ax 400 Mr Ha 0oOy abo BHllle 3HAYHO
MigBUINY€E PiBEHb TepPeHaAuHy y IIJIa3Mi KPOBi IPK OMHOYACHOMY 3aCTOCYBaHHI IIUX IIpenaparis.
CywMicHe 3acTocyBaHHS (HyKoHa301y y go3ax 400 mMr a6o Buile 3 TepheHaguHOM IPOTUIIOKa3aHe
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi QrykoHa3omy y mo3ax Hux4e 400 Mr Ha moOy
OJIHOYaCHO 3 TepheHaguHOM CIIiJl TPOBOAUTH PETENIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30: CyMiCHe 3aCTOCYyBaHHS (DJIyKOHA30J/1y Ta aCTeMi30JIy MOXe 3MEHIINTH KITipeHC
acteMizony. Cupu4YrHeHe UM IiABUIIEHHS KOHIIEHTPAIll acTeMi30iTy y I1a3Mi KPOBi MOXe
IIPU3BECTH [I0 Oof0BKeHH iHTepBany QT Ta y pigKiCHUX BUIagKax - 10 IapOKCU3MaJIbHOI
IIJTYHOYKOBOI Taxikappil Tumy «mipyeT». OgHOo4YacHe 3aCTOCYyBaHHS (IYKOHA30Jy Ta aCTEMi30Iy
IIPOTUIIOKa3aHe (OuB. po3nin «IIpoTunoka3aHHg»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCyBaHHS (PIIyKOHA30/y Ta mimMo3ugy abo XiHiguHy MoXkKe
IPU3BONUTHU [I0 IPUTHIUEHHS MeTaboi3My niMo3uay ado XiHifWHYy, X04a BiATIOBIGHUX OOCIigXKEHS in



vitro Ta in vivo He mpoBogumu. [limBuIlleHHS KOHIIEHTPallil miMo3umy abo XiHiguHy y mi1a3Mi KpoBi
MOXKe CIPUYUHSATYU MOOOBXKeHHS iHTepBany QT Ta y pigKiCHUX BUMagKaX MPU3BOOUTH OO PO3BUTKY
IapoKCHU3MallbHOI LITYHOYKOBOI Taxikapmil TUMy «mipyeT». OgqHOYacHe 3aCTOCYBaHHS (DIIYKOHA30IIY
Ta MiMo3uny abo XiHifWHY IpoTUIIOKa3aHe (IUB. po3min «IIpoTUIIOKa3aHHI»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHSI €PUTPOMILIMHY Ta (HIIYKOHA30Jly MOXKe IIPU3BOJUTH 10
IMigBUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxKeHHs iHTepBany QT, mapokcu3ManbHa
IIJTYHOYKOBA TaXiKappis TUIY «IipyeT») Ta, sIK HACJiJOK, DO PalToBOl CEPIIeBOi CMepTi.
3acTocyBaHHs KOMOiHaIlil IUX JTiKapChKUX 3ac00iB MpOoTUIIOKa3aHe (OuB. po3hin «[IpoTUuoKa3aHHI»).

He PEKOMEHIOYETHECA ONHOYACHE 3aCTOCYBAHHA gl)HyKOHBBOHy Ta HUXKYE€3a3HAYEHUX HiKaQCbKI/IX

3acobiB.

I'anoppanmpuH: GrIyKoHa30JI MOXKe CIPUUNHUTY IMiABUIIEHHS KOHI[EHTPallil ranodaHTpuHy y mia3Mi
KpOBi 3a paxyHOK npurHiueHHs CYP3A4. OpHoYacHe 3aCTOCYBaHHS LIUX JIIKAPCHKUX 3aC00iB MOXKe
IIPU3BOOUTHU [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCUUYHOCTI (mogoBxkeHHs iHTepBany QT,
IapoKcu3MalibHa IITYHOYKOBA TaxikKapAis TUIY «IIipyeT») Ta, K HaCIigoK, [0 PalnTOBOl CepIeBol
cMepri. Crtig yHHKATH 3aCTOCYBaHHS KOMOiHaIlil ITuX TiKapchkux 3aco6iB (muB. po3min «Ocob6nuBocCTi
3aCTOCYBaHHS»).

CyMicHe 3acToCcyBaHHS (DITYKOHA301Y Ta HUKYe3a3HaYeHUX JIIKapChbKUX 3ac00iB BUMarae
00ePEeKHOCTI.

AmioOapoH: ogHOYACHe 3aCTOCyBaHHS (HIIyKOHA30J1y 3 aMioflapOHOM MOXKe IIPU3BECTHU J0
nopoBxKeHHs iHTepBany QT. ®nyKoHa307 ciif 3 06epeKHICTIO 3aCTOCOBYBATH Pa3oM 3 aMiOflapOHOM,
0co0NIMBO y pa3i npu3HauyeHHs BUCOKOI 103U ¢yKoHa3oiy (800 mr).

CyMicHe 3acToCcyBaHHS (DIIYKOHA30IY Ta HUKYe3a3HaYeHHUX JIIKapChbKUX 3ac00iB BUMarae
00epeKHOCTI Ta KOPUTYBAHHS HO3M.

- Bnaue iHwux aikapcvKux 3acobis Ha ¢payKoHA3011.

HocmimKeHHS B3aEMO/Iii TPOIEMOHCTPYBAJIH, III0 ITepopajibHe 3aCTOCYBaHHS (IyYKOHA30ITy
OJHOYACHO i3 BXKMBaHHSM 1Xi, IPUAOMOM IUMETHOUHY, aHTAlUiB a00 MOasbIINM ONPOMiHEHHSIM
yCBOTO TiNla A7g IlepecagkKy KiCTKOBOTO MO3KY He Ma€ KJIiHIYHO 3HAYYIL[OT0 BIIMBY Ha abCopOIIiio
bmykoHa3o01y.

PugamniyuH: ogHOYaCHE 3aCTOCYBaHHS (IYKOHA30Jy Ta pudaMIiluHy NPU3BOAUIO A0 3HUXKEHHS
AUC =a 25 % Ta cKkOpouyBaJio Iepion HamliBBUBe#eHHs GiyKoHa3oiy Ha 20 %. Tomy Ojis marji€eHTis,
SIKi 3aCTOCOBYIOTh pU(aMIIiIKH, CITifl PO3TISHYTH AOLIMBHICTh MiABUIIEHHS [T03U (PIYKOHA30IY.

I'idpoxsaopomiasud: y mocnigxkeHHi papMaKOKiHETMYHOI B3a€MOIil OMHOYAaCHe 6araTokpaTHe
3aCTOCYBaHHS TipOXJIOPOTia3uly 30OPOBUM JOOPOBOJIBISM, SKi OTPUMYBaIu (GIyKOHA30]I,
IiABHUINYBAJIO KOHIIEHTPAIliio (pIyKoHa305y v mia3Mi Kposi Ha 40 %. Taki mapaMeTpu B3aeMofii He
BHMAararTh 3MiH y peXUMi 0O03yBaHHA (PIIyKOHA30Iy AJIA [alli€HTiB, Ki ONHOYAaCHO OTPUMYIOTh
cedorinHi 3acobu.

- Bnaue ¢paykoHaszony Ha iHwi aikapcvki 3acobu.

®nykoHa3on € noMmipHuM iHribitopom muroxpomy P450 (CYP) isodepmenTy 2C9 Ta 3A4. dnyKoHa301
€ IOTYyKHUM iHribiTopoM i3odpepmenTy CYP2C19. Ha momaTok [0 CIOCTepeKyBaHUX/HOKYMEHTaIbHO
migTBEpAKEeHUX B3a€MO/IiH, 1[0 ONMKUCAHI HUXKYe, TPU OOHOYACHOMY 3aCTOCYBaHHi 3 (HITyKOHA30/I0M
icHy€e pU3uK MigBUILEHHS Y IJa3Mi KpOBi KOHLIEHTPAlliXl iHIIKUX CIIONYK, 10 MeTaboJIi3y0ThCs



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

AbpouumuHib: dmykonason (iuribitop CYP2C19, 2C9, 3A4) migBuiilyBaB €KCITO3UIIiI0 aKTUBHOI
yacTuHYU abpouuTuHiOy Ha 155 %. [Ipu ogHOYacHOMY 3aCTOCYBaHHi 3 (PIyKOHA30JI0M CITif
BifKOpUTyBaTH 03y abponuTHHIOY BiAMOBIAHO J0 iHCTPYKIII A1 MEOUYHOTO 3aCTOCYBaHHS
abpouuTuHioy.

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

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

Am¢pomepuuuH B: ogHOYaCHe 3aCTOCYBaHHS (HJIyKOHA30JIy Ta aM(poTepuluHy B iHpiKOBaHUM MUIIaMm
i3 HopMa/IbHUM iMyHiITETOM Ta iH(}iIKOBaHMM MUIIAM 3i 3HUKEHUM iMyHITETOM Jajio Taki pe3yibTaTu:
HEBEJIMKUY agUuTUBHUM NPOTUTPUOKOBUH ebeKT mpu cucteMHii indexuii C. albicans, BiiCyTHICTb
B3a€EMOi] TpY BHYTPIIIHbOYEPenHi iHbekwil Cryptococcus neoformans Ta aHTaroHi3M ABOX
IpenapariB IpHU CUCTEMHIM iHbekKIIi1 Aspergillus fumigatus. KiniHiuHe 3Ha4YeHHS pe3y/bTaTiB,
OTPUMaHUX y XOfl LKX AOCIiAXKEHb, HEBIOME.

AHMuKoaz2yasaHmMu: SiK i Ipu 3aCTOCYBaHHi iHIIMX a30/IbHUX IPOTUTPHOKOBUX 3aC00iB, IIpu
OIHOYaCHOMY 3aCTOCYBaHHI (PIyKOHA30/1y Ta BaphapuHy IOBIIOMIISIOCSA IIPO BUIIaAKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IITYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypii Ta MeJeHu) y
MTOENHAHHI 3 ITOMOBXKEHHIM MPOTPOoMOiHOBOTO Yacy. [Ipu ogHOYACHOMY 3aCTOCYBaHHi (GIIyKOHA30Iy
Ta BapdapuHy crocTepiranocs ABOKpPaTHE IiBUIIEHHS POTPOMOiHOBOTO Yacy, UMOBIPHO, BHACIIIOK
npurHidyeHHs MeTabosniaMy Baphapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOTIOBATH
IpoTpoMOiHOBHMIA YaC y MAlliEeHTIB, AKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTHKOATYISIHTA abo
inmamenmion. Moxe OyTH HeoOXimHOI0 KOPEeKIlisd N03U aHTUKOATyIsSHTY.

