IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

OU®III0301°

(DIFLUZOL")

Cknao:

ditoua pevosuHa: GayKoHA30J;

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

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

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

Jlikapcbka ¢popma. Kancynu.

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

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

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

Papmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.
MexaniaMm mii.

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



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

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

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

YyTnusicTs in vitro.

®IyKOHA301 in Vitro [eMOHCTPYE MPOTUTPUOKOBY aKTUBHICTh CTOCOBHO BUfiB Candida, 110
3ycTpivanThcsa HagacTime (Bkmodatoun C. albicans, C. parapsilosis, C. tropicalis).

C. glabrata meMOHCTPy€ IMMPOKUY Aiala30H YyTIUBOCTI A0 (IyKOHA301y, ToAl K C. krusei €
[0 HbOTO PE3UCTEHTHOIO.

TakoX QIyKoHa30: in vitro JeMOHCTPY€E aKTUBHICTH K poTu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i IpoTH eHOeMiYHUX IUTiCHABUX I'pubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum Tta Paracoccidioides brasiliensis.

B3aeM03B’s130K (hapMaKOKIiHETUUHUX i hapMaKOOUHAMIUHUX BJIACTUBOCTEH.

BiAmoBimHO [0 pe3ysbTaTiB NOCIIAXKEHb HAa TBAPUHAX, ICHYE KOPEJALia MiX MiHIMaIbHOK
iHTiOyI049010 KOHIIEHTPAIli€l0 Ta e(PEeKTHBHICTIO IPOTH eKCIIepUMEHTATbHUX MOJiesieil MiK03iB,
cripuuyrHeHuX Bugamu Candida. BigmoBigHO 00 pe3yabTaTiB KIiHIYHUX OOCTiOXKEeHb, iCHYE
ninifiHa 3anexHicTh Mik AUC Ta mo3ot0 prykoHasony (mpubnausuo 1:1). Takox icHye
IPSIMUH, ajle HeJoCcTaTHil 3B’5130K Mixk AUC a00 103010 Ta ITO3UTHBHOIO KIiHIYHOI0
BiATIOBiAM0 Ha JIIKYBaHHS OPaJIbHOT0 KaHOUAO03Y Ta MEHIIIOK MipOI0 - KaHAUAEMIl.
AHanoriyHo JiKyBaHHS iH(QEKIIi{, CIPUYNHEHUX IITaMaMu, [0 SKUX QIyKOHA30J IEMOHCTPYE
BUCOKY MiHiMasnbHYy iHTi0y04y KOHIIEHTpallilo, € MEeHII 3a[I0BiIIbHIM.

MexaHi3M pe3uCTEHTHOCTI.

Mikpoopraniamu pony Candida BeMOHCTPYIOTh YMCJIEHHI MeXaHi3MU PE3UCTEHTHOCTI [0
a30JIbHUX IPOTUTPUOKOBUX 3ac00iB. OITyKOHA30/ IeMOHCTPYE BUCOKY MiHiManbHy iHTi0y0uy
KOHIIEHTpAIIiI0 IPOTH ITaMiB IrpubiB, SKi MalOTh omuH abo0 Ginbie MexaHi3MiB
PE3UCTEHTHOCTI, 1[0 HETaTUBHO BIIJINBAE Ha e(PEeKTUBHICTD in Vivo Ta B KITiHIYHIN MPaKTHUII.
[ToBigommsnocs Ipo BUMAAKKU PO3BUTKY cymnepindekiii Candida spp., IHIIUMU HiXK

C. albicans Bugamu, 10 YaCTO € HEUYTIUBUMU [0 (GIyKOHA30JTy (HalIpUKiIaz

Candida krusei). [1ng nikyBaHHS TaKuX BUITAAKIiB CIIiJl 3aCTOCOBYBaTH ajlbTepPHATUBHI
TpOoTUTrpUOKOBi 3aco0M.

KoHTpOIBHI TOYKY (BIAIOBIIHO 00 peKOMeHallili EBPOIEeNCLKOT0 KOMITETY 3 JOCHIIKEeHb YYTINUBOCTI
00 aHTUMIKPOOHUX 3aC00iB).


http://multitran.ru/c/m.exe?t=4784720_2_1
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Basyrouuch Ha IOCHTiXKeHH] (papMaKOKiHETUKN/(PapMaKOAUHAMIKU, YYTIUBOCTI in vitro Ta
KJTiHiYHOI BifTOBifi, 0y/I0 BU3HAUYEHO KOHTPOIbHI TOYKY OISt PIYKOHA30MY s
Mikpooprani3mis pony Candida. Bornu 6ynu po3mofineHi Ha KOHTPOIbHI TOYKY, II0 He OB’ g3aHi i3
IIeBHUM BUOOM, SIKi OilTbIIIOI0 Mipoi0 BU3HAYAIKUCS HAa OCHOBI (papMaKOKiHETHKM/(PapMaKOOMHAMIKY i
He 3a7IekaTh Bifl pO3MOMiy Ha IeBHi BUX 3a MiHiMambHOIO iHTi0yI040I0 KOHIIEHTPAI€I0, Ta Ha
KOHTPOJIbHI TOUKH, ITOB’SI3aHi 3 IEBHUM BU[IOM, III0 HaW4YacCTillle aCOLI0I0THCS i3 iHQEeKIiIMH Y
miopuHM. Lli KOHTPOJIbHI TOYKY HaBeleHi HUXKUe.

[IpoturpuOKoBui  |KOHTPOJIbHI TOYKH, TIOB’SI3aHi i3 IEBHUM BUOM KOHTPOJIBHI TOYKY,
3acib S</R> He TI0B’g3aHi 3
[IEeBHUM BUIOM®
S</R>
Candida |Candida |Candida |Candida Candida
albicans |glabrata [krusei parapsilosis |tropicals
D1yKOHA301 2/4 [E -- 2/4 2/4 2/4

S = yyTnusuu.
R pe3ucrenTHU.

* KOHTpOJIbHI TOYKH, 110 He TIOB’s13aHi i3 MeBHUM BUIOM, SIKi Oi/IbIII0I0 MipOI0 BU3HAYAIUCS Ha OCHOBI
dbapmakokineTuKy/papMaKogUHaMIKY i He 3ajeKaTh Bifl PO3MOAiNy Ha MeBHi BUAM 3a MiHIMaIbHOO
iHribyro4oio KOHIeHTpali€. BoHu gocmigKyBanuch nullle y MiKpoOpraHi3MiB, y SKUX He iCHY€
crienn¢ivHOl KOHTPOIbHOI TOYKH.

-- [locnifKeHHS YyTIUBOCTI He PEKOMEHI0OBaHi, OCKiIbKM BKa3aHUU BUM HE € METOIO JIiKapChKOl
Teparrii.

IE - mokasiB 1100 TOTO, UM € BKa3aHUM BU METOIO JIiKapChKOl Tepallii, HeMOCTaTHLO.

dapmakokiHemuxka.

dapMaKOKiHETHYHI BIaCTUBOCTI (IYKOHA30Iy € MOMIOHUMHY IIPU BHYTPIITHHOBEHHOMY i
TIepOpasibHOMY 3aCTOCYBaHHi.

AGcopOiis.

®nykoHa3051 mobpe BCMOKTYETLCS IIPHU IIepOpaIbHOMY 3aCTOCYyBaHHi, a piBeHb IIpenapary y maasMi
KPOBi i cucteMHa 6iogocTynHicTh nepeButyoTs 90 % piBHSA (IyKOHA30Jy V II7Ta3Mi KPOBi, 1110
NOCSITAETHCS MIPY BHYTPIITHLOBEHHOMY BBe[leHHI npemnapaTy. OgHOYacHe BXKHBaHHS 1XKi He BIIJIUBAE
Ha BCMOKTYBaHHS IIpenapaTy IIpyU UOro IepopajbHOMY 3aCcTOCyBaHHI. [IikoBa KOHIIEHTpalis y mia3Mi
KpPOBi focaraeTtsca dyepes 0,5-1,5 rogunu micnsa npuroMy npenapaTy. KoHIIeHTpallisa npemnaparty y
II7Ta3Mi KPOBIi IIpOIopIIiiHa [0 m034. PiBHOBaxXHa KOHIIeHTpallis Ha piBHI 90 % mocsiraeThes Ha
OPYTUii JeHb MiKyBaHHS P 3aCTOCYBaHHI y IepIInii IeHb HaBaHTaXKyBaJIbHOI 103K, IO BABidi
TIepeBUIIyE 3BUYANHY J0OOBY HO3Y.

Posnmopin.

00’eM po3nopiny npubIU3HO OOPIBHIOE 3arajlbHOMY BMICTy PiIMHU B OpraHi3Mi. 3B’s3yBaHHS 3



Oinkamu mma3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3om mobpe MPOHUKAE B YCi HOCTiAKyBaHi pifuHM opraHiaMy. PiBeHb QriykoHa305y y CIUHI Ta
MOKPOTHHHI € MOi0OHMM [0 KOHIIEHTpallil Ipenapary y Ija3Mi KpoBi. Y nallieHTiB, XBOpUX Ha
rpubKOBUY MEHIHTIT, piBeHb DIIYKOHA30/1y ¥ CIMHHOMO3KOBIM piguni focsirae 80 % KoHIeHTpalil y
IIJIa3Mi KPOB.

Bucoki koHLeHTpallil ¢GIyKoHa301y y WIKipi, 10 TePeBUINYIOTh CUPOBATKOBI, HOCATAIOTHCS Y
pOroBoMy I1api, emifepMici, gepmi Ta noti. ®JIyKOHa30JI HAKOIIUYYETHCA ¥ POroBoMy wmapi. [Tpu
3actocyBaHHi go3u 50 Mr 1 pa3 Ha go0y KOHIIeHTpalis GIyKoHa30:y micis 12 gHiB niKyBaHHS
CTaHOBUJIA 73 MKT/T, a Yepe3 7 OHIB MiC/Is 3aBepIIeHHs JIiIKyBaHHS KOHIIEHTpAIlid BCe Ille CTaHOBUJIa
5,8 MKr/r. TIpu 3acTocyBanHi fo3u 150 Mr 1 pa3 Ha TUXKOEHb KOHIIEHTpalis (GIyKOHa30Iy Ha 7" meHb
JiKyBaHHSI cTaHOBUIA 23,4 MKT/T; yepe3 7 OHIB IiC/s 3aCTOCYBaHHS HACTYITHOI MO3K KOHIIEHTpAllis
BCe ITle CTaHOBHUIA 7,1 MKI/T.

KonmenTpanisi pnykoHa3omy B HIrTax micns 4 MmicsiniB 3acTocyBanHs 150 Mr 1 pa3 Ha TUXIeHb
craroBuia 4,05 MKT/T y 3M0poBUX H0OPOBOJIBIIB Ta 1,8 MKTI/T Ipu 3aXBOPIOBAHHSX HITTiB;
(byKOHa301 BU3HA4YaBCs Y 3pa3Kax HirTiB yepes3 6 MiCAIIB IicIis 3aBepIlIeHHs Teparllil.

BiorpaHcdopmatiis.

®nykoHa301 MeTabomi3yeThCst He3HAYHOI0 Mipoo. [1pu BBeIeHHi 103U, MiuyeHOl PagioaKTUBHUMHU
izoronamu, nuure 11 % ¢prykoHa307y €eKCKPeTYeThCS 3 cedelo y 3MiHeHOMY BUrnsani. dnykoHas3on €
cenekTuBHUM iHribiTopoM i3odepmenTiB CYP2C9 ta CYP3A4, a Takox iHTiOiTOpOM i30hepMeHTY
CYP2C19.

