IHCTPYKIIA
U1 MeIUYHOI'0 3aCTOCYBAHHA Ipenapary

JTU®JTIOKAH®
(DIFLUCAN®)

Cknao:

diroua pevosuna. Gpykonaszon / fluconazole;

1 xancyna mictutb 50 mr a6o 100 Mr daykoHazoiy;

OONOMIJICHI peqoguHu: JTAKTO3a, MOHOTIIPAT; KPOXMallb KyKypY/I3SHHI; HATPIilO JaypwHicylbdar;
MarHilo cTeapar; KPeMHiI0 JIOKCH] KOJIOiTHHA O€3BOTHHIA.

Jlikapcbka gopma. Kancymnu.

®apmakoTepaneBTHYHA rpyna. [IpoturpuOkoBi 3acodu 11si cucTeMHoro 3actocyBanHs. [loxinHi
tpuaszoay. Kog ATC JO2A CO1.

Kainiuni XxapakTepucTUKH.
Iloka3zanus.
JlikyBaHHS TaKUX 3aXBOPIOBAHb Y JOPOCTUX, SIK:
— KPUNTOKOKOBUN MEHIHTIT;
— KOKIIMI101103;
— IHBa3MBHI KaHIUIO3H;
— KaHAHUJ03U CIM30BUX OOOJIOHOK, BKIIOYAIOYHM KaHIUA03 POTOIVIOTKM Ta KaHAMI03 CTPaBOXO.NY,
KaHIUAYPis, XPOHIYHUHN KaHIU03 IIKIPH 1 CIIM30BHX 00OJIOHOK;
— XpoHIUHUHN aTpodiuyHUi KaHANI03 (KaHIUA03, CIPUUYNHEHUN BUKOPHCTAHHSAM 3yOHUX MPOTE3iB)
1py Hee(PeKTUBHOCTI MICIIEBHX CTOMATOJIOTIYHHX TIiT1€HIYHUX 3aC00iB;
— BariHaJbHUHN KaHAUI03, TOCTPUN UM PEIUINBYIOUYHI, KOJHM MicCIIeBa Teparisi He € J0PEYHOI0;
— KaHIUJI03HUN OallaHIT, KOJIU MICIIeBa Teparis He € JOPEUHOIO;
— JIepMaTOMIKO3H, BKIIOYAIOYM MIKO3 CTOM, MIKO3 TJIaJeHbKOI IIKIpH, MaXOBHH JAEpMaTOMIKO3,
pizHOOApBHUH JIMTIIAl Ta KaHIAUI03HI 1H(EKii MIKipH, KON CUCTEMHA TEepaItist He € JOPEYHOIO;
— nepMaTo(iTHUI OHIXOMIKO3, KOJIM 3aCTOCYBAHHS 1HIINX JIKAPCHKUX 3aC001B HE € JOPEUHUM.
[IpodinakTrka TakMX 3aXBOPIOBAHb Y JOPOCIHX, SK:
— peuuauB KPUITOKOKOBOTO MEHIHTITY Y MAII€EHTIB 3 BACOKUM PU3UKOM HOTO PO3BUTKY;
— penHIuB KaHIUI03y POTOTJIIOTKH a00 cTpaBoxonay y marieHTiB 3 BIJI 3 BuCOKMM pu3ukoM Horo
PO3BUTKY;
— 3HWKCHHSI YaCTOTH PELUIUBIB BariHATBHOTO KaHIUI03Y (4 ab0 OLIbIIe BUITAIKK HA PiK);
— mpodiaKTHKa KaHIWA03HUX 1HQEKIN y Mami€eHTiB 13 TPUBAJIO HEUTPOINCHIEI (HAMPUKIIAI,
HAIi€HTIB 31 3710KICHUMH 3aXBOPIOBAHHSAMH KPOBI, SIKI OTPUMYIOTh XIMIOTEpaIilo YM MAaIi€HTIB IPU
TpaHCIUTAHTAIlll TEMOIIOETUYHUX CTOBOYPOBHX KIIITHH).

iTH.
3acToCOBYBATH JIKapChKHii 3aci0 y hopMi KamcCyJ1 JaHiil KaTeropii marieHTiB MO>KHa TOA1, KOJIU TITH
31aTHI 6e3MeYHO MPOKOBTHYTH KaICyy, 110 3a3BUYail € MOKJIMBHUM Y Billi BiJl 5 pOKiB.
I[H(bmoxaﬁ® 3aCTOCOBYIOTh MITSIM IS JIIKYBaHHS KaHAHMJO31B CIW30BUX OOOJOHOK (KaHIWI03
POTOTJIOTKH, KaHIUA03 CTPABOXOy), IHBa3UBHUX KAaHIUI031B, KPUIITOKOKOBOTO MEHIHTITY Ta JUIS
npoLTaKTUKKH KaHAUAO3HUX 1H(EKIN y MalieHTiB 31 3HWKEHUM iMyHITeTOM. [Ipemapat mokHa
3aCTOCOBYBATH SIK I ITPUMYIOUY TEPAIIio JJIs HONEPEHKEHHS PELUANBY KPUIITOKOKOBOTO MEHIHTITY
y JITeH 13 BUCOKHM PU3UKOM HOTO PO3BUTKY.
Teparito npenaparom Judmrokan® MoskHa PO3MOYMHATH 10 OTPUMAHHS PE3YIIBTATIB KyJIbTYPaIbHEX
Ta HIIMX JIaOOPAaTOPHUX JOCIIHKEHB; IMICIA OTPUMAHHS PE3yJIbTAaTiB aHTHOAKTEpiaJIbHy Teparito
CJIiJI CKOPUTYBATH BiAMOBITHIM YHHOM.

Hpomunoxamnml.
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— INimepuyTnuBicTe 10 (ayKoHa301y, IHIINX a30JBHHUX CHOJYK ab0 10 Oyab-sSKOi 3 JOTOMIKHHX
PEUYOBHH IIperapary.

— OpHouacHe 3acTocyBaHHS ()IyKOHa30dy Ta Tep(eHaJWHy TMalieHTaM, SKi 3aCTOCOBYIOThH
dykoHazon 6aratopa3oBo y mozax 400 mMr/moOy Ta Buie (3riHO 3 pe3yJdbTaTaMH AOCITIIKEHHS
B3a€MO/I11 0araTopa3zoBOro 3aCTOCYBAHHS).

— OnHoYacHe 3acToCyBaHH (DIyKOHA30/ Iy Ta 1HIIUX JIIKAPCHKUX 3aC001B, 1110 MOIOBXYIOTh IHTEpBal
QT Tta metaboumizyroThes 3a goromoror Gepmenty CYP3A4 (manpukiag nu3anpumy, acTeMi3ony,
miMO3UY, XIHITUHY Ta EPUTPOMILIUHY).

Cnoci6 3acmocyeanns ma 0o3u.

JlobGoBa m03a (uIyKOHA30JIy 3aJIC)KHUTh BiJ BUAY Ta TSHKKOCTI TpuOKoBOI iH(ekmii. s Ourbmiocti
BUIIA/IKIB BariHAJILHOIO KaHAM03Y J0CTaTHHO PA30BOr0 3aCTOCYBAHHSI Mpenapary.

[Ipu HeoOXigHOCTI OaraTopa3oBOTO 3aCTOCYBaHHS Ipemapary JiKyBaHHA 1HQEKIii ciin
MPOJIOBXKYBATH 10 3HUKHEHHS KJIIHIYHUX Ta TaOOPaTOPHUX MPOSIBIB aKTUBHOCTI TPUOKOBOT 1H(EKIIii.
HenocratHst TpuBamicTh JiKyBaHHS MOKE NMPU3BECTH JO BIJHOBJICHHS AaKTUBHOTO iH(EKIIHHOTO
IpolLecy.

JlndurokaH 3acTOCOBYIOTh, 3aJI€KHO Bij] JIIKAPCHKOI (HOpPMH, TIEpOpaTLHO a00 BHYTPIIIHHOBEHHO
nusxoM iHgy3ii. Croci6 3acTocyBaHHS NpenapaTy 3ajeXUTh Bl KIIIHIYHOTO CTaHy nanienra. Hemae
HEOOXIHOCTI y 3MiHi T000BOI 1031 MpemnapaTy Mpu 3MiHi IUIIXY HOTO 3aCTOCYBAaHHS 3 TIEPOPATEHOTO
Ha BHYTPIIIHbOBEHHUH Ta HaBIaKH.

Kamncynu cnig koBTatu minumu. [Ipuiiom npenapary He 3aIeKHUTh BiJ IPUHOMY XKi.

Lopocai.

Kpunmoxoxos.

- JIikyBaHHS KpUIITOKOKOBOT'O MEHIHTITY: HAaBaHTa)KyBaJlbHa 1032 cTaHOBUTH 400 Mr y nepIuuii AeHs.
[Migrpumytoua mo3a — 200-400 mr/mo0y. TpuBamicTs JiKyBaHHS 3a3BUYall CTAHOBUTH IIOHAWMEHIIIE
6-8 TrxHIB. [Ipu iHpeEKLisIX, 1110 3aTPOXKYIOTh )KUTTIO, JOOOBY 103y MO>kHA 301TbIUTH 10 800 M.

- IlinTpumyroua Teparist U MOTEPEHKCHHST PEUUANBY KPUIITOKOKOBOTO MEHIHTITY y TAIi€HTIB 3
BUCOKMM PHU3UMKOM HOro pO3BUTKY: PEKOMEHJOBaHA J03a mpemnapaTry craHoBuTh 200 mr/moly
IPOTSATOM HEOOMEKEHOT 0 Yacy.

Koxyuoioioos. PekomennoBana no3a ctraHoBuTh 200-400 Mr/no0y. TpuBanicTh MiKyBaHHS CTAHOBUTH
11-24 micsmi um AOBIIE 3aJIeXKHO Bij cTaHy narienrta. [ mikyBanHs neskux Gopm iHdekmii, a
0COOJIMBO /7S JTIKYBaHHSI MEHIHTITY, MOKe OyTH JHOLUTBHUM 3acTocyBaHHs 103U 800 Mr/mo0y.
Insasueni kanouoosu. HaBantaxysanbHa 103a craHOBUTH 800 Mr y mepmmid neHsb. [linTpumyroua
no3a — 400 mr/moOy. 3a3BuUYail peKOMEHJI0OBaHA TPHUBAIICTh JIKYBaHHS KaHIUAEMIl CTAaHOBHTH
2 TWXKHI MiCTs MepPIIUX HETATUBHUX PE3yJIbTATiB KyJIbTYPH KPOBi Ta 3HUKHEHHS 03HAK 1 CHMIITOMIB
KaHIuaeMil.

Kanouoos cauzosux 06010HOK.

- Kanguno3 poTornoTku: HaBaHTaxyBajbHa j03a craHoBUTh 200-400 mr y mnepuuil JeHb,
nigrpumyroda go3a — 100-200 mr/no0y. TpuBamicTs TiKyBaHHS CTAHOBUTH 7-21 1eHB (110 TOCATHEHHS
pewmicii), ane Moxke OyTH 301IbIIEHA I NAIE€HTIB 13 TSHKKUM iIMYHOIE(DILIUTOM.

- Kananpo3 crpaBoxomy: HaBaHTaxyBajibHa pg03a cTtaHoBUTh 200-400 Mr y mnepmui JeHb,
nmiarpumytoya no3a — 100-200 mr/moby. TpuBanicTe dikyBaHHs cTaHOBUTH 14-30 nHiB (70
JIOCSTHEHHS peMicii), ajie Moke OyTH 301IbIIIeHa TS TTAIIE€HTIB 13 TSHKKUM IMyHOIe(DIIIUTOM.

- Kammunypis: pekomengoBana go3za ctaHoButh 200-400 mr/moOy mpotsirom 7-21 nwiB. s
MAIIE€HTIB 13 TSHKKUM IMYHOIE(DIIIMTOM TPUBAJIICTh JTIKYBaHHS MOYKHA 30UTBIITUTH.

- XpoHiuHMii aTpodiYHUN KaHIUI03: PEKOMEHI0BaHa 103a CTaHOBUTH 50 MI/n00y npotsirom 14 nHiB.
- XpoOHIYHUU KaHAWIO3 IIKIpU Ta CIU30BUX OOOJOHOK: PEKOMEHJIOBAaHA [103a CTAHOBUTH
50-100 mr/mno6y. TpuBamicTh JiKyBaHHS CTAaHOBHUTH 10 28 NHIB, ajie MOXe OyTH 301IbIIEHA 3aJIEKHO
BIJT TSDKKOCTI Ta BUY 1H(EKIIIT a00 3HIKECHHS IMYHITETY.