Bben3odiazeniHu kopomkoi 0ii, Hanpuk.aad mMidasosnam, mpuasonam: Ipu3HadeHHs GIyYKOHA30Iy
IicJIs IepopabHOT0 3aCTOCYBaHHS Mifla30J/laMy IIPH3BOAWIIO A0 3HAYHOTO MiIBUILIEHHS KOHIIEHTpallil
Miga3ojiaMy Ta 0o MMOCUJIEHHS IICUXOMOTOPHUX edekTiB. OmHOYaCHe 3aCTOCYBaHHS (PIYKOHA30IY V
no3i 200 Mr Ta mMigasonaMy y [03i 7,5 Mr mepopaibHO mpu3Boausio oo nigsuieHHs AUC Ta mepiony
HalliBBUBEeJEeHHS Miga3onaMy y 3,7 Ta 2,2 pa3a BifiloBiIHO. 3aCTOCYBaHHS (PIyKOHA30/y V HO3i

200 Mr/mo0y Ta 0,25 Mr TprasonaMy IepopaibHo Mpu3Boauio mo nigsuinenHs AUC Ta nepiogy
HalliBBUBEeJeHHS Tpralonamy y 4,4 ta 2,3 pa3a BignosigHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI
(bIyKOHa30Jy Ta TpHa30jlaMy CIIOCTepiraaocs MOTeHIliIoBaHHS Ta MIPOJIOHTalis e(QeKTiB Tpua3onamy.
ZKI10 MalieHTy, IKAM MPOXOOUTh KyPC JMiKyBaHHS (PIIYKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3emiHaMu, 403y OCTAHHIX CJTiff 3MEHIIIUTH Ta BCTAHOBUTH HaJIEXKHUM HATJISA[ 3a
CTaHOM IIallieHTa.

Kapbama3zeniu: pnyKoHa301 IpurHiuye MeTabos1i3aM KapOaMa3zeliny Ta CIPUYUHSIE MigBUIIEHHS
piBHS KapbaMmasemniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pPO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6aMaseniny. Moxke OyTy HeoOXiIHUM KOPUTYBaHHS 103U KapbaMa3seniHy 3a7ekHO Bifl piBHS #0ro
KOHIIEHTPaIlil Ta Oil mpemapary.



bokamopu Kaavuiesux KaHaaie: mesikKi aHTaroHiCTH Kalblliio (Hipemumin, icpaduniH, aMJIOOUIIiH Ta
dbenonurin) metabomidywoThcst pepmernToMm CYP3A4. ®nyKoHA30IT MOTEHIIHHO MOXKe MiIBUIITYBATH
CHUCTEMHY eKCII03HIIit0 OI0KaTOPiB Ka/IbIliEBUX KaHaliB. PEKOMEHIOBaHUYN PETEIbHUN MOHITOPUHT
010 PO3BUTKY NOOIYHUX peakIli.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCyBaHHi (iykoHa3oimy (200 Mr Ha go0y) Ta 1e/IeKOKCHOy

(200 mr) C,,,Ta AUC nenekokcu6y mippuiiryBanucs Ha 68 % ta 134 % BigmosigHo. [Ipu ogHOYacHOMY
3aCTOCYBaHHI 1e1eKoKcuOy Ta GryKoHa3051y Moxke OyTH HeOOXigHUM 3MEHIIeHHS 103U IeJIeKOKCHOY
BABiui.

Huxkaogpocpamio: ogHOIACHE 3aCTOCYyBaHHS IuKIodochaminy Ta GIyKoOHA30/Iy IPU3BOLUTH O
migBUIeHHS PiBHS OinipyOiHy Ta KpeaTUHIHY B cupoBaTii KpoBi. 1li mpenapaTu MoxHa
3aCTOCOBYBATH OJHOYACHO, 3BaXKal0uy Ha PU3MK IIiIBUILIEHHS KOHIIeHTpallil 6inipybiny Ta
KpeaTUHIHY B CUPOBATILi KPOBI.

®eHmaHi: OBiIOMIISINIOCS IIPO ONMH JIeTaIbHUM BUIIAMOK iHTOKCHKAIlil peHTaHiToM BHACITIOOK
MOXKJIMBOI B3aeMopii peHTaHiny Ta ¢hayKoHa3omy. [Jo TOTo X ¥ OOCTigKeHHi 3a y4acTio 3T0POBUX
no6poBOIBLIIB OYJI0 IPOAEMOHCTPOBAHO, 110 (PIYKOHA30JI 3HAYHO YIIOBIIbHIOBAB eJIiMiHallio
denTaniny. [TigBuiieHHS KOHIIEHTPallil PeHTaHiTy MoXkKe MPU3BECTU [0 IPUTHIYEHHS QUXaHHS, TOMY
CJIi[l peTeIbHO KOHTPOJIIOBATH CTAH MallieHTa. Moxe OyTH HeoOXimHO KOPEeKIlis mo3u GeHTaHiy.

IH2i6imopu I'MI-KoA-pedykmasu: cyMicHe 3acTOCyBaHHS (IyKOHa301y Ta iuribitropis I'MI-KoA-
penykTasH, 1mo Metabonizyiotecss CYP3A4 (aTopBacTaTUH Ta CUMBACcTaTHH), abo iHTriGiTopiB ['MTI-
KoA-penykTa3su, mo metabomnizyiotscs CYP2C9 (drmyBacTaTuH (3HUKEHHS IIEYiHKOBOTO MeTab0Imi3My
CTaTHHY)), MigBUIINYE PU3UK PO3BUTKY MiomaTil Ta pabmoMioni3y (mo303aexkHo). Y pa3i HeoOximHOCTI
OIHOYACHOI'0 3aCTOCYBaHHSA WX [IperapariB CJIi PETEJILHO CIIOCTEPIraTé 3a Mali€HTOM II0A0
BUHUKHEHHSI CUMIITOMIB MiomnaTil Ta pabgoMiosi3y i TPOBOAUTH MOHITOPUHT PiBHS KpeaTHHKiHA3U. Y
pasi 3HaYHOTO MigBUINEHHS PiBHSA KpeaTUHKIHA3M, a TaKOXK IIPU AiarHOCTyBaHHi a0o mimo3pi Ha
MiomaTito/pabmoMioni3 3acTocyBaHHs iHTi6iTopiB 'MI'-K0A-pemyKTa3u Ciif NpunuHUTU. Moxke
BUHUKHYTH HeOOXimHiCTh 3HUXKEHHS 103 iHribiTopiB [MI-KoA-penyKTa3y, SIK 3a3Ha4yeHO B iHCTPYKIIil
[JI1 MEOQUYHOTO 3aCTOCYBaHHS CTATHUHIB.

I6pumuHi6: momipui inriéitopu CYP3A4, Taki gk GpnykoHa30J1, TiABUIIYIOTH KOHIIEHTPAIIiI0
iOpruTUHIOy B MyIa3Mi Ta MOXKYTh MiIBUIIyBaTHA PU3UK TOKCUYHOCTI. AKII0 HEMOXKINBO YHUKHYTH
KoMOiHallil mpenapariB, MOTPiOHO 3HU3UTHU N03Y iOpuTHHIOY mo 280 Mr omuH pa3 Ha Ho0y (2 Karcynu)
3 METOI0 ITPOIOBXKEHHS 3aCTOCYyBaHHS iHTi6iTOPY Ta 3a6e3MeYnTH MOCTINHUN KITiHIYHUN MOHITOPHUHT.

Isakagpmop (six MoHOMepanis abo 8 koMbiHaUii 3 npenapamamu Mmako20 camo20 mepanesmuyHo20
K/acy): ogHOYacCHe 3aCTOCYBaHHS iBakadTOpY, pEryasaTopa TpaHCMeMOpPaHHOI TPOBITHOCTI IPH
mykoBiciumosi (CFTR), 36inbmuimo ekcro3utito iBakahTopy B 3 pa3u Ta eKCIIO3HUIIi0
rinpokcumeTtuniBakadtopy (M1) y 1,9 pasa. HeobxigHe 3HUKEHHS 7034 iBaKadTOpy (K MOHOTeparii
abo B Kkom0GiHaIlii), AK 3a3Ha4eHO B iHCTPYKIIil 3 MEIUYHOT0 3aCTOCYBaHHA iBakapTopy (4K
MOHOTeparii abo B KombiHailii).

Osanapub: nomipHi inribitopu CYP3A4, Taki sk GpmykoHa3071, 36iMbLUIyIOTE 11a3MOBi KOHIIEHTPAIIil
ornanapu0y; iX omHOYacHe 3aCTOCYBaHHS He PEKOMEHAYEThCS. AKI0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IpUoM oJanapuby o6MexyoTh go3amu 200 Mr aBivi Ha [00y.

ImyHocynpecopu (Hanpukaad YuK/A0CNOPUH, e8epoaiMyc, CupoaiMyC i makpoaimyc).

HuxkaocnopuH: GIyKOHa30J1 3HAYHO MifBuInye KoHleHTpauio Ta AUC nuknocnopuny. [Ipu
OIHOYACHOMY 3aCTOCYBaHHI prykoHa30my y no3i 200 Mr/moby Ta MUKIOCIIOPUHY Y [03i



2,7 mr/kr/mo0y croctepiranocs 30inemenHs AUC nukmocnopuny v 1,8 pasa. Li mpenapaTtu MoXHa
3aCTOCOBYBATH OOHOYACHO 3a YMOBH 3MEHIIIEHHS 103U LIUKJIOCIIOPUHY 3aJIe3KHO Bifl 0T0
KOHIIeHTpalIil.

Esepoaimyc: X04a [OCTIOXKEHbD in Vitro Ta in vivo He TPOBOAUIIH, BifOMO, 110 (PIIyKOHA30JI MOXKE
MigBUIYBAaTH KOHIIEHTPALIi0 €BEPOJIIMyCy B CUPOBaTLi KpoBi yepe3 npurHidvenss CYP3A4.

Cuposimyc: HIyKOHA30J MiABUIIY€E KOHIIEHTPAIiI0 CUPOIIMYCY Y IIJIa3Mi KPOBi, UMOBIpHO, IIIAXOM
npurHiyeHHs MeTaboniamy cuposimycy depmenToMm CYP3A4 ta P-rnikonporeinoM. Li mpemapatu
MOXKHa 3aCTOCOBYBaTH OOHOYACHO 3a YMOBY KOPUT'YBaHHS JO3U CHPOJIIMYCY 3a71€KHO Bif PiBHS
KOHIIeHTpallil Ta e(eKTiB Impemnapary.

