THCTPYKIIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiKapChKOT0 3aco0y

Oudna3on®

(Diflazon®)

Cknao:
ditoua pevosuHa: PIyKOHA3OI;
1 kamcyna mictuth prykonazomny 50 mr a6o 100 mr, abo 150 mr;

0ONOMIICHI peyo8UHU: TAKTO3U MOHOTIgPAT, KPOXMaJjlb KYKYPYO3sSHUM, KPEMHIIO [iOKCUL KOJIOIMHUA
0e3BOMHMI, HATPilO TaypHuiCyibdaT, MarHioo creapart;

kancyaa: Tutany giokcup (E 171), 6apBuHUK naTteHToBaHuit cunil V (E 131), xemaTuH.

JIikapcbKa ¢opmMa. Kancynu.
OcHosHi (pi3uko-xiMiyHi 8 1acmusocmi:

KaIcyau 1mo 50 Mr: KaTcynu 3 KOpmycoM 6illoro KOIbopy Ta KOBIAYKOM CBiT/I0-67IaKUTHOTO
KOJIbOPY, HallOBHEH] IMOPOLIKOM Bif 6i/10T0 M0 Maiixke 6iloro KOnMbopy;

Kancynu 110 100 Mr: Kamncynu 3 KoprmycoM 6iIoro KOJIbOPY Ta KOBMaukKoM GJIaKMTHOTO KOJILOPY,
HalOBHEHi IOPOIIKOM Bif 6isioro go Matizke 6iToTO KOILOPY;

Karcynu 1o 150 MT: Kancysiy 3 KOpIyCcOM Ta KOBIIaYKOM CBiTJIO-67TaKUTHOTO KOJIHOPY, HallOBHEHI
ITOPOIIKOM Biff 6i/1oro mo Maixke 6i10ro KOIbopy.

dapMakoTepaneBTHYHA rpyna. [IpoturpubkoBi 3acobu sl CHCTEMHOTO 3aCTOCYBaHHS.
[Toxigni Tpua3zony Ta TeTpa3ony. Kog ATX JO2A CO1.

dPapmako02iuHi e1acmusocmi.



®apmakoOuHamika.

MexaHi3M mil

®1yKOHAa3071, MPOTUTPUOKOBUY 3aci0 Kitacy Tpua3oJiB. [[epBUHHUM MeXaHi3MOM MOTO0 [il €
npurHiyeHHs rpubkoBoro 14 anbda-n1aHOCTEPOI-IEeMETUIIIOBAaHHS, OITOCEPEIKOBAHOTO
uToxpomMoM P450, 110 € HeBin'eMHUM eTanioM 6i0CHHTE3y I'PUOKOBOTO €ProOCTEPOIY.
Akymynania 14 anbgpa-MeTUN-CTePOITiB KOPEOE 3 ITOAAbIIOI BTPATOI0 €ProCTEPOITY
MeMOpaHoI0 T'PUOKOBOI KIIITUHY Ta MOXKe BifIITOBiIaTH 3a MPOTUTPUOKOBY aKTHBHICTh
dbmykoHazony. OykoHa3011 € GifbIl CeIEKTUBHUM A0 TPUOKOBUX (hEePMEHTIB IIUTOXPOMY
P450, HiX go pi3HuX cucteM pepMeHTiB iuToxpomy P450 ccaBuis.

3acTocyBaHHA QyKoHa307y y [o3i 50 Mr Ha mo6y npoTtsaroMm 28 OHIB He BIJIMBAJIO Ha PiBeHb
TECTOCTEPOHY Y IJIa3Mi KPOBi y 40JIOBiKiB ab0 Ha piBeHb EHIIOTEHHUX CTEPOIIIB ¥ XKiHOK
pemnponykTuBHOro Biky. ®mykonason y mo3i 200-400 Mr Ha moby He IPOSIBNISB KITiHIYHO 3HAYYILIOTO
BIIJIUBY Ha PiBeHb €HIOTeHHUX CTEPOIMiB YX Ha BigIIOBigb Ha CTUMYJISALII0 afpeHOKOPTUKOTPOIIHOTO
ropmony (AKTT') y 3mopoBux moOPOBOJIbIIiB YOI0BiUOl CTATI.

HocmigXeHHS B3aEMO{Iil 3 aHTUMIIPHHOM IIPOAEMOHCTPYBaJIO, 10 3aCTOCyBaHHS 50 Mr QIyKOHA30/1y
pa3oBo abo 6araTopa3oBo He BIJIMBA€E Ha MeTabo0Ii3M aHTUIIIPUHY.

YyTauBicTh in vitro

®nykoHa307 in vitro 0eMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTE Io#0 BUAiB Candida, sKi
3ycTpivaroThcs Hanvacrime (Bkmovatouu Candida albicans, Candida parapsilosis, Candida
tropicalis). Candida glabrata meMOHCTpPY€E 3HUKEHY UYTIUBOCTh [0 BrIyKoHa30my. Tomi ik Candida
krusei Ta Candida auris cTiiiKi 70 ¢pIyKOHa307y.

MinimanbHa inribyiouya konnentpatis (MIK) ta emigemionoriuae moporose 3uauenHs (ECOFF)
dbnykonazony anst Candida guilliermondii Buii, HiXx anst Candida albicans.

Takoxk ¢GyKOHA307 in Vitro eMOHCTPY€E aKTUBHICTE K mpotu Cryptococcus neoformans Ta
Cryptococcus gattii, Tak i TpOTH eHAEMiUHUX MITiCHABUX rpubiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.

B3aem03B’s130K dhapMaKOKiHETUYHUX i hapMaKOOMHAMIYHUX BIaCTUBOCTEHN

BinmoBigHO [0 pe3yibTaTiB OOCIIIXKEHb Ha TBapUHAX, iICHYE KOpeALisi MiX MiHiMalIbHOIO
iHriOy1049010 KOHIIEHTPAIl€0 Ta e(PEeKTHBHICTIO IPOTH eKCIIepUMEHTATbHUX MOJiesieil MiK03iB,
cripuyrHeHuX Bugamu Candida. BigmoBigHO 00 pe3yabTaTiB KIiHIYHUX OOCTiOXKEeHb, iCHYE
NiHiMHA 3a/IeKHICTh MixX moiero mifg kpuBoio (AUC) Ta mo3oi0 GrnykoHa30my (IpubIu3Ho
1:1). TakoX icCHye NpsiMUI, ajie HefloCcTaTHiX 3B’'5130K MizkK AUC ab0 103010 Ta IIO3UTHBHOIO
KJTIHIYHOIO BiITIOBIAZI0 Ha JIIKyBaHHS OPaJIbHOT0 KaHAWA03Y Ta MEHIIOI0 MipOI0 - KaHAUAEMIL.
AHanoriyHo JiKyBaHHS iH(EKIIi{, CIPUYNHEHUX IITaMaMu, 10 SKUX QPIyKOHA30J IEMOHCTPYE
BHCOKY MiHiMasbHYy iHTi0yi0uy KOHIIEHTPAIIiI0, € MEHII 3aJ0BiTbHUM.

MexaHi3M PE3UCTEHTHOCTI

Mikpoopranizmu poay Candida 0eMOHCTPYIOTh YUCENTbHI MEeXaHi3MU PE3UCTEHTHOCTI A0
a30JIbHUX IPOTUTPUOKOBUX 3ac00iB. O11yKOHA30/1 IeMOHCTPY€E BUCOKY MIK mpoTu mTaMiB



rpubiB, sIKi MaOTh omuH abo Oinbllle MeXaHi3MiB Pe3UCTEHTHOCTI, 1110 HEeTaTUBHO BIIJIMBA€ Ha
e(beKTHUBHICTH in Vivo Ta B KITiHIYHINA TPaKTHII.

3a3Buyail y yyTnuBux BumiB Candida MexaHi3M pPO3BUTKY PE3UCTEHTHOCTI, SKUM HaWdacTilie
3yCTPiva€EThCS, BKITIOYAE ITiThOBi (hepMEHTH a3071iB, SIKi BilTOBima0Th 3a 0i0CMHTE3 eprocTepoy.
Pe3ucTeHTHICTH MOXe OyTH CIpUYKMHEHA MyTalli€lo, MiBUIIIEHUM BUPOOIEHHSIM HEPMEHTY,
MeXaHi3MOM BHBEOEHHS JIiKiB a00 PO3BUTKOM KOMIIEHCATOPHUX IIJISXIB.

[ToBimomMnsinocs mpo cynepindekuito iHmuMmu Bugamu Candida, kpim Candida albicans, SKuM 4acTo
BJIaCTHMBA 3HUXKEHa cupuiHaTIuBicTh (Candida glabrata) abo cTiiikicTh 0o QryKoHa30/y (HampuKiam,
Candida krusei, Candida auris). Taki iHpeKIlil MOXKyTb BUMaraT{ aJbTePHATUBHOI IPOTUTPUOKOBOI
Teparnil. MexaHi3MU pe3UCTEHTHOCTI He OyJiX MOBHICTIO 3'COBaHi OIS gesikux BumiB Candida, 110
MaloTh IPUPOOHIO CTiMKicTh (Candida krusei) abo uinst HoBux BumiB (Candida auris).

KOHTPONLHI TOYKH (BIAIOBIIHO OO0 PeKOMEHOAIlid €BPOIedChKOr0 KOMITETY 3 IOCIiIKEeHb

YYTIMBOCTI 00 aHTUMIKpoOHMX 3ac00iB (EUCAST

Basyiouuch Ha IOCHTiXKeHH] (hapMaKOKiHETUYHOI/(papMaKofgruHaMiuHOl iH(popMallii,
YYTIUBOCTI in vitro Ta KiiHi4yHOI BimmoBigi, 6y10 BU3HaYE€HO KOHTPOJIbHI TOUKHU [IJIsS
dbrykoHa301y A mikpoopranismis pony Candida (mokymenT EUCAST uiomo o0r'pyHTyBaHHS
bnykonazony (2020) - Bepcis 2; EBpoNeNChKUY KOMITET 3 TECTYBaHHS YyTIUBOCTI 10 aHTUMIKPOOHUX
IpernapariB, MPOTUTPUOKOBUX IIPelapaTiB, TabJIKIli KOHTPOIBHUX TOYOK MJIs iHTeprpeTatii MIK,
Bepcist 10.0, mgiticaa 3 04.02.2020)). Bonu Oynu po3mnopineHi Ha KOHTPOJIbHI TOUKH, 110 He TIOB’sI3aHi 3
TIEBHUM BUOOM, SKi GinbIII0I0 Mipoo BU3HAYAKMCS Ha OCHOBI (hapMaKOKiHETUYHOI/
(dhapmakoguHaMivHOI iHQOpMaIiil i He 3ayexkaTh Bif PO3MOiNy Ha EBHI BUOY 3a MiHiMaIbHOIO
inribyro4oio KOHIIeHTpalli€lo, Ta Ha KOHTPOJIbHI TOYKY, IIOB’S13aHi 3 IIEBHUM BUOM, III0 Hal4acTiiie
aCoI[iI0I0TECA 3 iH(peKIiAME ¥ monuHu. Lli KOHTPOIbHI TOUKY HaBeeHi HUXKYe.

ITpomuzpubxosutifKoHmpoabHi MouKu, noe’s3aHi i3 negHum sudom S < /R > IKOHMpOAbHI
3acib MoyYKU, He
noe’A3aHi i3
nesHuMm
sudom*
S </R >
Candida |Candida Candida Candida |Candida Candida
albicans |dubliniensis |glabrata krusei  |parapsilosis |tropicals
d1yKOHA3071 2/4 2/4 0,001*/16 2/4 2/4 2/4
S wyTnuBuY;

R pe3ucTeHTHUY;

O - KOHTPOJIbHI TOYKH, IT[0 He TOB’sI3aHi 3 TIEBHUM BUOOM, SKi OiIbIII0I0 MipOI0 BU3HAYAIUCS
Ha OCHOBI (papMaKOKiHeTHUYHOI/papMaKogUHaMIuHOl iHpopMaIiil i He 3ameXkKaTh Bifi PO3NOOiNLY
Ha TEeBHi BUOY 3a MiHiManbHOIO iHTi0yI049010 KOHIIEHTPAIIE0, IKi HOCTiAXKyBalu IUIle A1
MiKpOOpraHi3miB, oyis SKUX He iCHY€E cenu(piyHol KOHTPOIbHOI TOUKHY;

- OOCIiIXKeHHS YYTIUBOCTI He PEKOMEH/IOBaHi, OCKiTbKY MaHUM BUI HEe € METOI0 JTiIKapChbKO1
Teparrii;

*¥ci Candida glabrata nHanexats o I kateropii. MIK npotu Candida glabrata cmig
TIYMa4YUTH K CTiUKY, SKIIO BOHa nepesuirye 16 mr/n. Kateropia yytnusux (< 0,001 mr/mn)


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

— [ae 3MOTY YHUKHYTU HENIPaBUJIbHOI Knacudikaril mramiB «I» K mraMiB «S». [ -
YyTnuBuii, 3a YMOBH IiABUIIEHOI €KCIIO3UIIil: MiKpOOpPraHi3M HaleXUThb 00 KaTeropil
«YyTIWBUAY 3a YMOBH IiABUIIEHOl €KCIO3UIIil» y pa3i, KOIM iCHye BUCOKA UMOBIPHICTh
TepPaneBTUYHOI0 YCIiXy, OCKIIbKY BIIJIUB areHTa 30iIbIIyeThCS MIITXOM KOPUTYBAHHS
pexuMy 0o3yBaHHS ab0 M0oro KOHIIeHTpalil B Micii iHdexkii.

dapmakoKiHemuka.

dapMaKOKiHeTUYHi BIaCTUBOCTI HIIYKOHA30I1y € MOAIOHUMY IIPU BHYTPIITHLOBEHHOMY i
IIepOpaIbHOMY 3aCTOCYBAHHI.

AGcopbiris

®ykoHa3011 JoOpe BCMOKTYEThCS IIPY ITepopaibHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary y
Tn71a3Mi KpoBi i cucTeMHa 0iofoCTymHICTh TepeBulilyioTh 90 % piBHS QIYKOHA30My Y IIa3Mi
KPOBI, III0 OCATa€EThCA IIPU BHYTPIIIHBOBEHHOMY BBefeHHI mpenaparty. OgHOYacHe
BXKMBaHHA 1Xi He BIJINBA€ Ha BCMOKTYBaHHA IIperniapaTy P M0T0 IepOopaIbHOMY
3acTtocyBaHHi. [1ikoBa KOHIIeHTpallis y M1a3Mi KpoBi gocsaraeTtscs 4epes 0,5-1,5 rogunu
iCNIsl IpUKXOMY IipemnapaTy. KoHIleHTpallid IpenapaTy y IIJla3Mi KPOBi IPONOPIiiHa OO AO3H.
PiBHOBakHa KOHIIeHTpallisd Ha piBHI 90 % pmocsAraeTbCcsa Ha OPYTUU AeHb JIiKyBaHHS [IPU
3aCTOCYBaHHI y IepIlInii JeHb HaBaHTaXKyBaJIbHOl [O3H, 110 BABIYi TepeBUILlyE 3BUUAUHY
no0oBYy HO3y.

Po3nonin

006’em po3mopiny npubIN3HO JOPiBHIOE 3arajlbHOMY BMICTY PilMHU B OpraHi3Mi. 3B'sI3yBaHHS
3 Oinkamu mma3Mu KpoBi Hu3beKe (11-12 %).