Tlonepeodoicenns peyuougy KaHouoosy cauzoeux 060aoHok y nayieumie 3 BL/I, axi maomsb ucoxuii
PUBUK 11020 PO3BUMKY.
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- KaHOWIO3 POTOTJIOTKH, KaHAMI03 CTPaBOXOMy: PEKOMEHJOBaHAa /032 CTAaHOBHUTh
100-200 mr/mo0y a6o 200 mr 3 pa3u Ha TWXKACHb. |pPHUBATICTH JIKYBaHHS € HEOOMEXKEHOIO s
TAIE€HTIB 13 TPUTHIYCHUM IMYHITETOM.
Ipoghinakmuka kKaHOuOO3HUX iHexyitl y nayienmis i3 mpueanow Helmponericio. PekomeHn0BaHa
no3a cranoBuTh 200-400 mr. JlikyBaHHS CITiJ1 pO3TIOYMHATH 32 KUIbKA JIHIB 10 O4iKyBaHOTO PO3BUTKY
HEUTPOMEHI] Ta MPOIOBXKYBATH MPOTITOM 7 THIB MiCIs MiABUILEHHS KUTBKOCTI HEUTPOQiIiB MOHAT
1000/mm°,
I'enimanvhi KaHOUOoO3u.
- l'ocTpwii BariHATBHUN KaHIUI03, KaHAUIO3HUN OaaHIT: peKOMEHOBaHA J103a CTAHOBUTH 150 mr
pas3oBo.
- JlikyBaHHS Ta Mpo(iTaKTHKA PEIUINBYIOYNX BariHAIbHUX KaHIUI031B (4 a0o Oisple BUNIAIKIB HA
piK): pekoMeHJ0BaHa o3a cTaHoBUTH 150 Mr 1 pa3 Ha 3 gHi. Bevoro ciig 3acrocyBatu 3 mo3u
(1 menw, 4 nenw ta 7 mens). [icas mbOTO CIijfl 3aCTOCOBYBATH MiaTpuMyroudy 03y 150 mr 1 pa3 Ha
TUXKICHb MIPOTATOM 6 MiCSIIIiB.
Jlepmamomixosu.
- MIKO3 CTOM, MIKO3 TJIaJIeHBKOI IIKIpH, MaXOBUH IepMATOMIKO3, KaHIUAO3HI iH(MEKIIl MmKipu:
pexoMeHioBaHa J103a cTaHoBUTH 150 mr 1 pa3 Ha TmwxkaeHs, ado 50 mr 1 pa3 Ha n00y. TpuBamicTh
JIKyBaHHS CTAHOBUTH 2-4 TikHi. JIikyBaHHS MIKO3y CTOIl MOKE€ TPUBATHU A0 6 THXKHIB.
- pi3HOOapBHUII HIIAl: pekoMeH10BaHa 103a cTaHOBUTH 300-400 mr 1 pa3 Ha THXKICHb MPOTATOM
1-3 THXxHIB.
- nepmaToiTHHIT OHIXOMIKO3: PEKOMEHI0OBaHa /1032 cTaHOBUTH 150 mr 1 pa3 Ha TnxaeHb. JlikyBaHHS
CJIiJI IPOJIOBIKYBATH JOTH, TOKHU 1H(IKOBaHUIN HIFOTh HE Oy/ie 3MiHEeHO 340poBUM. [ BigpocTaHHs
3I0pOBUX HIITIB Ha pykax Ta Ha BEIMKUX NalbISIX HIT 3a3BHYail  HEOOXiTHO
3-6 micsmiB Ta 6-12 micsmiB BignoBinHo. OMHAK MIBUAKICTH POCTY HITTIB Y MaIli€HTIB MOXe OyTH
pi3HOIO Ta 3aiexaTH Big BiKy. [licns ycmimrHOTO JiKyBaHHS TPUBAIUX XPOHIYHUX iHQEKIiH dpopma
HITTS 1HO/I 3aJIMIIAETHCS 3MIHEHOIO.

imu.
3acTOoCOBYBATH JIIKapCchkHii 3aci0 y ¢opMi Karcys 1aHiil kareropii namieHTiB MOXKHA TOJ1, KOJIH AiTH
31aTHI 0€3MeYHO MPOKOBTHYTH KAaICyJTy, 10 3a3BUYail € MOKJIIMBHM Y Billi BiJl 5 pOKiB.
He cnin nepeBunyBaTi MakcuManbHy 1000BY 1103y 400 Mmr.
SIK 1 mpu aHANOTIYHHUX THQEKIIAX y JAOPOCIUX, TPUBATICTh JIKYBaHHS 3aJICKUTh BiJ KIIHIYHOI Ta
MiKosoriusoi Bianosii. Judmoxan® 3acTocoByioTh 1 pas Ha 100y.
JlozyBaHHS mpenapaTy JiTSM i3 TOPYIICHHSM (YHKI HUPOK HaBeACHO HIK4e. PapMaKoKiHETHKA
¢drykoHa30y He JOCTipKyBajacs y AiTe 13 HUPKOBOIO HEIOCTATHICTIO.
Jlimu gixom 6io 12 poxis.
3aJIe)KHO BiJ Barm Ta MyOEpTAaTHOTO PO3BUTKY JIIKAPIO CIIIJI OIIHUTH sIKa J103a Tpemapary (ais
JOPOCIUX Y JJIsL JITEH) € ONTHUMAaNBHOO s narieHTa. KitiHiuHi AaHi cBiI4aTh Ipo Te, 0 Y AiTeH
KJIipeHc (PIIyKOHA30J1y € BUIIMM TOPIBHSIHO 3 Jopociaumu. 3actocyBanHs m03 100, 200 ta 400 mr
nopociuM Ta 103 3, 6 Tta 12 MI/Kr HiTAM NPU3BOAUTH 0 JOCSTHEHHS CIIBCTaBHOI CHCTEMHOI
€KCITO3MII].
EdexTuBHICTh Ta 6€3MEUHICTh 3aCTOCYBAaHHS MpeNapary AJs JiKyBaHHS T'eHITAIbHUX KaHIUA03IB Y
JliTel He BCTAHOBJIEHI, HE3BAKAIOUM HA BUUEPITHI JJaHi I0JI0 3aCTOCYBaHHs npenapary Judmokan®
JiTsM. SIKmo icHye HaranbHa roTtpeba 3acTOCyBaHHS Ipenapary miamiTkam (Bikom Big 12 1o
17 pokiB), ctiJi 3aCTOCOBYBATH 3BUYAITHI JO3H JJIsI JOPOCIIHX.
Himu eixom 6i0 5 0o 11 poxis.
Kanaunosu ciam3oBUX OOOJIOHOK: IMOYATKOBA /032 CTAHOBHUTH 6 MI/KI/mo0y, MiATpUMYOYa 1032 —
3 mr/kr/mo0y. TloyaTkoBy 03y MOKHA 3aCTOCOBYBATH B MEPIIHiA JEHb 3 METOIO OUIBII IIBUIKOTO
JIOCSITHEHHS PIBHOBAKHOI KOHIICHTPAITI].
[HBa3MBHI KaHIWAO3M, KPUIITOKOKOBUH MEHIHTIT: [03a Mpemapary CTaHOBHTh 6-12 Mr/Kr/mo0y
3aJIC)KHO BiJ] CTYTICHS TSDKKOCTI 3aXBOPIOBAHHS.
[ligTpumyroua Tepamiss Uis TONEPEPKEHHS PELUINBY KPUITOKOKOBOIO MEHIHTITY y IiTel i3
BHCOKHM PU3MKOM HOTO PO3BUTKY: J103a MIpenapary CTAaHOBUTH 6 MI/KT/100Y 3aJeHO BiJl CTYIICHS
TSKKOCTI 3aXBOPIOBAHHS.
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[IpodinakTuka KaHAMIO3IB y TMAIli€HTIB 3 IMyHOASQIIMTOM: J03a TNpenapaTy CTaHOBHTH

3-12 mr/kr/no0y 3anexHo BiJl BUPAKEHOCTI Ta TPUBAIOCTI 1HAYKOBaHOT HEUTPOIIeH i (AUB. JO3H IS

JIOPOCIHX).

Iayienmu 1imHb020 6IKY.

Jlo3y HeoOX1AHO miAOKpaTH 3aJeXKHO BiJ CTaHy (YHKIII HUPOK (JIMB. HIKYE).

llayienmu 3 HUPKOBOIO HEOOCMAMHICIO.

[Tpu pazoBOoMy 3acToCyBaHHI KOpUTYBaTH 103y (hiykoHazomy He moTpiOHo. [TanieHTam (BKIItOYaroun

JiTeil) 13 mopyueHHsIM QYHKIIIH HUPOK IPpU HEOOX1THOCTI HaraTopa3oBOro 3aCTOCYBaHHS MpenapaTy

y TIePIIHA TCHb JTIKyBaHHS cItif 3aCTOCOBYBATH MOYaTKOBY 703y

50-400 mr 3anexHo BiA mokazaHHs. [licms mporo mo0OBY A03y (3al€KHO BiJl MOKa3aHHS) CIIiJ
03paxOBYBATH BiJIMTOBIHO JI0 HIDKYECHABEACHOT TAOIHIT:

Knipenc kpeamuniny (m/xe) Biocomok 6id pexomenoosanoi 0o3u
> 50 100 %

< 50 (6e3 miamizy) 50 %

Perynsipuuii giani3 100 % micast KO’KHOTO Jiajizy

[MamienTn, sxi mepe0yBaloTh Ha PETYISPHOMY Jiaiisi, moBuHHI oTpuMyBatu 100 % pexoMeHI0BaHOI
JIO3M TICHs KOXKHOTO Jiami3zy. Y JeHb, KOJIU Jiaji3 He MPOBOAUTHCS, MAlll€EHT MOBUHEH OTPUMYBATH
7103y, BIIKOPUTOBaHY 3aJIeKHO BiJ| KIIIPEHCY KpEaTHHIHY.

Hayienmu 3 nopyuiennsam yrukyit ne4inku.

@DyKOHA30J1 CIiJI 3aCTOCOBYBATH 3 OOEPEKHICTIO MAalli€HTaM 13 MOPYIICHHSAMH (YHKLINA MEYiHKH,
OCKLJTBKH 1H(OpMAIIii 00 3aCTOCYBaHHsI ()IIYKOHA30JTy I1il KaTeropii mamieHTiB HeA0CTaTHBO.

Il06iuni peakuii.

Haityacrimenmi—robisnnvit—peaxaissmi (> 1/10) moBimomisnocs mpo Taki mobivHI peakiiii:e
TOJIOBHUM O1J1b, OUTb y YEpEeBHIN MMOPOKHUHI, Alapesi, Hy10Ta, OJIOBaHHS, BUCUIIAHHS, ITiIBUIICHHS
piBHs ananinamiHoTpancdepasu (AJIT), acnaprataminotpancdepasu (ACT) ta myxHoi pocdaTazu
KpOBI.

JUIsl OIIIHKM Y4acTOTHM BUHUKHEHHS MOOIYHMX peakiliii BUKOPUCTOBYIOTh HACTYIHY KiIacHQiKalliio:
nysxe gacto (> 1/10), gacto (Bix > 1/100 mo+ < 1/10), mewacro (Big > 1/1000 mot < 1/100), piako (Bix
> 1/10000 mot < 1/1000), myxe piako (< 1/10000), Ta yacToTra HeBigOMa (HEMOXKIIMBO OI[IHUTH Ha
TiJICTaB1 HASIBHUX JIaHUX ).

Po3znaou 3 6oky cucmemu xkposi ma nimghamuynoi cucmemu.

Heuacro: anemis.

Pigko: arpaHyJoLUTO3, JIEHKONEHIs, HEUTPOIEeHis, TPOMOOLIUTOTIEH .

Posnaou 3 6oky imynnoi cucmemu.

Pinko: anadinakcis.

Memaboniuni ma animenmapHi po3naou.

HeuacTo: 3HM)KEHHS anleTUTy.

Pinko: rineprpuriinepuaeMis, TinepxoieCTepuHEMIs, TIMOKaIieMis.

Tlcuxiuni nopywenns.

HeuacTo: 0e3COHHS, COHIUBICTE.

Po3znaou 3 6oky nepsosoi cucmemu.

Yacro: roioBHUH OLIb.

Heuacro: cymomu, 3amamMopodeHHsl, mapectesii, MOpyIIeHHS CMaKy.

Pinko: Tpemop.

Posnaou 3 6oky opaanie cnyxy ma eecmubynaproz2o anapamy.

Heuacro: BepTuro.

Po3znaou 3 6oky cepys.

Pinko: mapokcu3manpHa IMITyHOYKOBA TaxXiKaplis TUITY «IipyeT», moaoBxeHHs iHTepBary QT.
Posnaou 3 60Ky wiyHKo80-KUWKOB8020 MPaKmy.

YacTo: O11b y uepeBHil MOPOKHUHI, Jiapesi, Hy10Ta, OJIOBaHHS.

Heuacro: 3amop, aucmnericis, METEOPU3M, CYXIiCTh Yy POTI.

T'enamobiniapmui posnaou.
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Yacro: mixBumieHHs piBHS anaHiHamiHoTpaHcdepasu (AJIT), acmapraraminorpancdepasu (ACT),
ayHoi pocdarazu.

Heuwacro: xonecras, )OBTSHHIIS, i ABUIICHHS PIBHS OUTIpYOiHY.