Taxpoaimyc: GIyKoHA30/ MOXKe MigBUIYBATH KOHI[EHTPAIlil TaKPOJIiMyCy B CHPOBATIIi KPOBi 0

5 pasiB mpu #oro nepopajbHOMY 3aCTOCYBaHHI Yepe3 NPUTHiUeHHS MeTaboIi3My TaKpomiMycy
depmenTom CYP3A4 y kuineyHuky. [Ipyu BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIOCTEpIranocs 3HaYHUX 3MiH (papMakKoKiHeTUKH. [TifBuIlleHi piBHI TaKPOJIiMyCy acoOIil0I0ThCA i3
He(POTOKCUYHICTIO. [103y TaKPOJIiMyCy AJISI IEPOPAIbHOT0 3aCTOCYBAHHS CIIiJ] 3HUKYBATH 3aJIe3KHO
BiJl KOHIIEHTpAIlil TaKPOJIIMyCYy.

JIozapman: pryKoHa30/1 IPUTHiYYy€e MeTab01i3M J103apTaHy [0 Moro akTuBHOro MeTabosity (E-31 74),
1110 00yMOBJTIOE OiNbIIy YaCTUHY aHTaroHi3My o pelienTopiB aHrioTeH3uny II mifg yac 3acTocyBaHHS
J103apTaHy. PeKOMeH0BaHO 3MiMICHIOBATH IIOCTIMHUI MOHITOPUHT apTepiaJbHOTO TUCKY Yy Malli€HTiB.

JIypa3udoH: momipHi iHribiTopu CYP3A4, Taki sk GryKoHa305, MOXKYTh MigBUIITYBATH KOHIIEHTPAIIiI0
JIypa3ufoHy y Ila3Mi KpoBi. fKIo He MOXKHA YHUKHYTY OGHOYACHOI'0 3aCTOCYBaHHS, CJIif 3MEHIIUTH
103y JTypa3ufioHy, K 3a3Ha4€HO B iHCTPYKIIil AJIsT MeIUYHOT0 3aCTOCYBaHHS JIypa3uoHy.

MemadoH: pnyKoHa30J1 MOXKe MifBUINyBaTH KOHIIEHTPALlil0 METalOHY Y CUPOBaTLi KpoBi. [Tpu
OIHOYACHOMY 3aCTOCYBaHHI MeTalOHY Ta (IyKOHA30Jy Moxke OyTH HeoOXiTHUM KOPUTYBAHHS HO3U
MeTafloHY.

Hecmepoidui npomu3anaavHi npenapamu (HIT3I1): pu 0qHOYACHOMY 3aCTOCYBaHHi 3 (IIyKOHA30JI0M
C,.x Ta AUC ¢dnyp6inpodeny migBumryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIBHSIHO 3 BiAMOBIZHUMU
IIOKa3HUKaMHU IIPU 3aCTOCYBaHHi Tinbku (ypbinpodeny. AHanIOTiYHO IPU OOGHOYACHOMY
3acTocyBaHHI (prriyKoHa30my 3 pauemigauM ibynpodenom (400 mr) C,,, Ta AUC hapmMakonorivao
aKTHUBHOTrO i3oMepy S-( )-ibynpodeny migBuiyBanucs Ha 15 % Ta 82 % BifmoBigHO, MOPIBHSHO 3
TaKMMHU ITOKa3HUKaMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidHoro i0ympodeHy.

Xoya creliaabHUX JOCTiAKEeHb He IPOBOAUIIH, (hIYKOHA30JI MOXKe MiJBUIyBaTH CUCTEMHY
ekcro3utito inmux HII3II, mo metabomnizyiorbecss CYP2C9 (Hanpukiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, OuKiodeHaKky). PeKoMeHI0BaHO MEPiOJUYHO 3[iiCHIOBATA MOHITOPUHT MOOIYHUX
peaxtiiii Ta TOKCUYHUX IPOsBiB, 0B a3aHux i3 HII3I1. Moxe OyTu noTpibHE KOPUTYBaHHS 103U
HITI3II.

deHimoiH: hmyKoHa30 npurHiyye MmetaboniaM ¢eHiToiHy B nevinmi. OgHoyacHe 6araTopa3oBe
3actocyBaHHS 200 MT priykoHa30my Ta 250 Mr GeHITOIHY BHYTPIIIHHOBEHHO IPU3BOAUTE IO
nigsuiierHs AUC,, peniToiny Ha 75 % Ta C,,Ha 128 %. [Ipu ogHOYacHOMY 3aCTOCYBaHHI LIUX
JIiIKapChKUX 3ac00iB CIIifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii GeHiTOIHY Yy CHpOBaTLi KPOBi A/
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHIiTOoIHY.

ITpeOHi30H: TIOBiOOMIISIIIOCS MIPO BUMAOK, KOY Y MallieHTa IIic/s TpaHCIJIaHTallil MeviHKK Ha T
3aCTOCYBaHHS NIPEOHiI30HY PO3BUHYJACS roCcTpa HedocmamHicmy KOpu HagHUPKOBUX 3aJ103, II10



BMHUKJIA iCJIS IPUIIMHEHHS TPUMICIYHOTO KypCy Tepartil ¢piayKoHa3010M. [IpunuHeHHS
3aCTOCyBaHHS (DITYKOHA30J1y, UMOBIPHO, CIIPUYMHNIIIO TOCHIeHHS akTUBHOCTI CYP3A4, 110 npussesno
[0 IPUCKOpPeHHs MeTabomi3My npegHi3ony. Cuil peTebHO CTEXUTH 3a NalliEHTaMH, SKi IPOTSIToM
TPUBAJIOr0 Yacy OZHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta NPENHI30H, 3 METOI0 IONepenKeHHs
PO3BUTKY HeO0OCmMAamHoCmi KOpu HaGHUPKOBUX 347103 IIiCIg IPUNIUHEHHS 3aCTOCYBaHHS
bnyKoHa3o01y.

PugabymuH: GpryKoHa301 MiABUIIYE KOHIIEHTPaIii0 prudabyTHHY B CUPOBATII KPOBI, IO IIPU3BOAUTD
no 30inpueHHs AUC pudabytuny mo 80 %. [Ipu omHOYaCHOMY 3aCTOCYBaHHI (JIyKOHA301y Ta
pudabyTuHY MOBIMOMIISIOCS IIPO BUIIAAKK PO3BUTKY yBeiTy. IIpu 3acTocyBaHHI Takoi KoMOiHaIIil
JiKapchbKUX 3aco0iB cmig OpaTu OO yBaru CUMIITOMHU TOKCHYHOI mil pudabytuny. CakeiHasip:
dnykonazon migsuiye AUC ta C,,, cakBiHaBipy npubmu3no Ha 50 % Ta 55 % BifmoBigHO uepes
IpuUrHidYeHHs MeTabosi3My cakBiHaBipy y medinii pepmernTom CYP3A4 Ta yepe3 inribyBaHHS P-
riikonporelny. Blaemopil Mixk (hIyKOHa30/I0M Ta CaKBiHaBipOM/PUTOHABIPOM He OOCIiOKyBaJUCH,
TOMY BOHU MOXKYTh OyTH OinbIl BUpaxkeHUMU. Moxke O6yTu He0OXigHUM KOPUTYBaHHS 03U
CaKBiHaBIpy.

IToxiOHi cynbhoHiNCeH0B8UHU: TIPA OOGHOYACHOMY 3aCTOCYBaHHI (TyKOHA30JI IPOJIOHTYE TIEPiON
HalliBBUBEJIEHHS TTePOPabHUX MOXITHUX CYIbGOHIIICEYOBUHY (XJIOpIponaMiny, rnibeHKIaMiny,
riimi3upy Ta TonbyTaMify) IpH IX 3aCTOCYBaHHI 3TOPOBUM HOOPOBOIBLSM. PeKOMEHYETHCSA
ITPOBOIUTY YaCTHM KOHTPOJB IYKPY B KPOBi Ta BiAMOBIiTHUM YHHOM 3HUKYBATHU OO3Y MOXiTHUX
CynbGpOHINICEYOBUHY ITPU OOHOYACHOMY 3aCTOCYBaHHi i3 HITyKOHA30/I0M.

TeoginiH: y mnaied0-KOHTPOJILOBAHOMY HOCTiAXKEeHHI B3a€MOJIil ITpernapaTiB 3aCTOCYBaHHS
bnykonazony no 200 mr npotaroMm 14 mHiB IpU3BeJIO OO0 3HUKEHHS CEPETHLOTO KITipeHCY Teodinminy
B Iy1a3Mi KpoBi Ha 18 %. 3a marfieHTaM#, sIKi 3aCTOCOBYIOTh Teo(isliH y BUCOKUX H03ax a0 sSKi MaloTh
MiOBUILIEHNY PU3UK PO3BUTKY TOKCHYHUX IIPOSABIB TEOQiNiHY 3 iHIINX IPUYKH, CJIifi BCTAHOBUTHU
HarJIsgy I[0J0 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI fil Teodininy. Tepamito ciif 3MiHUTH TPU OSBi
03HaK TOKCAYHOCTI.

Topayumuni6: BmuB ToarmTHHIOY 3pOCTa€E MPU OAHOYACHOMY 3aCTOCYBaHHi 3 TiKapChKUMHU
3aco0aMy, gKi IpU3BOAATH 00 oMipHOTO iHriOyBaHHa CYP3A4 Ta noTtyxHoro inrioysanas CYP2C19
(nampuknan ¢iaykoHa3omn). ToMy peKOMeHI0BaHO 3HU3UTH 03y TodauuTuHiOy 1o 5 Mr ofuH pa3 Ha
no6y B KOMOiHAIliAX 3 UMY IIpenapaTamMi.

TosnsanmaH: eKCIO3uLis TONMBaNTaHy 3HayHO 3pocTana (200 % AUC, 80 % C,,.,), KON TOIBAITaH,
cyoctpatr CYP3A4, 3acTocoByBaiu OgHOYACHO 3 PIyKOHa30j10M, moMipHuM iHTi6iTopoM CYP3A4, npu
IITbOMY 3HAYHO 3POCTaB PU3UK BUHUKHEHHS NMOOIYHUX peaklii, 30KpeMa 3HaYHOTro 30iIbIIeHHS
niype3y, 3HEBOMHEHHS Ta TOCTPOI HUPKOBOI HEJOCTATHOCTI. Y pa3i 0MHOYAaCHOTO IPHU3HAYEHHS CIIif
3MEHIIUTH J03Y TOJBAITaHy 3TigHO 3 BKa3iBKaMM B iHCTPYKIIil 3 MEIUYHOT0 3aCTOCYBaHHA Ta
PETYIISIPHO TIEPEBIPSITH CTaH MallieHTa Ha HasgBHICTb OyOb-IKUX MOOIYHUX peakxiliid, OB 3aHUX i3
TOJIBAIITAHOM.