BuBeneHHs.

[Nepion HamiBBUBemeHHs GIYKOHA30ITY i3 MMJIa3Mu KPOBi CTaHOBUTH 61u3bK0 30 romguH. Binbina
YacTHHa IIpenapaTy BUBOOUTLCS HUPKaMu, mpudoMy 80 % BBeOeHOl 03U BUSBIISIETLCA Y CeUi B
He3MiHeHOMY cTaHi. KimipeHc GiyKoHa305y TponopLUiiHuy 00 KJlipeHCy KpeaTuHiHy. LIupKynongux
MeTabOTiTiB He BUSBIIEHO.

TpuBanuii nepion HamiBBUBEOEHHS IIpenapaTy 3 IJla3MH KPOBi Jla€ MOXKJIUBICTH pa30BOr0
3aCTOCYBaHHS IIpeliapaTy [IpU BariHaJIbHOMY KaHOUOO031, @ TAKOXK 3aCTOCYBaHHS mpemnapaTy 1 pa3 Ha
TUXKOEHb [IPY iHIIKUX [TOKa3aHHIX.

HupKoBa HEIOCTaTHICTE.

Y malieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSXKKOTO CTyIeHs (IIBUAKICTh KIy004YKOoBOI (inbTpartiil

< 20 M1/xB) nepion HamiBBUBeOeHHs 30inbiryeTsest 3 30 rogun mo 98 rogun. Tomy 1iK KaTeropil
nalieHTiB He0OXiMHO 3MEeHIUTH 003y (hayKoHa3omy. ®IyKoHa30/1 BUAANIIETHCS LUUIIXOM reMOofiai3y,
Ta MEHIIOI MipoI0 - LIJITXOM IHTpalnepuToOHealbHOTO fianidy. CeaHc reMofiai3y TpUBaiCTO 3
TOMMHU 3HUXKYE piBeHb (IYKOHA30Iy V Ia3Mi KpoBi npubnusno Ha 50 %.

[TalieHTH JTITHLOTO BIiKY.

3MiHM (papMaKOKIHETUKY y MAIi€HTIB JIITHHOTO BiKy OUEBUOHO 3a/I€3KUTh Bifl TapaMeTpiB (yHKIIi1
HUDOK.

KriniyHi xapaKTepHCTHKH.



IToxka3auns.

Oudmo30n° MOKa3aHUIA IUIs TiKyBaHHS TaKMX PUOKOBUX iH(GEKIi# y BOpocauX (AKB. PO3IiN
«DapMakoguHaAMIKa»):

- KPUIITOKOKOBUH MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKIuAioimo3 (muB. po3min «Oco0IuBOCTI 3aCTOCYBAHHSI»);
- iHBA3MBHI KaHOUOO3H;

- KaHIUJ03M CIM30BUX 000JI0OHOK, BKIII0OUYAI0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPaBOXOMY,
KaHOUAYPis, XpOHIYHKY KaHAXWO03 LIKIpU i CTU30BUX 000JI0HOK;

- XpOHiYHUM aTpodiyHUN KaHIUI03 POTOBOI MOPOXKHUHY (KaHIUI03, CIPUUYNHEHUN BUKOPHUCTAHHSIM
3y0HUX IPOTE3iB) — IPHU HeeeKTHUBHOCTI TirieHu POTOBOI MOPOXKHUHU ab0 MicIieBOl Teparii;

- BariHaJIbHUM KaHOUO03, TOCTPUM UM PEIMOVWBHUM, KOJIM MiCIleBa Tepallis He € OOIiIbHOIO;
- KaHOuOo3HuM 0aslaHiT, KOJIU MiclieBa Tepallis He € HOLiTbHOIO;

- IepMaTOMiKO3H, BKJII0Yal04y MiK03 CTOII, MiK03 I'JIaiKkOl IIKipH, TaX0OBUM NEPMaTOMIKO3,
pisHOOapBHUY NHIlIal Ta KAHAWOO3HI iHPEKIIi] Kipy, KoMK IT0Ka3aHo 3aCTOCOBYBATU CUCTEMHY
Tepartiio;

- mepMaTO(iTHUYN OHIXOMiKO03, KOJIM 3aCTOCYBaHHS iHIIKX JTiIKAPCHKUX 3aC00iB HE € JOLITbHUM.
Oudmnoson® mokasaHui s NpodiTakKTHKY TAKUX 3aXBOPIOBAHL Y IOPOCTHX, SAK:
- peLuguB KPUIITOKOKOBOTO MEHIHTITY y IAl[i€HTiB 3 BUCOKUM PU3UKOM HOT0 PO3BUTKY;

- PeIuauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOAy y MalieHTiB 3 BIJI 3 BUCOKMM PU3UKOM HOT0
PO3BUTKY;

- BariHanmbHUM KaHAUIO03 (4 abo Oinbllle BUTAOKY Ha PiK) — OIS 3HUKEHHST YaCTOTH PEIUONBIB;

- KaHOUOO3Hi iH(deKIIil y mallieHTiB i3 TpuBaIow HEUTPOIIEHi€l0 (HAPUKIIa/, V Malli€HTiB 3i
3/10KiCHUMU 3aXBOPIOBaHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTepariio, abo y malieHTiB mpu
TPaAHCIUIAHTAllil TeMOIIOEeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. Po3min «®apMaKoIoTriyHi BIaCTUBOCTI.
dapmakoguHaMiKa»).

Oudmno301° MOKa3aHUM MiTAM A7 JiKyBaHHSA KAHAUNO03IB CIM30BUX 000JI0HOK (KaHIUIO03
POTOTJIOTKY, KAHAUA03 CTPAaBOXOAY), iHBa3MBHUX KaHAU03iB, KPUIITOKOKOBOT'O MEHIHTITY Ta OJIs
npodiTakKTUKY KaHAUOO03HUX iH(PEKIiN y MallieHTiB 31 3HUXKeHUM iMyHiTeTOoM. [IpenapaT MoXKHa
3aCTOCOBYBATH K MiTPUMYyBaIbHy Tepaliio Ojis IonepenXkeHHs PeIUIUBY KPUIITOKOKOBOIO
MEHIHTITY y AiTel i3 BUCOKUM PU3UKOM HMOT0 PO3BUTKY (OUB. po37in «OCcOoOIMBOCTI 3aCTOCYBaHHSI»).

3acToCOBYBAaTH JIiKapChKUi 3acib y popMi Karcyn il KaTeropii marieHTiB MoXkKHa TOAi, KOIH AiTH
3maTHi 6e3MeYHO MPOKOBTHYTH KaICyy, 110 3a3BUYall € MOXKJ/IMBUM Y Billi Bif 5 POKiB.

Tepamito npenapaTom Judmo30n1° MoXHa PO3MOYMHATH [0 OTPUMAHHS Pe3y/bTaTiB KyIbTypaabHuX
Ta iHIIMX 1a00paTOPHUX JOCIXKEeHb; OfHAK IIiC/ISl OTPUMAaHHS pe3yIbTaTiB NPOTUiHDEKIiINHY
Tepallilo CJIi CKOPUTYBaTH BiATIOBIAHUM YUHOM.



IIpomunoka3aHHs.

- T'inepuyTnuBicTh M0 GIyKOHA30JTy, iHIINX a30IbHUX CIIOIYK a00 00 OyOb-SKOI 3 IOTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYacHe 3aCTOCyBaHHA (DIIyKOHA30/Iy Ta TeppeHaguHy Nali€eHTaM, IKi 3aCTOCOBYIOTh
¢bnykoHa3oin 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3yibTaTaMu JOCHiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCyBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, III0 TOIOBKYIOThH iHTEpPBA
QT ta meTtabomizyoThcs 3a gonoMoroio ¢pepmenTy CYP3A4 (Hanpukiap 1u3anpuay, acTeMi3ony,
niMO3Upy, XiHIAMHY Ta ePUTPOMILIUHY).

B3aemodisn 3 inwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

HQOTI/IHOKEBaHO CyMiCHe 3dCTOCYBAHHA @HyKOHaISOJ'[y Td HUXKY€3d3HAYEHUX HiKaQCBKI/IX

3aco0iB.

Iuzanpu0: OBiKOMIIAIOCS IPO PO3BUTOK MOGIYHUX peakiiiii 3 60Ky ceplisd, Y TOMY YHKCIIi IIPO
IapOKCU3MaJIbHY LIIYHOUYKOBY TaxiKaphiio TUIY «IIipyeT» y Halli€HTiB, Ki ODHOYACHO 3aCTOCOBYBAJIU
bnykoHa301 Ta nu3anpun. KoHTponboBaHe JOCTIIXXEHHS IPOOEeMOHCTPYBAJIO, 1[0 ONHOYaCHe
3actocyBaHHS 200 Mr drykoHazony 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha f00y ITPU3BOIUIIO
[0 3HAYHOT'0 MiABUINEHHS PiBHA IIU3anpuay y Ija3Mi KpPoBi Ta 00 NogoBxKeHHS iHTepBany QT.
OpHoYacHe 3aCTOCyBaHHS (hTyKOHA30Jly Ta LKM3alpPHUAY IPOTUIIOKa3aHe (IUB. PO3Mi
«IIpoTunoka3anusa»).

TeppeHaOuH: Yepe3 BUMAKU PO3BUTKY TAKKUX CEPLIEBUX apUTMil, CHPUYNHEHNX OJOBKEHHIM
inTepBany QTc, y malfieHTiB, sKi 3aCTOCOBYBaIy a30JIbHi TPOTUTPUOKOBI NTiKapchKi 3aco6u 0IHOYACHO
3 TepdeHaguHOM, OyIM MPOBEEH] MOCTiIKeHHs B3a€MO/Iil ITUX IIperapaTiB. Y X0fi 0qHOTO
IOCTiIKEeHHS IIPU 3aCTOCYBaHHi ¢iykKoHa3ony y mo3i 200 Mr Ha o6y He Oys10 BUSIBIIEHO ITOMOBXKEHHS
inTepBany QTc. [HIIe goCHiAXKeHHS IPU 3aCTOCYBaHHI GIyKoHa3o01y y go3ax 400 mr ta 800 Mr Ha
o0y MpoeMOHCTPYBAJIO, II0 3aCTOCYBaHHS (GIyKoHa301y y fo3ax 400 mr Ha goOy abo Bullle 3HaYHO
IiABUINY€E PiBEHb TeppeHafuHy y IIJla3Mi KpOBi IPU OGHOYACHOMY 3aCTOCYBaHHI IIUX IpelaparTis.
CywmicHe 3actocyBaHHs (ykoHa3ony y mo3ax 400 mr a6o Buille 3 TepdheHaAMHOM IPOTUIIOKA3aHE
(muB. po3min «IIpoTunoka3auHs»). [Ipu 3acTocyBaHHI QrykoHa3omy y mo3ax Hux4e 400 mMr Ha mo0y
OJIHOYaCHO 3 TepheHaguHOM CIIifl IPOBOAUTHU PeTeNIbHIUY MOHITOPHHT CTaHy Ialli€HTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30JIy MOXKe 3MEHIIUTH KIIipeHC
acteMmizony. Cupu4ynHeHe IIUM IiABUINIEHHS KOHIIEHTPAIlil acTeMi30/Ty y Ij1a3Mi KpoBi MoxKe
IIPU3BECTH [0 Oof0BXKeHH iHTepBany QT Ta y pigKiCHUX BUIagKax - 10 IapOKCU3MaJIbHOI
IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IIpOTUIIOKa3aHe (OuB. po3nin «IIpoTunoKa3aHHI»).