Pinko: meuiHKOBa HENOCTAaTHICTh, TEMATOLETIONSIPHUNA HEKPO3, TeMaTUTH, TeNaToleNoNspHe
ypaXKeHHS.

Po3znaou 3 6oky wikipu ma niowxipnoi mKaHuHu.

YacTo: BUCUNIIaHHA.

Heuacto: cBepOik, METMKaAMEHTO3HUI 1€pMATHUT, KPOTIHB’ STHKA, MMiIBUIIICHE TOTOBUIIJICHHS.

Pinko: TokcMuHWE ~emimepManbHMN  Hekpomi3, cuHApoM CriBeHca-/[)KoHCOHa, TroCTpHiA
reHepati30BaHUi €K3aHTEMaTO3HUI MYyCTyIb03, €KC(HONIaTUBHUN JEpMAaTUT, aHT1IOHEBPOTUYHHIMA
HAOPSK, HAOPSK 00JIMYYSI, ATOTIEITis.

Po3znaou 3 6oky onopro-pyxo802o anapamy ma cnoiyyHoi mKAHUHU.

HeuacTo: mianris.

3acanvhi poznadu ma peaxyii' y micyi 66e0eHH .

Hewacro : miBuIieHa BTOMITIOBAaHICTh, HE3Iy)KaHHS, aCTCHIs, TapsIKa.

Iimu.

Yacrora Ta xapakTep NOOIYHMX peakiii i BIJXWICHb BiJl HOPMH pe3yJIbTaTiB Ja00paTOPHUX aHAII3IB
y X0/ KIIHIYHUX AOCTIIXKEHb 3a yUacTIO JITeH CIIBCTaBHI 3 TAKUMH Y JTOPOCIHX.

3eimysannsn npo nido3prosani noOIuHi peaxiyii.

3BiTYBaHHS OPO MHiJ03pOBaHl HOOIYHI peakiii mcas peecTpalii JIKapChKOro 3aco0y Mae BayKIIHMBE
3HaueHHs. lle 1ae 3Mory mpoBOauTH O€3lepEepBHUI MOHITOPHUHT CIIBBIIHOIIEHHS MK KOPHCTIO 1
PU3HMKAMU, MOB’SI3aHMMHM 13 3aCTOCYBAHHAM IILOI0 JIIKAPCHKOro 3aco0y. MeanyHuX MpaliBHUKIB
[IPOCSITH 3BITYBATH PO OVIb-fAKl III03PIOBaHI HOOIYHI peakili BUIIIOBIIHO JO BHMOL MICIIEBOTO
3aKOHOJABCTBA.

Ilepeoo3ysanns.

OTpuMaHO TMOBIIOMIICHHSI TIPO TepeAo3yBaHHsS (IIYKOHA30J0M; OJHOYACHO IOBIIOMIISIIOCS IIPO
TaJIIOLUHALIT Ta MapaHOiNalbHy ITOBEIIHKY.

[Ipu mepemo3yBaHHI HEOOXITHO TMPOBECTH CHUMNTOMATHYHY MiATPUMYIOUy Tepamilo Ta y pasi
HEOOX1THOCT1 MPOMUTHU HLTYyHOK.

@OryKOHA30JI 3HAYHOIO MIPOI0 €KCKPETYEThCS 3 cedero; (HhOpCOoBaHWU iype3 MOXKe MPUCKOPHUTH
BUBeZICHHSA npemnaparty. CeaHc reMojiaii3y TPUBATICTIO 3 TOJMHU 3HIKYE PiBEHb (PIyKOHA30Iy Y
m1a3mi Kposi mpuoau3Ho Ha 50 %.

3acmocysanna y nepioo eazimnocmi abo 200y8anHHs 2pyoor.

Jani, oTpuMaHi mpu pa3oBoMy a00 MOBTOPHOMY 3aCTOCYBaHHI (DJIyKOHA30JTy Y 3BHUAWHUX J103aX
(< 200 mr/mo0y) KiTbKOM COTHSIM BariTHUX >KIHOK MpoTsAroM | TpumecTpy BariTHOCTi, HE
MPOJIEMOHCTPYBaIM HeOaxaHWX edekTiB Ha Tuna. [loBimomMisuiocs MpO YHCIEHHI BPOJKEHI
[aToJIOTii y HOBOHAPOPKEHUX (BKIIOUal0uH OpaanpeHito, IMCIUIa3iio ByIIHOI paKOBUHH, HaIMipHE
30UTBIIIEHHS TIEPETHBOTO TiM STYKa, BUKPUBIICHHS CTETHA, TUICUOIKTHOBUM CHHOCTO3), MaTePl SIKUX
npuiiManu BUCOKi 1031 (urykoHazomy (400-800 mr/moly) mpoTsrom mpuHaitMHiI TpboX abo Oinblie
MICSIB JUIsl JIIKYBaHHS KOKIUAI01M03y. 3B’SI30K MK 3aCTOCYBaHHSM (DIyKOHA301y Ta IUMH
BUIIA/IKAMU HE BU3HAYCHUH.

JlocnimxeHHs: Ha TBapyUHAX MPOJEMOHCTPYBAJIU PEIPOIYKTUBHY TOKCUUHICTD.

He cnmin 3acrocoByBatu 3BHYaiiHi 103U (DIyKOHA30dy Ta KOPOTKOTPHBAJl KypcH JIKyBaHHS
(bIyKOHA30JI0M y TIEPi0J] BariTHOCTI, 32 BUHATKOM KPaitHbO1 HEOOX1AHOCTI.

He cnix 3acTocoByBaTé BHCOKI 1031 (hIIyKOHA30Iy Ta/ab0 TpUBaJIi KypcH JIiKyBaHHS (DIyKOHA30JI0M
y TIEpi0J1 BariTHOCTI, 32 BUHATKOM JIIKyBaHHS 1H(EKITIH, 110 TOTEHIIIHHO 3arPOXKYIOTh KHUTTIO.
@DyKOHA30JI IPOHUKAE Y TPYAHE MOJIOKO Ta JOCATAE€ HUKYOI KOHLEHTpAIl HIK y IUIa3Mi KpOBI.
['ogyBaHHA TpyIA0 MOKHA MPOJOBXKYBAaTH IICIsL Pa30BOr0 3aCTOCYBaHHsS 3BMYANHOI /103U
¢rykonasoiy, mio ctanoBuTh 200 Mr abo MeHie.

['ogyBaTh TpyAai0 HE pEKOMEHAYETHCS TIPU O0araTopa3oBOMY 3aCTOCyBaHHI (pirykoHazomy abo mpu
3aCTOCYBaHHI BUCOKHX J103 ()JIyKOHA30ITY.
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Himu.
3acTOCOBYBATH JIIKapCchkHii 3aci0 y ¢opMi Karcys 1aHiil kareropii namieHTiB MOXKHA TOJ1, KOJIH AiTH
3/1aTHI 0€3MEYHO MPOKOBTHYTH KaICYJTy, IO 3a3BUYail MOKIIUBO Y BIIll BiJl 5 POKIB.

Ocoobnuseocmi 3acmocyéanns.

Hepmamoghimia. BinmoBigHO 100 pe3ynbTaTiB JOCHIHKEHHA (IyKOHA307My s JIIKYBaHHS
nepMarodiTii y giTer, GrykoHa30J HE MEepeBUINyE Tpru3eodyIIbBIH 32 e(EKTHBHICTIO 1 3arajabHHMA
TNOKa3HUK e(EeKTUBHOCTI cTaHOBUTH MeHIe 20 %. Tomy Jludmokan® He il 3aCTOCOBYBaTH i
JTIKYBaHHS AePMaTOQITii.

Kpunmoxokos. Jloka3iB edeKTUBHOCTI (IIyKOHA30Jly A JIKYyBaHHS KPHUITOKOKO3Y 1HIIHX
JOKaJi3amiil (HampuKiaj JEreHeBOr0 KPUITOKOKO3Y Ta KPUIITOKOKO3Y IIKIpH) HETOCTATHBO, TOMY
pPEKOMEH/1alli} 1010 030BOT0 PEKUMY IS JIIKYBAaHHS TAKUX 3aXBOPIOBAaHb HEMAE.

I'nuboki endemiuni mikosu. JlokaziB eeKTUBHOCTI (IIYKOHA30y MJIs JIIKYBaHHS I1HIINX (OpM
EHJEMIUYHUX MIKO3iB, TaKUX SK MapaKOKIMII0IAOMIKO3, TICTOIUIa3MO3 Ta HIKIpHO-TiMbaTUIHUN
CHOPOTPUXO03, HEJJOCTATHBO, TOMY PEKOMEHJAIii MO0 J030BOTO PEXXUMY IS JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Huprosa cucmema. TlamienTam i3 MOpymIeHHSIM (YHKIIH HAPOK IMpemapaT CJijJ 3aCTOCOBYBATH 3
obepexHicTIo (1uB. po3ait «Cnocib 3acmocysanus ma 003uy»).

TI'enamobiniapna cucmema. llamieHTam 13 TOpyIIEHHSM (QYHKIOIA TEYiHKA Mpernapar Clij
3aCTOCOBYBAaTH 3 OOEpEKHICTIO. 3acTOCyBaHHS (UIYKOHA30Jly acoLIIoBalocs 3 BUHUKHEHHSAM
PIAKICHUX BUNANKIB PO3BUTKY TSDKKOI T'€MaTOTOKCHYHOCTI, BKJIIOYAIOYM JIETAIbHI BHITAIKH,
TOJOBHUM UYMHOM Yy MALI€HTIB 13 TSDKKMMH OCHOBHMMH 3aXBOPIOBaHHSIMH. Y BHIIQJKaX, KOJIU
PO3BUTOK I'€NaTOTOKCUYHOCTI aCOIIF0BABCS 13 3aCTOCYBAaHHAM (DIIyKOHA301y, HE OYJI0 B1I3HAYEHO ii
SBHOI 3aJIEKHOCTI BiJ] 3arajibHOi 0O0BOI 103 TpemapaTy, TPUBAIOCTI Tepamii, ctati abo BiKy
naimieHTa. 3a3BHYail TemaTOTOKCHYHICTh, CIpUYMHEHa (IIyKOHA30J0M, OOOpOTHA, a ii MpOsBU
3HUKAIOTh MICJIs NPUITMHEHHS Tepartii.

3a mamieHTaMu, y SIKAX TPH 3aCTOCYBaHHI (IYKOHA30JTy CITOCTEPITAIOTHCS BIIXHICHHS PE3yJIbTaTiB
(GYHKIIIOHANTPHUX TPOO TEYiHKH, CIiJl BCTAHOBUTH PETENbHUIN HArMsA[ LI0J0 PO3BUTKY OLIbII
TSOKKOTO Ypa)KeHHS TEYiHKH.

[TamienTiB cmig npoiH(GOpPMYBaTH PO CUMITOMH, IO MOXKYTh CBIAYUTH MPO CEPHO3HUIN BIUIMB Ha
NeviHKy (BUpakKeHa acTeHis, aHOPEKCis, MOCTiHHA HYyJ0Ta, OJIOBaHHS Ta YKOBTSHHIT). Y TaKOMY
BUIIQJIKY 3aCTOCYBaHHS (PJIyKOHA30JTy CJIi/l HEraifHO MPUIMHUTH Ta IPOKOHCYJIBTYBATHUCS 3 JIIKAPEM.
Cepyeso-cyounna cucmema. Jleski a3oim, y TOMy 4YHCHl ¥ (IIyKOHA30J, acOIIOIOTHCS 13
nonoBxkeHHsM iHTepBany QT Ha enekrpokapaiorpami. [loBimomisiiocs mpo y»e piAKICHI BUMAIKU
nojoBkeHHs iHTepBany QT Ta mapokcM3ManbHOI NUTYHOYKOBOI TaxikKapii THITy «Imipyer» Hpu
3actocyBaHHi npenapaTy Judmokan®. Taki MOBiIOMIEHHS CTOCYBANHCS MAIIEHTIB i3 THKKUMH
3aXBOPIOBAaHHIMH IPH NO€AHAHHI 0araTboX (GakTOPiB PUHKY, TAKUMH SIK CTPYKTYPHI 3aXBOPIOBAHHS
CepIIs, MOPYLIESHHS SJICKTPOIITHOTO OOMiIHY Ta OJHOYACHE 3aCTOCYBAHHS 1HIIHX JIIKAPCHKUX 3aCO0IB,
10 BIUTMBAIOTH Ha iHTepBan QT.

Jubmokan® ciig 3 006epekHICTIO 3aCTOCOBYBATH MAIEHTAM i3 PH3MKOM DO3BHTKY apHTMii.
OpHouacHe 3aCTOCYBaHHS Pa3oM 13 JIKapChKUMHU 3aco0aMu, II0 MPOJOHTYIOTH iHTepBan QTc Ta
MeTaboIi3yroThes 3a nonomoroto hepmenty CYP3A4 mutoxpomy P450, mpoTunokasane.
T'anogpanmpun. I'anopantpun € cyoctpatom depmenty CYP3A4 i npononrye intepsan QTc npu
3aCTOCYBaHHI Y PEKOMEH/I0BaHUX TepaneBTHUUHMUX J03ax. OHOUaCHE 3aCTOCYBaHHS rajgo(aHTPUHY
Ta (PIyKOHA30Ily HE PEKOMEHY€ThCS.

