IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

OU®II030J1°

(DIFLUZOL")

Ckaan:
ditoua peuosuHa: GIyKOHA30I;
100 mn po3unHy MicTUTH QrryKoHa30my 200 Mr;

0ONOMIdCHI peyosuHU: HATPII0 XJIOPU, BOMa OIS iH’€KITil.

JlikapcbKka ¢popMa. Po3uuH s indyaii.

OcHosHi (pi3uko-xiMiuHi 81acmusocmi: mpo3opa 6e30apBHA PeUYOBUHA.

dapMmakoTepaneBTHUYHA rpyna. [IpoturpuOKoBi 3aco0u [A7is CUCTEMHOTO 3acToCyBaHH4. [ToxigHi
Tpuazoiny. Kog ATX JO2A CO1.

Papmakono2iuHi e1acmuesocmi
dapmakoOuHamika

Mexani3M mil

®IyKOHA30I1 € TPOTUTPUOKOBUM 3aC000M Kilacy Tpua30iiB. [[epBUHHUM MeXaHi3MOM Horo mil
€ IpUTrHiYeHHs rpubkoBoro 14-anbda-1aHOCTEPOI-IEMETUIIOBAHHS, OTTOCEPEIKOBAHOTO
uToxpomMoM P450, 110 € HeBin'eMHUM eTanoM 6i0CHHTE3y IPUOKOBOTO €ProCTEPOITY.
Akymynanisa 14-anb¢ha-MeTUNI-CTEPOIIiB KOPEIIOE 3 TOHAIbIIOI BTPATOI0 €ProCTEPOITY
MeMOpaHOoI0 IPUOKOBOI KJIITMHU Ta MOXKe BifTIOBiaTH 3a IPOTUTPUOKOBY aKTUBHICTh
brykonazony. OykoHa3011 € GinbIl CeIEKTUBHUM A0 TPUOKOBUX (hEePMEHTIB IIUTOXPOMY
P450, HiX 0o pi3HuX cucteM pepMeHTiB uToxpomy P450 ccaBuis.

3acTocyBaHHA QyKoHa307y y [o3i 50 Mr Ha o6y mpoTaroMm 28 [HiB He BIIJIMBAE Ha PiBeHb
TECTOCTEPOHY y IJIa3Mi KPOBi y 40JIOBiKiB ab0 Ha PiBeHb EHIOTEHHUX CTEPOIIIB V XKiHOK
pemnponyKTuBHOro Biky. ®mykoHa3on y 1o3i 200-400 mr Ha moby He MPOSIBISIE KITIHIYHO 3HAYYLIOTO
BIIJIUBY Ha PiBeHb €HAOT€HHUX CTEPOifiB a0 Ha BigMOBib Ha CTUMYIISIII0 aMPEHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux moOPOBOJIbIIiB YOI0BiUOl CTATI.



IocmimkeHHsT B3a€MO{Iii 3 aHTUIIIPHHOM ITPOIEMOHCTPYBAIH, 110 3acToCyBaHHsA 50 MT (GhIyKOHA301y
pa30Bo yu 6araTopa3oBo He BIIMBAE Ha MeTab0Ii3M aHTUTIPUHY.

YyTauBicTh in vitro

®yKOHAa3011 in Vitro meMOHCTPY€E MTPOTUTPUOKOBY aKTHBHICTh CTOCOBHO BUAiIB Candida, 1110
3ycTpidaloThCa HardacTime (Bkmodawyuu C. albicans, C. parapsilosis, C. tropicalis). C.
glabrata meMoHCTpy€E 3HUXKEHY YyTIUBICTh [0 (IyKOHa301y, Tofi 9K C. krusei i C. auris € 1o
HBOTO Pe3UCTEeHTHIi. MiHiManbHi iHTiOyI0Ui KOHIIEHTPallil Ta emifeMiooriyHe II0POroBe
3naueHHd 3rigHO 3 EUCAST (ECOFF) mnst dnykonasony crocoBHo C. guilliermondii BUIIT, HiX
ctocoBHo C. albicans.

Takox (hykKoHa3011 in vitro IeMOHCTPY€E aKTUBHICTH K mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i mpoTu eHgeMiuHuX MIicHIBUX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’130K dhapMaKOKiHETUYHNX i hapMakKOOUHAMIUYHUX BIaCTUBOCTEHN

BigmoBigHO 10 pe3yJbTaTiB OOCIIIXKEHDb Ha TBapUHaX, iICHYE KOPEJIALisi MiX MiHiMalIbHOI
inribyrouoio KoHIIeHTpalli€lo Ta e()eKTUBHICTIO IPOTH eKCIIEPUMeHTabHUX MOZesel MiK03iB,
cupuurHeHux Bugamu Candida. BifimoBigHO 0o pe3ynbTaTiB KIIiHIYHUX OOCIigXKeHb, icCHye TiHiliHa
3anexHicTh Mik AUC Ta 103010 ¢hiaykoHazony (mpubnusno 1:1). Takox icHye mpsiMui, ane
HenocTaTHi 3B’930K MixK AUC a60 103010 Ta MO3UTUBHOIO KITiHIYHOO BiTIOBIA/II0 Ha JTiKyBaHHSA
OpaJIbHOT0 KaHAMA03Y Ta MEHIIIOK MipOI0 - KaHOUOeMil. AHAIOTiYHO JTiKyBaHHS iH(QEKIin,
CIIPUYMHEHUX IITaMaMu, [0 SKUX (IYKOHA30Jl HEMOHCTPYE BUCOKY MiHiManbHY iHTiIOyI04Y
KOHIIEHTPAIIil0, € MEHIII 3aI0BiIbHUM.

MexaHi3M pe3uCTEHTHOCTI

Mikpoopraniamu pogy Candida [eMOHCTPYIOTh YMCIEHHI MeXaHi3MU Pe3UCTEHTHOCTI 10 a30JIbHUX
npoTUrpuOKOBUX 3ac006iB. PIIyKOHA30JI AEMOHCTPYE BUCOKY MiHiMaIbHY iHTiOyI04y KOHIIEHTpAIlil0
IIPOTHU 1ITaMiB rpuliB, SKi MaioTh oguH abo Oinbille MeXaHi3MiB PE3UCTEHTHOCTI, 1110 HETAaTUBHO
BIIJIUBA€E Ha e(peKTUBHICTH in Vivo Ta B KIIiHIYHIN IPaKTUII].

Y 3a3Buuan yyTnuBux BuAiB Candida Ha4acTillluM € MeXaHi3M PO3BUTKY PE3UCTEHTHOCTI, B IKOMY
3a[IisiHi 1inboBi PepMeHTH a30iB, BiANOBigambHi 3a 6i0CMHTE3 eprocTeposy. Pe3uCTeHTHICTh MOXKe
OyTu 00yMOBJIEHA MYTAIliSIMH, IIOCUJIEHHSM IIPOOYKyBaHHS (epMEHTy, MeXaHi3MaMu e(II0KCy
npernapaTty abo PO3BUTKOM KOMIIEHCATOPHUX LIISXIiB.

T[ToBigomisiiocst mpo cynepiudexiii Candida spp., cipu4dnHeHi inmuMu Hix C. albicans Bumamy,
110 YaCTO MalTh 3HUXKEHY 4yTnuBicTh (C. glabrata) abo € ctiikumu (Hanpuknapn C. krusei,
C. auris) oo ¢mykoHa30my. [ MiKyBaHHS TaKUX iH(EKIIiX CIif 3aCTOCOBYyBaTH
anbTepHATUBHI MPOTUTPUOKOBi 3aco0u. MexaHi3aMu pe3uCTEHTHOCTI I1le He [0 KiHIIs BUBUYEHi
B IesIKMX MIPUPOIHO CTivKux (C. krusei) abo HoBUX (C. auris) sunis Candida.

KonTponbHi Toukr EUCAST (€BpONERChKOro KOMITETY 3 HOCIIIXKeHb YYTIUBOCTI 10
QHTHUMIKPOOHMX 3aC00iB)

Basyrounce Ha foCigXKeHHi papMaKOKiHeTUUHOI/(papMaKogUHaMigHOI iHpopMariii, YyTAUBOCTi
in vitro Ta KiiHi4yHOI BifmoBigi, 6y/10 BU3HAYEHO KOHTPOJIbHI TOUKM A7 (GIIYKOHA30ITy IS
Mikpooprani3miB pony Candida (Cynposigauii po3’sicHioBanbauid fokymeHT EUCAST nnsa


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

dbmykoHazony (2020) - Bepcig 3; EBponmeicbKu KOMITET i3 HOCTigXKeHb YyTIUBOCTI J0
aHTUMIKpPOOHUX 3aco0iB, [IpoTurpuOKoBi 3acobu, TabnuIli KOHTPOJIbHUX TOYOK OIS
inTepnpertarii MIK, Bepcig 10.0, Ha0ys unrHOCTI 04.02.2020 p.). BoHu Gynu po3mopineHi Ha
KOHTPOJIbHI TOYKHY, 1110 He II0B’s3aHi i3 IeBHUM BUAOM, SKi OiNbII0I0 Mipoio BU3HAYaAKUCS Ha OCHOBI
(bapmakokiHeTH4HOI/papMaKogrHaMiYHOI iH(pOopMaliil i He 3aexkKaTh Bif PO3NOAiNTY Ha IIeBHI BUAM 3a
MiHiManbHOIO iHTiIOYI040I0 KOHIIEHTPAIlI€I0, Ta Ha KOHTPOJIbHI TOYKH, ITOB’s13aHi 3 IEBHUM BHUIOM, 110
Haly4acTilne acoIilol0ThCA i3 iHpeKUiaMu y moauHy. 11i KOHTPOIbHI TOYKY HaBe[eHi HuXKyYe.

[Tpomuepubxosull |KoHMpoabHi MOuKU, N0’ A3aHi i3 negHUM 8UOOM, [KOHMPOAbHI

3acib S </R>ywme/n moyuKu, He
noe’Aa3daHi 3
nesHum
BudoM,a

S </R>yme/n

Candida |Candida Candida |Candida |Candida |Candida
albicans |dubliniensis|glabrata |krusei |parapsilosisftropicals
dyKoHA3071 2/4 2/4 0,001*/16]- 2/4 2/4 2/4

S yyTnuBui;
R pesucTenTHU;

a - KOHTPOJIbHI TOYKH, 1110 He TI0B’SI3aHi i3 MeBHUM BHUIOM, SKi Oi/TbIIIOI0 MipOI0 BU3HAYAUCS Ha
OCHOBI (hapMaKOKiHeTUYHOI/papMaKoAMHaMiuHOI iHpopMallil i He 3asiexkaTh Bifl pO3MOLiNy Ha MeBHi
BUY 3a MiHiMa/JIbHOIO iHTiOYyI049010 KOHIIEHTpalie0. BoHN JOCTiXKYyBaIiCh IHille ¥ MiKPOOpPraHi3MiB,
y SIKUX He iCHye crenugigyHOl KOHTPOJIbHOI TOYKY;

-- DOCIiI>KeHHS YyT/IUBOCTI He PEKOMEH/I0OBaHi, OCKiTbKY MaHWM BUI HEe € METOI0 JTiIKapChbKOl Teparti;

* Vci mokasuuku C. glabrata 8 xkateropii I. MIK mpotu C. glabrata cmin oLiHIOBaTH SIK PE3UCTEHTHI,
KOJIM BOHM IepeBUIlyioTh 16 mr/n. Kateropis gytnusocTi (< 0,001 Mr/in) BUKOPHCTOBYETHCS JIHUILIE
IJ1st 3amobiraHHs MOMMIIKOBOI Kinacuikartiii mrtamis I sk mtamis S.

I - yyTnuBUM 3a YMOBY MigBUIIEHO] €KCIIO3UIIil: MiKpOOPraHi3M Ha/lekKUTh 10 KaTeropil «9yTnuBui 3a
YMOBH MigBUIIEHO] €KCIO3UIi1» y pa3i, KoK iCHy€e BUCOKA WMOBIPHICTh TePaneBTUYHOTO YCIIIXy,
OCKIiJIbKYM eKCITO3HIIis mpernapaTy Oyia 30i/bleHa 3a paxyHOK KOPeKIlil pexxuMy J03yBaHHsS a00 #0ro
KOHIIEHTpAllil y BOTHUINI iH(peKIIil.

dapmakoKiHemuka

®apMaKOKiHeTHYHI BIIACTUBOCTI (JIYKOHA30Iy € MONiOHUMY IIPY BHYTPIIlTHHOBEHHOMY i
[IepopaIbHOMY 3aCTOCYBaHHI.

AGcop0iris

®nykoHa307 OOPEe BCMOKTYETHCS IIPU IIepOpaibHOMY 3aCTOCYBaHHi, a piBeHb IIpenapaTy y
171a3Mi KpoBi i cucTeMHa 0i0foCTyIIHICTh epeBulyoTh 90 % piBHS (HIyKOHA30Iy Y MIa3Mi
KPOBI, 1110 TOCATa€eThCA IIPU BHYTPIIIHBEOBEHHOMY BBe[eHHI npenapaty. OgHOYacHe
BXKUBaAHH{ 1Ki He BIUIMBA€ Ha BCMOKTYBaHHS IIperapaTy Ipu M0ro IepopalbHOMY
3acTtocyBaHHi. [1ikoBa KOHIIeHTpalid y I1a3Mi KpoBi gocsaraeTscd yepes 0,5-1,5 rogunu
icJI IPUUOMY IIpelapaTy HaTineceple. KoHLIeHTpalis npenaparty y j1a3Mi KpoBi
npornopuiitHa go3i. PiBHoOBaxkHa 90 % KOHILIeHTpalis gocaraeTbcsa Ha 4-5 qo0y miKyBaHHS
IIpenapaToM Ipu 6araTopa3oBOMy 3aCTOCYBaHHI ofouH pa3 Ha f00y. PiBHOBaXHa



KOHI[eHTpalid Ha piBHI 90 % pmocsiraeThCd Ha OPYTUM OEHb JIIKyBaHHS IIPU 3aCTOCYBaHHI y
IepIrii [eHb HaBaHTaXKyBaJIbHOI MO3H, 1110 BABiUi TepeBulllye 3BU4aiHy OOOBY HO3Y.

Pozmnopin

00’eM po3nopiny npubIU3HO OOPIBHIOE 3arajlbHOMY BMICTy PiIMHU B OpraHi3Mi. 3B’s3yBaHHS 3
Oinkamu mma3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3on foOpe MPOHKKAE B yCi MOCTigXKyBaHi pifuHu opraHiaMy. PiBeHb QriykoHa30my y
CJIMHI Ta MOKPOTUHHI € IOMiOHUM [0 KOHIIEHTPAIlil ITpernaparty y Ija3Mi KpoBi. Y mallieHTis,
XBOPHUX Ha rpuOKOBUY MEHIHTIT, piBeHb (IYKOHA30Jy ¥ CIHHHOMO3KOBIM pifuHi gocsirae 80
% KOHIIeHTpallil y maa3Mi KpoBi.