ITimo3u0 ma xiHiOuH: CyMicHe 3aCTOCYBaHHS (PIIyKOHA30/y Ta MiM0o3uay a0do XiHiguHy MoXe
IPU3BOIUTH [0 IIPUTHIUEHHS MeTa0oi3My miMo3uny abo XiHifWHYy, X04a BiAIOBIgHUX OOCIigXKEHb in
vitro Ta in vivo He poBomuiu. ITigBUIIIEeHHS KOHIIEHTpallii miMo3umy a0o XiHiguHy y m1a3Mi KpoBi
MOXKe CIPUYUHATY NONOBXKeHHS iHTepBany QT Ta y pigKiCHUX BUNIagKaX IPU3BOLUTHU 40 PO3BUTKY
IIapOKCH3MaJIbHOI IITYHOYKOBOI TaxiKapfii Tumy «mipyeTr». OgHOYacHe 3aCTOCYyBaHHSA (IyKOHA30ITy



Ta miMo3upay abo XiHimWHYy MpoTUIIOKa3aHe (OuB. po3Min «[IpOTUTIOKA3aHHS»).

EpumpomiyuH: ogHOYaCHE 3aCTOCYBaHHSI €PUTPOMILIMHY Ta (HIIyKOHA30JIy MOXKe IIPU3BOJUTH 10
IigBUIIIEHHS PU3UKY PO3BUTKY KapaiOTOKCUYHOCTI (mogoBxkeHHs iHTepBany QT, mapokcu3MaibHa
IIJTyHOYKOBA TaXiKapphis TUIY «IipyeT») Ta, K HACMIigOK, 4O PalTOoBOl CEpIeBOl CMEPTi.
3acTocyBaHHs KOMOiHaIlil IUX TiKapChKUX 3aCc06iB MpOTUIIOKa3aHe (OuB. po3min «[IpoTUIIOKa3aHHI»).

He pekoMeHOYeThCsS OOHOYACHE 3aCTOCYBAHHS (hIYKOHA30JY Ta HUKYe3a3HaUYeHUX
JiKapCchbKUX 3aco0biB.

T'anopanmpuH: hayKOHA30 MOXKe CIPUYUHUTH IIiIBUIIEHHS KOHIIEHTpAIlii rasohaHTPpUHY y IIa3mi
KPOBi 3a paxyHOK npurHiuenHs CYP3A4. OpHoyacHe 3aCTOCYBaHHS LIKX JIIKAPCHKUX 3aC00iB MoXKe
IPU3BONUTHU [0 MiIBUILIEHHS PU3UKY PO3BUTKY KapHiOTOKCUYHOCTI (momoBxkeHHS iHTepBany QT,
apoKCcu3MaJlibHa IITyHOYKOBa TaxiKapmida TUIy «IipyeT») Ta, sIK HaCJigoK, A0 PanTOoBOl CEpIeBOl
cMepri. Crtig yHHKATH 3aCTOCYBaHHS KOMOiHaIIil IuX TiKapchkux 3acobiB (muB. po3min «OcobnmuBoCTi
3aCTOCYBaHHS»).

CyMiCHe 3aCTOCYBAHHA @HyKOHaE%OHy Td HU2KY€E€3a3Ha9YeHHNX HiKaQCBKI/IX 3ac06iB BUMarae

00epeKHOCTI.

AmioOapoH: ogHOYACHE 3aCTOCyBaHHS (HITYyKOHA30Jy 3 aMioflapOHOM MOXKe IIPU3BECTHU J0
nopnoBxKeHHs iHTepBany QT. ®nykKoHa307 ciIif 3 06epeKHICTIO 3aCTOCOBYBATH Pa3oM 3 aMiOflapOHOM,
0co0/IMBO y pa3i npu3HauyeHHs BUCOKOI 103U ¢iyKoHa3oiy (800 mr).

CyMicHe 3acTocyBaHHS (hIYKOHA30JY i HUKYe3a3HaYeHUX JiKapChKUX 3aC00iB BUMarae
00epeKHOCTI Ta KOPUTYBAHHS MO3M.

- Bnaue iHwux snikapcvKux 3acobis Ha (payKoHA3041.

HocmigxeHHS B3aEMOil MPOAEMOHCTPYBaJIH, 0 TepopajibHe 3aCTOCYBaHHS (PIYKOHA30ITy
OJHOYACHO i3 BXKMBaHHSIM 1XKi, TPUAOMOM IUMETHUIUHY, aHTALUIB ab0 TOasbIINM ONPOMiHEHHSIM
yCBOT0 TiJla [ IIepecagky KiCTKOBOTO MO3KY He Ma€ KJIiHiYHO 3HaYyI[OT0 BILIMBY Ha abcopOIliio
bITyKOHa3071y.

PugpamniyuH: ogHOYaCHE 3aCTOCYBaHHS (PIIyKOHA30JIy Ta pA(PaMIiluHy IPHU3BOAUIIO 10 3HUXKEHHSI
AUC =a 25 % Ta ckopouyBaJio nepiof HamiBBUBe#eHHS ¢iayKoHa3oiy Ha 20 %. ToMmy 01 malji€eHTis,
SKi 3aCTOCOBYIOTh PUGAMITILIVH, CIif PO3TISHYTHA OOUINbHICTh MigBUIIEHHS NO3U (DIIyKOHA3O0MY.

I'idpoxs1opomia3ud: y HocHifxeHHi (hapMaKOKiHEeTUYHOI B3aEMOfil omHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TipPOXJIOPOTia3uay 300POBUM JOOPOBOJIBISM, SIKi OTPUMYBaIH (GIyKOHA30]I,
IiABUINYBAJIO KOHIIEHTPALi0 (IyKOHa305y v Iia3Mi Kposi Ha 40 %. Taki mapameTpu B3aeMofil He
BAMararoTh 3MiH y peXHMi [03yBaHHS (IyKOHA30J1y [AJIS MAIli€HTiB, Ki OHOYACHO OTPUMYIOTh
cedorinHi 3acobu.

- Bnaue ¢aykoHasony Ha iHwi aikapcvki 3acobu.

®nykonaszon € nomipauM iHribitopom muroxpomy P450 (CYP) isobepmenty 2C9 Ta 3A4. dnykoHa3on
€ IOTyXKHUM iHTiGiTopoM i3odpepmenty CYP2C19. Ha momaToK 1o CIIOCTepeXyBaHUX/MOKYMEHTAJIbHO
MigTBepAXKEeHUX B3a€MOiH, 1[0 ONKUCaH] HUX4Ye, IPU OJHOYACHOMY 3aCTOCYyBaHHI 3 (DJIyKOHA30JI0M
iCHy€e PU3UK IiIBUINEHHS y IIJ1a3Mi KPOBi KOHIIEHTPAIIi#l iHIITNX CIIOJYK, 1110 MeTab0Ii3yI0ThCS
CYP2C9, CYP2C19 ta CYP3A4. Tomy 3acTOCOBYBaTH TaKi KoMOiHaIlii mpemnapatiB cif 3
00epexkHiCTIO; TPU IbOMY HeOOXiTHO PeTeIbHO CIIOCTepiraTv 3a CTAHOM MallieHTiB. [IpuraiyyBasbpHa



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

AbpeHmaHia: i Yac OMHOYACHOTO 3aCTOCYyBaHHA anb(eHTaHiny y no3i 20 MKT/KT Ta GIyKOHA30Iy
y mo3i 400 Mr 3mopoBUM JOOPOBOJIBIIM CIIOCTEpiramocst gBokpaTHe 30inbienns AUC,,, MOXKITUBO
yepe3s inridysanus CYP3A4. Moxe 6yTu HeoOXigHMM KOPUTYBaHHS 003U alnbpeHTaHiny.

Amimpunmusin, HopmpunmuJiH: GIYKOHA30J IIOCUJIIOE Iif0 aMiTPUNTUIIIHY Ta HOPTPUNITUIIIHY .
PekoMeHIy€eThCSI BUMIpIOBAaTH KOHIIEHTpallil 5-HOPTPUNITUIIHY Ta/a00 S-aMiTPUNITHIIIHY Ha ITOYaTKY
KoMOiHOBaHOI Teparrii Ta yepe3 1 TuXOeHb. Y pa3i HeoOXigHOCTI CITif BiTKOPUTYBATH HO3Y
aMITPUIITUIiHY/HOPTPUIITUIIIHY .

Am¢pomepuuyuH B: omgHOYaCHe 3aCTOCYBaHHS (PIIyKOHA30/1y Ta aMpoTepulinHy B iHdikoBaHUM
MHUIIIaM i3 HOPMa/JIbHUAM IMyHITETOM Ta iH(piKOBAHMM MHUIIAM 3i 3HNKEHUM IMYHITETOM Aajio
TakKi pe3yNnbTaTu: HEBEJIUKUYN agUTHBHUM TPOTUTPUOKOBUY ePeKT Ipu CUCTEeMHIN iHdekIil C.
albicans, BifCyTHICTb B3a€MOZIil IpU BHYTpIIIHbOYEPENHiX iH(peKIii Cryptococcus
neoformans Ta aHTaroHi3M [BOX IIpelapaTiB IIPU CUCTEMHii iHbek1ii Aspergillus fumigatus.
KriHiuHe 3HaYeHHS pe3yJIbTaTiB, OTPUMaHUX Y X0l LIUX OOCIiIXkKeHb, HEBiIOMe.

AHMuKoaz2yaaHmMu: SK i Ipu 3aCTOCYBaHHi iHIIMX a30/TbHUX ITPOTUTPHOKOBUX 3ac00iB, Ipu
OJIHOYaCHOMY 3aCTOCYBaHHI (PIyKOHA30/1y Ta BaphapuHy MOBIIOMIISLIOCS IPO BUIIaAKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOI KPOBOTEUi, IITYHKOBO-KUIIKOBUX KPOBOTEY, FeMaTypii Ta MeJIeHu) y
TOEIHAHHI 3 TOJOBXKEHHSIM ITPOTPOMOiIHOBOTO Yacy. IIpu ogHOYaCHOMY 3aCTOCYyBaHHI (PIyKoHA30Iy
Ta Bap(hapuHy crocTepiranocs ABOKpaTHe IiBUIIEHHS MPOTPOMOiHOBOTO Yacy, UMOBIPHO, BHACTIIIOK
npurHiyeHHs MeTabosniamy Baphapuny yepe3 CYP2C9. Crig peTenbHO KOHTPOIOBATH
IpoTpoMOiIHOBHMI YacC y MAalli€HTIB, SKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATYISIHTA ab0
inmamenmion. Moxe OyTH HeoOXimHOI0 KOPEeKIlisd 03U aHTUKOATyIsSHTY.

BeH3odiazeniHu kopomkoi 0ii, Hanpuk.aad Mida3onam, mpuasonam: Ipu3HadeHHs GIyKOHa30Iy
IIiCJIs IepopabHOr0 3aCTOCYBaHHS Mifla30JlaMy IIPH3BOAMIIO A0 3HAYHOTO MiIBUILIEHHS KOHIIEHTpallil
Miga3ojiaMy Ta 0o MMOCUIEHHS IICUXOMOTOPHUX edeKTiB. OmHOYaCHe 3aCTOCYBaHHS (PIIYKOHA30Iy V
no3i 200 Mr Ta mMigasonaMy y [03i 7,5 Mr nepopaibHO mpu3Boauso oo nigsuiteHHs AUC Ta mepiony
HalliBBUBEIEHHS Mifa3onaMmy y 3,7 Ta 2,2 pa3a BignoBiIHO. 3aCTOCyBaHHA (GIyKOHA301y y 031

200 Mr/mo0y Ta 0,25 Mr TprasonaMy IepopaibHO Mpu3Boauio mo nigsuinenHs AUC Ta nepiogy
HaliBBUBEe[eHHS Tpralonamy y 4,4 Ta 2,3 pa3a BignosigHo. [Ipu ogHOYaCcHOMY 3aCTOCYBaHHI
(bITyKOHA30I1y Ta TpHa3ojlaMy CIOCTepiranocs MOTEHIIIOBAaHHS Ta MIPOJIOHTallis edeKTiB Tpra3oiaMy.
SAKI10 MalieHTy, IKAM MTPOXOOUTh KypC JiKyBaHHS (PIyKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Teparniio 6eH30Mia3eninaMy, 103y OCTaHHIX CIlif 3MEHIIUTH Ta BCTAaHOBUTHU HAJIEXKHUM HATJIAM 3a
CTaHOM IIallieHTa.