Jlepmamonociuni peaxyii. I1ix yac 3actocyBaHHs (DITyKOHA30Ty PiKO TOBIIOMIISIIOCS PO PO3BUTOK
TakuX eKC(ONIaTMBHUX UIKIPpHUX peakuiid, sk cuuapoMm CriBeHca-J[DKOHCOHA Ta TOKCHUYHMA
enigepmanbHuil Hekpoumi3. [lamientn 31 CHIJloM GinbIn CXMITBHI 10 PO3BUTKY TSDKKUX IIKIPHUX
peakiiiii mpu 3acTocyBaHHI 0araTboX JIKapChKUX 3aco0iB. SIKIIO y Mali€HTa i3 MOBEPXHEBOIO
rprOKOBOIO 1H(EKITIEI0 3 SBISAIOTHCS BUCHUITAHHS, IO MOXHA TIOB’SI3aTH 13 3aCTOCYBAaHHSIM
¢diykoHa30My, TOAANbIIEe 3aCTOCYBaHHSA Iperapary CliJ HpUOUHUTH. SIKIo y mamieHTa 3
1HBa3WBHOI/CUCTEMHOIO TPUOKOBOIO 1H(EKITIEIO 3’ ABJISIOTHCS BUCUIIAHHS Ha IIKipi, 32 HOr0 CTAaHOM
noTpiOHO peTeNbHO CIIOCTEPIraTH, a y BUMAIKY PO3BUTKY OYJIbO3HUX BUCHIIAHb A00 MYJIETU(HOPMHOT
€pUTEMHU 3aCTOCYBaHHA (PIIyKOHA30JIy CJIiJ IPUIMHUTH.
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l'inepyymaugicmo. Y piIKiCHUX BUTAAKaX MOBIJOMIIIIOCS PO PO3BUTOK aHA(DITAKTHYHUX PEAKIIiH.
Lumoxpom P450. ®daykoHa3on € moTyXHuM iHrioitopom ¢epmenty CYP2C9 Tta nomipHum
iTidiTopoM pepmenty CYP3A4. Takox ¢urykonaszon € inriditopom ¢epmenty CYP2C19. Cnin
CHIOCTEpIiraTH 3a CTAHOM MAIli€HTIB, AKi OJHOYACHO 3aCTOCOBYIOTH Jupmokan® Ta mpenapaTu 3
BY3bKHM TEPANIEBTUYHUM BIKHOM, 1110 MeTabo0:m13ytoThes 3a yuacTio CYP2C9, CYP2C19 ta CYP3A4.
Tepgpenaoun. Cnizy peTeabHO CHOCTEPIraTH 3a CTAHOM TAalll€HTa MPU OJHOYACHOMY 3aCTOCYBaHHI
TeppeHaauny ta GaykoHazony y mo3i mermre 400 mr Ha 100y .

Honomioncni peuosunu. IlpemapaT MicTuTh nakTo3y. IlamieHTam 3 pPIAKICHUMHU CHAJAKOBHUMH
3aXBOPIOBAaHHSIMH, TAaKUMHU SK HENEPEHOCHUMICTh TalaKTO3W, HEIOCTaTHICTh JakTa3w Jlamma Tta

MaJibabCcoOPOILIist TITIOKO3U-TAJIaKTO3M, HE CJIiJ1 3aCTOCOBYBATH LieH mpenapar.

30amuicmo eniueamu Ha WEUOKICHb PeaKyii npu KepyeaHHi A6MoOmpancnopmom aoo pooomi 3
IHUWUMU MeXaHiZMamu.

Hocnimkenp BruMBy mnpenapary JudumuiokaH W Ha 37aTHICTh KEpyBaTH aBTOTPAHCIOPTOM abo
NPaIlOBAaTH 3 IHITUMH MEXaHi3MaMHU HE TIPOBOIUIIH.

[TamieHTiB ciia mpoiHGOPMYBATH MPO MOKIIMBICTH PO3BUTKY 3allaMOpPOUYEHHs ab0 CyJIOM Tia 4dac
3acTocoByBaHHs npenapaTy Judmokan®. TIpu po3BHTKY TakuX CHUMIITOMIB HE PEKOMEHIYEThCS
KepyBaTH aBTOTPAHCIIOPTOM a0o0 MpPAIFOBATH 3 IHIIMMU MEXaHi3MaMHu.

®

B3aemooia 3 inmumu nikapcoKkumu 3acodvamu ma iHuii 6uUOU 63acMo0ill.

IIpomunokazano cymicne 3acmocyeants GryKoHA301y Ma HUNCHE3A3HAUEeHUX TIKAPCbKUX 3ac00i6.
Luzanpuo: MOBIIOMIISIIOCA MPO PO3BUTOK MOOIYHUX peakiiil 3 OOKy cepls, y TOMY YHCII Hpo
NapOKCU3MANIbHY [UTYHOYKOBY TaxiKap[il0 THIy «IipyeT» Yy TMAaIli€HTiB, $Ki OJHOYACHO
3aCTOCOBYBaJIM (IyKOHA30J Ta Iu3anpua. KoHTpoaboBaHe AOCHIKEHHS MPOAEMOHCTPYBAO, LI0
onHouacHe 3actocyBanHs 200 mr ¢aykoHazony 1 pa3 Ha 100y Ta 20 Mr nm3anpuay 4 pa3u Ha 100y
OPU3BOAMIO 1O 3HAYHOTO MIJBUIICHHS DIBHA LU3alpUIy y IUIa3Mi KpPOBI Ta 10 TMOJOBXKEHHS
inTepBanry QT. OgHOYacHe 3acTOCYBaHHS (DIIYKOHA30JTy Ta IU3ANPHy IPOTHITIOKA3aHEe (AMB. PO3ILT
«lIpomunoxasanHsy).

Tepgpenaoun: qepe3 BUIAIKU PO3BUTKY TSDKKHX CEPIEBUX apUTMiH, CIPUYUHEHHUX IMOIOBKEHHIM
intepBanty QTc, y mamieHTiB, sIKI 3aCTOCOBYIOTH a30JIbHI MPOTUTPUOKOBI JiKapchbki 3acobu
OJIHOYACHO 3 TepheHaauHOM, OyJIM MPOBEACHI JOCITIKEHHS B3a€MOJIl IHUX TperapariB. Y Xoi
OJIHOTO JOCHIKEHHS TPU 3acTOCyBaHHI (uiykoHa3ony y 1031 200 mr Ha 100y He OyJio BUSBICHO
nojoBkeHHs iHTepBary QTc. [HIIe mocmipkeHHs MpH 3aCTOCYBaHHI (QurykoHazory y go3ax 400 mr
ta 800 Mr Ha 7OOY MPOAEMOHCTPYBAJO, 110 3aCTOCYBaHHS QuIykoHa30.y y qo3ax 400 Mr Ha 100y abo
BUIIIEC 3HAYHO MiABHILYE PiBEHb TepPEHATNHY Yy IIa3Mi KPOBi IPH OJHOYACHOMY 3aCTOCYBaHHI ITUX
npenapariB. CymicHe 3acTocyBaHHs (iykoHazony y mo3ax 400 Mr aGo Buie 3 TepdeHaauHOM
npoTUIioKasaHe (AuB. po3nin «lIpomunoxazannsay). llpu 3acTrocyBanHi (hIyKOHA30Jy Y 103aX HHXKYE
400 Mr Ha 100y OJHOYACHO 3 Tep(HEHATUHOM CJiJ MPOBOAUTH PETEIbHUM MOHITOPHHT CTaHy
MaIfienHTa.

Acmemizon: CyMiCHE 3aCTOCYBaHHs (hIYKOHA30JIy Ta aCTEMI30JTy MOYKE 3HU3UTH KIIIPEHC aCTeMi30y.
CrpuunHEeHe LIMM MiJBUIIEHHS KOHIEHTpalii acTeMi3osly y Iula3Mi KpOBI MOXE MHPU3BECTH 0
noJoBkeHHs iHTepBasly QT Ta y pIAKICHHX BUNAAKAaX — JO MAPOKCH3MAJIbHOI LUIyHOYKOBOT
Taxikapaii Tuny «mipyer». OIHoYacHe 3aCTOCYBaHHS (IIyKOHA30IJIy Ta aCTEMI30JIy IPOTUIIOKA3aHE.
Ilimo3u0 ma xiniouw: CyMIiCHE 3aCTOCYBaHHs (IIyKOHA30Jy Ta MIMO3UIy abo0 XIHIAMHY MOXKe
NPU3BOANTHU J0 MPUTHIYCHHS MeTaboi3My miMO3U Iy a00 XiHIIMHY, X04a BiIMOBITHUX JOCIIIKEHb
in vitro Ta in vivo He npoBoAwIH. [1iBUIIIEHHS KOHIIEHTpAIlii MMO31y a00 XIHIAUHY Yy T1a3Mi KpOBi
MOY€E CIIPHYMHATH NMOA0BXKEHHs iHTepBainy QT Ta y piaKiCHUX BUMAAKaX MPU3BOIAUTHU JI0 PO3BUTKY
MapOKCU3MAIIBHOI IINTYHOYKOBOT Taxikap/ii THIy «tmipyer». OIHOYacHE 3aCTOCYBaHHS (DITyKOHA30TY
Ta MMO3uay ad0 XiHIIMHY IPOTUIIOKA3aHE.

Epumpomiyun: oJHOYacCHE 3aCTOCYBaHHsS EpUTPOMILMHY Ta (DIyKOHA30Jly NOTEHLIHHO MOXe
OPU3BOANTU 10 MIABHIIEHHS PU3HMKY PO3BUTKY KapAiOTOKCHYHOCTI (momoBxeHHs iHTepBaimy QT,
MapoOKCU3MaJIbHA NMITYHOYKOBA TaxiKap/is TUITY «ITpyeT») Ta, K HACIIIOK, IO PanTOBOI CEpIeBOi
cMmepTi. 3acTocyBaHHs KOMOIHALT JaHUX JIKApChKUX 3aC001B MPOTUIIOKA3aHE.
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He pexomenodyemuvcsa _oonouache 3acmocy8anus_(PayKOHA30IY MA HUNCYE3AZHAYEHUX JIKAPCbKUX
3acobis.

Tanogpanmpun: GrykoHA3071 MOKE CIPUYMHNATH TTiABUIIEHHS KOHIIEHTPAIIi] ranodanTprHy y rmia3mi
KpoBi 3a paxyHok mnpurHiueHHs CYP3A4. OpgHowacHe 3acTOCYBaHHS LUX JIKAapChbKUX 3aco0iB
MOTEHIIIITHO MO>K€ TIPU3BOINUTH JI0 MiABHIIEHHS PU3UKY PO3BUTKY KapAi0TOKCUYHOCTI (TIOOBKECHHS
inTepBany QT, mapokcu3ManbHa NUTYHOYKOBA TaxiKapiis TUIY «HipyeT») Ta, sIK HACHiAOK, IO
panToBoi ceprieBoi cMepti. CitiJl YHUKATH 3aCTOCYBaHH KOMOiHAIIi JaHUX JTIKapChKUX 3aC00iB.
CymicHe _3acmocysanus__(ayKOHA301Y _mMa __HUNCYE3A3HAYEHUX _NIKAPCbKUX _3aco0ie _eumazae
obepesicHocmi ma Kopu2yeaHnHs 003u.

Bnaug inwux aikapcvkux 3aco0i6 na gurykonazon.