Bucoki koHLeHTpalril ¢GIyKoHa301y y WIKipi, 110 TePeBUINYIOTh CUPOBATKOBI, HOCSATAIOTHCS Y
porosoMy 11api, emigepMici, gepmi ta noti. ®JIyKOHa30J1 HAKONIUYYETHCSA ¥ POroBoMy api. [Tpu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIEHTpalis GIyKoHa30y micis 12 gHiB miKyBaHHS
CTaHOBUJIA 73 MKI/T, a 4epe3 7 OHIB MICJIA 3aBepIIEeHHS JIiIKyBaHHSA KOHI[eHTpallid BCe 1le CTaHOBUJIa
5,8 Mxr/r. [Ipu 3acTtocyBanHi 7o3u 150 mr 1 pa3 Ha TUXKAEHb KOHLIEHTpaLis (GIyKOHa30Jy Ha 7 OeHb
JiKyBaHHSI cTaHOBUAA 23,4 MKT/T; yepe3 7 OHIB ITiC/s 3aCTOCYBAaHHS HACTYIIHOI HO3K KOHIIEHTpAllis
BCe IIle CTaHOBHUIa 7,1 MKI/T.

KonmenTpanist GpnykoHa3omy B HIrTax micns 4 MmicsiniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIeHb
craHoBuia 4,05 MKI/T y 3M0poBUX H0OPOBOJIBIIB Ta 1,8 MKTI/T Ipu 3aXBOPIOBAHHSX HITTiB;
(byKOHa30J1 BU3Ha4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAIIB IMicIis 3aBepIlleHHs Tepailil.

BiorpaHcdopmartis

®nykoHa3on MeTabomi3yeThCsT He3HAYHOIO Mipoto. [1pu BBeeHHI 103U, MideHO01
papioakTUBHUMU i30TomaMu, nuine 11 % ¢GpayKoHa301y eKCKPEeTYEThCA 3 Cedel0 Y 3MiHEHOMY
Burmsni. ®nmykoHa3oi € moMmipHuM inriditopom izodpepmenTiB CYP2C9 ta CYP3A4, a TakKoxk
OTYKHUM iHTi0iTOpoM i30pepmenTy CYP2C19.

BuBenenus

[lepion HaniBBUBeneHHS (GIyKOHA3011y i3 Ia3Mu KpoBi cTaHOBUTH 61iu3bK0 30 rogus. Binmbina
YacTHHa IIpenapaTy BUBOOUTLCS HUPKaMu, mpudoMy 80 % BBeOeHOI 403U BUSBIISIETLCSA Y CEUi B
He3MiHeHOMY cTaHi. KimipeHc GpyKoHa305y IpOonopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKynongux
MeTaboIiTiB He BUSBIIEHO.

TpuBanuii nepion HamiBBUBEOEHHS IIpenapaTy 3 IJla3MH KPOBi la€ MOXKJIUBICTh pa30BOT0
3aCTOCYBaHHS IIpelapaTy [IpU BariHaJIbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKIOEHb [IPY iHIINX [TOKa3aHHIX.

HupKoBa HEIOCTaTHICTE.

Y nmatieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOTO CTYIeHs (IIBUAKICTb KIIy004YKOoBOI GinbTpatiil

< 20 mn/xB) nepion HamiBBUBemeHHs 30inbimyeThcs 3 30 roguH go 98 roguu. ToMy I1ii KaTeropii
nalieHTiB HeoOXigHO 3MEHIIUTH 103y QrykKoHa3omy. ®IyKoHa307 BUAANISETHCS IIITXOM IT'eMOfiiai3y,
Ta MEHIIO MipOI0 - IIJITXOM iHTpallepuTOHeaIbHOro fgianidy. CeaHc reMofianisy TpUBaiCTIO 3
TOOUHYU 3HUXKYE piBeHb (IyKOHA30Jy y IIa3Mi KpoBi npubnu3Ho Ha 50 %.



JlakTamisa

KonnenTpauii ¢pyKoHa30:/y y mj1a3Mi KpoBi i MaTepUHCHKOMY MOJIOLIi BIIPOOBXK 48 roguH mics

IpUHOMY OfHOPa30Boi fo3u 150 Mr mpemaparty JZ[I/Id)mo3on® OLIiHIOBa/IM Y XOfi (papMaKOKiHETUYHOTO
OOCIIKEeHHS 3a y4acCTIO NeCSATH XKIiHOK Y Mepiofi makTanii, ki TUM4acoBo ab0 MOCTiMHO MPUITUHUIIN
TOOyBaTU CBOIX HEMOBJIAT I'PYALI0. Y MaTePUHCHKOMY MOJIOL (DJTyKOHA30/1 BUSBUIMN ¥ CEPEeNHIN
KOHIIeHTpaIlil npubnusno 98 % Bifm Toi, M0 Big3Havanu y nna3Mi MaTtepi. Yepes 5,2 roguH micns
IIPAUOMY IO3U CEPefHs IMiKOBa KOHIIEHTPallid y MaTePHHCHKOMY MOJIOL CTaHOBUIA 2,61 Mr/I.
ob6oBa mo3a (IyKOHa30Iy, OTpHMaHa HEMOBJISIM 3 MaTEPHHCHKOTO MOJIOKA (SIKII0 MPUUHSATH
CepenHeE CIOXHUBaHHS MoJioKa 3a 150 mn/kr/mo0y), po3paxoBaHa Ha OCHOBI CEPEIHBOI MTiKOBOI
KOHIIeHTPaIlil y Mosoiri, 1o mopiBaioe 0,39 Mr/kr/mo0y, ctaHoBUTh npubnau3Ho 40 % Bim mos3u,
PEKOMEHI0BaHOI HOBOHAPOIXKEHUM (BiKOM < 2 THXKHIB), ab6o 13 % Bifm m03u, peKOMEHI0BaHOI
HEMOBJIITaM [JIs JTIKyBaHHS KaHOUO03y CIU30BUX 000JIOHOK.

it

Hani 3 hapmakoxineTuku 6ynu omineni y 113 mite#t mig yac 5 gocifzKeHb: 2 OOCTiAXKEHHS Pa30BOT0
3aCTOCYBaHH, 2 HOCNiAXKeHHS 6araTopa3oBoro 3aCTOCyBaHHS Ta 1 HOCTinKeHHSI HeJOHOLIIEHNX
HOBOHapPOOXKEHUX.

[Ticns BBegeHHs 2-8 Mr/Kr (priyKOoHa30/1y OiTSM BikoM Bif 9 MicsamiB mo 15 pokiB AUC cTaHOBUTa
6mu3bk0 38 Mkr*rom/mit Ha 1 Mr/kr mo3u. [licims 6araTopa3oBoro 3aCTOCYyBaHHS CEpPefHil mepion
HalliBBUBEJeHHS (PIYKOHA30Jy i3 IJIa3MM KPOBi BapitoBaBca Mix 15 Ta 18 roguHamu; 06’em
po3nopniny ctaHoBuB 880 Myi/Kr. BinbIn TpuBaIuy Mepiof HaIliBBUBENEHHS 3 I1JIa3MU KPOBI, 110
CTAHOBUB MpubIN3HO 24 roguHu, OYB MiC/Is Pa30BOT0 3aCTOCYBaHHS (IYKOHA301y. Llei MoKa3HUK €
CIIiBCTABHUM 3 TI€PiOAOM HalliBBHBEOEHHS (IIYKOHA30Jy 3 IIJTa3MU KPOBI IIiCJIs pa3oBOro
3aCTOCYBaHHS 003U 3 MI/KT BHYTPIIlTHbOBEHHO MiTSIM BikoM Bif 11 mHiB go 11 MmicsiiB. O6’em
PO3MOAiny y malfieHTiB I11i€l BiKOBOI rpymu CTaHOBUB 0113bK0 950 MII/KT.

Iocsin 3acTocyBaHHS (GIyKOHA30Jly HOBOHAPOAXKEHUM 00MeXKYEThCS hapMaKOKiHETUYHUMU
OOCIIXKeHHAMY 12 HeIOHOIIEHUX [iTeH i3 TepMiHOM recTariil npubnu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIiol mo3u cTaHoBUB 24 roguuu (Bim 9 mo 36 roguH); cepenqHs Maca Tina mpu
HapomxeHHi ctanoBuna 900 r (Big 750 mo 1100 r). [Iis 7 maIfieHTiB TPOTOKOJI HOCTiAXKEHHS 0YI10
BMKOHaAHO. MakKCUMyM 5 BHYTPIIIHbOBEHHUX iH’€KIIi# (IYKOHA301y ¥ H03i1

6 MI/KT BBOAMWIY KOXHI 72 roguau. CepenHiu nepion HalliBBUBEEHHS CTaHOBUB 74 TOOUHU

(44-185) B mepmui OeHb, MOTiM 3HU3UBCS 00 53 roguH (30-131) Ha 7-4 meHb Ta mo 47 (27-68) Ha 13-
i mewb. [Tno1ra mig KpuBoio (MKr*rog/mi) cranoBuna 271 (173-385) B mepiuit geHb, 30iMbIInuIacsa oo
490 (292-734) Ha 7-# meHs, noTiM 3HU3MIAcCT H0 360 (167-566) Ha 13- genb. O6’eM po3mominy
(mr1/kr) cranoBuB 1183 (1070-1470) y nepIuii feHs, 36iIbIIyBaBCs q0

1184 (510-2130) Ha 7-1 meHb Ta go 1328 (1040-1680) uHa 13-i geHb.

[TallieHTH MITHBOTO BiKY

®apMaKOKiHeTHYHe [NOCIIIIKEeHHS IPOBOAUIIM 3a Y4aCTHO 22 MallieHTiB (BiKOM Bif 65 pPOKiB),
AKi 3acTocoByBanu 50 Mr ¢pyKoHa301y nepopanbHO. 10 malieHTiB OgHOYaCHO
3aCTOCOBYyBau Aiypetuku. C, .. cTaHoBuia 1,54 MKr/MI Ta mocsAranacs npotaroM 1,3 roouHu
micng 3actocyBaHHS prykoHa3ony. Cepegus AUC cranosuna 76,4+20,3 MKr*rom/mit.
CepepHniv nepion HamiBBUBeOeHHS - 46,2 rogunu. Li apMaKOKiHETUYHI TOKa3HUKHU €



BUIIMMHU TTOPIBHSHO i3 aHATOTiYHUMU y 3[[0POBUX NOOPOBOJIBIIIB MOJIOAIIOrO BiKy. OfHOYacHe
3aCTOCYBaHHS [iypeTUKiB He MaJjio 3HayHoro BiuBy Ha C,,, Ta AUC. TakoX KJlipeHC
KpeaTuHiHy (74 MI/xB), BiHCOTOK (GJIyKOHA30JTy, III0 eKCKPETYBaBCH i3 ceuelo y He3MiHEHOMY
Burnsani (0-24 rogunu,

22 %), Ta HUPKOBUH KiipeHC diykoHa3ony (0,124 MI/XB/KT) y MallieHTiB faHOI BiKOBOI rpymu O6ynu
HUKYKMMHY, HiXK aHaAJIOTi4Hi MOKa3HUKHU y MOJIOAIINX K0OpoBObLiB. ToMy 3MiHU papMaKOKiHETHUKY Y
MAI€HTIB JIITHBOTO BiKy OYEBHUHO 3asieXaTh Bifl mapaMeTpiB QyHKIIIN HUPOK.

KininiuHi XxapaKTepuCTHKH

INoka3aHuHs

,]:[I/I(bJIIO3OJ'[® TIOKa3aHUM [Jg TiKyBaHHS TaKUX T'PUOKOBUX iHQEKIIN ¥ HOpOCIuX (IUB. PO3Min
«®apMaKoOOuHaMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IUB. po3min «OcobIUBOCTI 3aCTOCYBAaHHS»);
- KOKLIMAioino3 (ouB. po3min «Oco0nMMBOCTi 3aCTOCYBaHHSI »);
- iHBa3UBHI KAHOUOO3U;

- KQHOU03M CIM30BUX 000JI0OHOK, BKIIIOYAIOYU KaHOUA03 POTOTJIOTKY Ta KAHAUI03 CTPABOXOMY,
KaHOUAYPis, XpOHIYHMUY KaHOUO03 LIKipK i CTU30BUX 000JIOHOK;

- XPOHIYHUY aTpOoGiYHUIN KaHAUI03 POTOBOI MOPOKHUHY (KaHAU03, CIPUUYNHEHNY BUKOPHUCTAHHSAM
3yOHUX IIPOTE3iB) TP Hee(peKTHUBHOCTI TirieHu PoTOBOI MOPOXKHUHYU ab0 MicIeBoi Teparrii.

®

Oudmo30n ~ mokalaHUU A TPOGiTaKTUKY TaKUX 3aXBOPIOBaHb Y TOPOCIIUX, SIK:

- PeLugUB KPUIITOKOKOBOTO MEHIHTITY y IAI[l€eHTiB 3 BUCOKUM PU3UKOM HOT0 PO3BUTKY;

- pelUauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOAy y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM MOT0
PO3BUTKY;

- mpodinakTUKa KaHAWOO3HUX iH(EKIIiN y MaI[ieHTiB i3 TPHUBaIO HEUTPOIEHI€I0 (HanpuKiaf,
TaLiEHTIB 3i 37TOSIKICHUME 3aXBOPIOBAHHSIMU KPOBI, sIKi OTPUMYIOTH XiMioTeparrito, abo mallieHTiB npu
TPaHCIIaHTallil FeMONIOeTUYHUX CTOBOYPOBUX KITITUH) (OUB. Po3nin «®apMaKoJIOTiyHi BTaCTUBOCTI.
dapmakoguHaAMiKa»).

,HI/I(bJ'IIO3OJ'[® IIOKa3aHuH OiTAM Big HapomkeHHS OO0 18 POKiB, 3a BUHATKOM HETOHOIIEHUX
HOBOHAPOMXKEHUX, A JTiKyBaHHS KaHAUA03iB CIM30BUX 000JIOHOK (KaHAUA03 POTOTTIOTKH,
KaHJU03 CTPaBOXOMY), iHBA3UBHUX KaHAU031B, KPUIITOKOKOBOT'O MEHIHTITY Ta AJis NPO(diTaKTUKU
KaHOWOO3HUX iH(EKIH y mamieHTiB 3i 3uuKkeHuM iMmyHiTeToM. JIikapchbKu# 3acid MoxHa
3aCTOCOBYBATH K MiTPUMYyBaJbHy TEpaIilo s IonepefXkeHHs PeIUANBY KPUIITOKOKOBOTO
MEHIHTITY y AiTel i3 BUCOKMM PU3UKOM HMOT0 PO3BUTKY (OUB. po37in «OcoOIMBOCTI 3aCTOCYBaHHS»).

Tepamiro mikapchKuM 3aco060M Iu¢o301” MoKHA PO3NOYMHATH [0 OTPUMAHHS Pe3yIIbTaTiB
KyJIbTYpaJIbHUX Ta iHIINX 71a00paTOPHUX OOCIigKEeHb; OJHAK IiC/Isi OTPUMaHHS Pe3y/IbTaTiB



IPOTUIH(EKIIINHY Tepallilo CJIii CKOPUTYBaTH BiATIOBiZHUM YHUHOM.

Cnip BpaxoByBaTH 0QililiHi peKOMeHpallii o0 HaleXHOTr'0 3aCTOCYBaHHS IPOTUTPUOKOBUX
penaparis.