®nykoHa3011 mobpe IPOHUKAE B YCi MOCHiIXKYyBaHi pimuHu opraHiaMy. PiBeHb GyKoHA307y y
CIIMHI Ta MOKPOTUHHI € MOAIOHUM [0 KOHIIEHTPAllil TpernapaTy y Ijla3Mi KpoBi. Y Malli€HTiB,
XBOpPHUX Ha 'pUOKOBUIM MEHIHTIT, piBeHb (JTyKOHA30Ily Y CIMHHOMO3KOBI# pimuHi mocsrae 80
% KOHIIeHTpalil y Iaa3Mi KpPoBi.

Bucoki KoHIeHTpallii GIyKOHA301/y Yy WIKipi, 10 TepeBUIyIOThH CHPOBATKOBI, TOCATAIOTHCS Y
porosomy api, enigepmici, gepMi Ta oTi. @JIyKOHA30JI HAKOIIUYYETHCS Y POTOBOMY IIapi.
[Tpu 3acTocyBaHHi 703u 50 Mr 1 pa3 Ha mo0y KOHIleHTpalis GIyKoHa301y mmicng 12 gHiB
JIIKyBaHHS CTaHOBUIIA /3 MKTI/T, a yepe3 7 [OHIB IIiCJIs 3aBePIIEHH JIiIKYBaHHSA KOHI[eHTPaLlis
BCe Ille cTaHOBUIA 5,8 MKr/T. Ilpu 3acTtocyBaHHi no3u 150 Mr 1 pa3 Ha TUXKIEHb
KOHIIeHTpalid (GJIyKOHA30Jly Ha 7-U JeHb JIiKyBaHHS CTaHOBHUIA 23,4 MKI/T; 4yepe3 7 OHIB
IIiCJIg 3aCTOCYBaHHS HACTYIIHOL [O3U KOHIIEHTpAalis BCe Ie cTaHoBuia 7,1 MKI/T.

KonueHnTpallis (GprnykKoHa30i1y B HIrtax micnd 4 MmicsaniB 3actocyBaHHs 150 mr 1 pa3 Ha
THUXKMIEeHb cTaHOBUIIA 4,05 MKT/T y 300pOBUX MOOPOBOIBINB Ta 1,8 MKT/T pu 3aXBOPIOBAaHHSIX
HIiTTiB; (IyKOHA30/1 BU3HAYaBCS y 3pa3Kax Hir'TiB yepe3 6 MiCSILiB IMiCis 3aBepIIeHHS
Teparril.

BiotpaHncdhopmartiis

®nykoHa3051 MeTaboTi3yeThCS He3HAYHOI0 Mipo0. ITpu BBeieHHi 1031, MiueHO1



pafioakTUBHKUMH i30Tomnamu, nuire 11 % hrykoHa30/1y eKCKPETYETHCA 3 Ce4elo Y 3MiHEHOMY
Burmnsni. ®nmykoHa3on € nomipHuM iHribitopom izodpepmenTiB CYP2C9 ta CYP3A4 (gus.
po3min «B3aemois 3 iHIMMM JTiKapcbKUMU 3ac00aMu Ta iHII BUIM B3a€MOMi»). Takox
(bTyKOHA3071 € TOTYKHUM iHTiOiTopoM i30odepmenTy CYP2C19.

BuBengeHHd

[lepion namiBBuBeneHHs (T,,) GIyKoHA305y 3 IIa3MU KPOBi CTaHOBUTH 61113bK0 30 TOOUH.
Binblia yacTWHa IpenapaTy BUBOOUTHCSA HUPKaMu, mpudoMy 80 % BBe#eHOl fo31
BUSIBIISIETHCS ¥ Cedi B He3MiHeHOMY cTaHi. KiipeHc QriyKoHa30/1y IpONOPIiHUY J0 KITipeHCy
KpeaTuHiHy. LIlupKymowounx MeTabo0IiTiB He BUSBIIEHO.

Tpusanuu T, npenapaty 3 mja3MU KPOBi fa€ MOXKJIUBICTh pa30BOr0 3aCTOCYBaHHS
IpernapaTty [IpY BariHaJlbHOMY KaHAOUO031, a TaK0X 3aCTOCYBaHHA Ipenapaty 1 pa3 Ha
TUXKEeHb [IPU IHIIUX T0Ka3aHHSAX.

HupKkoBa HeqoCTaTHICThL

Y namieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSAKKOTO CTyIleHs (IIBUAKICTh KITyOOYKOBOI
GbinpTparil

< 20 mn/xB) T 36inbimyetbest 3 30 ropun mo 98 roguH. Tomy 11iXt KaTeropil nmaiieHTiB
HeoOXigHO 3MEHIINUTH 03y QuyKoHa30y. OIyKoHa30J1 BUAANSEThCS UISIX0M TeMOfiai3y Ta
MEHILIO MIpPOI0 - IIJIIXOM iHTpalnepuTOHeaIbHOTo Aianidy. CeaHc reMofiai3y TPUBAJICTIO 3
TOOUHY 3HUXKYE PiBeHb QIYKOHA30Jy y M1a3Mi KpoBi mpubnusHo Ha 50 %.

JlakTamis

KonienTpailii pr1ykoHa301/y y Ija3Mi i MAaTeEpUHCHKOMY MOJIOII BIIPOAOBXK 48 roguH micis
IpUKOMY OJHOPa30Bol fo3u 150 Mr (ryKoHa30/1y OIiHIOBaIM ¥ X041 (apMakKOKiHETUIHOTO
MOCIIIXKEHHS 3 Y4acTIO NeCSATH XKiHOK Y Iepiofli TakTallil, IKi TUM4YacoBO ab0 MOCTiiHO
IPUNIMHUIIY TOAYBaTH CBOIX HEMOBJIAT I'PYAAI0. Y MaTePUHCHKOMY MOJIOILI (hIyKOHA30J1
BUSIBUJIM ¥ CepefHil KOHIleHTpalil mpubau3uo 98 % Big Tol, 110 Bii3Ha4Ya Iy y 1m1a3Mi MaTepi.
Yepes 5,2 rogyHU IiCIg NPUUOMY O3 CEPENHS IIiKOBa KOHIIEHTpALil Y MaTePUHCHKOMY
MoJioli cTaHoBuna 2,61 mr/n. [To6oBa fo3a GHIyKOHA30Iy, OTpHMaHa HEMOBIISIM 3
MaTEPUHCHKOTO MOJIOKa (SKIIO MPUUHATY CepeqHE CIIOXKMUBaHHS MooKa 3a 150 Mi/kr/go0y),
po3paxoBaHa Ha OCHOBI CepemHbO]1 IiKOBO1 KOHIIEHTPAIlil Y MOJIOL, 110 JOPiBHIOE

0,39 mr/kr/moby, ctaHoBUThL TpuOMIKU3HO 40 % Bif 103U, pEKOMEHI0BaHOI HOBOHAPOIKEHUM
(BikoM < 2 TuXHiB), a60 13 % Bif m03U, peKOMEHIO0BaHOl HEMOBISATAM I JTiKyBaHHS
KaHOUA03y CIU30BUX 000IOHOK.

iTn

Hani 3 papmakokineTuku Oynu ouineHi y 113 miTeii mifg yac 5 gocnmigkeHs: 2 HOCTIIXKEHHS Pa30BOTO
3aCTOCyBaHHS, 2 [HOCTiI2KeHHS 0araTopa3oBOr0 3aCTOCYBaHHS Ta 1 HOCIigKeHHs HEJOHOIIEeHUX
HOBOHAPOIKEHUX.

[Ticns BBegeHHS 2-8 Mr/KT GyKoHa301y AiTIM BikoM Bif 9 micais mo 15 pokis AUC cTaHOBHUTIa
6mu3pk0 38 MKr*rom/mit Ha 1 Mr/kr mo3u. ITicims 6araTopa3oBOT0 3aCTOCYBaHHS cepenHii T2
GbnyKoHa3011y i3 mIa3Mu KpPoBi BapiroBaBcs Mixk 15 Ta 18 romuHamu; 06’€M PO3IMOMiNy CTAHOBUB
880 m/kr. Binmbin Tpuanuit T% 3 mna3Mu KPOBi, 1[0 CTAaHOBUB MpuONIU3HO 24 roguHu, OyB micns



Pa3oBOro 3acTocyBaHHS (prnykoHa3omy. Llei MOKa3HUK € CITIBCTAaBHUM 3 IIEPIONOM HalliBBUBENEHHS
(byKOHa3011y 3 IIJTa3MU KPOBI IMiCJIsT pa30BOT0 3aCTOCYBAHHS J03U 3 MT/KT BHYTPIIITHEOBEHHO HiTSIM
BikoM Big 11 mHiB go 11 micsiiB. O0’eM po3moainy y malieHTiB 1iel BiKOBOi IPymu CTaHOBUB OJIM3bKO
950 mn/kr.

IocBin 3acTocyBaHHS (IYKOHA30Jy HOBOHAPOAXKEHUM 00MEeXKYEThCSI HhapMaKOKiHETHYHUMHU
OOCIIXKeHHIMY 12 HeIOHOIIeHUX [iTed i3 TepMiHOM recTariil npu0nu3uo 28 TuxkHiB. CepenHii BiK
OUTHHY IIPU BBEIEHHI IepIol mo3u CTaHoBUB 24 rogunu (Bim 9 mo 36 roguH); cepenqHs Maca Tina mpu
HapomxkeHHi ctaHoBuna 900 r (Big 750 mo 1100 r). [Ins 7 malieHTiB ITPOTOKOJ AOCTiAKEHHS 0YI10
BMKOHAHO. MakCHMyM 5 BHYTpPIITHbOBEHHUX iH €KIIiN (DITyKOHA30Jy ¥ 4031 6 MI/KT BBOOUIN KOXKHI

72 ropunu. CepepnHiit TY2 ctanoBuB 74 rogunu (44-185) B nepiuuii eHb, TOTIM 3MEHIIKBCS 10

53 roguH (30-131) Ha 7- geHs Ta 0o 47 (27-68) Ha 13-i gens. AUC (MKr*rom/mi) ctanoBmia 271
(173-385) y nepmmii feHs, 36inpmunacs mo 490 (292-734) Ha 7-i geHb, MOTiM 3MeHIIuIacs go 360
(167-566) Ha 13-t menn. 06’em po3mnopiny (Mn/kr) ctanoBuB 1183 (1070-1470) y nepmiuii geHb,
30inpmyBaBcs no 1184 (510-2130) na 7-it mens Ta mo 1328 (1040-1680) Ha 13-i meHb.

[TamiedT TiTHLOTO BiKY

dapMaKOKiHETHYHE JOCIiAKEeHHS IIPOBOAUIN 3 y4acCTiO0 22 MallieHTiB (BiKOM Bif 65 pOKiB), SKi
3actocoByBanu 50 Mr ¢GIyKoHa30/1y mepopanbHo. 10 mamieHTiB 0OqHOYaCHO 3aCTOCOBYBaIM AiypPETUKH.
C,.x CTaHOBHUJA 1,54 MKTr/MN Ta gocsAranacs IpoTaroMm 1,3 TOOWHY IiC/Is 3aCTOCYBaHHS (HITYKOHA307Y.
Cepenns AUC cranoBuna 76,4+20,3 mxr*rog/min. Cepensiit T%2 - 46,2 rogunan. Li papMakoKiHETHYHI
TIOKa3HUKY € BUIIUMHU IIOPiBHSIHO 3 @aHAJIOTIYHUMH y 3[[0POBUX JOOPOBOJIBIIIB MOJIOALIOTO BiKY.
OpHoYacHe 3aCTOCYBaHHS AiypeTUKIB He Majio 3HayHOro BmiauBy Ha C,,, Ta AUC. TakoxX KJlipeHC
KpeaTHHiHY (74 M/XB), BifCOTOK (PIyKOHA30JIy, 1110 eKCKPEeTYBaBCs i3 Ceuelo y He3MiHEHOMY BUTTIAML
(0-24 ropuuu, 22 %), Ta HUPKOBUY KiipeHC dhiaykoHa3omy (0,124 Mi/XB/KT) y MallieHTiB faHOl BiKOBOI
rpynu Oyny HUKYKMMY, HiXK aHaJIOTi4Hi TIOKa3HUKY Y MOJIOAMINX JOOPOBOJBLIB. TOMy 3MiHU
(apMaKOKiHETUKH y TALi€HTIB JIITHHOTO BiKy 04EBUIHO 3ajlexKaTh Bif mapaMeTpiB QyHKIil HUPOK.

Kniniuni xapakKTepuCTHKH.
IIoka3aHHs.

HudnazoH® moka3aHUM AJIS TiKyBaHHS TaKUX IPUOKOBUX iHGEKIIH v JOopocnux (AUB. po3min
«®apMaKoouHaAMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKIMIi0imo3 (ouB. po3min «Oco0IMBOCTi 3aCTOCYBaHHS »);
- iHBA3MWBHI KaHOUOO3H;

- KaHU03M CIU30BUX 000JI0OHOK, BKJII0OUAl0YM KaHOUA03 POTOTJIOTKY Ta KaHAU03 CTPaBOXOMY,
KaHIUOYPis, XPOHIYHUN KaHOUO03 WIKIPH i CTM30BUX 000IOHOK;

- XpOHIYHUY aTpo(iuHNM KaHAUI03 POTOBOI MOPOXKHUHY (KaHAUN03, CIPUYNHEHNN BUKOPUCTaHHIM
3yOHUX IIPOTE3iB) TP HEe(eKTHUBHOCTI IirieHN POTOBOI MOPOXKHMHYU ab0 MiCIIeBOl Teparii;

- BariHaJIbHUM KaHOUO03, TOCTPUM UM PEIMOUBHUM, KOJIM MiCIleBa Tepallis He € OOIiIbHOIO;

- KaHOUOO3HuY 0aslaHiT, KOIU MiclieBa Tepallis He € HOLiTbHOIO;



- IepMaTOMiKO03H, BK/II0Ual04Yu MiKO3 CTOII, MiKO3 I'IafeHbKO] IIKipH, TaX0BUN AE€PMaTOMiKO3,
pizHOOapBHUI NHITal Ta KaHAUAO3HI iHGEKI] IKipy, KoMK MoKa3aHO 3aCTOCOBYBATH CUCTEMHY
Tepalriio;

- nepMaTodiTHUI OHIXOMIK03, KOJIM 3aCTOCYBaHHS iHIIMUX JTiIKaPChKUX 3aC00iB He € OOLTbHUM.
[TpodinakTriKa TaKUX 3aXBOPIOBaHb y JOPOCIUX:
- PeLUOUB KPUIITOKOKOBOTO MEHIHTITY Y IAI[i€eHTiB 3 BUCOKUM PU3UKOM HOT0 PO3BUTKY;

- pelUauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOAy y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM HOT0
PO3BUTKY;

- 3HUKEHHS YaCTOTH PeIUANBIB BariHanbHOT0 KaHAUA03y (4 abo Ginbllle BUMAMKIB Ha PiK);

- mpodinakTVKa KaHOUOO3HUX iH(EKIiN y Mal[ieHTiB i3 TPHUBaIOI0 HEUTPOIIEHI€l0 (HalpUKiIaf,
TIAIli€HTIB 3i 37I0KiCHUMM 3aXBOPIOBAHHSIMU KPOBI, SKi OTPUMYIOTh XiMioTepariio abo nalieHTiB npu
TPaHCIIJTaHTallil TeMOMIOETUYHUX CTOBOYPOBUX KITiTUH) (OUB. po3min «®apMaKoIOTiuyHi BIaCTUBOCTI.
dapmakoguHaMiKa»).

