THCTPYKIIA

IJIs1 MEIUYHOT0 3aCTOCYBaHHS JIIKapChKOT0 3aco0y

Oudna3on®

(Diflazon®)

Cknao:
ditoua peuosuHa: GIyKOHA3OII;
1 kamncyna mictuth prykorazomny 50 mr a6o 100 mr, abo 150 mr;

0ONOMIdICHI peyo8UHU: TAaKTO3W MOHOTIgpAT, KPOXMaJjlb KYKYPYO3SHUM, KPEMHIIO [iOKCUL KOJIOIMHUN
0e3BOMHUI, HATPilO TaypuiCcyibdaT, MarHitoo creapart;

kancyaa: Tutany miokcup (E 171), 6apBHUK nateHToBaHui cuHil V (E 131), KemaTuH.

JIikapcbKka ¢opmMa. Karncynu.
OcHosHi (pi3uko-xiMiyHi 8 1acmusocmi:

Kancyay 1o 50 Mr: Kancymu 3 KopiycoM 0i/oro KOJIbopy Ta KOBIAYKOM CBiTI0-0IaKUTHOTO KOJILODY,
HalOBHEHi IOPOIIKOM Bif 6isioro go Matizke 6iToTO KOILOPY;

Kancyayu 1o 100 Mr: Kancynu 3 KopIirycoM 6inoro Kojabopy Ta KOBIa4KoM 0J1aKUTHOT'O KOJIBOPY,
HalOBHEHi IOPOIIKOM Bif 6isioro go Matizke 6iT0oTO KOILOPY;

Karcynu 1o 150 Mr: Karcysiy 3 KOpIyCcoM Ta KOBITQYKOM CBiTJIO-6JTaKUTHOTO KOJIhOPY, HallOBHEHI
ITOPOIIKOM Bif 6ir1oro mo Maixke 6i10ro KOmbopy.

dapMmakoTepaneBTHYHA rpyma. [IpoturpuOKoBi 3aco0u [is CUCTEMHOTO 3aCTOCyBaHHs. [ToxigHi
Tpuas3ojy Ta TeTpa3ony. Kog ATX JO2A CO1.

dPapmakono2iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mil



®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.

YyTHIUBICTE in Vitro

®nykoHa307 in vitro 0EMOHCTPY€E MPOTUTPUOKOBY aKTUBHICTE Iom0 BUAiB Candida, sKi
3ycTpidaloThcs HandacTime (Bkiouaoun Candida albicans, Candida parapsilosis, Candida
tropicalis). Candida glabrata meMOHCTpPY€E 3HUKEHY UYTIUBOCTH [0 (BrIyKoHa30my. Tomi ik Candida
krusei Ta Candida auris cTi#iki 70 ¢GIyKOHA307y.

MinimanbHa iHri0ywoda kKoHieHTpanis (MIK) ta emigemionoriude moporose 3HaueHHs1 (ECOFF)
dbnykonazony anst Candida guilliermondii Bumi, HiXx anst Candida albicans.

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

B3aeM03B’130K dhapMaKOKiHETUYHNX i hapMakKOOUHAMIUYHUX BIACTUBOCTEH

BiamoBigHO [0 pe3yJbTaTiB AOCIIAXKEHb Ha TBapUHAaX, iICHY€E KOPEeJIsLisi MiX MiHIMaIbHO
iHTi0y1040I0 KOHIIEHTPAIlEI0 Ta e(EeKTUBHICTIO IPOTU EKCIIEPUMEHTAIBHUX MOfieNiel MiKO03iB,
cripuyrHeHux Bugamu Candida. BigmoBigHO 00 pe3yabTaTiB KIIHIYHUX OOCIiOXKEHb, iCHyE
NiHiMHAa 3a/lIeXKHICTh MixX moielo mifg kpuBoio (AUC) Ta mo3ot GrnykoHa30my (IpubIN3HO
1:1). Takox icHye IpsIMUH, ajle HeIOCTaTHiM 3B'5130K Mixk AUC a60 103010 Ta MO3UTHBHOIO
KJTiHIYHOIO BiATIOBifI0 Ha JTiKyBaHHS OpPajIbHOT0 KaHOUA03Y Ta MEHIIOI0 MipOoi0 - KaHAUAEMil.
AHamoriyHo JTiKyBaHHS iH(QEKIIi}, CIPUYNHEHUX IITaMaMy, [0 SKUX (HIIYKOHA30JI IEMOHCTPYE
BUCOKY MiHiManbHy iHTi0yi04y KOHIIEHTpAallilo, € MEeHIII 3a[I0BiTbHUM.

MexaHi3M pe3nuCTeHTHOCTI

Mikpoopraniamu poay Candida 0eMOHCTPYIOTh YUCENTbHI MeXaHi3MU PE3UCTEHTHOCTI A0
a30JIbHUX IPOTUTPUOKOBUX 3ac00iB. O11yKOHA30/1 IeMOHCTPY€E BUCOKY MIK npoTu mTaMiB
rpu0iB, fKi MaloTh oguH abo Oinbille MeXaHi3MiB PE3UCTEHTHOCTI, 110 HETaTUBHO BIIJIUBAE Ha
e(eKTUBHICTS in Vivo Ta B K/IiHIYHIYA MPaKTHULI].

3a3Buyail y 4yTnuBUX BUOiB Candida MexaHi3M PO3BUTKY PE3UCTEHTHOCTI, IKAU HaldacTille
3yCTpiva€ThCs, BKIIIOYAE IiThOBi (hepMEeHTH a307IiB, IKi BiiIOBimal0Th 3a 6i0CUHTE3 €pProCcTEPOIY.



Pe3ucTeHTHICTh MOXKe OyTH CIpUYMHEHA MYTAlli€lo, MiIBUIIIEHUM BUPOOIEHHSIM HEPMEHTY,
MeXaHi3MOM BUBEHEHHS JIiKiB a60 PO3BUTKOM KOMIIEHCATOPHUX ILIJISXiB.

[ToBimomMusinocs mpo cynepingexkiito inmumu Bugamu Candida, kpim Candida albicans, SKUM 4acTo
BJIACTHMBA 3HUXKEHa cupuiHaTIuBicTh (Candida glabrata) abo cTiiiKicTh 0o GyKoHa30/1y (HAMPUKIA,
Candida krusei, Candida auris). Taki iH}peKIlil MOXKYTb BUMaraT{ aJlbTePHATUBHOI TPOTUT PUOKOBOI
Teparil. MexaHi3MU pe3UCTEHTHOCTI He OyJ/M MOBHICTIO 3's9COBaHi IS gesikux BumiB Candida, 110
MaloTh IPUPOOHIO CTiMKicTh (Candida krusei) abo mnst HoBux BumiB (Candida auris).