IIpomunoka3aHHs

linepuyTnuBicTh 00 GIYKOHA30IY, iHIIKUX a30JIbHUX CIOJNTYK abo [0 6ymb-sIKOi 3 JOTIOMiXKHUX PEYOBUH
Iperaparty, 3a3HayeHux B po3pini «Ckian».

OpHOYacHe 3aCTOCyBaHHS (PIIyKOHA30Jy Ta TepheHagruHy MallieHTaM, sSKi 3aCTOCOBYIOTh (PIIyKOHA30J1I
H6araTopa3oBo y mo3ax 400 mr/moby Ta Bullle (3TrigHO 3 pe3ybTaTaMU OOCIIiIKEeHHS B3aeMOZil
O6araTopa3oBOr0 3aCTOCYBaHHS).

OpHoYacHe 3aCTOCyBaHHS (ITYyKOHA30JIy Ta iHIINX JIiKapChKUX 3aco0iB, 110 MOAOBXKYIOTh iHTepBanl QT
Ta MeTabo1i3yI0ThCs 3a momomoroio pepmenTy CYP3A4 (Hanpukiag OU3alnpuay, acCTeMi30y,
miMO3uMy, XiHIAUHY Ta epUTPOMIIIMHY) (OuB. po3min «OcoONMMBOCTI 3aCTOCYBaHHS» Ta «B3aeMomis 3
iHIMMMY TiKapChKUMU 3aco0aMu Ta iHIII BUOU B3AEMOMIN»).

B3aemodisn 3 iHwumMu snikapcobkumu 3acodamu ma iHwi eudu e3aemodit

IIpomunokasaHo cyMmicHe 3acmocy8aHHs (GAYKOHA301Y MA HUMNCYE3A3HAYeHUX AiKAPCbKUX
3acobia:

Iuzanpu0: OBiAOMIIAIOCS IIPO PO3BUTOK MOGIYHUX peakiiiii 3 60Ky ceplis, Y TOMY YKCIIi IIPO
[IapOKCU3MaJIbHY LIUIYHOUYKOBY TaxiKaphiio TUIY «IIipyeT» y Ialli€HTiB, IKi ODHOYACHO 3aCTOCOBYBAJIU
bnyKoHa301 Ta nu3anpun. KoHTponboBaHe JOCTIIXKEHHS IPOLEeMOHCTPYBAJIo, [0 ONHOYaCHe
3actocyBaHHs 200 Mr drykoHazony 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha f00y ITPU3BOIUIIO
[0 3HAYHOI'0 MiABUINEHHS PiBHA IIU3alpuAy V IJIa3Mi KpPOBi Ta 00 MOgoBXKeHHS iHTepBamy QT.
OpHoYacHe 3acTOCyBaHHS (TyKOHA30Jy Ta LHKA3alpPHUAY IPOTUIIOKa3aHe (IUB. PO3Mi
«IIpoTunoka3aHusa»).

TeppeHalduH: Yepe3 BUIMAKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CHPUYNHEHNX IOJOBKEHHAM
inTepBany QTc, y malfieHTiB, sKi 3aCTOCOBYBaIM a30JIbHi MPOTUTPUOKOBI JTiKapChKi 3aco6u 0IHOYACHO
3 TepdeHaguHOM, Oy/IM MPOBEEH] MOCTiIKeHHs B3a€MO/Iil ITUX IIperaparTiB. Y X0fi 0qHOTO
MOCTiMKEHHS IIPU 3aCTOCYBaHHi GiyKoHa3ony y no3i 200 Mr Ha o6y He Oy10 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HIIe gocHifXKeHHS IPU 3aCTOCyBaHHI GyKoHa3o1y y go3ax 400 mr ta 800 Mr Ha
no0y IpoaeMOHCTPYBAJo, 1[0 3aCTOCYBaHHA (QIyKoHa30my v mo3ax 400 mr Ha goOy abo BHIlle 3HAYHO
IiABHUINY€E PiBeHb TeppeHafuHy y IIJIa3Mi KpOBi IIPU 0OJHOYACHOMY 3aCTOCYBaHHI IIUX IpelaparTis.
Cymiche 3actocyBaHHs (iykoHa3omny y mo3ax 400 mr a6o Buille 3 TepdheHaAMHOM IPOTUIIOKA3aHE
(muB. po3min «IIpoTunoka3aHHs»). [Ipu 3acTocyBaHHi QrykoHa3omy y mo3ax Hux4de 400 mMr Ha moOy
OJIHOYaCHO 3 TepheHaguHOM CIIiJl IPOBOAUTH PETENIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30.: CyMiCHE 3aCTOCYyBaHHS (DIIyKOHA30J1y Ta aCTeMi30JIy MOXe 3MEHIINTHU KIIipeHC
acteMmizony. Cupu4ynHeHe UM IiABUIIEHHS KOHIIEHTPAIlil acTeMi30/y y m1a3Mi KpoBi MoOxKe
IIPU3BECTH 10 Oof0BXKeHH iHTepBany QT Ta y pigKiCHUX BUIagKax - 10 IapOKCU3MaJIbHOI
IIJTYHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIpOTUIIOKa3aHe (OuB. po3min «IIpoTunoKa3aHHSI»).



ITim0o3u0: cymicHe 3aCTOCYBaHHS (IIYKOHA30Jy Ta MIMO3UAY MOXKE MPU3BONUTH [0 IPUTHIYEHHS
MeTabomi3My MiMO3uAYy, X04a BiTIOBITHUX JOCIigXKeHb in vitro Ta in vivo He poBopuinu. [ligBuiieHa
KOHIIEHTpAlligd MiMO3Uy B IJ1a3Mi KPOBi MOXKe CIPUYUHATH IIOf0BXKeHHA iHTepBany QT Ttay
pigKicHUX BUIlafKaX MPU3BOAUTYU OO PO3BUTKY ITapOKCU3MaJIbHOI IITYHOUYKOBOI TaxXikapmil TUITY
«mipyeT». OgHOYaCcHe 3aCTOCyBaHHSA (IYKOHA30Jy Ta MiMO3UAY MPOTUIIOKa3aHe (IUB. PO3Min
«IIpoTunoKa3aHHg»).

XiHiOuH: cymicHe 3aCTOCYBaHHS (IIYKOHA30Iy Ta XiHIOUHY MOXKe IIPU3BOOUTH [0 MPUTHIYeHHS
MeTabomi3My XiHiquHY, X04a BiAMOBIAHMX AOCTiAKEHb in Vitro Ta in vivo He IPOBOTUIIH.
3acToCyBaHHA XiHITUHY MOXKE CIPUYUHATU NONOBXeHHS iHTepBany QT Ta y pigKiCHUX BUNagKax
IPU3BONUTH [0 PO3BUTKY MAPOKCH3MaIbHOL IUTYHOUYKOBOI TaxiKapAil Tumy «mipyetr». OgHO4YacHe
3aCTOCYBaHHS (PIIYKOHA30JTy Ta XiHiIWHY MPOTUIIOKa3aHe (OuB. po3ain «[IpoTuioKa3aHHSI»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS €PUTPOMIIIMHY Ta QIIYKOHA30JIy MOXKe MPU3BOAUTHI
[0 MiABUIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (mogoBxeHHd iHTepBany QT,
ITapoOKCH3MaJslbHa IIJTYHOYKOBA TaXiKap[isd TUIy «IIipyeT») Ta, K HACJIiAOK, IO PalToBOl
cepreBoi cMepTi. 3acToCyBaHHS KOMOiHaIlil ITuX JTiKapChKUX 3aco0iB MPOTHUIIOKA3aHe (IUB.
po3min «IIpoTunoKa3aHHI»).

He pekomeHOyeMbCcA 00HOYACHE 3dCMOCYB8AHHA (BAVKOHA3041Y Md HUNCYE3d3HAYEHUX
JAiKapcvkux 3acobis

T'anopaHmpuH: GIyKOHA30II MOXKE CIPUYUHUTH IMiIBUIIEHHS KOHIIEHTpallil rano@aHTpuHy y Iaa3Mi
KpPOBi 3a paxyHOK npurHiuenHs CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIUX JTiIKAPChKUX 3ac00iB MoXKe
IIPU3BOJUTH [0 MigBUILIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (mogoBxKeHHs iHTepBany QT,
IapoKcu3MaJlibHa IITYHOYKOBa TaxiKapfis TUIy «IIipyeT») Ta, SIK HACJigoK, M0 PalToBOl CEpIeBOl
cMepri. Crtig yHUKATH 3aCTOCyBaHHSA KOMOiHaIlil X JTiKapchkux 3acobiB (auB. po3min «OcobnuBocTi
3aCTOCYBaHHS»).

CymicHe 3acmocyeaHHs (GAYKOHA30y MA HUHCYE3d3HAYeHUX AiKaPCbKUX 3dcobie sumMdazae
obepeodicHocmi

AMiodapoH: ogHOYaCHE 3aCTOCYBaHHSA (JIyKOHA30Jy 3 aMiofapoOHOM MOXKe IIPU3BECTH 10
nopoBxkeHHs iHTepBany QT. ®nykoHa3on ciif 3 06epeXkHICTI0O 3aCTOCOBYBATH Pa30M 3 aMiofJlapOHOM,
0c06IMBO y pasi mpu3HayeHHs BUCOKOI 7o3u diykoHasomny (800 mr).

CyMicHe 3acmocyB8aHHA (GAVKOHA304Y Md HUMCYE3d3HAYeHUX AiKapCcbKuX 3dcobis suMdazae
obepedicHOCMI Ma Kopu2ysaHHA 003u. Bnaue iHwux Aikapcbkux 3acobie Ha ¢GayKoHA301

PugamniuuH: omHOYacHe 3aCTOCYBAHHS (HIIYKOHA30/y Ta PU(DAMITILIMHY IPU3BOMUIO J0 3HUKEHHS
AUC Ha 25 % Ta cKOpo4dyBaJo Iepiof HaliBBUBeAeHHS (nyKoHa3omy Ha 20 %. ToMy [Ansd malfieHTis,
SKi 3aCTOCOBYIOTh PUGAMITILIVH, CJIif PO3TISHYTH OOUiNMbHICTh MigBUINEHHS N03U (DITyKOHA30/Y.

HocnimKeHHS B3aEMO/Iii TPOIEMOHCTPYBAJIH, III0 ITepopajibHe 3aCTOCYBaHHS (IyYKOHA30ITy
OJHOYACHO i3 BXKMBaHHSM 1Xi, IPUIOMOM IIUMETUAUHY, aHTalUiB ab0 3 MOJasbIINM ONPOMiHEHHSIM
YChOTO TiNla {15l Tepecafky KiCTKOBOI'O MO3KY He Ma€ KJIiHiYHO 3HAYyL[oro BIJIUBY Ha abcopOiliio
dbmykoHa301y.

I'idpoxsaopmia3ud: y gocmifxkeHHi papMaKoKiHETUYHOI B3aeMOfii omHOYacHe GaraToKkpaTHE
3aCTOCYBaHHS TiIPOXI0OPTia3uay 3MOPOBUM J0OPOBOIIBIIIM, SIKi OTPUMYBaIH (IYKOHA30],
IigBUIYBaJIO KOHIIEHTPAIilo (GIyKOoHa30y y mia3Mi KpoBi Ha 40 %. Taki mapameTpu B3aEMOfil He



BHMAraioTh 3MiH V PexXuMi M03yBaHHS (IYKOHA30J1y [JIs MMallieHTiB, SKi OMHOYaCHO OTPUMYIOTh
ceyoriuHi 3acobu.

Bnaus ¢ayKoHA304y HA iHWI AiKapcbKi 3acobu

®nykoHa3on € HoMipHUM iHTiOiTopoM muToxpomy P450 (CYP) izodepmenty 2C9 Tta 3A4.
®nykoHa30711 € OTYyKHUM iHTi0iTopoM i30epmenTy CYP2C19. Ha gomaToxk mo
CIIOCTEPEeXYyBaHUX/NOKYMEHTAJIbHO IIATBEPAXKEHNX B3a€EMO/IH, 110 ONUCaHI HUXKYE, IIpU
OIHOYaCHOMY 3aCTOCyBaHHi 3 ()JIyKOHA30JIOM iCHYy€ PHU3UK MiIBUINEHHS y IJ1a3Mi KPOBi
KOHIIEHTpAIlill iHINX CIONyK, 110 MeTabonisyioTecss CYP2C9, CYP2C19 ta CYP3A4. Tomy
3aCTOCOBYBaTH TaKi KoMOiHallii mpemapariB ciif 3 00epexXHiCTIO; Ipu LIbOMYy HeoOXimHO
PEeTeNnbHO CIIOCTEPIraTH 3a CTaHOM ITallieHTiB. [IpurHiuyBaabHa Oisg QIyKoHA30/1y Ha
bepmeHTH 30epiraeTbcs MpoTATroM 4-5 mib Mmicnis WOro 3aCTOCYBaHHA Y 3B’SI3KYy 3 1OTO
TPUBAJIUM IIE€PiOAOM HamiBBUBedeHHS (OUB. po3min «IIpoTUIOKa3aHHS»).

AbpouumuHi6: ¢pnmykoHaszon (inribitop CYP2C19, 2C9, 3A4) mipBuilyBaB €KCIIO3UIIiI0 aKTHBHOI
yacTuHU aOpouuTuHiOy Ha 155 %. [Ipu ogHOYACHOMY 3aCTOCYBaHHi 3 (JIyKOHA30JI0M CJIif
BiDKOpPUTYBaTH N03y aOpouuTUHIOY BilITOBIZHO MO iHCTPYKIII [JIsT MEOUYHOI'O 3aCTOCYBAHHS
abponuTHHiOy.

Ab(heHmawia: mig 4ac 0OGHOYACHOTO 3aCTOCYBaHHS anbheHTaHiny y mo3i 20 MKT/KT Ta (pIyKOHA30JTy
y mo3i 400 Mr 3mopoBUM JOGPOBOJIBIIM CIIOCTEpiramocs: gBokpaTHe 30inbiuenust AUC,,, MOXKIUBO,
yepe3s inridyBanasa CYP3A4. Moxe OyTu HeoOXigHUM KOPUTYBaHHS [03U anbheHTaHiny.

Amimpunmuain, HopmpunmuJiH: GIyKOHa307 IIOCUJIIOE A0 aMITPUNITUIIHY Ta HOPTPUIITUIIIHY.
PekOMeHy€eThCS BUMipIOBaTH KOHIIEHTPAIlil 5-HOPTPUITUIIIHY Ta/ab0 S-aMiTpUNTUITIHY Ha
mo4yaTKy KoMOiHOBaHOI Teparil Ta yepe3 1 TuXKageHb. Y pa3i HeoOXigHOCTI CJIif BifKOPUTyBaTH
[03y aMITPUITUIIHY/HOPTPUIITUAIIIHY.