Iudna3os”® moKa3aHUA JiTAM A4 TiKyBaHHSA KaHIUA03IB CIM30BHUX 000I0HOK (KaHAKUL03 POTOITIOTKH,
KaHIU03 CTPABOXOMY), iHBA3UBHUX KaHAWI03iB, KPUIITOKOKOBOT'O MEHIHTITY Ta AJIsi MPOodiTaKTUKU
KaHOUOO3HUX IHQEKIN y IalieHTiB 31 3HUKEeHUM iMyHiTeToM. [IpenapaT MOXKHa 3aCTOCOBYBATHU SIK
MigTPUMYyBaJIbHY Tepallito AJId NOoNepeaXXeHHs PeluaUBy KPUIITOKOKOBOTO MEHIHTITY y OiTel 3
BHCOKMM PU3UKOM HMOT0 PO3BUTKY (OUB. po37in «OcoOIMBOCTI 3aCTOCYBaHHSI»).

3acTOCOBYBATH JIiKapChKUi 3acib y ¢popMi Karcyn maHii KaTeropil nmaiieHTiB MOXKHA TOfi, KON AiTH
3maTHi 6e3mevHO TPOKOBTHYTH KAIICyIly, 110 3a3BHYall € MOXKJIMBUM Y Billi BiT 5 POKiB.

Tepamnio npenapatoM Judna30H” MOXHA PO3NOYMHATH [0 OTPUMAHHS Pe3yIIbTaTiB KYIbTyPaJIbHAX
Ta iHIIMX 1a00paTOPHUX JOCIIiIKEeHb; OHAK ITiC/Isi OTPUMAHHS pe3yibTaTiB aHTHOaKTepialbHy
Tepariio CJIif CKOPUT'YBaTHU BifIIOBIAHUM YUHOM.

IIpomunoka3aHHus.

- T'inepuyTnuBicTh 70 QIyKOHA30JTy, iHIINX a30IbHUX CIIOIYK a00 mo Oyab-SKOI 3 OTIOMiXKHUX
PEYOBHH IIpenapary.

- OgHOYacHe 3aCTOCyBaHHA (DJIyKOHA30J1y Ta TeppeHaguHy nali€eHTaM, IKi 3aCTOCOBYIOTh
bnykoHa3on 6araTopa3oBo y mo3ax 400 Mr/mo0y Ta Buille (3rifHO 3 pe3yIbTaTaMu JOCHiIXKEHHS
B3aeMofil 6araTopa3oBOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCyBaHHS (PIIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC00iB, I10 MTOOBKYIOThH iHTEPBA
QT Ta meTtabormi3yioThcs 3a mornoMoro ¢pepmenTy CYP3A4 (HanmpuKiang UU3anpuay, acTeMi3ony,
nimMo3uny, XiHiguHy Ta epuTpoMiuuHy) (quB. po3pinu «OcoO6nMuBOCTI 3acTOCyBaHHS» Ta «B3aemopnis 3
iHIITIMM JTIKapChKUMHM 3aC00aM¥ Ta iHIIN BUOM B3aEMOIii»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.



HpomunoxasaHe C)ZMiCHe 34dCmocCyB8dHHA d)/l)ZKOHCISO/l)Z mda Hux3c4e3d3Hd4eHux /linQCbKUX

3acobis

ITuszanpu0: mOBiOMIISINIM TPO PO3BUTOK MOOIYHUX peakiiii 3 00Ky ceplis, y TOMY YHCIIi IPO
[IapOKCU3MAaJIbHY UIJTYHOYKOBY TaXiKappilo TUIY «IIipyeT» y MallleHTiB, IKi OGHOYaCHO
3aCcTOCOBYBaiy (IyKOHA30JI Ta Iu3anpul. KoHTponboBaHe HOCTiAKEHHS
IIPOJIEMOHCTPYBAJIO, 110 ofHOo4YacHe 3acTocyBaHHS 200 Mr ¢rykoHa3ony 1 pa3 Ha goOy Ta 20
MT Iu3anpuny 4 pa3u Ha o0y IpU3BOOUIO OO 3HAYHOTO MMiIBUILIEHHS PiBHS IU3ANPULY V
IIJTa3Mi KpoBi Ta 0 mofoBxKeHHs iHTepBany QT. OmHouacHe 3acTOCyBaHHS (HIIYKOHA30Iy Ta
IU3anpuay NpoTUNoKa3aHe (ZuB. po3nin «IIpomunoka3aHHAa»).

TepgeHnaduH: yepes3 BUNAAKU PO3BUTKY TAKKHUX CEPLEBUX apUTMill, CHPUYNHEHUX
OMIOBXKeHHAM iHTepBany QTc, y mallieHTiB, SIKi 3aCTOCOBYIOTh a30/IbHi TPOTUTPHUOKOBI
JiKapChKi 3ac00u ogHOYACHO 3 TepdheHamuHOM, Oy/Ix IPOBeNeHi JOCTinKeHHs B3aEMOII X
mpernapariB. Y X0[i OGHOTO AOCIigXKEeHHS IIPYU 3aCTOCyBaHHI (QrykoHa30my y mo3i 200 mr Ha
no0y He Oyyo BUSBIEHO MOAoBKeHHS inTepBany QTc. [HIIle mocmigXKeHHS MPU 3aCTOCYBaHHi
dbmykoHazony y go3ax 400 mr ta 800 mMr Ha mo0y IpPOIeMOHCTPYBAJIO, 10 3aCTOCYBaHHS
bnykoHazony y mo3ax 400 mr Ha goOy abo BUIlle 3HAYHO MiIBUIIY€E piBeHb TephHEeHAOUHY Y
IIJ1a3Mi KPOBi IIpU OOHOYACHOMY 3aCTOCYBaHHI [uX mpemapaTiB. CyMiCHe 3aCTOCYBaHHSA
dbrykoHazony y no3ax 400 mr abo Buiile 3 TepdheHaguHOM IPOTUIIOKa3aHe (IUB. PO3MIisn
«I[Ipomunoxa3aHHs»). [1pu 3acTocyBaHHi GIyKOHa301my ¥ Ho3ax Huxk4Ye 400 Mr Ha m00y
OHOYACHO 3 TepheHaAuHOM CJIi[i IPOBOAUTH PETEeIbHUI MOHITOPUHT CTaHy IallicHTa.

Acmemi30: cyMicHe 3aCTOCyBaHHS (TyKOHA30Jly Ta aCTeMi30/Iy MOXKe 3MEHIIUTH KITipeHc
acteMizony. CupuyrHeHe IIUM IigBUILIeHHS KOHIIEHTpAIlil acCTEMi30JTy V IJla3Mi KPOBi MOXKe
IIPHU3BECTH [0 ONOBXKeHHS iHTepBany QT Ta y pigKicHUX BUIIafKaXx - IO TapOKCU3MaIbHOL
IIJTyHOYKOBOI Taxikapfil Tumy «mipyeT». OgHOYacHe 3aCTOCyBaHHS (DIIyKOHA30JIy Ta
acTeMi30y IpOTUIIOKa3aHe (OUB. Po3ain «I[IpoTumoKa3aHHI»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCYBaHHS (PJIyKOHA30JIy Ta MiMO3UAy a00 XiHiIUuHY MOXKe
IIPHU3BOOUTHU [0 IPUTHIUEHHS MeTabo0/mi3My mimMo3umy abo XiHiguHy, Xo4a BigIOBiqHUX
MOCIIIXKeHb in vitro Ta in vivo He mpoBogumy. [ligBuilleHHs KOHIEHTpaIlil niMo3uny abo
XiHiAWHY y m1a3Mi KpOBi MOXKe CIPUYMHATHA ITOA0BXKeHHS iHTepBany QT Ta y pigKicHUX
BUTIAJKaX MPU3BOOUTH A0 PO3BUTKY IIapOKCHU3MaJIbHOI MITyHOYKOBOI TaXiKappil TUITY
«mipyeT». OmHOYaCcHe 3aCTOCyBaHHS (HITYKOHA30IIy Ta MiMo3uny abo XiHiguHy
IIPOTUIIOKa3aHe (OUB. Po3min «IIpoTUnoKa3aHHI»).

EpumpomiyuH: ogHOYaCHe 3aCTOCYBaHHS ePUTPOMIIIMHY Ta (IIYKOHA30Jy IMOTEHIINHO MOXKe
IIPU3BOAUTH [0 IMifBUIIEHHSA PU3UKY PO3BUTKY KapOIOTOKCUYHOCTI (IIOMOBKEHHS iHTepPBaLy
QT, mapokcu3MasbHa MITyHOYKOBA TaXiKapmisd TUIY «IIipyeT») Ta, K HaCJIiOoK, [0
PaImTOBOTO JIETAIBHOTO HACIAKY. 3aCTOCYBaHHS KOMOiHaIll JaHUX JTiKapChbKUX 3aC00iB
IIPOTUIIOKa3aHe (OUB. Po3min «IIpoTUIoOKa3aHHSI»).

He pekomeHOyemMbCcA 00HOYACHE 3ACMOCY8AHHA (PAVKOHA3041Y Md HUNCYE3d3HAYEHUX
JAiKapcvkux 3acobis

T'anopaHmpuH: GIyKOHA30II MOXKE CIPUYUHUTH IiIBUIIEHHS KOHIIEHTpallil rano@aHTpuHy y Iaa3Mi
KpOBi 3a paxyHOK npurHiuenHuss CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIUX JIiIKAaPCHKUX 3ac00iB
MIOTEHIIINHO MOXKe IIPU3BOOUTH [0 IiABUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCUYHOCTI (TOAOBKEHHS



inTepBany QT, napokcu3masbHa IUIYHOYKOBA TaxikKaphis TUIY «IipyeT») Ta, K HaCJifgoK, OO
PaITOBOTIO JIeTAIBHOT0 HACTiAKY. Cllig YHUKATH 3aCTOCYyBaHHS KOMOiHallii JaHUX JTiKapChKUX 3ac00iB
(muB. po3min «OcoBGIUBOCTI 3aCTOCYBAHHS»).

CyMicHe 3acmocy8aHHA ()YKOHA304Y MA HUMCYE3d3HAYeHUX AIKAPCbKUX 3dcobie sumazae
obepedcHocmi

Amio0apoH: ogHOYaCHE 3aCTOCYBaHHS (PIIyKOHA30/1y 3 aMioflapOHOM MOXKe NMPU3BECTH [0
nopoBxKeHHs iHTepBamy QT. ®myKoHa307 cilig 3 00epeKHICTI0O 3aCTOCOBYBAaTH Pa3oM 3
amMiomapoHoOM, 0CO0JIMBO Y pa3i mpru3HauYeHHs BUCOKOI 103U (ykoHazony (800 mr).

CymicHe 3acmocyB8aHHs (GAyKOHA304Y Md HUNCYe3d3HAYeHUX AiKapcbkux 3acobie sumazae
obepedscHoCcmMi ma Kopu2ysaHHsA 003U

- Bnaue iHwux aikapcvkKux 3acobis Ha pa1yKoHa30

HocnimKeHHS B3a€EMOIil TPOJEMOHCTPYBAJIH, III0 ONHOYACHE BXKUBAHHS 1Ki, IUMETUANHY, aHTALULIB
abo mopganbllle OIPOMiHEHHS YChOTO Tijla IJ1sl mepecaiku KiCTKOBOTO MO3KY He Ma€ KJIiHiuHO
3HAUYIIOro BIJIUBY Ha abcopbiito hIyKoHA30/1y IIpU HOT0 IepopaaIbHOMY 3aCTOCYBaHHI.

PugpamniyuH: ogHOYaCHE 3aCTOCyBaHHA (IIYyKOHA30Jly Ta pUudaMIiluHy ITPU3BOAUIO IO
3unxkeHHsa AUC Ha 25 % Ta ckopouyBano T2 ¢pnykoHa3omy Ha 20 %. Tomy mjis nali€eHTis,
SIKi 3aCTOCOBYIOTh pU(aMIIilIiH, CIIi[ PO3TNISHYTH AOUITbHICTh HMiABUIIEHHS [03U
dbrykKoHa30my.

l'idpoxsopomia3ud: y 0OCHimXKeHHi (hapMaKOKiHETUYHOI B3aEMO[Iii OmMHOYacHe 6araTokpaTHe
3aCTOCYBaHHS TiIpOXJI0POTia3uAy 3TOPOBUM T0OPOBOIBLAM, SIKi OTPUMYBaIu (IyKOHA30I,
igBUIYBaJIO KOHIIEHTpalilo GIyKoHa301y y maa3Mi KpoBi Ha 40 %. Taki mapaMeTpu
B3a€EMO[Iil He BUMAaraloTh 3MiH y PeXKUMi J03yBaHHS (PIIyKOHA30J1y OJ1s HalLli€HTIB, IKi
OJHOYACHO OTPHUMYIOThH CEUYOTiHHI 3aco0Hu.

- Bnaue 8 ¢paykoHa3ony Ha iHwi aikapcvki 3acobu

®nykonaszon € nomipauM iHribitopom izodpepmenty 2C9 nutoxpomy P450 (CYP) Ta CYP3A4. Takox
bnykoHa301 € notyxkHuM inribitropom CYP2C19. OkpiMm criocTepexkyBaHUX/ IOKYMEHTAIbHO
NiATBEPAKEHNX B3a€EMOLiN, ONMUCAHUX HUXKYe, IPU ONHOYACHOMY 3aCTOCYBaHHI 3 (GIIyKOHA30JI0M
icHye pU3UK MigBUIEHHS Y MJIa3Mi KpPOBi KOHLIEHTPAI[ill iHINX CIOJNYK, 10 MeTaboi3yioTscss CYP2C9
ta CYP3A4. ToMmy 3acToCcOByBaTH Taki KOMOiHallil Ipenaparis cilif 3 00epeXKHICTIO; IPU I[LOMY
HeoOXiTHO PeTeNIbHO CIIOCTEPIraT 3a CTAHOM IalieHTiB. [IpurHiuyBanbHa Oist GIyKOHA30/Iy Ha
bepmenTH 30epiraeTbcs MpoTATroM 4-5 mib micss Horo 3aCTOCYBaHHS Y 3B’SI3KY 3 MOT0 TPUBAIUM
IIEePioIOM HalliBBUBEIEHHSI.

AGponuTHHIO

®nykonason (inribiTop CYP2C19, 2C9, 3A4) mipBuiyBaB eKCIIO3HUIIiI0 aKTUBHOI YaCTUHU
abpouutunidy Ha 155%. [Tpu ogHOYACHOMY 3aCTOCYBaHHI 3 (JIyKOHA30JI0M CJIiJl BiTKOPUTYBATH 03y
abpouuTUHIOY3TigHO 3 IHCTPYKIIi€l0 LI0J0 3aCTOCYBaHHSA aOPOIUTHHIOY.

Ab(heHmania: mig 9ac OMHOYACHOTO 3aCTOCYBaHHS anb(eHTaHiny y fo3i 20 MKI/KT Ta
bmykoHazony y 0o3i 400 Mr 3mopoBuM HOOPOBOJILIISIM CIIOCTEPIrasocs JBOKpaTHE
36inpimenHs AUC,,, MoxkiuBo, yepe3 iHnrioyBanuss CYP3A4. Moxe OyTu HeoOXigHUM



KOPUTYBAHHS [JO3U albPeHTaHiIy.

AmimpunmuiH, HopmpunmuiH: GIyKOHA30JI TOCUIIIOE il0 aMiTPUNITUIIIHY Ta HOPTPUIITUIIIHY.
PexoMeHOy€eThCS BUMIPIOBATH KOHIIEHTpAallil 5-HOPTPUNTUIIHY Ta/abo S-aMiTPpUITHIIIHY Ha TOYaTKY
kKoMOiHOBaHOI Teparii Ta uepe3 1 TuxkaeHb. Y pa3i HeoOXigHOCTI cif BifKOpUTryBaTH g03y
aMITPUIITUTIHY/HOPTPUIITUIIIHY .