KoHTpOonbHI TOYKY (BiAIOBIIHO 00 peKOMEHallili EBPOIEeNCLKOTr0 KOMITETY 3 JOCHIIKeHb YYTINBOCTI
o anTuMikpoOHUX 3acob6iB (EUCAST))

Basyrouuch Ha HOCHTiXKeHH] (hapMaKOKiHETUYHOI/(papMaKOAUHaAMi4HOl iH(popMallil,
YYTNUBOCTI in vitro Ta KiiHi4yHOI BifmoBigi, 6y710 BU3HaY€HO KOHTPOJIbHI TOUKHU [T
dbrykoHa3omy A mMikpoopraiamiB pony Candida (moxymenT EUCAST uiomo o0r'pyHTYBaHHS
dbmykoHazony (2020) - Bepcis 2; EBpONMeNChKU KOMITET 3 TECTYBaHHS YYT/IMBOCTI 00 aHTUMIKPOOHUX
IpernapariB, IPOTUTPUOKOBUX IIPelapaTiB, TabIuIli KOHTPOJIBHUX TOYOK [ iHTepmpeTarlril MIK,
Bepcist 10.0, giticaa 3 04.02.2020)). Bonu Oynu po3mnopineHi Ha KOHTPOJIbHI TOUKH, 0 He TIOB’sI3aHi 3
IIeBHUM BUOOM, SIKi OiNTbIIIOI0 Mipo0 BU3HAYAIKCS HAa OCHOBI (papMaKOKiHETUYHOI/
dbapmakoguHamiuHoi iHdopMallii i He 3anexkaTh Bifi pO3MOMiNy Ha IeBHI BUAX 3a MiHiMaIbHOIO
inribyro4oio KOHIIEHTpalli€lo, Ta Ha KOHTPOJIbHI TOYKY, IIOB’S13aHi 3 IIEBHUM BUOM, III0 Hal4acTilie
acoliThes 3 iHdekiiamu y moguHu. Lli KOHTPOIbHI TOYKY HaBeleHi HUXKYe.

ITpomuzpubxosutifKoHmMpoabHi mouKu, nog’s3aHi i3 negHum sudom S < /R > IKOHMpOAbHI
3acib MoyYKU, He
noe’A3daHi i3
negHuM
sudom*
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 uyyTnuBUY;

R pe3ucTeHTHUY;

O - KOHTPOJIbHI TOYKH, IT[0 He TOB’sI3aHi 3 TIEBHUM BUOOM, SKi OiIbIII0I0 MipOI0 BU3HAYAIUCS
Ha OCHOBI (papMaKOKiHeTHYHOI/(hapMaKoguHaMidHOl iHpopMallil i He 3amexkKaThb Bifi pO3MOTiNy
Ha TEeBHi BUOY 3a MiHiMaIbHOIO iHTiOyI0Y0I0 KOHIIEHTPAINE0, SKi TOCITiIXyBaIy JIUIIe OJIs
MiKpOOpraHi3miB, ojis SKUX He iCHY€E CIenu(pigyHol KOHTPOIbHOI TOUKH;

- OOCIiIXKEeHHS YYTINBOCTI He PEKOMEH/IOBaHi, OCKiTbKY TaHWM BUI HE € METOI0 JTiIKapChKO1
Teparii;

*¥ci Candida glabrata nanexats po I kateropii. MIK npotu Candida glabrata cnig
TJIyMa4UTH K CTiMKY, SKII0 BoHa nepeBuiye 16 mr/in. Kateropis gwytnusux (< 0,001 mr/n)
— [ae 3MOTy YHUKHYTH HENIPaBUJIbHOI Knacudikamil mramis «I» gk mramiB «S». [ -
YyTnuBui, 3a YMOBH MigBUIIEHO] €KCIIO3UIIii: MiKDOOPTaHi3M HalleXXKUTh J0 KaTeropii
«YyTIUBUM 3a YMOBH IigBUIIEHOI €KCIIO3UIIil» y pa3i, KoM iCHye BUCOKA UMOBIPHICTb
TEpPaneBTUYHOI0 YCIiXy, OCKIJIbKY BIIJIUB areHTa 30ibIIyETHCS MIITXOM KOPUTYBAHHS


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

pexXkuMy no3yBaHHS ab0 M0ro KOHIIEHTpAIlil B MicIli iH(eKIIil.
dapmakoKiHemuka.

dapMaKOKiHeTUYHi BlIaCTUBOCTI QIIYKOHA301y € OTIOHUMY IIPU BHYTPIITHLOBEHHOMY i
IIepopabHOMY 3aCTOCYBaHHI.

AGcop0iris

®nykoHa3011 foOpe BCMOKTYEThCS IIPY ITepopaibHOMY 3aCTOCYBaHHi, a piBeHb IIpenapary y
171a3Mi KpoBi i cucTeMHa 0i0foCTyIIHICTh epeBulyoTh 90 % piBHS (HIyKOHA30Iy Y IIa3Mi
KPOBI, 1110 JOCATa€eThCA IIPU BHYTPIIIHBOBEHHOMY BBeLeHHI npenapaty. OgHOYacHe
BXKUMBaAHHA 1Ki He BIUIMBA€ Ha BCMOKTYBaHHS IIperapaTy Ipu M0ro IepopaibHOMY
3acTtocyBaHHi. [1likoBa KOHIIeHTpalid y I1a3Mi KpoBi gocsaraeTtscs yepes 0,5-1,5 roguau
IicNis IpuyoMy IpernapaTy. KoHIleHTpallig IIpenapaTy y IIJla3Mi KpPOBi IPOIOPIiiHa OO0 OO3H.
PiBHOBaxHa KOHIIeHTpalligd Ha piBHI 90 % mocsAraeTbCs Ha OPYTUU OeHb JIIKyBaHHS IIPU
3aCTOCYBaHHI y IepUINY JeHb HaBaHTaXyBaJIbHOL [O3H, 110 BABIYi IePEBUILyE 3BUUAUHY
no0oBY MO3Y.

Posmnopin

006’em po3mopiny npubIu3HO JOPiBHIOE 3arajlbHOMY BMICTY PilMHU B OpraHi3Mi. 3B'sI3yBaHHS
3 Oinkamu mma3Mu KpoBi Hu3eKke (11-12 %).

®nykoHa3011 mobpe IPOHUKAE B YCi MOCHiIXKYyBaHi pimuHu opraHiaMy. PiBeHb GyKOHA307y V
CIIMHI Ta MOKPOTHUHHI € MOAIOHUM [0 KOHIIEHTPAIlil TpernapaTy y Ijla3Mi KpoBi. Y Malli€eHTiB,

XBOpPHUX Ha 'pUOKOBUM MEHIHTIT, piBeHb (QITyKOHA30Jly Y CIMHHOMO3KOBI# pimuHi mocsrae 80

% KOHIIeHTpalil y maa3Mi KpPoBi.