Kapbama3zeniu: prmyKoHa301 IpurHiuye Metabos1i3aM kapOaMa3zeliny Ta CIPUYUHSIE MigBUIIIEHHS
piBHS KapO6aMasemniny B cupoBaTili KpoBi Ha 30 %. IcHye pu3uK pPO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6aMaseniny. Moxe OyTy HeoOXiIHUM KOPUTYBaHHS 103U KapbaMaseniHy 3a7ekHO Bifl piBHS #0ro
KOHIIEHTPaIllil Ta Oil mpemapary.

B0kamopu Kasavuiesux kaHaig: OesiKi aHTarOHICTH Kalblliio (HidheouiH, icpagulris,
aMJIONUIIIH Ta denoputin) Metaboni3yoTbcs pepmenToM CYP3A4. ®nyKoHa30J MOTEHLINHO
MOXKe IiABUINYBaTHA CUCTEMHY €KCIT03H1il0 07I0KaTOPiB KabI[iEBUX KaHAJIiB.
PekoMeHIOBaHW peTeNbHUY MOHITOPUHT II[OJI0 PO3BUTKY MOOIYHUX peakiliid.

Ilenekokcub: mpu OMHOYACHOMY 3aCTOCYBaHHi (hykoHa30iy (200 Mr Ha go0y) Ta 1e/TeKOKCHOy



(200 mr) C,,, Ta AUC nenekokcuby migBuiiyBanucs Ha 68 % ta 134 % BigmosigHo. ITpu omHOYaCHOMY
3aCTOCyBaHHI 1leieKoKcuOy Ta QriykoHa30i1y Moxke OyTH HeOOXigHUM 3MeHIIeHHS 03U IeJIeKOKCHOY
BABiui.

Huxknaogpocpamio: ogHOYACHE 3aCTOCYBaHHA LUKI0pochaminy Ta GIyKOHa30Ily IPU3BOTUTH 0
nigBUIIeHHS PiBHS OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoxHa
3aCTOCOBYBaTH OJHOYACHO, 3BaXKaloul Ha PU3UK MiIBUILIEHHS KOHIeHTpalil Oinipybiny Ta
KpeaTHHIHY B CUPOBATLi KPOBI.

®eHmaHi: TOBIHOMIISINIOCS TIPO OJUH JeTalbHUM BUIMIAMOK iHTOKCHKAIll (heHTaHiIOM BHACIIOK
MOXKJIMBOI B3aeMofii GpeHTaHiny Ta prnykoHa3omny. [1o TOT0 XK y HOCTiIXKEHHI 3a y4acTIO 30OPOBUX
noOpoBOIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PJIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB eJTiMiHalli0
benTaniny. [ligBuiieHHS KOHIIEHTPalil PeHTaHiTy MOXKe IPU3BECTU [0 IPUTHIYEHHS JUXaHHS, TOMY
CJIifl peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 0yTH HeoOXiHO0 KOpeKIid 103U GeHTaHiy.

IH2ibimopu I'MTI-KoA-pedykma3su: CyMiCHe 3aCTOCYBaHHS (QIIyKOHa30J1y Ta iHribiTopiB I'MI-KoA-
penykTasw, 1mo Metabomisyiotecss CYP3A4 (aTopBacTaTUH Ta CUMBACTaTHH), abo iHriGiTopiB ['MTI-
KoA-pemykTasy, mo Mmetabomnizyiotscss CYP2C9 (drmyBacTaTuH), MiaBUIIYE PU3UK PO3BUTKY MiomaTii
ta pabgomionisy. ¥ pa3i HeoOxigHOCTI 0qHOYACHOTO 3aCTOCYBaHHS LIMX MpelapaTiB CIifl peTeabHO
CIIOCTEpiraTu 3a NallieHTOM IIIO0 BUHMKHEHHS CHMIITOMIB Mionartii Ta pabmomiosidy i mpoBoguTH
MOHITOPUHT PIBHA KpeaTUHKIHA3U. Y pa3l 3HAYHOrO MiBUIIeHHS PiBHI KpeaTUHKIHA3H, a TaKOXK IIPU
niarHocTyBaHHI abo migo3pi Ha Miomarito/pabmomionis 3acTocyBanHs iHribiTopiB 'MI-KoA-pengykTa3u
CJIif IPUNIUHUTH.

I6pymuHi6: momipHi inribitopu CYP3A4, Taki ik GIyKoHA3011, MiABULIYIOTh KOHIIEHTPAIlii0 i0pyTHHIOY
B IJIa3Mi Ta PU3UK TOKCUYHOCTI. JKIIO HEMOXKIIMBO YHUKHYTH KOMOiHalil mpenaparis, moTpi6HO
3HU3UTHU 003y i6pyTuHiOy mo 280 Mr oguH pa3 Ha Ho0y (2 Karcymnau) 3 MeTo0 MONOBXKEHHS
3aCTOCyBaHHS iHTiOiTOPY Ta 3a6e3meunTy IOCTIMHUN KITiHIYHUN MOHITOPUHT.

Isakagpmop: omHOYACHe 3aCTOCYBaHHS iBakadTOpy, peryisiTopa TpaHcMeMOpaHHOI IPOBIIHOCTI Ipu
mykoBiciumosi (CFTR), 36inbiryBano eKcro3uiiio iBakadTopy B 3 pa3y, a eKCII03UIil0
rinpokcumeTtuniBakadtopy (M1) - y 1,9 paza. [TamienTam, sKi ogHOYACHO IPUNMaOTh IOMipHi
inribitopu CYP3A, Taki 9K (IyKOHa30JI i epUTPOMIIINH, PEKOMEHI0BaHO 3HUXKEHHS 003U iBaKaTopy
mo 150 mMr omuH pa3 Ha go0y.

Osanapu6: nomipHi inribitopu CYP3A4, Taki gk ¢prykoHa3os1, 30ibLUIyIOTE 1J1a3MOBi KOHIIEHTPAIlil
onanapu0y; iX omHOYaCHe 3aCTOCYBAHHS He PEKOMEHAYETHCS. K0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IPUHOM oJlantapuly o0MexyoTh qo3aMu 200 Mr gBiui Ha m006y.

ImyHocynpecopu (Hanpukaad yuK/A0CNOPUH, e8epoaimMyc, CUPOAIMYC i MAKpPoaimyc).

IMuxsaocnopuH: GIyKOHA30J 3HAYHO MigBUINye KoHIleHTPalio Ta AUC nuknocnopuny. [Ipu
OJHOYAaCHOMY 3aCTOCYBaHHi ¢iyKoHa301my y mo3i 200 Mr/moly Ta IIMKIIOCIIOPUHY Y H03i

2,7 mr/kr/moby cnoctepiranmocs 36inpmenns AUC muknocnopuny y 1,8 pasa. Li mpemapatu MoxkHa
3aCTOCOBYBaTH OQHOYACHO 3@ YMOBH 3MEHIIIEHHS 03U LUKJIOCIIOPUHY 3aJIe’KHO Bifl K0OT0
KOHIIEHTpAIIil.

Egepoaimyc: X04a HOCTIgXKEHbD in Vitro Ta in vivo He IPOBOAUIIH, BiIOMO, IO (PIIyKOHA30JI MOXKEe
MigBUIIYBAaTU KOHLIEHTPAL[il0 €BEPOIIMYyCY B CUPOBATLi KpOBi yepe3 npurHivenss CYP3A4.

Cuposaimyc: GmykoHa307 MigBUILYE KOHIEHTPALII0 CHPOIIMYyCY V 1J1a3Mi KPOBi, IMOBIpHO, IIJITXOM
npurHiyeHHs Metaboniamy cuposimycy dbepmentom CYP3A4 ta P-rnikonporeinoM. Lli mpemapatu



MOXKHa 3aCTOCOBYBATH OJHOYACHO 3a YMOBU KOPUTYBAHHS MO3U CHPOIIMYCY 3a7€XKHO Bif PiBHS
KOHIIEHTpallil Ta eeKTiB Ipemapary.

Takpoaimyc: pnyKoHA30 MOXKe MigBUITYBaTH KOHIIEHTpPAIlil TAKPOIiMyCy B CUPOBATIIi KPOBi I0

5 pasiB pu #oro nepopasbHOMY 3aCTOCYBaHHI Yepe3 MPUTHiYeHHST MeTab0i3My TaKpoJiMycy
dbepmenTom CYP3A4 y kumeyHuKy. [Ipy BHyTPIIIHBOBEHHOMY 3aCTOCYBaHHI TaKPOIIMyCy HE
CIloCTepiranocs 3HaYyHUX 3MiH (papMaKOKiHeTUKH. [TiiBUIEHI piBHI TAKPOIIMYCY aCOLi0I0TLCA i3
He(pPOTOKCUYHICTIO. [103y TaKPOJIIMyCy AJIS IEPOPAIbHOT0 3aCTOCYBaHHS CJIif 3HUKYBaTH 3aJIe3KHO
Bifl KOHIIEHTpAIlil TaKpOJiMyCy.

Jlo3apman: priyKoHa30/1 IPUTHidy€e MeTaboIi3M J103apTaHy [0 Moro akTuBHOTO MeTabority (E-31 74),
1m0 00yMOBJTIOE OiNbIy YaCTUHY aHTAaroHi3My 40 pellenTopiB aHrioTeH3uny Il mifg yac 3acTocyBaHHS
JI03apTaHy. PeKOMeH0BaHO 3[iMCHIOBATU IIOCTIMHUM MOHITOPUHT apTepiaJibHOTO TUCKY Yy MAlli€HTiB.

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

HecmepoidHi npomu3ananavHi npenapamu (HIT3I1): ipu 0gHOYACHOMY 3aCTOCYyBaHHi 3 (DJIyKOHA30JI0M
C,.x Ta AUC ¢dnyp6inpodeny migBuiryBanucs Ha 23 % Ta 81 % BiAmoBigHO MOPIiBHSIHO 3 BiAMOBITHUMU
II0OKa3HMKaMU IIPY 3aCTOCYBaHHI Tinbku (rypOinpodery. AHaNIOTiYHO IPU OGHOYACHOMY
3acTocyBaHHi prrykKoHa3omny 3 pauemiunuM ibympoderom (400 mr) C,,, Ta AUC hapmMakomorivHo
aKTHBHOTrO i3oMepy S-( )-ibynpodeny nigpuinyBanucs Ha 15 % Ta 82 % BigmoBifmHO, IOPiIBHSAHO 3
TaKMMHU ITOKa3HUKaMU IIPU 3aCTOCYBaHHI TiJIbKM palleMidHOro i0ympodeHy.