AmpomepuuuH B: omHOYacHe 3aCTOCYBaHHS (IYKOHA301y Ta aMpoTepuluHy B indikoBaHUM MultaMm
i3 HOpMa/bHUM IMYHITETOM Ta iH(}iIKOBAHMM MHUIIAM 3i 3HMKEHUM IMYHITETOM [ajio TakKi pe3yiIbTaTH:
HEBEeUKNHN aguTHBHUM MPOTUTPUOKOBUY epeKT npu cucteMHil indexii C. albicans, BifCyTHICTH
B3a€EMOil IPH BHYTPIIIHbOUEPENHiK iHdeKIil Cryptococcus neoformans Ta aHTaroOHi3M OBOX
IpemnapariB Ipu CUCTeMHiN iH(eKil Aspergillus fumigatus. KniniuHe 3HaYeHHS pe3yIbTaTiB,
OTPUMAaHUX V XO[i IUX AOCIIiIXKeHb, HEBiTOMe.

AHMuKoazyaaHmMu: y IOCTMapKeTUHTOBOMY IEPiOfl, K i mpu 3aCTOCYBaHHI iHIINX a30JIBHUX
IPOTUTpUOKOBUX 3aC00iB, TPK OMHOYACHOMY 3aCTOCYBaHHi (hJTyKOHA30J1y Ta BaphapuHy
TTOBiHOMJISITIOCS IIPO BUIIAOKW PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYI, IIIITYHKOBO-
KHIIIKOBUX KPOBOTEY, FreMaTypii Ta MeJeHu) Y MOEAHAHHI 3 TOIOBXKEHHSIM ITPOTPOMOIHOBOT0 Yacy.
[Ipu ogHOYaCHOMY 3aCTOCYBaHHI (IyKOHa30Jy Ta Bap(aprHy CIIOCTepiranocs HBOKpaTHE
IiABUIIEHHS ITPOTPOMOIHOBOTO Yacy, MMOBIpHO, BHACIIOK IPUTHIYeHHS MeTab01i3My BapdapuHy
yepe3 CYP2C9. Criig peTenbHO KOHTPOJIIOBATH TPOTPOMOiHOBUH Yac y MAIiEHTIB, IKi OHHOYACHO
3aCTOCOBYIOTh KYMapUHOBI aHTUKOATYISHTU ab0 iHgaHenioH. Moxe 6yTy HEOOXiIHOIO KOPEKIIis N03U
aHTUKOAryJIsSHTA.

BeHsodiazeninu kopomkoi 0ii, Hanpukaad midazosam, mpuaszoiam: IpU3HavYeHHS QPIyKOHA30/Iy
IIiCJIA [IepOpaIbHOr0 3aCTOCYBaHHS Mifa30IaMy IIPU3BOLUIIO IO 3HAYHOIO MiBUIIEHHS
KOHIIEHTpAIlil Mifla3071aMy Ta [0 IIOCUJIeHHS IICUXOMOTOPHUX e(deKTiB. OfHOYacHe
3acTocyBaHHS (prykoHa30my y mo3i 200 Mr Ta Mifa3onaMy y 4o3i 7,5 Mr mepopanbHO



npu3Boauio po mipsuineHHs 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 HaniBBUBEAeHHS TpUa30jIaMy Y
4,4 ta 2,3 pa3sa BignosigHo. [Ipy 0mHOYACHOMY 3aCTOCYBaHHI (IyKOHA30Jly Ta TpHa30aaMy
CIIOCTepiranaocs MOTEHLI0BaHHS Ta MIPOJIOHTallisd e(eKTiB Tpra3oiaMy.

ZKII0 mamienTy, SKUil IPOXOAUTh KypPC JIiKyBaHHS (IYKOHA30JI0M, CJIifi OMHOYAaCHO MPU3HAYUTH
Tepariio 6eH30ia3emiHaMu, 703y OCTAHHIX CJIiff 3MEHIITUTH Ta BCTAHOBUTH HaJIEXKHUH HATJISA[ 3a
CTAaHOM IIallieHTa.

Kapbama3zeniu: GpmyKoHa30/1 IpUTrHiuye MeTa0os1i3M KapOaMa3eliny Ta CIPUYUHSIE MigBUIIEHHS
piBHs KapOaMa3zemniny B cupoBaTili KpoBi Ha 30 %. [cCHye pU3UK PO3BUTKY IPOSBIB TOKCUYHOCTI 3 OOKY
kKapbaMmaseniny. Moxke OyTu HeoOXimHUM KOPUTYBaHHS 03U KapOaMaseliHy 3a/ekHO Bifl piBHS #0ro
KOHIIEeHTPaIllil Ta Oil mpemapary.

boKamopu Kaavuiegux KaHaie: JesKi aHTaroHICTH KaJbliio (HijpemuIiH, icpaguIiy,
aMJIOOUIIiH, Bepamamin Ta ¢penogumin) metabomnisywotecs hepmernTom CYP3A4. ®nykoHa301
IIOTEHIIINHO MOXKe IiIBUIIyBaTH CUCTEMHY €KCIIO3UIIiI0 6JI0KaTOPiB KasbllieBUX KaHAaJIiB.
PekoMeHIOBaHUM peTeNbHUN MOHITOPUHT II[OJI0 PO3BUTKY MOOIYHUX peaKilii.

Llenexokcub: Tpu OMHOYACHOMY 3aCTOCYBaHHi (iykoHasony (200 Mr Ha moby) Ta 1e1eKokcuby

(200 mr) C,,, Ta AUC nenekokcuby migBuiiyBaaucs Ha 68 % ta 134 % BigmosigHo. ITpu omHOYaCHOMY
3aCTOCyBaHHI 1leieKoKcuOy Ta QrryKoHa3051y Moxke OyTH HeOOXiqHUM 3MeHIIeHHS 103U I1eJIeKOKCHOY
BABiui.

Huxknaogpocpamio: ogHOYACHE 3aCTOCYBaHHA IUKI0pochaminy Ta GIyKOHa30Iy IPU3BOTUTH 0
nigBUIIeHHS piBHS OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKaloul Ha PU3UK MiIBUILIEHHS KOHIeHTpalil Oinipybiny Ta
KpeaTHHIHYy B CUPOBATLi KPOBI.

®eHmaHi: TOBIHOMIISINIOCS TIPO OJUH JeTalbHUM BUIMIAMOK iHTOKCHKaAIlil (heHTaHiIOM BHACTIIOK
MOXKJIMBOI B3aeMofii GpeHTaHinmy Ta prnykoHa3omny. [1o TOT0 XK y HOCTigXKEHHI 3a y4acTIO 30OPOBUX
moOpoBOIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PJIYKOHA30 I 3HAYHO YIIOBiIbHIOBAB eJTiMiHalli0
benTaniny. [ligBuiieHHS KOHIIEHTPaLlil PeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIYEHHS JUXaHHS, TOMY
CJIi[l peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe OyTH HeoOXiHOI0 KOpeKIisd 103U GeHTaHiy.

IHei6imopu 'MTI-KoA-pedykma3su: CyMiCHe 3aCTOCyBaHHS (IyKOHa301y Ta iuribitropis 'MI-
KoA-penykrasu, 110 Metaboni3yiotbcsi CYP3A4 (aTopBacTaTuH Ta CHMBACTaTHH), abo
inri6iTopiB I'MI'-KoA-penmykTasu, 1m0 Metabonisyiotbcss CYP2C9 (dnyBacTaTul (3HUKEHHS
IIeYiHKOBOT0 MeTabo0Ii3My CTaTHHY)), MiABUIY€e PU3UK PO3BUTKY MiomaTil Ta pabnoMionidy
(mo303amnexkHo). Y pa3i HeoOXigHOCTiI OMHOYACHOT0 3aCTOCYBaHHS LUX IIPenapaTiB CIif
PEeTeNbHO CIIOCTEPIraTH 3a MalliEHTOM 1040 BUHUKHEHHS CUMIITOMIB Miomartil Ta
pabmoomionti3y i TpOBOOUTY MOHITOPUHT PiBHS KpeaTUHKiHA3M. Y pa3i 3HAYHOTI'O MiIBUIIIEHH ST
piBHS KpeaTHHKiHA3M, a TAKOXK IIPU AiarHOCTYyBaHHi abo mimo3pi Ha Mionarito/pabgomiosnis
3acTocyBaHH4 iHTri0iTopiB 'MI-KoA-penyKTa3u ciif TpUIUHUTUA. MoxKe BUHUKHYTU
HeoOxigHiCTh 3HUXKEHHS 103 iuribitopiB 'MI-KoA-penykrasu, sIK 3a3Ha4eHO B iHCTPYKIIil
[J1S1 MEOUYHOI'0 3aCTOCYBaHHS CTATUHIB.

I6pumuHi6: momipHi iHribiTopu CYP3A4, Taki K GIyKOHaA301, MigBUIIYIOTh KOHIIEHTPALIiI0
iOpuTHHIOY B Iy1a3Mi Ta MOXKYTh MigBUIIYBAaTH PU3UK TOKCUYHOCTI. KO HEMOXKIIUBO



YHUKHYTH KOMOiHallil IpenapaTiB, MOTPiOHO 3HU3UTHU 03y i0puTHHiIOy mo 280 MI oguH pa3
Ha o0y (2 Kamcynu) 3 MeTOI0 ITPONOBXKEHHS 3aCTOCYBaHH iHTiOiTOPY Ta 3a0e3neynuTu
IIOCTIMHUY KJIIHIYHUY MOHITOPUHT.

Isakagpmop (IK MOHOTeparis abo B KomOiHallil 3 mpemapaTaMy TaKOT'0 CaMOTO
TePamneBTUYHOTO KJIacCy): OqHOYACHe 3aCTOCYBAHHS iBakadTOpy, perynstopa TpaHCMeMOpaHHOI
npoBigHOCTI Tpu MyKoBiciupo3si (CFTR), 30inbuInao ekcno3uiiio iBakahTopy B 3 pa3u Ta eKCIO3HUIIiI0
rippokcumetumniBakadropy (M1) y 1,9 paza. HeoOxinHe 3HMXKEHHS 1034 iBaKapTOPy (SIK MOHOTepatil
abo B koMmbiHalii), IK 3a3HaY€HO B iHCTPYKIIi1 [/ MEIUYHOTO 3aCTOCYyBaHHS iBakahTOpy (K
MOHOTeparrii abo B Kom0iHairii).

Osanapu6: nomipHi inribitopu CYP3A4, Taki gk ¢rykoHa3o71, 30ibLUIyIOTE 11J1a3MOBi KOHIIEHTPaLlil
onanapu0y; iX oHOYaCHe 3aCTOCYBAHHS He PEKOMEHAYEThCS. AKI0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IPUHOM oJlantapu0y o0MexyioTh go3aMu 200 Mr gBiui Ha m00y.

ImyHocynpecopu (Hanpukaad yuK/aA0CNOPUH, e8epoaimMycC, CUPOAIMYC I MAKPOAIMYC).

IuksaocnopuH: GIyKOHA30J 3HAYHO MifBuIye KoHIeHTpalio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYyBaHHi ¢nyKoHa301my y mo3i 200 Mr/go0y Ta IUKIIOCIIOPUHY Y H03i

2,7 mr/kr/moby cnoctepiranmocs 30inpmenHs AUC muknocnopuny y 1,8 pasa. Li mpemapatu MoxkHa
3aCTOCOBYBaTH OQHOYACHO 3@ YMOBH 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bif Or0
KOHIIEHTpAIIil.

Eseposimyc: x04a OOCTiAXKeHb in Vitro Ta in vivo He IPOBOJUIIH, BifoMO, 110 (IyKOHa30J1 MOXKe
MiABUIIYBATU KOHLIEHTPAL[iI0 €eBePOIIMYyCYy B CUPOBATLi KPOBi yepe3 npurdivenss CYP3A4.

Cuposimyc: GhIyKoHA30/ MiABUIY€E KOHIIEHTPAIlil0 CUPOIIMYCY y IIJIla3Mi KPOBi, IMOBIpHO, IIJITXOM
IPUTHIYeHHS MeTabomniaMy cuponimycy dpepmentom CYP3A4 Ta P-rmikonpoTeinom. i npenapatu
MOXKHAa 3aCTOCOBYBATU OOHOYACHO 3@ YMOBU KOPUT'YBaHHS NO3U CUPOJIIMYCY 3a1€XKHO Bifi PiBHSA
KOHIIEHTpallil Ta eeKTiB Ipemapary.

Taxposimyc: GIyKOHA30JI MOXKe MigBUITYBATH KOHIIEHTpPAIll TAKPOIIMYyCy B CUPOBATIIi KPOBi
[0 5 pasiB Ipu KOro nepopagbHOMY 3aCTOCYBaHHI Yepes NMpUTrHidYeHHs MeTaboi3aMy
takponimycy pepmerntom CYP3A4 y kumreunuky. [Ipu BHYTPIIIHBOBEHHOMY 3aCTOCYyBaHHI
TAKPOJIIMyCYy He CIIOCTepiranocs 3HaYHUX 3MiH (hapMaKoKiHeTHKH. [ligBuIleHi piBHi
TAKPOJIIMYCY acOILil0I0TLCS i3 HepPOTOKCUYHICTIO. [103y TAaKPOIIMyCy I IIepOPabHOTO
3aCTOCYBaHHS CJTiJ] 3HUKYBATH 3aJIe2KHO BiJ] KOHIIEHTpPAIlil TaKpOIiMyCy.

Jlozapman: priyKoHa30/1 IPUTHIYY€e MeTaboIi3M J103apTaHy [0 Moro akTuBHOro MeTabority (E-31 74),
1110 06yMOBJTIOE GilbIIly YACTUHY aHTArOHI3MY 0 PELENnTopPiB aHTioTeH3uny Il mim yac 3acTocyBaHHSA
JI03apTaHy. PeKOMeH0BaHO 3[iMCHIOBATU IIOCTIMHUN MOHITOPUHT apTepiaJibHOTO TUCKY Yy MALli€HTIB.

JIypasudox: oMipHi inribiTopu CYP3A4, Taki sk QryKoHa30/, MOKYTh IiABUIIYyBaTH
KOHLIEHTPAL[II0 JIYypa3uAoHy y IIa3Mi KPOBI. fKIII0 He MOXKHA YHUKHYTH OOHOYACHOI'0
3aCTOCYBaHHS, CJIif] 3MEHIINTHU 003y JIypa3u[oHy, K 3a3Ha4€HO B iIHCTPYKIIil AJIT MEIUYIHOTO
3aCTOCYBaHHA JIypa3ugoHY.

MemadoH: GnyKoHa30J1 MOXKe MifBUIyBaTH KOHIIEHTPAllil0 METalOHY ¥ CUPOBaTLi KpoBi. [1pu
OJHOYaCHOMY 3aCTOCYBaHHi MeTaioHy Ta (GIYKOHA30/1y Moxke 0yTH HeoOXimHMUM KOPUTYBaHHS 03U
MeTafIoOHy.



HecmepoioHi npomusanaavHi npenapamu (HI13I1): nipu ogHOYaCHOMY 3aCTOCYBaHHI 3
dbmykonazonoMm C,,. Ta AUC pnypbinpoderny mipBumiyBanucs Ha 23 % Ta 81 % BigmoBimHO
IIOPiBHSHO 3 BiATIOBIIHMMU ITOKA3HUKAMM IIPU 3aCTOCYBaHHI Tinbku Gpuypbinpodeny.
AHarnoriyHo mpu OMHOYACHOMY 3aCTOCYBaHHi (IyKOHA301y 3 paleMiyHuM i0ympodeHoM
(400 mr) C,,,, Ta AUC apmMaKkonoTriyHO aKTUBHOTO i30Mepy S-( )-ibympodeHy migBUIyBalIuCs
Ha 15 % Ta 82 % BifOBIOHO, IOPIBHAHO 3 TAKUMU [TI0Ka3HUKAMU IIPYA 3aCTOCYBAHHI TIIbKU
pareMiuyHoro ibympodeny.