Bucoki KoHIleHTpallil (JIyKOHA3011y y MIKipi, 10 TePEeBUIIYIOTh CHPOBATKOBI, JOCATAIOTLCS Y
porosomy iapi, enigepmici, gepMi Ta 0oTi. ®PJIyKOHA30JI HAKOIIUYYETHCS Y POTOBOMY IIapi.
[Tpu 3acTocyBaHHi 7o3u 50 Mr 1 pa3 Ha mo0y KOHIIeHTpalis GIyKoHa301y mmicnas 12 gHiB
JIIKyBaHHS CTaHOBUIIA /3 MKTI/T, a yepe3 7 [OHIB IIiCJIs 3aBePIIEHH JIiIKYBaHHSA KOHI[eHTpaLlis
BCe Ille cTaHOBUJIA 5,8 MKr/T. IIpu 3acTtocyBaHHi fo3u 150 Mr 1 pa3 Ha TUXKIEeHb
KOHI[eHTpalid (JIyKOHA30Jly Ha 7-U JeHb JIiKyBaHHS CTaHOBUIA 23,4 MKI/T; 4epe3 7 OHIB
IIiCJI9 3aCTOCYBaHHS HACTYIIHOL [O3U KOHIIEHTpAalis BCe Ie cTaHoBuia 7,1 MKI/T.

KonleHTpalia (GiykoHa301y B HIrtax micud 4 MmicsaniB 3actocyBaHHsA 150 mr 1 pa3 Ha
THUXKMEeHb cTaHOBUIIA 4,05 MKT/T y 300poBUX MOOPOBOIBINB Ta 1,8 MKT/T pu 3aXBOPIOBAHHSIX
HIiTTiB; (IyKOHA30/1 BU3HAYaBCS y 3pa3Kax HirTiB yepe3 6 MiCSILiB MiCs 3aBepIIeHHS
Teparril.

BiorpaHcdopmartiis

®nykoHa3051 MeTab0Ti3yeThCS He3HaYHOIO Mipot0. [Ipu BBeieHHi 031, MideHO1
pafgioakTUBHUMU i30Tonamy, nuuie 11 % prykKoHa30/1y eKCKPETYEThCA 3 Ce4el0 Y 3MIHEHOMY
Burnsagi. ®rnykoHason € momipauM inribiTopom izodepmenTis CYP2C9 ta CYP3A4 (muB.
po3min «B3aeMopis 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta iHIIi BUOM B3a€Moiii»). Takox
(bTyKOHA3071 € MOTYKHUM iHTiOiTopoM i3odepmenTy CYP2C19.



BuBeneHHda

[lepion namiBBuBeneHHs (T,,) GIyKoHa305y 3 IIa3Mu KPOBi CTaHOBUTH 61113bK0 30 TOOUH.
Binbilla YacTWHa IpenapaTy BUBOOUTHCS HUpPKaMu, mpudomMy 80 % BBeOeHOI 003U
BUSIBIISIETHCS ¥ CeUi B He3MiHEHOMY cTaHi. KitipeHc GpnyKoHa30/1y MPONOPIiNHUYN 00 KITipeHCY
KpeaTuHiHy. LlupKymnoounx MeTabo0IiTiB He BUSBJIEHO.

Tpusanuu T, npenapaty 3 mj1a3Mu KPOBi fa€ MOXKJIUBICTb pa30BOr0 3aCTOCYBaHHS
IpenapaTy IpU BariHaJIbHOMY KaHAWM031, a TaKOX 3aCTOCyBaHHA IpenapaTy 1 pa3 Ha
TAXKEHb [IPU IHIIUX IT0Ka3aHHAX.

HupKoBa HENOCTaATHICThL

Y namieHTiB i3 HUPKOBOIO HEIOCTATHICTIO TSAKKOTO CTyIleHs (IIBUAKICTh KITyOOYKOBOI
¢impTparnil

< 20 mn/xB) T% 30inpmyethes 3 30 rogu go 98 rogun. Tomy il KaTeropil naiieHTiB
HeoOXifHO 3MeHINTH 103y QrykoHa3omy. ®IykKoHa305 BUAAISAETHCSA IMIJITXOM reMofiani3y Ta
MEHIII00 MIpPOI0 - LIJIIXOM IHTpanepuTOHeabHOTo gianidy. CeaHC reMofianidy TPUBAJIICTIO 3
TOIWHY 3HUXKYE PiBeHb PIYKOHA30y y Ija3Mi KpoBi npubnausuo Ha 50 %.

JlakTauisa

KonnenTpauii ¢pIyKoHa30/1y y II71a3Mi i MaTepUHCHKOMY MOJIOLI BIPOJOBXK 48 rOguH MiCsg IPUHOMY
ofHOpa3oBoi 7o3u 150 Mr ¢hIyKoHa3011y OLiHIOBaNIM ¥ X04i hapMakKOKiHETUYHOI0 JOCTiIKEHHS 3
y4acCTIO IeCSITH XKIiHOK Y Iepiofi nakTaiiii, SKi TUMYacoBO ab0 IMOCTiMHO MPUIIMHUIIN TOyBaTH CBOIX
HEMOBJIAT T'PYAMI0. Y MaTePUHCHKOMY MOJIOL (pITyKOHA30/1 BUSBUIYN Y CepenHill KOHIIeHTpallil
npubnu3Ho 98 % Big Tol, 110 Big3Havany y maa3Mi MaTepi. Yepe3 5,2 TONUHM TTiC/IS IPUMOMY H03H
cepeqnHs IiKOBa KOHILIEHTPAIlisl y MaTepUHCHKOMY MOJIOI cTaHOBuUa 2,61 Mr/n. [lo6oBa mo3a
(byKOHa301y, OTpEMaHa HEMOBIISIM 3 MAaTEPHHCHKOTO MOJIOKA (SIKIIO MPUNHSTHA CEPEIHE
CIIOXKHBaHHS MoJIoKa 3a 150 mi/kr/go0y), po3paxoBaHa Ha OCHOBI CepeiHbOl IIiKOBOI KOHIIEHTpAIlil
Moo, o popiaioe 0,39 Mr/kr/moby, cTaHOBUTD mpuOnu3Ho 40 % Bifg mO3M, pEKOMEHI0BaHOI
HOBOHAPOMXEHUM (BiKOM < 2 THXKHIB), a00 13 % Bif m03u, peKOMEHI0BAaHOI HEMOBJISITAM [IJIsSt
JiKyBaHHST KaHOUO03Y CIIM30BUX 000JIOHOK.

iTn

Hani 3 papmakokineTuky Oynu ouineHi y 113 miTeii mig yac 5 gocnmigKeHb: 2 HOCTiIXKEHHS Pa30BOT0
3aCTOCyBaHHS, 2 [NOCTiIKeHHS 0araTopa3oBOT0 3aCTOCYyBaHHS Ta 1 HOCIigKeHHs HeJOHOIIEeHUX
HOBOHAPOIKEHUX.