Xoya creliaabHUX JOCTIAXKEeHb He IPOBOAUIIN, BiOMO, 110 (PIyKOHA30JI MOXKe IMigBUILIyBaTH
cucTteMHy ekcnoautito inmmux HIT3II, ski metabonizyioteca CYP2C9 (Hanmpukiia HallpOKCEHY,
JIOPHOKCHUKaMy, MeJIOKCUKaMy, IUKIIodheHaKy). PEKOMeHIOBaHO IePiogUYHO 3OiiCHIOBATH
MOHITOPUHT OOIYHMUX peakliyl Ta TOKCUYHUX MIPOSIBiB, oB’g3anux i3 HII3I1. Moxke 6yTu moTpibHE
KopuryBsaHuHs no3u HIT3II.

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

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

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

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



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

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

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

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

AsKanoiou 6apeiHKy: Xo4a BiTIOBiMHUX JOCIiAKEHb He TPOBOAUIH, GIIYKOHA30]I, UMOBIpHO Yepe3
inribyBanust CYP3A4, MoXe CIpUYMHSTH IiBUIIEHHS KOHLIEHTpAallii aKanoifiB 6apBiHKY y mia3mi
KPOBi (HampuKiaf BIHKPUCTUHY Ta BiHOJIACTUHY), 110 IPU3BOAUTD 10 PO3BUTKY HEMPOTOKCUYHUX
eexTiB.

BimamiH A: IOBIZOMIISINIOCS, 110 y NAllieHTa, SKUU OOHOYaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY
KHCJOTY (KuCoTHa ¢opMa BiTaminy A) Ta GIyKoHA30, criocTepiranucs nobiuHi peaxiiii 3 60Ky
IeHTpanbHoi HepBoBoi cuctemu (ILTHC) y dhopmi mceBmoTyMOpy T'OJIOBHOTO MO3KY; HaHu# eheKT 3HUK
micns BigMiHu grnykoHa3omy. Li mikapckKi 3aco6u MOXKHa 3aCTOCOBYBAaTH OJHOYACHO, ajie CIIif
naM’siTaTy PO PU3UK BUHUKHEHHS N00igHuX peakii 3 6oky ITHC.

BopukoHa3so (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): omfHOYaCHE 3aCTOCYBaHHSA
BOPHKOHa301y nepopanbHo (1o 400 Mr KoxHi 12 rogus npotsaroM 1 gHs, moTiM 1mo 200 Mr
KOXHi 12 rogus npotsarom 2,5 gHiB) Ta ¢GyKoHa30iy nepopanbHo (400 Mr B epiinii IeHb,
moTiM o 200 Mr KOXHi 24 TOOWHY MPOTSATOM 4 [HIB) 8 300poBUM MOOPOBOJIBISIM Y0I0BIYO01
cTaTi mpu3Beso ao miasuileHHs C ., Ta AUC, BOpHKOHa30/1y B cepegHboMy 10 57 % (90 % II:
20 %, 107 %) Ta 79 % (90 % [I: 40 %, 128 %) BigmoBigHO. HeBimoMo, Y1 IPHU3BOOUTH
3HMXKEHHS 1034 Ta/ab0 4acTOTH 3aCTOCYBaHHS BOPMKOHa30/1y abo (hIyKoHa301y [0
yCyHeHHS TaKoro edekTy. [Ipu 3acToCyBaHHI BOPHKOHA30/y Micias GIyKOHA30Iy CIIif
IIPOBOAUTY CIIOCTEPEXKEHHS OO0 PO3BUTKY MOOIiYHMX edeKTiB, acoIliioBaHUX i3
BOPHUKOHAa30JI0M.

3udosyouH: pnykona3zon nigsumye C,,. Ta AUC 3umoBynuny Ha 84 % Ta 74 % BigmoBigHO, 1110
3yMOBJIEHO 3HUKEHHSIM KJIipEHCY 3UNOBYAUHY pUOIU3HO Ha 45 % IIpu HOTr0 IepopaibHOMY
3acTocyBaHHi. [Iepion HamiBBUBeNeHHS 3UAOBYAUHY OYB TaK0XK MOIOBXKeHUY MpruOu3Ho Ha 128 %
micis 3acTocyBaHHS KoMOiHallii GyKoHa30/1y Ta 3UOBYOUHY. 3a MallieHTaMu, 5IKi 3aCTOCOBYIOTh
TaKy KoMOiHallio mikapchkux 3aco06iB, Clif CIocTepiraTy 00 PO3BUTKY MOOIYHUX peakiil,
II0B’sI3aHUX 13 3aCTOCYBaHHAM 3UO0BYAVHY. MOXKHa PO3IIISHYTU OOLIIBHICTh 3HUXKEHHS NO3U
3UOBYIUHY.



A3umpoMiluH: Tig 9ac HOCIigXKeHb BIIMBY a3UTPOMIIIMHY Ta (QIyKoHa301y Ha hapMaKOKiHETUKY
OJIMH OJHOTO IIPH 1X OMHOYACHOMY IIepOpaIbHOMY Pa30BOMY 3acToCyBaHHi y go3ax 1200 mr ta 800 mr
BiATIOBiTHO XKOOHUX 3HAUYNIUX (DapMaKOKiHETUYHUX B3aEMOIil BUSIBIIEHO He 6YII0.

ITepopanvHi KoHmpauyenmueu: mif 4ac papMaKOKiHETUYHUX [OCTiIXKeHb 0araTopa3oBoro
3acTocyBaHHS QIIyKOHAa30Jly Ta KOMOIHOBaHOTO I1epOPasbHOr0 KOHTPalleNITHBa [IPU 3aCTOCYBaHHI
bnykoHa3oimy y no3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0yJ10, TOAI SIK IIPU 3aCTOCYBaHHi
bnykonazony y no3i 200 Mr Ha moby cnocTepiranocs 30inbmenns AUC etuninectpamiony Ha 40 %, a
neBOHOpPrecTpeiny - Ha 24 %. Lle cBiguuTh IIpo Te, 110 6araTopa3oBe 3aCTOCYBaHHSI (QIYKOHA30Iy Y
3a3HavYeHMX [103aX HaBPS[ YU MOXKEe BIUTMBATH Ha €(heKTUBHICTb KOMOIHOBAHOTO IIEPOPAJIEHOTO
KOHTpAallenTHBa.

Oco06.1u8ocmi 3acmocyeaHHsi.

Hepmamocgimia. BignmoBigHO 00 pe3ysbTaTiB HOCHIAXEHHS (HIYKOHA30JIy AJIS IiKyBaHHS gepMaTodiTil
y HOiTel, eheKTUBHICTh (GIIYKOHA30Jy He MepeBUlye eheKTUBHICTb IPU3e0]yIIbBiHY: 3araJbHUN
IIOKa3HUK e(heKTUBHOCTI CTaHOBUTEL MeHIne 20 %. Tomy ¢payKoHA305I He CITifl 3aCTOCOBYBATH [JIS
JiKyBaHHS fepMaTodiTil.

Kpunmoxkoko3. [1oka3iB eheKTUBHOCTI (pIyKOHA30JTy [AJd JTiKyBaHHS KPUIITOKOKO3Y iHIINX
JIOKani3anii (HaupuKiaf JIeTeHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTaTHBO, TOMY
PEeKOMeHfaliii oA0 JO30BOr0 PeXKUMY [JId JIIKyBaHHS TaKUX 3aXBOPHOBAHb HEMAE.

T'1uboki eHOemiuHi miko3u. [JoKa3iB e(heKTUBHOCTI PIyKOHA30/Iy [AJId JIIKyBaHHS iHIINX GopM
eHIeMiUHMX MiKO3iB, TAKMX SIK IapPaKOKIUIiOlHOMIK03, TiCTOIIa3M03 Ta IIKipHO-
nmiMpaTAYHUYN CIIOPOTPUX03, HEJOCTAaTHLO, TOMY PeKOMEeHAalliil I0fI0 AO30BOT0 PEXUMY OIS
JIIKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. IlallieHTaM i3 mopymeHHSIM (QyHKIIiM HUPOK IpemnapaT CJliff 3aCTOCOBYBaTH
3 o0epexHicTIO (IUB. po3min «Cnocib 3acmocysaHHs ma 003u»).

Hedocmamuicmb HaOHUpkKosux 3as103. KeTOKOHa301, SIK BiloMO, CIIPUYNHSIE HEAOCTATHICTD
HaJHUPKOBUX 3aJ103, i Ile TAKOXK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITaEThCS PigKO.
HepocTraTHiCTh HAOHUPKOBUX 3aJ103, IOB'I3aHa 3 OMHOYACHUM JIIKyBaHHSM IIPENHI30HOM, OlKCaHa B
po3mini «B3aemopis 3 iHIIUMHU JTiKapCbKUMHU 3aco0aMu Ta iHII BUAX B3aEMOfid. Brinus GiykoHa30my
Ha iHm miKapchKi 3acobu».

T'enamobiniapHa cucmema. I1amieHTaMm i3 mopymeHHAM QYHKIIN Ie9iHKY IpenaparT CIif
3aCTOCOBYBaTH 3 00epexkHiCTI0. 3aCTOCYBaHHS (PIIYKOHA30/IY acOIlif0BalIOCS 3 BUHUKHEHHSIM
PioKiCHUX BUTIA[KiB PO3BUTKY TSKKOI T'€lTaTOTOKCUYHOCTI, BKII0Yal04y JieTabHi BUTIA[KH,
TOJIOBHMM YHMHOM V MAL€HTIB i3 TIXKKMMU OCHOBHMMU 3aXBOPIOBAHHSAMU. Y BUNAAKaX, KOJIU
PO3BUTOK T'ellaTOTOKCUYHOCTI acollifoBaBCS i3 3aCTOCYBaHHAM (IIYKOHA3011y, He 0yI10
Big3HA4eHO il IBHOI 3aJIe’KHOCTI Bifl 3arasibHOI J0OO0BOI 103U IIpenapaTy, TPUBAIOCTi Teparil,
craTi abo BiKy malrieHTa. 3a3Bry4ail TelaTOTOKCUYHICTD, CIIPUYUHEeHa (IYKOHA30JI0M,
000pOTHa, a ii MPosBY 3HUKAIOTD ITiCIIT IPUIUHEHHS Teparrii.

3a malfieHTaMH, y SKMX IIPU 3aCTOCYBaHHI (PIIyKOHA30/1y CIIOCTEPIraloThCS BiTXUIEHHS pe3ybTaTiB
GyHKIIOHATBHUX P00 MeYiHKY, CMTifl BCTAHOBUTY PETENIbHUM HaTJISA[ 00 PO3BUTKY OiNIbII TIKKOTO
ypaXeHHS [IeYiHKU.



[TanieHTiB cnifg TpoiHGOpPMyBaTH PO CUMIITOMH, 110 MOXKYTh CBITYUTH NP0 CEPHO3HUY BIIJIUB Ha
TeviHKy (BUpaXKeHa acTeHis, aHOPEKCisl, MoCTiitHa Hy#oTa, 6JTI0BAHHS Ta XKOBTSHULS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS ()JIyKOHA30Jly CJIif HerallHO IPUNWHUTYU Ta IPOKOHCYIbTYBATUCA 3 JIIKapeM.