AmpomepuuuH B: ogHOYaCHe 3aCTOCyBaHHS (IIyKOHA30/1y Ta aMboTepuiuHy B indikoBaHUM MuUlIaM
i3 HOpMa/IbHUM IMYyHITETOM Ta iH(}IKOBaHUM MUIIaAM 3i 3HUKEHUM IMyHITETOM IPU3BEJIO OO TaKUX
pe3ybTaTiB: HeBENIMKUY afUTUBHUYN MIPOTUTPpUOKOBUIL edeKT mpu cucTeMHi iHdektii C. albicans,
BiICYTHICTh B3a€EMO[Iii IpX BHYTPilIHbOYEpenHil iHdekil Cryptococcus neoformans Ta aHTaroHi3m
[IBOX TIperaparTiB Ipu CUCTeMHil iHbekil Aspergillus fumigatus. KiniHiuHe 3HaueHHS pe3yJIbTaTiB,
OTPHMMaHUX y X0 LKUX AOCIiAXKEHb, HEBigOME.

AHMuKoazyaaHMu: §IK i IpU 3aCTOCYBaHHi iHIINX a30JIbHUX MIPOTUTPUOKOBUX 3aC00iB, Ipu
OIHOYACHOMY 3aCTOCyBaHHi (PIyKOHa30/1y Ta BapapuHy MOBIZOMIISIN IIPO BUIIaAKH
PO3BUTKY KPOBOTEY (reMaToM, HOCOBOI KPOBOTEYi, IIIIYHKOBO-KUIITIKOBUX KPOBOTEY, reMaTypil
Ta MeJIeHu) ¥ TOEOHaHHI 3 TOIOBXKEHHAM IIPOTPOMOiHOBOTO Yacy. [Ipu omHOYacHOMY
3aCTOCyBaHHI (IyKOHA30/Iy Ta BappapuHy CIIOCTEPIraaocs ABOKpaTHE MiABUIIEHHS
TPOTPOoMOiIHOBOTO Yacy, iMOBIpHO, BHACIIIIOK MPUTHiYeHHs MeTa0oI1i3My BaphapuHy uepes
CYP2C9. Crig peTenbHO KOHTPOJIIOBATH MIPOTPOMOIHOBUM Yac Y MAIiEHTIB, SKi OMHOYACHO
3aCTOCOBYIOTh KyMapUHOBI aHTUKOATYISHTHA. Moxe O0yTH HeoOXiqHOI0 KOPEKIIis 03K
aHTUKOAryJIsHTY.

BbeH3o0iazeniHu Kopomkoi 0ii, Hanpuk.aad mida3osam, mpuas3onam: Ipu3HadYeHHs
(bITyKOHAa30J1y IiCJIg IepopabHOr0 3aCTOCYBaHHS Mifa3ojlaMy MPU3BOAUIO OO0 3HAYHOTO
MiOBUINEHHS KOHIIEHTpAllil Mifla30/1aMy Ta [I0 TOCUJIEHHS IICHXOMOTOPHUX e(eKTiB.
OpHouyacHe 3acTocyBaHHS (hJIyKOHa301y y mo3i 200 Mr Ta Miga3onaMy y m03i 7,5 MT
IepopasbHo npu3Bonuiio o nigsuineHHs AUC Ta nepiony HaniBBuBefeHHd y 3,7 Ta 2,2 pa3a
BigmoBimHO. 3acTocyBaHHS prnykoHa3ony y mo3i 200 mr/moby ta 0,25 Mr Tpuasoiamy
nepopa’sibHo npu3sonuiio o nigsuineHHs AUC Ta nepiony HaniBBuBeneHHd y 4,4 Ta 2,3 pa3sa
BignosigHO. [Ipu ogHOYACHOMY 3aCTOCYBaHHI (pIyKOHA30JIy Ta TpHal30JlaMy CIIOCTepiraaocs
IIOTEHIIiIOBaHHS Ta IIPOJIOHTalis ePeKTiB Tpra3oIamy.

SKI110 MalieHTy, IKUM MPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30qia3emiHaMu, 103y OCTAHHIX CJTig 3MEHIIUTH Ta BCTAHOBUTH HAJEXKHUHN HATJIAM 3a
CTAaHOM IIallieHTa.

Kapbamaseniu: GpnykoHa301 IpurHivye Metabosi3amM KkapOaMa3erminy Ta CIPUYUHSIE
igBUIEHHS PiBHA KapOaMa3eminy B cupoBartili KpoBi Ha 30 %. ICHye pU3UK PO3BUTKY
IIPOSIBiB TOKCUYHOCTI 3 00Ky KapOaMa3zemniny. Moxe 0yTu HeoOXimHUM KOPUTYBAHHS OO3U
kKapOaMa3eminy 3aj1eXXHO Bif piBHS MOro KOHIIEHTpallii Ta mil mpemapary.

boKkamopu Kaavuiegux KaHaie: mesKi aHTaroOHICTH KaJbliio (HijpemuIiH, icpaguIiy,
aMJIOUIIiH Ta denomutin) Metabomni3yoThcs: pepmenToM CYP3A4. ®nyKoHa30J MOTEHIIINHO
MOXKe TiABUINYBaTHA CUCTEMHY €KCIT03HIIil0 0710KaTOPiB KabI[iEBUX KaHaJIiB.
PeKOMeHIOBaHUM peTebHUN MOHITOPUHT PO3BUTKY MOOIYHUX PeakKIlii.

Ilenekokcub: mpu 0OOHOYACHOMY 3aCTOCYBaHHi ¢ykoHasomy (200 mMr Ha moby) Ta



nenekokcu0Oy (200 mr) C,,.,Ta AUC nenekokcuby migBuiyBaaucs Ha 68 % Ta 134 %
BigmoBigHO. [Ipu ogHOYACHOMY 3aCTOCYBaHHI 1le1eKOKCuOy Ta (GIyKoHa30Jy Moxe OyTH
HeOoOXiTHUM 3MeHIIeHHS 03U 1eJIeKOKCUOy BABii.

Iukaopocgamio: ogHOYACHE 3aCTOCYBaHHA LUKII0hocaminy Ta QryKoHa30/1y NPU3BOOUTD
mo migBuIlleHHs piBHS OinmipyOiHy Ta KpeaTuHiHy B cUpoBaTIli KpPoBi. 11i mpemapaTtt MoXHa
3aCTOCOBYBAaTH OJHOYACHO, 3BaXKAIOYX Ha PU3UK IMigBUINEHHS KOHIEHTPaIllil 6inipy0iny Ta
KpeaTHHIHY B CUPOBATI]i KPOBi.

dOeHmaHin: TOBIIOMJISINIYN PO OOUH JIeTalbHUY BUMALOK IHTOKCUKAIIil (heHTaHiIOM BHACITIIOK
MOXKJIMBOI B3a€EMOIii (heHTaHiNMy Ta ¢iayKoHa30my. [1o TOTro X, y HOCHiXKEeHHi 3 y4acTio 12
3[0POBUX 0OPOBOIIBIIIB OYI0 MIPOEMOHCTPOBAHO, 1110 (IYKOHA30JI 3HaYHO YIOBiTbHIOBAB
efniMiHanio GeHTaHiny. [TifBuileHHS KOHIIEHTPAIlil (heHTaHiNy MOXKe IIPHU3BECTH 10
IIPUTHIYEHHS OUXaHHS, TOMY CJIi[l peTelbHO KOHTPOJIIOBATH CTaH NallieHTa. Moxe OyTu
HeoOXigHOI0 KOPeKIlis no3u ¢heHTaHiny.

IHei6imopu 'MTI-KoA-pedykma3su. CyMicHe 3acToCyBaHHS (GIyKOHa305y Ta iHribitopis I'MI-
KoA-penykrasu, 110 Mmetaboni3yiorscsi CYP3A4, Taki SIK aTopBacTaTUH Ta CUMBacTaTUH, abo
inri6iTopiB 'MI'-KoA-penykTasu, mo MetabonisyioTbess CYP2CY, Takuii K (ryBacTaTuH
(3HMXKY€E MeTaboJ1i3M CTaTUHY B IEYiHIl), MABUINYE PU3UK PO3BUTKY (10303a71€KHICTh)
Mmionartii Ta pabmomionisy. ¥ pa3i HeoOXigHOCTI OTHOYACHOT0 3aCTOCYBaHHS IIMX IIperapariB
CJIiTl peTeNIbHO CIIOCTEPIraTH 3a MalliEHTOM 00 BUHUKHEHHS CUMIITOMIB MiomarTii Ta
pabmomionti3y i TpoBOOUTY MOHITOPUHT PiBHSA KpeaTUHKiHA3U. Y BUIIAAKy 3HAYHOTO
iOBUINEHHS PiBHS KpeaTUHKia3M, a TaKOX IIPU JiarHOCTYBaHHI abo migo3pi Ha
Mionario/pabmomiosi3 3acTocyBaHHS iHTi0iTOpPiB MI-KOA-penyKTasu Ciif IPUIUHUTH.
MoxnuBo, Oyme noTpibHe 3HUXKEHHS 03 iHribiTopiB [MI-KoA-penyKTa3u BillTIOBIgHO 10
iH(opMariil moA0 3aCTOCYBaHHS CTATUHIB.

I6pymuHi6. TlomipHi inri6itopu CYP3A4, Taki sk (GIyKOHA30J1I, MiIBUIIYIOTH KOHIIEHTPALIi0
i6pyTHHiOy y m1a3Mi KpoBi Ta MOXKYTb 30ibIIMTH PU3UK TOKCUYHOCTI. AKII0 Takoi KoMbiHalii He
MOXKHa YHUKHYTH, CJiJ] 3MeHIIUTH 003y i0pyTunidy no 280 mr 1 pa3 Ha noly (2 Kamcynu) Ha nepiofn
3aCTOCyBaHHS iHTibiTOpa Ta 3a0e3MeUnTH TUIbHUN KITiHIYHUN KOHTPOIIb.

Isaxkagpmop (okpemo abo 8 NnOEOHAHHI 3 Nnpenapamamu Mmo20 Camo20 mepanesmuyHo20
Ksaacy). CynyTHe 3aCTOCyBaHHS 3 iBaKaTOPOM, MiICHUII0OBAYEM MYKOBICIIMIO3HOTO
TpaHCMeMOPaHHOTO PETYJISITOPa IIPOBIMHOCTI, MiIBUILYEe eKCII03uIlil0 iBakadTOpy B 3 pa3y, a
rinpokcumeTtunisakadtopy (M1) - y 1,9 pa3u. Heob6xigHo 3MeHIINTH 103y iBakadTOpy (0OKpeMo abo B
KoMOiHaIril) 3rimHo 3 iHpopMallieto 100 3aCcTOCyBaHHS iBakahTOpy (0KpeMo abo B KoMOiHaIril).

Osanapub:Tlomipsi inri6iTopu CYP3A4, Taki sk GyKoHa301, 30iMbIIyIOTH M1a3MOBi
KOHIIEHTPaIlil ojanapuby; iXx oqHOYaCHe 3aCTOCYBaHHS He PEKOMEHOYEThCS. AKII0 TaKol
kKoMOiHallil He MOXXHa YHUKHYTH, IIPUoM onamapudy o6MexyioTh mo3amu 200 Mr 2 pa3u Ha

no0y.

ImMyHocynpecopu (Hanpukaad LUK/A0CNOPUH, e8epoaiMyc, CuUpoAiMyC i makpoaimyc)

IukaocnopuH: GIyKOHA30J 3HAYHO IigBUINye KoHIeHTpalio Ta AUC nuknocnopuny. [Ipu
OJHOYACHOMY 3aCTOCYBaHHi ¢nykoHa3omy y m03i 200 Mr/mo0y Ta UUKIOCIOPUHY V [03i 2,7
Mr/Kr/mo0y crnoctepiranocs 30inpmenss AUC nuknocnopuny y 1,8 pa3za. 1li npemapartu



MOXHa 3aCTOCOBYBaTH OMHOYACHO 3@ YMOBU 3MEHIIEHHS NO3U IUKIOCIIOPUHY 3a/Ie3KHO Bif
10T0 KOHIIEHTpAIlil.

Eseposimyc: xo4a JOCHifAXKeHs in vitro Ta in vivo He IPOBOAWIH, (GIIYKOHA30JT MOXKE
iBUIyBaTU KOHLIEHTPAI[II0 €BEPOJIIMYCYy B CUPOBATIIl KPOBi yepe3 npurHiyveHHs CYP3A4.

Cuposimyc: GIyKoHA30I MigBUIIY€E KOHIIEHTPAllil0 CUPOIIMYCY y IIJ1a3Mi KPoBi, iMOBipHO, IIISIXOM
IpPUTHiYeHHS MeTaboi3aMy cuponimycy dpepmentom CYP3A4 ta P-ruikonpoTeinom. i npenapaTtu
MOXKHA 3aCTOCOBYBATU OOHOYACHO 3@ YMOBU KOPUT'YBaHHS NO3U CUPOJIIMYCY 3a71€XKHO Bifi PiBHSA
KOHIIEHTpallil Ta eeKTiB Ipemnapary.

Takpoaimyc: haykoHa3071 MOXKe MiBUIIYBaTH KOHIIEHTPAllii TAKPOIiMyCy B CHPOBATIIi KPOBi HO 5
pasiB Ipu #oro nepopasbHOMY 3aCTOCYBaHHI Yepe3 NMPUTHiYeHHS MeTab0/1i3My TaKpoIiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipy BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIIMyCy He
CIIoCTepiranocs 3HaYHUX 3MiH (papMaKOKiHeTHUKH. [lifiBUINEHi PiBHI TAKPOIIMYCY acOILil0I0TLECS 3
He(POTOKCUYHICTIO. [103y TaKPOJIiMyCy AJIS IEPOPabHOT0 3aCTOCYBaHHS CIIiJ 3HUKYBATH 3aJIe’KHO
Bifl KOHIIEHTpAllil TaKpoIiMycy.

JlozapmaH: pnykoHa30/1 IpurHivye MeTaboI1i3M 103apTaHy 4o HOr0 aKTUBHOTO MeTaboIIiTy
(E-31 74), 1o 3ymoBmioe OiNnblly YaCTUHY aHTAroHi3aMy 4o pelenTopiB aHrioTeH3uny II mifg
Yac 3aCTOCYBaHHS JI03apTaHy. PeKOMEHI0BaHO 3[iliCHIOBATY ITOCTIMHUN MOHITOPUHT
apTepiajbHOrO TUCKY V IAl[i€HTIB.

JIypa3udoH. TomipHi inribiTopu CYP3A4, Taki sk GIyKoHa30J, MOXKYTh MifIBUIIYBATH KOHIIEHTPAIIi0
JTypa3ufoHy B Ija3Mi. AKI0 HEMOXKINBO YHUKHYTHA OOGHOYACHOTO 3aCTOCYBaHHS, CIIifl 3MEHILIUTH
mo3y JTypa3ufioHy, SIK 3a3Ha4eHOo B iHdopMallil 1100 3aCTOCYBaHHS JTypa3uIoHy.

MemaodoH: pnyKoHa301 MOXKe MiABUINYBaTH KOHI[EHTPAIlil0 METAOOHY Y CUPOBATII KPOBI.
[Ipu ogHOYACHOMY 3aCTOCYyBaHHI MeTafgoHy Ta GyKoHa30/1y Moxe 0yTu HeoOXimHUM
KOPUTYBAHHS 03U METANOHY.