[Ticns BBegeHHS 2-8 Mr/Kr GIyKoHa301y AiTIM BikoM Bif 9 micais mo 15 pokis AUC cTaHOBuUTIa
6mu3bko 38 Mxr*rop/mi Ha 1 Mr/kr mo3u. [licaa 6araTopa30Boro 3acToCyBaHHS cepenHiu T2
GbyKoHa3011y i3 mIa3Mu KPoBi BapiroBaBcs Mixk 15 Ta 18 romuHamu; 06’€M PO3MOMiNy CTAHOBUB

880 m/kr. Binmbin TpuBanuit T% 3 ma3Mu KPOBi, 1110 CTAaHOBUB MpuONIU3HO 24 roguHu, 6yB micns
pPa3o0Boro 3acTocyBaHHS (pryKoHa30my. Llel MOKa3HUK € CIiIBCTAaBHUM 3 IIEPiOAOM HalliBBUBEEHHS
(bITyKOHAa3011y 3 IIJ1a3MHU KPOBI IiCJIs pa30BOro 3aCTOCYBaHHSA J03U 3 MI/KI BHYTPIIIHBOBEHHO HiTSAM
BikoM Bif 11 gHiB 7o 11 micamis. O6’eM po3Moniny y NalieHTiB 1iel BiKOBOI IPyIXd CTaHOBUB OJIM3bKO
950 m/kr.

IocBin 3acTocyBaHHS (IyKOHA30Jly HOBOHAPOAXKEHUM 00MeXKYETHCS (hapMaKOKiHETHYHUMU
IoCHimKeHHs MU 12 HeIOHOIIEHUX [IiTel i3 TepMiHOoM recratii mpubausno 28 TuxHiB. CepenHiil Bik



OUTHHY IIPU BBEIEHHI IepIIol 031 cTaHoBUB 24 roguuu (Bim 9 mo 36 roguH); cepenqHs Maca Tina mpu
HapomxeHHi ctaHoBuna 900 r (Big 750 mo 1100 r). s 7 maIieHTiB TPOTOKOJI HOCTiAXKEHHS 0YI10
BUKOHAHO. MakCHMyM 5 BHYTpPIITHbOBEHHUX iH €Ki (DITyKOHA30J1y ¥ 4031 6 MI/KT BBOOWUIN KOXKHI

72 rogunu. CepenHiit T% ctraHoBuB 74 rogunu (44-185) B nepinii meHsb, IOTiM 3MEHIITUBCS 0

53 rogun (30-131) Ha 7-1 gens Ta mo 47 (27-68) Ha 13- gens. AUC (MKr*rom/mi) craHoBuia 271
(173-385) y nepmmii feHs, 36inpmunacs mo 490 (292-734) Ha 7-i geHb, MOTiM 3MeHIIuIacs go 360
(167-566) Ha 13-t genb. O0’eM poamnopiny (Mn/kr) cranoBuB 1183 (1070-1470) y nepinuii oeHs,
36inmbimyBaBcs mo 1184 (510-2130) Ha 7-# meHs Ta go 1328 (1040-1680) Ha 13-i meHb.

[NaieHTH TiTHLOTO BiKY

dapMaKOKiHETUYHE JOCIiAKEeHHS IIPOBOAUIN 3 y4acTi0 22 MallieHTiB (BIKOM Bif 65 pOKiB), sKi
3acTtocoByBanu 50 Mr ¢rnykoHa301y repopanabHo. 10 maImieHTiB 0qHOYAaCHO 3aCTOCOBYBAJIM iyPETUKH.
Cax CTaHOBUNA 1,54 MKT/MJI Ta JocsAranacs nIpoTsaroM 1,3 TOOUHY MicNs 3aCTOCYBaHHSA (DIIyKOHA30My.
Cepepnus AUC cranoBuna 76,4+20,3 mxr*rog/mn. Cepensiii T%2 - 46,2 rogunu. Lli papMakokiHeTHYHI
IIOKa3HUKM € BUIIUMU IIOPIiBHSAHO 3 @aHAJIOTIYHUMU y 3[0POBUX JOOPOBOJIBIIIB MOJIOALIOTO BiKY.
OpHOoYacHe 3aCTOCYBaHHS AlypeTUKIB He Majio 3HayHOro BmiuBy Ha C,,, Ta AUC. TakoX KJlipeHC
KpeaTHHiHYy (74 MI/XB), BifCOTOK (PJIyKOHA30JIy, 1110 eKCKPEeTYBaBCs i3 Ceuero y He3MiHeHOMY BUTTIAAL
(0-24 ropuuu, 22 %), Ta HUPKOBUY KiipeHC dhaykoHa3oimy (0,124 mMi/xB/KT) y MallieHTiB faHOl BiKOBOI
rpynu Oynu HUXKYKMMHU, HiXK aHaJIOTi4Hi TOKa3HUKHU Y MOJIOAIINX JOOPOBOIBLIB. ToMy 3MiHU
(hapMakKOKiHETHKY y Malli€eHTIiB JIiITHHOT'O BiKY 0YEBUAHO 3ajieXKaTh Bi TapaMeTpiB QPYHKIIil HUPOK.

KriniyHi xapaKTepHCTHKH.
Iloka3aHHsA.

Oudna3zon® moxkaszaHUM 15 JTiKyBaHHS TaKuUX IPUOKOBUX iH(DEKIiN y JOPOCIUX (OUB. PO3Mi
«®apMaKoOuHaMiKa»):

- KPUIITOKOKOBUM MEHIHTIT (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);
- KOKIMIioimo3 (ouB. po3min «Oco6MMBOCTi 3aCTOCYBaHHSI »);
- iHBA3UBHI KaHOUOO3Y;

- KaHOUJO03M CIU30BUX 000JIOHOK, BKJII0OUAI0YM KaHOWA03 POTOTJIOTKY Ta KaHAUA03 CTPABOXOLY,
KaHOUOYPist, XpOHIYHKUY KAHOUOO03 LIKIpH i CTU30BUX 000JIOHOK;

- XpOHIYHUY aTPo(iuHNM KaHAUI03 POTOBOI MOPOXKHUHY (KaHAUL03, CIPUYNHEHNN BUKOPUCTAHHIM
3yOHUX NPOTE3iB) Ipu HeeeKTUBHOCTI TirieHN POTOBOI MOPOKHUHU ab0 MiClleBOl Teparii;

- BariHaJbHUM KaHOUO03, TOCTPUM UM PEILMOYWBHUM, KOIM MiCIleBa Tepallisi He € AOIiIbHOIO;
- KaHOUOO3HUY 0allaHiT, KOIU MiclieBa Tepallis He € HOLINTbHOIO;

- IepMaTOMiKO3H, BKJII0Yal0u¥ MiK03 CTOI, MiK03 TJIafleHbKOI IIKipH, TTaX0BUN OepPMaTOMIKO3,
pisHOOapBHUY NHIIAM Ta KaHOUOO3HI iH(peKIil mKipy, KoMK IT0Ka3aHO 3aCTOCOBYBATH CUCTEMHY
Tepariio;

- mepMaTO(iTHUI OHIXOMiKO03, KOJIM 3aCTOCYBaHHS iHIIKX JIIKAPCHKUX 3aC00iB HE € JOLITbHUM.



