TIHCTPYKIIIA

IJIs1 MEJUYIHOT 0 3aCTOCYBaHHSI JTIKaPCHKOT0 3aC00y

Iundrason®

(Diflazon®)

Cknao:
ditoua pevosuHa: PIyKOHAa30JI;
1 kamcyna mictuth prykonazomny 50 mr a6o 100 mr, abo 150 mr;

0onoMidCHI peuoBUHU: TAKTO3W MOHOTIApaT, KpoXMaJlb KyKypyA3sSHUM, KPeMHIiI0 JiOKCU[ KOJIOITHUM
Oe3BomHMIM, HATPil0 TaypuICyIbdaT, MarHilo cTeapar;

kancyaa: tutany giokcup (E 171), 6apBHuK naTeHToBaHu cuHiit V (E 131), kemaTuH.

JIikapcbKka ¢opmMa. Kamcynu.
OcHo8HI (pi3uKko-XiMiyHI 81acMuUBOCMI:

Karcynay 10 50 Mr: Karcyiau 3 KOpIycoM 6iIoro KOJIbOPY Ta KOBIAYKOM CBIiT/IO-0JITAKATHOTO
KOJIbOPY, HallOBHEHI MMOPOLIKOM Bif 6i/10T0 IO Maiixke 0iloro KOIbopy;

kancynu 10 100 Mr: Kkancynu 3 KoprmycoM 0iIoro KOJIb0PY Ta KOBIA4YKOM GJIAKMTHOTO KOJILOPY,
HAIOBHEHi OPOIIKOM Bif 6isioro mo mMarizke 6i10T0 KOILOPY;

Karmcynu 1mo 150 Mr: Karcyiu 3 KOPIyCcOM Ta KOBITAYKOM CBiT/IO-OJTaKMTHOTO KOJIBOPY, HAallOBHEHi
TIOPOINKOM Bif 6isoro mo mMarizke 6i10T0 KOJILOPY.

dapmakoTepaneBTHYHA rpymna. [IpoTurpuOKoBi 3aco0u [IJIsT CUCTEMHOTO 3aCTOCYBaHHS.
[ToxigHi Tpua3zony Ta TeTpa3soiny. Kog ATX JO2A CO1.

dapmakono2iuHi e1acmueocmi.

®apmakoOuHamika.

MexaHi3M fii



®1yKOHa3071, MPOTUTPUOKOBUY 3acib Kitacy Tpua3oiiB. [[epBUHHUM MeXaHi3MOM HOT0 fil €
PUTHIYEeHHS rpuOKoBoro 14 anbda-n1aHoCTepoIl-IeMeTHII0BaHHS, OTI0CEPEIKOBAHOTO
ruToxpomMomM P450, 1110 € HeBin'eMHUM eTanoM 6i0CHHTE3y I'PUOKOBOTO €ProCTePOIy.
Akymynanisa 14 anbha-MeTUI-CTEPOITiB KOPETIOE 3 ITOaIbIIOI BTPATOI €ProCcTePoIy
MeMOpaHOo10 IPUOKOBOI KIIITMHY Ta MOXKe BifTIOBiaTH 3a IPOTUTPUOKOBY aKTUBHICTD
bnykoHazony. O1yKoHa3011 € GiNbIl CeIeKTUBHUM [0 TPUOKOBUX HEPMEHTIB IIUTOXPOMY
P450, HiX 1m0 pi3HUX cucteM ¢pepMeHTiB uToxpomy P450 ccaBiiiB.

3acTocyBaHHs QIyKOHa307y V mo3i 50 Mr Ha mo0y mpoTsarom 28 OHIB He BIJIMBAJIO Ha PiBeHb
TECTOCTEPOHY y IIJIa3Mi KPOBi y 40JI0BiKiB a0 Ha piBeHb EHOOTeHHUX CTEPOIMiB ¥ KiHOK
pernponyKTuBHOTO Biky. ®nykoHazon y no3i 200-400 Mr Ha mo0y He MPOSBISAB KITiHIYHO 3HAYYIIOTO
BIIJIUBY Ha PiBeHb €HAOTEeHHUX CTEPOIliB UM Ha BiATIOBigb HA CTUMYJIAIII0 aAPEeHOKOPTUKOTPOIITHOTO
ropmoHy (AKTT') y 3mopoBux f0OPOBOJIBLIIB YOI0BIUOl CTATI.

HocmimKeHHS B3aEMO{Iii 3 aHTUITIPUHOM IIPOIEMOHCTPYBAJIO, 10 3acToCyBaHHS 50 MT QIyKOHAa30Ty
pa3oBo abo GaraTopa30BO He BIIMBAE Ha MeTa0O0I1i3M aHTHUIIIPHHY.

YyTnuBiCTh in vitro

®nykoHa305 in Vitro eMOHCTPYE MPOTUTPUOKOBY aKTUBHICTH 1070 BuniB Candida, ski
3ycTpivaroThCd Hanvacrimne (BKmodatlouu Candida albicans, Candida parapsilosis, Candida
tropicalis). Candida glabrata neMOHCTpPY€E 3HUKEHY YYTIUBOCTh [0 GIIyKOoHa301y. ToAi IK Candida
krusei Ta Candida auris cTiiiki o ¢pIyKOHa307y.

MinimanpHa inribyioya konneHntpatis (MIK) ta enigemionoriune moporose 3uauenHs (ECOFF)
bnykoHasony g Candida guilliermondii Buii, Hix ansg Candida albicans.

Takox QayKoHa30: in vitro JeMOHCTPY€E aKTUBHICTD K poTu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i IpOTH eHOEeMiUHUX ITiICHsABUX I'pubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aeM03B’930K hapMaKOKiHeTUYHUX i hapMaKOIMHAMIUHUX BJIACTUBOCTEH

BiAmoBigHO 10 pe3yJbTaTiB AOCIIAXKEHb Ha TBapUHaX, iICHY€E KOPEeJIsLisi MiX MiHIMaIbHO
iHriOyI04Y010 KOHIIEHTPAIl€0 Ta e(PeKTUBHICTIO MIPOTH eKCIepUMEHTATbHUX MOfiesiel MiK03iB,
cripuyrHeHux Bugamu Candida. BigmoBigHO 00 pe3yabTaTiB KIiHIYHUX OOCTiOXKEeHb, iCHYE
JiHiMHa 3a/IeKHICTh MixX moielo mifg kpuBoio (AUC) Ta mo3ot GrnykoHa30my (IpubIu3HO
1:1). Takox icHye IpsiMUH, ajle HeIOCTaTHiM 3B’5130K Mixk AUC a60 103010 Ta MO3UTHBHOIO
KJTiHIYHOIO BiATIOBifAI0 Ha JTiKyBaHHS OpPaJIbHOT0 KaHOUA03Y Ta MEHIIOI0 MipOo0 - KaHAUAEMil.
AHasoriyHo JTiKyBaHHS iH(QEKIi!, CIPUYNHEHUX IITaMaMy, A0 IKUX (HIIYKOHA30JI JEMOHCTPYE
BUCOKY MiHiMasbHy iHTri0yi04y KOHIIEHTpAllifo, € MEHII 3a[OBIIbHUM.

MexaHi3M Pe3UCTEHTHOCTI

Mikpoopraniamu pony Candida feMOHCTPYIOTh YMCEIbHI MeXaHi3MU PE3UCTEHTHOCTI OO0
a30/IbHUX IPOTUTPUOKOBUX 3ac00iB. ®r1yKoHa30:1 eMoHCTPye BuCOKY MIK npotu mrramis
rpu0iB, AKi MaloTh OOuH abo Oifbllle MexaHi3MiB PE3UCTEHTHOCTI, III0 HETaTUBHO BIIJIMBAE Ha
e(eKTUBHICTH in Vivo Ta B KJTIiHIYHI/A TPaKTHLI.

3a3Buyail y yyTnuBux BumiB Candida MexaHi3M pPO3BUTKY PE3UCTEHTHOCTI, KU HaldacCTilie



3yCTpiYa€eThCs, BKITIOYAE 1iTboBi (hepMeHTH a3017iB, SIKi BillTOBiga0Th 3a 6i0CHHTE3 €PrOCTEPOIY.
Pe3ucTeHTHICTh MOXKe OyTH CIIpUYMHEHA MYTalli€lo, MigBUIIIEHUM BUPOOIeHHSIM (GEePMEHTY,
MeXaHi3MOM BUBe[IeHHS JTiKiB @60 PO3BUTKOM KOMIIEHCATOPHUX IIIISIXiB.

[ToBimomMunsinocs mpo cynepindekito inmuMmu Bugamu Candida, kpim Candida albicans, SKuM 4acTo
BJIACTHMBA 3HUXKEeHa cupuiHaTIuBicTh (Candida glabrata) abo cTiiiKicTh 0o QryKoHa30/1y (HapUKIam,
Candida krusei, Candida auris). Taki iH}peKIlil MOXKYTb BUMaraT{ aJlbTePHATUBHOI TPOTUTPUOKOBOI
Teparnil. MexaHi3MU pe3UCTEHTHOCTI He OyJIM MOBHICTIO 3'sCOBaHi IS gesikux BumiB Candida, 110
MaloTh IPUPOOHIO CTiMKicTh (Candida krusei) abo minst HoBux BumiB (Candida auris).

KOHTPONLHI TOYKH (BIAIOBIIHO OO0 PEKOMEHOAIlid €BPOIeiCLKOr0 KOMITETY 3 IOCITiIKEeHb
YYTIUBOCTI 00 aHTUMiKpoOHKX 3aco6iB (EUCAST))

Basyrouuch Ha OOCiXKeHH] (hapMaKOKiHETUYHOI/(papMaKogruHaMiuHOl iH(popMaliii,
YYTNIMBOCTI in vitro Ta KJiHiYHOI BiAMoBiAi, 0y/10 BU3HAUYEHO KOHTPOJIbHI TOUKHU OJIs
(byKoHa301y A1 MikpooprauiamiB pony Candida (mokymenT EUCAST 1100 00T pyHTYBaHHS
bnykonazony (2020) - Bepcisi 2; EBpoNeNChbKUY KOMITET 3 TECTYBaHHS YyTIUBOCTI 10 aHTUMIKPOOHUX
IpernapariB, IPOTUTPUOKOBUX IIpellapaTiB, TaOIuI[i KOHTPOJIBHUX TOYOK [ iHTepmperTalil MIK,
Bepcisg 10.0, miticHa 3 04.02.2020)). Boru Oynu po3mopinieHi Ha KOHTPOJBbHI TOUKH, 1110 He IOB’sI3aHi 3
TIEBHUM BUIOM, 5IKi OiJIbIIIO0 MipO0 BU3HAYAIUCS HA OCHOBI (hapMaKOKiHETUYHOI/
(dhapmakoguHaMivHOI iH(oOpMaIril i He 3ayexkaTh Biff PO3MOMiNy Ha MEBHI BUOY 3a MiHiMaIbHOIO
inribyro4oio KOHIIEHTpalli€lo, Ta Ha KOHTPOJIbHI TOYKY, IIOB’sI3aHi 3 IIEBHUM BUOM, III0 Hal4acTiiie
acouinThCcd 3 iHpekuiamMu y monuHu. Lli KOHTPOIbHI TOYKYM HaBefeHI HUXKYe.

ITpomuepubxosuli]KoHmpobHi mouku, nog’si3aHi i3 negaHum audom S < /R > IKOHMPOAbHI
3acib mouku, He
noe’s13ai i3
nesHuM
Budom"
S </R >
Candida |Candida Candida Candida |Candida Candida
albicans |dubliniensis |glabrata krusei  |parapsilosis |tropicals
drykoHa3071 2/4 2/4 0,001*/16 2/4 2/4 2/4
S yyTnuBuUY;

R pe3ucCTeHTHUY;

O - KOHTPOJIbHI TOYKH, ITI0 HE ITOB’I3aHi 3 IEBHUM BU[IOM, SKi Oi/TbIII0I0 MipOi0 BU3HAYAJIUCS
Ha OCHOBI (papMaKOKiHeTHUYHOI/papMaKoguHaMidHOl iHpopMaIiil i He 3amexkKaTh Bifi PO3NOLiNLY
Ha TEeBHi BUOYU 3a MiHiManbHOIO iHTiOyI049010 KOHIIEHTPAIIE0, IKi HOCTiAKyBaliy uIlle A
MiKpOOPTaHi3MiB, A IKUX He iCHy€ crenudidyH0l KOHTPOIbHOl TOYKY;

- OOCTiAKeHHS YyTIUBOCTI He PEKOMEH0BaHi, OCKiIbKY aHUU BUJ HE € METOI0 JIiIKapChKOl
Teparrii;

*¥ci Candida glabrata nanexats o I kateropii. MIK npotu Candida glabrata crmig
TIYMa4YUTH K CTiMKY, SKIIO BOHa nepesuirye 16 mr/n. Kateropis gytnusux (< 0,001 mr/mn)
— [ae 3MOTY YHUKHYTU HENPaBUJIbHOI Knacudikaril mramiB «I» gK mraMiB «S». I -
YyTnuBuii, 3a yMOBH IiABUIIEHOI €KCIIO3UIIil: MiKpOOpPraHi3M HalleXkUTh A0 KaTeropil
«YyTIWBUAY 3@ YMOBU IiABUIIEHOl €KCIO3UI1» y pa3i, KOJIM iCHy€e BUCOKA UMOBIPHICTh
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TEPANeBTUYHOTO YCIIiXy, OCKIJIbKY BIIJTUB areHTa 30iIbIIyETHCS IMITXOM KOPUTYBAHHS
pexuMy no3yBaHHS ab0 Moro KOHIIEHTpAIlil B Miclli iH(eKIIii.

dapmakoKiHemuka.

dapMaKOKiHeTUYHi BIaCTUBOCTI HIIYKOHA30Iy € TOLIOHUMU IIPU BHYTPIITHEOBEHHOMY i
IIepopaJbHOMY 3aCTOCYBaHHI.

AGcopbiris

®nykoHa3011 JoOpe BCMOKTYEThCS IIPY ITIepopaibHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary y
171a3Mi KpoBi i cucTeMHa 0i0oCTyIHICTh epeBuliyioTh 90 % piBHS HIYKOHA301My Y IIIa3Mi
KPOBI, II10 I0CATa€EThCA IIPU BHYTPIIIHBOBEHHOMY BBefeHHI mpenaparty. OgHOYacHe
BXKMBaHHA 1Xi He BIJINBA€ Ha BCMOKTYBaHHA IIpeniapaTy IpPHU M0T0 IepOpaIbHOMY
3acTtocyBaHHi. [1ikoBa KOHIIEHTpallis y Ia3Mi KpoBi gocsaraeTtscs 4epes 0,5-1,5 rogunu
icNIs IpUKXOMY IpemnapaTy. KoHIleHTpallid IIpenapaTy y IIJla3Mi KpPOBi IPOIOPIiiHa OO AO03H.
PiBHOBaxkHa KOHIIeHTpallisd Ha piBHI 90 % mocsAraeTbCcsa Ha OPYTUU AeHb JIiKyBaHHS [IPU
3aCTOCYBaHHI y eplInii JeHb HaBaHTaXKyBaJIbHOl AO3H, 110 BABIYi TepeBUILyE 3BUUAUHY
no0OBy [O3y.

Po3nomin

06’em po3mopiny npubIN3HO JOPiBHIOE 3arajJbHOMY BMICTY PiflMHU B OpraHi3Mi. 3B'sI3yBaHHS
3 O6inkamu mma3Mu KpoBi Hu3bKe (11-12 %).