Askanoiou 6apeiHky: xo4a BifMTOBIAHUX NOCTiAXKEHb He ITPOBOAMIM, (IIYKOHA30JI, UMOBIPHO Uyepe3
inri6yBanus CYP3A4, MoxXe COIPUYMHSTH MigBUIIEHHS KOHIIEHTPAIlil ajKasoifiB 0apBiHKY y M1a3Mi
KPOBi (HampUKIIa[ BIHKPUCTUHY Ta BiHOIACTHUHY), IO MPU3BOAUTD 10 PO3BUTKY HEMPOTOKCUYHUX
edexkTis.

Bimamin A: IOBiIOMJISITIOCS, 10 y TallieHTa, IKAU OQHOYAaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCJOTY (KuciaoTHa ¢opma BiTaminy A) Ta GIyKoHA30, CcocTepiranucs nobiyHi peakiii 3 60Ky
IeHTpaibHOI HepBoBol cuctemu (LITHC) y dhopmi nceBgoTyMOpy TOJIOBHOTO MO3KY; JaHUH e(eKT 3HUK
micns BigMinu ¢gnykoHazomy. Li mikapchki 3acobu MOXKHA 3aCTOCOBYBATH OJHOYACHO, ajie CIIif



maM’siTaTé PO PU3UK BUHUKHEHHS Mo0iuHuX peakuint 3 60ky [THC.

BopukoHa3so (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHOYaCHe 3aCTOCYBaHHS BOPUKOHA30ITy
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotarom 1 gus, motiMm 1mo 200 Mr KoxHi 12 rogun
npoTAroM 2,5 OHiB) Ta (GIyKoHa301y mepopanbHo (400 Mr B mepimui geHs, oTiM mo 200 Mr KoxkHi
24 roguHu MPOTAroM 4 OHiB) 8 3MOPOBHUM JOOPOBOJIBIIIM YOJIOBIYOI CTATI MPU3BEJIO OO0 HiABUINEHHS
C,.xTa AUC, BopukOoHa301y B cepegHboMy 10 57 % (90 % [OI: 20 %, 107 %) Tta 79 % (90 % [OI: 40 %,
128 %) BigmoBigHO. HeBimoMo, uu mpu3BOOUTL 3HUKEHHS NO3U Ta/a00 YacTOTH 3aCTOCYBAHHS
BOPUKOHA30/1y ab0 GIyKoHA30JTy 40 YCYHEeHHs Takoro edekTy. ITpu 3acTOCyBaHHI BOPHKOHA30TY
micys GpIyKOHA30JTy CIIif IPOBOAUTY CIIOCTEPEXKEHHS 00 PO3BUTKY MOOIYHUX e(eKTiB,
acoIlii0BaHUX i3 BOPUKOHA30JIOM.

3udosyouH: pnykonaszon nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Tta 74 % BigmoBigHO, 110
3yYMOBJIEHO 3HUXKEHHSIM KIIiPpEHCY 3UIOBYIUHY MPUOIU3HO Ha 45 % mpu #oro nepopanibHOMY
3actocyBaHHi. [lepion HaniBBUBeneHHS 3UJOBYAUHY OYB TaK0X IOHNOBXKeHUM npubnusHo Ha 128 %
micys 3acTocyBaHHS KoMOiHalil (hyKOHa30Iy Ta 3UJOBYOUHY. 3a MallieHTaMHu, sIKi 3aCTOCOBYIOTh
TakKy Kom0iHalliio TiKapchbKux 3aco0iB, CIIifl CIIocTepiraTy I0A0 PO3BUTKY IMOOIYHUX peakKIlii,
II0B’I3aHUX 13 3aCTOCYBaHHAM 3UIOBYAVHY. MOXKHA PO3ITIAHYTH OOLILHICTS 3HUXKEHHS O3U
3WOBYOUHY.

A3umpoMIilyuH: y X0l BIIKPUTOTO PAHIOMi30BaHOTO TPUCTOPOHHLOI'0 IIEPEXPECHOT0 JOCIIIXKEHHS, B
SIKOMY B3$1/TM y4acTb 18 300poBux NOOPOBOIBIIIB, OLIiHIOBAIK BIIJIUB a3UTPOMILIMHY Ta (HIIYKOHA30Iy
Ha (papMaKOKiHETHKY OLWH OGHOTO IIPU IX OGHOYACHOMY IIepOpajbHOMY Pa30BOMY 3aCTOCYBaHHI y
no3ax 1200 mr ta 800 mr BigmoBimHO. 2KOgHUX 3HAUYLIUX PapMaKOKiHETUYHUX B3aEMOil BUSBIEHO
He Oy710.

ITepopaavHi KoHMpavyenmueau: TPOBOAUIOCS 2 ¢papMaKOKIHETUUHUX [OCTiIKeHHST 6araTopa3oBOro
3acTocyBaHHS (GIYKOHA30Iy Ta KOMOiHOBAHOTO ITepOpabHOI0 KOHTpalenTyuBa. [Ipu 3acTocyBaHHi
bnykoHa3oimy y no3i 50 Mr BIJIMBY Ha piBeHb TOPMOHIB He 0yJ10, TOAI SIK IIPU 3aCTOCYBaHHi
bnykonasony y no3i 200 Mr Ha mo6y cnocTepiranocs 30inpmenHs AUC etuninectpagiony Ha 40 % Ta
neBOHOpPrecTpeny - Ha 24 %. Lle cBiguuTh mpo Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (GIIYKOHA30Iy Y
3a3HavyeHMX [[03aX HaBPA[ YU MOXKe BIUIMBATU Ha e(peKTUBHICTb KOMOIHOBAHOTO IIEPOPAJILHOTO
KOHTpAallenTHBa.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Llepmamodpimia. BiimoBigHO A0 pe3yNbTaTiB AOCTIAKEeHHS (PIIyKOHA30/Iy OJId TiKyBaHHS OepMaTodiTil
y mitel, GpIyKOHa30/1 He epeBullye rpu3eodyibBiH 3a e(PeKTHUBHICTIO i 3arajJbHUM TOKa3HUK
edekTuBHOCTI cTaHOBUTEL MeHIe 20 %. Tomy Judmokan® He CIIifi 32CTOCOBYBATH AJIS JIIKYBaHHS
nepMaTodiTii.

Kpunmoxkoko3s. [1oka3iB eeKTUBHOCTI (pIyKOHA30JTy [AJd JIiKyBaHHS KPUITOKOKO3Y iHIINX
JIoKaJli3aliil (Hanpukiaf JereHeBoro KpUITOKOKO3y Ta KPUIITOKOKO3Y IIKipK) HeLOCTaTHbO, TOMY
PeKOMeHfalliil oA0 4O30BOr0 PEXUMY [JId JIIKYBAHHS TAKUX 3aXBOPIOBAaHb HEMAE.

I'nuboki eHOemiuHi Miko3u. [Toka3iB edeKTUBHOCTI (DITyKOHA30/Iy AT JTiKyBaHHS iHIIUX Hopm
eHJeMiYHUX MiKO3iB, TaKUX K TapaKOKIMAi0IA0MiKO03, TiCTOIIa3M03 Ta MIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEOOCTaTHHO, TOMY PEKOMEHalli{ 1I0A0 JO30BOr0 PeXUMY AJIS JIIKYBaHHS TaKUX
3aXBOPIOBaHb HEMAE.



Hupxkoea cucmema. IanienTam i3 mopyureHHIM QYHKIIIM HUPOK IIpemnapar CIliJ 3aCTOCOBYBAaTH 3
obepexHicTiO (muB. po3min «Croci6 3aCTOCYBAHHS Ta IO3U»).

Hedocmamuicmb HaOHUpkKosux 3as103. KeTOKOHa301, SIK BiloMO, CIIPUYMHSIE HEAOCTATHICTD
HaTHUPKOBUX 3aJ103, i Ile TAK0K MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITaETHCS PigKO.
HepocTraTHiCTh HAOHUPKOBUX 3aJ103, IOB'I3aHa 3 OMHOYACHUM JIIKyBaHHSIM IIPENHI30HOM, OlKCaHa B
po3mini «B3aemopis 3 iHIIUMYU JTiKapChbKUMHU 3aco0aMu Ta iHII BUAX B3aeEMOfil. Brinus GykoHa3omy
Ha iHm miKapchKi 3acobu».

I'enamobiaiapHa cucmema. IlarieHTaMm i3 mopyureHHAM QYHKIIM IeYiHKY mpernapar Cllif
3aCTOCOBYBaTH 3 00epexkKHiCTI0. 3aCTOCyBaHHS (HITYyKOHA30JIy acoIliloBalocs 3 BUHUKHEHHSIM
pigKicHUX BUIIa[KiB PO3BUTKY TSIXKKOI rellaTOTOKCUYHOCTI, BK/II0YAl04H JIeTallbHi BUMIQIKU, TOJTOBHUM
YHMHOM Y TAIli€HTIB i3 TAKKAMM OCHOBHUMHU 3aXBOPIOBAHHSIMU. Y BUITaAKaX, KOIU PO3BUTOK
remnaToTOKCUYHOCTI acollifoBaBCs i3 3acToCcyBaHHAM (IIyKOHa30:y, He OyJ0 Bif3HAYEHO il IBHOI
3aJ1eXKHOCTI Bifl 3aranbHOI J0OOBOI MO3M Mpernaparty, TPUBAJIOCTI Teparrii, cTaTi abo BiKy mallieHTa.
3a3BUYall TenaToTOKCUYHICTh, cupuyrHeHa (p1yKoHa3010M, 060pPOTHA, a il TPOosiBY 3HUKAIOTh IiCs
IPUIIMHEHHS Teparii.

3a malieHTaMu, y SKUX IIPU 3aCTOCYBaHHI (PIyKOHA30J1y CIIOCTEPIral0ThCS BiIXUIEHHS pe3y/ibTaTiB
GyHKLiOHATBHUX P00 MeYiHKY, C/Tifl BCTAHOBUTY PETEIbHUM HaTJIAL 040 PO3BUTKY OiNIbII TAKKOTO
ypaXKeHHS IeYiHKHU.

[TauieHTiB cnig mpoiHGOpPMyBaTH PO CUMIITOMH, 110 MOXKYTh CBITYUTH NP0 CEPHO3HUY BIIJIUB Ha
TeviHKy (BUpaXKeHa acTeHis, aHOPEKCis, MoCTiitHa Hy#oTa, 6/TI0BAHHS Ta XKOBTSHULIS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS ()JIyKOHA30J1y CIIif HerallHO IPUNWHUTHU Ta IPOKOHCYIbTYBaTUCA 3 JTIKapeM.