HecmepoioHi npomu3anaavHi npenapamu (HI13I1): mpu 0gHOYAaCHOMY 3aCTOCYBaHHi 3
dbmykonazonoMm C,,, Ta AUC pnypbinpoderny migBumiyBanucs Ha 23 % Ta 81 % BifmoBimHO
IIOPiBHSHO 3 BiATIOBIIHUMU ITOKA3HUKAMHU IIPU 3aCTOCYBaHHI Tinbku Gpuypbinpodeny.
AHanoriyHO P OOHOYACHOMY 3aCTOCYBaHHI GpIyKoHa30/1y 3 pareMmiyauM ibymnpoderom (400
mr) C,.., Ta AUC ¢dapmMaKonorivyHO aKTUBHOTO i3oMepy S-( )-ibympodeHy migBuillyBanucs Ha
15 % Ta 82 % BIONOBIIHO MOPIBHAHO 3 TAKUMU [IOKa3HUKAMU IIPU 3aCTOCYBAHHI TIIBKU
pareMiuyHoro ibynpodeny.

Xoya creliaabHUX OOCTiAXKEHb He IPOBOAUIH, (GIYKOHA30JI MOTEHLIMHO 30aTHUY MMiABUIyBaTH
cucTteMHy ekcno3utito inmux HIT3TI, uo MmetabomnisyioThcss CYP2C9 (Hanpukian HalpoKCeHy,
JIOPHOKCHKaMy, MeJIOKCUKaMy, IUKIJIoheHaKy). PEKOMeHIOBaHO IePiogUYHO 3OiCHIOBATH
MOHITOPUHT OOIYHUX peakliil Ta TOKCUYHUX MPOSIBiB, oB’g3anHux i3 HII3I1. Moxke 3Hagobutucs
KopuryBauHs no3u HIT3IT.

deHimoiH: ¢bnyKoHa307 MpurHiyye MmetaboniaM ¢eHiToiHy B nevinii. OgHOYacHe
O6araTtopa3soBe 3actocyBaHHS 200 Mr ¢nykoHa3omny Ta 250 MT QpeHiTOIHYy BHYTPIITHLOBEHHO
npu3BOAuTH A0 migBuineHHs AUC,, ¢penitoiny Ha 75 % Tta C,;,Ha 128 %. IIpu ogHOYacHOMY
3aCTOCYBaHHI IIUX JIiIKapChKUX 3ac00iB CITifl MPOBOOUTH MOHITOPUHT KOHILIEHTPallil heHiTOIHY
y CUPOBATIi KPOBi /I YHUKHEHHS PO3BUTKY TOKCUYHOI [ii heHiTOIHY.



[IpedHi30H: TOBIIOMIISITIM TIPO BUIMAHOK, KOMIM Y MAIli€HTa IIicJIs TPaHCIJIaHTalll IIe4YiHKY Ha
TJIl 3aCTOCYBaHHS IIPENHI30Hy PO3BUHYJIACA IOCTPa HELOCTAaTHICTh KOPU HaHUPKOBUX
3aJ103, 10 BUHUKIIA MiC/IS IPUIKUHEHHS TPUMICAYHOTO KypCy Tepallil (PIIyKOHa30I0M.
[IpunvHEHHS 3aCTOCYyBaHHA (IYKOHA30JTy, iMOBipHO, CIPUYHUHUIIO ITOCHAJIEHHS aKTUBHOCTI
CYP3A4, m1o mpu3BesIo [0 IPHCKOPeHHS MeTaboi3aMy mpenHi3ony. Crif peTenbHO CTEXKUTH
3a mallieHTaMH, §IKi IPOTSIrOM TPHBAJOro 4acy OMHOYACHO 3aCTOCOBYIOTh (PIIyKOHA30JI Ta
IIPEeAHi30H, 3 METO0 ONePEeIXKEeHHS PO3BUTKY HEJOCTATHOCTI KOPU HaAHUPKOBUX 3aJ103
iCJig IPUNUHEHHS 3aCTOCYBaHHS (QIIyKOHA30J1y.

Pugabymun: GprnykoHa305 TiIBUIIY€E KOHIIEHTPAaIli0 prudabyTuHy B CHPOBATII KPOBI, 110
npu3BoguTh 00 36inbiienHs AUC pudabytuny mo 80 %. [Ipu ogHOYACHOMY 3aCTOCYBaHHi
brykoHa3omy Ta pudalbyTHHY MOBIIOMIISIN PO BUIIAAKK PO3BUTKY yBeiTy. [Tpu
3aCTOCyBaHHI TakKol KoMOiHallil TikapchKuX 3aco0iB cilifg OpaTy J0 YBaru CUMIITOMU
TOKCHUYHOI [Iil pudalbyTuny.

CaksiHasip: pnykonas3on migsuirye AUC ta C,,, cakBiHaBipy npu6nu3so Ha 50 % ta 55 %
BiITIOBigHO Yepe3 MpUTrHiYeHHS MeTabosi3My cakBiHaBipy y nmedinni pepmentom CYP3A4 ta
yepe3s iHribyBaHHs P-rnikonporeiny. B3aeMopii Mixk ¢nykoHa3omoMm Ta
CakBiHaBipOM/pPUTOHABIPOM He AOCIIIXKYBaIuCs, TOMY BOHU MOXYTh OyTH OiNbIll
BUpaxXeHuMU. Moxe OyTH HeOOXiTHUM KOPUTYBAHHS 103U CaKBiHaBipy.

IToxiOHI cyab(hOHICeUOBUHU: TIPU OQHOYACHOMY 3aCTOCYBaHHI (hpJIyKOHA30JI IPOJIOHTYE TY>
nIepopaIbHUX MOXiMHUX CYIbGOHINICEYOBUHY (XJIOpIpoNaMiny, TideHKIaMiny, riimi3umy Ta
ToNI0OyTaMifly) Ipu iX 3aCTOCYBaHHi 30POBUM HOOPOBOIBIISIM. PEKOMEHYETHCS ITPOBOAUTH
YaCTUM KOHTPOJIB IJIIOKO3X B KPOBI Ta BiAIIOBITHUM YMHOM 3HUXKYBATH A03Y MOXiAHUX
Cynb(hOHIICEUOBUHY IPU OOHOYACHOMY 3aCTOCYBaHHI 3 (hJTyKOHA30JIOM.

Teoginin: y mnared0-KOHTPOILOBAHOMY IOCTiIKEeHHI B3a€MOJil IIpernapaTiB 3aCTOCyBaHHS
dbnykona3zony mo 200 mMr npoTsarom 14 gHiB MPU3BEJIO A0 3HUXKEHHS CEPEeTHBOTO KITipEHCY
Teodininy y nmna3mi KpoBi Ha 18 %. 3a maiieHTaMu, Ki 3aCTOCOBYIOTh TEO(DIIiH ¥ BUCOKUX
no3ax abo SKi MaloTh MMiIBUINEHNY PU3UK PO3BUTKY TOKCUYHUX IIPOSIBIB Teo(DiniHy 3 iHIIUX
IIPUYYH, CJIii BCTAHOBUTHU HATJIS[ LIO0 BUSBIEHHS 03HAK PO3BUTKY TOKCUYHOI [il
Teodininy. Teparito CIif 3MiHUTH IIPU MOSIBI 03HaK TOKCUYHOCTI.

TopauumuHi6: BrmuB ToQanuTUHIOY 3pOCTae IPU OMHOYACHOMY 3aCTOCYBaHHI 3
JiKapChKUMU 3aco0aMu, SKi TPU3BOASATH [0 moMipHOTo iHri0yBaHHS CYP3A4 Ta mMOTYKHOTO
inribyBanusg CYP2C19 (manpuknan ¢GrykKoHa30i1). ToMy peKOMEHI0BAHO 3MEHIIUTH 03y
TodaruTruHiIOy 1o 5 Mr 1 pa3 Ha HoOy B KoMOiHalligX 3 IIUMU IIpernapaTaMu.

Tonsanmau. Excno3utlig TonBanTany 3HavyHO 36inmbnryetbes (200 % 3a nokasuukoM AUC;

80 % 3a moka3uukoM C,,.) IpU OMHOYACHOMY 3aCTOCyBaHHi TonBamnTaHy, cyoctpaty CYP3A4,
i3 hykoHa3onoM, moMipHuM iHriditopom CYP3A4, i3 pu3nkKoM 3HAYHOT0 30iIbIIeHHS
no6iyHUX peakiriii, 0co0IMBO Aiype3y, Aerigparallil Ta TOCTPOl HUPKOBOI HEOOCTATHOCTI. ¥
pa3i 0MHOYAaCHOI'0 3aCTOCYBaHHS, A03y TONBAITaHy CJIil 3MEHIIUTH BiOMIOBIAHO OO
iHdopMariil mpo npu3HadYeHHS TOJIBAITaHy, @ TAKOXK CIIi[l peTeNIbHO CIIOCTEPIraTH 3a CTAaHOM
nalfieHTa moao Oyab-sIKUX MOOIYHUX peaklliif, MoB’I3aHUX i3 TOJIBAIITaHOM.

Asnxanoiou 6apeiHky: Xo4a BigMOBIIHUX JOCHIIXKEHDb He MIPOBOOUIH, HITYKOHA30II, iMOBIpHO,



yepea iurioyBanHs CYP3A4, Moxe CIPUYUHSTH MMiABUIIEHHS KOHIIEHTPallil alKanoifiB
0apBiHKY y IJTa3Mi KpPOBi (HampHKJyIa[ BIHKPUCTHUHY Ta BiHOIACTUHY), 110 IPHU3BOOUTD 10
PO3BUTKY HEUPOTOKCUYHUX €(EKTIB.

Bimamin A: moBimOMIISIIH, 10 Y TAlliEHTa, IKWH OMHOYACHO 3aCTOCOBYBAB TPAHCPETHHOEBY KUCIIOTY
(kucnortHa ¢hopma BiTaminy A) Ta prykoHa3on, cnoctepiranucs mobiyni peakuii 3 6oky ITHC y dopmi
IICEBOOTYMOPY T'OJIOBHOTO MO3KY; faHUU eeKT 3HUK Micns BigMiHu drykoHa3omy. Li mikapchki
3aco0u MOXKHA 3aCTOCOBYBAaTH ONHOYACHO, ajle CJlif maM’aTaTé PO PU3UK BUHUKHEHHS T0OIYHUX
peaxiiii 3 6oky ITHC.

BopukoHa3oa (iHei6imop CYP2C9 ma CYP3A4): ogHodacHe 3aCTOCYBaHHS BOPUKOHA30IIY
nepopasbHo (mo 400 Mr kKoxHi 12 rogus npotarom 1 gus, notiMm 1o 200 mMr koxHi 12 rogus
npoTAroM 2,5 gHs) Ta GpuyKoHa3omy nepopanbio (400 Mr B mepmuil AeHb, noTiM 1o 200 Mr KoxHi 24
TOIWHY MPOTAToM 4 mHiB) 8 3mopoBUM HOOPOBOJIBISIM YOJIOBIYOl CTATi MPU3BEIIO [0 migBuIeHHs C,,.
Ta AUC, BopuKOHa3051y B cepegaboMy 1o 57 % (90 % OI: 20 %, 107 %) ta 79 % (90 % OI: 40 %, 128
%) BignoBimHO. HeBimoMo, 41 Ipu3BOAUTH 3HUKEHHS 03U Ta/ab0 4aCTOTH 3aCTOCYBaHHS
BOPUKOHa3011y abo QIyKoHa30/1y 00 YCyHEeHHs Takoro edekTy. [Ipu 3acToCyBaHHI BOPHKOHA30ITy
micys GpIIyKOHA30JTy CITif IPOBOOUTH CIIOCTEPEXKEHHS 00 PO3BUTKY MOOIYHUX e(eKTiB, OB’ I3aHUX
i3 BOpDUKOHA30JIOM.

3udosyduH: pnykonazon migsuiye C, .. Ta AUC 3ugoBynuny Ha 84 % Ta 74 % BigmoBigHO,
110 3yMOBJIEHO 3HUKEHHSAM KJIipEHCY 3UA0BYIUHY IPUOIU3HO Ha 45 % npu 1oro
IIepopaaIbHOMY 3aCTOCyBaHHI. T% 3ufoBynuHy OyB TaK0XK MOJ0OBXKeHUN npubnu3Ho Ha 128 %
micys 3acTocyBaHHS KoMOiHalii GprykKoHa30/1y Ta 3uAOBYOUHY. 3a MallieHTaMu, SKi
3aCTOCOBYIOTh TaKy KOMOiHallifo JTikapChKUX 3ac00iB, CIIif CIIOCTEpPIiraTu 100 PO3BUTKY
no0iYHUX peakKlliil, IOB’I3aHUX i3 3aCTOCYBaHHSAM 3UIOBYOUHY. MOXKHA PO3TIIHYTU
MOLINbHICTh 3HUXKEHHS 03U 3UOBYAUHY.

A3umpomiuuH: y XOOi BIZKPUTOTO PaHA0Mi30BaHOTO TPhOXCTOPOHHBOI'O IIEPEXPECHOT0
MOCIIIXKEeHHS, B IKOMY B3sJIM Y4acTb 18 300poBUxX MOOPOBOJILILIB, OIiHIOBAIM BIIJIUB
a3UTPOMINMHY Ta (QIIyKOHA30Jly Ha (hapMaKOKiHETUKY OJUH OOHOTO IIPY iX OQHOYACHOMY
IepopaabHOMY Pa30BOMY 3acTocyBaHHI y mo3ax 1200 mr ta 800 mr BigmosigHO. 2KOogHUX
3HAUyHIuX papMaKOKiHETUYHUX B3aEMOiM BUSIBIIEHO He 0yI10.

ITepopaavHi KOHMpau,enmueu: IMPOBOAUNHK 2 PapMaKOKIiHETUYHUX TOCIIIKEHHS
6araTopa30BOro 3aCTOCYBaHHS (PIIyKOHA30Jy Ta KOMOIHOBAaHOTO IEPOPAIbHOTO
KOHTpalenTusa. [Ipu 3acTocyBaHHI (pyKoHa301y y 003i 50 Mr BIJIMBY Ha PiB€Hb TOPMOHIB
He OyJ10, TOMi SIK IIPX 3aCTOCYyBaHHi GyKoHa3ony y no3i 200 Mr Ha mo0y crocTepiranocs
36inmbients AUC etuninectpapiony Ha 40 % Ta neBoHoprecTpeny - Ha 24 %. Lle cBimuuTh
PO Te, 110 0araTopa3oBe 3aCTOCYBaHHSA (IIyKOHA30Jy V 3a3Ha4eHUX J03aX HaBPSAg YU MOXKe
BIIJIUBATH Ha e(eKTUBHICTh KOMOIHOBAHOTO ITePOPAIbHOTO KOHTPAIlENTHBA.

Oco06.1ueocmi 3acmocy8aHHs1.

Llepmamocimia. BinmoBifgHO Mo pe3ynbTaTiB JOCTiAXKEeHHs HIYKOHA30Jy [/ TiKyBaHHS
nepMaTodiTii y miTel, prnyKoHa30/1 He IepeBULIy€e Tpu3eodynbBiH 3a e(PEeKTUBHICTIO i 3arabHUN
IMOKa3HUK e(peKTUBHOCTI cCTaHOBUTDL MeHIie 20 %. Tomy Oudmnazon’ He ciif 3aCTOCOBYBATH [JIS
JIiKyBaHHS fepMaTodiTil.