®nykoHa3011 JoOpe MPOHUKAE B yCi MOCTiXKyBaHi pigunu opraHiamy. PiBeHb GykoHa305y y
CJIMHI Ta MOKPOTHHHI € MOAIOHUM [0 KOHIIEHTPAIlil TpernapaTy y Ijla3Mi KpoBi. Y Malli€HTiB,

XBOpPHUX Ha 'prOKOBUIM MEHIHTIT, piBeHb (hJTyKOHA30Ily Y CIMHHOMO3KOBI# pifguHi mocsrae 80

% KOHIIeHTpallil y Ija3Mi KpPoBi.

Bucoxki KoHIeHTpalii GIyKOHa30/y Yy WIKipi, 10 TepeBUIyI0Th CHPOBATKOBI, OCATAIOTHCS Y
porosomy iapi, emigepmici, gepMi Ta oTi. PJIyKOHA30JI HAKOIIUYYETHCS Y POTOBOMY IIapi.
[Tpu 3acTocyBaHnHi 7o3u 50 Mr 1 pa3 Ha moOy KOHIIeHTpalis GIyKoHa301y mmicng 12 gHiB
JIIKyBaHHS CTaHOBUIIA /3 MKTI/T, a yepe3 7 [OHIB IiCJIs 3aBePIIEHH JIIKYBaHHSA KOHI[eHTpaLlis
BCe Ille cTaHOBUJIa 5,8 MKr/r. Ilpu 3actocyBaHHi no3u 150 Mr 1 pa3 Ha TUXKIEHb
KOHIIEHTpallis (GIyKoHa30Jy Ha 7-i JleHb JTiKyBaHHS CTaHOBHUIA 23,4 MKT/T; 4epe3 7 OHIB
IIiCJIg 3aCTOCYBaHHS HACTYIIHOL [O3U KOHIIEHTpallis BCe Ie cTaHoBuua 7,1 MKI/T.

KoH1eHTpallig ¢GIyKoHa305y B HIrTax micnis 4 MmicsniB 3actocyBanHsg 150 mr 1 pa3 Ha
THUXKMIEeHb cTaHOBUIIA 4,05 MKT/T y 300pOoBUX MOOPOBOIBINB Ta 1,8 MKT/T pu 3aXBOPIOBAaHHSX
HIrTiB; (IyKOHA30/1 BU3HAYaBCA y 3pa3Kax Hir'TiB yepe3 6 MiCSILiB MMiCs 3aBepIIeHHS
Teparril.

Biotpancdhopmartiis

®nykoHa3011 MeTaboJTi3yeThCS He3HAYHOI0 Mipot0. I1pu BBeieHHi 1031, MiueHO1
pafioakTuBHKUMH i30Tonamu, nuiie 11 % hrykoHa30/1y eKCKPETYETHCA 3 Ce4el0 Y 3MiHEHOMY
Burmsani. ®nmykoHa3on € nomipHuM iHribitopom izodpepmenTiB CYP2C9 ta CYP3A4 (gus.
po3min «B3aemopmis 3 iHIIMMU JTiKapChbKUMHU 3aco0aMu Ta iHIi BUOYM B3a€Mofii»). Takox



(bTyKOHAa3071 € MOTYKHUM iHTiOiTopoM i30depmenTy CYP2C19.

BuBenmeHHs

[lepion nHamiBBuBeneHHs (T,,) GIyKoHa307y 3 IIa3MU KPOBi CTaHOBUTH 61113bK0 30 TOOUH.
BinbIia yacTuHa IpenapaTy BUBOOUTHCS HUPKaMmu, mpudomy 80 % BBefeHOl 103U
BUSIBIISIETHCS ¥ Cedi B He3MiHeHOMY cTaHi. KiipeHc QryKoHa30/1y IpONOPIiMHUY J0 KITipeHCy
KpeaTuHiny. LIupKymoiounx MeTabo0IiTiB He BUSBJIEHO.

Tpusanuu TY, npenapaty 3 mja3MU KPOBIi fa€ MOXKJIUBICTh pa30BOr0 3aCTOCYBaHHS
Ipenapary Ipy BariHaJbHOMY KaHAUI031, @ TaKOXK 3aCTOCYBaHH4 IIpenaparty 1 pa3 Ha
TUXKEeHb [IPU IHIIUX T0Ka3aHHSAX.

HupkoBa HeqoCTaTHICThL

Y namieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TAKKOTO CTyIleHs (IIBUAKICTh KITyOOYKOBOI
dinmpTparil

< 20 mn/xB) T% 36inbmyersest 3 30 rogun go 98 romgun. Tomy 11iK KaTeropil narieHTiB
HeoOXifHO 3MeHIINTH 103y QrykKoHa30my. ®IyKoHa305 BUAAIAETHCSA IMIJITXOM reMoziani3y Ta
MEHILIO MIpOI0 - IIJIIXOM iHTpalepuTOHeaIbHOTO fAianidy. CeaHc reMofiai3y TPUBAJICTIO 3
TOOUHY 3HUXKYE PiBeHb QIIYKOHA30Jy y M1a3Mi KpoBi mpubnu3Ho Ha 50 %.

JlakTanis

KonnenTpariii prnykoHa301/y y Ija3Mi i MAaTepUHCHKOMY MOJIOII BIIPOAOBXK 48 rofuH micis
IPUKOMY OJHOPa30Bol fo3u 150 Mr (riyKoHa30/1y OIiHIOBaIM ¥ X041 (hapMaKOKiHETUIHOTO
MOCIIIXKEHHS 3 Y4acTIO NeCSATH XKiHOK Y Iepiofli TakTallil, IKi TUM4YacoBO ab0 MOCTiiHO
IPUNIUHUIIY TOOYBaTH CBOIX HEMOBJIAT I'PYAAI0. Y MaTepPUHCHKOMY MOJIOINI (hIIyKOHA30J1
BUSIBUJIM ¥ CepefHil KOHIleHTpalil mpubausuo 98 % Big Tol, 110 Bii3Ha4Ya M y M1a3Mi MaTepi.
Yepes 5,2 roguHYU MiCg IPUIAOMY 03U CepPefHs MiKOBa KOHIEHTPAlisl Y MaTEPUHCBKOMY
MoJioli cTaHoBuna 2,61 mr/n. [Jo6oBa fo3a GIyKOHa30Iy, OTpEMaHa HEMOBIISIM 3
MaTEPUHCHKOTO MOJIOKa (SKIIO MPUUHATY CepeqHE CIIOXKMUBaHHS MojoKa 3a 150 Mi/kr/go0y),
po3paxoBaHa Ha OCHOBi CepeqHbOl IIiKOBOI KOHIIEHTPallil y MOJIOIT, 110 HOPiBHIOE

0,39 mr/kr/moby, ctanoBUThL TPUOMKU3HO 40 % Bif 103U, pEKOMEHI0BaHOI HOBOHAPOIKEHUM
(BikoM < 2 TuXHIB), a60 13 % Bif m03U, peKOMEeHI0BaHOl HEMOBISATAM I JTiKyBaHHS
KaHOUA03y CIU30BUX 000I0HOK.

iTn

Hani 3 papmakokineTrku Oynu ouineHi y 113 miTeii mifg yac 5 gocmigKeHb: 2 HOCTiIXKEHHS Pa30BOTO
3aCTOCyBaHHS, 2 HOCTiIKeHHS 0araTopa3oBOro 3aCTOCYyBaHHS Ta 1 HOCTigXKeHHS HEJOHOIIEeHUX
HOBOHAPOIXKEHUX.

[Ticns BBegeHHS 2-8 Mr/KT GIyKoHa301y HiTIM BikoM Bif 9 micamis mo 15 pokis AUC cTaHOBUTIa
6mu3pko 38 MKr*rom/mit Ha 1 Mr/kr mo3u. ITicims 6araTopa3oBOTO 3aCTOCYBaHHS cepenHiit TY
GbnyKoHa3011y i3 mIa3Mu KpPoBi BapitoBaBcs Mixk 15 Ta 18 romuHamu; 06’eM PO3MOMiNy CTAHOBUB

880 my/kr. Binmbin Tpuanuit T% 3 ma3Mu KPOBi, 1110 CTAaHOBUB MpuONMuU3HO 24 roguHu, 6yB micns
Pa30Boro 3acTocyBaHHS (pryKoHa30my. Llel MOKa3HUK € CIIiIBCTAaBHUM 3 IIE€PiOAOM HalliBBUBE[EHHS
(bIyKoHa3011y 3 IJIa3MHU KPOBI ITiCJIs pa30BOT0 3aCTOCYBaHHS AO3U 3 MI/KT BHYTPIIIHHOBEHHO HiTAM
BikoM Big 11 mHiB mo 11 MicsiniB. O6’eM pO3MOMiNy y MallieHTiB IIiel BiKOBOI Py CTAHOBUB OIU3BKO



950 m/KT.

Iocsin 3acTocyBaHHS (IyKOHA30Jly HOBOHAPOAXKEHUM 00MeXKYETHCS hapMaKOKiHETHYHUMU
OOCIiIXKeHHAMY 12 HeIOHOIIEHUX [iTeH i3 TepMiHOM recrTallil npubnu3uo 28 TuxkHiB. CepenHil BiK
OUTHHY IIPU BBEIEHHI IepIol 031U CTaHOBUB 24 roguuu (Bim 9 mo 36 roguH); cepegHs Maca Tina mpu
HapomxeHHi ctaHoBuna 900 r (Big 750 mo 1100 r). [Ins 7 maIieHTiB IPOTOKOJI AOCTiAXKEHHS 0YI10
BMKOHaHO. MakCUMyM 5 BHYTPIIIHLOBEHHUX iH €K1Iil (IyKOHA30Jy ¥ 4031 6 MI/KT BBOOUNIM KOXKHI

72 rogunu. CepenHiui TY2 ctanoBuB 74 rogunu (44-185) B nepinii feHb, IOTIM 3MEHIIUBCS OO

53 rogud (30-131) Ha 7-# gens Ta mo 47 (27-68) Ha 13-i1 gens. AUC (MKr*rom/mi) craHoBuia 271
(173-385) y nepmmit meHs, 36inpmmnacs mo 490 (292-734) Ha 7-# geHb, MOTiM 3MeHIIuIacsa go 360
(167-566) Ha 13-t mens. O6’em poamopminy (Mn/Kr) ctaHoBuB 1183 (1070-1470) y nmepiiuii qeHs,
36inbimyBaBcs mo 1184 (510-2130) Ha 7-# mens Ta go 1328 (1040-1680) Ha 13-i meHb.

[TalieHTH TITHBOTO BIiKY

dapmakoKiHeTHYHE JOCHIXKEHHS IPOBOOUIN 3 Y4acTio 22 MAIli€HTiB (BIKOM Biff 65 poKiB), AKi
3actocoByBanu 50 Mr ¢GrnykoHa301y nepopanbHo. 10 namieHTiB 04HOYAaCHO 3aCTOCOBYBAJIM [iyPETUKH.
C.,..x CTaHOBHUJA 1,54 MKTr/MI Ta gocAranacs IpoTAroM 1,3 TOOMHY MiC/Is 3aCTOCYBaHHS (HIIYKOHA30Iy.
Cepenus AUC cranosuna 76,4+20,3 mxr*rog/mn. Cepensiit TY2 - 46,2 rogunu. Lli papMakokiHeTHYHI
TIOKA3HUKY € BUIIUMU NOPIiBHSHO 3 aHAJIOTIYHUMH Y 300POBUX NOOPOBOJIBIIIB MOJIOAIIOTO BiKY.
OpHoyYacHe 3aCTOCYBaHHS AiypeTUKIB He Majio 3HayHoro BmiuBy Ha C,,, Ta AUC. TakoX KJlipeHC
KpeaTuHiHy (74 M/XB), BifCOTOK (IyYKOHA30JTy, 1110 EKCKPETYBaBCs i3 ceuelo y He3MiHEHOMY BUTTISMI
(0-24 ropunu, 22 %), Ta HUPKOBUY KiipeHC ¢iaykoHa3oiy (0,124 mi/xB/KT) y Nalli€HTiB faHOl BiKOBO1
rpynu OyIu HUXKYUMU, Hi’K aHAJIOTi4Hi MTOKA3HUKY Y MOJIOAINX HOOPOBObIiB. ToMy 3MiHM
(hapMakKOKiHETHKY y MaLli€eHTIiB JIITHHOT'O BiKy 0YE€BUAHO 3ajieXKaTh Bif TapaMeTpiB QPYHKIIil HUPOK.

KrinigHi XxapaKTepHCTHKH.
Iloxa3aHHs1.

HOudna3zon® moxkaszaHUM OJIs JTiKyBaHHS TaKuX IPUOKOBUX iH(DEKIIiN y JOPOCIUX (OUB. PO3Mi
«®apMaKoOuHaMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKLIMAioimo3 (auB. po3min «Oco06nMMBOCTi 3aCTOCYBaHHSI»);
- iHBa3UBHI KaHOUOO3Y;

- KQHOUI03M CIM30BUX 000JI0OHOK, BKIIIOYAI0YX KaHOUA03 POTOTJIOTKY Ta KAHAUI03 CTPABOXOMY,
KaHOUAYPis, XpOHIYHKUY KaHOUOO03 LIKIpK i CTU30BUX 000JIOHOK;

- XpOHIYHUY aTPo(iyHNM KaHAUI03 POTOBOI IOPOXKHUHY (KaHAUL03, CIPUYUHEHNN BUKOPUCTAHHIM
3yOHUX IIPOTE3iB) IPU Hee(eKTHUBHOCTI IirieHu POTOBOI MOPOKHUHU ab0 MicIIeBOI Teparrii;

- BariHaJIbHUN KAQHOUO03, TOCTPUY YU PELMOUBHUY, KOJIU MicClieBa Tepalis He € OOLIIbHOIO;
- KaHOUO03HUH OanaHiT, KOJIM MiclieBa Tepallis He € JOLiTbHOIO;

- IepMaTOMiKO3H, BKJII0Yalou¥ MiK03 CTOI, MiK03 TJIafleHbKOIl IKipH, ITaX0BUM OepPMaTOMiKO3,
pizHOOapBHUI NUITal Ta KaHAUAO3HI iHGEKI] IIKipy, KoMK MoKa3aHO 3aCTOCOBYBATH CUCTEMHY



Tepartiio;

- mepMaTO(iTHUYN OHIXOMiK03, KOJIM 3aCTOCYBaHHS iHIIKX JIiIKAPCHKUX 3aC00iB HE € JOLITbHUM.
[TpodinakTuka TaKMX 3aXBOPIOBaHb y HOPOCIIHX:

- PELUAUB KPUIITOKOKOBOTO MEHIHTITY y IAI[l€HTIB 3 BUCOKUM PU3UKOM MOT'0 PO3BUTKY;

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

- 3HUKEHHST YaCTOTH PeIUONBIB BariHaIbHOT0 KaHAUI03y (4 abo Ginble BUMAAKIB Ha PiK);

- npodinakTUKa KaHOIWOO3HUX iH(EKIiN y MaI[ieHTiB i3 TPUBaIO HEUTPOIIEHI€I0 (HanpuKiaf,
TIAIiEHTIB 3i 37T0KiCHUMY 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTepariio abo nalieHTiB mpu
TPaHCIUIaHTAallil TeMOMIOEeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3min «®apMaKoIoTiyHi BIaCTUBOCT.
dapmakoguHaMiKa»).