Xoya creliaabHUX JOCTiAKEeHb He IPOBOANUIIH, (hIIYKOHA30JI MOXKE MiJBUIyBaTH CUCTEMHY
ekcro3utito inmux HII3II, mo metabomnizyiotbecss CYP2C9 (Hanpukiag HallpOKCEHY, IOPHOKCUKAMY,
MeJIOKCUKaMy, OuKiodeHaKy). PeKoMeHO0BaHO MEPiOJUYHO 3[iiCHIOBATA MOHITOPUHT IMOOIYHUX
peaxtiiii Ta TOKCUYHUX IPOsBiB, 0B a3aHux i3 HII3I1. Moxe OyTu noTpibHE KOPUTYBaHHS 103U
HITI3II.

®eHimoiH: HIyKOHA30/ IPUTHIUYyE MeTaboIi3M (eHiToiHy B nedinli. OgHo4acHe GaraTopa3ose
3actocyBaHHS 200 M priykoHa30my Ta 250 Mr GeHiTOIHY BHYTPIIIHHOBEHHO IPU3BOAUTE 10
nigsumierHs AUC,, deniToiny Ha 75 % Ta C,;,Ha 128 %. [Ipu omgHOYaCHOMY 3aCTOCYBaHHI IIUX
JIiKapChKUX 3ac00iB CIIifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii (eHiTOIHY Yy CHpOBaTLi KPOBi oI
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHIiTOIHY.

ITpeOHi30H: TIOBIOOMIISIIIOCS TIPO BUMAMOK, KOY Y MallieHTa IIic/s TpaHCIJIaHTallil MeviHKK Ha T
3aCTOCYBaHHS IIPeAHI30HY PO3BUHYIACS TOCTPa HENOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BMHUKIIA IiC/IS MPUIKHEHHS TPUMICIYHOr0 Kypcy Tepail hpaykKoHa3010M. [IpunuHeHHS
3aCTOCYBaHHS (PIIyKOHA30JTy, UMOBIPHO, CIPUUYMHUIIO TOCUIeHHS aKTUBHOCTI CYP3A4, mo npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. Cuifl peTenbHO CTEXXUTH 3a NalliEeHTaMH, SIKi IPOTITOM
TPUBAJIOTO Yacy OMHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta MPEefHi30H, 3 METOI0 IoNepenKeHHS
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/Is IPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugabymuH: GrykoHa30J MiABUIIYE KOHIIEHTPaIi0 prdabyTUHY B CUPOBATII KPOBI, II0 IIPU3BOAUTD
no 36inpuenHs AUC pudabytuny mo 80 %. [Tpu ogHOYaCHOMY 3aCTOCYBaHHi (IyKOHA301y Ta
pudabyTuHy OBIMOMIISIIOCS IIPO BUIIAAKX PO3BUTKY yBeiTy. IIpu 3acTocyBaHHi Takoi KoMOiHaIil
nmiKapchbKuX 3aco0iB cifg 6paTé IO yBaru CUMIITOMHK TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsurnye AUC ta C,,,, cakBiHaBipy mpu6mu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepe3 NIpUTHideHHS MeTabo0ni3My cakBiHaBipy y neuinni ¢pepmerntom CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikonmporeiny. B3aemogil Mix (hTyKoHA30/10M Ta CaKBiHaBipOM/pHUTOHABIPOM He JOCIiXKyBauCH,
TOMY BOHU MOXKYTh OyTH OifbIll BUpaxkeHuMuU. Moxke 6yTu He0OXigHUM KOPUTYBaHHS 03U
CaKBiHaBIpy.

IToxiOHI CcyabhOHIICeUOBUHU: TIPU OMHOYACHOMY 3aCTOCYBaHHi (DIIyKOHA30JI IPOIOHTYE
1epiof HalliBBUBeEeHHS IepOpaIbHUX NOXIAHUX CYIb(GOHIICEYOBUHHM (XJIOPIPOIaMiny,
riibeHKIaminy, rainisuay ta TonbyTaMigy) IpH X 3aCTOCYyBaHHI 300POBUM AOOPOBOJIBLISM.
PexoMeHOIyeThCA IPOBOOUTY YACTUU KOHTPOJIb LIYKPY B KPOBIi Ta BiATIOBIAHUM YUHOM
3HMXKYBaATHU 103y MOXiTHUX CYNIb(QOHIIICEYOBHHU IIPU OJHOYACHOMY 3aCTOCYBaHHi i3
(bITyKOHA30JI0M.

Teoginin: y mnaned0-KOHTPOILOBAaHOMY [OCTiAKEeHHI B3a€MOJil ITpernapaTiB 3aCTOCYBaHHS
dbnykoraszony mo 200 mMr npoTsarom 14 gHiB MPU3BEJIO A0 3HUXKEHHS CEPEeIHBOTO KITIpEHCY
Teo(iniHy B m1a3Mi KpoBi Ha 18 %. 3a malfieHTaMu, sIKi 3aCTOCOBYIOTh TEO(IIiH Y BUCOKUX
mo3ax abo SKi MaloTh MiIBUINEHN PU3UK PO3BUTKY TOKCUYHUX IIPOSIBIB Teo(DiNiHy 3 iHIINX



IIPUYKH, CJIii BCTAHOBUTH HATJIA[ LI0JI0 BUSBIIEHHS 03HAK PO3BUTKY TOKCUYHOI [il
Teodininy. Teparmito ciif 3MIiHATH IIPU 0SB 03HaK TOKCHYHOCTI.

Topayumuni6: BumuB ToamTHHIOY 3pOCTae MNPy OAHOYACHOMY 3aCTOCYBaHHi 3 JTiKapChKUMU
3acobaMu, Ki Mpu3BOAATh 00 moMipHOTO iHTiOyBaHHS CYP3A4 Ta nmotyxHoro inrioysanus CYP2C19
(nanpuknan rykoHason). ToMy peKOMEHIOBAHO 3HU3UTH 03y TodaluTuHiOy 70 5 MI OfKH pa3 Ha
no0y B KoMOiHalligX 3 IMMU ITperapaTaMu.

Tonganman: eKCIO3ullisg ToNBanTany 3HavyHo 3pocTana (200 % AUC, 80 % C,,.,), KOIu TONIBAITaH,
cybecrpaT CYP3A4, 3aCTOCOBYBaIM ODHOYACHO 3 (PIIyKOHA30JI0M, TIOMipHUM iHTi0iTOpOM
CYP3A4, nipu 11bOMY 3HaYHO 3POCTaB PU3KMK BUHUKHEHHS MOOIYHUX peakilili, 30KpeMa
3HAYHOro 30iNblIeHHS Oiype3y, 3HEBOMHEHHS Ta TOCTPOi HUPKOBOI HEJOCTATHOCTI. Y pasi
OHOYaCHOTO IpU3HAYEHHA CJIi[ 3MEHIIUTHU 03y TOJIBAIITAHy 3TiAHO 3 BKa3iBKaMu B
IHCTPYKIIil 3 MEOUYHOTO 3aCTOCYBaHHS Ta PETYJISIPHO IIePEBIPSITH CTaH MallieHTa Ha
HasIBHICTh OyOb-IKUX MOO0IYHUX peakKlliif, MOB’I3aHUX i3 TOIBANITAHOM.

Ankanoidu 6apeiHKy: Xx04a BiMIOBITHUX MOCTiIXXKEeHb He IPOBOAUIIH, PIIYKOHA30JI, UMOBIpHO,
yepe3 inrioOyBanHs CYP3A4, Moxke CIPUYUHSTH MTIBUINEHHS KOHIIEHTPAIIii aJKanoimiB
0apBiHKY y IJTa3Mi KPOBi (HampuKJya[ BIHKPUCTUHY Ta BiHOIACTUHY), 110 IPU3BOOUTD J0
PO3BUTKY HEUPOTOKCUYHUX €(EKTIB.

BimamiH A: TOBIIOMIISNIOCS, IO y TAIliEHTa, IKUM OMHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHUCJIOTY (KuCIoTHA ¢popMa BiTaMiny A) Ta GIIyKOHA30J1, ciocTepiranucs mobivHi peaxiiii 3
00Ky 1eHTpanbHoi HepBoBoi cuctemu (LJTHC) y dbopMi mceBOOTyMOpY TOIOBHOTO MO3KY;
maHu# eekT 3HUK Micns BimMiHu dykoHa3omy. Lli nikapchbki 3acobu MOzKHa 3aCTOCOBYBATH
OJTHOYACHO, ajie CJIifl MmaM’siTaTH PO PU3UK BUHUKHEHHS M0o6iyHMX peakirii 3 6oky ITHC.

BopukoHa3so (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): omgHOYaCHe 3aCTOCYBaHHS BOPUKOHA30ITY
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, nmotim 1mo 200 Mr KoxHi 12 rogun
mpoTAroM 2,5 OHiB) Ta GIyKoHa301y mepopanbHo (400 Mr B epiuit geHs, oTiM mo 200 Mr KoxkHi
24 roguHY MPOTATOM 4 [HiB) 8 3MOPOBUM HOOPOBOJIBLISIM YOJIOBIYO0I CTATI MPHU3BEJIO [0 MigBUIIEHHS
C,.xTa AUC, BopukoHa30m1y B cepegHboMy 00 57 % (90 % [OI: 20 %, 107 %) ta 79 % (90 % [OI: 40 %,
128 %) BipmoBigmHO. HeBigomo, U TpU3BOAUTL 3HUKEHHS M03U Ta/ab0 4aCTOTH 3aCTOCYBAHHS
BOPUKOHA30/1y ab0 GIyKoHa30JTy O0 YCYHEeHHs Takoro edekTy. ITpu 3aCTOCyBaHHI BOPHKOHA30TY
micyst GpIyKOHA30JTy CIIif IPOBOAUTH CIIOCTEPEXKEHHS 00 PO3BUTKY MOOIYHUX e(eKTiB,
aCoIIi0BaHUX i3 BOPUKOHA30JIOM.

3udosyouH: pnykoHna3zon nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Tta 74 % BigmoBigHO, 1110
3yYMOBJIEHO 3HUKEHHSIM KITipeHCYy 3Uf0BYAUHY NpuUOIN3HOo Ha 45 % Ipu H0T0 IepopaabHOMY
3acTocyBaHHi. [lepion HaniBBUBeOeHHS 3UOBYAUHY OYB TaK0X IONOBXKeHUM npubnusHo Ha 128 %
micisl 3acTocyBaHHS KoMOiHallii (GyKoHa30/1y Ta 3UOBYOUHY. 3a MallieHTaMy, 5IKi 3aCTOCOBYIOTh
TakKy Kom0iHalliio ikapchKux 3aco0iB, CIIifl CIIocTepiraTy IOA0 PO3BUTKY MOOIYHUX peakKIlii,
II0B’sI3aHUX 13 3aCTOCYBaHHAM 3UI0BYAUHY. MOXKHA PO3IIAHYTU OOLIBHICTS 3HUXKEHHS [O3U
3UOBYIUHY.

A3umpoMIilyuH: y X0l BIIKPUTOTO PaHIOMi30BaHOTO TPUCTOPOHHLOI'0 IIEPEXPECHOT0 JOCIiAXKEHHS, B
SKOMY B3$1JIM y4acTh 18 3m0poBuX HOOPOBOJIBLIIB, OIiHIOBAJK BIIJIUB @3UTPOMILIMHY Ta (PIyKOHA30ITy
Ha (papMaKoKiHETHKY OIWH OGHOTO IIPU IX OGHOYaCHOMY IIepopajbHOMY Pa30BOMY 3aCTOCYBaHHI y
no3ax 1200 mr ta 800 Mr BigmoBigHO. 2KOIHUX 3HAUYIIKMX (PapMaKOKIHETUYHUX B3a€MOZiM BUSBIEHO
He Oy710.



ITepopasnvHi KOHMpauenmueu: IPOBORUIIOCS 2 (papMaKOKiHETUYHUX OOCITiIKEeHHS
GaraTopa30BOro 3aCTOCyBaHHS (PIIYKOHA30Jy Ta KOMOIHOBaHOT'O IIEPOPabHOTO
KOHTpalenTuBa. [Ipu 3acTocyBaHHI (IyKOHA305y y 1031 50 Mr BIJIUBY Ha PiBeHb TOPMOHIB
He 0yJ10, TOA1 SIK IIPH 3aCTOCYBaHHI (ykKoHa3o0my y fo3i 200 Mr Ha foby crocTepiranocs
36inbmenHs AUC etuninectpagiony Ha 40 % Ta neBoHoprectpeny - Ha 24 %. 1le cBiguuTh
PO Te, 1110 OaraTopa3oBe 3aCTOCYBaHHSA (IYKOHA30Jy V 3a3HaYeHUX J03aX HaBPSAd YU MOXKe
BIIJIBATH Ha e(peKTUBHICTh KOMOIHOBAHOIO [IePOPAIbHOT0 KOHTpAIleNTHBA.

Ocob.1ueocmi 3acmocye8aHHs1

Ilepmamocgimis 2os08u. BiglloBimHO {0 pe3ybTaTiB OOCHIAXKEHHS (GIIyKOHA30Ty OIS
TiKyBaHHS OepMaToQitii ronosu y miTel, GIyKOHA30]l He ITepPeBUILY€E TPU3e0(dyIbBiH 3a
e(eKTUBHICTIO i 3arajlbHUM OKa3HUK e(eKTUBHOCTI CTaHOBUTH MeHIIe 20 %. Tomy
(bITyKOHAa30J1 He CJIiff 3aCTOCOBYBaTH AJIS JIIKyBaHHS AepMaTOdiTil To1oBH.

Kpunmokokos. [1oka3iB e(eKTUBHOCTI (ITyKOHA30J1y OJI JIIKyBaHHS KPUNITOKOKO3Y 1HIINX
JI0Kai3aliil (HamprKJiaf IeTeHeBOT0 KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKIPH) HEOOCTATHRO,
TOMY PEKOMeHAIli}l 00 A030BOr0 PeXKUMY [T JTiKyBaHHS TaKWUX 3aXBOPIOBaHb HEMaAE.

Kanoudo3s. TocmigKeHHs IPOIeMOHCTPYBaIK 3POCTAHHS MOMIMPEHOCT] iH(EeKIii, CIPHYNHEHNX
inmumu Bugamu Candida, kpim C. albicans. BoHu 4acTo € MPUPOAHO CTiKuMu (Hanpukiag, C. krusei
ta C. auris) abo [eMOHCTPYIOTh 3HUKEHY YyTIuBIiCTh 1o ¢hiaykoHa3ony (C. glabrata). Taki indexii
MOXKYTh TOTPeOYBaTH abTEPHATUBHOI IPOTUTPUOKOBOI Teparii micis HeedeKTUBHOTO JIiKYBaHHS.
Otxe, nmiKapsM, sSKi Ipu3HayvaloTh 3aci0, peKOMEHAYETHCS BpaXxOBYBaTH IOMUPEHICTh CTIMKOCTI
pisHux BupmiB Candida mo ¢GIyKoHa307y.