Cepueso-cyouHHa cucmema. [lesiki a301u, y TOMY YHUCIIi ¥ (PIIyKOHA3071, aCoLil0I0ThCSA 3
nonoBxkeHHAM iHTepBany QT Ha enekTpokappiorpami. ®nykoHa30i1 n0ofoBXKYye iHTepBan QT muisgxom
IPUTHIYEHHS BUNIPAMIIS0Y0ro Kaniesoro kanany (I,.). IlogoBxkenHs inTepBany QT BHacmigox mil
iHMMX NTiKapchKUX 3ac00iB (HampUKiag aMiofapoHy) MOXKe IIOCUIIOBATUCS Y pe3y/bTaTi NIpUTrHideHHS
dbepmenTy CYP3A4 mmutoxpomy P450. TToBimoMsiimocst mpo gyKe PifKiCHI BUMTaAKY IOOBXKEHHS
inTepBany QT Ta mapoKCu3MaibHOI IITyHOYKOBOL TaxikKapmil TUMY «IipyeT» IPHU 3aCTOCYBaHHI
npenapaty Judmokan”. Taki MOBiJOMICHHS CTOCYBaIKCS IALICHTIB i3 TAXKAMY 3aXBOPIOBAHHIMH
P NoefHaHHI 6araTbox (GakTOPiB PU3UKY, TAKUMHU SK CTPYKTYPHI 3aXBOPIOBAHHS CEPIId,
NIOPYIIeHHS eJIeKTPOJIiTHOro 00MiHY Ta OfHOYaCHE 3aCTOCYBaHHS iHIINX JiKapChKUX 3ac00iB, 110
BIIMBAIOTh Ha iHTepBasn QT. IlamieHTH 3 rinokamieMi€0 Ta MPOTrPECYI0Y00 CePIEBOI0 HEAOCTATHICTIO
MaloTh MigBUIIEHUY PU3UK BUHUKHEHHS 3aTPO3/IMBUX [OJIS XXKUTTS HUIYHOYKOBUX apUTMill Ta
IapOKCU3MAaJIbHOI IITyHOYKOBO! TaxikKapmil TUMY «IipyeT».

Iudnokan® ciif 3 00epeXHICTIO 3aCTOCOBYBATH Nal[i€HTaM i3 pU3UKOM PO3BUTKY apUTMIll.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapChKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonoMoroio hepmenty CYP3A4 nutoxpomy P450, mpoTumnoka3aHe (UB. pO3Minu
«IIpoTunoka3aHHs» Ta «B3aemois 3 iHIIUMY TiKapCHKUMU 3aco0aMu Ta iHII BUOU B3a€MOMIN»).

I'anopanmpun. T'anodanTtpun € cyoctparom pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHI y peKOMEHI0BaHUX TepalleBTUYHUX f03ax. OgHOYacHe 3aCTOCyBaHHA rajohaHTpUHY Ta
(byKoHa30ly He peKOMEHAY€EThCS (OUB. Po3min «B3aeMopis 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
inmn BuOM B3aeMOmin»).

Lepmamosoeziuni peakuii. Ilig 9ac 3acTocyBaHHS (IyKOHA30Jy PigKO MOBiAOMIISAIOCS IIPO PO3BUTOK
TaKWX eKC(oJiaTUBHUX IMIKIPHUX peakilil, K cuaapoM CTiBeHCa-[I)KOHCOHA Ta TOKCUYHUM
elifepManbHU HEKPOIi3. [ToBimoMIsmocs Tpo MeOUKaMEHTO3HY peakililo 3 e03nHOQimi€ero i



cuctemHuMu nposiBaMu (DRESS-cunapowm). IMTarienTu 3i CHIToM GinbIl CXUITBbHI 0 PO3BUTKY TSXKKUX
IIKiPHUX peaklill P 3aCTOCyBaHHI 6araThoX JTiKapChKuX 3aco0iB. KO y mallieHTa i3 MOBEPXHEBOIO
rpubKOBOI0 iH(EKITi€r0 3’ IBNSII0THCS BUCUIIH, 1[0 MOXKHA IIOB’SI3aTH i3 3aCTOCYBaHHIM (DITYKOHA30IY,
IIofasbllle 3aCTOCYBaHH4 IIpenaparTy CJIif NPUIUHUTY. KI0 y mallieHTa 3 IHBa3UBHOK/CUCTEMHOI0
rpuOKOBOIO iH(EKIIiEI0 3’ IBISIOTHCS BUCUIIY Ha IIKipi, 3a HOr0 CTAHOM MOTPiOHO peTebHO
CIIOCTEpIraTH, a ¥ BUMAAKY PO3BUTKY OyJIbO3HUX BUCHUIIIB a00 MyNIbTU(POPMHOI EPUTEMHU
3aCTOCYBaHHS (PIIYKOHA30JTy CIIifl MPUIMHUTH.

I'inepuymaugicmy. Y pigKiCHUX BUIafKaX IOBIJOMIISAIOCS IPO PO3BUTOK aHa(iNaKTUYHUX peakilii
(muB. po3min «IIpoTUnoKasaHHI»).

ITumoxpom P450. ®nykoHa3on € nomipauM iHridiropom ¢pepmentis CYP2C9 ta CYP3A4. Takox
bnyKoHa3011 € moTykHuM iHribiTopom pepmenty CYP2C19. Crnig cocTepiraTti 3a CTAaHOM Malli€HTIB,
SIKi OJHOYACHO 3aCTOCOBYIOTh u(oKan” Ta IpenapaTy 3 By3bKUM TepaneBTUYHUAM BiKHOM, III0
MeTabomizyoTbes 3a yyactio CYP2C9, CYP2C19 ta CYP3A4 (guB. po3min «B3aemogmis 3 iHIIuMu
JiKapChKUMHU 3aco0aMu Ta iHIIi BUAKM B3aEMOIiN»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraT 3a CTAHOM MallieHTa IPY OJHOYAaCHOMY 3aCTOCYBaHHI
tepdenaguny Ta hrykoHa3omy y no3i Menine 400 mMr Ha mo0y (ouB. po3ninu «[IpoTunoka3aHHSI» Ta
«B3aeMopis 3 iHMMMY JTiKapChbKUMHK 3aco00aMM Ta iHIII BUAM B3AEMOIiii»).

Kanoudos. JocmigKeHHS NPOOeMOHCTPYBaJIX 3pOCTaHHS MOMINPEHOCTI iHDEeKIIiH, CIpUYNHEHUX
inmumu Bugamu Candida, kpim C. albicans. BoHu 4acTo € MPUPOAHO CTiiKuMu (Hanpukinag, C. krusei
ta C. auris) abo JeMOHCTPYIOTh 3HUKEHY YyTIuBIiCTh 10 ¢hiaykoHa3ony (C. glabrata). Taki indexil
MOXKYTbh MOTPeOyBaTH albTePHATUBHOI MPOTUTPUOKOBOI Teparrii micis HeBmanoro nmikyBaHHs. OTxe,
JiKapsM, SIKi Mpu3HavaloTh 3acib, peKOMEHOYEThCS BpaXOBYBATH IOMIUPEHICTh CTIMKOCTI Pi3HUX
BufiB Candida mo ¢hIyKoHa301y.

LlonomidcHIi pevoguHu. ITpenapat MiCTUTh 1akTO3y. [lallieHTaM 3 PiIKiICHUMU CIafKOBUMU
3aXBOPIOBAHHSIMHU, TAKUMHM SIK HEIIEPEHOCUMICTh TaJIaKTO3H, 3arajibHa HeIOCTATHICTD JTaKTa3u Ta
MasibabcopOilis TII0K03U-TajlakTo3H, He CJIifl 3aCTOCOBYBaTH IieH Ipermapar.

Opna Kamncyia npenapaty Judiokan” MiCTUTE MeHIIe 1 MMOJIb HaTpiio (23 Mr), a 0TXe, Ipernapar
MOXKHa BBaXKaTy TaKUM, 110 He MICTUTH HATPIIO.

3acmocyeanHs y nepiod eazimnocmi aéo 200y8anHs1 2pyodio.
KIiHKY pPenpogyKTUBHOIO BiKYy
[Tepen moyaTKOM JIiKyBaHHS MaLliEHTKY CIIif MpoiH(OpMyBaTH PO NOTEHIIMHNY PU3UK [AJIS MJIOAA.

[Ticrs 3acToCyBaHHSI OQHOPA30BO1 AO3U CIIifl BATPHMATHU IEPiOf BUBEEHHS (PIyKOHA30Ty, IKUAM
CTAaHOBHUTH MPUONMKU3HO 1 THXKIEHS (110 BigmoBigae 5-6 mepiogam HamiBBUBEIEHHS), 10 HAaCTaHHS
BariTHOCTI (muB. po3min «PapMaKOKiHETHUKA»).

Y pasi TpuBanux KypciB JiKyBaHHS XKIiHKaM PENPOLYKTUBHOIO BiKY CJIifi PO3IJISHYTA BUKOPUCTaAHHS
KOHTpAaIIeMIlil ITPOTSIroM YChOTO IIePiofly JIiKyBaHHS Ta MPOTATOM 1 THKHS IiCIIS IPUHAOMY OCTaHHbBOI
NO3H.

BazimHicmb



OO6cepBaliilibi goCHiIKeHHs CBiqYaTh PO MiABUIEHUN PU3UK CIIOHTAHHOTO abOPTY V XKIiHOK, SKi
oTpuMyBaiX GIIYKOHA30JI IIPOTSATOM IIEPIIOro Ta/abo OPYroro TPUMECTPY, MOPIBHSHO 3 TAKUM Y
XKIHOK, 5IKi He mpuiManu GIyKoHa301 abo OTPUMYBaIX MicCIeBi a30/I1 Y TOM caMui mepion

IlaHi 110710 KiMbKOX THCSY BaTiTHUX XKiHOK, SIKi OTPUMYBaJIHU JIiKyBaHHS (PJIYKOHA30JIOM y
KyMyJIATUBHIN 1031 < 150 Mr y nepiiomMy TpuMecTpi, IeMOHCTPYIOTh BiICYTHICTh 3POCTAHHS
3arajpHOTO PU3MKY Bafl PO3BUTKY IJIOAY. B OMHOMY BEeIMKOMY CIIOCTEPEKHOMY KOTOPTHOMY
IOCTiIKeHH]i TepopabHe 3aCTOCyBaHHS (DITyKOHA30I1y B IIePIIOMY TpuMecTpi 010 moB’si3aHe 3
HEBEJIMKUM IIiIBUIIEeHNM PU3UKOM BaZl PO3BUTKY CKeJIeTHO-M S130BO1 CUCTEMH, 110 BifIOBifae
npubnu3no 1 gomatkoBomy Bumagky Ha 1000 XKiHOK, sSIKi OTpUMYyBaiu KyMyJISTHBHI 03U < 450 M,
TIOPiBHSAHO 3 XKiHKaMH, SIKi OTPUMYBaJIA a30JIM MiCleBOI fil, i mpubnu3Ho 4 mOMaTKOBUM BUIIaAKaM Ha
1000 xiHOK, SKi OTpUMYyBaIu KyMyJISTHBHI 7031 Ginbiie 450 Mr. CKOPUTOBaHUY BiTHOCHUYN PU3UK
ctaHoBuB 1,29 (95 % [I: 1,05-1,58) mns go3u ¢piaykoHasony 150 mr nepopansHo Ta 1,98 (95 % [I:
1,23-3,17) ons go3 ¢nykonazomny Oinbiie 450 mr.