[TpodinakTKa TaKUX 3aXBOPIOBaHb y JOPOCIUX:
- PeLUOUB KPUIITOKOKOBOTO MEHIHTITY y MAI[i€HTIB 3 BUCOKUM PU3UKOM HOT0 PO3BUTKY;

- peluauB KaHAUI03Y POTOTIOTKY ab0 CTPaBOXOoAy y malieHTiB 3 BIJI 3 BUCOKMM PU3UKOM HOT0
PO3BUTKY;

- 3HUKEHHS YaCTOTH PeIUANBIB BariHanbHOT0 KaHAUI03y (4 abo Ginble BUMAMKIB Ha PiK);

- mpodinakTvKa KaHOUOO3HUX iH(EKIIiN y Mal[ieHTiB i3 TPHUBaIOI HEUTPOIIEHi€l0 (HalpUKIaf,
TIAIliEHTIB 3i 37I0KiCHUMU 3aXBOPIOBAHHSIMU KPOBI, SIKi OTPUMYIOTh XiMioTepariio abo nalieHTiB npu
TPaHCIJIaHTallil TeMOMIOeTUYHUX CTOBOYPOBUX KIiTHH) (OUB. po3in «®apMaKoIoTiyHi BIaCTUBOCTI.
dapmakoguHaMiKa»).

JZ[I/I(bJIa30H® MMOKa3aHUM OiTIM OJIs JIiIKyBaHHSA KaHAUI03iB CIM30BUX 000JIOHOK (KaHAU03 POTOTTIOTKH,
KaHIUI03 CTPABOXOMY), iHBA3UBHUX KaHAWI03iB, KPUIITOKOKOBOT'O MEHIHTITY Ta AJIsi MPodiTlaKTUKU
KaHOUOO3HUX iHQEKIN y IalieHTiB 31 3HUKEeHUM iMyHiTeToM. [IpenapaT MokKHa 3aCTOCOBYBATHU SIK
MigTPUMYyBaJIbHY Tepallito AJid MOoNepeaXXeHHs PeluaUBy KPUIITOKOKOBOTO MEHIHTITY y OiTel 3
BHCOKMM PU3UKOM HOTO PO3BUTKY (OUB. po37in «OcoOIMBOCTI 3aCTOCYBaHHSI»).

3aCcTOCOBYBATH JIiKapChKUi 3acib y ¢popMi Karcyn maHii KaTeropii maiieHTiB MOXXHA TOfi, KOJIU OiTH
3maTHi 6e3mevYHO MPOKOBTHYTH KAIICYIly, 110 3a3BHYall € MOXKJIMBUM Y Billi Bif 5 POKiB.

Tepamio npenapatoM Judna30H” MOXHA PO3NOYMHATH [0 OTPUMAHHS Pe3yIbTaTiB KyIbTyPalIbHAX
Ta iHIIMX 1a00paTOPHUX JOCIIiIKEeHb; OHAK ITiC/Isi OTPUMAHHS pe3ybTaTiB aHTHOAKTepialbHY
Tepariio CJIifi CKOPUT'YBaTH BifIIOBIAHUM YUHOM.

IIpomunoka3aHHs.

- l'imepuyTnuBicTh K0 GIyKOHA301Ty, iHIIKUX a30IbHUX CIONIYK ab0 [0 OyOb-SKOI 3 JOIIOMIiXKHUX
PEYOBUH IIpeTnapary.

- OgHOYacHe 3acToCcyBaHHS (HITyKOHA30/Iy Ta TeppeHaguHy Nali€HTaM, SKi 3aCTOCOBYIOTh
bnykoHa3o 6araTopa3oBo y mo3ax 400 mr/mo0y Ta Buille (3rimHO 3 pe3ybTaTaMy JOCTiIXKEHHS
B3aeMofil 6araTopa3oBoOro 3aCTOCYBaHHS).

- OpHOYacHe 3aCTOCYBaHHS (QIYKOHA30JTy Ta iHIIMX JTiKapChKUX 3aC006iB, IO TOIOBKYIOThH iHTEpBA
QT ta meTabomizyoTbcs 3a gonoMoroio hepmenty CYP3A4 (Hanpukiap 1U3anpuay, acTeMizony,
niMO3Uy, XiHiIUHY Ta epUTPOMILIMHY) (AuUB. po3ainu «Ocob6nMuBOCTI 3aCcTOCyBaHHSA» Ta «B3aemopmis 3
iHITMMY NTiKapCbKUMM 3aco0aMu Ta iHII BUOM B3AEMOIiit»).

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

IIpomunoka3aHe cymicHe 3aCmocyB8aHHs (GAYKOHA304Y MAd HUNXCYe3ad3HAYeHUX AiKapcbKux 3acobis

Iusanpud: mMOBimOMJISIIM TIPO PO3BUTOK NMOGIYHMX peakiiiii 3 60Ky ceplisd, Y TOMY YUCII PO
[IapOKCU3MaJIbHY LUIYHOUYKOBY TaxiKaphiio TUIY «IIipyeT» y Ialli€HTiB, Ki ODHOYACHO 3aCTOCOBYBAJIU
bnykoHa301 Ta nu3anpun. KoHTponboBaHe JOCTIgXKEHHS IPOOEeMOHCTPYBAJIO, [0 ONHOYaCHe
3actocyBaHHS 200 Mr drykoHazony 1 pa3 Ha moby Ta 20 Mr nusanpuny 4 pa3u Ha f00y ITPU3BOIUIIO



[0 3HAYHOTO MiIBUIIEHHS PiBHS IIU3ANMPUIY V IJIa3Mi KPOBi Ta [0 momoBxkeHHs iHTepBany QT.
OmHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jy Ta HU3AIPHUAY IPOTUIIOKa3aHe (IUB. PO3Mis
«[IpomunokasavHs»).