Kpunmokoko3. [Toka3siB eheKTUBHOCTI HITYKOHA30IIY [AJIs JTiIKyBaHHS KPUIITOKOKO3Y iHIINX
JI0Kani3anii (HanpuKiaf JIerTeHeBoro KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKipK) HeJOCTATHBO, TOMY
PEeKOMeHfalliil MoA0 peXUMy O03yBaHHS [JId JIiKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

I'1uboki eHOemivHi Miko3u. [Toka3iB epeKTUBHOCTI (IIYKOHA30/y [AJIs JiKyBaHHS iHIIKX GopM
eHIeMiYHUX MIKO3iB, TaKUX K TapaKOKIMAi0IA0MIKO03, TiCTOIIa3M03 Ta MIKiIpHO-TiMbaTuIHNN
CIIOPOTPHUX03, HELOCTAaTHLO, TOMY PEKOMEH[Allil MO0 PEXUMY NO3YBaHHS IJIS JIIKyBaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. ITatieHTam i3 mopymeHHAMA QYHKIIl HUPOK MIpemnapaT CIIif
3aCTOCOBYBaTHU 3 00epexkHiCTIO (OuB. po3min «Crocid 3aCTOCYBaHHS Ta [TO3U»).

HedocmamHicmb HAOHUPKOBUX 3d103. KeTOKOHA301, SIK BiOMO, CIIPUYUHSIE HEIOCTATHICTh
HaTHUPKOBUX 3aJ103, i Ile TAKOXK MOXKe CTOCYBaTUCS (IYKOHA30Jy, X04a CIIOCTEPITaETHCS PigKO.
HepocTtaTHiCTh HAOHUPKOBUX 3aJ103, IOB'43aHa 3 OMHOYACHUM JIIKyBaHHSM IIPEAHI30HOM, ONMCaHa B
po3mini «B3aemopis 3 iHIIUMHU JTiKapChbKUMHU 3aco0aMu Ta iHI BUAM B3aEMOfil. Brinus GykoHa3omy
Ha iHmI miKapchKi 3acobu».

I'enamob6iniapHa cucmema. IlatieHTaMm i3 mopyieHHsIME GYHKIII MeYiHKY IIperapar CIIifl
3aCTOCOBYBaTHU 3 00epexkHiCTI0. 3aCTOCYBaHHS (IIYKOHA30/IY acOIlif0BalIOCS 3 BUHUKHEHHSIM
pioKiCHUX BUIIA[KiB PO3BUTKY TSKKOI T€llaTOTOKCUYHOCTI, BK/II0Yal04y JieTabHi BUTIA[KHY,
TOJIOBHMM YHMHOM V MAL€HTIB i3 TIXKKMMHU OCHOBHMMMU 3aXBOPIOBAHHSAMU. Y BUNAAKaxX, KOIU
PO3BUTOK T'eIIaTOTOKCUYHOCTI ITOB’I3yBaBCS i3 3aCTOCYBAHHAM (HITYKOHA3011y, He OYyII0
Big3HA4eHO il IBHOI 3aJIe’KHOCTI Bifl 3arasibHOI J0OO0BOI 103U IIpenapaTy, TPUBAIOCTi Tepartil,
craTi a0 BiKy malrieHTa. 3a3Bry4ail TelaTOTOKCUYHICTDb, CIIPUYMHEHa (IYKOHA30JI0M,
000pOTHa, a ii MPosBY 3HUKAIOTH ITiCIIT IPUIUHEHHS Teparrii.

3a namnieHTaMy, y SIKUX IIPU 3aCTOCYBaHHI (PIIyKOHA30JTy CIIOCTEPIiraloThCs BiIXUIEHHS PE3yNIbTaTiB
GyHKIIOHATBHUX P00 MeYiHKY, CMTifl BCTAHOBUTY PETENIbHUM HaTJISA[ 040 PO3BUTKY OiNIbII TSAKKOTO
ypaXKeHHS [IeYiHKU.

[TamieHTiB Ccif npoiH@OpPMyBaTH PO CUMIITOMH, 1[0 MOXKYTh CBifYUTH IIPO CEPHXO3HUM BIIJIUB Ha
NeviHKy (BUpaXkeHa acTeHis, aHOPeKCis, IoCTiliHa HyfoTa, 6/1I0BaHHS Ta JKOBTSIHHUILL). Y TaKOMY
BUIIQ[IKy 3aCTOCYBaHHS (IyKOHA30J1y CJIif HerallHO PUNMHUTHU Ta IPOKOHCYIbTYBATUCS 3 JTiKapeM.

Cepueso-cyOuHHa cucmema. Jlesiki a30714, y TOMY YHUCII 1 (JIyKOHA30J1, aCOL[F0I0THCS 3
nogoBxkeHHAM iHTepBany QT Ha enekTpokappiorpami. ®ykKoHa301 ogoBxye inTepsan QT
IIJISIXOM [IPUTHIYEHHS BUNIPSAMIIAYOro KajieBoro kaHany (I,.). IlomoBxenHus intepsany QT
BHACJIIIOK Mil iHIMX JTiKapChKUX 3aco0iB (HapuKIag aMiogapoHy) MOXKe ITOCHJIIOBATUCS Y
pe3ynbTaTi npurHideHHsa pepmenTy CYP3A4 nutoxpomy P450. TToBimoMsinu mpo ayxe
piAkicHiI BUMagKu nomoBXKeHHS iHTepBany QT Ta mapokcu3MasbHOI IUTYHOYKOBOI TaxXikapil
THIY «IIipyeT» IIPH 3aCTOCyBaHHI mpenapaty Judna3on®. Taki IOBiIOMIEHHS CTOCYBAJIACS
TIALliEHTIB i3 TSIXKKUMM 3aXBOPIOBAHHSIMU NIPU MTOENHAHHI 0aratboxX GakTOpiB PU3UKY, TAKUMHU
K CTPYKTYPHi 3aXBOPIOBAHHS CEPLIs, TOPYLIEHHS eJIeKTPOJIiTHOr0 00MiHy Ta OmHOYaCHe
3aCTOCYBaHHS iHIIKX JiIKapChKUX 3ac006iB, 110 BIIKMBalOTh Ha inTepBan QT. [TalienTu 3
riroKajieMielo Ta IPOrpecyrdolo CepleBO0 HeNOCTAaTHICTIO MalOTh MiABUIIIEHUN PU3UK
BUHUKHEHHS 3aTDO3JIMBUX IJI51 XKUTTS IITYHOYKOBUX apPUTMil Ta MapOKCU3MaIbHOl
IJIYHOYKOBO! TaXiKapmil TUNY «IipyeT».

Iudnazon® ciif 3 06epeKHICTIO 3aCTOCOBYBATH MAIlieHTaM i3 PU3MKOM PO3BUTKY apUTMiil.



OpHOoYacHe 3aCTOCYBaHHS pa30M i3 miKapCchKUMU 3acobaMu, 110 MOg0BXKYIOTh iHTepBan QTc Ta
MeTaboi3yoThcs 3a gonomoro hepmerTy CYP3A4 mutoxpomy P450, mpoTunoka3ase (AUB. po3dinu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIMMHY JTiIKapCHKUMH 3aco0aMu Ta iHI BUOU B3a€MOMIN»).

I'anopanmput. TamodauTtpus € cyoctpatoM hepmerty CYP3A4 i mogoBxkye inTepsan QTc mpu
3aCTOCyBaHHI y peKOMEH[I0BaHUX TepaleBTUYHUX fo3ax. OmHoYacHe 3aCTOCYyBaHHS ranodaHTPUHY Ta
(bTyKOHa30I1y He PEKOMEHMYEThCS (OUB. po3min «B3aeMopmist 3 iHIMMMU JTiKapChKUMHU 3acobaMu Ta
iHII BUOM B3aeEMOMin»).

Lepmamoasoeiuni peakuii. Tlig 9ac 3acTocyBaHHS (PIIyKOHA30/1y PiAKO MOBIJOMIISIN IIPO
PO3BUTOK TakKMX eKCGhOoIiaTUBHUX MIKIiPDHUX peakiliv K cuHapoM CTiBeHca-[I;KOHCOHA Ta
TOKCUYHUY elifiepMalbHuY HeKpoi3. [loBigoMisanocs mpo MeIuKaMeHTO3HY Peakiliio 3
eo3nHodimieo i cucremuumu nposibamu (DRESS). IMartienTu 3i CHIIJoM OibIl CXUIBHI 10
PO3BUTKY TSKKUX IIKIPHUX peaklliii Py 3aCTOCYBaHHi OaraThox JTiKapChKUX 3ac00iB. AKIIO y
nallieHTa i3 ToBepXHEeBOIO IPUOKOBOIO iH(DEKIIi€l0 3’ IBIAIOTHCS BUCUTIAHHS, 1II0 MOXKHA
IIOB’I3aTH i3 3aCTOCYBaHHSIM (PIIyKOHA30I1y, ITOAasblle 3aCTOCyBaHHS IIpenapaTy CIIif
IPUNUHUTHU. AKINO y MallieHTa 3 iHBa3WBHOI/CUCTEMHOIO I'PUOKOBOIO iH(EKITIEIO 3’ IBMSIIOTHCS
BUCHIIaHHA Ha IIKipi, 3a 10r0 CTaHOM MOTPiOHO PETENbHO CIIOCTEPITaTH, a Y BUMAHKY
PO3BUTKY Oy/ThO3HUX BACHUIIaHb a00 MyJTbTU(POPMHOI epUTEMHU 3aCTOCYBaHHS (PIYKOHA30IY
CJIil IPUIIMHUTH.

I'inepuymausicmy. Y pigkicHUX BUNagKaX IIOBiJOMIISIIOCS PO PO3BUTOK aHA(iTaKTUYHUX pEaKIii
(muB. po3min «IIpoTUOKa3aHHI»).

ITumoxpom P450. ®nykoHa3zon € momipauM iHribitopom dhepmenty CYP2C9 ta dpepmenty CYP3A4.
Takox (rykoHa3on € noTykHUM iHribiTopoM dhepmenty CYP2C19. Cnif criocTepiraT 3a CTaHOM
TaIi€HTIB, IKi 0OMHOYACHO 3aCTOCOBYIOTh Ju(1a30oH" Ta IpemnapaTy 3 By3bKUM TepaleBTUIHIM
BikHOM, 1110 MeTabo7i3yioThcs 3 yuacTio CYP2C19 ta CYP3A4 (guB. po3min «B3aemogis 3 iHIIuMuU
JiKapChKUMHU 3acob6aMu Ta iHIIi BUAKU B3aEMOiN»).

TeppeHaduH. Crif peTeIbHO CIIOCTEePiraTé 3a CTaHOM Talli€HTiB IPU OAHOYaCHOMY 3aCTOCYBaHHi
TepdeHaguHy Ta GpaykoHa3omny y no3i menmie 400 mr Ha moby (muB. po3minu «[IpoTUIIOKa3aHHSI» Ta
«Bzaemogis 3 iHIIUMY JTiIKapCLKUMHU 3aco0aMu Ta iHIIM BUTU B3aEMOIIN»).

KaHOu003. [locnigxKeHHs MoKa3aay 30iIbIIeHHs IOMKUPeHoCTi iHdekii inmumu Bugamu Candida,
KpiMm Candida albicans. Bouu 9acTo CTiliKi 3a CBO€10 Ipupooio (Hanpuknan Candida krusei Ta
Candida auris) abo BUABNAITL 3HUKEHY YyTNUBICTh 10 diykoHa3ony (Candida glabrata). Taxi
iHdeKIii MOXKYTh BUMAraTy aJbTepHAaTUBHOI IPOTUTPUOKOBOI Tepartii, 1110 € HacIiIKOM BiIMOBH Bif
3aCTOCyBaHHS (DITyKOHA30/1y. ToMy PEKOMEHAYEThCS BPaXOByBaTH IOLUINPEHICTh PE3UCTEHTHOCTI
pisHux BupgiB Candida mo GIyKoHa307y.

LlonomiogicHi peuoguHu. [Ipenapat MiCTUTH 1aKTO3y. [laliieHTaM 3 PiIKiCHUMHU CIIafAKOBUMU
3aXBOPIOBAHHAMHU, TAKUMU SIK HEIIEPEHOCHUMICTh rajlakTO3u, HEJOCTaTHICTh jlakTa3u Jlamnma
Ta ManbabcopOIlis TMI0K03U-TalakKTo3H, He CJIil 3aCTOCOBYBATH i€l Ipemapar.

3acmocysavHs y nepiod eazimuocmi ado 200y8aHHs1 2pydoio.

2KiHKuU penpodyKkmugH020 8iKY



[Tepen moyaTKOM JIiKyBaHHS MAIiEHTKY CIif MpoiHGOpMyBaTi PO NOTEHLINHAN PU3UK OJIS MJI0fa.
[Ticns 3acToCcyBaHHS OOHOPA30BOl AO3U PEKOMEHOYETHCS BUTPUMATHU N1epio] BUBEIEHHS
(bryKoHa301y, SKUM CTAaHOBUTH 1 THXKOEHS (110 BiAMOBifa€ 5-6 mepiogaM HalliBBUBEIEHHS),
[0 HaCTaHHS BariTHOCTI (OuB. po3min «PapMaKOKiHETHUKA»).

Y pasi Ginbin TpuBanuxX KypciB TiKyBaHHS MOXKHA PO3TJISHYTU BUKOPHUCTAHHS KOHTpALENIil A7Is
XKIHOK PenpOAYKTUBHOIO BIKY IIifl 4aC YCbOT'O NEPIOAY JIiIKyBaHHSA Ta IPOTAroM 1 TUXKHS IMicd
OCTaHHLOI MO3H.

BazimHicmb

3a maHuMu 06CepBaliHOTO NOCTIgXKEHHS, iCHY€ MiIBULIEHUN PU3HUK CIIOHTAHHOT0 abopTy y XKiHOK,
SIKi oTpuMyBaju GIyKoHa30i npoTsaroM I Ta/abo II TpuMecTpy BariTHOCTI, IOPiBHSIHO 3 TAKUM y
XKIHOK, 5IKi He oTpuMyBasu (HIyKoHa3051 abo 3aCTOCOBYBa/IM MiCIeBi a30JIM IIPOTSATOM TOT'O CaMOTO
nepiony.

[laHi 110710 KiTbKOX THCAY BaTriTHUX XKiHOK, SKi OTpUMYyBaIu KyMyJIaTUBHY 003y < 150 Mr
¢bnykoHa3oiny B | TpuMecTpi, He CBifYaTh IPO 301/IbIIIEHHS 3arajbHOT0 PU3UKY Baj PO3BUTKY IJIOAA.
B ogHOMY BENMKOMY CIIOCTEPEXKEHHI I'PYIIOBOT0 JOCTiAKEHHS BILIUB ITIePopanbHOro (GprnykoHa3omy B I
TPUMeCTPi OYB ITOB’sI3aHUM 3 HEBEJIMKUM IiIBUIIIEHHAM PU3UKY IOPYLUIEHb OIIOPHO-PYXOBOT0
arapary, 110 BifmoBigae mpubnu3no 1 mogaTtkoBoMy Bunagky Ha 1000 XKiHOK, sIKi OTpEMyBau
KyMYJISITABHI 031 < 450 MT, MOPiBHAHO 3 XKiHKaMH, SKi OTPUMYBaIu JI0KaJbHi a30/y, i mpubausHo 4
nomaTkoBi Bunagku Ha 1000 XiHOK, gKi OTpUMYyBaid KyMyJISTUBHI 003U oHam 450 Mr.
BigkopuroBaHnuii BifTHOCHUY pu3uK cTtaHoBUB 1,29 (95 % [II: 1,05-1,58) y pasi npuiiomy 150 mMr
dbmykoHa3ony mepopanbsHo Ta 1,98 (95 % [I: 1,23-3,17) y pasi 3acTocyBaHHA [03 moHafd 450 mr
bmyKoHa301y.