JIHq)nasoH® MTOKa3aHUM JiTIM IJIs JIIKyBaHHS KaHAUI03iB CIM30BUX 000JIOHOK (KaHAU03 POTOTTIOTKH,
KaHJU03 CTPaBOXOMY), iHBA3UBHUX KaHAU031B, KPUIITOKOKOBOTO MEHIHTITY Ta AJis NPO(DiTaKTUKU
KaHOUOO3HUX iHQEKIN y malieHTiB 31 3HMKEeHUM iMyHiTeToM. [IpenapaT MokKHa 3aCTOCOBYBAaTH SIK
NiATPUMYyBa/IbHYy Tepatmito Ajis nonepenkeHHs PelIUIUBY KPUIITOKOKOBOI'O MEHIHTITY V AiTe 3
BUCOKUM PU3UKOM HOT0 PO3BUTKY (OUB. po3ain «OcobIUBOCTI 3aCTOCYBaHHSI»).

3aCTOCOBYBATH JIiKApPChKUM 3aci® y ¢popMi Karcyn maHiil KaTeropii maiieHTiB MOXKHA TO[i, KOJIU HiTH
3maTHi 6€3MeYHO IPOKOBTHYTHU KAICYJTy, IO 3a3BUYail € MOXKJIMBUM Y Billi Biff 5 POKiB.

Tepamito npenapatoM JIuhna30H” MoXHa PO3NOYMHATH [0 OTPUMAHHS Pe3yIbTaTiB KYIbTypalIbHAX
Ta iHIIMX 1a00PaTOPHUX JOCIIiIXKEeHb; OfHAK ITiC/IsT OTPUMAHHS Pe3yIbTaTiB aHTHOAKTepiabHY
Tepariio CIIifl CKOPUT'yBaTHU BiAIOBIAHUM YUHOM.

Hpomunonasaunﬂ.

- l'imepuyTnuBicTh KO GIyKOHA301Ty, iHIIKUX a30IbHUX CIONYK ab0 [0 OyOb-SKOI 3 JOIIOMIiXKHUX
PEUYOBUH IIpenapary.

- OgHOYacHe 3acToCcyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy nalieHTaM, SKi 3aCTOCOBYIOTh
bnykoHa3o1n 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3ybTaTaMy JOCTiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC006iB, II10 TOIOBKYIOThH iHTEpBA
QT ta meTabomizyoTbcs 3a gornoMoroio hpepmenty CYP3A4 (Hanpukiap 1U3anpuay, acTeMi3ony,
niMO3uAy, XiHiIUHY Ta epUTPOMILIMHY) (AuB. po3ainu «OcobnuBOCTi 3acTOCyBaHHSA» Ta «B3aemopmis 3
iHIMTMMHM NTiKapCbKUMHM 3aco0aMu Ta iHII BUAYM B3aEMOii»).

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

IIpomunoka3aHe C;ZMiCHe 3dCMOCY8dHHA _d)/l)ZKOHG3OJl§Z Ma HUMXCYe3a3HAYeHUX AIKAPCbKUX

3acobis



ITuszanpu0: mOBiOMIISINIM TPO PO3BUTOK MOOIYHUX peakiliii 3 00Ky ceplis, y TOMY YHCIIi IPO
[IapOKCU3MAaJIbHY UIJTYyHOYKOBY TaxiKappilo TUIY «IIipyeT» y MallleHTiB, IKi OGHOYaCHO
3acTocoByBaiu (IIyKOHA30JI Ta Iu3anpul. KoHTponboBaHe JOCTiAKEeHHST
IIPOJIEMOHCTPYBAJIO, 110 OfHO4YacHe 3acTocyBaHHsS 200 Mr ¢rykoHa3ony 1 pa3 Ha goOy Ta 20
MT Iu3anpuny 4 pa3u Ha o0y IpU3BOOUIO OO 3HAYHOTO MMiIBUILIEHHS PiBHS IU3ANPULY V
IIJ1a3Mi KpoBi Ta 0 mofoBxKeHHs iHTepBany QT. OgmHodacHe 3acTOCyBaHHS (HIIYKOHA30Iy Ta
IU3anpuay NpoTUNoKa3aHe (IuB. po3nin «IIpomunoka3daHHA»).

TepeHaduH: yepe3 BUMNAAKKU PO3BUTKY TSIXKKHUX CEPIIEBUX apUTMill, CHPUUMHEHUX
OMIOBXKeHHAM iHTepBany QTc, y mallieHTiB, SKi 3aCTOCOBYIOTh a30/IbHi TPOTUTPHUOKOBI
JiKapChKi 3ac06u ogHOYACHO 3 TepdheHamuHOM, Oy/Iu ITPOBeNeHi JOCTiAXKeHHs B3aEMOII IUX
mpernapariB. Y X0[i OGHOTO AOCIigXKEeHHS IIPYU 3aCTOCyBaHHI (PpriykoHa30:y y mo3i 200 mMr Ha
no0y He Oyyo BUSBIEHO MOAOBKeHHS inTepBany QTc. [HIIe mocmigXKeHHS P 3aCTOCYBaHHi
dbmykoHazony y go3ax 400 mr ta 800 mMr Ha mo0y IPOIeMOHCTPYBAJIO, 10 3aCTOCYBaHHS
bnykoHnazony y mo3ax 400 mr Ha goOy abo BUllle 3HAYHO MiIBUIY€E pPiBeHb TephHEeHAOUHY Y
IIJ1a3Mi KPOBi IPY OAHOYACHOMY 3aCTOCYBaHHI IUX IpemnapartiB. CyMiCHe 3aCTOCyBaHHS
dbmykoHazony y no3ax 400 mr abo Buiile 3 TepdheHaguHOM IPOTUIIOKa3aHe (IUB. PO3MIis
«I[Ipomunoxa3aHHs»). [1pu 3acTocyBaHHi GIyKOHa301my ¥ go3ax Huxk4ye 400 Mr Ha g00y
OHOYACHO 3 TeppeHaAuHOM CJIifi IPOBOAUTH PETEeIbHUN MOHITOPUHT CTaHy IallicHTa.

Acmemi30: cyMiCcHe 3aCTOCyBaHHS (IyKOHA30Jly Ta aCTeMi30/Iy MOXKe 3MEHIIUTHU KITipeHc
acteMizony. Cupu4yrHeHe IIUM IigBUIlIeHHS KOHIIEHTpAIlil acCTEMi30JTy y IJla3Mi KPOBi MOxKe
IIPU3BECTH [0 OJOBXKeHHS iHTepBany QT Ta y pigKicHUX BUIIafKaXx - IO TapOKCU3MaIbHOL
IIJTYHOYKOBOI TaxiKapmil Ty «mipyeT». OgHOYacHEe 3aCTOCYBaHHS (IyKOHA30Jy Ta
acTeMi30y IpPOTUIIOKa3aHe (OuUB. Po3ain «IIpoTumoKa3aHHg»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCYBaHHS (JIyKOHA30JIy Ta MiMO3UAy a0o XiHiIuHY MOXKe
IPHU3BOOUTHU [0 IPUTHIUEHHS MeTabo0mmi3mMy mimMo3uamy abo XiHiguHy, Xo4a BigIOBigHUX
MOCIIIXKeHb in vitro Ta in vivo He mpoBogumy. [ligBuilleHHs KOHIEHTpaIlil niMmo3uny abo
XiHiAMHY y m1a3Mi KpOBi MOXKe CIPUYMHATYA IIOA0BXKeHHS iHTepBany QT Ta y pigKicHUX
BUIAAKaX MPU3BOOUTH N0 PO3BUTKY IapPOKCHU3MaJbHOl MIYHOYKOBO! TaXiKapmil TUILY
«mipyeT». OmHOYaCcHe 3aCTOCyBaHHS (HITYyKOHA30IIy Ta MiMo3uny ado XiHiguHy
IIPOTUIIOKa3aHe (OUB. Po3min «IIpoTUmoKa3aHHI»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS ePUTPOMIIIMHY Ta (HIIYKOHA30Jy IOTEHIINHO MOXKEe
IIPU3BOAUTH [0 IMigBUIIEHHSA PU3UKY PO3BUTKY KapHOIOTOKCUYHOCTI (IIOMOBKEHHS iHTepPBalLy
QT, mapokcu3MasbHa MITyHOYKOBA TaXiKapfisd TUIY «IIipyeT») Ta, K HaCJIigOoK, [0
PaImTOBOTO JIETAIBHOTO HACIAKY. 3aCTOCYBaHHS KOMOiHaIll JaHUX JTiIKapChbKUX 3aC00iB
IIPOTUIIOKa3aHe (OUB. Po3min «IIpoTUnoKa3aHHI»).

He pekomeHOyemMbCcA 00HOYACHE 3dCMOCY8AHHA (BAVKOHA3041Y Md HUNCYE3d3HAYEHUX
JAiKapcvkux 3acobis

T'anopaHmpuH: GIYKOHA30II MOXKE CIPUYUHUTH IMiIBUIIEHHS KOHIIEHTpallil rano@aHTpuHy y Iaa3Mi
KpOBi 3a paxyHOK npurHiuenHss CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIUX JTIKAPCHKUX 3aC00iB
MOTEHIIINHO MOXKe IIPU3BOOUTH [0 IiABUIIEHHSA PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (TOAOBXKEHHS
inTepBany QT, napokcu3masbHa IUIYHOYKOBA TaxikKaphis TUIY «IIipyeT») Ta, K HaCJifgoK, OO0
PaIToBOTO JeTalbHOT0 HaCiAKy. Cllig yHUKaTH 3aCTOCyBaHHS KOMOiHallil JaHUX JTiKapChKUX 3aco0iB
(muB. po3min «OcoO6MMBOCTI 3aCTOCYBaHHS»).



CymMicHe 3acmocyB8aHHsA (AYKOHA304y MA HUNHCYEe3d3HAYeHUX AiKAPCbKUX 3dcobie sumazae
obepedcHocmi

Amio0apoH: ogHOYaCHE 3aCTOCYBaHHS (PIIyKOHA30/1y 3 aMioflapOHOM MOXKe MPU3BECTH [0
nopgoBxkeHHs iHTepBany QT. dnykoHa30: i 3 00epekKHiCTI0O 3aCTOCOBYBaTH pPa3oM 3
amMiogapoHoOM, 0COGJIMBO Y pa3i MpHU3HauYeHHs BUCOKOI 103U (ykoHa3ony (800 mr).

CymicHe 3acmocyB8aHHs (GAYKOHA304Y Md HUNCYe3d3HAYeHUX AiKapCbKux 3dcobie sumazae

obepedicHocmi ma Kopu2ysaHHs 003U

- Bnaue iHwux aikapcvkux 3acobis Ha (p1yKOHA301

HocmimKeHHS B3aEMO/Iii TPOIEMOHCTPYBAJIH, III0 ONHOYACHE BXKUBAHHS 1Ki, IMMETUANHY, aHTALUOIB
a0o mofasbIlle OITPOMiIHEHHS YChOTO Tila Iy IepecafkKy KiCTKOBOT'O MO3KY He Ma€ KIIiHi9HO
3HAUYIIOro BIIUBY Ha abcopOiito hIyKOHA30Iy IPU HOT0 IepopaaIbHOMY 3aCTOCYBaHHI.

PugamniyuH: ogHOYACHE 3aCTOCYBaHHSA (JIyKOHa30Jy Ta pudaMIilluHy IPU3BOLUIIO K0
3unKeHHs AUC Ha 25 % Ta ckopouyBaino T%2 ¢pnykorHa3ony Ha 20 %. Tomy A7 mali€HTiB,
SKi 3aCTOCOBYIOTh PU(DaMIIiLKH, CIi PO3TISHYTH OOLIbHICTh MiIBUIIEHHS 003U
byKoHa307y.

I'idpoxsopomia3ud: y gocnigKeHHi ¢hapMaKOKiHETUYHOI B3aeMOil ogHOYacHe OaraToKpaTHe
3aCTOCYBaHHS TiAPOXJIOPOTia3uay 3MOpOBUM J0OPOBOIBIISAM, SIKi OTPHMYyBaiIu (GIyKOHA307,
MigBUINYBaJIO KOHIIEHTpalilo GIyKoHa301y y maa3Mi KpoBi Ha 40 %. Taki mapaMeTpu
B3a€EMO[Iil He BUMAaraloTh 3MiH y PeXKUMi J03yBaHHS (PIIyKOHA30/1y OJ1s Malli€HTiB, IKi
OJHOYACHO OTPUMYIOThH CEUOTiHHI 3aC00u.

- Bnaue 8 ¢aykoHa3ony Ha iHWi Aikapcvki 3acobu

®nykoHa3on € nmoMipHUM iHTi6iTOpoM i30bepmenty 2C9 mutoxpomy P450 (CYP) ta CYP3A4. Takox
bnykoHa3on € moTyxkHUM iHribiTopom CYP2C19. OKpiM criocTepekyBaHUX/ HOKYMEHTAIbHO
MigTBepAKEeHUX B3a€EMOfiM, OMMCAaHUX HUXKYe, IIPU OMHOYaCHOMY 3aCTOCYBaHHI 3 (PIyKOHA30JI0M
icHye pU3UK MigBUIEHHS Y MJIa3Mi KPOBi KOHLIEHTPAIlill iHIINX CIIONYK, 10 MeTaboi3yioTscsi CYP2C9
ta CYP3A4. ToMmy 3acToCOByBaTH Taki KOMOiHallil mpenaparis ciiif 3 00epexKHiCTIO; IPHU I[bOMY
HeoOXiTHO PeTeNIbHO CIIOCTEPIraTy 3a CTAHOM IalieHTiB. [IpurHiuyBanbHa i GIyKOHA30/Iy Ha
bepMeHTH 30€epiraeThcst mpoTaroM 4-5 mib micys #oro 3aCTOCYBaHHS Y 3B’A3KY 3 HOTO TPUBAIUM
IIEPiOIOM HalliBBUBEIEHHSI.

AbpouuTuHi6

®nykonason (inridiTop CYP2C19, 2C9, 3A4) mimBuillyBaB €KCIIO3HUIIiI0 aKTUBHOI YaCTHHU
abpouutuni6y Ha 155%. [Tpu ogHOYACHOMY 3aCTOCYBaHHI 3 (JIyKOHA30JIOM CJIifl BiTKOPUT'YBATH 03y
abpouuTUHIOY3TigHO 3 IHCTPYKIIi€I0 00 3aCTOCYBaHHS aOpOIUTHHIOY.

Anb(heHmania: mig 9ac OMHOYACHOTO 3aCTOCYBaHHS anb(eHTaHiny y mo3i 20 MKI/KT Ta
bnykonasony y 1o3i 400 Mr 3opoBUM KOOPOBOJIBLIAM CIIOCTEPIranocs JBOKpaTHE
36inbmenus AUC,,, MoxkuBo, yepes iHnrioyBanuss CYP3A4. Moxe OyTu HeoOXigHUM
KOPUTYBaHHA 03U anb(heHTaHiny.

AMimpunmuiH, HopmpunmuJiH: GIYKOHA30JI TOCKUITIOE [il0 aMiTPUIITUIIIHY Ta HOPTPUITUIIIHY.
PekoMeHIy€eThCST BUMIPIOBATH KOHIIEHTPALlil 5-HOPTPUNTUIIHY Ta/a00 S-aMiTPUIITUIIIHY Ha ITOYATKY



KoMOiHOBaHOI Teparii Ta yepe3 1 TuXOeHb. Y pa3i HeoOXigHOCTI CITif BiTKOPUTYBATH HO3Y
aMITPUIITUIIHY/HOPTPULITUIIIHY .