TepeHaOuH: Yepe3 BUMAIKU PO3BUTKY TAKKUX CEPLEBUX apUTMil, CHPUYNHEHNX IOJ0BXKEHHAM
inTepBany QTc, y malfieHTiB, ki 3aCTOCOBYIOTh a30/IbHI MIPOTUTPUOKOBI JTikapCchKi 3ac00M 0OHOYACHO
3 TepheHaguHOM, OyNu MPOBEeH] MOCTiIKeHH B3a€MO/Iil IIUX IIperaparTiB. Y X0fi 0qHOTO
IOCTiIKEeHHS IIPU 3aCTOCYBaHHi ¢nyKoHa3ony y no3i 200 Mr Ha o6y He Oys10 BUSIBIIEHO ITONOBXKEHHS
inTepsany QTc. [HIle gocnmigKeHHS IPH 3aCTOCyBaHHi (hIyKoHa3omy y go3ax 400 mr ta 800 Mr Ha
no6y MpoIeMOHCTPYBAJIO, 10 3aCTOCYBaHHS (UIyKoHa301y y mo3ax 400 Mr Ha mo0y abo BuIlle 3HAYHO
IiABUINY€E PiBeHb TeppeHafuHy y IJla3Mi KpOBi IPU OOHOYACHOMY 3aCTOCYBaHHI WX IpeaparTis.
CywmicHe 3acTocyBaHHS (HTyKoHa301y y go3ax 400 mr a6o Buile 3 TepdheHagUHOM IIPOTUIIOKA3aHe
(ouB. po3min «[Ipomunoka3aHHs»). [Ipu 3acTocyBaHHi QpyKoHa305y y mo3ax Huxk4e 400 Mr Ha go0y
OJHOYaCHO 3 TepheHagUHOM CIIifl IPOBOAUTHU PEeTeNIbHIUY MOHITOPUHT CTaHy Ialli€HTa.

Acmemi30: CyMiCHe 3aCTOCYBaHHS (PIIyKOHA30JIy Ta aCTeMi30/Iy MOXKe 3MEHIIUTHU KIIipeHC
acteMmizony. CupuuynHeHe UM IiABUINIEHHS KOHI[EHTPAIlil acTeMi30/Ty y I1a3Mi KpoBi MoxKe
IPU3BECTH [0 Oof0BXKeHH iHTepBany QT Ta y pigKiCHUX BUIagKax - IO IapOKCU3MaJIbHOL
IIJTyHOYKOBOI Taxikappil Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHS (IYKOHA30Jly Ta aCTEMi30Iy
IPOTHUIIOKa3aHe (OuB. po3min «IIpoTUIIOKa3aHHSI»).

ITimo3ud ma xiHiOuH: CyMiCHe 3aCTOCYyBaHHS (PIIyKOHA30/1y Ta mimMo3ugy abo XiHiguHYy MoXKe
IPU3BONUTH [I0 IPUTHIUEHHS MeTaboi3My miMo3uny abo XiHifWHYy, X04a BiAIOBIGHUX OOCIigXKEHb in
vitro Ta in vivo He poBoauiu. ITifBUIIIEeHHS KOHIIEHTpalii miMo3uay ado XiHiguHy y m1a3Mi KpoBi
MOXKe CIIpUYMHSATU NogoBXKeHHs iHTepBany QT Ta y pigKiCHUX BUNagKax MPU3BOAUTHU OO PO3BUTKY
IIapOKCH3MaJIbHOI IIJTYHOYKOBOI TaxiKapfii Tumy «mipyeT». OgHOYacHe 3aCTOCYyBaHHSA (PIIyKOHa30JTy
Ta miMo3uny abo XiHifuHYy MpoTUIOKa3aHe (OUB. po3min «[IpoTUTIOKA3aHHS»).

EpumpoMiyuH: omHOYaCHE 3aCTOCYBaHHSI EPUTPOMILIMHY Ta (GITYKOHA30J1y MOTEHIIINHO MOXKe
IIPU3BOOUTHU [0 MigBULIEHHS PU3UKY PO3BUTKY KapAiOTOKCUUYHOCTI (mogoBxkeHHs iHTepBany QT,
IapoKcHU3MalibHa IITYHOYKOBa TaxikKaphis TUIY «IIipyeT») Ta, K HACIigOK, [0 PalTOBOTO JIETAIbHOTO
HaCJigKy. 3acTocyBaHHS KoMOiHallii JaHWUX JTiKapChbKUX 3ac00iB MPOTUIIOKA3aHe (OUB. PO3Mis
«IIpoTUNIOKa3aHHS»).

He QQKO.MQH@)ZGmbCﬂ 00HOYdCHe 3dCMOCYBAHHA gbﬂ)ZKOHCBO/l)Z ma Huxc4e3d3Ha4yeHux ﬂiKGQCbKUX

3acobis

I'anoppanmpuH: GryKoHa30JI MOXKeE CIPUUUHUTY IMiABUIIEHHS KOHIIEHTPAllil ranodaHTpuHy y mia3Mmi
KpOBi 3a paxyHOK npurHiuenHs CYP3A4. OpHo4yacHe 3aCTOCYBaHHS LIKX JIiIKAPCHKUX 3ac00iB
IIOTEHI[INHO MOXKe IIPU3BOAUTH [I0 iABUIIEHHS PU3UKY PO3BUTKY KapAiOTOKCHYHOCTI (IIOOOBXKEHHS
inTepBany QT, napokcu3MasbHa MUIYHOYKOBA Taxikaphis TUIY «IipyeT») Ta, K HaCJigoK, 0O
PaITOBOTO JIeTAIBHOT0 HACTiAKY. CIlig YHUKATH 3aCTOCyBaHHS KOoMOiHallii JaHUX JTiKapChKUX 3aco0iB
(muB. po3min «OcoBIUBOCTI 3aCTOCYBaHHS»).

CyMicHe 3acmocy8aHHs (GAYKOHA304Y MA HUMCYe3ad3HAYeHUX AiKapcbkux 3acobis saumazae

obepescHocmi

AMio0apoH: ogHOYaCHE 3aCTOCYBaHHS (IIYKOHA30Iy 3 aMioJapoHOM MOXKe ITPU3BECTH [0
nmomoBxkeHHs iHTepBany QT. ®nykoHa30: ciif 3 00epeXHICTIO 3aCTOCOBYBAaTH Pa30M 3 aMioflapoHOM,
0c06IMBO y pasi mpu3HayeHHs BUCOKOI 7o3u diykoHasony (800 mr).

CymicHe 3acmocyeaHHs GayKOHA304y Ma HUHCYE3d3HAYeHUX AiKAPCbKUX 3acobie sumazae




obepedicHOCMi Ma Kopu2y8aHHs 003U

- Bnaue iHwux aikapcvkux 3acobie Ha (payKOHA301

HocmimKeHHS B3aEMO/Iii TPOIEMOHCTPYBAJIH, III0 OMHOYACHE BXKUBAHHS 1Ki, IMMETUANHY, aHTALUOIB
abo moparbllie ONPOMiHEHHS YChOTO Tijla A7 Iepecagku KiCTKOBOTO MO3KY He Ma€ KJTiHIiYHO
3HAQYYIIOT0 BIUIMBY Ha abcopOiIrito (GIyKOHA30/1y MpU HOT0 ITepopalbHOMY 3aCTOCYBaHHi.