HasBHi emifemionoriuni JOCTiAXKEHHS OO0 PO3BUTKY Baf CepLs IIPU 3aCTOCYBaHHI (PIIyKOHA30Ty Iif
Yyac BaTiTHOCTI [al0Th CylepednuBi pe3ynbraTu. [IpoTe MeTaaHami3 5 o6cepBallifHUX JOCITiIKEHb,
IIPOBEJIEHUX 3a y4aCTIO KiTbKOX TUCSY BaTriTHUX XKiHOK, SKi OTpUMYyBaIu (PIyKOHA30/ IPOTATOM |
TPUMECTPY BariTHOCTI, BUSIBUB IigBUILIEHHS PU3UKY BUHUKHEHHS BaJl Cepld Y HEMOBJAT B 1,8-2 pa3u
IIOPiBHSHO 3 TAKKMM y HEMOBJISIT, MaTepi SKUX He OTpUMYyBasu (IyKoHa30J Ta/abo 3aCTOCOBYBaA
MiCIIeBi a30/1H.

Y 3BiTax ONUCYIOTHCS BPOLKEHI BaAy y HEMOBJIAT, MaTepi IKUX OTPUMYBAJIA BUCOKI 103U

(400-800 mr/mens) (GyKoHA30y IMif Yac BariTHOCTI MpoTsaroM 3 MicsiiB abo Oinblire oys TiKyBaHHS
KOKIMAi01M0MiK03y. BpomkeHi maTosorili Y HOBOHAPOAXKEHUX BKJIIOYAIOTh AXCIIa3iio BYIIHOL
PaAKOBHHY, HaAMipHe 30i/bIIeHHS TePEIHLOr0 TiM TYKa, BAKPUBIIEHHS CTETHOBOI KiCTKM Ta
TJI€YO0JIIKTHOBUY CUHOCTO3.

[IprurHHO-HACTIAKOBUM 3B’SI30K MiXK 3aCTOCYBaHHAM (PIIyKOHA30/1y Ta LUMU BUIIafKaMU He
BHU3HAYEHUH.

He crig 3acTocoByBaTH 3BMYaiiHi 1031 (IyKOHA30Jly Ta KOPOTKOTPHBAI KypCH JTiKyBaHHS
(bITyKOHA30JI0M Y Mepiof BariTHOCTI, 3a BUHSITKOM KpaliHbOI HeOOXimHOCT.

He cnip 3acTocoByBaTH BUCOKI 103U (hITyKOHA305y Ta/abo TpuBasi KypcH JIiKyBaHHS (IyKOHA30JI0M Y
Iepiof BariTHOCTI, 3a BUHATKOM JIiKyBaHHS iH(EKIIi}, 0 TOTEHIINHO 3aTPOXKYIOTh KHUTTIO.

ITepiod 200y8aHHA 2py00t0

®1yKoHA30J1 TPOHUKAE ¥ IPYOHE MOJIOKO Ta [OCATa€ KOHIIEHTpalii momidHol o piBHS y Mm1a3Mi KpoBi



(muB. po3gin «®apMakOKiHeTuKa»). ['ofyBaHHS I'PYOA0 MOXKHA [IPOAOBXKYBATH IIICIIS PA30BOr0
3aCTOCYBaHHS 3BUYalHOI 103U (PIYKOHA30JTy, 1110 CTaHOBUTH 150 Mr. ['ogyBaHHS rpyAaio He
PEKOMEHyeThCS TpU 6araTopa3oBOMy 3aCTOCYBaHHI (yKoHa30/1y abo IIpu 3aCTOCyBaHHI BUCOKUX
no3 ¢guykoHasomy. Clif OI[iHUTH KOPUCTh TOOyBaHHS TPYANIO AJIS PO3BUTKY 1 3MOPOB’I AUTHHH, a
TaKOX KIIiHiuHy noTpe6y MaTepi y npenapaTi Judna3on® i 6yas-aKi noTeHmiiHI 106iuli ehexTn
npemnapaTy abo OCHOBHOT'O 3aXBOPIOBaHHS MaTepi 71 AUTUHY, Ka OTPUMYE TPYAHE BUTOIOBYBaHHS.

®epmuabHiCMb

®nyKOoHA30J He BIJIMBA€ Ha (DEPTUIIbHICTL CaMIliB Ta CaMOK IIyPiB.

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

TocnifXKeHs BIIKBY npenapaty Judna3on” Ha 30aTHICT KepyBaTH aBTOTPAHCIOPTOM ab0 iHIIMMK
MeXaHi3MaMu He IIPOBOJAUIIU.

[TauieHTiB cnifg mpoiHGOpMyBaTH PO MOXKJIMBICTh PO3BUTKY 3allaMOpPOYeHHS abo CyooM IIif yac
3aCTOCOBYBaHHs npenapaty Judnason® (aus. po3fain «[To6iuni peakiii»). IIpa pO3BUTKY TaKHX
CHMIITOMIB He PEKOMEHIYEThCS KePyBaTH aBTOTPAHCIIOPTOM abo0 iHIIMMHU MeXaHi3MaMH.

Cnocid 3acTocyBaHHS Ta TO3H.

Io6oBa mo3a (hIyKOHA30I1y 3a/IeXKUTh Bifl IPUPOOY Ta TSIXKKOCTI rpubkoBoi iHdekwii. JIiKyBaHHS
iHGexuii, gki moTpedy0Th OaraTopasoBOTO IPUNOMY IIpernapaTry, Ma€ IPOIOBKYBATUCS [0
3HUMKHEHHS KJIiHIYHUX Ta 1abopaTopHUX IIPOSIBiB aKTUBHOCTI rpulKoBOI iHdekil. HegocTaTHS
TPUBAJIICTH JIIKyBaHHS MOXKe IIPU3BECTU OO0 BiTHOBIIEHHS aKTUBHOI0 iH(EKIIMHOT0 MPOIIEeCy .

[IpenapaT 3aCTOCOBYBaTH IEPOPAIbHO (Kamcynu) abo BHYTPIIIHOBEHHO HIISIXOM iHGY3ii
(po3uuH mns iHGy3iH). Crocib 3acToCcyBaHHS IpellapaTy 3ajieskUTh Bifl KJIIHIYHOTO CTaHy
nauieHTa. HeMae HeoOxigHOCTI y 3MiHi 1060BOI 103U IIpemapaTy Mpy 3MiHi IIIAXY HOT0
3aCTOCYBaHHS 3 IIePOPAIbHOTO Ha BHYTPIITHLOBEHHUY Ta HaBIaKH.

Kamncynu cnig koBTatu minuMu. [IpuiioMm npenaparty He 3ajIeXUATh Bifi IPUUOMY 1Xi.
[lopocai
Kpunmokoxo3s

- JIikyBaHHS KPUIITOKOKOBOI'O MEHIHTITY: HaBaHTaXXyBa/lbHa [03a CTaHOBUTH 400 MT y NepIIui JeHb.
[TinTpumytoya mo3a - 200-400 mr 1 pa3 Ha goOy. TpuBamicTh NMiKyBaHHS 3a3BUYail CTAHOBUTH
moHalmMeHIe 6-8 TuxHiB. [Tpu iHGEKIIiAX, 110 3aTPOXKYIOTh KUTTIO, 10O0BY 003y MOXKHA 30iMbIIUTH
mo 800 mr.

- [linTpuMytouda Teparis a1 NolepeXeHHs PelUaUBY KPUIITOKOKOBOIO MEHIHTITY y IIAIli€HTIB 3
BHCOKUM PU3UKOM MOTO PO3BUTKY: PEKOMEH0BaHa 4o3a IpemnapaTry cTaHoBuTh 200 Mr 1 pa3 Ha mo0y
IIPOTATOM HEOOMEKEHOT0 Yacy.

Kokuyuodioidos



PekomenpmoBaHa fio3a ctaHoBuTh 200-400 mr 1 pa3 Ha goOy. TpuBamicTh TiKyBaHHS
cTtaHoBUTh 11-24 Mmica1iB abo goBlIe 3a/I€XKHO Bifi CTaHy nalieHTa. [15 TiKyBaHHS [esSKUX
dbopMm iHdeKIIii, a 0co6MKMBO IS TiKyBaHHS MEHIHTITY, MOXe OyTH OOLiIbHUM 3aCTOCYBaHHS
no3u 800 Mr Ha mo0y.

IHBa3usHi kaHOuOo03u

HaBanTaxXyBanbHa fo3a cTaHOBUTH 800 Mr y nepiuu geHs. [linTpuMyroda go3a - 400 mr 1
pa3 Ha Jo0y. 3a3Buyali peKOMeH/0BaHa TPUBAJICTh MIKYBaHHS KaHOUNEMil CTAHOBUTH 2 THUXKHI IiCIIs
IepIINX HeTaTHBHUX Pe3yJbTaTiB KyJIbTYPH KPOBi Ta 3HUKHEHHS 03HAK i CHMIITOMIB KaHAUAEMIl.

Kanouoos caus3osux 060/10HOK

- Kangupos poTornoTku: HaBaHTaXKyBajlbHa f03a cTaHOBUTH 200-400 Mr y mepiuuii AeHb,
nigTpuMmyioda fo3a - 100-200 Mr 1 pa3 Ha goOy. TprBamicTh MiKyBaHHS CTaHOBUTHL 7-21 meHb (Ho
MOCATHEeHHs peMicii), arme Moxke OyTu 306inblileHa OIS MallieHTiB i3 TIXKKUM iMyHOAepiluTOM.

- KaHaupmos cTpaBoXody: HaBaHTaXyBalibHa [03a CTaHOBUTH 200-400 Mr y nepiiuy geHsb,
migTpuMytoda mo3a - 100-200 mr 1 pa3 Ha moOy. TpuBamicTs nikyBauHs craHoBuTh 14-30 gHIB (TO
INOCSTHEHHS peMicii), ame Moxke OyTu 30inblieHa s Halli€HTiB i3 TIXKKUM iMyHOIeDiIuTOM.

- Kaugunypis: pekoMmeHnoBaHa no3a ctaHoBuTh 200-400 Mr 1 pa3 Ha mo0y mpoTsirom 7-21 gHiB. [I1g
NAIi€HTIB i3 TIXKKUM iMyHOOe(dilluTOM TPUBAJIICTE TiIKyBaHHS MOXKHA 301IbIIUTH.

- XpoHiuHM aTpodiyHMil KaHAUOO03: PeKOMEeH0BaHa J03a CTaHOBUTE 50 Mr/moby mpoTtsrom 14 OHIB.

- XpOoHiYHUY KaHOUA03 MIKiPU Ta CIU30BUX 000JIOHOK: PEKOMEHI0BaHa [103a CTAHOBUTH
50-100 mr 1 pa3 Ha mo0y. TpuBasicTh TiKyBaHHS CTaHOBUTH A0 28 OHIB, ane Moxe OyTH
30inbIeHa 3a1e3KHO Bifl TSAXKKOCTI Ta BUAY iHGEKIl ab0 3HUKEHHS iMYHITETY.

ITonepeddceHHs peyudusy KaHOUO03y cau308ux 000410HOK y nauieHmis 3 BIJI, siki maromb
BUCOKUU PU3UK U020 PO3BUMKY

- KaHJII/IJIOB POTOTJIOTKH, KaHOXUOO03 CTPABOXOOY: PEKOMEHOOBAHA N03d CTAHOBUTDH
100-200 mr 1 pa3 Ha goby a6o 200 mMr 3 pa3u Ha TUXKAEHb. | PUBAJIICTD JIIKYBAHHS €
HeoOMesKeHO0 115 MAI[iEHTIB i3 IPUTHIYeHUM iIMyHITETOM.

ITpoginrakmuka kaHOUOO3HUX IHGeKuil y nayieHmis i3 mpusai0t0 HelmponeHiew

PexkomenpoBaHa fno3a cranoBuTh 200-400 Mr 1 pa3 Ha moby. JIiKyBaHHS CITifi pO3MOYMHATH 3a KilbKa
[HIB IO 04YiKyBAHOT'O PO3BUTKY HEMTPOIIEHil Ta IPOOBXKYBATH MPOTATOM 7 OHIB IMiCNIS MiABUINEHHS
KilbKOCTi HeiTpodinis moxan 1000/Mm°.

I'eHimaavHi KaHOUOO3U

- FocTpuit BariHambHUM KaHOWI03, KAHOUI03HMM OalaHiT: peKOMEeHI0BaHa 103a CTaHOBUTH 150 Mr
OJTHOPA30Bo.

- JIikyBaHHS Ta npo¢imakThKa pelufiuByOYNX BaTriHaIbHUX KaHAKUA03iB (4 abo Oinblle BUMagKiB Ha
piK): peKoMeHAoBaHa fo3a cTaHoBuTh 150 Mr 1 pa3 Ha 3 gHi. Beworo cmif 3actocyBatu 3 no3u (1-u
neHb, 4-i meHb Ta 7-u geHb). [1icis 1poro Ciif 3acTOCOBYBaTH HigTpuMytody Ao3y 150 mr 1 pa3 Ha



TUXKIEHDb MPOTATOM 6 MiCAIIiB.
epmamomiko3u

- Miko3 cTom, MiK03 rjafieHbKOl WKipy, TaX0BUX OepMaTOMiK03, KaHOUOO03Hi iHpeKil WKipu:
pPeKoMeHI0oBaHa fio3a ctaHoBUTh 150 mMr 1 pa3 Ha TuXkmaeHb, abo 50 mr 1 pa3 Ha mo0y.
TpuBasicTh JIiKyBaHHS CTAHOBUTH 2-4 TUXKHI. JIIKyBaHHS MiKO3y CTOIl MOXKe TPUBATH [0 6
TAXKHIB.

- PisHOOapBHUY NTHIIai: peKoMeHaoBaHa fo3a cTaHoBUTh 300-400 mr 1 pa3 Ha TUXOEHb IPOTSATOM
1-3 tTuxuiB a60 50 Mr Ha 700y MPOTATOM 2-4 TUXKHIB.

- lepMaTodiTHUI OHIXOMIKO3: peKOMeHI0BaHa fo3a cTaHoBUTh 150 Mr 1 pa3 Ha TuXKOeHb. JIiKyBaHHS
CJIif IPOMOBXKYBaTH, IOKX Ha MiCIli iH(pIiKOBAHOT0 HIr'TIO He BUPOCTE 3MOPOBUM. 1719 BigpoCTaHHSA
3[0POBUX HITTiB Ha pyKax Ta Ha BEJIMKUX MaJibLgX Hir 3a3BU4ail HeoOXimHO

3-6 MicsiB Ta 6-12 MicsuiB BigmoBigHo. OmHaK IIBUOKICTh POCTY HITTiB y Malli€HTIB MOXKe OyTH
Pi3HOI0 Ta 3anexkatu Bif Biky. [licig ycHminrHOro MiKyBaHHS TPHBa/IMX XPOHIUHUX iHbeKIiN hopma
HIrTS iHO[1 3a/IUIIaEThCSA 3MIHEHOIO.

ITpoginakmuka kaHOUOO3HUX IH(peKUil y nauieHmis i3 mpusan0r HelUmponeHien

PexomeHmoBaHa fio3a ctraHoBuTh 200-400 Mr ofguH pa3 Ha mo0y. JIikyBaHHS CIIifl pO3MOYXHATH 3a
KiNlbKa [HiB 70 04YiKyBaHOT'0 PO3BUTKY HEUTPOIIEHil Ta IPOIOBKYBATH IIPOTITOM 7 OHIB micis
MifBHUINEeHHS KibKocTi HeliTpodinis moran 1000 kmitua/MM’.