I'1uboki eHOeMmivyHi Miko3U. [Toka3iB e(eKTUBHOCTI (IyKOHA30ITy MJIs JIIKYBAHHS iHITHX HOPM
eHJeMiUHNX MiK03iB, TaKUX K [TapaKOKIMAi0iA0MiKO03, TiCTOIIa3M03 Ta IIKipHO-TiMbaTuIHNN
CIIOPOTPUX03, HEJOCTaTHBO, TOMY PEKOMEHMAIlN 000 J030BOT0 PeXKUMY AJ1s JIIKyBaHHS TaKUX
3aXBOPIOBAHbL HEMAE.

Hupkosa cucmema. IattieHTam i3 nmopymeHHIM QYHKIIM HAPOK TiKapChbKui 3acib cif
3aCTOCOBYBaTH 3 00epexkHicTI0 (AuB. po3min «Crocib 3acTOCyBaHHS Ta [O3U»).

HedocmamHicmb HAOHUPKOBUX 3d/103

KeTOKOHA3071, fIK BiIOMO, CIIpUYUHSE HEeNOCTaTHICTh HAMHUPKOBUX 3aJ103, 1 I1e TAKOXK MOXKe
cTocyBaTucCsA (IIYKOHA30Jy, X04a CIIOCTepPiraeThCs pigko. HemocTaTHICTh HAMHUPKOBUX
3aJ103, I0B’A3aHa 3 ONHOYACHUM JIIKyBaHHSAM IIPENHI30HOM, ONKcaHa B po3fini «B3aeMopisa 3
IHIMMMY JTiKapChKUMH 3aco0aMu Ta iHII BUOM B3aeMOfii. Binus (rykoHa30/my Ha iHII
TiKapChKi 3ac0o0u».

I'enamobiniapHa cucmema. TTamieHTaMm i3 moOpyIIeHHIM GYHKIIIN MeYiHKK JTiIKapChKUU 3acib
CJIifl 3acTOoCOBYyBaTU 3 00epekHICTIO. 3acTOCYBaHHS QPIYKOHA30JTy acollifoBajoCs 3 BUHUKHEHHSAM
PiAKiCHUX BUIAMKIB PO3BUTKY TSAXKKOI rellaTOTOKCUYHOCTI, BKJIIOUAIOYH JeTalbHi BUTIAgKH, TOJIOBHUM
YUHOM Y Ialli€eHTiB i3 TAXKKUMU OCHOBHUMY 3aXBOPIOBAHHSIMMU. Y BUIaIKaX, KON PO3BUTOK
remaToTOKCUYHOCTI acoIlifoBaBCs i3 3acToCcyBaHHSAM (IIyKOHa30:y, He OyII0 Bif3HAYEHO i IBHOI
3aJIe3KHOCTI Bifl 3aranbHoi H060BOI 03U IIpenapary, TPUBaoCTi Teparmil, cTaTi abo BiKy marllieHTa.



3a3BUyall TeNaTOTOKCUYHICTh, CIpuYMHEHa (BrIyKoHa30710M, 000POTHA, a ii MPOSIBA 3HUKAIOTH IiCIIS
IPUIMHEHHS Teparil.

3a malfieHTaMH, V SKUX IIPU 3aCTOCYBaHHi (PIIYKOHA30/1y CIIOCTEPIraloThCS BiTXUIEHHS pe3ybTaTiB
GYHKIIOHATBHUX P00 MEeYiHKY, CITil BCTAHOBUTYU PETENIbHUM HATJIS[ 000 PO3BUTKY OiNIbII TSIKKOTO
ypaXKeHHS eYiHKU.

[NauieHTiB cnifg TpoiH(GOPMyBaTH PO CUMITOMY, 110 MOXKYTh CBITYUTH NIPO CEPUO3HUY BIIJIUB Ha
NeviHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MoCTiiHa HygoTa, 6/TI0BaHHS Ta KOBTSIHUIIS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS (IyKOHA30Jly CIIif HerallHO NPUNWHUTY Ta IPOKOHCYIbTYBATUCS 3 JTiIKapeM.

Cepueso-cy0uHHa cucmema. [lesiKi a307I4, y TOMY YHCII i (JTyKOHA30J1, aCOIif0I0THCS i3
nonoBxkeHHAM iHTepBany QT Ha enekTpokappiorpaMi. ®1ykKoHa305 nogoBxKye inTepBan QT
[ISIXOM NIPUTHIYEeHHS BUIIPSAMIIAIOYOro KamieBoro kaHamny (I,.). I[TomoBxenHus inTepBany QT
BHACJIIOK Mil iHIMX TiKapCchKUX 3aco0iB (HaMpUKIIa[ aMiofapoHy) MOXKe ITOCUJTIOBATHCS
nuisixoM npurHideHHsa pepmeHTy CYP3A4 nutoxpomy P450. IToBimoMmsgnocs mpo gyxe
pigkicHi BuMagku mofoBxKeHHS iHTepBany QT Ta mapokcu3MasbHOI MITYHOYKOBOI TaXikapii
TUIY «IIipyeT» IPHU 3aCTOCYBaHHI (P1yKoHa301y. Taki mOBiIOMIIEHHS CTOCYBAJIACS MAlli€HTIB
i3 TSXKKUMU 3aXBOPIOBAHHSIMU IIPU MMOETHAHHI 6araThox pakTOpiB PU3UKY, TAKUMHU SIK
CTPYKTYPHI 3aXBOPIOBaHHS CePIIsl, MOPYIIEHHS eeKTPOIiTHOTO 00MiHY Ta OgHOYACHE
3aCTOCYBaHHS iHIIKX JiIKapChKUX 3ac006iB, 110 BIIKMBaIOTh Ha inTepBan QT. [TarienTu 3
rifoKalieMi€elo Ta IPOrpecyrdoi0 CepleBO0 HeNOCTATHICTIO MalOTh MiABUIIIEHUN PU3UK
BAHUKHEHHS 3aTPO3TUBUX [JIS XKUTTS IIIYHOYKOBUX apUTMIil Ta TapOKCH3MaslbHOI
IIJIYHOYKOBOI TaXiKapmil TUIY «IIipyeT».

®nyKoHa3071 CJIil 3 00epeXHICTIO 3aCTOCOBYBATH IMAIliEHTaM i3 pU3UKOM PO3BUTKY apUTMIil.
OpHo4YacHe 3aCTOCYBaHHS pPa30M i3 JIikapCbKUMU 3aco0aMu, III0 MPOJIOHTYIOTh iHTepBan QTc
Ta MeTaboJi3yoThcs 3a gonomoroio hepmerTy CYP3A4 nuroxpomy P450, mpoTunokasaHe
(muB. po3minu «IIpoTunokal3aHHsI» Ta «B3aemomist 3 iHIMMY TiKapChbKUMH 3acobaMu Ta iHIImi
BUIU B3a€EMOIN»).

I'anogpanmpun. l'anodautpun € cydbcrpatoM hepmerty CYP3A4 i mpomnonrye inTepsan QTc
IIpY 3aCTOCYBaHHI y pEKOMEH0OBaHUX TepaleBTUUHUX J03aX. OgHOYacHe 3aCTOCYBaHHS
ranodaHTPHHY Ta GIyKOHA30Jy He peKOMEeHAYEThCA (AUB. po3din «B3aeMopmis 3 iHIIUMU
JMiKapChKUMU 3aco0aMu Ta iHIIT BUAYM B3aEMOIii»).

Lepmamoasoeiuni peakuii. ITig 9ac 3acTocyBaHHS (DIIYKOHA30JIy PiAKO MOBIAOMIISNIOCS PO
PO3BUTOK TaKKUX €KC(HOIiaTUBHUX MIKIpHUX peakiil aK cuHApoM CTiBeHca-[[:KOHCOHAa Ta
TOKCUYHUY elifiepMalbHu{ HeKPOIi3. [ToBimoMIIsIiiocs: mpo MeguKaMeHTO3HY Peaklliio 3
eosuno(imiero i cucremunmu nposisamu (DRESS-cungpom). [Tamientu 3i CHIMoM 6inbIn cXuabHi
[0 PO3BUTKY TAKKHUX IIKIPHUX peaklliif TPy 3aCTOCYBaHHI 0araTbox JiKapChKUX 3aco0iB.
fK1110 v marfieHTa i3 moBepxXHeBOI0 IPuOKOBOIO iH(EKITiE0 3’ IBISI0THCS BUCUIIAHHS, 110
MOXKHa I10B’93aTH i3 3aCTOCYBaHHAM (PIYKOHA30Iy, IIOAasblile 3aCTOCYBaHHS JTiKapChKOTO
3aco0y cif MpUnuHUTYU. AKI0 y mallieHTa 3 iHBa3UBHOIO/CHCTEMHOI0 TPHOKOBOIO iH(EKITIEID
3’BMSAIOTHCS. BUCUIIAHHS Ha IIKipi, 3a 10T0 CTAHOM IOTPiOHO pPEeTEeNbHO CIOCTEPIraTH, a Y BUMAHKY
PO3BUTKY OY/IbO3HUX BUCUIIIB a00 MyIbTU(HOPMHOL epUTEMHU 3aCTOCYBaHHS (PIYKOHA30JTy CIIif
TPUITUHUTH.

I'inepuymaugicmb. Y pigKiCHUX BUTafKaX MOBIIOMIISIIOCS IIPO PO3BUTOK aHa(piTaKTUUHUX



peaxiriv (ouB. po3min «ITpoTUIIoKa3aHHI»).

Lumoxpom P450. ®nykonason € nomipuuM inriitopom dpepmenTis CYP2C9 Ta CYP3A4. Takox
byKoHa3011 € MOTYyKHUM iHribiTopoMm dhepmenTy CYP2C19. Cnipm cmocTepiraTé 3a CTaHOM IAIli€HTIB,
SIKi OTHOYAaCHO 3aCTOCOBYIOTh (DJTYKOHA30J1 Ta MiKapChKi 3ac00M 3 By3bKUM TEPANEBTUYHUM BiKHOM,
mo MetabomizyoTscs 3 yuactio CYP2C9, CYP2C19 ta CYP3A4 (muB. po3min «B3aemopis 3 iHIMUMU
JiKapChKUMH 3aco0aMu Ta iHIIi BUAKW B3aEMOIIN»).

TepeHnaduH. Crig peTeNnbHO CIIOCTEPIraTH 3a CTAHOM IIalliEHTa IPU OGHOYACHOMY
3acToCyBaHHI TepheHagruHy Ta ¢piayKoHa3omy v no3i meHule 400 Mr Ha go0y (OUB. PO3Minu
«[IpoTunoka3aHHs» Ta «B3aeMofis 3 iHIMMMHU JTiIKapChKUMHU 3aco0aMu Ta iHIIT BUIU
B3AEMOIII»).

LlonomioxcHi peuosuru. ITpenapat mictuth 0,9 % po3unn HaTpito xmopuay. Koxui 200 mr (prakon mo
100 M) micTsaTh 15 Mmmornb ioniB HaTpito (0,154 MMosb HaTpio B 1 MiT) Ta XJI0pPYy, 110 CIim OpaTé o
yBaru IIpu Ipu3HadeHHi MalfieHTaM, SKUM HeoOXimHO 00MeXKUTH BXKUBAHHS HATPilO0 Ta PiguHMU.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio
KIHKY 3 PEeNpONyKTUBHUM IIOTEHLIAIOM
[Tepen nmoyaTKoOM JIiKyBaHHS MALiEHTKY CIIif IPoiH(OpPMyBaTH PO NOTEHIIMHUY PU3UK [AJIS MJIOAA.

[Ticra 3acTocyBaHHSI ODHOPA30BO1 O3 CIIi[l BATPMMATH MEePiof BUBEeIEeHHS (PIIyKOHA30/1y TPUBAJIICTIO
npubnu3Ho 1 TUXOEeHb (10 BifmoBimae 5-6 mepiomaM HalliBBUBEIEHHS) M0 HaCTaHHS BaTiTHOCTI (OuB.
po3ain «PapMaKOKiHETHKA»)

[Ipu TprBanux Kypcax JliKyBaHHS XKIHKaM 3 PeIIPOAYKTUBHUM IIOTEHIIaIOM CJIif] PO3TJISHYTH
MOXKJIMBICTb 3aCTOCYBaAHHS KOHTPAIEMNIil IPOTATOM YChOT0 IIePioAy JMiKyBaHHS Ta IPOTITOM 1 TUXKHSA
iCJI IPUMOMY OCTaHHBLOI JO3H.

BazimHicmp.

O6cepBalliliHi foCTigXKeHHS CBifYaTh PO MigBUINEHUH PU3UK CIIOHTAHHOTO a00pTY ¥ XKiHOK, AKi
oTpuUMyBas# (HIYKOHA30JI MPOTSIrOM IepInoro ta/abo Ipyroro TPUMECTPY, MOPIiBHSHO 3 XKiHKaMH,
SIKi He mpuiManu GIyKoHa301 abo OTpUMYyBaJid MiClieBi a30/1 y TOM caMUM mepiof.

IaHi KiTbKOX THCSY BaTiTHUX XKIiHOK, SIKi OTPUMYBaJId KyMyJISTUBHY 103y < 150 MT' (DIIyKOHA301y y
IIepIIOMYy TPUMECTPi, He CBim4aTh MPo 30ibIeHHS 3arajJbHOr0 PU3UKY Ba PO3BUTKY IIJIOMY.
B ogHOMY BenukoMy o6cepBalliiHOMy KOTOPTHOMY AOCIiI>KEHHi ITepopaibHUM IPHUioM
(bIIyKOHA3011y B IIePIIOMY TPUMecTpi OB acollifioBaHuit 3 HEBEJIUKUM ITiIBUIIEHHSIM PU3UKY
PO3BUTKY Baj OIIOPHO-PYXOBOTO amaparty, 110 BiAmoBigano npubau3Ho 1 [ogaTkoBOMy BUIIAAKY Ha
1000 xiHOK, IKi OTPUMYBaI¥ KyMyJISITUBHI 1031 < 450 MT, IOPIBHSIHO 3 XKiHKaMu, SKi
OTPUMYBAX MiclieBi a0y, i mpubnu3Ho 4 momaTKoBuM BumnaakaM Ha 1000 xkiHOK, sKi
OTPUMYBaJId KyMylIATHUBHI 003U mToHaA 450 Mr. CKOPpUTrOBaHUM BiTHOCHUY PU3UK CTAHOBUB
1,29 (95 % [OI Bim 1,05 mo 1,58) mns 150 Mr mepopaneHoro mpuiomy diaykoxasomny Ta 1,98 (95 % I
Bim 1,23 mo 3,17) mns go3 monan 450 Mr ¢GIyKOHA30ITy.

HasiBHi emifeMionoriyui JOCTigKeHHS I[0I0 PO3BUTKY Baj Ceplis IIPU 3aCTOCYBaHHI (GIyKOHA30Jy Y



nepiof BariTHOCTI Jai0Th CynepednnBi pe3ynbraTu. OgHaK, MeTaaHasi3 5 oOcepBaliiiHIX
OOCTiAKeHb, 110 BKJII0YaIK KijTbKa TUCSIY BaTiTHUX XKIiHOK, SIKi OTpUMYyBasd (PIIyKOHA30/ IPOTITOM
IIePIIOTr0 TPUMECTPY, BUSIBUB MiABUIIEHHS PU3UKY PO3BUTKY Baf cepus y 1,8-2 pa3u mOPiBHAHO 3
TUM, KOJIA (DJTYKOHA30J1 HE 3aCTOCOBYBaIu Ta/abo BUKOPHUCTOBYBAJH a30JIU AJIST MiCIIEeBOTO
3aCTOCYBaHHS.