PugamniyuH: ogHOYaCHE 3aCTOCYBaHHS (IYKOHA30Iy Ta pudaMIiluHy NPU3BOAUIO 00 3HUXKEHHS
AUC Ha 25 % Ta ckopouyBaino T2 ¢imykorHasony Ha 20 %. ToMy Ais mallieHTiB, SKi 3aCTOCOBYIOTD
pudaMIinuH, CIif po3TNISHYTH OOLIbHICTE HiABUILIEHHS 03U (PIyKOHA30ITy.

I'iopoxsopomia3ud: y mocmigxenHi papMakoKiHeTHIHOI B3a€MOii oqHOUacHEe GaraToKpaTHe
3aCTOCYBaHHS TiIpOXI0pOTia3uay 300POBUM NOOPOBOMIBISAM, SIKi OTpHMYyBasu (HIyKoHAa301,
IiABHUINYBAJIO KOHI[EHTpAIliio (pIyKoHa305y v mia3Mi Kposi Ha 40 %. Taki mapaMeTpu B3aEMOfil He
BMMaraloTh 3MiH Y peXHMi 03yBaHHS (IYKOHA30JTy [JIS MAIli€HTiB, SKi OQHOYACHO OTPUMYIOTh
CeyYoriHHi 3aco0mu.

- Bnaus 8 ¢paykoHa3ony Ha iHWi aikapcvki 3acobu

®nykoHa3on € noMmipauM iHriditopom izodpepmenty 2C9 uutoxpomy P450 (CYP) Ta CYP3A4. Takox
bnykoHas3on € motyxkuHuUM iHribiTopom CYP2C19. OKpiM criocTepeRyBaHUX/ HOKYMEHTAJIBHO
MigTBepPAXKEeHUX B3a€EMOfiM, ONMMCAaHUX HUXKYe, IIPU OMHOYAaCHOMY 3aCTOCYBaHHI 3 (IyKOHA30JI0M
icHye puU3UK MigBUINEHHS Y MJIa3Mi KpPOBi KOHIIEHTPAIliM iHIKMX CIIONYK, 10 MeTaboi3yioTscst CYP2C9
ta CYP3A4. ToMmy 3acToCcOByBaTH Taki KoMOiHallil mpemnaparis ciiif 3 00epeXKHICTIO; IPHU I[bOMY
HeoOXiIHO peTeIbHO CIIOCTePiraT 3a CTAHOM ITallieHTiB. [IpurHivyBanbHa fig GIyKoHa307Ty Ha
bepMeHTH 30€epiraeThcs NpoTAroM 4-5 mib micys Horo 3aCTOCYBaHHS Y 3B’I3Ky 3 MOT0 TPUBAJIUM
IepiofoM HalliBBUBEOEHHS.

Ab6pouuTuHi6

®nykonason (iuribéirop CYP2C19, 2C9, 3A4) nigBuiiryBaB eKCII03UIIil0 aKTUBHOI YaCTUHU
abpouutunidy Ha 155%. [Tpu ogHOYACHOMY 3aCTOCYBaHHI 3 (JIyKOHA30JIOM CJIiJl BiTKOPUT'YBATH 03y
a0bponuTHHIOY3TiIHO 3 IHCTPYKIIi€I0 00 3aCTOCYBAHHS a0pOLUTHHIOY.

Ab(hbeHmawia: mig 4ac 0OGHOYACHOTO 3aCTOCYBaHHS anbheHTaHiny y mo3i 20 MKT/KT Ta (pIyKOHA30JTy
y mo3i 400 Mr 3mopoBUM J0GPOBOJIBIIM CIIOCTEpiramocs: gBokpaTHe 30inbimenuss AUC,,, MOXKIIHBO,
yepe3 inridyBanasa CYP3A4. Moxe OyTu HeoOXigHUM KOPUTYBaHHS 03U anbdeHTaHiny.

Amimpunmusin, HopmpunmuJiH: GpJIYKOHA30J IIOCUJIIOE if0 aMIiTPUNTUIIIHY Ta HOPTPUNTUIIIHY .
PexoMeHOy€eThCSI BUMIPIOBATH KOHIIEHTpAllil 5-HOPTPUNTUIIHY Ta/ab0 S-aMiTPpUNTHIIIHY Ha TOYaTKY
KoMOiHOBaHOI Teparii Ta yepe3 1 TuxkOeHb. Y pa3i HeoOXiTHOCTI CITif BiTKOPUTYBATH 03y
aMITPUIITUTIHY/HOPTPUIITUIIIHY .

AmpomepuuuH B: ogHOYACHE 3aCTOCYBaHHS (PIIyKOHaA30/1y Ta ampoTepuuuHy B indikoBaHUM
MHUIIIaM i3 HOPMaJIbHUAM IMyHITETOM Ta iH(piKOBAaHMM MUILIAM 3i 3HUXKEHUM IMyHITETOM
IIPH3BEJIO 10 TAKUX PE3y/IbTaTiB: HEBENIUKUM aqUTUBHUN MPOTUTPUOKOBUY e(DEKT MPH
cucteMHil iHpexknil C. albicans, BiACyTHICTh B3a€EMOIil TP BHYTPIIIHbOYEPETHIN iHDEKIIi1
Cryptococcus neoformans Ta aHTaroOHi3M [IBOX IIpellapaTiB Ipu CUCTEMHIiN iHDeKIIil
Aspergillus fumigatus. KniniyHe 3HaueHHS Pe3yIbTaTiB, OTPUMAHUX Y XO[i [UX JOCTiIXKEHB,
HeBiOMe.



AHmMukoaz2yaaHmMu: SIK i Ipu 3aCTOCYBaHHI iHINX a30/IbHUX IPOTUTPHUOKOBUX 3ac00iB, Ipu
OJHOYACHOMY 3aCTOCYyBaHHI (IyKOHA30Jly Ta Bap(papuHy MOBIJOMIISIIIU IPO BUIAOKU PO3BUTKY
KPOBOTEY (reMaToM, HOCOBOL KPOBOTEUi, MIYHKOBO-KUIIKOBUX KPOBOTEY, FreMaTypil Ta MEJeHHU) y
TIOEHAHHI 3 TOOBXKEHHSAM ITPOTPOMOiIHOBOTO Yacy. [Ipu ogHOYacHOMY 3aCTOCyBaHHI (PIyKoHA30Iy
Ta BapbapuHy CrocTepiraaocs: JBOKpaTHe MigBUIIEHHS MPOTPOMOiHOBOT0 Yacy, iMOBIpHO, BHACIIIOK
npurHideHHs MeTabosiaMy Baphapuny dyepe3 CYP2C9. Crig peTenbHO KOHTPOTIOBATH
IPOTPOMOIHOBYY YacC y MAalli€HTIB, SKi OMHOYACHO 3aCTOCOBYIOTh KyMapHHOBI aHTUKOATyNIIHTUA. Moxke
OyTu HeoOXiHOI0 KOPEKIisl 03U aHTUKOATYJISHTY.