Ocobaugi epynu nauieHmis

IlauieHmu AIMHbBO20 BIKY

o3y HeoOximHO migOupaTy 3ajie’kHO Bif CTaHy (QYHKIIii HUPOK (IUB. HUXKYE).
IMayienmu 3 nopyweHHAMU PYHKUiI HUPOK

[Tpu pa3oBOMY 3aCTOCYyBaHHI KOPUTYBATH 003y GIYKOHA307y He mOoTpibHO. [TarieHTam (BKI04anyu
miTen) i3 mopyueHHSAMU QYHKIII HUIPOK IIPpU HeobximHOCTi 6araTopa3oBoro 3aCTOCYBaHHS IIpemnapaTy
y NepIIN JeHb JIIKyBaHHS CJIifl 3aCTOCOBYBaTU 04YaTKOBY 703y 50-400 Mr 3a/eXHO Bifj IOKa3aHHS.
[Ticns mboro mo6oBY 03y (3a/1e2KHO Bifl TOKa3aHHS) CITifl pO3PaxoByBaTH BifiMIOBITHO OO TaOmuILi
HUXYeE:

K 1ipeHc KpeamuHiny (M/x8) Biocomok pexoMeH008aHOI 003U

> 50 100 %

< 50 (6e3 remopiamisy) 50 %

['emomiamnmi3 100 % micng KOXKHOT0 remMofianisy

[MTauienTu, siki nepebyBaioTh Ha reMofianisi, moBuHHI oTpuMyBaTH 100 % pekKoMeHOOBaHOI J03U IicIs
KOXKHOT0 reMofiai3y. Y neHb, KOJU fiajli3 He IPOBOOUTLCS, NAllleHT IIOBUHEH OTPUMYBATH [03Y,
BIIKOPUT'OBaHY 3aJIeXKHO Bifl KJIIIpEHCY KpeaTHUHIHY.

ITauieHmu 3 nopyweHHAMU (pYHKUII neviHKu

®TyKOHA30J1 CJTif 3aCTOCOBYBATH 3 00€peXkKHiCTIO MallieHTaM i3 MOPyIIeHHIMU (PYyHKIIII MediHKy,
OCKiJIbKY iH(pOpMaIlil o0 3aCTOCyBaHHS (IIYKOHA30J1y IIil KaTeropil marieHTiB HeJOCTAaTHLO (IUB.



po3minu «OcobnuBOCTi 3acToCyBaHHI» Ta «I100iuHI peakiii»).
imu
He cnipg nepeBuiilyBaT MakCuManbHy 7000BYy 103y 400 Mr.

4K i npu aHanoriyHUX iHQEKIisaX y JOPOCIUX, TPUBAIICTh TiKyBaHHS 3a/Ie’KUTh Bifl K/IiHI4HOI Ta
Mikosoriusoi Bignosini. Judnason® 3acrocoBysaTtu 1 pa3 Ha f00y.

o3yBaHHA IpelapaTy HiTIM i3 nopymeHHAME QYHKIIl HUPOK HaBefeHOo y po3misi «IlarienTu 3
HUPKOBOIO HEIOCTATHICTIO».

dapmakokiHeTrKa (HIyKOHA30/Iy He JOCiXKyBanacs y AiTel i3 HUPKOBOI HEOCTATHICTIO.
Ilimu 8ikom 8i0 5 0o 11 pokis

Kauaupmo3u cnu30Bux 060I0HOK: II0YaTKOBA [03a CTAHOBUTH 6 MI/KT/0o0y, migTpuMyoda no3a - 3
mr/kr/ 1 pa3 Ha fo0y. [TouaTKOBY 103y MOXKHa 3aCTOCOBYBATH B IEPIINH IeHb 3 METOIO Oi/IbIil
IIIBUJIKOT'O MOCSTHEHHS PiBHOBAXKHOI KOHIIEHTpPAIIil.

[HBa3uBHI KaHOUO03U, KPUIITOKOKOBHM MEHIHTIT: J03a IIpenapaTy CTaHOBUThL 6-12 Mr/kr 1 pa3 Ha
no0y 3a/1exHO Bifl CTYIeHS TSIKKOCTI 3aXBOPIOBAHHS.

[TligTpuMyloda Teparmis i onepeaXeHHs PeUuauBY KPUIITOKOKOBOTO MEHIHTITY y AiTel i3 BUCOKUM
PU3KUKOM MO0 PO3BUTKY: J03a IIperapaTy CTaHOBUTDL 6 MI/KT 1 pa3 Ha o0y 3aj1eKHO Biff CTyIeHs
TSI2KKOCTI 3aXBOPIOBaHHS.

[TpodinakTuka KaHAUOO3iB y NAIi€HTIB 3 iMyHOAeIiIUTOM: f03a IIpenapaTy CTaHOBUTh
3-12 mr/kr 1 pa3 Ha [00y 3a7eKHO BiJ BUPaKeHOCTi Ta TPUBAJIOCTi iIHIYKOBAHOI HEUTPOMEHII (IUB.
O03U OJI DOPOCIHUX).

Ilimu 8ikom 8i0 12 pokis

3asiexHo Bif MacH Tila Ta my6epTaTHOTO PO3BUTKY JIiKapio CJIifl OLIHUTH, SKa [J03a Ipenaparty (mms
IOOPOCIUX YM OJjId AiTel) € ONTUMaJbHOIO [JIA nalieHTa. KiiHiuHi faHi cBig4yaTs Ipo Te, 0 y OiTer
KJIipeHC (IyKOHAa30Jy € BULIUM IIOPIBHSAHO 3 JOpoCcIuMU. 3acTtocyBaHHs fo3 100, 200 Ta 400 mr
mopociuM Ta fo3 3, 6 Ta 12 Mr/kr 1 pa3 Ha 700y OiTAM IPU3BOAUTH OO JOCSATHEHHS CIiBCTaBHOI
CHCTEMHOI eKCIIO3MIIil.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS IIpenaparTy Ojis JIiKyBaHHS T'eHiTalbHUX KaHAUAO03IB ¥ OiTen
He BCTaHOBJIEHI. JKIIo icHye HaraibHa oTpeba 3aCTOCyBaHHS IIpernapary miamiTkaM (BikoM Big 12 mo
17 pokiB), crif 3aCTOCOBYBaTH 3BMYalHI JO3U IJIS JOPOCIHUX.

Himu.

3acTOCOBYBATH JIiKapChKuii 3acib y popMi Karcyn faHill KaTeropil maiieHTiB MOXKHAa TOfi, KOJIU AiTH
3maTHi 6e3meYHO TPOKOBTHYTH KaIlICyy, 110 3a3BUYail MOXKJIMBO Y Billi Bif 5 pokiB (OuB. po3min
«Croci6 3acTOCYBaHHS Ta HO3U»).



Ilepedo3yeanHs.

[CHYIOTH ITOBIIOMJTEHHS ITPO IIePEa03yBaHHs (GPIIYKOHA30JI0M, IO ITPOBOKYBAJIO TaTIOLKHALi]
Ta MTapaHOoIaIbHY MOBEHIHKY.

[Tpu nmepeno3yBaHHI HEOOXiTHO TPOBECTH CUMIITOMATAYHY MiATPUMYIOUY Tepallilo Ta y pasi
He0OXimHOCTI TPOMUTH IITYHOK.

®nyKOHAa3071 3HAYHOIO MipOI0 €KCKPETYETLCS 3 ceuelo; (OpPCOBaHUY Aiype3 MOXKe IPUCKOPUTH
BUBeIeHHA npenapaTy. CeaHc remMofianily TPUBaJiCTIO 3 TOOUHU 3HUXKYE PiBeHb (QPIYKOHA30IY y
m1a3Mi KpoBi mpuOnmu3Ho Ha 50 %.

ITo6iuni peakuii.

[ToBigoMIIsiioCS PO MeIUKaMEeHTO3HY peakliio 3 eo3uHodinieo i cucteMuumu npossamu (DRESS) y
3B’A3KY 3 JiKyBaHHSIM (pITyKOHA3010M (IuB. po3min «OcoOMMBOCTi 3aCTOCYBAHHS»).

Haituacrime (>1/10) moBigoMmsinu npo Taki mobiuHi peakiril: ronoBHui 6inb, 6i7b Y YepeBHiN
IIOPOXKHUHI, Iiapesi, Hy#oTa, OII0BaHHS, MiOBUIIEHHS PiBHA anaHiHaMiHoTpaHcdepasu (AJIT),
IiABUINEHHS PiBHS acmapTaTaMmiHoTpaHcdepasu (ACT), migBuileHHS piBHSA TyKHOI PochaTasu Kposi,
BUCUIIAHHS.

[I71g OLiHKY YaCTOTU BUHMKHEHHS MOOIYHUX peaklliii BUKOPHUCTOBYIOTh TaKy Kiacudikariiio: gyxe
yacTo (=1/10), wacto (Big =1/100 mo <1/10), HeuacTo (Bim =1/1000 mo <1/100), pimko (Bix

=1/10000 go <1/1000), myxe pigko (<1/10000), HeBimOMO (HEMOXKIMBO OLIHUTHU Ha MifCTaBi HAIBHUX
OaHUX).

3 60Ky cucmemu Kpoegi ma aimpamuuHoi cucmemu

HeuacTo: aHeMid.

Pigko: arpaHynouuTo3, NTerHKoIeHis, TPOMOOIIUTOIEHisT, HeUTPOIEeHis.
3 60Ky imyHHOI cucmemu

Pigko: anadinakcis.

MemaboaiuHi ma asimeHmapHi po3aadu

HedacTo: 3HMKEHHS alleTUTY.

Pigxo: rinmepxonecTepuHeMis, TiMepPTPUTTILEPUAEMis, TiTOKaTieMis.
ITcuxiyHi nopyweHHA

HeuacTo: 0€3COHHS, COHJIUBICTE.

3 6oky Hepeogoi cucmemu

YacTo: ronoBHu Oinb.

Heuacrto: cymoMu, napecTesis, 3a1aMOpPOY€eHHsI, IOPYIIEHHS CMaKy.



Pigxo: Tpemop.

3 60Ky opeaHis cayxy ma eecmubyasipHO20 anapamy
Heuacro: BepTuro.

3 6oky cepus

Pigko: napokcu3masnbHa IITYHOYKOBA TaxikKaphisa TUIy «IipyeT», MOmoBXeHHd iHTepBany QT (gus.
po3min «Oco6IMBOCTI 3aCTOCYBaHHS»).

3 60Ky WAYHK0BO-KUWKOB020 MpPaKmy

YacTo: 0inb y YepeBHill IOPOXKHUHI, Hy#OTa, Hiapes, OJI0BaHHS.

HeuacTo: 3anop, gucmerncis, MeTeopusM, CyXiCTb ¥ POTi.

I'enamobiniapHi po3aadu

YacTo: nmigBullleHHS PiBHSA anaHiHamiHoTpaHcdepasu (AJIT), migBullleHHS piBHS
acnaprataMinoTpaucdepasu (ACT), migBuileHHS PiBHA IyKHOI ¢hocdarTasu (TUB. PO3Tin

«Oco6MMBOCTI 3aCTOCYBaHHS»).

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

Pigko: mediHKoBa HEIOCTATHICTh, TeNaTOLENIONAPHAN HEKPO3, TeNaTUTH, TenaToUeoIsIpHe
ypaxeHHs (OuB. po3min «OcobIUBOCTi 3aCTOCYBaHHS»).

3 6oky wkipu ma nidwKipHOi MKaHUHU
YacTo: BucunaHHs (OUB. po3nin «OcobIUBOCTI 3aCTOCYBaHHS»).

HeuwacTo: MeguKaMeHTO3HUYN OepMaTUT (BKII04aouu (HikCOBaHUY MeOUKaMEHTO3HUYN NepMaTHUT),
KPOIKB’sIHKA, CBepOixK, MmigBUllleHe TOTOBUIiIeHHS (IUB. po3min «Oco6IMBOCTI 3aCTOCYBAaHHSI»).

Pigko: TOKCUYHUY emigepMalbHUM HEKPOIi3, cuHapoM CTiBeHCca-[[;)KOHCOHA, TOCTPUM
reHepasi30BaHUY eK3aHTeMaTO3HUY IyCTyIb03, €KCQOIiaTUBHIYN AEePMaTUT, aHTI0HEBPOTUYHUYI
HaOpsK, HabpsK oOnuyuds, anomenis (IuB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

HeBimoMo: MequKaMeHTO3Ha peakilisa 3 eo3uHodinieto i cucremuumu nposisamu (DRESS) (muB. po3min
«Oc0o6IMBOCTI 3aCTOCYBaHHS»).

3 60Ky 0nopHO-pyx08020 anapamy ma cno/ay4Hoi MKaHuHu
Heuacrto: mianris.

3azanvHi po3anadu ma peakuili y mMicui 88e0eHHA

Heuacrto: mifBsuiieHa BTOMJIIOBaHICTh, HE3MyKaHHS, aCTeHis, rapsadka.
Himu

YacToTa Ta xapakTep Mo6iuHUX peakili i BigxuneHb Big HOpMU pe3yiIbTaTiB 1abopaTOPHUX aHaMNi3iB y



XOMi KTiHIYHUX OOCITIAXKEHb 3 y4acCTIO [iTel CIIiBCTaBHi 3 TAKUMU y JOPOCIIHX.
K10 MaTUMYTh Miclie TAXKKi 100i4Hi eheKTH, TO TiKyBaHHS CIIiJ IPUIUHUTH.

38imyBaHHA npo ni003prB8aHi nobiuHi peakuii

[ToBimoMmeHHs Ipo MOOiYHI peakliii Micsl peecTpallil TiKapCchbKoro 3aco0y Ma€ BeJIUKe
3HaueHH. Lle mae 3MOry npoBOAUTYU MOHITOPUHT CIIiBBIAHOIIEHHS KOPUCThL/PUBUK IIPU
3aCTOCYBaHHI IIbOTO JTiKapCchKOro 3aco0y. MemguuHuM Ta hapMalleBTUYHUM IIpalliBHUKAM, a
TaKOX TallieHTaM a0o0 IXHiM 3aKOHHUM IIPefiICTaBHUKAM CIIifl TOBiJOMIISATH IIPO YCi BUTIAAKHU
Iigo3pioBaHUX MOOIYHUX peakIliii Ta BiCYTHOCTI e(eKTUBHOCTI JTiKapChKOT0 3aco0y uepes
ABTOMaTH30BaHy iHpOpPMaLilHy CUCTEMY 3 (hapMaKOHAT/ISAAYy 3a IOCUJIaHHSIM:
https://aisf.dec.gov.ua.

Tepmin mpugaTHoOCTi. 5 POKiB.

YmoBu 30epiranns. 306epiratu mpu Temmepatypi He Buiie 25 °C. 36epiraTé B HEAOCTYITHOMY
IJ1s1 OiTeu Micui.

YnakoBka.
Kamncymu mo 50 mr: mo 7 karcyn y 6mictepi; mo 1 6micTepy B KapTOHHi# KOpOOIIi.
Karncymu mo 100 mr: o 7 Karicyn y 6mictepi; mo 4 61icTepu B KapTOHHI#M KOPOOIIi.

Kamncynu mo 150 mr: mo 2 a6o no 4 xancynu y 6mictepi; mo 1 61icTepy B KapTOHHi#M KOpoOIIi.

Kareropis Bigmycky. 3a peLienTom.

BupoOOHHUK.

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

Micie3HaxoIKeHHsI BUPOOHHKA Ta afipeca MicIisi IPOBaXKeHHs HOTr0 Tis/IbHOCTI.

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