Cepueso-cyduHHa cucmema. JlessKi a30711, ¥ TOMY YHCJIi ¥ (PIIYKOHA30J1, aCOIiI0I0ThCS i3
nonoBxkeHHAM iHTepBany QT Ha enekTpokappiorpami. ®1ykKoHa30s mogoBxkye iHTepBan QT
IIISIXOM NIPUTHIYEeHHS BUIIPSIMHOTO KajieBoro KaHany (I,,). [TogoBxenHs intepBamy QT
BHACJIOK Ail iHIIKX JTiKapChKuX 3aco0iB (HaIpuKIIa aMiogapoHy) MoXKe ITOCUIIOBATUCS Y
pe3ynbraTi npurHideHHsI pepmenTy CYP3A4 mutoxpomy P450. TToBigomnsinocs mpo ayxe
pigKicHI BUNagKu MogoBxKeHHS iHTepBany QT Ta mapoKcH3MalbHOI IUIYHOYKOBOI TaxXiKapail
THUIY «IIipyeT» IPHU 3aCTOCyBaHHI (PriyKoHa301y. Taki mOBiIOMIIEHHS CTOCYBAJIUCS MAlliEHTIB
i3 TAKKMMU 3aXBOPIOBAHHSAMHU IIPU MMOENHAHHI 0araTbox (hakKTOpiB pU3UKY, TAKUMHU SK
CTPYKTYPHI 3aXBOPIOBAHHS CePIIsl, MOPYIIEeHHS eIeKTPOIITHOTO 00MiHY Ta OOHOYACHE
3aCTOCYBaHHS iHIIKX JTIKapChKUX 3ac006iB, 110 BIIMBaOTh Ha inTepBasn QT. [TarienTu 3
TilTOKalieMi€l0 Ta IPOrpecyrdoi0 CepleBO0 HeJOCTATHICTIO MalOTh MiABUIIEHUN PU3UK
BUHUKHEHHS 3arPO3/IUBUX [JIS KUATTS IUIYHOUYKOBUX apUTMIil Ta TapPOKCHU3MalIbHOL
IIIYHOYKOBOI TaXiKaphil TUIY «IipyeT».

®nykoHa3051 citifg 3 00epexkHiCTI0 3aCTOCOBYBATH IAlliEHTaM i3 pU3UKOM PO3BUTKY apUTMIH.
OpHOYacHe 3aCTOCYBaHHS Pa3oM i3 MiKapchKUMM 3acobaMu, 1110 ITPOJIOHTYIOTE iHTepBan QTc Ta
MeTabomi3yioThcs 3a gonoMoroio hepmenty CYP3A4 nuutoxpomy P450, mpoTumnoka3aHe (QUB. pO3Tinu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIMMY TiKapPCHKUMU 3aco0aMu Ta iHII BUOU B3aEMOMIN»).

I'anopanmpun. F'anodanTtpun € cyoctpatom pepmenty CYP3A4 i mponourye intepsan QTc npu
3aCTOCYBaHHi Y peKOMEHIOBaHUX TepalleBTUYHUX J03ax. OgHOYacHe 3aCTOCYBaHHS raro)aHTPUHY Ta
(bIyKOHA30I1y HEe PEeKOMEHIYEThCS (OUB. PO3Min «B3aemopmist 3 iHIIMMU JTiKapChbKUMHU 3aco0aMu Ta
iHITTi BUIY B32€MOIIN»).

Iepmamosoeiuni peakuii. ITig 9ac 3acTocyBaHHSA (IIYKOHA30Jy PiIKO IMOBIIOMIISIIOCS IPO
PO3BUTOK TakKMX eKC(GhOoIiaTUBHUX MIKiPHUX peakiliv K cuHapoM CTiBeHca — JI2KOHCOHa Ta
TOKCUYHUM emigmepManbHuil Hekpomi3. [TamienTtu 3i CHIIoM GinbIll CXUIBbHI 10 PO3BUTKY
TSKKUX IMKIPHUX peakllii mpu 3aCTOCyBaHHi 6araThox JiKapChKux 3aco0iB. AKIIO y mallieHTa
i3 MoBepPXHEBOI IPUOKOBOI0 iH(DEKITIEI0 3 IBSIIOTHCS BUCUIIAHHS, III0 MOXKHA II0B’sI3aTH i3
3aCTOCYBaHHSM (PIIyKOHA301y, TOAAJIblIe 3aCTOCYBaHHSA IIpenapaTy CJif IPUNUHUTH. AKII0
y TalfieHTa 3 iHBa3MBHOIO/CUCTEMHOI0 IPuOKOBOI0 iH(EKITi€t0 3’ IBNIIOTLCS BUCUIIAHHS Ha
IIKipi, 3a 10TO CTAHOM ITOTPiOHO PeTEeNbHO CIIOCTEPIraTH, a y BUMAAKy PO3BUTKY OYTbO3HUX
BUCHUIIIB a60 MyTbTH()OPMHOI epUTEMHU 3aCTOCYBaHHS (PIIYKOHA30IY CIIifi IPUITMHUTH.

I'inepuymausicmb. Y pigKiCHUX BUNIagKax MOBiIOMIISIOCS IIPO PO3BUTOK aHa(iNIaKTUYHUX peaklii
(muB. po3min «IIpoTunoKasaHHI»).

ITumoxpom P450. ®nykoHa30 € IOTyKHUM iHTibiTopoM dhepmenTy CYP2C9 Ta moMipHUM
inribitopom pepmenty CYP3A4. Takoxk ¢rnykoHa3on € inribitopom pepmenty CYP2C19. Crin
CIIOCTEpIraTy 3a CTAHOM IIaIli€HTIB, SKi OIHOYACHO 3aCTOCOBYIOTh (PIIYKOHA30JI Ta IpenapaTH 3
BY3bKHMM TePaleBTUYHUM BiKHOM, 1110 MeTabomi3yioThcs 3a yuacTio CYP2C9, CYP2C19 ta CYP3A4
(muB. po3min «B3aeMopmis 3 iHIMUMY JTiKapChKUMM 3aC00aM¥ Ta iHIINI BUOY B3aEMOIii»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM IallieHTa IMPY OJHOYaCHOMY 3aCTOCYBaHHI
Tepdenaguny Ta GryKoHa3omy y no3i Menie 400 mMr Ha mo0y (ouB. po3ninu «[IpoTunoka3aHHSI» Ta
«B3aeMopis 3 iHMMMH JTiKapChbKUMK 3aC00aMM Ta iHIIII BUAM B3aEMOIii»).



LonomigcHi peyosuHu. JlikapcbKuli 3acid MiCTATh HOMOMiXKHY pedoBuHY a30py0iH (E122), ska Moxe
CIIPUYUHSTY aJlepriufi peakiiil.

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

3a maHuMU 00CEepBallifHOTO JOCTiOXXEHHS, iCHY€ MiIBUINEHU! PU3UK CIIOHTAHHOT'0 a00pPTY y XKiHOK,
SIKi OTpUMYBasu (pIyKOHA30JI IPOTATOM IIEPIIOr0 TPUMECTPY BaTriTHOCTI.

[ToBimoMIIsinOCs PO YHCJIEHHI BPOOKEHi ITaTOJIOTii y HOBOHAPOAXKEHUX (BKI0oYaouu Opaximnedartiio,
OMCIIIa3ii0 BYIIHOI paKOBUHM, HaAMipHe 30i/bIIeHHS TepPegHbOr0 TiM' TYKa, BUKPUBIIEHHST CTETHA,
IIJIeYOIIPOMEHEBUM CUHOCTO3), MaTepi IKUX MpUUManIy BUCOKi no3u ¢ykoHazomy (400-800 Mr/mo0y)
IIPOTSTOM IIPUHAWMHI TpbhoX abo Oifnbille MicsIiB s JTiKyBaHHS KOKIMAi0iM03y. 3B’I30K Mixk
3aCTOCYBaHHSM (pIyKOHA30Jly Ta IMMU BUNIaJKaMHi He BU3HAYEHUU.

HocnipKeHHs Ha TBapUHAX IIPOAEMOHCTPYBAJIU PENPONYKTUBHY TOKCUYHICTE.

He cnip 3acTocoByBaT 3BM4aiiHi 03U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJIi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSTKOM KpaliHbol He0OXigHOCTI.

He cnig 3acTocoByBaTH BUCOKi 0031 PIyKOHA30 Ty Ta/abo TpuBai KypcH NiKyBaHHS (HITYyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIIKYBaHHS iH(EKIid, [0 MOXKYTh 3arpPOKyBaTHU XKUTTIO.

I'odyeaHHA 2pydoio.

®nyKoHA3071 IPOHUKAE ¥ TPYOHE MOJIOKO Ta OCSATa€ KOHIeHTpallii, momiOHoi mo piBHS Y I1a3Mi KpoBi
(muB. po3gin «®apMakoKiHeTHuKa»). ['oflyBaHHS I'PYOAI0 MOXKHA IIPOAOBXKYBATH IIiCJIS PA30BOT0
3aCTOCyBaHHS 3BUYANHOI 103U (GIyKOHA30I1y, 110 cTaHOBUThL 150 Mr. ['omyBaTu rpyanio He
PEKOMeHOY€EThCS Ipu 0araTopa3oBOMY 3aCTOCYBaHHI (pIyKoHa307y ab0 Py 3aCTOCYyBaHHI BUCOKHUX
no3 ¢aykoHa3oy. Cif OiHUTY KOPUCTh TPYOHOTO BUTOOOBYBAHHS [JIT PO3BUTKY Ta 3[OPOB’S
OUTUHY i KNTiHIYHYy moTpeby MaTepi y nikapchkoMy 3acobi, a TakoXK MOoTeHUiNHI mo6iuHi edekTu
npenapaty abo OCHOBHOTO 3aXBOPIOBaHHS MaTepi /s OUTUHHU.

depmusbHicmb.

®nyKoHA30J He BIJIMBaB Ha (DEPTUIIBHICTL CaMIliB Ta CaMOK IIyPiB.

30amnuicmb enaueamu Ha weudkKicmov peakuii npu KkepyeaHHi asmompanHcnopmom a6o
iHwumMu mexaHizmamu.

IocmifKeHs BIKBY JTiKapCchKoro 3acofy Judmo301° Ha 30aTHICTL KepyBaTH aBTOTPAHCIOPTOM a60
[IpalioBaTy 3 IHIIUMUA MeXaHi3MaMy He IIPOBOOUIIN.

[TauieHTiB cnifg mpoiHGOpMyBaTH PO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHS abo CyooM IIif yac
3aCTOCOBYBaHHs npenapaty Judmo301°. IIpa po3BUTKY TaKUX CUMITOMIB He PEKOMEH/YEThCS



KepyBaTH aBTOTPAHCIOPTOM abo0 IIpaIfoBaTH 3 iHIIMMH MeXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.

Io3a (pryKoHa30/1y 3aIexXUTh Biff BUAY i TAKKOCTI rpuOKoBOi1 iHdexkIril. [ 6inbInocTi BUMaAKiB
BariHAJbHOTO KAHOUIO3Y MOCTATHHO PA30BOr0 3aCTOCYBaHHS Mpemapary.

[Tpu HeobximHOCTI 6HaraTopa30BOro 3aCTOCYBaHHS IIPelapaTy JTiKyBaHHS iHGEKIIN cin
IIPOJIOBXKYBATH 0O 3HUKHEHHS KJTiIHIYHUX Ta 1Tab0paTOPHUX IIPOSBiB aKTUBHOCTI rpuOKOBOI iH(eKIIii.
HepoctaTHs TpuBasiCTh TiKyBaHHS MOXKE IIPU3BECTH [0 BiTHOBJIEHHS aKTUBHOIO iH(MEKLIMHOTO
IIpOLIeCy.

Iudmo301° 3aCTOCOBYIOTh, 3aIe3KHO Bif TiKapChKol popMH, TepopasbHo (Kancymu) abo
BHYTPIIIHBOBEHHO IINIIX0M iHQY3ii (po3uuH s iHPy3iit). Crocid 3acTocyBaHHS IIpenapaTy
3aJ1eXKUTh Bif] KJIiIHIYHOTO CTaHy NaljieHTa. Hemae HeoOXigHOCTI y 3MiHi 1060BOI [03U IpelapaTy npu
3MiHi WIIAXy M0r0 3aCTOCYBaHHSA 3 I€POPAJIbHOI0 Ha BHYTPIIIHLOBEHHUN Ta HABIIAKU.