Am¢pomepuuuH B: ogHOYaCHe 3aCTOCYBaHHS (HITYKOHA30/Iy Ta aMmpoTepulnHy B iHpikoBaHUM MUIllaMm
i3 HOpMa/IbHUM iMYyHITETOM Ta iH(}IKOBaHUM MUIIaAM 3i 3HUKEHUM iMyHITETOM NIPU3BEJIO OO TaKUX
pe3yIbTaTiB: HeBENIUKUY afUTUBHUYN MPOTUTPUOKOBUiL edeKT rpu cucTeMHin iHdektii C. albicans,
BiICyTHICTh B3a€MO{Iil IpU BHYTPiMIHbOUEPeNHil iHdeKIil Cryptococcus neoformans Ta aHTaroHi3M
[IBOX TIperaparTiB Ipu cUCTeMHil iHbekIil Aspergillus fumigatus. KiniHiuHe 3HaueHHS pe3yJIbTaTiB,
OTPUMAaHUX Y X0l LIKX AOCIIiAXKEHb, HEBIOME.

AHMuUKoazyAAaHMuU: SIK i IpU 3aCTOCYBaHHi iHIINX a30JIbHUX MPOTUTPUOKOBUX 3ac00iB, Ipu
OHOYACHOMY 3aCTOCyBaHHi (PIyKOHa30/1y Ta BapapuHy MOBIAOMIISIN IIPO BUIIaAKH
PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, ITyHKOBO-KUIIIKOBUX KPOBOTEY, TeMaTypil
Ta MeJIeHU) V¥ TOEOHaHHI 3 ITOIOBXKEHHSAM IIPOTPOMOiIHOBOTO Yacy. [Ipu omHOYacHOMY
3aCTOCyBaHHI (PIIyKOHA30J1y Ta Bap(apuHy CIIOCTEPIraaocs ABOKpaTHE iABUIIEHHS
TPOTPOMOiIHOBOTO Yacy, iMOBIpHO, BHACIIIIOK MPUTHiYeHHS MeTabo01i3My BaphapuHy yepes
CYP2C9. Crig peTenbHO KOHTPOJIIOBATH MIPOTPOMOIHOBUY Yac Y MAIiEHTIB, SKi OMHOYACHO
3aCTOCOBYIOTh KyMapUHOBI aHTUKOATyIsHTH. Moxke OyTH HeoOXiIHOI0 KOPEKITis 03U
QHTUKOATYJISHTY.

BbeH3o0iazeniHu kopomkoi 0il, Hanpuk.aad Mi0a3o.aam, mpua3onam: Tpu3HadYeHHS
(bTyKOHAa3071y IicyIg IepopasbHOT0 3aCTOCYBaHHS Mifla3ojlaMy IPU3BOAMUIIO OO 3HAYHOTO
MigBUINEHHS KOHIIEHTPaIll Miga3ojlaMy Ta A0 MOCUJIEHHS ICUXOMOTOPHUX e(eKTiB.
OpHoudacHe 3acTocyBaHHS (IIyKOHa301y y mo3i 200 Mr Ta Miga3onaMy y mo3i 7,5 MT
IepopasbHO npu3Boauio o migsuineHHs AUC Ta nepiony HamniBBuBefeHH y 3,7 Ta 2,2 pa3a
BigmoBimHO. 3acTocyBaHHS prnykoHa3ony y mo3i 200 mr/moby ta 0,25 Mr Tpuasonamy
nepopasibHo npu3Bonuiio o nigsuiteHHs AUC Ta nepiony HaniBBuBeneHHd y 4,4 Ta 2,3 pa3a
BigmoBigHO. [Ipy omHOYACHOMY 3aCTOCYBaHHI (PIIyKOHA30J1y Ta Tpra3ojiaMy CIIOCTepiraaocs
IIOTEHIIiIOBaHHS Ta IPOJIOHTallis ePeKTiB Tpra3oIamy.

K110 mauieHTy, IKAU TPOXOOUTH KyPC JIiKyBaHHS (PIIyKOHA30JI0M, CJIii O0HOYACHO NPU3HAYUTH
Teparito 0eH30/ia3emiHamMy, O3y OCTAHHIX CJTi 3MEHIIUTH Ta BCTAHOBUTH HalleXKHUW HaTJIAM 3a
CTaAHOM Malli€eHTa.

Kapbama3zeniH: GyKOHa30I MPUTHIYYE MeTabomi3M KapbaMa3eiHy Ta CIIpUInHSIE
MigBUIEHHS PiBHA KapOaMa3eminy B cupoBatii KpoBi Ha 30 %. ICHye pU3UK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 00Ky KapOaMa3zemniny. Moxe 0yTH HeoOXifHUM KOPUTYBaHHS 03U
KapOaMa3emiHy 3ajlexKHO Bif] piBHS MO0 KOHI[EHTPallil Ta Ail mpemnapary.

Bbiokamopu Kasnvyiegux KaHaie: NesKi aHTaroOHICTH Kablilo (HipeguiH, icpagullis,
amyioguIiH Ta penogumnin) MetabomidyioTecsa hepmenToM CYP3A4. OnyKOHa30I1 MOTEHIIINHO
MOXKe IigBUIIYBaTH CUCTEMHY €KCIIO3UIil0 67I0KaTOPiB KaJbI[iEBUX KaHaiB.
PekoMeHIOBaHUY PETENbHUN MOHITOPUHT PO3BUTKY MOOIUHUX PeaKIil.

Llesnexokcub: mpu OMHOYACHOMY 3aCTOCYyBaHHi ¢ykoHa3ony (200 mr Ha moby) Ta
nenekokcu6y (200 mr) C,., Ta AUC nenekokcu0y migBuiryBanucs Ha 68 % Ta 134 %
BignosigHO. [Ipu ogHOYACHOMY 3aCTOCYBaHHI IeJIeKOKCHOY Ta (GIyKoHa30Jy Moxe OyTH
HeoOXigHUM 3MeHIIIeHHS N03U 1eJeKOKCuOy BIBiUi.



Luxaogocgamio: omHOYACHE 3aCTOCYBaHHS LKKI0Gochaminy Ta GayKoHa30y TPU3BOAUTE
o TmigBUllleHHS piBHS OinmipyOiHy Ta KpeaTuHiHY B cUpOBaTIli KpoBi. Lli mpemapaTtu MoXHa
3aCTOCOBYBaTH OJHOYACHO, 3BaKal0YX Ha PU3UK IMigBUINEHHS KOHLEHTPallil 6inipy0iHy Ta
KpeaTHHIHY B CUPOBATI]i KPOBI.

deHmaHia: TOBIIOMJIAIN PO OOUH JIeTaIbHUY BUMALOK IHTOKCUKAIIl (PeHTaHiIOM BHACTIIOK
MOXKJIMBOI B3a€MOZil ¢peHTaHiNny Ta ¢piayKoHa3omy. [0 TOro X, y HOCTigXKeHHi 3 y4acTio 12
3M0POBUX K0OPOBOJIBIIIB OYJI0 IPOEMOHCTPOBAHO, 1110 (IYKOHA30J1 3HaYHO YIOBiIbHIOBaB
eniminartio GenTaniny. [ligBullleHHS KOHIIEHTPAllil peHTaHiny MoXkKe IIPU3BECTHU [0
IPUTHIYEHHS OUXaHHS, TOMY CIIi[l peTellbHO KOHTPOJIIOBATH CTaH NalieHTa. Moxe OyTu
HeoOXigHOI0 KOPEKIIis o3u GheHTaHiny.

IHeibimopu I'MI-KoA-pedykmasu. CymicHe 3acTocyBaHHS (HITyKOHa301y Ta iHribiTopiB ['MI'-
KoA-penykrasu, 1o Mmetaboni3yiorscsi CYP3A4, Taki SIK aTopBacTaTUH Ta CUMBacTaTuH, abo
inribiTopis I'MI'-KoA-penykTa3su, 1mo Mmetabonisyiotecss CYP2C9, Takuit ik GyBacTaTUH
(3HMXKYy€E MeTaboJIi3M CTaTUHY B IEYiHIli), MABUINYE PU3UK PO3BUTKY (10303aI€KHICTh)
Mmionartii Ta pabmomionisy. ¥ pa3i HeoOXigHOCTI OTHOYACHOTO 3aCTOCYBaHHS IIUX IIperapariB
CJIiTl PeTeNIbHO CIIOCTEPIraTH 3a MalliEHTOM IIO0 BUHUKHEHHS CUMIITOMIB MioIaTil Ta
pabgomioni3y i TpoBOOUTH MOHITOPUHT PiBHSA KpeaTUHKiHa3uU. Y BUIMIaAKy 3HAYHOTO
MiOBUINEHHS PiBHS KpeaTUHKia3M, a TaKOX IIPU diarHOCTYBaHHI abo migo3pi Ha
MmiomaTito/pabmoMioni3 3acTocyBaHHs iHTiOiTOPiB [MI-K0A-penykTasu Cilif IPUINHUTH.
MoxnuBo, Oyme noTpibHe 3HUXKEHHS 03U iHTi0iTopiB [MI-K0oA-penyKTa3u BifilTOBIgHO 0
iH(opMariil om0 3aCTOCYBaHHS CTATUHIB.

I6pymur-ii6. [TomipHi inri6iTopu CYP3A4, Taki K ¢iIyKoHa30J1, MigBUIIYIOTh KOHIIEHTPAIil0
i6pyTHHiOy y m1a3Mi KpoBi Ta MOXKYTb 30iIbIIMTH PU3UK TOKCUYHOCTI. AKII0 Takoi KoMbiHalii He
MOXKHA YHUKHYTH, CJIif] 3MEHUIUTH 003y i0pyTunidy mo 280 mr 1 pa3 Ha 0oy (2 Karcymu) Ha mepion
3acToCyBaHHS iHTibiTOpa Ta 3a0e3meunT NTUILHUYN KITiHIYHUN KOHTPOIIb.

Isaxkagpmop (okpemo abo 8 nOEOHAHHI 3 Nnpenapamamu Mmo20 Camo20 mepanesmuyHo20
Ksaacy). CynyTHE 3aCTOCYBaHHS 3 iBakapTOPOM, MiICUITIOBaYeM MYKOBiCIIUIO3HOTO
TPaHCMeMOPaHHOTO PETYJISTOPa IPOBIHOCTI, MiABUILyE €KCII03uIlii0 iBakadTOpy B 3 pa3y, a
rinpokcumetuniBakadtopy (M1) - y 1,9 pa3u. HeobxigHo 3MeHINTH 103y iBakadTOPy (0OKpeMo abo B
koMOiHarii) 3rigHo 3 iHpopMarie uoa0 3acTocyBaHHs iBakadpTopy (0Kpemo abo B KoMbiHaIrii).

Osanapub:TlomipHi inri6iTopu CYP3A4, Taki K GmyKoHa301, 30iMbIIyIOTh M1a3MOBi
KOHIIeHTpallil otanapudy; iX OmHOYaCHe 3aCTOCYBaHHS He PEKOMEHMYETHCS. AKII0 Takol
kKoMOiHallil He MOXXHa YHUKHYTH, IPUIOM onamapudy o6MexyioTh fo3amu 200 Mr 2 pa3u Ha
no0y.

IMyHOCynpecopu (Hanpukaad UUK/A0CNOPUH, e8epoaiMycC, CUPOAIMYC i MAKpPoAIiMYC)

IukaocnopuH: GIyKOHA30J 3HAYHO HigBuINye KoHUeHTpauio Ta AUC nuknocnopuny. [Ipu
OTHOYACHOMY 3aCTOCYBaHHi ¢yKoHa3omy ¥ 0o3i 200 Mr/mo6y Ta MUKIIOCIIOPUHY Y 103i 2,7
Mr/Kr/mo0y crnocTepiranocs 30inpmenHs AUC nuknocnopuny y 1,8 pa3za. 1li npemapartu
MOXKHAa 3aCTOCOBYBaTH OMHOYACHO 3a YMOBHU 3MEHIIEHHS JO3U LIUKJIOCIIOPUHY 3aJIeKHO Bif
110TO KOHIIEHTpAIlil.

Eseposimyc: X04a OOCHiAKEHD in vitro Ta in vivo He TPOBOAWIH, (PIYKOHA30]I MOXKE



IigBUINYBaTU KOHIIEHTPAII0 €BEePOJIiIMYyCy B CUPOBATLI KpOBi uepe3 npurdideHHs CYP3A4.

Cuposimyc: GIyKOHA30JI MigBUIIY€E KOHIIEHTPAIli0 CUPOIIMYCY y II1a3Mi KPOBi, iIMOBIpHO, IUIIXOM
npurHiyeHHs Metaboniamy cuposimycy depmentom CYP3A4 ta P-rmikonporeinoM. Lli mpemapartu
MOXHa 3aCTOCOBYBaTH OQHOYACHO 3@ YMOBU KOPUTYBAHHS NO3U CUPOJIIMYCY 3a1e2KHO Bif PiBHSA
KOHIIEeHTPaIllil Ta e(eKTiB Impemnapary.

Takpoaimyc: hmykoHa3071 MOXKe IiIBUIIYBaTH KOHIIEHTPAllii TAKPOJIIMyCy B CHPOBATIIi KPOBi TO 5
pasiB mmpu #oro nmepopaybHOMY 3aCTOCYBaHHI Yyepe3 MpUrHiueHHsS MeTab01i3My TaKpoIiMycy
dbepmenTom CYP3A4 y kuiieyHuKy. [Ipu BHyTPIITHEOBEHHOMY 3aCTOCYBaHHI TAKpPOIIMYCYy He
CIIoCTepiranocs 3HaYyHUX 3MiH (papMaKOKiHeTUKH. [lifBUIeHI PiBHI TAKPOIIMYCY aCOLiI0IOTECS 3
HepPOTOKCUYHICTIO. [103y TAaKpOJiMyCy OJisl IepopaibHOr0 3aCTOCYBaHHS CIIif 3HUKYBaTH 3aJIeKHO
BiJl KOHIIEHTpAIlil TaKPOJIIMyCy.

JlodapmaH: GbryKOHa30J1 IPUTrHiYye MeTabo1i3M JI03apTaHy A0 WOr0 aKTHBHOTO MeTaboIIiTy
(E-31 74), 10 3yMoBJIIO€ OinbIlly YaCTHHY aHTAaroHi3My 10 pelenTopiB anrioren3uny II min
Yac 3aCTOCYBaHHS JI03apTaHy. PeKOMeHI0BaHO 3[i1CHIOBATH MOCTIMHUYN MOHITOPUHT
apTepiajbHOrO TUCKY V ITAlli€HTIB.

JIypa3udoH. TomipHi iuribitopu CYP3A4, Taki sk GIyKOHA30J1, MOXKYTh MifIBUIIYBATH KOHIIEHTPAIIi0
JIypa3ufoHy B Ij1a3Mi. dKI0 HEMOXINBO YHUKHYTA OGHOYACHOTO 3aCTOCYBaHHS, C/Ii[l 3MEHIIUTH
[03y JIypa3ufioHy, K 3a3HadyeHo B iHpopMalil o0 3aCTOCYBaHHS JIypa3uaoHy.

MemaooH: GpnyKoHa30/1 MOXKe MiABUIYBaTH KOHI[EHTPALil0 METAaAOHY Y CUPOBATII KPOBI.
[Ipu ogHOYACHOMY 3aCTOCYyBaHHI MeTafgoHy Ta GIyKoHA30/1y Moxke OyTh HeoOXimHUM
KOPUTYBaHHS OO3U METafoHYy.