JocniKeHHs B3a€MO/I11T TTPOJIEMOHCTPYBAJIH, 110 OJTHOYACHE BKUBAHHSI 1K1, IUMETUINH, aHTAIIUIN
abo mojanblie ONMPOMIHEHHS YChOTO Tifa IS MEepecakyd KICTKOBOTO MO3KY, HE Mae€ KIIHIYHO
3HAUYIIOTO BIUIMBY Ha a0COPOIIito (hIyKOHA30 Iy IPH HOTO MepOpaTbHOMY 3aCTOCYBaHHI.
Pugamniyun: ogHouacHe 3aCTOCYBaHHS (DIyKOHA30Jy Ta puaMmIiluHy NPU3BOIUIO 0 3HUKEHHS
AUC na 25 % ta ckopodyBao rnepioa HamiBBUBeneHHS (aykoHazomy Ha 20 %. ToMy i mami€eHTiB,
K1 3aCTOCOBYIOTH pU(DaMITILIKH, CIIiJ] PO3TIISHYTH JOLIIBbHICTh MiABUIIECHHS 103U (PIyKOHA30ITY.
Bnaus ¢pnykonazony na inwi nikapcoki 3acoou.

dyKoHa30J1 € MOTYXHUM 1Hrioitopom i3opepmenty 2C9 murtoxpomy P450 (CYP) Ta momipHuM
iTibiTopoMm CYP3A4. Faxesx—pDnykonazon € inriditopom i3obepmenty CYP2C19. Oxpine—Ha
0JIATOK JIO CHOCTEPEeKYBaHUX/ TOKYMEHTAJIBbHO MiATBEP/KEHUX B3a€MOJIiH, 110 ONMUCaHI HUXKYE,
Ipyd OJHOYACHOMY 3aCTOCYBaHHI i3 (IYKOHA30JI0M iCHY€ PH3WK IIJBUINEHHS Y IUIa3Mi KpOBi
KOHILIEHTpalill 1HIHKX crnoiyk, mo Mmetabomizyrorbes CYP2C9, CYP2C19 ta CYP3A4. Tomy
3aCTOCOBYBATH TaKi KOMOIHAI] IpenapaTiB ciii 3 00epeXHICTIO; IPH I[bOMY HEOOXITHO PETEITHHO
crocTepiratu 3a ctaHoM narlieHTiB. [IpurHiuyBanbsHa 1ist QuykoHa30iy Ha GepMeHTH 30epiraeTbes
npoTsiroM 4-5 16 micis Horo 3aCTOCYBaHHS y 3B’ 3Ky 3 HOTO TPUBAJIMM MEPiOIOM HAIliBBUBEICHHS.
Anvgenmanin: Mg yac OAHOYACHOTO 3aCTOCYBaHHS anb(eHTaniny y 1031 20 MKI/KT Ta (IyKOHA30Iy
y 1031 400 Mr 310pOBUM TOOPOBOJBIIM criocTepiraiocs ABokpatHe 30umbieHHst AUC10, MOKITUBO
yepe3 iHrioyBanHs CYP3A4. Moxe OyTu HEOOX1AHUM KOPUTYBaHHSA 03U aJlb(h)EHTAHLITY.
Amimpunmunin, nopmpunmuiin: (HpIyKOHA30Jl MOCHUIIOE M0 aMITPUNTHWIIHY Ta HOPTPUOTHIIIHY.
PexomeH1yeThCsl BUMIpIOBAaTH KOHLIEHTPALT S-HOPTPUNITHIIIHY Ta/ab0 S-aMITPUNITHIIIHY Ha IOYaTKy
KOMOiHOBaHOT Teparmii Ta depe3 | TwkaeHb. Y pa3i HEOOXITHOCTI CIiJ BIAKOPHUTYBAaTH O3y
aMITPUNITWIIHY/HOPTPUITHITIHY .

Am¢pomepuyun B: omHouyacHe 3actocyBaHHsA (iaykoHazonmy Ta amdorepunuHy B iH(ikoBaHUM
MUIIIaM 13 HOPMaJIbHUM IMYHITETOM Ta 1H()IKOBAaHUM MHUIIAM 31 3HUKEHUM IMYHITETOM MIPU3BEINO 0
TaKUX pPE3yJbTaTiB: HEBEIMKUA AJAUTUBHUN TPOTHTPUOKOBHI €QeKT MpH CHUCTeMHiN iHdeKmii
C. albicans, BincyTHICTb B3a€EMO/IIT IpH BHYTpilTHBOUEpenHin iHbekIii Cryptococcus neoformans ta
AHTaroHI3M JIBOX IpenapaTtiB MpH CUCTeMHIN iHeKuii Aspergillus- fumigatus. KininiyHe 3Ha4eHHS
pe3yabTaTiB, OTPUMAHKUX Y X0 ITUX JTOCHIIKEeHb, HEBIIOME.

Aumukoaeynanmuy. SK 1 TpU 3aCTOCYBAaHHI I1HIIMX Aa30JbHUX MPOTHUTPUOKOBUX 3ac00iB, NpHU
OJIHOYACHOMY 3aCTOCYBaHHI ()IyKOHa30Jly Ta Bap(apuHy MOBIIOMIISUIOCS PO BHUMAJAKH PO3BHUTKY
KpPOBOTEY (reMaToM, HOCOBOI KpPOBOTEUI, IUTYHKOBO-KHIIIKOBUX KPOBOTEY, FreMaTypii Ta MEJICHH) Y
MOETHAHHI 13 TIOJIOBXKEHHSM MTPOTPOMOIHOBOTO Yacy. [Ipu omHOYacHOMY 3acToCyBaHH1 (PIIyKOHA30ITy
Ta BapdapuHy CHOCTepirajgocs JABOKpaTHE MiJBUIICHHS NPOTPOMOIHOBOrO dYacy, WMOBIpHO
BHACIIIJIOK NMPUTHIYEHHS MeTabonizmy Bapdapuny uepes CYP2C9. Cnin perenbHO KOHTPOIIOBATH
OpOTPOMOIHOBUI Yac y MAIi€HTIB, SIKI OJHOYACHO 3aCTOCOBYIOTH KyMapHWHOBI aHTHUKOATYJSHTH.
Moske OyTH HEOOX1THOIO KOPEKIIis 1031 BaphapuHy.

benzooiazeninu xkopomkoi 0ii, Hanpukiad midazonam, mpuazonam: TPU3HAYEHHS (PIIyKOHA30ITY
MiCasT TEepopajbHOTO 3aCTOCYBaHHS Mija30jiaMy TMPHU3BOJIWJIO 10 3HAYHOTO  ITiJIBUICHHS
KOHIIEHTpaLlii MiJja3ojamMy Ta J0 MOCHUJICHHS MCUXOMOTOPHHUX e(dekTiB. OAHOYaCHE 3aCTOCYBAaHHS
baykoHazony y 1031 200 Mr Ta Migazonamy y 1031 7,5 MT epopaibHO MTPU3BOINIIO 10 TT1IBUIIICHHS
AUC ra nepioy HamiBBUBEACHHA y 3,7 Ta 2,2 pa3a BiAMOBIIHO. 3aCTOCYBaHHS (PIIyKOHA30IYy Y 1031
200 mr/mo6y ta 0,25 mr TpuaszoigaMy nepopaibHO npusBoauiao Ao miasumeHHs AUC ta mepioxy
HamiBBUBeneHHS y 4,4 Ta 2,3 pa3a BignosigHo. [Ipu ogHOYacHOMY 3acToCyBaHHI (piIyKOHA30Iy Ta
TpHa30JaMy CIIOCTEPIraiocsl MOTSHIIIOBAaHHS Ta MPOJIOHTaIlis €PEKTiB TpHUa3ojamy.
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SIKmIo marmieHTy, SIKUi IPOXOAUTH Kypc JIIKyBaHHS (IyKOHA30JI0M, CIiJl OJHOYACHO NMPH3HAYUTH
Tepamito OeH30/1a3emiHaM1, 103y OCTAHHIX CJiJ 3MEHIINTH Ta BCTAHOBUTH HAJICKHHUM HArmsj 3a
CTaHOM TIAIli€HTA.

Kapb6amaszenin: $haykoHa3on mpurHiyye Metaboii3M kapOamaszemiHy Ta CHpPUYMHIOE IMiIBUICHHS
piBHS KapOamaseniny B cupoBartiii KpoBi Ha 30 %. IcHye pu3uK PO3BUTKY MPOSBIB TOKCHYHOCTI 3
O0oky kapOamazemniny. Moxke OyTH HEOOXITHHUM KOPUTYBAaHHS JIO3U KapOamasemiHy 3alle’KHO BiJl
PIBHS HOTO KOHIICHTpAIIi1 Ta Jil mpemnapary.

broxamopu kanvyiesux xananis: nesKi aHTaroOHICTH Kablito (HipeaumniH, icpaaurii, aMIOIUIIIH Ta
denoumin) metabomizyroThes pepmerToM CYP3A4. daykoHa3071 MOTSHITIHO MOKE T ABUIIYBATH
CUCTEMHY €KCIO3UI[iI0 OJOKAaTOPiB KalbIlieBUX KaHaNiB. PekoMeH0BaHMI peTeIbHIUI MOHITOPUHT
1010 PO3BUTKY IMOOIYHUX PEaKIIii.

L]enexoxcub: mpu oqHOYACHOMY 3acTocyBaHHI (hiykonaszomy (200 mr Ha 100y) Ta uenekokcudy (200
MT) Cmax Ta AUC 1ienexoxcuOy minBumryBanucs Ha 68 % Tta 134 % Bianmosigno. [Ipu oqHOYacHOMY
3aCTOCYBaHHI IIETEKOKCMOY Ta (QUIyKOHa30ily MoOXxe OyTH HeOOXiOHHUM 3MEHILIEHHS 03U
1IEJIEKOKCHOY BJIBIUI.

Luxnogocghamio: omHouacHe 3acTocyBaHHs HuKIodochaminy Ta (uyKoHA3071y MPU3IBOAUTH N0
HiBUINCHHS piBHSA OumipyOiHy Ta KpeaTWHiHy B cupoBaTmi KpoBi. Lli mpemapatm MoxHa
3aCTOCOBYBAaTH OJHOYACHO, 3BaKAIOUM HA PHU3UK MIABHUILEHHS KOHIEHTpauii OimipyOiHy Ta
KpeaTHHiHy B CHPOBATIIi KPOBI.

@Denmanin: MOBIIOMIIATIOCA MPO OAMH JIETANbHUN BUMAJOK IHTOKCHKALii (PEeHTaHIIOM BHACIIIOK
MOJKITUBOT B3aeMoii heHTaHLITy Ta (hrykoHaszomy. Jlo Toro xk, y TOCHiKeHH] 3a y9acTio 12 370poBuX
JTOOPOBOMBIIB OyJ0 MPOJEMOHCTPOBAHO, IO (IYKOHA30J1 3HAYHO YIMOBIIBHIOBAB eNIMiHAIIIIO
¢denraniny. [linBuIeHHs KOHIIEHTpaMii eHTaH1Ty MOXKe PU3BECTH A0 MPUTHIUYCHHS TUXAHHS, TOMY
CIJIiJI peTeTbHO KOHTPOJIIOBATH CTaH malfieHTa. Moxxe OyTH HEOOXiTHOIO KOPEKIIis 103U (PeHTAHLTY.
Ineioimopu  I'MI-KoA-pedykmasu: cymicHe 3acTocyBaHHS (UIyKOHA30dy Ta iHTiIOITOpIiB
I'MI'-KoA-penykrasu, mo wmerabonizyorbcs CYP3A4 (aropBacTaTuH Ta CHUMBAacTaTHH), abo
iaTi6iTOpiB 'MI'-K0oA-peaykrasu, mo merabomizyrorecs CYP2C9 (pmyBacTaTiH), MiIBUIIYE PH3UK
pPO3BUTKY Miomatii Ta pabaomionizy. Y pa3i HEOOXIJHOCTI OJHOYACHOTO 3aCTOCYBAaHHS LUX
npenapariB CJiJl PETENIHHO CIIOCTEPIraTy 3a MAIIEHTOM 1010 BUHUKHEHHS CUMIITOMIB MIOmarii Ta
pabaoMiofizy 1 MPOBOAUTH MOHITOPUHI PIiBHS KpeaTHMHKIHAa3U. Y BHIQAKY 3HAYHOIO IiJBUIICHHS
piBHS KpeaTWHKia3W, a TaKOX NpU JiarHOCTYBaHHI abo mMijo3pi Ha Miomarito/padaomionis
3actocyBaHHs 1HT101TOpiB I MI'-KOA-penykTa3u ciiJl IpUIUHUTH.

Imynocynpecopu (Hanpukiao YuKioCnOpuH, e8eponimyc, CUpOLimMyC i MaKkpomimyc).

Luxnocnopun: ¢nykoHa3on 3HauHO minBuinye koHueHtpamiro Ta AUC mmkimocnopuny. [pu
OJIHOYACHOMY 3acTOCyBaHHI ¢uykoHa3ony y 1031 200 wmr/mody Ta IMKIOCIOPUHY Y 1031
2,7 mr/xr/no0y cnioctepiranocs 36insienns AUC muknocnopuny y 1,8 pasa. Lli npenapatu MoxxHa
3aCTOCOBYBAaTH OJHOYACHO 33 YMOBM 3MEHILUEHHS 03U IUKJIOCIOPHUHY 3aJie)KHO BiJ HOro
KOHIICHTpAITii.

Eeeponimyc: xoda nociimpKeHs in vitro Ta in vivo He IPOBOAWIN, (PIIYKOHA30JI MOKE TT1IBUIILYBATH
KOHIICHTPALIII0 €BEpOJIIMYyCY B CHpOBATII KpoBi uepe3 npurHiueHHss CYP3A4.

Cuponimyc: GayKoHA30JI MABUILYE KOHIIEHTPAIII0 CUPOJIIMYCY Y IJIa3Mi KpOBI HMOBIPHO HMUISIXOM
NpUTHIYeHHS MeTabonizmy cupoiimycy gepmertom CYP3A4 ta P-raikonporeinom. Lli mpenaparu
MO’KHa 3aCTOCOBYBaTH OJHOYACHO 32 YMOBU KOPUTYBAaHHSI O3 CHPOJIIMYCY 3aJI€KHO BiJ PIBHSA
KOHIIEHTpaLii Ta e(eKTiB mpenapary.