Y noBifoMIIEHHAX IIPO BUIIALKU ONIKCAHO BPOAXKEHI Bafil PO3BUTKY Y HEMOBJIAT, MaTepPi SKUX
oTpuMyBanu Bucoki no3u (Big 400 mo 800 Mr/mo0y) ¢bnyKoHa301y y Iepiof BariTHOCTI MPOTATOM 3
Mics1iB abo Oinblile pu JTiKyBaHHI KOKIMAi0inoMiKo3y. Cepeq BPOIXKEHUX Bafl, SIKi CriocTepiramucs y
IIUX OiTew - Gpaximedartis, UCIIIa3is BYIITHUX PAKOBUH, HagMipHe 30iIbIlIeHHS TePegHbOro TiM SuKa,
BUKPUBJIEHHS CTETHA Ta IIPOMEHEBO-IIJIEYOBUY CUHOCTO3. [IpUYMHHO-HACIIIKOBUY 3B 130K MiX
3aCTOCYBaHHSM (IyKOHA30Jly Ta BPOIXKEHUMU BaflaMU HE BCTAHOBIIEHUM.

He cnig 3acTocoByBaTH 3BMYaiiHi 1031 (IyKOHA30Jly Ta KOPOTKOTPUBAI KypCH JTiIKyBaHHS
(bIyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpalHboI HEOOXigHOCTI.

He cnig 3acTocoByBaTH BUCOKi 0031 (PIyKOHA30 1y Ta/abo TpuBai KypcH NiKyBaHHS (DITYKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHSATKOM JIiIKyBaHHS iH(EKIii, 10 TOTEHLIMHO 3aTPOXKYIOTh XKUTTIO.

I'odysanHa 2pydoio.

®nykoHa3071 IPOHUKAE V TPYOHE MOJIOKO Ta HOCSATAE KOHIIEHTpAIlil Tofi0HOI 10 PiBHS y
n1a3Mi KpoBi (auB. po3pin «®apMaKoKiHeTHKa»). ['omyBaHHS IPyOAi0 MOXKHA IIPOIOBXKYBaTH
IIiCJI51 pa30BOT0 3aCTOCYBaHHS 3BUYAKHOI [03U (IyKOHA3011y, [0 CTaHOBUTE 150 Mmr.
['ogyBaTu IpyAnio He peKOMEHOYETHCS IpU 0araTopa3oBOMY 3aCTOCYBaHHI QrykoHa30iy abo
IIPX 3aCTOCYBaHHI BUCOKMUX 003 (yKoHa30my. Cllif OIiHUTHA KOPUCTh TOAYBaHHS IPYALI0 OIS
PO3BUTKY i 3[I0POB’s AUTHHH, & TAaKOXK KIIHI4HYy moTpeby MaTepi y npenaparti Judmozon’ i
Oy/ab-Ki IOTeHIiiHI M0o6ivHi epexTu npenapaty Judmo3on” abo 0OCHOBHOTO 3aXBOPIOBAHHA
MaTepi O OUTUHY, sIKa OTPUMY€ IpyIHE BUTOLOBYBaHHS.

depmuavHiCMb.

®nyKoHa3071 HE BIJIMBaB Ha (DePTUIBHICTH CaMIIiB Ta CaMOK IIIyPiB.

30amuicms enaueamu Ha weudKicmos peakuii npu KepyeaHHi asmompaHcnopmom
abo iHwumu mexaHiamamu

HocmigkeHb BIUTMBY IIpellapaTy Ha 3[aTHICTh KEPyBaTU aBTOTPAHCIIOPTOM a0 IIpalioBaTi 3
IHIIMMU MeXaHi3MaMu He IIPOBOOUIIN.

[TauieHTiB ciig mpoiHGOpPMyBaTH PO MOKJIUBICTh PO3BUTKY 3allaMOpPOYEeHHS a00 CyaoM
(muB. po3min «I[To6iuni peakmii») mif 4ac 3aCTOCOBYBaHHS mpemnapaty. [Ipyd po3BUTKY TaKUX
CHMIITOMIB He PEKOMEHIYEThCS KePYyBaTU aBTOTPAHCIOPTOM abo IIpalfioBaTy 3 iHIUMU
MeXxaHi3MaMHu.

Cnocib 3acmocyeanHsi ma do3u



Ho3a (pryKoHa30/1y 3a/Ie’KUTh Biff BUAY i TIKKOCTI TpuOKOBOI iHGEKIIil.

[Tpu HeobxigHOCTI 6GaraTopa30BOro 3aCTOCYBaHHS JIIKApPChKOTO 3aco0y IiKyBaHHS iH(eKIii ciif
IIPOMOBXKYBATH 10 3HUKHEHHS KJTiIHIYHUX Ta 1a00paTOPHUX IIPOSIBIiB aKTUBHOCTI 'PUOKOBOI iH(eKITil.
HepocTaTHS TpuUBamiCTh TiKyBaHHS MOXKE IIPU3BECTH [0 BiTHOBIIEHHS aKTUBHOIO iHGEKILIMHOTO
IIpOLIeCy.

JII/I(I)HI03OH® 3aCTOCOBYIOTh, 3aJIe3KHO Bifl JTiKAapChKOi popMHU, ITepopasbHo (Karcymu) abo
BHYTPIIIHBOBEHHO IIJITX0OM iH(QY3il (po3uuH ais iHdy3iit). Crocib 3acTocyBaHHS TiKapChKOT0 3aco0y
3aJIeKUTh Bifl KITiHIYHOTO CTaHy matieHTa. Hemae HeobxigHOCTI y 3MiHi 1060B01 1031 JIIKAPCHKOI'0
3aco0y mpu 3MiHi MISIXy HOro 3aCTOCYBaHHS 3 TEPOPAILHOrO HAa BHYTPIIIHLOBEHHU Ta HABIAKH.

Po3uwuH ons indyasiit ciig BBOOUTH 31 MIBUAKICTIO, 110 He nepeBuinye 10 m/XB.
CymicHicmb niKapcbko20 3acoby

Jlmbmo3on®

CyMiCHUY 3 TAKUMU PO3UYUHaMHU, SK:
-5 % Tta 20 % po34YuH I'IIOKO3Y;

- po3uuH PiHrepa;

- po3unH XapTMaHa;

- PO3YMH KaJlil0 XJIOPULY Y TJII0K03i;

-4,2 % ta 5 % po3uuH HaTpito OikapOoHATY;

- 3,5 % po34YuH aMiHO3UHY;

- 0,9 % po34uH HATPIIO XJIOPULY;

- mianadnekc (6,36 % po34yuH A7 iHTpallepUTOHEaIbHOTO diami3y).

JII/I(bJI}OSOH® MOXHa BBOJUTH B iHQY3iliHy cuCTeMy pa30M 3 OOHUM i3 3a3Ha4eHUX BUIlle PO3UUHIB.
Xoua BUIaKU Hecnelr}iuHol HecyMiCHOCTI TiKapchKoro 3aco0y 3 iHmmMMu 3acobaMu He OIKCaHi, He

PEKOMEHNYETLCA 3MIILTyBaTU ,'[[H(bmo3on® 3 IHIIMMU IpenapaTaMu mepeq iHdy3iero.

Po3uuH [a71g BHYTPIlIHBOBEHHUX 1HQY3il IPU3HAYEHUY JIUIIE [JIs1 pa30BOr0 3aCTOCYBaHHS.
Po3BeneHHS CIif 37iMCHIOBATH B aCENITUYHUX YMOBax. Po3unH He0oOXigHO MepeBipuTH Ha HAasIBHICTh
CTOPOHHIX YaCTUHOK Ta 3MiHY 3a0apBieHHs. PO34YUH CIIil BUKOPHCTOBYBATH JIMIIIE TOMi, KOJIM BiH
IIPO30PHUH Ta He MICTUTh CTOPOHHIX YaCTHHOK. HeBMKOPUCTaHI 3aIUIIKK JIIKAPCHKOT'0 3aC00y
HeOoOXigHO 3HUIIUTH.

ITopoci

Kpunmoxkoxo3s

- JIikyBaHHSI KDUIITOKOKOBOTO MEHIHTITY: HaBaHTaxyBaJIbHa 003a CTaHOBUTH 400 MI y Iepliuil feHb.
[MinTpumyBanbHa mo3a - 200-400 Mr onuH pa3 Ha go0y. TpuBaliCTh MiKyBaHHS 3a3BUYail CTAHOBUTH

moHalmMeHIe 6-8 TuxHiB. [1py iHGEKIIiAX, 110 3aTPOXKYIOTh KUTTIO, 10O0BY 003y MOXKHA 30iMbIIUTH
mo 800 mr.



- IlinTpuMyBasbHa Tepamis Ojid IoIepeKeHHs PeluAuBy KPUIITOKOKOBOTO MEHIHTITY y MAIlieHTiB 3
BUCOKUM PU3UKOM HOT0 PO3BUTKY: PEKOMEHIOBaHa /I03a JIiKapchKoro 3acoby craHoBuTh 200 MT ofuH
pa3 Ha mo0y IpoTsAroM HeoOMeKeHOT0 Jacy.

Kokuuodioidos. PekoMeHnpgoBaHa no3a craHoBuTh 200-400 Mr oguH pa3 Ha no0Oy. TpuBanmicTh
nmiKyBaHHS CTaHOBUTH 11-24 Micsii abo [oBIIe 3a/1eKHO Bifi CTaHy nauieHTa. [I1g TiKyBaHHS OesIKUX
dbopm iHdeKIIil, a 0co6MKUBO A JTiKyBaHHS MEHIHTITY, MOXKe OyTH HOIIiNbHUM 3aCTOCYBaHHS HO3U
800 Mr/mo0y.

IHea3ueHi kaHOudo3u. HaBaHTaxXyBajbHa f03a cTaHOBUTH 800 Mr y nepluny geHb.
[TinTpuMyBasnbHa fo3a - 400 Mr oguH pa3 Ha [o0y. 3a3BUYail peKOMeHI0BaHa TPUBAJIiCTh
JiKyBaHHS KaHAUAEMii CTAHOBUTH 2 TUXKHI ITiC/IS MEPIINX HETaTUBHUX Pe3yIbTaTiB
reMOKYJIbTYPU Ta 3HUKHEHHS O3HaK i CHMIITOMIB KaHAUAEMIl.

KaHOudo3 cauzosux 060g10HOK

- KaHIM03 pOTOrJIOTKY: HaBaHTaXyBaibHa f03a cTaHOBUTHL 200-400 Mr y mepuinii feHb,
nigTpuMyBanbHa fo3a - 100-200 mMr oguH pa3 Ha go0y. TpuBamicTh TiKyBaHHS CTAHOBUTH
7-21 meHb (OO mMOCATHEHHS peMicii), ane Moxe OyTH 30inbllIeHa A7 MaIliEHTIB i3 TAXKKUM
iMmyHOmEDIIUTOM.

- Kangumgo3 cTpaBoxofy: HaBaHTaxyBajbHa J03a CTaHOBUTH 200-400 Mr y mepiuiuil 4eHb,
nigTpuMyBanbHa f03a - 100-200 Mr onuH pa3 Ha noOy. TpuBamicTh MiKyBaHHS CTaHOBUTH
14-30 mHiB (M0 mOCsATHEHHS peMicii), ane Moxe OyTH 30inbIleHa OIS MAIiEHTIB i3 TAXKKUM
iMyHOZIEDIIUTOM.

- Kangunypisi: pekoMeHnpmoBaHa no3a cTaHOBUTE 200-400 Mr onuH pa3 Ha 700y MPOTATOM
7-21 pguiB. [I71s mamieHTiB i3 TAXKKUM iMyHOmeIIIMTOM TPUBAJIICTD JIIKyBaHHS MOXKHAa 30i/IbIINTH.

- XpoHiuHMM aTpodiyHUN KaHOU03: peKOMEeHJ0BaHa [103a CTaHOBUThL 50 MT OiMH pa3 Ha Ho0y
npotsroM 14 mHiB.

- XpoHiYHMYM KaHOWIO03 IIKipK Ta CIM30BUX 000JI0HOK: PEKOMEHI0BaHa q03a CTAHOBUTH
50-100 Mr oguH pa3 Ha moOy. TpuBasicTh JIiKyBaHHS CTAHOBUTH 10 28 [HIB, ane Moxe OyTH
30inbIIeHa 3a1eKHO Bif TSXKKOCTI Ta BUAY iHDeK1il abo 3HUKEHHS IMyHITeTY.

ITonepeddceHHs peyudusy KaHOUO03y cau3o8ux 00040HOK y nauieHmis 3 BIJI, siki maromb
BUCOKUU PU3UK U020 PO3BUMKY

- KaHaumos poTorioTKY, KaHOUO03 CTPaBOXOAY: PEKOMEHI0BaHa fo3a cTaHoBUTh 100-200 Mr ogun
pas Ha mob6y ab6o 200 mr 3 pa3u Ha THXKOeHb. TPUBAJIICTh JIiIKyBaHHS € HE0OMeKeHO0 IJIs MAlliEHTIB i3
IIPUTHIYEHUM IMYyHITETOM.

ITpoginakmuka kaHOuOO3HUX IH(peKuil y nauieHmis i3 HeumponeHiew. PekoMeHOBaHa q03a
craHoBuTh 200-400 Mr oguH pa3 Ha [00y. JIiKyBaHHS CJIifi pO3NOYMHATH 3a KiJlbKa AHIB O
O4iKyBaHOTO PO3BUTKY HEUTPOIIEHil Ta TPOJOBKYBATH IIPOTATOM 7 OHIB IiC/s MiABUIIEHHS
KilbKoCTi HelTpodinis moram 1000/mm’.

[TalieHTH JTITHBOTO BiKY

o3y HeoOxifmHO migbupaTy 3aexkHO Bif cTaHy QYHKIIN HUPOK (IuB. «IlallieHTH 3 HUPKOBOIO
HEeTOCTAaTHICTIO» HUXKYE).



[TalieHTH 3 HUPKOBOI HEOOCTATHICTIO

®nykoHa3071 BUBOAUTHCS 3 OPTaHi3My IIepeBaXkHO 3 Ceuer y He3MiHeHoMy BUrisami. [lpu
Pa30BOMY 3aCTOCYBaHHI KOPUTYBATH M03Y (HIIyKOHA30y He MOTPiOHO. [TamienTam
(BK/IIO4alO4H OiTew) i3 mopyuieHHSAM QyHKIIH HUPOK TP HeoOXigHOCTI 6araTopa3oBOro
3aCTOCYBaHHS iKapCchKoro 3aco0y y IepIinuii neHs JTiKyBaHHS CJIifi 3aCTOCOBYBATH ITOUYATKOBY [0O3Y
50-400 Mr 3ayexHO Bif Moka3aHHs. [lics 1poro m060By H03Y (3a7Ie3KHO Bifl TOKa3aHHS) CIIif
PO3paxoByBaTH BiATIOBIOHO M0 HUKYeHaBeIeHol TabuIIi:

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

< 50 (6e3 remopianisy) 50 %

['emopiari3 100 % micsst KOXXKHOro reMofiani3y

[MTauieHTu, siki nepebyBaloTh Ha reMofianisi, moBuHHI oTpuMyBaTH 100 % pekKoMeHO0BaHOI J03HU IiCIsa
KOJKHOT0 reMofiani3y. Y meHb, KOJu fAiaii3 He MPOBOOUTLCS, TalliEeHT MOBUHEH OTPUMYBATH [03Y,
BiIKOPUTOBaHY 3aJIeKHO Bif] KJIIIPpEHCY KpeaTHHiHY.