HecmepoidHi npomusanaavHi npenapamu (HI13I1): mpu 0gHOYaCHOMY 3aCTOCYBaHHI 3
dbnykonazosnoMm C,,. Ta AUC pnypbinpodeny migBumtyBanucs Ha 23 % Ta 81 % BigmoBimHO
IIOPiBHSHO 3 BiATIOBIIHUMU MTOKa3HMKaMU IIPU 3aCTOCYBaHHI TilbKu Qrypbinpodeny.
AHanoriyHo Npu OOHOYACHOMY 3aCTOCYBaHHI (pIyKoHa30/y 3 paleMiunuM idymnpoderom (400
mr) C,.. Ta AUC papMakonorigHo akTUBHOTO i3oMepy S-( )-iOympodeHny migBuilyBanucs Ha
15 % Ta 82 % BignOBiAHO MOPIBHAHO 3 TAKUMU [IOKa3HUKAMU IIPU 3aCTOCYBAHHI TiIbKU
parneMiuHoro ibynpodeny.

Xoua crelianbHUX JOCTiIXEeHb He TPOBOAUIH, (GIYKOHA30J]I MOTEHIIMHO 3TaTHUY MiIBUIYBaTH
cucteMHy ekcroautiito inmux HII3TI, mo metabomnisytorscs CYP2C9 (HanpuKia HallpoOKCeHY,
JIOPHOKCHKaMy, MeJIOKCUKaMy, IUKJIoheHaKy). PEeKOMeHI0BaHO IePiOgUYHO 3iMCHIOBATH
MOHITOPHUHT MOOIYHUX peakllii Ta TOKCUYHHUX MPOSBiB, MoB’s13anHux i3 HIT3I1. Moxke 3HagoOUTHCS
KopuryBaHHs go3u HIT3IT.

®eHimoiH: ¢GnIyKoHA30JI MPUTHiUYye MeTabomni3aM deHiToiny B nmeuinii. OgHoyacHe
6araTopa3oBe 3actocyBaHHs 200 Mr ¢prykoHa3ony Ta 250 MT GeHiTOIHY BHYTPIlIHEOBEHHO
npu3BoguTh 0o mipBumeHHs AUC,, enitoiny Ha 75 % Ta C,,,Ha 128 %. [Ipu ogHOYacHOMY
3aCTOCYBaHHI WX TiKAaPChKUX 3aC00iB CIIil MPOBOOUTH MOHITOPHMHT KOHIIeHTpallil PeHiToiHy
y CUPOBATLi KPOBi /I YHUKHEHHS PO3BUTKY TOKCUYHOI il (DeHiTOIHY.

ITpedHi30H: TOBIMOMIISITIM TIPO BUIAHOK, KOMIM Y TAIliEHTa ITiCJIs TPaHCIIaHTallil Ie4YiHKY Ha
TJIi 3aCTOCYBaHHS MIPENHI30HY PO3BUHYJACS I'OCTPa HEJOCTATHICTh KOPU HaJHUPKOBUX
3aJ103, 110 BUHUKIIA IiC/IS MPUIKUHEHHS TPUMICAYHOTO KypCy Tepartlil (pIyKoHa3010M.



[IpunvHEHHS 3aCTOCyBaHHA (IYKOHA30JTy, iMOBIPHO, CIPUYHUHUIIO ITOCHAJIEHHS aKTUBHOCTI
CYP3A4, 1o mpu3BesIo 10 IPHCKOPeHHS MeTaboi3aMy mpefnHi3ony. Crif peTenbHO CTEXKUTH
3a MalfieHTaMHu, SKi IPOTSITrOM TPUBAJIOT0 Yacy OMHOYACHO 3aCTOCOBYIOTh (DTYKOHA30JI Ta
IIPEMIHiI30H, 3 METOI0 IoTIepeAKeHHs PO3BUTKY HEJOCTATHOCTI KOPK HaAHUPKOBUX 3a/103
IiCIIsl IPUNIMHEHHS 3aCTOCYBaHHA (QJIyKOHA30Jy.

PugabymuH: GprnykoHa305 TiIBUIY€E KOHIIEHTPaIli0 prudabyTuHy B CHPOBATII KPOBI, 110
npu3BoguTh 00 36inbiienHs AUC pudabytuny mo 80 %. [Ipu ogHOYAaCHOMY 3aCTOCYBaHHi
brykoHa3omy Ta pudalbyTHHY MOBIIOMIISIN PO BUIIAAKK PO3BUTKY yBeiTy. [Tpu
3aCTOCyBaHHI TakKol KoMOiHallil TikapchKuX 3aco0iB cilig OpaTy J0 yBaru CUMIITOMU
TOKCHUYHOI [1il pudalbyTuny.

CaksiHasip: pnykonas3on migsuirye AUC ta C,,, cakBiHaBipy npu6nu3so Ha 50 % ta 55 %
BiITIOBiOHO Yepe3 MpUTrHidYeHHS MeTabosi3My cakBiHaBipy y nedinni ¢pepmentom CYP3A4 ta
yepe3s iHridyBaHHs P-rnikonporeiny. B3aeMopii Mixk ¢rnykoHa3zomoMm Ta
CaKBiHaBipOM/PUTOHABIPOM He JOCiXKyBaJXUCs, TOMY BOHU MOXYTb OyTH OibII
BHpaXXeHuMU. Moxe OyTH HeOOXiTHUM KOPUTYBaHHS 103U CaKBiHaBipy.

IToxiOHi cyab(hOHIACEUOBUHU: TIPY OJHOYACHOMY 3aCTOCYyBaHHi (TyKOHA30JI TPOJIOHTYE TY2
TIepopaIbHUX MOXiMHUX CYIbGOHINICEYOBUHY (XJIOpIpoNaMiny, TideHKnaMiny, riimisumy Ta
ToNI0yTaMifly) IpH iX 3aCTOCYBaHHi 3OPOBUM HOOPOBOIBIISIM. PEKOMEHIYETHCS ITPOBOAUTH
YaCTUM KOHTPOJIB IJIIOKO3Y B KPOBI Ta BiAIIOBITHUM YMHOM 3HUXKYBATH A03Y MOXiTHUX
Cynb(hOHIICEUOBUHY IPU OOHOYACHOMY 3aCTOCYBaHHI 3 (JTyKOHA30JIOM.

Teoginin: y mnared0-KOHTPOILOBAaHOMY IOCTiI>KEeHHI B3a€MOJil IIpernapaTiB 3aCTOCYBaHHS
dbnykonaszony mo 200 mMr npoTsarom 14 gHiB MPU3BEJIO A0 3HUXKEHHS CEPEeTHBOTO KITipEHCY
Teodininy y nmna3mi KpoBi Ha 18 %. 3a marienTaMu, SKi 3aCTOCOBYIOTh TEO(DIIiH ¥ BUCOKUX
mo3ax abo SIKi MaloTh MiIBUIEHNY PU3UK PO3BUTKY TOKCUUYHUX IIPOSIBIB Teo(iniHy 3 iHIINX
IIPUYYH, CJIii BCTAHOBUTHU HATJISA[ LIO0 BUSBIIEHHS O03HAK PO3BUTKY TOKCUYHOI [il
Teodininy. Tepatmito Cif 3MiHUTHU IIPU MOSIBI 03HAK TOKCUYHOCTI.

TopauumuHi6: BB ToQaruTUHIOY 3pOCTae IPU OIMHOYACHOMY 3aCTOCYBaHHI 3
nmiKapchKUMU 3aco0aMu, sKi MpU3BOASATH q0 nmoMipHOTo iHTri0oyBanHs CYP3A4 Ta MOTYyKHOTO
inrioyBanusg CYP2C19 (manpuknapn ¢hiykoHa30i1). ToMy peKOMEHI0BAHO 3MEHIIUTH 03y
tTodaruTruHIOy 1o 5 Mr 1 pa3 Ha noOy B KoMOiHalligX 3 IIUMU IIpernapaTaMu.

ToneanmaH. Excnio3uilis TonBantany 3Ha4Ho 30imbinyeThes (200 % 3a mokazuukom AUC;

80 % 3a moka3uukoM C,,.) IpU OMHOYACHOMY 3aCTOCyBaHHi TonBamnTaHy, cyoctpaty CYP3A4,
i3 hykoHa3osoM, moMipHuM iHriditopom CYP3A4, i3 pu3nkKoM 3HAYHOTO 30iIbIIEHHS
no6iYHMX peakiliii, 0co0IMBO Aiype3y, Aerigparallil Ta TOCTPOl HUPKOBOI HEOOCTATHOCTI. Y
pa3i 0QHOYaCHOI'0 3aCTOCYBaHHS, f03Yy TOJBAIITaHy CJIil 3MEHIIUTH BiOIIOBIAHO OO
indopwmatiii mpo npr3HaYeHHS TONBAIITaHYy, @ TAKOXK CJIiJ] PEeTEeIbHO CIIOCTEPIraTH 3a CTAaHOM
nalfieHTa mopo Oyab-sIKUX MOOIYHUX peaklliif, OB’ I3aHUX i3 TOJIBAIITAHOM.

Askanoiou bapeiHky: Xo4a BiIMOBIIHUX JOCHIXKEHDb He TPOBOAUIH, HITYKOHA30I1, iMOBIpHO,
yepe3 iurioyBanHs CYP3A4, Moxe CIpUYUHSTH MiIBUINEHHS KOHIIEHTPallii anKanoifis
OapBiHKY y IIJ1a3Mi KPOBi (Hampukiaf BiIHKPUCTHUHY Ta BiHOIACTHUHY), 110 TPU3BOAUTH [0
PO3BUTKY HEMPOTOKCUYHUX e(PEKTIB.



BimamiH A: moBimoMIIsiig, 10 y MallieHTa, SIKWE OMHOYACHO 3aCTOCOBYBAB TPAHCPETHHOEBY KUCTIOTY
(kucmoTHa opMa BiTaminy A) Ta HIyKoHA301, criocTepiranucs nobiyni peaxiii 3 60ky LIHC y dopmi
IICEeBOOTYMOPY T'OJIOBHOTO MO3KY; JaHUU e(eKT 3HUK Micnis BigMiHu (rykoHa3omy. Li mikapceki
3aco0u MOXKHa 3aCTOCOBYBATH OIHOYACHO, aJjie CJIif maM’ ATaTy PO PU3UK BUHUKHEHHS MOOIYHUX
peaxiiiit 3 6oky ITHC.

Bopukona3do (iHzibimop CYP2C9 ma CYP3A4): ogHodYacHe 3aCTOCYBaHHS BOPUKOHA30ITY
nepopainbHo (mo 400 Mr KoxHi 12 rogus npotsarom 1 gus, nmotiMm 1mo 200 Mr KoxHi 12 rogun
IpoTsaroM 2,5 OHs) Ta GpIyKoHa30iy nepopanbHo (400 Mr B nepinuii AeHs, noTiM 1o 200 Mr KoxHi 24
TOIUHY MPOTATOM 4 [HiB) 8 3m0OpoBUM NOOPOBOJIBISIM YOJIOBIUOI CTATi MPU3BEIIO A0 MigBUIeHHS C,
ta AUC, BOpHKOHa30jy B cepegHboMy 0 57 % (90 % OI: 20 %, 107 %) ta 79 % (90 % [OI: 40 %, 128
%) BigmoBimHO. HeBimoMmo, 41 mMpU3BOAUTh 3HUKEHHS J03K Ta/ab0 9aCTOTH 3aCTOCYBAHHS
BOPUKOHA30/1y ab0 GIyKoHa30JTy 40 YCyHeHHs Takoro edekTy. ITpu 3acTOCyBaHHI BOPUKOHA30TY
micys GIyKOHa30Ty CIIif IPOBOAUTH CIIOCTEPEKEHHS MO0 PO3BUTKY MOOIYHUX e(eKTiB, OB’ I3aHUX
i3 BOPMKOHA30JI0M.

3udosyduH: pnykonazon migsuiye C,.. Ta AUC 3ugoBynuny Ha 84 % Ta 74 % BigmoBigHO,
110 3yMOBJIEHO 3HUKEHHSAM KJTipeHCY 3UNOBYIUHY IPuOIU3HO Ha 45 % 1pu #oro
IIepopaIbHOMY 3aCTOCyBaHHI. T% 3unoBynuHy OyB TaK0XK IMOJ0BXKeHUYN NIpubnu3Ho Ha 128 %
micys 3acTocyBaHHSA KOMOiHaIll (pIyKOHa30JTy Ta 3UAOBYAXHY. 3a NallieHTaMy, SKi
3aCTOCOBYIOTh TaKy KoMOiHaIlilo TiKapChKUX 3ac00iB, CJIifl CIIOCTepiraTy 00 PO3BUTKY
moOiYHMX peakllili, OB’ 13aHMX i3 3aCTOCYBaHHSAM 3UAOBYANHY. M0XKHa PO3TIISHYTH
OOLIbHICTE 3HUKEHHS 03U 3U[0BYLUHY.

A3umpomiuuH: y XO[i BIZKPUTOTI'0 PaHIOMi30BaHOT0 TPHOXCTOPOHHLOI'O IIEPEXPECHOTO
MOCIIIXKEHHS, B IKOMY B3$s1/IM y4acTb 18 300poBUx MOOPOBOIIBILIB, OIiHIOBAIM BIIJIUB
a3uTPOMIIMHY Ta (IYKOHA30/y Ha (hapMaKOKiHETUKY OOUH OOHOTO IPH IX OMHOYAaCHOMY
IepopasbHOMY pa30BOMY 3acTocyBaHHI y go3ax 1200 mr ta 800 mr BignmoBigHO. 2KogHNUX
3HAUyHMX papMaKOKiHETUYHUX B3aEMO/iM BUSIBIIEHO He 0yII0.

ITepopanvHi KOHMpay,enmueu: MPOBOAUNH 2 PapMaKOKIiHETUYHUX TOCITiIKEHHS
6araTopa30BOro 3aCTOCYBaHHS (PIIYKOHA30Jy Ta KOMOIHOBaHOTO IIEPOPabHOTO
KOHTpalenTuBa. [Ipu 3acTocyBaHHI (yKOHA305y Vv £03i 50 Mr BIJIMBY Ha PiBeHb TOPMOHIB
He OyJ10, TOMi SIK IIPX 3aCTOCyBaHHi GyKoHa3omy ¥ go3i 200 Mr Ha mo0y crocTepiranocs
36inbmenss AUC etuninectpagiony Ha 40 % Ta neBoHoprectpeny - Ha 24 %. 1le cBimuuTh
PO Te, 1110 6araTopa3oBe 3aCTOCYBaHHSA (IYKOHA30Jy V 3a3HaYEHUX J03aX HABPSI YU MOXKe
BIIJIBATH Ha e(peKTUBHICTh KOMOIHOBAHOTO [IePOPAIbHOT0 KOHTpAIleNTHBA.

Oco06.1ueocmi 3acmocyeaHHsi.

Ilepmamocgimis. BinmoBifHO Mo pe3ynbTaTiB HOCTiAXKeHHs (IYKOHA30IY [/ JTiKyBaHHS
nepMmatoditii y giteit, GprykoHa3om He epeBuUIlye rpu3eodybBiH 3a e(eKTUBHICTIO i 3aranbHUM
TIOKa3HUK epeKTUBHOCTI cTaHOBUTH MeHIIe 20 %. Tomy Tudna3ou” He CIIif 3aCTOCOBYBATH I
JIiKyBaHHS AepMaTodiTil.