Taxponaimyc: GbayKOHA301 MOXKE IMABHINYBATH KOHIICHTpAILlli TaKpOJIIMYyCy B CHPOBATIIl KPOBI JI0
5 paziB mpu HOro nepopajibHOMY 3aCTOCYBAaHHI uYepe3 MPUTHIYCHHS METa0oJi3My TakKpOIIMyCy
dbepmentom CYP3A4 y xumeunuky. [Ipy BHYTpIIIHBOBEHHOMY 3aCTOCYBaHHI TaKpOJIIMYyCy HE
CHOCTepIrajgocs 3HaYHUX 3MiH (papMakokiHeTHKH. [TiABHIIEH] piBHI TaKpOIIMYyCY acOIIIOIOTHCS 13
He(pOTOKCUYHICTIO. J[03y TaKpOIiMyCy ISl IEPOPATLHOTO 3aCTOCYBAaHHS CJI1J] 3HMKYBATH 3aJI€KHO
BiJl KOHIICHTpAIIil TAKPOIIMYCY.

Jlozapman: QIyKOHa30Jl TPHUTHIYYE METa0O0JI3M JIO3apTaHy [0 WOTro AaKTUBHOTO METaloJiTy
(E-31 74), mo o0yMOBIIIO€ OUIBIIY YAaCTHHY aHTaroHi3My J0 pelenTopiB aHrioTensuny Il mig vac
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3aCTOCYBaHHS JIO3apTaHy. PeKOMEHJOBaHO 3MIMCHIOBATH IMOCTIHHUI MOHITOPHHI apTepiallbHOTO
TUCKY Y TIAI[IEHTIB.

Memaoon: (GhraykoHa307 MOXeE ITiIBUIIYBAaTH KOHIEHTPAII0 METaJOHy y cuUpoBarmi KpoBi. Ilpu
OJTHOYACHOMY 3aCTOCYBaHHI METaJIOHY Ta (pJIyKoHa307y Moke OyTH HEOOX1AHUM KOPUTYBaHHS 03U
METaJIOHY.

Hecmepoioui npomuzananvhi npenapamu: Tpu OJHOYACHOMY 3aCTOCYBaHHI 3 (hIyKOHA30710M Cmax
ta AUC ¢dnyp6inpodeny migsunryBamucs Ha 23 % ta 81 % BiAMOBIIHO MOPIBHIHO 13 BiAMOBI THUMH
MOKa3HWKAMHM TIPU 3aCTOCYBaHHI TUIbkH (aypOinpodeHy. AHAIOTIYHO TPH OJHOYACHOMY
3actocyBaHHI (piykoHaszomy 3 paremigauM i0ympoderom (400 mr) Cmax Ta AUC dhapmakosroriaao
aKTUBHOTIO 130Mepy S-(+)-i0ynpodeny minBuriryBanucs Ha 15 % Tta 82 % BIANOBIAHO, MOPIBHSHO 13
TaKUMH TTOKA3HUKAMH MIPH 3aCTOCYBaHHI TUTLKH parieMiqHOTO i0ympodeny.

Xoua cremiaJibHUX JOCIIPKEHb HE MPOBOIMIHN, (DIyKOHA30J MOTEHLINHO 3JaTHUM MiJBUILYyBaTH
cuctemHy ekcnosuuito iHmux HII3IL, mo merabonizytorbess CYP2CY9 (Hanpukiaa HampoKceHy,
JOPHOKCUKaMy, MEJOKCUKaMy, JHUKJIOQEeHaKy). PekoMeHn0BaHO MeEpioAWYHO 3IHCHIOBATH
MOHITOPHHI MOOIYHUX peakliid Ta TOKCUYHUX MposiBiB, OB’ s3aHux 13 HII3Il. Moxe 3Hanoburtucs
xopuryBanHs n1o3u HIT3II.

@Denimoin: (HIyKOHA30J MpUTHIYYyE MeTabomi3M ¢eHiToiHy B medinii. OgHodacHe Oaratopa3oBe
3actocyBanHs 200 mr ¢aykonazomy Ta 250 Mr QeHiToiHy BHYTPIIIHBOBEHHO MPHU3BOJIUTH [0
nigsumenas AUC24 denitoiny Ha 75 % Ta Cmin Ha 128 %. Ilpn ogHOYaCHOMY 3aCTOCYBaHHI ITUX
JIKapChKUX 3acO0iB CIiJI MPOBOJAUTH MOHITOPHHT KOHIIEHTpaIlii (eHITOIHY Y CUpOBATII KPOBi IS
YHUKHEHHS pO3BUTKY TOKCHYHOI Aii (eHiToiny.

IIpeonizon: MOBIAOMIISIIOCSA PO BUMAAOK, KOJU Yy TMalli€eHTa Micis TpaHCIUTaHTallll MeYiHKU Ha Tl
3aCTOCYBaHHS TIPEAHI30HY PO3BUHYJACA TOCTPa HEAOCTATHICTh KOPU HAJHHUPKOBHX 3aJ03, IIO0
BUHHMKJIA TICIsl TNPUIMHEHHS TPUMICIYHOrO Kypcy Tepamii ¢ykoHasonoM. IlpunuHeHHs
3acTOCYyBaHHA (PIIyKOHA30Ily, WMOBIpHO, crpuuuHmWIO mocwieHHs aktuBHOCTI CYP3A4, mo
IPU3BEJIO 10 MPUCKOPEHHS MeTaboii3My MpeaHi30Hy. Cii peTesbHO CTeXHUTH 3a MallieHTaMU, SKi
IPOTSATOM TPUBAIOTO Yacy OIHOYACHO 3aCTOCOBYIOTH (DIIyKOHA30JI Ta TIPEAHI30H, 3 METOI0
HOMEPE/DKEHHST PO3BUTKY HEJOCTAaTHOCTI KOPM HAJHUPKOBUX 3aJ03 MICIAS NPUIHHEHHS
3acTOCyBaHHS (DITyKOHA30ITY.

Pugpabymun: dryxkoHason miABHILYe KOHIEHTpaulilo pupadyTHHY B CHPOBATIi KpOBI, IO
npu3BoauTh 10 30uteierHs AUC pudabytury go 80 %. Ilpum omHOYacHOMY 3acTOCyBaHHI
¢uykoHazony Ta pupabyTHHY HOBIIOMIISUIOCS MPO BUIAIKU PO3BUTKY yBeiTy. IIpu 3actocyBaHHI
Takoi KOMOiHAII{ JTIKapChKUX 3ac00iB CIIiT OpaTH 10 yBaru CAMIOTOMHU TOKCHYHOI i prudadyTHHY.
Caxksinasip: ¢nyxonazon minsuiye AUC Ta Cmax cakBiHaBipy npuOiamusHo Ha 50 % Ta 55 %
BIJITIOBITHO Yepe3 MpUTHIYCHHS MeTaboi3My cakBiHaBipy y nedinii ¢pepmenTtom CYP3A4 ta yepes
iHTi0yBaHHs P-riikonporeiny. B3aemomii mix (iykoHa3070M Ta CakBIHABIpOM/PUTOHABIpOM HE
JOCITIJUKYBAINCSA, TOMY BOHH MOXYTh OyTH Oulbll BHUpakeHMMHU. Moske OyTH HEOOXiTHUM
KOPHUTYBaHHS 103 CaKBIHABIPY.

Iloxioui cynvghonincewosunu: TMpU OJHOYACHOMY 3aCTOCYBaHHI (DIIYKOHA30J IMPOJIOHTYE TEpiof
HaIlIBBUBEJICHHS TEPOPATBHUX TOXITHUX CYIh()OHIJICEYOBUHH (XJIOPIPOIaMiay, Ti0eHKIaMiay,
[Ini3uAy Ta TonOyTaMmimy) HpH iX 3acTOCYBaHHI 3A0POBUM JOOPOBOJBISIM. PexoMeHmyeTbes
MIPOBOJIUTH YaCTHH KOHTPOJIb ITyKPY B KPOBI Ta BIAMOBIIHMM YWHOM 3HW)KYBATH 103y MOXiTHUX
CyJb(OHIJICEYOBUHU NP OJHOYACHOMY 3aCTOCYBaHHI 13 (PIIyKOHA30JIOM.

Teoginin: 'y t1aned0-KOHTPOILOBAHOMY JOCTIDKEHHI B3a€MOJIl TpemnapaTiB  3aCTOCYBaHHS
¢ykonasoy no 200 mr npotsrom 14 qHiB pU3BENO A0 3HIKEHHS CEPEAHBOTO KIIIPEHCY TODLTiHY
B 1J1a3Mi KpoBi Ha 18 %. 3a maiieHTamu, SiKi 3aCTOCOBYIOTh TEO(LIIH Y BUCOKHX J103aX a00 K1 MalOTh
HiIBUIICHUN PU3UK PO3BUTKY TOKCHYHUX MPOSIBIB T€O(DUTiHY 3 IHIIMX MPUYHH, CIiJ BCTAHOBUTHU
HaTJISIT 010 BUSIBJIGHHS O3HAK PO3BUTKY TOKCUYHOT i1 Teoditiny. Teparrito ¢iiijy 3SMiHUTH IIPH MTOSBI
03HAaK TOKCHYHOCTI.

Anxanoiou 6apsinky: Xxo4a BIAMOBITHUX JOCIIKEHb HE TPOBOJNIH, (DITyKOHA30J1, HMOBIpHO Yepe3
iaridyBanns CYP3 A4, Moxe CIpUUMHATH MiABUIECHHS KOHIIEHTPAL] ajKaloiniB OapBiHKY Yy T1a3Mi
KpOBI (HaNpuKJIaJ BIHKPUCTHHY Ta BIHOJIACTHHY), IO MPU3BOJUTH 10 PO3BUTKY HEHUPOTOKCHIHHUX
edexTiB.
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Bimamin A: TOBIIOMIISIOCS, IO Y TAIi€HTa, SKAH OJHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY
Kucnoty (kuciotHa ¢opma BiTamiHy A) Ta (UIyKOHA30JI, CIIOCTEpIranucs mobdiuHi peaxiiii 3 60Ky
HC y dopwmi riceBmoTyMopy rOJOBHOTO MO3KY; TaHUH e(heKT 3HUK Micis BiaMiau ¢urykoHazoury. Li
JIKapChKi 3ac00M MOYXHA 3aCTOCOBYBATH OJJHOYACHO, aje CIIiJ MaM’STaTu NpO PU3UK BUHUKHEHHS
no6iuHnx peakiii 3 6oky [THC.

Bopuxonason (ineioimop CYP2C9, CYP2C19 ma CYP3A4): onHOYacHE 3aCTOCYBaHHs BOPUKOHA30ITy
niepopaibHO (110 400 Mr KoXkHI 12 roxuH npotsromM 1 aus, otiM 1o 200 Mr KoxHi 12 ToIuH IPOTATOM
2,5 nuiB) Ta ¢aykoHaszory nepopanbHo (400 Mr B mepmuit AeHb, noTiM mo 200 Mr koxHi 24 roauHu
npoTsroM 4 nHIB) 8 3M0pOBHM JOOPOBOJIBIISIM YOJOBIYOi CTATi MPHU3BENO A0 MiABUMIECHHS Cmax TA
AUC: BopukoHa3zony B cepeaaboMy 10 57 % (90 % HAI: 20 %, 107 %) ta 79 % (90 % MI: 40 %, 128
%) BignmoBimHO. He BimoMO, YW NPU3BOAWTH 3HWKCHHS JO3M Ta/ad0 YacTOTH 3aCTOCYBaHHS
BOPUKOHA301ly abo (uIyKOHa301ly A0 yCyHEeHHs Takoro edekrty. IIpu 3acTocyBaHHI BOPUKOHA30Iy
micnst  UIyKOHA30JIy CJiJI TPOBOJUTH CIIOCTEPEKEHHS MIOJ0 PO3BUTKY MOOIYHHUX e(deKTiB,
acoliifOBaHUX 13 BOPUKOHA30JIOM.

3udoeyoun. ¢irykoHazon migBunrye Cmax Ta AUC 3umoBynuHy Ha 84 % ta 74 % BIAMOBIIHO, IO
3YMOBJICHO 3HM)KEHHSM KIIPEHCY 3UA0BYIMHY Npubiu3Ho Ha 45 % mpu Horo mnepopaibHOMY
3acrocyBaHHi. [lepios HaniBBUBEACHHS 3UOBYIMHY OYB TaKOX IMOJOBXKEHUH NpuOIu3Ho Ha 128 %
miclis 3aCTOCyBaHHA KOMOiHaLli (IyKOHA30 1y Ta 3UIOBYJMHY. 3a MallieHTaMH, SIKI 3aCTOCOBYIOTh
TaKy KOMOIHAIil0 JIKapChKUX 3ac00iB, CIiJ CHOCTEpIraTd IMOAO PO3BUTKY MOOIYHHMX peakxilii,
IOB’S13aHUX 13 3aCTOCYBAHHAM 3UJOBYAMHY. MOKHA pO3IJISHYTH AOLUIBHICTh 3HM)KEHHS 03U
3UJIOBYAMHY.