HasiBHi enmifeMionoriyxi JOCTigXKEeHHS 1010 PO3BUTKY Baj Ceplis IIPU 3aCTOCYBaHHI (GIyKOHA30J1y Y
1epiof BariTHOCTI JaioTh cynmepednnBi pe3ynbraTi. OgHaK MeTaaHasi3 5 o0cepBaliiitHUX AOCTiAKEHb,
IIPOBEMIEHUX 3a Y4aCTIO KiTbKOX THCSY BaTiTHUX XKiHOK, SIKi OTpUMYyBaau (QIyKOHA30/ IPOTATOM
IIePIIOTr0 TPUMECTPY, BUSBUB IiABUIIEHHS PU3UKY PO3BUTKY Baj ceplsl y HEMOBHIAT B 1,8-2 pa3u
TIOPiBHSTHO 3 TAKUM y HEMOBJISIT, MaTePi SKUX He OTPUMYBaIu GIYKOHA30J Ta/abo BUKOPUCTOBYBAIH
a30JIM JJIg MiCLIeBOTO 3aCTOCYyBaHHS.

Y noBifoMIIEHHAX IIPO BUIIAOKU ONIMCaHO BPOLXKEHI Bafil PO3BUTKY Y HEMOBJIAT, MaTepPi IKUX
oTpumMyBanu Bucoki no3u (Big 400 mo 800 Mr/mo0y) dbiayKoHa301y y Iepiof BariTHOCTI MPOTAToM 3
Mics1iB abo Oinblile pu JTiKyBaHHI KOKIMAioinoMiko3y. Cepeq BpO[XKEeHUX Bafl, SIKi criocTepiramucs y
IIuX miTel, - Opaxiredartisi, QUCIIa3isg BYIIHUX PAaKOBUH, HafiMipHe 30iNbIIeHHS IEPEeIHbOTO
TiM’sTYKa, BUKPUBIIEHHS CTETHOBOI KiCTKYM Ta TPOMEHEBO-IIJIEYOBUN CUHOCTO3. [IpHYUHHO-
HACIIOKOBUU 3B’'SI30K MiXK 3aCTOCYBaHHSM (DIIyKOHA30/Iy Ta BPOAKEHUMU BaflaMi He BCTAHOBJIEHUU.

He cnig 3acTocoByBaTH 3BMYaiiHi 103U (IYKOHA30Jly Ta KOPOTKOTPUBAI KypCH JTiIKyBaHHS
(bIyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpalHbOI HEOOXigHOCT.

He cnip 3acTocoByBaTé BUCOKi 1031 (IyKoHa307y Ta/abo TpuBasi Kypcu JTiKyBaHHS (HIyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIIKyBaHHS 1H(EKIIH, 0 MOXYTh 3arp0KyBaTH XUTTIO.

T'odyeaHHA 2pydoio.

®yKoHA30/1 TPOHUKAE ¥ IPYOHE MOJIOKO Ta [HOCSITa€ KOHIIEHTpalii momi0Hol ;o piBHS y Mm1a3Mi KpoBi
(ouB. po3pnin «PapMakoKiHeTHKa»). ['ogyBaHHs I'PYALI0 MOXKHA IPOAOBXKYBATH IIiC/IA Pa30BOIo
3aCTOCYBaHHS 3BUYalHOI 1034 (PIyKOHA30Iy, 10 cCTaHOBUTh 150 Mr. ['omyBaTH rpyamio He
PEKOMEeHyeThCs Ipu 0araTtopa3oBoMy 3aCTOCYBaHHI (hIyKoHa301y abo IIpu 3aCTOCyBaHHI BUCOKUX
103 (guykoHasomy. Cif OL[iIHUTA KOPUCTh TOOYyBaHHS TPYALI0 AJ1 PO3BUTKY 1 3M0POB’d AUTHHY, @
TaKOX KJIiHiuHy noTpely MaTepi y npenapaTi Judmokan” i 6yab-aKi MOTeHIilHI 106iuHi edhexTn
npenapaty Judokad® abo 0CHOBHOTO 3aXBOPIOBAHHS MaTepi A AUTHHH, gKa OTPHUMYE TPyOHe
BUTOIOBYBaHHS.

depmuabHicmb

®nykoHa301 He BIJIMBAB Ha (PePTUIIBHICTh CaMIliB Ta CaMOK IIypiB.

30amuicmb enaueamu Ha weudkKicmov peakuii npu KkepyeaHHi asmompaHcnopmom ad6o



iHwumu MmexaHizmamu.

[ocnigKeHb BINIUBY IIpenapaTy Hn(meKaH® Ha 3JaTHICTh KePyBaTH aBTOTPAHCIIOPTOM abo
[IPaIfiOBaTH 3 IHIIMMU MeXaHi3MaM{ He IIPOBOOUIIN.

[MarmienTiB cnig mpoingopMyBaTH MPO MOXKJIUBICTL PO3BUTKY 3allaMOPOYeHHs ab0 CymoM (OUB. PO3Min
«ITo6iuHi peakii») mif 9ac 3aCTOCOByBaHHs npenapaty Judiokad®. IIpu pO3BUTKY TaKKUX
CUMIITOMIB He PEKOMEHIYEThCS KEPYBATU aBTOTPAHCIIOPTOM ab0 IIpalfoBaTH 3 iHIIMMHU MeXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.

Io3a (pryKoHa30/1y 3aiexkUTh Bif BUAY i TAKKOCTI rpubKoBoI iHdekIril. [ GinbInocTi BUMaAKiB
BariHa/JIbHOT0 KaHAU03Y NOCTAaTHBO Pa30BOI0 3aCTOCYBAHHS IIpemnapary.

[Tpu HeobxigHOCTI 6HaraTopa3o0BOro 3aCTOCYBaHHS IIPelapaTy JTiKyBaHHS iHGEKIIN cin
IIPOJIOBXKYBATH 00 3HUKHEHHS KITiIHIYHUX Ta 1Tab0paTOPHUX IIPOSBiB aKTUBHOCTI rpuOKOBOI iHDeKIIil.
HepocTaTHs TpuBasiCTh TiKyBaHHS MOXKE IIPU3BECTH [0 BiIHOBJIEHHS aKTUBHOIO iH(PEKLIMHOTO
IIpoLIecCy.

Iudmokan” 3aCTOCOBYIOTh, 3aI€KHO Bifl IiKapChKoi GopMHM, mepopanbHo (Kamcyau) abo
BHYTPIIIHEOBEHHO IINIIX0M iHQY3ii (po3uuH s iHPy3iit). Crocid 3acTocyBaHHS IpenapaTy
3aJIeKUTh Bifl KITiHIYHOTO CTaHy maiieHTa. Hemae Heo6xigHOCTI ¥ 3MiHi 1000BO1 103U MpenapaTy mpu
3MiHi WXy M0r0 3aCTOCYBaHHSA 3 I€POPAJIbHOI0 Ha BHYTPIIIHLOBEHHUN Ta HABIIAKU.

Kancynu cnip koBratu uinumu. [Ipuiiom npenapaTy He 3a/1eXKUTh Biff IPUIOMY 1XKi.

Hopocai.

Kpunmokokos.

- JIikyBaHHSI KpUIITOKOKOBOT'O MEHIHTITY: HaBaHTaXKyBaJbHa [03a CTaHOBUTL 400 MT y nepIIui geHb.
[MipTpumyBanbHa mo3a - 200-400 Mr onuH pa3 Ha goOy. TpuBaliCTh MiKyBaHHS 3a3BU4ail CTAHOBUTH
moHalMeHIe 6-8 TuxHiB. [1py iHQEKIiAX, 0 3aTPOXKYIOTh XKUTTIO, T0O0BY 003y MOXKHA 30iMbIIUTH
ro 800 mr.

- [ligTpuMyBabHa Tepalisd A1 NoNepeaXKeHHsl PeLUIUBY KPUIITOKOKOBOI'O MEHIHTITY y Halli€eHTiB 3
BACOKUM PU3UKOM MOTO PO3BUTKY: PEKOMEH[I0BaHa [03a IIpenapaTy cTaHoBUTh 200 MI OUH pa3 Ha
no0y mpoTsiroM HeoOMeKeHOT0 Jacy.

Kokuudioidos.

- PekomenpoBaHa fno3a ctaHoBuTh 200-400 Mr oguH pa3 Ha moby. TpuBasicThk MiKyBaHHS CTaHOBUTH
11-24 wmicsri v goBIIe 3a/eKHO Bif cTaHy malieHTa. 115 niKyBaHHSA Aeskux GopM iHdexil, a
0co0MMBO IJIs JTiIKyBaHHS MEHIHTITy, MOxe OyTH mOIiIbHUM 3acTocyBaHHS no3u 800 mr/moby.

IHBa3usHi kaHOuOo03U.

- HaBanTaxysBanbHa fo3a cTaHOBUTH 800 Mr y nmepiuil geHs. [linTpumyBanbHa no3a - 400 Mr oguH
pa3 Ha mo0y. 3a3BHUYall peKOMeHI0BaHa TPHUBAIICTh JIIKyBaHHS KaHOUAEMii CTAHOBUTH 2 TUXKHI Iicys
IepIIUX HeTaTUBHUX Pe3y/IbTaTiB TeMOKYJIbTYPH Ta 3HUKHEHHS 03HaK i CUMIITOMIB KaHOUOEMil.



KaHOoudo3 caus3osux 06010HOK.

- Kanaunos poTornoTky: HaBaHTaXKyBajlbHa f103a cTaHOBUTH 200-400 Mr y mepiiuii AeHb,
nigTpuMyBanbHa fo3a - 100-200 mr ogus pa3 Ha go0y. TpuBamicTh TiKyBaHHS CTaHOBUTH 7-21 meHBb
(mo mocsirHeHHS peMicii), ane Mmoxe OyTu 30iibIlIeHa IJIS MAIEHTIB i3 TAKKUM iMyHOmEDIIIUTOM.