Kpunmokoko3. [Toka3iB eheKTUBHOCTI HITyKOHA30IIy [JIs JTiIKyBaHHS KPUIITOKOKO3Y iHIINX
JIOKaJIi3alliil (Halmpukiaf JereHeBoro KpUITOKOKO3Yy Ta KPUIITOKOKO3Y IIKipH) HeLOCTaTHbO, TOMY
PEeKOMeHpalliil MoA0 pexXUMy OO03yBaHHS [Jid JIiKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.



I'1uboki eHOeMmivHi MiKko3u. [TokasiB epeKTUBHOCTI (IIYKOHA30/Iy IS JTiKyBaHHS iHIIMX GopM
eHJIeMiYHNX MiK03iB, TaKMX SK IapaKOKIHUIi0iqoMiK03, TicTomIa3M03 Ta MKipHO-TiMpaTuIHuN
CIIOPOTPUX03, HEJOCTaTHHO, TOMY PEKOMEHMAIN 000 PeXUMY [03yBaHHS [AJIS JIIKyBaHHS TaKUX
3aXBOpIOBaHb HEMaAE.

Hupkoea cucmema. TlatlieHTaM i3 mopyuieHHIMY QYHKIIii HUPOK IIpemnapaT CJIif
3aCTOCOBYBaTH 3 006epexkHicTIO (OuB. po3min «Crocid 3aCTOCYBaHHS Ta [TO3U»).

HedocmamHicmb HAOHUPKOBUX 3d103. KETOKOHA307I, IK BiJOMO, CIIPUYHHSIE HEJOCTATHICTh
HaJHUPKOBUX 3aJI03, i Ile TAK0XK MOXKe CTOCYBaTUCS (IyKOHA30Jy, X04a CIIOCTEPIraEThCS PigKo.
HepocraTHiCT, HAMHUPKOBUX 3aJ103, [I0B'43aHa 3 ONHOYACHUM JIIKyBaHHAM IIPEHI30HOM, OlMCaHa B
po3mini «B3aemogis 3 iHIIMMY JTiKapCHbKUMHU 3aco0aMu Ta iHIII BUAX B3a€EMOfid. Brinus GykoHa3omy
Ha iHIIi TiKapCchbKi 3aco0m».

I'enamobiaiapHa cucmema. TlattieHTaMm i3 mopyIeHHIMy QYHKIIII TeUiHKY Mpemapart CItif
3aCTOCOBYBaTH 3 00epexkHiCTI0. 3aCcTOCyBaHHS (PIIYKOHA30/Iy acOIlifoBasoCs 3 BUHUKHEHHSIM
PiOKiCHMX BUIIQAKiB PO3BUTKY TSKKOI TelIaTOTOKCUYHOCTI, BKIIOYAIOUM JIeTallbHi BUMIAJKH,
TOJIOBHMM YWMHOM V IAL€HTIB 13 TAXKKAMU OCHOBHMMU 3aXBOPIOBAHHAMU. Y BUNAOKAX, KOJIU
PO3BUTOK T'ellaTOTOKCUYHOCTI ITOB’I3yBaBCs i3 3aCTOCYBAHHAM (ITyKOHA30I11y, He 0yII0
Big3HAYEHO ii SBHOI 3aJIe2KHOCTI Bifl 3arasibHOi J000BOI 103K IIpenapaTy, TPUBAIOCTI Teparlii,
craTi a0 BiKy malfieHTa. 3a3BU4ail TelaTOTOKCUYHICTD, CIIPUYUHEHa (IyKOHA30JI0M,
000pPOTHa, a ii MPOosiBY 3HUKAIOTh IiCJIsg IPUIIUHEHHS Tepartil.

3a malfieHTaMu, y SKUX IIPU 3aCTOCYBaHHI (PIIyKOHA30J1y CIIOCTEPIral0ThCS BiIXUIEHHS pe3y/ibTaTiB
GyHKILiOHATBHUX P00 MeYiHKY, CMTifl BCTAHOBUTY PETEIbHUM HaTJIAL 040 PO3BUTKY OiNIBII TAKKOTO
ypaXKeHHS [IeYiHKHU.

[NTanieHTiB cnifg TpoiHGOpPMyBaTH PO CUMIITOMH, 110 MOXKYTh CBITYUTH NP0 CEPHO3HUN BIIJIUB Ha
NeviHKy (BUpaXKeHa acTeHis, aHOPEKCis, MOCTiiiHa Hy#oTa, 6JTI0BAHHS Ta XXKOBTSHULIS). Y TaKOMY
BUIIa[IKy 3aCTOCYBaHHS ()JIyKOHA30J1y CIIif HerallHO IPUNWHUTYU Ta IPOKOHCYIbTYBaTUCA 3 JTIKapeM.

Cepueso-cyduHHa cucmema. Jlesiki a3074, y TOMY 4YHCIi i GJIyKOHA30J1, acOIlif0I0THCS 3
nonoBxkeHHAM iHTepBany QT Ha enekTpokappiorpaMi. ®ykKoHa30s mogoBxkye iHTepBan QT
IIISIXOM IIPUTHIYEeHHS BUIIPSMIISIOUOro KaieBoro KaHnany (I,.). [TomoBxxenHus intepBany QT
BHACJIOK Ail iHIIKX JTiKapChKuX 3aco0iB (HanpuKia aMiogapoHy) MoXKe ITOCUITIOBATUCS Y
pe3ynbraTi npurHideHHs pepmenTty CYP3A4 mutoxpomy P450. TToBigomnsinu mpo gyxe
pigKicHI BuNagKu mogoBxKeHHS iHTepBany QT Ta mapoKCcH3MabHOI IUIYHOYKOBOI TaxXiKapAil
THILY «IIipyeT» IIPK 3acTOCyBaHHI mpenapaty Oudna3on”. Taki IOBIIOMIEHHS CTOCYBAJIKACS
TAITiEHTIB i3 TAXKKUMHU 3aXBOPIOBAHHSIMHU ITPYU IOENHAHHI 6aratbox PaKkTOpPiB PU3UKY, TaKUMHU
SIK CTPYKTYPHi 3aXBOPIOBAHHS CEPIIs, TOPYIIEHHS eJIEKTPONIITHOr0 06MiHY Ta OfHOYaCHe
3aCTOCYBaHHS iHIIUX JTiIKapChKUX 3ac00iB, 110 BIIKMBaIOTh Ha iHnTepBan QT. [TaiienTu 3
TinoKaJieMI€I0 Ta MPOrPecyyol0 CEePLEBO0 HeAO0CTaTHICTIO MalOTh MiABUIIIEHUN PU3UK
BUHUKHEHHS 3arpO3/IUBUX [JIS KUTTS IIIYHOUKOBUX apUTMill Ta TapOKCHU3MallbHOI
IIJTYHOYKOBOI TaXiKapmil TUIY «IIipyeT».

Iudna3on” ciif 3 060epeXHICTIO 3aCTOCOBYBATH Mal[i€HTaM i3 PU3UKOM PO3BUTKY apUTMiil.
OpgHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapChKUME 3acobaMu, 10 IOJ0BXKYI0Th iHTepBan QTc Ta
MeTabomi3yoThcs 3a gonomoroio hepmenty CYP3A4 nutoxpomy P450, mpoTunoka3aHe (uUB. po3inu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIUMY JTiKapChbKUMH 3aco0aMu Ta iHIT BUOU B3aEMOMIN»).



T'anopaumput. T'anodauTtpus € cyocTpaToM hepmerty CYP3A4 i mogoBxkye inTepsan QTc mpu
3aCTOCyBaHHI y peKOMEeHI0BaHUX TepaleBTUUHUX fo3ax. OmHoYacHe 3aCTOCYBaHHS rajoaHTPUHY Ta
(byKoHa30Ily He peKOMEHOY€EThCS (OUB. Po3min «B3aemopmis 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
iHII BUOM B3aEMOMii»).

[lepmamoanoeiuni peakuii. TTig 4ac 3acTocyBaHHS (PIIyKOHA30/1y PidKO MOBIJOMIISIM IIPO
PO3BUTOK TaKUX €KC(OIiaTUBHUX MIKiPHUX peakmiil aK cuHapoM CTiBeHca-[[:KOHCOHa Ta
TOKCUYHUY elmifepManbHui HeKpoi3. [ToBigoMIIsinocsa Ipo MeguKaMeHTO3HY Peakiliio 3
eo3unHoimieo i cucremuumu nposisamu (DRESS). IMartienTu 3i CHIIJoM GinbIil CXUIBHI 10
PO3BUTKY TSKKHUX IIKIPHUX peaklliii Py 3aCTOCYBaHHiI 0araThbox JTiKapChKUX 3aco0iB. AKIIO y
IaIfieHTa i3 IoBePXHEBOI0 IPUOKOBOIO iH(DEKITiEID 3’ IBISI0THCS BUCUIIAHHS, 110 MOXKHA
IIOB’s13aTH i3 3aCTOCYBaHHAM (JIyKOHA30JTy, IIOAasIbllle 3aCTOCyBaHHS Mpenaparty CIif
IPUNUHUTY. AKINO y MallieHTa 3 iHBa3WBHOI/CUCTEMHOIO I'PUOKOBOIO iH(EKITIEIO 3’ IBNISIOTHCS
BUCHUITAHHS Ha IIKipi, 3@ H0ro CTaHOM MOTPIOHO PETENBbHO CIIOCTEPITaTH, a Y BUMAKY
PO3BUTKY Oy/THO3HUX BUCHUIIaHb a00 MyJIbTU(POPMHOI epUTEMU 3aCTOCYBaHHS (PIYKOHA30IY
CJIif IPUIIMHUTH.

I'inepuymausicmy. Y pigkicHUX BUNIagKaX IIOBiJOMIISIIOCS PO PO3BUTOK aHA(BITAKTUYHUX PEAKIIiH
(muB. po3min «[IpoTUIIOKA3aHHS»).

LTumoxpom P450. ®nykona3on € momipauM inribitopom pepmenty CYP2C9 ta pepmenty CYP3A4.
Takox (rykoHa3on € noTykHUM iHTi6iTopoM dhepmenty CYP2C19. Crnin criocTepiraTé 3a CTaHOM
Tal[i€HTIB, AKi OMHOYAaCHO 3aCTOCOBYIOTh u(h1a30H” Ta IpenapaTy 3 By3bKUM TepalleBTHYHUM
BikHOM, 1110 MeTabo7i3yioThes 3 yyacTio CYP2C19 ta CYP3A4 (guB. po3min «B3aemogis 3 iHIIuMu
JiKapChKUMHU 3acobaMu Ta iHIIi BUAKM B3aEMOIiN»).

Tepgpernadun. Crig peTeIbHO CIIOCTEPIraTé 3a CTAHOM MAallieHTiB IIPX OGHOYACHOMY 3aCTOCYyBaHHI
Tepdenaguny Ta hayKoHa3ony y go3si Menie 400 mMr Ha 700y (ouB. po3ninu «[IpoTunoka3aHHSI» Ta
«B3aeMopmis 3 iHIMMMY JTiKapChbKUMHU 3ac00aMu Ta iHIII BUAYM B3aEMOIiii»).

KaHOou003. ocmimkeHHs MoKa3aau 30iIblIeHHs IOMMPeHOCTi iHdeknin inmumu Bugamu Candida,
KpiM Candida albicans. Bouu 9acTo CTiliKi 3a CBO€10 Ipupofoio (Hanpuknan Candida krusei Ta
Candida auris) abo BUSABIAIOTh 3HUKEHY YYTIUBICTh 70 prnykoHazomny (Candida glabrata). Taki
iH(exKIii MOXKYyTh BUMaraT ajJbTepPHATUBHOI IPOTATPHUOKOBOI Tepallii, III0 € HAC/TiAKOM BiTMOBH Bif
3acTocyBaHHS (HITyKoHA30/1y. ToMy peKOMEHAYEThCS BPaXOByBaTH IOUINPEHICTh PEe3UCTEHTHOCTI
pisHux BumiB Candida mo ¢bayKoHa307y.

LonomioxcHi peyosuHu. [IpemapaT MICTUTH J1aKTO3y. [lallieHTaM 3 PiIKICHUMHU CIIafKOBUMU
3aXBOPIOBAHHAMHU, TAKUMU SIK HETIEPEHOCHUMICTh rajlakTO3M, HEJOCTATHICTh JlakTa3u Jlamnma
Ta ManbaOCopO1Iis TII0KO3U-TalaKTo3H, He CJIifl 3aCTOCOBYBATH Iiel Ipemnapar.

3acmocyeanns y nepiod eazimnocmi abo 200y8aHHs 2pydoro.

2KiHKU penpo0yKmugH020 8iKY

[Tepen moyaTkOM JiKyBaHHS MaLiEHTKY CIIif MPoiH(OpMyBaTH PO NOTEHIIMHNY PU3UK [AJIS IJIOAA.
[Ticns 3acTocyBaHHS OOHOPA30BOi MO3U PEKOMEHIYETHCS BUTPUMATHU I1epio BUBeIeHHS
(byKoHa301y, SKUM CTaHOBUTD 1 THXKAEHH (IO BiAmoBigae 5-6 mepiogaM HalliBBUBEEHHS),
00 HaCTaHHS BariTHOCTI (OuB. po3min «PapMaKOKiHETHUKA»).



Y pagi GinbIn TpuBaIuX KypcCiB JIiKyBaHHSA MOXKHA PO3TJISHYTH BUKOPHUCTaHHSA KOHTPALEIl Ais
JXKIHOK PenpOnyKTUBHOIO BiKY Iifl 4aC yChOTO MIepiofy JIiKyBaHHS Ta IPOTATOM 1 TUXKHSA MiCis
OCTaHHBOI [JO3H.

BazimHicmb

3a maHuMU 00CepBallifHOTO JOCTiOXKEHHS, iCHY€ MiIBUINEHWH! PU3UK CIIOHTAHHOT'0 a00pTY y XKiHOK,
SIKi OTpUMYyBaIu (GIyKoHa30J npoTtaroM I ta/abo II TpuMecTpy BariTHOCTI, OPIBHSHO 3 TAKUM Y
XKIiHOK, 5IKi He oTpuMyBasu (HIyKOHa3051 ab0 3aCTOCOBYBAIM MicCIeBi a30JIM IIPOTSTOM TOT'O CAaMOT0O
nepiony.

[laHi 010 KiTbKOX TUCSY BariTHUX XIHOK, Ki OTPUMYBaJIU KYMYJIATUBHY 003y < 150 mMr
bnykoHa3ony B I TpuMecTpi, He CBimYaTh PO 30i/IbIIIEHHS 3arajbHOT0 PU3UKY Baj PO3BUTKY ILJIOAA.
B ogHOMY BENMKOMY CIIOCTEpeXKEeHHI I'PYIIOBOr0 HOCIiAKEeHHS BIIUB IIePOpaIbHOro (PiyKoHa3omy B I
TpuMecCTpi OyB IOB’g3aHNUM 3 HEBEIUKUM IiBULIEHHSM PU3UKY IOPYLIEHb OIIOPHO-PYXOBOTO
amaparty, 1o Bignosigae mpubau3Ho 1 momaTkoBoMy Bumafaky Ha 1000 XiHOK, SKi OTpUMYBaIu
KyMYJIATUBHI 003U < 450 Mr, nopiBHAHO 3 XKiHKaMU, SIKi OTPUMYBaJIX JIOKaJIbHi a3071y, i mpubnusHo 4
nopaTkoBsi Bunagky Ha 1000 XKiHOK, IKi OTpUMyBaId KyMyJIATUBHI 03U noHan 450 mr.
Bipkopurosanuu BifHOCHUM pu3uK cTaHoBUB 1,29 (95 % [I: 1,05-1,58) y pasi npuitomy 150 mr
bnykonasoiny nepopanbHo Ta 1,98 (95 % [I: 1,23-3,17) y pasi 3acTocyBaHHS [03 moHapm 450 mMr
bmyKoHa301y.