Asumpomiyun: 'y XOIl BIIKPUTOTO PaHAOMI30BAaHOIO TPHOXCTOPOHHBOI'O MEPEXPECHOTO
JOCITIJKCHHS, B SIKOMY B3sUIH y4acTb 18 310poBUX JOOPOBOJIBIIIB, OLIHIOBAIH BILTHB a3UTPOMIITUHY
Ta (QIyKoHa30Ily Ha papMaKOKIHETUKY OJAMH OJHOTO MPH iX OJJHOYACHOMY NEPOPATILHOMY Pa30BOMY
3acrocyBaHHi y mo3ax 1200 mr Ta 800 mr BiamosimHo. JKogHux 3Ha4ymmx (hapMaKOKiHETHYHUX
B3a€MO/Ii¥1 BUSIBIICHO HE OYII0.

Ilepopanvhi konmpayenmugu. TPOBOIMIOCS 2 (hapMaKOKIHETHYHUX JOCIIIKEHHS 0araTopa3soBoro
3acToCcyBaHHA (IyKOHA30J1y Ta KOMOIHOBaHOTO MEepopalibHOrO KOHTpauenTusy. [Ipu 3acTocyBaHH1
¢diykoHazomy y mo3i 50 Mr BIUIMBY Ha piBEHb TOPMOHIB HE OYJIO, TOII SIK MPHU 3aCTOCYyBaHHI
¢aykonasony y 1031 200 mr Ha 100y crioctepiranocs 36unbimenHs AUC etuninectpaniony Ha 40 %
Ta JIeBoHOprecTpeny — Ha 24 %. Ile cBiquuTh mpo Te, mo 6araropa3oBe 3aCTOCYBAaHHS (DITYKOHA30TY
y 3a3HA4YEHUX J03aX HaBpAJ YU MOKE BIUIMBATH Ha €(EKTHBHICTh KOMOIHOBAHOTO MEPOPATIBLHOIO
KOHTPAIICTITUBY.

lsakagpmop: cynyTHE 3acTOCYBaHHS 3 iBakaTOpoM, MiJCHIIOBaYEM MYKOBICIIHJIO3HOTO
TpaHcMeMOpaHHoro peryisaropa nposijHocti (CFTR), ninBuntye excrno3uiito iBakagTopy B 3 pasu,
a rigpokcumeruaiBaka@Topy (M1) — v 1.9 pas3u. /Ins maiieHTiB, siKi OJIHOYAaCHO 3aCTOCOBYIOTh
nomipHi iHrioitopu CYP3A., taki ik GpiayKoOHA30JI 1 EPUTPOMILIMH, PEKOMEHIYETHCS 3HIDKEHHS JIO3H
iBakadTopy 10 150 Mr oJinH pa3 Ha A00Y.

®dapMaKoJIOTi4YHi BJI1aCTHBOCTI.
Dapmaxoounamixa.

MexaHi3Mm jii.
dykoHa30J1, MPOTUTPHOKOBUI 3acid Kilacy TpPHA30JiB — MOTY)XHUH Ta CEJIEKTHBHUU 1HTIOITOp

rpuOKoBUX (EepPMEHTIB, HEOOX1THUX ISl CHHTE3Y eprocrepoity. [lepBuHHUM MeXaHi3MOM HOTO il €
NpUTHIYEHHS TPUOKOBOTO 14 anbga-1aHoCTepoI-1eMETUIIOBAHHS, OITOCEPEIKOBAHOT'O IIUTOXPOMOM
P450, mo € HeBix’eMHMM eTaroM Ol0CHHTE3y TpHOKOBOTO eproctepony. Axkymyssmis 14 anbda-
METHJI-CTEPOJIIB KOPEIIIOE 3 TOJAIBIION BTPATOI0 €ProcTepoly MeMOPaHO0 TPUOKOBOT KIIITHHU Ta
MO>K€ BIJIMOBIIaTH 3a MPOTUTPHUOKOBY aKTUBHICTD (hTyKOHA30.Ty. DIYyKOHA30JI € OLTBII CEJICKTUBHUM
710 TpUOKOBUX (pepMeHTIB IIUTOXpoMy P450, Hi>k 10 pi3HOMAHITHUX CHCTEM (PEPMEHTIB [IUTOXPOMY
P450 ccasuis.

3acrocyBaHHs (aykoHazony y m03i 50 mr Ha mo0y mpoTsarom 28 IHIB HE BIUIMBAE Ha PiBEHb
TECTOCTEPOHY y IUIa3Mi KpPOBI y YOJOBIKIB a00 Ha pPIBEHb EHAOTEHHUX CTEPOiNiB y >KIHOK
penpoaykTuBHOro Biky. @iykoHa3on y n03i 200-400 mr Ha 100y HE BUSBIISE KIIIHIYHO 3HAYYIIOTO
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BIUIMBY Ha PIBEHb €HJOTEHHHUX CTepoiniB 4M Ha BiamoBimp Ha ctumyisnito AKTI y 3moposux
JOOPOBOJIBIIIB YOJIOBIYOT CTaTI.

JlochimkeHHsT B3aEMOIIT 3 aHTUITIPHHOM TIPOJIEMOHCTPYBAIIO, M0 3acTocyBaHHs 50 Mr (piryKoHa307Ty
pa3oBo yu 0araTopa3oBo HE BIUIMBAE HA METa00II3M aHTUITIPUHY.

UyTnuBicTh in vitro.

@dnykoHA301 in Vitro JAEMOHCTPYE MPOTHUIPUOKOBY aKTHBHICTH CTOCOBHO BuAiB Candida, mo
3ycTpiyatotbesi Haivacrtime (Bkmtowatouu C.albicans, C.parapsilosis, C.tropicalis). C.glabrata
JIEMOHCTPY€ LIMPOKHUI Jdiana3oH 4yTJIMBOCTI 10 (iaykoHasody, Toxal sk C.krusei € 10 HBOTO
PE3UCTEHTHOIO.

Takox (1ykoHa301 in Vitro NEMOHCTPY€ aKTHBHICTh sIK mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak 1 TPOTH EHICMIYHHUX TUTICHABHX TpuOiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aemo3se ’a30k Dehapmakoxinemuurux Ottt ¢ DchapmakoounamiyHux
811ACMUBOC CUKIHERHKE.

BinnoBimHO 10 pe3yJbTaTiB OCTI/DKEHh HAa TBapUHAX, ICHY€ KOPEJSAMis MK MiHIMaJIbHOIO
1HT10yI0YOI0 KOHIEHTpAli€l0 Ta €(PEeKTHUBHICTIO MPOTH EKCIEPUMEHTAIBHUX MOJENeH MiKO03iB,
cnpuunHeHnX Bugamu Candida. BiamoBigHO 10 pe3yibTaTiB KIHIYHUX TOCIIKEHb, ICHY€ JiHIiHA
3anexHicTh MK AUC Ta no3or0 ¢uiykoHazony (nmpubnauzHo 1:1). Takox icHye mpsMmuid, ane
HepocTaTHIN 3B’ 130K Mik AUC abo 103010 Ta TO3UTHBHOIO KITIHIYHOKO BIIMOBIUIIO HA JIIKYBaHHS
OpaJbHOTO KaHAWIO03y Ta MEHIIOK MIpOI0 — KaHAuAeMii. AHaJOTIYHO JIKyBaHHsS 1HQEKIiH,
CIPUYMHEHUX IITaMaMH, 10 SKUX (IIyKOHA30J JEMOHCTPYE BHCOKY MiHIMaJbHY 1HTIOyIOUy
KOHIIEHTPAL1I0, € MEHIII 33J0BIJIbHUM.

MexaHi3M pe3UCTEHTHOCTI.

Mixkpoopranizmu pony Candida neMOHCTPYIOTh YMCICHHI MEXaHI3MH PE3UCTEHTHOCTI JI0 a30JIbHUX
NPOTHTPUOKOBHX 3ac00iB. DIYKOHA30J IEMOHCTPYE BHCOKY MiHIMAIBbHY 1HTIOYI09y KOHIIEHTPAIIIO
IPOTH ITaMiB rpubiB, SKi MalOTh OAMH a00 OLUIbIIE MEXaHi3MiB PE3HCTEHTHOCTI, 110 HEraTHUBHO
BIUTMBA€E Ha €()EKTUBHICTD in Vivo Ta B KIIiHIUHIN mpakTuii. [ToBimoMisiocst mpo BUTIAAKH PO3BUTKY
cynepindexuii Candida spp., inmmmu Hix C. Albicans BugamMu, 110 4acTO € HEUYTIMBUMHU JI0
dnykonaszony (Hanpuknan Candida krusei). J{ist miKyBaHHS TaKWX BHITAJIKIB CJIiJ 3aCTOCOBYBATH
aNbTepHATHBHI MPOTUTPHOKOBI 3aCO0M.

KoHTponpHi TOYkH (BIAOOBIAHO J10 €BpONENCHKOr0 KOMITETY 3 JOCHIHKEHb YYTIMBOCTI JI0
AHTUMIKPOOHUX 3aC00iB).

bazyrounce Ha jociipkeHH] (hapMakoKiHeTHUHO1/ (hapMakoAMHAMIYHOT iH(opMaIlii, Iy TIUBOCTI in
vitro Ta KIIHIYHO BiAMOBiAi, OylO0 BH3HAYEHO KOHTPOJBHI TOYKH AN (IyKOHA307My MAJis
Mmikpooprasi3mis poxy Candida. Bouu Oynu po3noiieHi Ha KOHTPOJIbHI TOUKH, 1110 HE TIOB s13aHi i3
[IEBHUM BHJIOM, SIK1 OLIBIIOO MipOI0 BU3HAYAINCS Ha OCHOBI
bapmakokiHeTUYHOI/(hapMakoAMHAMIYHOT iH(OpMaIlil 1 He 3aeXaTh BiJl pO3MOUTY Ha MEBHI BUIU
3a MIHIMQJIBHOIO 1HT10yI0YO0I0 KOHIICHTPAIII€I0, Ta HA KOHTPOJIbHI TOYKH, OB’ sI3aH1 3 IEBHUM BUJIOM,
1110 HalYacTiIIe acOIIOIOThC 13 iH(eKIisiMU y JroauHu. Lli KOHTPOJIbHI TOUKM HaBeIeH1 HIXKYE.

Tlpomuepubrosuii Koumponvui mouxu, nog s3ami iz neHuM 6u0om Koumponvni mouxu,
3aci6 S</R> He  nog’ssami i3
nesHum 6uoom”
S</R>
Candida | Candida | Candida | Candida Candida
albicans | glabrata | krusei parapsilosis | tropicals
DryKOHa3071 2/4 IE -- 2/4 2/4 2/4

S = uyTnuBHii;

R = pe3ucrentuumii;

0. — KOHTPOJIbHI TOYKH, II[0 HE TMOB’sI3aHi 13 MEBHUM BHUJOM, AKi OLTBIIOI MIpOI0 BH3HAYAIIMCS HA
OCHOBI (papMaKoKiHETHYHOT/(papMakoarHAMIYHOT iH(pOpMAIIii 1 He 3aJIeKaTh BiJl pO3MOALTY Ha IEBHI
BUIM 32 MIHIMQJIbHOK I1HTIOYIOUOI0 KOHIEHTpalieo. BoHW JgochmikyBaiuch IdIle A
MIKpOOPraHi3MiB, IS IKUX HE iCHy€e cren(pigHOi KOHTPOIBHOI TOUKH;