- KaHaupmos cTpaBoXody: HaBaHTaXKyBallbHa [03a cTaHOBUTH 200-400 Mr y mepiiuy geHb,
nigTpuMyBanbHa f03a - 100-200 Mr onuH pa3 Ha noOy. TpuBanicTs nikKyBaHHS CTaHOBUTH 14-30 gHIB
(mo mocsirHeHHS peMicii), ane Moxe OyTu 30imbIlIeHa JIS MAIiEHTIB i3 TAKKUM iMyHOmEDIIIUTOM.

- Kangunypisa: pekomeHnnoBaHa fo3a ctaHoBUTH 200-400 Mr oguH pa3 Ha fo0y mpotsroMm 7-21 gHiB.
II71s mauieHTiB i3 TAXKKUM iMyHOmebIIIMTOM TPUBAJIICTD JTiKYyBaHHS MOXKHA 30i/IbIIUTH.

- XpoHiuHuY aTpodiuHMil KAHOUI03: PeKOMEeHI0BaHa [103a CTaHOBUTH 50 MTI 0uH pa3 Ha Koy
npoTsarom 14 mHiB.

- XpOHIYHUY KaHAUO03 LIKipU Ta CIM30BUX 000JIOHOK: peKOMEHI0OBaHa [03a CTaHOBUTD
50-100 Mr oguH pa3 Ha moOy. TpuBasicTh JTiKyBaHHS CTAHOBUTD 10 28 MHIB, ane Moxe OyTH
306inbIneHa 3a1eKHO Bif TAKKOCTI Ta BUAY iH(dekil abo 3HMUKEHHS IMyHITETY.

ITonepedceHHs peyudusy KaHOudo3y cau3ogux 06010HOK y nauieHmia 3 BIJI, aki maomb sucokull
PU3UK 1020 PO3BUMKY).

- KaHOumos poTornoTky, KaHOAUuA03 CTPaBOXO4y: PEKOMEHI0BaHa J03a CTaHOBUTh
100-200 mr opuH pa3 Ha f0o6y ab6o 200 Mr 3 pa3u Ha TUXKAEHb. TpPUBAICTE JTiKyBaHHS €
HeoOMeKeHOI0 IS TMaI[i€HTIB i3 MPUTHIYeHUM IMyHITETOM.

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

- PexomeHpoBaHa fio3a craHoBuThL 200-400 Mr ofvH pa3 Ha 0o0y. JIiKyBaHHS CIliff PO3MOYMHATH 3a
KiJlbKa [HiB 70 049iKyBaHOT'0 PO3BUTKY HEUTPOIIEHil Ta IPOIOBXKYBATHU IPOTIATOM 7 OHIB micis
MiIBUINEHHS KibKOCTi HeiTpodinis moran 1000/mm’,

I'enimaavHi KaHOuOo3U.

- F'ocTpuit BariHambHUYM KaHOWI03, KAHOIUI03HKM OaaHiT: peKOMEeHI0BaHa 103a CTaHOBUTH 150 Mr
pasoBo.

- JIikyBaHHS Ta mpodinakThKa peluAuBHUX BariHanbHUX KaHAUO03iB (4 abo Oinblie BUMIaAKiB Ha PiK):
pekoMeHOoBaHa fo3a cTaHOBUTH 150 Mr 1 pa3 Ha 3 pmHi. Bewvoro crig 3actocyBatu 3 0o3u (1 meHs,

4 nesb Ta 7 geHs). [licns 0poro Ciif 3aCTOCOBYBaTH MigTpUMyBaiabHy H03y 150 Mr 1 pa3 Ha TUX[EHb
IIPOTATOM 6 MiCAILB.

Iepmamomikosu.
- Miko3 cTorm, MiK03 rJ1afeHbKO]l IKipH, TaX0BUU AepMaTOMiK03, KaHAUA03Hi iH(peKIIil mWKipu:
peKoMeHJoBaHa fio3a cTaHoBUTHL 150 Mr 1 pa3 Ha TuxkpaeHb abo 50 Mr 1 pa3 Ha go0y. TpuBamicTh

JIIKYBaHHSI CTAHOBUTH 2-4 TuXKHI. JIiKyBaHHSA MiK03y CTOII MOXe TPUBATU A0 6 TUXKHIB.

- PisnoGapBHUY Muillaii: peKoMeHAoBaHa fo3a cTaHoBUTh 300-400 mr 1 pa3 Ha TUXKOEHb IPOTITOM
1-3 tuxHiB a6o 50 Mr Ha 7oOy IPOTATOM 2-4 TUKHIB.

- IepMmaTodiTHUM OHIXOMIKO3: peKOMeHI0BaHa fio3a cTaHoBUThL 150 Mr 1 pa3 Ha TuXOeHb. JIiKyBaHHS



CJIi[l IPOOBXKYBaTH [OTH, NOKM iHGIKOBaHUY HIr0oTh He Oyne 3MiHEHO 3MOPOBUM. [ BiIpOCTaHHS
3[MOPOBUX HIT'TiB Ha pyKax Ta Ha BEJIUKUX IAJIbLSIX Hir 3a3BU4ail HEOOXimHO

3-6 micsamiB Ta 6-12 MicsamiB BigmoBigHo. OgHAK MBUAKICTH POCTY HIrTiB ¥ Mali€HTiB Moxke 6yTu
Pi3HOIO Ta 3anexaTH Bif BiKy. [1icis yCHilmHOTO JTiKyBaHHS TPUBA/INX XPOHIYHMX iH(DeEKIi hopMa
HIrTS iHOMI 3aJIHMIIAETLCSI 3MIHEHOIO.

IlauieHmu AIMHbBO20 BIKY.

o3y HeoOxifmHO migOrupaTy 3aIexKHO Bif cTaHy GyHKILiM HUPOK (OuB. «IlallieHTH 3 HUPKOBOIO
HeJoCTaTHICTIO» HUXKYeE).

IlauieHmu 3 HUpPK0BO Hedocmammuicmio.

[udmoKad BUBOOUTHCS 3 OpraHi3My epeBaXHO 3 cedyero y He3aMiHeHOMYy BUrisani. Ilpu pasosomy
3aCTOCyBaHHI KOpUTYBaTU 03y (GIyKoHa30iy He MOoTpibHO. [lalieHTaM (BKII0Ya0un HiTel) i3
TIOPYIIeHHSIM (QYHKIIIN HUPOK MPHU HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYBaHHS Iperapary y mepuIui
IEeHb JIIKyBaHHS CJIiI 3aCTOCOBYBaTH IOYATKOBY H03Yy

50-400 Mr 3ayexHO Bif moka3aHHs. [lics 1poro 1060By m03Y (3a7Ie3KHO Bifl TOKa3aHHS) CIIif
PO3paxoByBaTH BiATIOBITHO 0 TaONUIlI HUXKYE:

K 1ipeHc KpeamuHiny (ma/x8) Biocomok 8i0 pekomMeH008aHOI 003U
> 50 100 %

< 50 (6e3 remopianisy) 50 %

['emomiami3 100 % micsst KOKHOTro reMofiani3y

[MTauieHTu, siki nepeOyBalOTh Ha PeTyIsIpPHOMY remoqianisi, moBuHHi orpuMmyBat 100 %
PEKOMEH0BaHOI MO3M IiCJIs KOXKHOI0 reMofiianidy. Y meHb, KO Oiali3 He MPOBOAUTLCS, MAIliEHT
IIOBUHEH OTPUMYBATU 003y, BIIKOPUTOBaHY 3aJIe2KHO Bill KIIPpEHCY KpeaTUHIHY.

IMauieHmu 3 nopyweHHAM GYHKUIU NeYiHKU.

®nyKOHA3071 CIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO MaIlieHTaM i3 MOPYyLUIeHHSAMU (QYHKIIiH IIe4YiHKHY,
OCKiJIbKY iH(pOopMaIlil moao 3aCTOCyBaHHS (IIYKOHA30J1y IIil KaTeropil marieHTiB HeJOCTAaTHLO (OUB.
po3minu «OcobauBOCTi 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).

imu.
He crig mepeBuilyBaTé MaKCcuMasbHy 1060By 703y 400 mr.

4K i npu aHanoriyHUX iHQEKIiAX y JOPOCIUX, TPUBAIICTh TiKyBaHHS 3a/Ie’KUTh Bifl K/IiHIYHOI Ta
Mikosoriusoi Bignosini. Judmokan”® 3acTocoByoTs 1 pa3 Ha Ho0y.

Ilo3yBaHHA IpenapaTy AJd AiTel i3 nopylleHHAM QYHKIIN HUPOK HaBegeHO Yy Po3aii «[lamienTu 3
HUPKOBOK HEIOCTATHICTIOY.

dapmakokiHeTrKa (HIyKOHA30/1y He JOCIifiKyBanacs y AiTel i3 HUPKOBOIO HEOCTATHICTIO.
Ilimu e8ixom 8i0 12 pokis.

3a/IezkHO Biff MacHu Tisla Ta my6epTaTHOTO PO3BUTKY JIiKapio CIIif OLIHUTH, sIKa J03a Ipenapary (s
INOPOCTIUX 4M AJIS OiTel) € ONTHMAaJIbHOIO [J1s nalieHTa. KimiHiyHi gasi cBigyaTs Ipo Te, 1[0 Y AiTel
KJTipeHC (IyKOHA30Jly € BUIIUM IOPIiBHSIHO 3 fopociauMu. 3acTocyBanHs go3 100, 200 ta 400 mr
MOPOCIIMM Ta [03 3, 6 Ta 12 MI/Kr oguH pa3 Ha KOOy AiTSM MPU3BOOUTE [0 NOCSITHEHHS CIIiBCTABHOI



CHCTEMHOI eKCIIO3MIIil.

EdexTuBHicTh Ta Oe3meka 3aCTOCyBaHHS IIpenapaTy AJid JTiKyBaHHS IeHiTalbHUX KaHAUTO3IB y OiTel
He BCTaHOBJEeHi. HasiBHa Ha ChOTOIHINIHIY JeHb iHQopMallis HaBemeHa y po3[ini «[To6iuHi peakii».
ko icHye HaranbHa oTpeba 3aCTOCYBAaHHS Ipemnapary migniTkam (Bikom Bim 12 go 17 pokiB), crif
3aCTOCOBYBaTHU 3BUYaUHI N0O3U [JI JOPOCIIUX.