HasiBHi emifemiosnoriuni JocmifKeHHS OO0 PO3BUTKY Baj Cepls IPU 3aCTOCYBaHHI (PIIyKOHA30JTy IIif,
Yac BaTiTHOCTI Jai0Th CylepednuBi pe3ynbraTu. [IpoTe MeTaaHami3 5 06cepBallifHUX JOCITiIXKEHb,
IIPOBEEHUX 3a YYacCTIO KiTbKOX TUCSY BaTiTHUX XKIHOK, SIKi OTPUMYBaIH (IyKOHa30JI IPOTATroM [
TPUMECTPY BariTHOCTI, BUSIBUB IIiABUIIIEHHS PU3UKY BUHUKHEHHS Baj cepls Y HeMOBIAT B 1,8-2 pa3u
IIOPiBHSHO 3 TAKMM y HEMOBJISIT, MaTepi SKUX He OTpUMYyBau GIyKOHa30J Ta/abo 3aCTOCOBYBaJA
MiCIIeBi a307IH.

Y 3BiTax ONUCYIOTHCS BPOOXKEHI Ba Y HEMOBJIAAT, MaTepl SIKUX OTPUMYBaJIX BUCOKI 103U

(400-800 mr/mensn) GrykoHA30Iy IMif Yac BariTHOCTI MpoTAaroM 3 MicsiiB abo Oinbliie gyis JTiKyBaHHS
KOKIKioinoMiko3y. BpomxeHi naTosorii y HOBOHAPOAXKEHUX BKIIIOYAIOTh AUCIIA3iio BYIIHOL
PAKOBMHM, HagMipHe 30iIblIeHHs IePeNHbOro TiM TuKa, BUKPUBIIEHHS CTEIHOBOI KiCTKH Ta
[IJIEYOJTIKTEOBUM CUHOCTO3.

[IpruMHHO-HACTIAKOBUM 3B’SI30K MiX 3aCTOCYyBaHHAM (DIIYyKOHA30/1y Ta IUMU BUIIaAKaMU HE
BU3HAYEHUMH.

He cnip 3acTocoByBaTH 3BUYarHi 103U (PIIyKOHA30/Iy Ta KOPOTKOTPHBAJIi KYPCH JTiKyBaHHS
(bIyKOHA30JI0M Y Iepiof BariTHOCTI, 3a BUHSATKOM KpaliHbol He0OXigHOCTI.

He crig 3acTocoByBaTH BUCOKi 0031 PIyKOHA30 Ty Ta/abo TprBali KypcH MiKyBaHHS (HITYyKOHA30JI0M y
Iepiof BariTHOCTI, 3a BUHATKOM JIIKyBaHHS iH(EKIil, 10 TOTEHLIMHO 3aTPOKYIOTh XKUTTIO.

Ilepiod 200yB8aHHA 2py0010

®nyKOHA30J MPOHUKAE ¥ TPYIHE MOJIOKO Ta [OCSITAa€E KOHIEHTpAaIllil momi0HOol A0 PiBHS y IITa3Mi KpPoBi
(muB. po3pin «®dapmMakoKiHeTHKa»). ['ogyBaHHS IPYAAI0 MOXKHAa IIPOOOBXKYBATH ITiC/IA PA30BOTO
3aCTOCYBaHHS 3BUYalHOl 103U (IyKOHA30JTy, 1110 CTaHOBUTH 150 Mr. ['ogyBaHHS rpyAaio He
PEKOMEHIY€EThCS Ipu 6araTopa3oBOMY 3aCTOCYBaHHI GIyKoHa307y abo IIpu 3aCTOCYyBaHHI BUCOKUX
103 (pykoHasomy. Cif OI[iIHUTU KOPUCTh TOOYBaHHS T'PYALI0 AJ1 PO3BUTKY 1 3MOPOB’d AUTHHY, a
TaKOX KJIiHiuHy noTpe6y MaTepi y npenapaTi Judna3on” i 6yas-aKi NOTeHmiiHI 106iuHi eGexTn



ImpemnapaTy ab0 OCHOBHOTO 3aXBOPIOBAHHA MaTepi i OUTUHHU, AKa OTPUMY€E I'PyAHE BUTOJOBYBAHH.

®epmuabHicmb

®nykKoHaA30J He BIJIMBa€ Ha QEPTUIbHICTL CaMIliB Ta CaMOK IIyPiB.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

TocnifXkeHs BIIKBY npenapaty Judna3on” Ha 30aTHICT KepyBaTH aBTOTPAHCIOPTOM ab0 iHIIMMK
MexaHi3MaMy He TPOBOOWIIH.

[TauieHTiB cnifg mpoiHGOpMyBaTH PO MOXKJIMBICTh PO3BUTKY 3allaMOpPO4YeHHS abo CyooM IIif yac
3aCTOCOByBaHHs npenapaty Jupnason® (mus. po3fain «[To6iuni peakiii»). IIpu PO3BUTKY TaKHX
CHMIITOMIB He PEKOMEHIYETLCI KEePyBaTH aBTOTPAHCIIOPTOM abo0 iHIIMMU MeXaHi3MaMu.

Cmoci6 3acToCcyBaHHS Ta TO3H.

Io6oBa mo3a (hIyKOHA30I1y 3a/1eXKUTh Biff IPUPOOY Ta TSIXKKOCTI rpubKoBoi iHdekwii. JIiKyBaHHS
indexiriyi, ki noTpedy0Th 6araTopa3oBoOro NPUKUOMY IIpenapaTy, Ma€ MPOOOBKYBATUCS OO
3HUKHEHHS KJIiHiYHUX Ta 1abopaToOpHUX IIPOsIBiB aKTUBHOCTI rpubKoBoi iHdekuii. HemocTaTHs
TPUBAJIICTh JIIKyBaHHS MOKe IIPU3BECTH [I0 BiTHOBJIEHHS aKTUBHOTO iHQEKIIIMHOTO IIPOLECY.

[IpenapaT 3aCTOCOBYBaTH IEPOPaIbHO (Kamcynu) abo BHYTPIIIHLOBEHHO HIISIXOM iHGY3ii
(po3umH gy iHGy3ii). Crocib 3acToCcyBaHHS IpelapaTy 3ajie’kKUTh Bifl KJIIHIYHOTO CTaHy
nariesta. Hemae HeoOXimHOCTI y 3MiHi §000BOI 103U IpenapaTy Npu 3MiHi HIIAXy HOT0
3aCTOCYBaHH 3 IepOpabHOr0 Ha BHYTPIIIHHOBEHHUY Ta HABIAKU.

Kamncynu cnig KoBTratu 1inuMu. [Ipuiiom mpemnapaTy He 3aJIeKUTh Bifi IPUAOMY 1XKi.

Lopocai

Kpunmoxkoxos

- JIikyBaHHSI KpUIITOKOKOBOT'O MEHIHTITY: HaBaHTaXKyBaJbHa [03a CTaHOBUTh 400 MT y nepIIui geHb.
[TipTpumytoya go3a - 200-400 mr 1 pa3 Ha goOy. TpuBamicTh NiKyBaHHS 3a3BUYail CTAHOBUTH
moHalMeHIe 6-8 TuxHiB. [1py iHQEKIIiAX, 10 3aTPOXKYIOTh JKUTTIO, T0O0BY 003y MOXKHA 30iMbIIUTH
mo 800 mr.

- [linTpuMytouda Teparis OJis NOoNepeXeHHs PelUaUBY KPUIITOKOKOBOIO MEHIHTITY y IIAI[i€HTIB 3
BHCOKHMM PH3UKOM HOT0 PO3BUTKY: PEKOMEHIOBaHa qo03a IpemnapaTty cTaHoBuTh 200 Mr 1 pa3 Ha moby
IIPOTATOM HEOOMEKEHOT0 Yacy.

Kokuuoioidos

PexomeHnpnoBaHa fo3a ctaHoBUTh 200-400 mr 1 pa3 Ha moOy. TpuBamicTh JIiKyBaHHS
cTtaHoBUTh 11-24 MmicariB abo goBlIe 3a/IeKHO Bifi CTaHy nallieHTa. [1s JTiKyBaHHS [esSKUX
dbop™m iHdeKIIii, a 0cOOIKMBO IS TiKyBaHHS MEHIHTITY, MOXe OyTH OOLIbHUM 3aCTOCYBaHHS
no3u 800 Mr Ha mo0y.



IHBa3usHi kaHOuOo03Uu

HaBaHTaxXyBanbHa go3a cTaHOBUTH 800 Mr y nmepimui geHs. [linTpuMytoda go3a - 400 mr 1
pa3 Ha mo0y. 3a3Buyail peKOMeHJ0BaHa TPUBAICTh MiKYBAHHS KaHIUIEMil CTAHOBUTH 2 THUXKHI IiCIIsI
IepIINX HeTaTUBHUX Pe3YJIbTATiB Ky/IbTYPH KPOBi Ta 3HUKHEHHS O03HAK i CUMIITOMIB KaHAUAEMil.

Kanoudo3s cau3osux 060/10HOK

- Kanguno3s poTorioTky: HaBaHTaXyBaslbHa [103a cTaHoBUTH 200-400 Mr y mepiuuil feHsb,
nigTpuMyioda mo3a - 100-200 mr 1 pa3 Ha goOy. TpuBamicTh MiKyBaHHS CTaHOBUTH 7-21 meHb (Ho
MOCATHEeHHs peMicii), are Moxke OyTu 306inblileHa s MallieHTiB i3 TIXKKUM iMyHOIeDiluTOM.

- KaHmumos cTpaBoXody: HaBaHTaXKyBallbHa [03a cTaHOBUTH 200-400 Mr y mepiiuy geHb,
migTpuMyooda no3a - 100-200 mr 1 pa3 Ha go6y. TpuBamicTs nikyBauHs cTaHOBUTH 14-30 OHIB (0O
INOCSTHEHHS peMicil), aime Moxe OyTu 306inblileHa s MallieHTiB i3 TIXKKUM iMyHOIepilluTOM.

- Kaugunypist: pekoMeHnoBaHa no3a cTaHoBuTh 200-400 Mr 1 pa3 Ha mo0y mpoTsarom 7-21 gHiB. [I1g
TAIli€HTIB i3 TAXKKUM iMyHOIe(DillMTOM TPUBAJIICTh TiKyBaHHS MOXKHa 30iMbIIUTH.

- XpoHiuHu# aTpodivHMii KaHAUOO03: PeKOMEeHI0BaHa 003a CTaHOBUTEL 50 Mr/moby mpoTtsrom 14 OHIB.

- XpOoHiIYHUY KaHOUA03 MIKiPH Ta CIU30BHUX 000JIOHOK: PEKOMEHI0BaHa /1033 CTAHOBUTD
50-100 mr 1 pa3 Ha mo0Oy. TpuBaiCTh JIiKyBaHHS CTAaHOBHUTH 10 28 OHIB, ane Moxe OyTH
30ibIIIeHa 3a1e3KHO Bifl TSXKKOCTI Ta BUAY iHGeKIl abo 3HUKEHHS iMYHITETY.

ITonepeddceHHs peyudusy KaHOUO03y cau3o8ux 00010HOK y nauienmis 3 BIJI, siki maromb
BUCOKUU PU3UK U020 PO3BUMKY

- KaHOumos poTornoTky, KaHauA03 CTPaBOXO4y: PEKOMEHI0BaHa J03a CTaHOBUTh
100-200 mr 1 pa3 Ha goby a6o 200 Mr 3 pa3u Ha TUKAEHb. | PUBAJIICTD JIIKYBaHHS €
HeoOMeKeHO0 IJ1s1 MAIliEHTIB i3 IPUTHiYeHUM iMyHITETOM.

ITpoginakmuka KaHOUOO3HUX IH(peKUil y nauieHmis i3 mpusda10 HeUmpOneHien

PexomenpoBaHa fo3a craHoBUThL 200-400 Mr 1 pa3 Ha mo0y. JIikyBaHHS CIifl pO3NOYXHATH 3a KilbKa
[HIB 10 OYiKyBaHOTO PO3BUTKY HEUTPOIEHIl Ta IPOAOBXKYBaTH IPOTATOM 7 OHIB MiCJA HiABUIIEHHS
KiTbKOCTi HeiTpodinis monag 1000/mm’.

I'eHimaavHi KaHOUOO3U

- F'ocTpuit BariHambHUYM KaHOWI03, KAHOAUTO03HMM OaJaHiT: peKOMEHI0BaHa 03a CTaHOBUTL 150 Mr
OTHOPa30BO.

- JIikyBaHHS Ta mpo@ilakTUKa pPeluAuBYIOYHX BaTriHaIbHUX KaHAUI03iB (4 abo Oinbile BUMagKiB Ha
piK): peKoMeHfi0oBaHa fo3a ctaHoBUTh 150 Mr 1 pa3 Ha 3 gHi. Beboro cnif 3actocyBatu 3 mo3u (1-u
IeHb, 4-11 IeHb Ta 7-U geHb). [1icisa nporo ciif 3acToCOByBaTH HmigTpuMytody o3y 150 mr 1 pa3 Ha
TUXKIEHb MPOTATOM 6 MiCAIIiB.

Iepmamomiko3u

- Miko3 cTom, MiKO3 rjafieHbKOl WIKipy, TaX0BUX OepMaTOMiK03, KaHOUOO03Hi iH(peKil WKipu:
pPeKoMeHIoBaHa fio3a cTaHoBUTh 150 mMr 1 pa3 Ha TuXkmeHb, abo 50 mr 1 pa3 Ha mo0y.



TpuBaiicTh NiKyBaHHSI CTaHOBUTH 2-4 THXKHI. JIiIKyBaHHS MiKO3y CTOII MOXK€e TPUBATH IO 6
TUXKHIB.

- PisnoGapBHUY nuilali: peKoMeHAoBaHa fo3a cTaHoBUTh 300-400 mr 1 pa3 Ha THXKAEHb IPOTITOM
1-3 tuxHiB a6o 50 Mr Ha HoOy IPOTATOM 2-4 TUKHIB.

- DepmaTodiTHUIM OHIXOMIKO3: peKOMEeHI0BaHa fio3a cTaHoBUThL 150 Mr 1 pa3 Ha TuXOeHb. JIiKyBaHHS
CJIi[l IPOMOBXKYBaTH, IOKU Ha MiCIIi iH()IKOBAHOTO HITTI0 He BUPOCTe 30POoBUil. [I715 BiTpOCTaHHS
3[OPOBUX HIT'TiB Ha pyKax Ta Ha BEJIMKUX IaJIbLSIX Hir 3a3BU4ail HeoOXimHO

3-6 mics1iB Ta 6-12 Mics1iB BigmosigHo. OgHaK IMBUAKICTb POCTY HIrTiB y mallieHTiB Moxe OyTu
Pi3HOIO Ta 3anexaTy Bif BiKy. [licng yCHimmHOTo JIiKyBaHHS TPUBA/INX XPOHIYHUX iH(EKIiN HhopMa
HITTS iHOMI 3aJIUIITaETHCI 3MIHEHOIO.

IIpoginakmuka KaHOUOO3HUX IH(peKuil y nauieHmis i3 mpusda10 HeUmpOneHien

PexomengoBaHa fo3a craHoBuTh 200-400 Mr oguH pa3 Ha fo0y. JIikyBaHHS CIIifl pO3NOYKWHATH 3a
Ki/TbKa JHIB IO 049iKyBaHOT'0 PO3BUTKY HEUTPOIIEHil Ta IPONOBXKYBATU IPOTATOM 7 OHIB HiCas
migBUIIEeHHS KinbKocTi HeuTpodinie moram 1000 KJTITUH/MM".