-- IOCJIiKEHHS Yy TJIMBOCTI HE PeKOMEH/IOBaH1, OCKUIbKH JaHUI BUJI HE € METOIO JTIKapChKoi Tepartii;
IE — noxa3iB 1m0/10 TOro, 4 € JaHUW BUJI METOIO JIIKapChKOi Tepariii, HeJJOCTaTHbO.
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Dapmarokinemuxa.
dapMaKOKIHETUYHI BIACTHBOCTI (PIyKOHAa30ly € TOMIOHUMH TpU BHYTPIIIHHOBEHHOMY 1
nepopaIbHOMY 3aCTOCYBaHHI.
AGcopoiis.
drykoHa30I1 100pe BCMOKTYEThCS TPH IEPOPATLHOMY 3aCTOCYBaHHI, a piBEHb IpenapaTy y Iia3Mi
KpOBI1 1 cuUCTeMHa 010A0CTYNHICTh nepeBuilyoTh 90 % piBHA ¢uiyKOHa301y y Ijia3Mi KpoBi, 110
JIOCSATAETHCS IPH BHY TPITHBOBEHHOMY BBEJICHHI mpernapaty. OHouacHe BKUBAHHS 1Ki HE BITMBAE
Ha BCMOKTYBaHHs Ipernapary IMpH HOro mepopajbHOMY 3acTocyBaHHI. [likoBa KOHLIEHTpalis y
a3Mi KpoBi gocsraetsesi uyepe3 0,5-1,5 roamum micns mpuitomy mpenapary. KoHmeHTpartis
npenapary y 1ia3mi KpoBi poropiiiiHa 1031i. PiBHOBa)kHa KOHIIEHTpalis Ha piBHI 90 % nocsraeTbes
Ha JPYTHUH JACHb JIKyBaHHS MPHU 3aCTOCYBaHHI Yy MEPIINHA I€Hb HABAaHTAXXYBaJIbHOI TO3H, IO BJABIUi
HepeBuIlly€e 3BHUaiiHy 1000BY 703Y.
Po3nogpi.
O06’em poznoniay NpUOIU3HO JOPIBHIOE 3arajlbHOMY BMICTY PiAMHU B OpraHi3mi. 3B’s3yBaHHS 3
Olkamu m1a3Mu Kposi Hu3bke (11-12 %).
®dnykoHa301 JoOpe MPOHUKAE B YC1 AOCTIIKYBaHI piTuHU opraHi3my. PiBeHb (hiykoHa301y y CluHI
Ta MOKPOTHHHI € MOAIOHNM J0 KOHIIEHTpAIl Mperapary y mia3Mi KpoBi. Y Mali€HTiB, XBOPUX Ha
IpUOKOBUI MEHIHTIT, piBeHb (PIIyKOHA30Ily Y CIIMHHOMO3KOBIH pinuHi fnocsarae 80 % KoHIEHTpaLii y
TUTa3Mi KPOBI.
Bucoki konmentpanii (iaykoHa3ody y WIKipi, 10 TMEPEeBUIIYIOTh CHPOBATKOBI, JOCSATAIOTHCS Y
poroBomy miapi, emigepmici, Aepmi Ta moTi. DIyKOHA307 HAKOMUYYETHCS y poroBoMy mapi. [Ipu
3actocyBaHHi 103U 50 mr 1 pa3 Ha 100y KoHIEHTpaiis (uykoHa3ony micis 12 AHIB JIIKyBaHHS
CTaHOBWJIA 73 MKTI/T, a uepe3 7 AHiB IICIIsI 3aBEPIICHHS JIIKyBaHHs KOHIICHTPAIIis BCE 1€ CTAHOBHUIIA
5,8 Mkr/r. Ilpu 3actocyBanHi 1031 150 Mr 1 pa3 Ha THXIeHb KOHIEHTpallist (pIyKoHa30iy Ha 7 1eHb
JTIKyBaHHS cTaHOBWIIA 23,4 MKT/T; uepe3 7 IHIB MIiCNI 3aCTOCYBAaHHs HACTYITHOI 1031 KOHIICHTPALIis
BCe I1[e cTaHoBMIA 7,1 MKI/T.
KonnenTpanis ¢h1ykoHa301y B HIrTsAX micis 4 MicsmiB 3actocyBanss 150 mMr 1 pas Ha THXICHB
cranoBuna 4,05 MKr/r y 310poBUX I0OpOBOJBINB Ta 1,8 MKI/T MpH 3aXBOPIOBAHHSAX HIrTIB;
(TyKOHA30JI BU3HAYABCS y 3pa3Kax HIrTiB 4epe3 6 MICSIIB MICIIsT 3aBePIICHHS Tepartii.
Biorpancdopmariis.
drykoHa3011 MeTaboIi3yeThCsl HE3HAYHOIO Miporo. [Ipu BBeseHHI 103U, Mi4eHOi pajioaKTHBHUMU
130Tonamu, uiie 11 % daykoHa3omy eKCKpeTyeTbes 3 cedero y 3MiHeHoOMY BUIIIAl. DirykoHa30:1 €
cenekTUBHUM iHTiIOITOpOM 130epmenTiB CYP2C9 ta CYP3A4, a Takox iHTiIGITOpOM i30(epMEHTY
CYP2C19.
ExexperisBuBeieHHs.
[lepion  HamiBBUBeINeHHs  (IyKOHA30ly 13  IUTa3MA  KPOBI  CTaHOBHUTH  OJIM3BKO
30 rogun. binmpima yacTMHA mpenapary BHUBOAMUTHCS HHUpKamu, npudoMmy 80 % BBeIeHOT 103U
BUSIBJISIETBCSL Yy ce4l B He3MiHeHOMY cTaHi. KiipeHc ¢iykoHa30iy TpONOPHiHHUN 10 KIIipeHCY
KpeaTtuHiHy. LIupKyIi00unX MeTa0oIiTiB HE BUSBICHO.
TpuBanuii mepion HAMIBBUBEACHHS TMpenapary 3 IUIa3MH KPOBI Jla€ MOMJIMBICTH Pa30BOTO
3aCTOCYBaHHA Mperapary Mpy BariHaabHOMY KaHAMI031, a TAKOXK 3aCTOCYBaHHA npemnapaty | pa3 Ha
TYOKJCHb IIPU 1HIINX [TOKa3aHHSIX.
HupkoBa He/I0CTaTHICTb.
V mamieHTiB 13 HUPKOBOIO HEJOCTATHICTIO TSHKKOTO CTYTMEHs (MBHAKICTH KITyOOUKOBOi (iabTparii
< 20 mur/XB) mepios HamiBBUBeAEHHS 301umbiIyeThes 3 30 rogun 1o 98 roxun. Tomy wmiid kareropii
MaIi€HTIB HEOOX1AHO 3HU3UTH 103y (yKoHa301y. DIyKOHA30JI BUAAIAETHCS MIJITXOM reMOoJIiami3y,
Ta MEHILIOIO MIPOI0 — IUIAXOM IHTpanepuTOHeANbHOro niamizy. CeaHc reMojianizy TPUBAJIICTIO 3
TOJIMHU 3HUKYE PiBEHb (PIYKOHA30JTy Y MJ1a3Mi KpoBi pubiu3Ho Ha 50 %.

iTH.
Jani 3 papmakokiHeTHkH OyJn omiHeH1 y 113 giTeit mix gac 5 mocmipKeHb: 2 JOCTIIKEHHS pa30BOTO
3aCTOCYBaHHSA, 2 JOCIHIIPKEHHS 06araropa3oBOro 3acTOCYBaHHS Ta | JOCHIPKEHHS HEIOHOIICHUX
HOBOHAPO/)KEHUX.
[Ticns BBeaeHHs 2-8 Mr/kr (haykoHa30dy AITsM BikoM Bix 9 micsmiB 1o 15 pokiB AUC craHoBumiia
O6sm3pK0 38 MKT * roguHy/MIT Ha 1 Mr/kr 1o3u. [licas 6aratopazoBoro 3acTocyBaHHS cepeHii Mmepios
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HamiBBUBeIEHHS (IyKOHA30Jy 13 IUIa3MH KpoBi BapitoBaBcs Mik 15 Ta 18 rommuHamu; 00’eM
posnoainy cranoBuB 880 mi/kr. Binbmr TpuBanmuii mepion HamiBBUBEIEHHS 13 IUIa3MH KPOBI, IO
CTaHOBHB MPUOJIU3HO 24 ToIWHU, OYB MICIIS Pa30BOT0 3aCTOCYBaHHs (IyKoHa3ouy. Llei moka3HUK €
CIIBCTaBHUM 3 TIEpiOJIOM HAaMiBBUBEACHHA (IIyKOHA30ly 13 IJa3MH KpOBI TICHS Pa30BOro
3aCTOCYBaHHSI 03U 3 MI/KT BHYTPIIIHBOBEHHO MiTssM BikoMm Bif 11 mHiB mo 11 micsmiB. O0’em
PO3MOJIiTY Y MAII€HTIB I[i€1 BIKOBOI IPyMU CTAHOBUB OJIKM3bKO 950 MII/KT.

JocBig 3acTocyBaHHS (DIYKOHA30Jy HOBOHAPOKEHHUM OOMEXY€EThCS (apMaKOKIHETHIYHHMU
JOCTiIKeHHAMHU 12 HeIOHOIIEHUX IITeH 13 TepMiHOM rectaiii npubnusHo 28 TmxkHiB. CepeaHiil Bik
JUTHUHU TIPU BBEJICHHI IMEPIIOi 103U CTaHOBUB 24 roauHu (Big 9 mo 36 roauH); cepeaHs Bara mpu
HapomkeHHi ctanoBuia 900 r (Bixg 750 go 1100 r). [Inst 7 mamieHTiB IpOTOKON JOCTiHKEHHS OYII0
BUKOHAHO. MaKkCUMyM 5 BHYTPINIHbOBEHHHX 1H €KIIIH (ITyKOHA30y y /1031 6 MI/KT BBOJMIN KOXKHI
72 ronunu. CepeqHilt mepio HamiBBUBECHHS cTaHOBUB 74 ronunu (44-185) B mepiuii 1eHp, MOTIM
sam3uBcs 10 53 rogun (30-131) ma 7 nenp ta mo 47 (27-68) Ha 13 nmens. [lnoma mig KpuBOrO
(Mxr*rogun/mi) cranosuna 271 (173-385) B mepumuii neHsp, 30inbmunacs no 490 (292-734) na 7
JIeHb, 1oTiM 3HM3MIacs 10 360 (167-566) na 13 nenn. O6’em posmnoxiny (Mi/kr) cranoBuB 1183
(1070-1470) y nepiwmii nens, 30inburyBascs A0 1184 (510-2130) na 7 nens ta 1o 1328 (1040-1680)
Ha 13 neHs.

[MarieHTH JITHHOTO BIKY.

dapMaKoKiHETUYHE JTOCIIIKEHHSI MPOBOIMIN 32 ydacTio 22 mamieHTiB (BikKOM Bif 65 pokiB), siKi
3actocoByBaM 50 Mr ¢uiykoHazony nepopaibHo. 10 13 ydacHHMKIB OJIHOYACHO 3acCTOCOBYBAJIU
niypeTukd. Cmax cTaHOBWIIA 1,54 MKI/MIT Ta gocsiranacst IpoTaroM 1,3 TOJUHM IicTs 3aCTOCYBaHHS
¢nykonazony. Cepennss AUC cranoBuna 76,4 + 20,3 mkr*roguny/mu. CepeaHiii mepiofn
HamiBBUBeNeHHsT 46,2 romuHu. lli ¢apMakoKiHETHYHI TOKA3HWKH € BHIMUMHU TIOPIBHSHO i3
aHAJIOTIYHUMH Y 310pPOBUX J0OPOBOJBLIB MOJOAMIOrO BiKy. OJlHOYaCHE 3aCTOCYBAHHS J1yPETHKIB
HEe Majio 3Ha4yHOTrO BIUIMBY HAa Cmax Ta AUC. Takox kiipeHc kpeatuHiHy (74 Mi/XB), BiICOTOK
¢dykoHazoiny, 10 €KCKpeTyBaBCs 13 cedero y HE3MIHEHOMY BUTJIAI
(0-24 roguan, 22 %) Ta HUpKOBUi KiIipeHc ¢iykonazory (0,124 mi/XB/Kr) y maIi€eHTiB JaHOT BIKOBOT
rpynu Oynu HIDKYMMHM HDK aHAJIOTIYHI MOKa3HMKH y MOJIOAIIUX J0OpOBOIbLIB. ToMy 3MiHH
(apMaKOKiHETHKH y TAIIEHTIB JITHHOTO BIKY OUEBHIHO 3aJI€KATh BiJ MapaMeTpiB QYHKIIH HUPOK.

dapManeBTHYHI XapaKTePUCTUKH.

OcnoeHni hizuxo-ximiuni en1acmusocmi:

50 Mr — TBepi HEMIPO30pi KETATUHOBI Karcyiu (po3mip Karcyiau Ned), 1o MicTsATh OLIHI TOPOIIIOK,
31 CBITJIO-01pr030BO-0JIAKUTHOIO KPHUIIIEYKOIO Ta O1IMM KOPITYCOM, 3 HAHECEHUMH YOPHUM YOPHHUIIOM
noroturnom Pfizer Ta nagmucom FLU-50.

100 Mr — TBepIi HETIPO30Pi KEITATUHOBI KACyu (po3mip Karcyiau Ne2), o MiCTATh 0151 TTOPOIIIOK,
3 OJIAKUTHOIO KPHILIEUKOIO Ta OUTUM KOPITyCOM, 3 HAHECEHUMH YOPHUM YOPHUIIOM JoroTtunom Pfizer
ta gagnucom FLU-100.

Tepmin npuoamnocmi. 5 poxis.

YmoBu 30epiranns.
30epiratu npu Temreparypi He Bumie 30 °C y HeJOCTYITHOMY JUISL JITeH MicCIIi.

YnakoBka.
Kancynu o 50 mr: mo 7 kancyin y 6iicrepi, o 1 6ictepy B KapTOHHIHN YITaKOBIT.
Kancynu o 100 mr: o 7 abo no 10 karncyn y 6micrepi, mo 1 Gmictepy B KapTOHHIHN yIaKoOBIIi.

Kareropis Binmycky. 3a peentom.

BupooOnuk.
®dapeBa AmOya3 / Fareva Amboise.
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Micue3HaxoaKeHHsI.
3one [amactpiane, 29 poyt nec Iamactpic, 37530 IToce-crop-Cic, @panitis /
Zone Industrielle, 29 route des Industries, 37530 Poce-sur-Cisse, France.
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