Iimu sixom 8i0 5 do 11 pokis.

Kanmunosu cnu30Bux 000JI0HOK: ITOYATKOBA [103a CTAHOBUTEL 6 MI/Kr/mo0y, MigTpuMyBasibHa g03a -
3 Mr/kr/mo0y. [TouaTKOBY 03y MOXKHA 3aCTOCOBYBATH B IEPILIXH NEHb 3 METOI0 OiJIbII IIBUIKOTO
OOCSTHEHHS PiBHOBAXKHOI KOHIIEHTpPAIIil.

[HBa3uBHI KaHOUO03U, KPUIITOKOKOBUAM MEHIHTIT: J03a IIpenapaTy CTaHOBUTh 6-12 MI/Kr OOuH pa3 Ha
no0y 3a/1exKHO Bifl CTYIEHS TSIKKOCTi 3aXBOPIOBAHHS.

[ligTpuMyBaibHa Tepamis [Jid NollepeiXKeHHsl PeLUIUBY KPUIITOKOKOBOT'O MEHIHTITY y HOiTeH i3
BHCOKUM PHU3UKOM M0T0 PO3BUTKY: [03a IIpenapaTy CTaHOBUTH 6 MI/KI OOUH pa3 Ha 00y 3ajiexkHO
BiJl CTYIIEHS TAXKOCTI 3aXBOPIOBAHHS.

[TpodinakTrka KaHAUAO3IB y NAIi€HTIB 3 iMyHOAeIiIUTOM: f03a IIpenapaTy CTaHOBUTD
3-12 Mr/KT OfivH pa3 Ha Ho0y 3ajie’kKHO Bifi BUPaXKEeHOCTi Ta TPUBAJIOCTI iHAYKOBaHOI HEUTPOIIEHil
(muB. MO3U OIS DOPOCIHUX).

Himu.

3acToCOBYBAaTH JIiKapChKUii 3acib y popMi Karcyn il KaTeropii maiieHTiB MoXkKHa TOAi, KOIH HiTH
3maTHi 6e3MeYH0 TPOKOBTHYTH KaIICYy, 110 3a3BUYail € MOXKJIMBUM Y Billi Bif 5 POKiB (OUB. po3min
«Croci6 3acTOCYBaHHS Ta HO3U»).

Ilepedo3yeanHsi.

OTpuMaHO NOBiKOMIIEHHS NIPO TEPef03yBaHHA (HIIYKOHA30JI0M; OGHOYACHO IOBIOMIISIOCS 1IPO
rasIlolUHalil Ta TapaHoiganbHy NOBENiHKY.

[Tpu nmepero3yBaHHI HEOOXiTHO TPOBECTH CUMIITOMATAYHY MiATPUMYyBaJIbHY TEpalilo Ta y pasi
He0OXimHOCTI TPOMUTH IITYHOK.

OyKOHA30JI 3HAYHOIO MIPOI0 eKCKPETYETHCA 3 ceuelo; (OopCOBaHUM [iype3 MoXKe NPUCKOPUTHI
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUXKYE PiBeHb QPIYKOHA30ITy V
m1a3Mi KpoBi mpubnmu3Ho Ha 50 %.

ITo6iuni peakuii.

Pesiome npodinio 6e3meyHocCTi

Y 3B’513Ky 3 NiKyBaHHAM (IIYKOHA30JI0M OBIIOMIISAIOCS IPO MEIUKaMEeHTO3HY PeaklIiiio 3
eo3nHO(imiero i cucremaumu nposiBamu (DRESS-curmpom) (muB. po3min «Ocob6auBoOCTi



3aCTOCYBaHHS»).
Haiiuacrime moBifoMisnocs Ipo Taki mobiuHi peakilii: ronoBHUM Ginb, 6ifb ¥ YepeBHiN TOPOXKHUHI,
miapesi, HymoTa, O0BaHHS, MigBUILIEHHS PiBHS anaHiHaMmiHoTpaHchepasu (AJIT), migBuUIlleHHS PiBHS

acnaprataMiHoTpaHcdepasu (ACT), nmigBuieHHS piBHA NyxXKHOI ochaTa3u KPoBi, BUCUTIAHHS.

[I71g OLiHKY YaCTOTU BUHMKHEHHS MOOIYHUX peakIliii BUKOPHUCTOBYIOTh TaKy Kiacuikariiio: gyxe
yacTo (= 1/10), wacto (Big = 1/100 mo < 1/10), HewacTo (Bim = 1/1000 mo < 1/100), pigko

(Bim = 1/10000 mo < 1/1000), my=xe pigko (< 1/10000), gwacToTa HeBifoMa (HEMOXKIMBO OLIIHUTH Ha
IIiACTaBi HASIBHUX OAHUX).

3 6oky cucmemu kposi ma aimpamuyHoi cucmemu.

HeuacTo: anewmis.

Pinko: arpaHynonuTos, 1eiKomneHis, TpOMOOLUTONEHisT, HEUTPOTIEHis.
3 6oky imyHHOI cucmemu.

Pigko: anadinakcis.

MemaboaiuHi ma asimeHmapHi po3aadu.

HewacTo: 3HMKEHHS alleTUTYy.

Pigxo: rimepxonecTepuHeMis, TIePTPUTIILIEPUAEMIs, TiIIOKaTieMis.
ITcuxiuHi nopyweHHA.

HeuacTo: 663COHHS, COHIUBICTB.

3 boky Hepeogoi cucmemu.

YacTo: TonoBHUIM Oifb.

Heuacrto: cymoMu, napecTesis, 3al1aMOpPO4Y€eHHsI, IOPYLIEHHS CMaKy.
Pigxo: Tpemop.

3 60Ky opaaHis cayxy ma eecmubya5pHO20 anapamy.

HeuacTo: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MasbHa NUIyHOYKOBA TaxXiKappisd TUILY «IipyeT», momoBkeHHd iHTepBany QT (mus.
po3min «OcobIMMBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOBO20 MPAKMY.
YacTo: 0inb y YepeBHill IOPOXKHUHI, HYAOTa, Hiapes, OII0BaHHS.
Heuacrto: 3anop, gucrerncis, MeTeopusM, CyXiCTh ¥ POTi.

I'enamobiaiapHi po3aadu.



YacTo: migBuilleHHS piBHA anaHiHaMiHoTpaHcdepasu (AJIT), migBulleHHS PiBHA
acnaptataMiHoTpaHcdepasu (ACT), mipBuieHHS piBHSA NyxKHOI pocdaTa3u (OUB. PO3MiN
«0Oc06IMBOCTI 3aCTOCYBaHHS»).

HeuacTo: xonecTtas, JKOBTSHUIIS, MiBUIIEeHHS piBHA 6inipy6iny (muB. po3min «OcobnuBocTi
3aCTOCYBaHHS»).

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONIAPHAN HEKPO3, TeNaTUTH, TeaToLeoIIspHe
ypaxeHHs (OuB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

3 60Ky wkipu ma nidwKipHOi MKAHUHU.
YacTo: BuCUIAHHS (OUB. Po3min «OCOONMMBOCTi 3aCTOCYBAHHS»).

HeuacTo: MeguKaMeHTO3HUYN OepMaTUT (BKII0Yaouu (HikCOBaHUY MeOUKAMEHTO3HUN NEePMaTHUT),
KPOIKB’sIHKA, CBepOixK, MigBullleHe IOTOBUIiIEeHHS (IUB. po3in «Oco6IUBOCTI 3aCTOCYBAHHSI»).

Pigko: TOKCUYHUY enifepMasbHUM HEKPOJIi3, CHHAPOM CriBeHCa-II;)KOHCOHA, TOCTPUU
reHepasi3oBaHUY eK3aHTeMaTO3HUM IyCTYyIb03, eKCQOIiaTUBHUYN AEePMaTUT, aHTIOHEBPOTUYHUYI
HaOpPsK, HaOpsK oOnuyudst, anomenis (IuB. po3min «Ocob6IUBOCTI 3aCTOCYBAHHS» ).

HeBimoMo: MequKaMeHTO3Ha peakilis 3 eo3uHo(inieto i cucremuaumu nposBamu (DRESS-cungpom).
3 60Ky 0nopHO-pyx08020 anapamy ma cnoay4Hoi MKAHUHU.

HeuacTto: mianris.

3azanvHi po3aadu ma peakuii y micui 88e0eHHA.

HeuacrTo: mifgBuilieHa BTOMJIIOBaHICTh, HE3yKaHH, aCTeHis, rapsg4ka.

Himu.

YacToTa Ta XxapakTep nobiyHuX peakilii i BinxuneHs Bif HOpMU pe3yJIbTaTiB 1ab0paTOPHUX aHai3iB y
XOQl KJTIHIYHUX AOCHIIAXKEHb 3a Y4aCTIO OiTe! CIiBCTaBHI 3 TAKUMHU Y JOPOCIIUX.

3gimyeaHHs npo nido3piosaHi nobiuHi peakui.

3BiTyBaHHS NP0 Migo3pioBaHi mo6iuHi peakiii micns peecTpatlil TiKapCchKoro 3acoby Ma€e BaXXJIuBe
3HaueHHs. Lle mae 3mMory mpoBoguTy 6e3mepepBHUN MOHITOPHHT CITiBBiIHOIIEHHS MiXK KOPUCTIO i
PU3HMKAMM, TTOB’I3aHUMHU i3 3aCTOCYBaHHSM I[bOTO JTIKAapChKOT0 3aco0y. MeIuuHUX IIPalliBHUKIB
IIPOCSITH 3BiTyBaTH PO O6yab-sKi mimo3pioBaHi MoOiyHi peakilil BiAOBIgHO [0 BUMOT MiCIIeBOTO
3aKOHO/IaBCTRA.

Tepmin npudamHocmi. 5 POKiB.

YMoBu 30epiranssi.

36epiratu npu TeMiepatypi He Builie 30 °C y HeIOCTYITHOMY [JIs AiTel MicIIi.



YnakosBka.
Kamcynu mo 50 mr: mo 7 Kamncyn y 6mictepi, o 1 6;1icTepy B KapTOHHIN yIakoBIIi.

Kancynu o 100 mr: o 10 kancyn y 6micTtepi, mo 1 6micTepy B KapTOHHIN yIIaKOBIIi.

Kareropis Bigmycky. 3a perenTom.

BupoOHUK.

®apesa Ambya3s / Fareva Amboise.

Micue3HaxoaKeHHsI BHPOOHHKA Ta HOT0 aJpeca MicCIisi MIPOBaaKeHHsI Tis/TbHOCTI.
3one IHpmactpiane, 29 poyTt gec Iagactpic, 37530 IToce-ciop-Cic, ®paniris /

Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.