Ocobauei epynu nauieHmia

IlauieHmu AIMHBO20 BIKY

o3y HeoOximHO mimOupaTy 3a1eXXHO Bif CTaHy QYHKIIII HUPOK (IUB. HUKYE).
ITauieHmu 3 nopyweHHAMU PYHKYiI HUPOK

[Tpu pa3oBOMy 3aCTOCYyBaHHI KOpPUTYBaTH 403y (IyKOHa30Jy He MOTPiOHO. [TarieHTam (BKI049anyu
miTei) i3 mopymeHHsAMY QYHKII HIPOK NMpU HeOOXigHOCTI 6araTopa3oBoro 3aCTOCYBaHHS IIpenapary
y IepLInuy OeHb JIiKyBaHHA CIIi 3aCTOCOBYBATU I04aTKOBY 103y 50-400 Mr 3ayieXHO Bif IOKa3aHHS.
[Ticns uporo noOOBY 03y (3a/1eKHO Bifl TOKA3aHHS) CJIifl pO3pax0BYBaTH BifTIOBIMHO [0 TaOMHIIi
HUXYe:

K 1ipeHc KpeamuHiny (ma/x8) Biocomok pekomeH008aHOI 003U

> 50 100 %

< 50 (6e3 remopianisy) 50 %

["'emomiani3 100 % mics KOXXHOT0 reMofianisy

[MauienTu, siki nepeOyBaloTh Ha reMofianisi, moBuHHI oTpuMyBaTi 100 % pekoMeHA0BaHOI J03U MiC/Isa
KOXKHOTI'0 reMofianidy. Y neHb, KO Aiaji3 He IPOBOAUTLCS, MAl[leHT IIOBUHEH OTPUMYBATH [03Y,
BIIKOPUTOBaHy 3aJIeXKHO Bif] KJIIIpeHCY KpeaTHHiHY.

INauieHmu 3 nopyweHHAMU (QYHKYII neyiHKu
®yKOHA30J1 CIifl 3aCTOCOBYBATH 3 00€PEKHICTIO MallieHTaM i3 MOPYyIIeHHSIMY (QYHKIII IeYiHKH,
OCKiJIbKY iH(opMallil o0 3acToCyBaHHS (IYKOHA30I1y I1ill KaTeropii maijieHTiB HeJOCTaTHLO (IUB.
po3minu «Ocob6auBOCTI 3acToCyBaHHSI» Ta «I[100i4Hi peakirii»).

imu
He crig mepeBuiyBaT MaKCcuMasbHy 1060By 703y 400 Mmr.

4K i npu aHanoriyHuX iHPEKIiIX y JOPOCIUX, TPUBAICTh TiKyBaHHS 3a/Ie’KUTh Bifl K/IiHIYHOI Ta



MikoJorigroi Bigmosiai. Judnason® sactocoBysatu 1 pa3 Ha [00y.

IJo3yBaHHS IIpelapaTy AiTIM i3 nopyleHHAME GYHKIII HUPOK HaBeHeHo Y po3mini «IlamienTu 3
HUPKOBOIO HEIOCTaTHICTIO».

dapmakokiHeTHKa (IyKOHA30Jly He JOCIiAKyBanacs y OiTed i3 HUPKOBOK HeJOCTaTHICTIO.
Ilimu sikom 8i0 5 0o 11 pokis

Kananmosu cnu3oBrx 0007I0HOK: IT0YATKOBA [103a CTAHOBUTL 6 MT/KT/0o0y, migTpUMyoda fo3a - 3
Mr/kr/ 1 pa3 Ha moOy. I[ToyaTKOBY 103y MOXKHa 3aCTOCOBYBATH B IEPIIHH IeHb 3 METOIO OisTbII
IMIBUKOTO JOCATHEHHS PiBHOBAXKHOI KOHIIEHTpALIil.

[HBa3MBHI KaHOWA03U, KPUIITOKOKOBHAM MEHIHTIT: J03a IpemnapaTy CTaHOBUThL 6-12 Mr/Kr 1 pa3 Ha
o0y 3a/1exKHO Bifl CTYIEHS TSIKKOCTi 3aXBOPIOBAHHS.

[ligTpuMyro4a Teparllia Ajis NolepenkeHHs PeLIUIUBY KPUIITOKOKOBOI'0 MEHIHTITY V [iTed i3 BUCOKUM
PU3KUKOM MO0 PO3BUTKY: J03a IIperapaTy CTaHOBUTDL 6 MI/KT 1 pa3 Ha mo0y 3aj1eKHO Bifl CTyIeHs
TSI2KKOCTI 3aXBOPIOBAHHS.

[TpodinakTrka KaHAUOO3IB y NAIi€HTIB 3 iMyHOAeiIUTOM: f03a IIpenapaTy CTaHOBUTh
3-12 mr/kr 1 pa3 Ha [06y 3a7eKHO BiJ BUPAXKEHOCTI Ta TPUBAJIOCTi iIHIYKOBAHOI HEUTPOMEHII (IUB.
003U OJI DOPOCIHUX).

Ilimu sikom 8i0 12 pokis

3ajie’kHO Biff Macu Tijla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIiJ OLIHUTH, sIKa J03a Ipenaparty (s
IOPOCIUX YM OJId AiTel) € ONTHUMAaJbHOIO [JIs nalieHTa. KmiHiuHi gaHi cBig4yaTs Ipo Te, 0 y OiTer
KJIipeHC (IyKOHA30Jy € BULIMM IIOPIBHSAHO 3 JOopociauMu. 3acTtocyBaHHs mo3 100, 200 Ta 400 mr
mopociuM Ta fo3 3, 6 Ta 12 mMr/kr 1 pa3 Ha 700y OiTSM IPU3BOOUTD OO JOCSTHEHHS CIiBCTABHOI
CHUCTEMHOI eKCIIO3MUIIl.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIPenapaTy Ojis JTiKyBaHHS T'eHiTallbHUX KaHAUI03IB y miTen
He BCTaHOBJEHI. AKIIo iCHye HaraibHa IoTpeba 3aCTOCyBaHHS IIpernapary miamiTkaM (BikoM Bifg 12 mo
17 pokiB), cnif 3aCTOCOBYBaTU 3BUYAlHI 03U AJIS HOPOCIIHX.

Himu.

3acTOCOBYBATH JIiKapChKUii 3acib y ¢popMi Karcyn faHill KaTeropil nmaiieHTiB MOXKHa TOfi, KOJIU AiTH
3maTHi 6e3mevHo MPOKOBTHYTH KaICyJly, 110 3a3BMYali MOXKJIMBO Y Billi Bifl 5 POKiB (AXB. pO3Min
«Cmocib 3aCTOCyBaHHS Ta JO3U»).

Ilepedo3yeanHsi.

[CHYIOTDH ITOBiOMITEHHS ITPO Mepeao3yBaHHs (GPIIYyKOHA30JI0M, IO ITPOBOKYBAJIO TaTIOUKHALi]
Ta [IapaHoiflaNbHY ITOBEOiHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO TPOBECTH CHMIITOMaTUYHY MigTPUMYIOUy Tepariio Ta y pasi
He0OXimHOCTI TPOMUTH IITYHOK.



®nyKoHAa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3 ceuelo; (OpCoBaHUM Aiype3 MOXKe IPUCKOPUTH
BUBeIeHH npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUKYE PiBEHb PIYKOHA30JTY V
na3Mi KpoBi mpu6nu3Ho Ha 50 %.

ITobiuni peakuii.

[ToBimomisinocs Ipo MegUKaMeHTO3HY peakIiio 3 eo3uHodinieo i cuctemanmu nposisamu (DRESS) y
3B’3KY 3 NiKyBaHHSIM (pr1yKoHa3010M (IuB. po3min «OcoONMMBOCTi 3aCTOCYBAHHS»).

Haituacrime (>1/10) moBigoMmsiiau mpo Taki mobiuHi peakiril: ronoBaui 6inb, 6ib y YepeBHiN
IIOPOXKHUHI, Iiapest, HynoTa, OII0BaHHS, MiOBUINEHHS PiBHA anaHiHaMiHoTpaHcdepasu (AJIT),
IiABUINEHHS PiBHS acmapTaTaMmiHoTpaHcdepasu (ACT), migBuilleHHS piBHS MTyxkHOI PpocdaTasu Kposi,
BUCHUIIAHHS.

II71s OLiHKY YaCTOTU BUHUKHEHHS MOOIYHUX peakIlili BUKOPHUCTOBYIOTh TaKy Knacudikariiio: myxe
yacTo (=1/10), gacro (Big =1/100 mo <1/10), HewacTo (Bim =1/1000 mo <1/100), pimko (Big
=1/10000 go <1/1000), nyxe pigko (<1/10000), HEBimOMO (HEMOXKJIMBO OLIIHUTH Ha IigCTaBl HaABHUX
OAHUX).

3 60Ky cucmemu Kpogi ma aimpamuuHoi cucmemu

HeugacTo: aHeMis.

Pinko: arpanynonuTos, 1eiKomneHis, TpOMOOLUTONIEHisT, HEUTPOTIEHis.

3 60Ky imyHHOI cucmemu

Pigko: anadinakcis.

MemaboaiuHi ma animeHmapHi po3aadu

HeuacTo: 3HMKEHHS alleTUTY.

Pigko: rinmepxonecTepuHeMis, TMePTPUTIILEPUAEMis, TiIIOKaIieMis.

ITcuxiyHi nopyweHHA

HeuacTo: 6e3COHHS, COHJIUBICTD.

3 60Ky Hepaosoi cucmemu

YacTo: ToNoBHUH OiJb.

Heuacrto: cymoMu, napecTesis, 3al1aMOpPO4Y€eHHsI, IOPYIIEHHS CMaKy.

Pigko: Tpemop.

3 60Ky opeaHis cayxy ma eecmubyasapHO20 anapamy

Heuacrto: BepTuro.

3 60Ky cepus



Pigko: mapokcu3ManbHa HITyHOYKOBA TaXiKaphis TUIY «IipyeT», MogoBxKeHHS iHTepBany QT (gus.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOBO20 MpPaKmy

YacTo: 6inb y yepeBHil OPOXKHUHI, HYHOTa, miapest, 671I0BaHHS.

HeuacTo: 3amop, gucrenciss, MeTeopusM, CyXiCThb y POTI.

I'enamobiniapHi po3aadu

YacrTo: migBullleHHs PiBHS anaHiHaMiHOTpaHCdepa3u (AJIT), mipBuIeHHS piBHA
acnaprataMiHoTpaHcdepasu (ACT), mipBuIeHHS piBHSA NTyKHOI pocdaTa3u (OUB. PO3AIN

«Oco0IMBOCTI 3aCTOCYBaHHS»).

HeuacTo: x0lecTas, XKOBTSHUIA, MiBUILIEHHS piBHS Oinipy6iny (muB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

Pigko: me4yiHKOBa HEIOCTATHICTh, TeNATOIENIONAPHUM HEKPO3, TEIaTUTH, TeIaToLe0IsIpHe
ypaxeHHs (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

3 60Ky wKipu ma nidwKipHOT MKAHUHU
YacTo: Bucunanus (ouB. po3ain «OcoONMMBOCTi 3aCTOCYBaHHS»).

HeuacTo: MeguKaMeHTO3HUM AepMaTuT (BKIII049aouu (GiKCOBaHUN MEeIUKAMEHTO3HUU NePMaTuT),
KPOIIWB IHKA, CBepOikK, MigBUIlleHe MOTOBUOINEHHS (qUB. po3ain «OcoOnMMBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCUYHUY emifepMabHUN HEKPOJIi3, cuHAPOM CTiBeHCa-[[:KOHCOHA, TOCTPUM
reHepasi3oBaHUY eK3aHTeMaTO3HUM IyCTYyIb03, eKCQOIiaTuBHUYN AEePMaTUT, aHTi0OHEBPOTUYHUN
HaOpsK, HabpsAK o0auyys, amomnelis (quB. po3nin «Oco6NIUBOCTI 3aCTOCYBaHHS»).

HeBimoMo: MequkaMeHTO3Ha peakilis 3 eo3uHo(imiero i cucremaumu nposBamu (DRESS) (guB. po3min
«OCc06IUBOCTi 3aCTOCYBAHHS»).

3 60Ky onopHO-pyx08020 anapamy ma cnoAy4YHOi MKAHUHU
HeuacTo: mianris.

3azanvHi po3anadu ma peakuii y Micui 88e0eHHA

HeuacrTo: mifBuilieHa BTOMJIIOBaHICTh, HE3yKaHHS, aCTeHis, rapsgdka.
Himu

YacToTa Ta XxapakTep nobiyHuX peakiiii i BigxuneHs Bif HOpMU pPe3yJIbTaTiB 1ab0paTOPHUX aHaMi3iB y
XO[l KJTIHIYHUX JOCIIiAXKEHb 3 y4YacCTIo AiTel CIiBCTaBHI 3 TAKUMU Y JOPOCIIUX.

AKII0 MaTUMYTh Miclle TSXKKi mo0iuHi eeKTH, TO NiKyBaHHS CJIifl IPUIUHUTH.

38imyBaHHA npo ni0o3pro8aHi nobiyHi peakuii

[ToBimoMmeHHs mpo moOiYHI peakilii mics peecTpallil TiKapcbKoro 3aco0y Ma€e BeNuKe
3HaueHHd. [le mae 3MOry IpoOBONUTYU MOHITOPUHT CIIiBBIAHOIIEHHSA KOPUCTL/PU3UK IIPU



3aCTOCYBaHHI LIbOTO JIIKapChKOTO 3ac00y. MequuHUM Ta ¢apMalleBTUUHUM IpalliBHUKAM, a
TAKOX TallieHTaM a0o iXHiM 3aKOHHUM IIPeICTaBHUKAM CJIifl TOBiqOMJISITH IIPO YCi BUTIAIKU
nifmo3poBaHuX M00IYHUX peakKlliil Ta BiiCyTHOCTI e(eKTUBHOCTI JTiKapChKOTO 3aco0y yepes
ABTOMaTH30BaHy iH(pOpMalilHy cUCTEMY 3 (hapMaKOHAT ISy 3a MOCUIIaHHSIM:
https://aisf.dec.gov.ua.

TepMin mpumaTHOCTI. 5 POKiB.

YmoBu 30epiranns. 306epiratu mpu Temmepatypi He Buie 25 °C. 36epiraTté B HEOOCTYITHOMY
IJIS OiTed MicIi.

YnakoBka.
Kamncymu mo 50 mr: mo 7 karcyn y 6mictepi; mo 1 6micTepy B KapTOHHI# KOpOOIIi.
Kancynu o 100 mr: mo 7 Kancyn y 6mictepi; mo 4 61icTepu B KApTOHHIM KOpPOO1Ii.

Kamncynu o 150 mr: o 2 a6o 1o 4 kamncynu y 6mictepi; mo 1 67icTepy B KapTOHHiM KOPOOIIi.

KaTeropis Bigmycky. 3a pelenTom.

BupoOHHK.

KPKA, n.m., HoBo Mmecto, Cnoseriss/KRKA, d.d., Novo mesto, Slovenia.

Mice3HaxoaKeHHsI BAPOOHHKA Ta afipeca MicCIisi MPOBAI2KeHHsSI HOT0 Iis/TbHOCTI.

[IImap’emika necra 6, 8501 HoBo mecto, CrmoBeHisi/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