[TarienTy 3 MOPYIIeHHIM QYHKIIIH TeYiHKK

®nyKoHa3071 CJIil 3aCTOCOBYBATH 3 00E€PEKHICTIO MAIliEHTaM i3 MOPYyIIeHHIMU PYHKIIiN
IIeYiHKY, OCKI/IbKY iH(popMallil 010 3aCTOCYBaHHS (DIIYKOHA30JIy I[iii KaTeropil mauieHTiB
HeI0CTaTHLO (IUB. po3minu «Oco0MuBOCTI 3acToCcyBaHHI» Ta «I100iuHi peakirii»).

itn
He cnipg nepeBuiilyBaT MakCuManbHy f000BYy 703y 400 Mmr.

4K i npu aHanoriyHUX iHYEKIiAX y TOPOCIUX, TPUBAIICTh JIiKyBaHHS 3a/IeKUTh Bif K/IiHIYHOI Ta
MiKosoriusol Bignosizi. Judmo3on® 3acTocoByoTs 1 pa3 Ha go0y.

Ilo3yBaHHS TIKApPCHKOT0 3aC00y ist miTe# i3 mopyieHHsSM GYHKIIiM HUPOK HaBe[eHO BUILE (OUB.
«ITamieHTy 3 HUPKOBOIO HEOOCTATHICTIO»).

dapmakoKiHeTHKa (IyKOHA30Jly He JOCTiAKyBanacs y AiTed i3 HUPKOBOI HEJOCTaTHICTIO (IUB.
HUX4e iH(pOopMalio 0[0 3aCTOCYBaHHS NOHOIIEHUM HOBOHAPOAXKEHUM, Y AKUX YaCTO
CIIOCTepIraeThCs IepBUHHA HEe3PLIiCTh HUPOK).

Iimu sikom 8i0 12 pokis

3ajie’kHO Biff MacH Tijla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIif OLIiHWTH, sIKa 403a IiKapChKOro
3aco0y (st MOPOCTIUX UM IJIs miTed) € OITUMAJIbHOIO [Jis manienTa. Kiniuni mami cBiguats mpo Te,
IO y [iTeH KiipeHc (GIyKOHA30Iy € BUIIUM IIOPiBHSIHO 3 fOpOoCauMU. 3acTocyBaHHs go3 100, 200 ta
400 Mr mopocnuM Ta 003 3, 6 Ta 12 MI/KT OiTSIM MPU3BOAUTE OO MOCSTHEHHS CIIiBCTABHOI CUCTEMHOIL
eKCIIO3HIIil.

Ilimu 8ikom 8i0 28 0His 0o 11 pokis

- Kaugupmosu cimm30Bux 000JI0HOK: ITOYAaTKOBA 403a CTAHOBUTH 6 MI/KT/mo0y, migTpuMyBasbHa 03a
-3 Mr/Kr oguH pa3 Ha [00y. IToyaTKOBY J03y MOXKHA 3aCTOCOBYBATH B MEPIIUH IeHb 3 METOIO GisTbII



IIBUIKOTO MOCSITHEHHS PiBHOBAXKHOI KOHIIEHTpALIii.

- IHBa3uBHiI KaHOUA031, KPUIITOKOKOBHY MEHIHTIT: 03a JIiKapChKOro 3ac00y CTaHOBUTD 6-12 MI/KT
OJIMH Pa3 Ha 000y 3aJIe’KHO Bifl CTYIeHs TSIKKOCTi 3aXBOPIOBAHHS.

[ligTpuMyBasibHa Tepamis A1 NolepeaXKeHHs PeLUIUBY KPUIITOKOKOBOTO MEHIHTITY y HiTeH i3
BHCOKUM PU3UKOM HMOT0 PO3BUTKY: [03a JIIKAPCHKOTO 3aC00y CTAHOBUTH 6 MT/KT OOMH pa3 Ha Jo0y
3aJIEKHO Bifl CTYNIEHS TSAXKKOCT1 3aXBOPIOBAHHS.

- IIpodinakTrKa KaHAXWOO3iB y MAlli€HTIB 3 iMyHOOePiUTOM: J03a JIiKapChKOro 3aco0y CTaHOBUTh
3-12 Mmr/kr oguH pa3 Ha fo0y 3a7eKHO Bif BUPaKeHOCTi Ta TPUBAJIOCTI iHAYKOBAHOI HEUTPONEeHil
(muB. MO3U OIS MOPOCIIHUX).

IloHOweHi HoBoHapodiceHi Oimu g8ikom 8i0 0 do 27 OHi8

Y HOBOHApOAXKEeHUX (PIyKOHA30JI BUBOOUTHCSA 3 OpPraHi3aMy IMOBiIbHO. [JaHi 3 papMaKOKiHETHKH, Ha
aKuX 6a3yI0ThCS NO3H OJ151 JOHOIIEHWX HOBOHAPOMXKEHUX, 3a3HaueHi HUXK4e, HaBeleHO B PO3isi
«OapMaKOKIHETAKA».

- oHo1IeHi HOBOHapomxkeHi BikoM Bifm 0 mo 14 mHiB: M0o3HW, aHAJOTiYHI 3a3HaYe€HUM BHUIIe OIS OiTen
BikKOM Bifg 28 mHiB o 11 poKiB, Cciif 3aCTOCOBYBaTH KOXKHI 72 ToguHu. He ciif mepeBuIyBaTu
MaKCUMaJIbHy 03y, 10 CTAaHOBUTH 12 MI/KT KOXKHI 72 TOOUHM.

- [JoHOILIIeHi HOBOHAPOOXKeHi BiKoM Bif 15 mo 27 OHIB: 4031, aHAJIOTiYHI 3a3Ha4eHUM BHUILe A/ AiTen
BikoM Bif 28 pHiB 1o 11 pokis, ciig 3acTocoByBaTy KOXKHI 48 rogus. He ciifg nepesulysatu
MaKCUMaJIbHy 03y, 10 CTaHOBUTH 12 MI/KT KOXKHi 48 rogus.

Himu

[IpemapaT 3aCTOCOBYIOTh HOITSAM Bifi HAPOAXKEHH 10 18 pokKiB, 3a BUHSATKOM HEIOHOIIEHUX
HOBOHapomXeHux (OUB. Po3Min «Crocid 3aCTOCYBaHHS Ta [IO3U»).

Ilepedo3yeanus

[ToBimomsiniocs IPo epeno3yBaHHS (IYKOHA30JI0M; OLHOYACHO MTOBIIOMIISIOCS IIPO TalloLKHAIl Ta
IapaHoifaNbHY ITOBEiHKY.

[Tpu nepemo3yBaHHi HEOOXIMHO ITPOBECTH CUMIITOMATHUYHY MiATPUMYIOUY Tepariio Ta y pasi
HeOOXiTHOCTi - MPOMUTHU LIUIYHOK.

®nyKoHa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3 ceuelo; (hOPCOBaHUU Aiype3 MoXKe
IPUIIBAIIUTY BUBEeHHS IpenapaTy. CeaHc reMofiani3y TPUBaNiCTIO 3 TOOUHYN 3HUXKYE
piBeHb (HITYyKOHA3011y Y M1a3Mi KpoBi npubnu3uo Ha 50 %.

ITobiuni peakuii

Pe3iome npogiao 6e3neyHocmi




Y 3B’513Ky 3 JIiKyBaHHAM (TyKOHA30JI0M MOBiIOMJIANIOCS IIPO MEIUKaMEeHTO3HY peaklliio 3
eo3uHodinieto i cucremaumu mposiBamu (DRESS-cunpmpom) (ous. po3nin «OcobmuBOCTi
3aCTOCYBaHHS»).

Haityacrime noBigoMsiocs mpo Taki moOiuHi peakiii: ronoBHUM 6inb, 6inb y YepeBHiN TOPOXKHUHI,
miapesi, HygoTa, 6/T0BaHHS, IMiIBUILEHHS PiBHS allaHiHaMmiHoTpaHcdepasu (AJIT), migBuIleHHS PiBHS
acnaptataMiHoTpaHcdepasu (ACT), mipBuIeHHS piBHSA TyKHOI pocdaTa3u KpoBi, BUCUIIaHHS.
II7s1 OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikarrito: myxe
yacTto (= 1/10), gyacTo (Bim = 1/100 mo < 1/10), HewacTto (Big = 1/1000 mo < 1/100), pinko

(Big = 1/10000 mo < 1/1000), my=xe pigko (< 1/10000), yacToTa HeBifoMa (HEMOXKJIUBO OLIHUTH Ha
IMifcTaBi HasIBHUX JAHUX).

3 6oky cucmemu Kposi ma aimgpamuyHoi cucmemu

HeuacTo: aHeMis.

Pinko: arpaHy/IOLKUTO3, IEMKOIEHis, TPOMOOILIUTOIIeHis, HEUTPOIIEHis.

3 60Ky imyHHOI cucmemu

Pigko: aHa(inakcis.

MemaboaiyHi ma animeHmapHi po3aadu

HeuacTo: 3HUKEHHS alleTUTY.

Pigko: rinepxonecTepuHeMid, TiIIePTPUTIIILEePUeMis, TIIIOKaIIEMIA.

ITcuxiyHi nopyweHHA

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 60Ky Hepsosoi cucmemu

YacTo: ronoBHUM Oifb.

Heuacto: cygmoMu, napecTesis, 3a1aMOpPO4Y€eHHs, IOPYIIEHHS CMaKy.

Pigko: Tpemop.

3 60Ky opeaHis cayxy ma eecmubyasipHO20 anapamy

HeuacTo: BepTuro.

3 boky cepus

Pigko: mapokcu3MasbHa LIJTyHOYKOBa TaxiKapfisd TUIY «IIipyeT», MIOgOoBXeHHd iHTepBany QT
(ouB. po3min «OcoBGIUBOCTI 3aCTOCYBAHHSI»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKmMy

YacTo: 6inb y YepeBHill TOPOXKHWHI, HYHOTa, miapes, OJII0BaHHS.



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

I'enamobiaiapHi po3aadu

YacTo: nmigBullleHHS PiBHSA anaHiHamiHoTpaHcdepasu (AJIT), miaBuIilleHHS piBHS
acnaprataMinoTpancdepasu (ACT), migBuileHHS PiBHA IyKHOI ¢hocdaTasu (TUB. PO3Tin

«Oco6MMBOCTI 3aCTOCYBaHHS»).

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

Pinko: IeYiHKOBa HEIOCTATHICTh, TeIaTOIETIONSPHUM HEKPO3, TEIIaTUTH, TeMaToIEeN0JITPHE
ypaxkeHHs (OuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS ).

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

HeuacTo: MeguKaMeHTO3HUN OepMaTUT (BKII04aouu (HikCOBaHUY MeOUKaMEHTO3HUYN OEePMaTHUT),
KPOIKB’sIHKA, CBepOikK, MmigBullleHe IOTOBUIiIeHHS (IuB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

Pimko: TOKCUYHHUM elligepManbHUN HEKPOJIi3, cuHApoM CTiBeHca-[[:KOHCOHa, TOCTPUU
reHepasi3oBaHUM €eK3aHTeMaTO3HUU IyCTY/Ib03, eKCHOIIaTUBHUYN OePMaTHUT,
AHTiOHEeBPOTUYHUM HAOPSK, HAOPSK 00nuyys, anomneltist (qus. po3min «OcobIuBOCTi
3aCTOCYBaHHS»).

HeBimoMo: MemuKaMeHTO3Ha peakilis 3 eo3uHodinieto i cuctemuuMu nposiBamu (DRESS-cunmpom).
3 60Ky 0nopHO-pyx08020 anapamy ma cno/ay4Hoi MKaHuHu

Heuacrto: mianris.

3azanvHi po3anadu ma peakuii y micuyi 88e0eHHA

HeuacrTo: mifBsuiieHa BTOMJIIOBaHICTh, HE3y2KaHHS, aCTeHis, rapsgdka.

[imu. YacToTa Ta xapakTep MoOiYHUX peakilidl i BigxuaeHb Bif HOPMU pPe3yJbTaTiB 1ab0paTopHUX
aHaJli3iB y XOAi KJIiHIYHUX JOCIiAKEHb 3a y4acTIO giTel CIiBCTaBHi 3 TAKUMHU Y LOPOCIIUX.

38imysaHHsA npo nido3ptosaHi nobiyHi peakuii

[ToBimomneHHs mpo mobiuHi peakiril micis peecTpatlii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
Lle nae 3MOry IpPOBOAUTYU MOHITOPUHT CIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKOro 3aco0y. MeguyHUM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaKOX IallieHTaMm abo ixHiM
3aKOHHMM ITpeICTaBHUKAM CJIifl ITOBIIOMIISITH IIPO yCi BUMTAOKM IMig03pI0BaHUX MOOIYHUX peakilii Ta
BificyTHOCTi e(heKTHUBHOCTI JTiKapchKOTO 3aco0y Yyepe3 ABTOMaTH30BaHy iHpopMalliiiHy cucteMy 3
(dhapMakoHarnsAgy 3a MocuinaHHSAM: https://aisf.dec.gov.ua

Tepmin npudamuocmi. 5 PoKiB.


https://aisf.dec.gov.ua

YMoBu 30epiranus
30epiratu B OpuriHambHiN yakosli mpu Temnepatypi He Bute 30 °C.

30epiraTy y HEJOCTYITHOMY IJIsI [iTeH MicCIIi.

HecymicHicmo

OcobnuBoCTeM 100 HECYMICHOCTI Ipemnapary He Bii3HaueHo. He ciig 3MinryBaTu mpemapar
3 iHIMUMY JTiKapChKUMHU 3ac0b6aMy B OOHIM €MKOCTi, OKpiM 3a3HaueHux B po3misni «Crocid
3aCTOCYBaHHS Ta AO3U».

YnakoBka

[To 100 Mn1 y CKISAHIN mAmIL, 10 1 misAmni B mayvui.

Kareropis Bignycky

3a pelenTom.

BupooHuK

[TAT «Tanuudapm».

Micne3HaxomKeHHsI BUPOOHHKA Ta aJpeca Miclisi IPoOBadXKeHHsI HOr0 JisIbHOCTi

Vkpaina, 79024, m. JIsBiB, Byn. OnpumikiBceka, 6/8.

3asgaBHUK

[TAT «Tanuudapm».

Micne3HaxomKeHHsI 3asIBHHKa

Ykpaina, 79024, M. JIsBiB, Byn. OnpuikiBceka, 6/8.