Kamncynu cnig KoBTaT# IinuMu. [IpuitoM npenapaTty He 3ajeKUTh Bifi IPUHUOMY 1Xi.

Hopocii.
Kpunmoxokos.

- JIikyBaHHSI KpUIITOKOKOBOT'O MEHIHTITY: HaBaHTaXKyBaJbHa [03a CTaHOBUTh 400 MT y nepIIui qeHb.
[TinTpumyBanbHa mo3a - 200-400 Mr onuH pa3 Ha goOy. TpuBamicTh NiKyBaHHS 3a3BU4ail CTAHOBUTH
moHalMeHIe 6-8 TuxHiB. [1py iHQEKIIiAX, 10 3aTPOXKYIOTh JKUTTIO, T0O0BY 003y MOXKHA 30iMbIINTH
mo 800 mr.

- [linTpuMyBasibHa Teparis OJid ONepefXeHHs PelUaUBY KPUIITOKOKOBOIO MEHIHTITY y IAlli€HTIB 3
BUCOKUM PU3UKOM MOTO PO3BUTKY: PEKOMEeH[I0BaHa [03a IpenapaTy cTaHoBUTh 200 Mr OfUH pa3 Ha
o0y IpOTAroM HeoOMeKeHOT0 4acy.

Kokuudioidos.

- PexomeHgoBaHa fo3a ctanoBuTh 200-400 Mr oguH pa3 Ha fo0y. TpuBasicTh TiKyBaHHS
CTaHOBUTH 11-24 MicAni y¥ HOBIIe 3aJIeKHO Bif CTaHy NalieHTa. [ TiKyBaHHA OeIKUX
dbopMm iHdeKIIii, a 0cOOIKUBO IS TiKyBaHHS MEHIHTITY, MOXe OyTH OOLIbHUM 3aCTOCYBaHHS
no3u 800 mMr/mo0y.

IHBa3usHi kaHOuOo03U.

- HaBaHTaxyBasbHa f03a cTaHOBUTH 800 Mr y nepiuui geHs. [linTpuMmyBasnbHa go3a - 400 mr
OOUH pa3 Ha [o0y. 3a3BuYail peKOMeHI0BaHa TPUBAJIICTh JIiIKyBaHHSA KaHAUAEMil CTaHOBUTh
2 TUXKHI TiCJId [epIIuX HeraTUBHUX Pe3yJIbTaTiB FeMOKYIbTYPY Ta 3HUKHEHHS O3HaK 1
CUMIITOMIB KaHOuOeMil.

Kanouodos causosux 060/10HOK.

- Kanaunos poTorioTky: HaBaHTaXyBaslbHa [103a cTaHoBUTH 200-400 Mr y mepiuuil feHsb,
nigTpuMyBanbHa fo3a - 100-200 mMr oguH pa3 Ha Ho0y. TpuBamicTh MiKyBaHHS CTAHOBUTHL 7-21 meHb



(mo mocsITHEeHHS peMicii), arme Moxe OyTu 30inbIeHa [JIS MAIli€HTIB i3 TIXKKUM iMyHOIEeDilIUTOM.

- Kangunos cTpaBoxony: HaBaHTaXKyBajlbHa [03a cTaHOBUTH 200-400 Mr y mepiiuii AeHb,
nigTpuMyBaibHa fo3a - 100-200 mr oguH pa3 Ha fo0y. TpuBamicTs nikyBaHHS cTaHOBUTE 14-30 OHIB
(mo mocsiTHeHHS peMicii), ane Mmoxe OyTu 30iibIlIeHa IJIS MAIEHTIB i3 TAKKUM iMyHOmEDIIIUTOM.

- Kangunypisi: pekoMeHgoBaHa go3a ctaHoBUThH 200-400 Mr omuH pa3 Ha o0y npoTsaroM 7-21 mHiB.
[ns malfienTiB i3 TAKKUM iMyHOmEeIIIMTOM TPUBAIICTh JIIKYBaHHS MOXKHA 30iTbIINTH.

- XponiuHu# aTpodivyHN KaHAUA03: PEeKOMeHI0BaHa f03a CTAaHOBUTH 50 MI ofouH pa3 Ha fo0y
npoTAaroMm 14 gHis.

- XpoHiyHUY KaHOUOO03 LIKipK Ta CIU30BUX 000JIOHOK: PEKOMEHIOBaHa 03a CTAHOBUTH
50-100 Mr oguH pa3 Ha moOy. TpuBaicTh JTiKyBaHHS CTAHOBUTD 10 28 MHIB, ane Moxe OyTH
306inmbInieHa 3a1eKHO Bif TSKKOCTI Ta Buny iHdekii abo 3HUKEHHS IMyHITETY.

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

- KaHOKMmo3 poTornoTky, KaHAuA03 CTPaBOXOAy: PEKOMEHI0BaHa J03a CTaHOBUTH
100-200 mr omuH pa3 Ha m0o6y a6o 200 Mr 3 pa3u Ha TUXK[EHb. TPUBAJIICTD TiKyBaHHS €
HeoOMeKeHOI0 /IS MaIli€HTIiB i3 MPUTHIYeHUM IMyHITETOM.

ITpoginakmuka kaHOUOO3HUX TH(peKUil Yy nauieHmia i3 mpusa/n0t HelumponeHier.

- PexomeHmoBaHa fo3a ctaHoBuTh 200-400 Mr omguH pa3 Ha mo0y. JIikyBaHHS CJIifil pO3IOYMHATH 3@
KillbKa OHIB J0 O4iKyBaHOTO PO3BUTKY HEUTPOIIEHIl Ta IPOJOBXKYBATHU IIPOTATOM 7 OHIB MiCHs
TMifBUINEHHS KibKoCTi HeliTpodinis moram 1000/mm’.

I'enimaavHi KaHOUOoO3U.

- TocTpuit BariHanbHUM KaHOUI03, KaHOUIO3HKUY OajlaHiT: peKOMeHI0BaHa q03a CTaHOBUTH 150 Mr
pas3oBo.

- JIikyBaHHS Ta mpo@imakTUKa peluAUBHUX BariHanbHUX KaHOUO03iB (4 a0o Oinble BUMIAAKiB Ha PiK):
peKoMeHOoBaHa fo3a cTaHOBUTHL 150 Mr 1 pa3 Ha 3 pmHi. Bewroro crig 3acTocyBaTtu 3 0o3u (1 meHs,

4 nesb Ta 7 gens). [1icns oporo ciif 3aCTOCOBYBaTH HMigTpUMyBaiabHy f03y 150 Mr 1 pa3 Ha TUX[EHb
IIPOTSTOM 6 MiCSIIiB.

Hepmamomikosu.

- Miko3 cToI, MiK03 I'IafieHbKOl IIKipH, TaX0BUM JepPMaTOMiK03, KAaHAUI03Hi iH(peKIIiil mKipu:
peKoMeHJoBaHa fio3a cTaHOBUThL 150 Mr 1 pa3 Ha TuxkpaeHb abo 50 Mr 1 pa3 Ha go0y. TpuBamicTh
JIIKYBaHHSI CTAHOBUTH 2-4 TuXKHi. JIiKyBaHHS MiK03y CTOIl MOXKe TPUBATHU A0 6 TUXKHIB.

- PisnoGapBHUY nuillaii: peKoMeHAoBaHa go3a cTaHoBUTh 300-400 Mr 1 pa3 Ha THXKAEHb IPOTITOM
1-3 TuxHiB.

- HepmaTodiTHHUY OHIXOMiK03: peKOMeH0BaHa go03a CTaHOBUTH 150 Mr 1 pa3 Ha TUXKHeHb. JIiKyBaHHS
CJTil TPOMIOBXKYBATH JOTH, DOKM iH(GIKOBAHUY HIrOTh He Oyme 3MiHEHO 300pOoBUM. 7151 BiTpOCTaHHS
3[MOPOBUX HIiT'TiB Ha pyKax Ta Ha BEJIMKUX IaJIbLSIX Hir 3a3BU4ail HeoOXimHO 3-6 MicsIliB Ta

6-12 micsamiB BigmoBigHo. OfHaK MIBUOKICTH POCTY HIrTiB y MallieHTiB MOoxKe OyTH Pi3HOIO Ta 3anexKaTu
Bif BiKy. [licns ycmimHOro nikyBaHHS TPHBaIUX XPOHIUHUX iH(pEKLiX popMa HIrTs iHOAI 3a/IUIIa€ETHCS



3MiHEHOIO.
ITayieHmu AiMHbO20 BIKY.

o3y HeoOximHO minOupaTy 3aIeXKHO Bif cTaHy GyHKIiM HUPOK (OuB. «IlallieHTH 3 HUPKOBOIO
HeJOoCTaTHICTIO» HUXKYe).

ITauieHmu 3 HUPKOBOIO HEAOCMAMHICMIO.

Iuno301° BUBOOUTLCS 3 OPraHi3My MepeBakHO 3 Ce4er0 y He3aMiHeHoMy BUrAfi. [Ipu pa3oBoMy
3aCTOCyBaHHI KOPUTYBaTH 03y GIyKOHa301y He MoTpibHo. [TalieHTaM (BKIII0Ya0uu fiTel) i3
NOpYyIIeHHAM (YHKIIN HAPOK IpX HeoOXimHOCTi 6araTopa3oBOro 3aCTOCYBaHHS IIperapary y meplIni
IeHb JIIKyBaHHSA CJIifi 3aCTOCOBYBaTHU 1104aTKOBY 003y 50-400 Mr 3asexkHo Bif moka3aHHd. [licns
I1bOT0 0OOBY MO3Y (3a/Ie3KHO Bifl ITOKAa3aHHS) CJIig PO3PaXOBYBATH BiAMOBIAHO OO TabIUI HUXKYE.

KnipeHC KpeaTuHiHy (MJ1/XB) BimcoTOK Big peKOMEHIOBAHOI 103U
> 50 100 %

< 50 (6e3 remopmiarnisy) 50 %

["'emomianmi3 100 % micmg KOXKHOT0 reMofianisy

[MarmienTy, siki mepebyBaloTh Ha PETyISIPHOMY reMofianisi, moBunHi oTpuMyBaTu 100 %
PEKOMEeHI0BaHOl HO3M IiCJsg KOXKHOI0 reMofiianidy. Y neHb, KO Oiali3 He IPOBOAUTECS, MAIliEHT
[IOBUHEH OTPUMYBATU 003y, BIAKOPUTOBaHY 3aJIeKHO Bif KJIipeHCY KpeaTHHIHY.

ITauieHmu 3 nopyweHHAM PYHKUIU NeviHKU.

®yKOHA30J1 CJIifl 3aCTOCOBYBATU 3 00EPEKHICTIO MallieHTaM i3 MOPYLUIEHHIMY (QYHKIIN MeYiHKHY,
OCKiNbKHM iH(pOpMalil om0 3acTOCyBaHHS (IIYKOHA301y IIili KaTeropil maiieHTiB HeIOCTaTHLO (IUB.
po3minu «Ocob6auBOCTiI 3acToCyBaHHSI» Ta «I100iuHi peakirii»).

Himu.
He cnipg nepeBuiilyBaT MakCuManbHy f000BYy 103y 400 Mr.

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

Io3yBaHHS IIpenapary s giTed i3 mopymeHHsIM QYHKIIN HUPOK HaBeoeHo y po3mini «IlamienTu 3
HUPKOBOIO HEJOCTATHICTION.

dapmaxokiHeTHKa (pIyKOHA30/Iy He JOCHiXKyBanacs y AiTel i3 HUPKOBOI HEJOCTATHICTIO.
Ilimu sixom 8i0 12 pokis.

3ajie’kHO Biff MacH Tijla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIif OLIHUTH, sIKa J03a Ipenapary (s
LOOPOCTIUX YM [JIS OiTel) € ONTUMAaJbHOI AJ1s nalieHTa. KimiHiyHi aHi cBigyaTs Ipo Te, 1[0 y AiTel
KJIipeHC (IyKOHA30Jy € BUIIUM IOPIBHSHO 3 JopociuMu. 3actocyBaHHs mo3 100, 200 Ta 400 mr
mopociuM Ta o3 3, 6 Ta 12 Mr/Kr oguH pa3 Ha fo0y OiTAM NPU3BOOUTE [0 HOCATHEHHS CIiBCTABHOI
CHUCTEMHOI eKCIIO3MUIIi].



EdexTuBHiCTh Ta O0e31eKa 3aCTOCYBaHHS Mpelaparty OJIs JIiIKyBaHHS TeHiTaTbHUX KaHAUI03iB y miTen
He BCTaHOBJeHi. HasiBHa Ha ChOTOXHIIIHIM [eHb iHpopMallis HaBefeHa y po3mini «ITobiuni peakirii».
fkmio icHye HaranbHa oTpeba 3aCTOCYBaHHS IIpernapary miamiTkaM (BikoM Big 12 mo 17 pokiB), ciin
3aCTOCOBYBaTU 3BUYaKHI 03U [OJIS HOPOCIIUX.

Iimu eixom 8i0 5 0o 11 pokis.

Kanmumosu cnu3oBuxX 000JI0HOK: TIOYATKOBA [103a CTAaHOBUTHL 6 MT/KT/mo0y, migTpuMyBaibHa H03a -
3 Mr/kr/mo0y. [TouaTKOBY 103y MOXKHA 3aCTOCOBYBATH B IEPIIUH NeHb 3 METOI0 OiNIbII IMIBUIKOTO
OOCSATHEHHS PiBHOBAXKHOI KOHIIEHTpPAIIil.

IHBa3uBHI KaHOWO03U, KPUIITOKOKOBUAYM MEHIHTIT: f03a IIpenapaTy CTaHOBUTh 6-12 MI/Kr oguH pa3 Ha
no0y 3a71exkHO Bifl CTYIEHS TSIKKOCTi 3aXBOPIOBAHHS.

[ligTpuMyBajbHa Tepalis 4jid olepeaXXeHHs PeuaUBY KPUIITOKOKOBOTO MEHIHTITY y HiTeu i3
BHCOKUM PU3UKOM HMOT0 PO3BUTKY: [03a IpernapaTy CTaHOBUTHL 6 MT/KT OOUH pa3 Ha 00y 3a/iexkHo
Bif] CTyIIeHA TAXKKOCTI 3aXBOPIOBaHHS.

[TpodinakTuka KaHAUOO3IB y NAIi€HTIB 3 iMyHOAeIIUTOM: f03a IIpenapaTy CTaHOBUTh
3-12 Mr/KT OfiMH pa3 Ha fo0y 3ajie’kKHO Bifi BUPaKEeHOCTi Ta TPUBAJIOCTI iHAYKOBaHOI HEMTPOIIEHil
(muB. §O3U Oy OOPOCIIHUX).

Himu.

3acTOCOBYBATH JIiKapChKUi 3acib y ¢popMi Karcyn 11iit KaTeropii maiieHTiB MoXKHa TOMi, KOIH OiTH
3maTHi 6e3mevHO MPOKOBTHYTH KAIICYIly, 110 3a3BMYall € MOXKJIMBUM Y Billi Biff 5 POKiB (IUB. po3Min
«Crocib 3acToCcyBaHHS Ta HO3U»).

Ilepedo3yeanHsi.

OTpuMaHO MOBiOMJIEHHS PO MTepeao3yBaHHs (PIIYKOHA30I1y; OMHOYACHO MTOBigOMIISIIIOCS
IIPO TaJII0IMHAIll Ta TapaHoifalbHy TOBEHiHKY.

[Tpu nepemo3yBaHHi HEOOXiMHO ITPOBECTH CUMIITOMATHUYHY MiATPUMYBaJIbHY Tepallilo Ta y pasi
He0oOXiTHOCTI TPOMUTH IITYHOK. OJTYKOHA30JI 3HAYHOIO MipOI0 EKCKPETYETHCS 3 ceuero; (OopCOBAHUM
Oiypes3 MoXke IIPUCKOPUTU BUBEOEHHS npenapaTy. CeaHC reMofiai3y TPUBaIICTIO 3 TOOUHYU 3HUXKYE
piBeHb QIyKOHA30JTy y I1a3Mi KpoBi mprubnu3Ho Ha 50 %.

ITobiuni peakuii.

Hattyacrime (>1/10) nmoBigomsisocst mpo Taki mo6iyHi peakiril: ronoBHuM 6inb, 6inb y yepeBHii
TIOPOXKHMHI, giapes, HynoTa, 6/I0BaHHS, MiBUIIIEHHS PiBHA anaHiHaMiHOTpaHcdepas3u (AJIT),
MigBUILEHHS PiBHS acmapTataMiHoTpaHcdepasu (ACT), migBullleHHS PiBHS TykHOI ¢ochaTa3m KPOBi,
BUCUIIAHHS.

II71s1 OITiIHKY YaCTOTH BUHUKHEHHS MOOIYHUX pPeaklliii BUKOPUCTOBYIOTh TaKy Kitacudikarrito:
nyxe 4dacto (=1/10), gacto (Big =1/100 go <1/10), Hewacto (Big =1/1000 mo <1/100), pigko



(Bim =1/10000 mo <1/1000), myxe pigko (<1/10000), wacToTa HeBimoMa (HEMOKIIUBO
OIIIHMTH Ha IigCTaBi HAIBHUX JAHUX).

3 boky cucmemu Kposi ma aiMpamuyHoi cucmemu.

HeuacTo: aHeMid.

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

Pigko: anadinakcis.

MemaboaiyHi ma asimeHmapHi po3aaou.

HeuacTo: 3HMKEHHS alleTUTY.

Pigko: rinmepxosnectepuneMis, TiepTpUrilepuaemMis, rinokamiemisa.
ITcuxiuHi nopyweHHA.

HeuacTo: 6€3COHHS, COHJIUBICTE.

3 6oky Hepsogoi cucmemu.

YacTo: ronoBHUM 6ifb.

Heuacro: cynoMu, mapecTtesisi, 3a1aMOpPOYEHHS, IOPYIIEHHS CMaKy.
Pigxo: Tpemop.

3 6oky opaaHis cayxy ma eecmubyapHO20 anapamy.

Heuacrto: BepTuro.

3 6oky cepus.

Pigko: mapokcu3MaJsbHa LITyHOYKOBa TaxiKapmisd TUIY «IipyeT», MOLOoBXKeHHd iHTepBany QT
(ouB. po3pin «OcoBIUBOCTI 3aCTOCYBaHHI»).

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY.

YacTo: 6inb y YepeBHill TOPOXKHKHI, HYHOTa, miapest, O7II0BaHHS.
HeuacTo: 3amop, gucmencis, MeTeopusM, CyXiCThb y POTi.
I'enamobiaiapHi po3aadu.

YacTo: miaBuIlleHHS PiBHS alaHiHaMiHoTpaHcdepasu (AJIT), migBullleHHS PiBHS
acnaprataminoTpancdepasu (ACT), migBullleHHS PiBHA IyXKHOI QocdaTa3u (OUB. PO
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

HeuacTo: x0ecTas, XKOBTSIHUIIS, MiIBUILIEHHS piBHS Oinipy6iny (muB. po3min «OcoO6nmuBoCTi
3aCTOCYBaHHS»).



Pigko: mediHKOBa HEIOCTATHICTh, TeNATOLENIONITPHUN HEKPO3, TeIIaTUTH, TelaToleoNspHe
ypaxeHHs (OuB. po3min «OcobIUBOCTI 3aCTOCYBaHHS»).

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

HeuacTo: MemuKaMeHTO3HUM AepMaTUT (BKIII09aoyu (GiKCOBaHUM MEIUKAMEHTO3HUU IEePMaTuT),
KPOIIKB’sTHKA, CBepOixXK, MiiBUIleHe TIOTOBUOiIEHHS (AUB. po3Hin «Oco6IUBOCTI 3aCTOCYBAaHHS»).

Pigko: TOKCMYHUY emimepManbHUM HEKPOi3, cuHapoM CTiBeHCa — [[2KOHCOHA, TOCTPUU
reHepasi3oBaHUW eK3aHTeMaTO3HUM IyCTYIb03, eKCPOiaTUBHIYN AEPMaTUT, aHTiOHEBPOTUYHUMN
HaOpsK, Habpsgk oO6nuyys, anomenis (AuB. po3minn «OcoO6NMMBOCTI 3aCTOCYBAHHS»).

HeBimoMo: MeqrKaMeHTO3Ha peakilisa 3 eo3uHodinieto i cucremuumu nposisamu (DRESS).
3 60Ky 0nopHO-pyx08020 anapamy ma cnoay4Hoi MKAHUHU.

Heuacro: mianris.

3azanvHi po3aadu ma peakuii y micui 86e0eHHA.

HeuacrTo: mifBuiieHa BTOMJIIOBaHICTh, HE3MYKaHHS, aCTeHis, rapsgdka.

Himu.

YacToTa Ta XapakTep no0iYHMX peakIlill i BigxuieHs Big HOPMU Pe3yIbTaTiB 1ab0pPaTOPHUX
aHaJli3iB y X0[i KJIiHIYHUX OOCIIAKEHb 3a y4acTI0 [iTell IOPIiBHAHHI 3 TAKUMU Y TOPOCIIUX.

38imysaHHs npo nido3prosaHi nobiuHi peakuii.

3BiTyBaHHS MPO Mif03pIoBaHi MOGiYHI peakIlii micis peecTpaliil 1iKapchbkoro 3acoby mMae
BeJlvKe 3HauyeHHd. Lle jae 3MOry IpOBOAUTH MOHITOPUHT CIIiBBIAHOIIEHHS KOPUCTH/PU3UK
IIPX 3aCTOCYBaHHI IThOT0 JTiKapChKOTO 3aco0y. MenuyHi IpaliBHUKY [TOBUHHI 3BiTyBaTH IIPO
Oymb-sIKi mimo3proBaHi MoOiuHi peaxilil BiIMOBiIHO 0 BUMOT MiCII€BOT0 3aKOHOMIaBCTRa.

Tepmin npudamuocmi. 4 POKM.

YMoBu 30epiranssi.

30epiraTu B OpUTiHaNbHIN YIIaKOBIi Tpu TeMmepatypi He Butie 25 °C.

30epiraTv y HeIOCTYITHOMY [JISI OiTeH MicCIii.

YnakoBka.

Kamncynu no 50 mr, o 7 Kamcyn y 6micrepi, 1 6micTep y mayii.



Kancynu nmo 100 mr, o 7 kamcyn y 6mictepi, 1 6micTep y mayiri.

Kareropis Bigmycky.

3a penenToM.

BupoOHHUK.

[TAT «KuiBMenmpemnapar».

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOr0 ajJpeca MicCIisi IPOBaKeHHsI Tis/IbHOCTI.

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