BbeH3o0iaseniHu Kopomkoi 0ii, Hanpukaad mMida3osam, mpual3onam: Tpu3HauyeHHs PIYKOHa30/Iy
IiCJIs TIepopPaIbHOT0 3aCTOCYBaHHS Miga3ojaMy MPU3BOAUIIO OO0 3HAYHOTO IMigBUIIEHHS KOHIIEHTpAIlil
Miga3ojaMy Ta 4O MOCUIEHHS IICUXOMOTOPHUX edekTiB. OfHOYacCHe 3aCTOCYBaHHS (PIIyKOHA30Iy y
no3i 200 Mr Ta MifgasoynaMy y mosi 7,5 Mr mepopaibHO Ipu3Boausio o nigsuineHHsa AUC Ta mepiony
HaliBBUBeMeHHA V 3,7 Ta 2,2 pa3a BiAmoBigHO. 3acTocyBaHHS PrykKoHa30my y mo3i 200 Mr/moby Ta
0,25 Mr Tpuazonamy nepopanbHO Mpu3Boauo ao migsuienHs AUC Ta nepiongy HamniBBuBeOeHHS v 4,4
Ta 2,3 pa3a BignoBigHO. [Ipu ogHOYACHOMY 3aCTOCYyBaHHi (JTyKOHA30Ily Ta TpHUa3ojIaMy
CIIOCTepiranocs MOTEHIIiIOBaHHS Ta IPOJIOHTallis e(peKTiB Tprua3onamy.

AKI10 malieHTy, IKAM MTPOXOOUTh KyPC JiKyBaHHS (PIIyKOHA30JI0M, CJIii OQHOYACHO MPU3HAYUTH
Tepariio 6eH30ia3eniHaMu, 703y OCTAHHIX CJTifl 3MEHIIUTH Ta BCTAHOBUTH HaJIeXKHUM HaTJISAL 3a
CTAaHOM IIallieHTa.

Kapbama3zeniu: pmyKoHa301 npurHiuye Mmetabos1i3aM KapOaMa3zelliny Ta CIPUYUHSIE MigBUIIIEHHS
piBHS Kap6aMaseniny B cupoBaTiii KpoBi Ha 30 %. IcHye pu3uK pPO3BUTKY IIPOSIBiB TOKCUYHOCTI 3 GOKY
kKap6aMaseniny. Moxe OyTy HeoOXiIHUM KOPUTYBaHHS 103U KapbaMaseniHy 3aekKHO Bifl piBHS #0r0
KOHIIEHTpAIlil Ta il mpemapary.

Bokamopu Kasavuiesux kaHaig: OesiKi aHTarOHICTH Kalbllifo (HidheoumiH, icpaaultis,
amonuiin Ta penogumnin) MetabomnisyioTecs hepmernToM CYP3A4. OyKoHa30I1 MOTEHIINHO
MOXKe IiABHUINYBAaTH CUCTEMHY eKCIT03HIIit0 07I0KaTOPiB KaIbIli€eBUX KaHAJIiB.
PeKoMeHIOBaHW peTeNbHUN MOHITOPUHT PO3BUTKY MOOIYHUX pPeakKIliil.

Llenekokcub: mpu OMHOYACHOMY 3aCTOCyBaHHi (ykoHa3ony (200 mr Ha go0y) Ta 1enekokcudy (200
mr) C,.. Ta AUC nenekokcuOy migBuimyBanucs Ha 68 % Ta 134 % BigmoBigHo. ITpu ogHOYACHOMY
3aCTOCyBaHHI LleIeKOKCuOy Ta QrryKoHa30y MoxKe OyTH HeOOXigHUM 3MeHIIeHHS 03U eJIeKOKCHOy
BMIBiUi.

Luxkaogpocpamio: ogHOYaCHe 3aCTOCyBaHHS IuKIodochaminy Ta GIyKoHA30/Iy IPU3BOAUTH [0
nigBUIIEeHHS PiBHSA OinipyOiHy Ta KpeaTHHIHY B cupoBaTii KpoBi. Lli mpenapaTu MoXHa
3aCTOCOBYBAaTH OMHOYACHO, 3BaXKaloyy Ha PU3UK IigBUIIEHHS KOHIeHTpalil 6inipybiny Ta
KpeaTUHIHY B CHPOBATILi KPOBI.

®eHmaHia: TOBIIOMIISNIY NIPO OOWH JeTaJIbHUM BUIIaNOK IHTOKCHKAlil (PeHTaHiJIOM BHACIILOK
MOXKJIMBOI B3aeMofil peHTaHimy Ta PrnykoHazomy. [1o TOT0 X, y HOCTigXKeEHH] 3 y4acTio 12 3M0poBux
noOpoBOIIBLIiB OYJI0 ITPOAEMOHCTPOBAHO, 110 (PIYKOHA30JI 3HAYHO YIIOBiIbHIOBAB eJIliMiHallio
denTaniny. [ligBuieHHS KOHLEHTPaIlil GeHTaHiTy MOXKe IIPU3BECTU [0 IPUTHIUEHHS AUXaHHS, TOMY
CJIi peTeIbHO KOHTPOJIIOBATH CTaH MallieHTa. Moxe 6yTyu He0OXiIHOI KOPEKIIisa no3u heHTaHiny.

IH2ibimopu I'MTI-KoA-pedykma3su. CymicHe 3acTocyBaHHS (yKoHa30:y Ta inribiTopis 'MI-KoA-

penykTasH, 1o Metabomnizyorecss CYP3A4, Taki Ik aTopBaCTaTHH Ta CUMBACTaTHH, a00 iHTibiTOpiB
I'MTI'-KoA-penykTa3sy, 1o Metabonisyiotscs CYP2C9, Takuit siK ¢yBacTaTuH (3HUKY€E MeTabomi3aM
CTaTHHY B MIeYiHIli), MigBUIIY€e PU3UK PO3BUTKY (H0303asieXKHICTh) MionaTii Ta pabmomionizy. V pasi



HeoOXigHOCTi OMTHOYACHOT'0 3aCTOCYBAHHS LIMX IIPEeIapaTiB CIli PeTeJIbHO CIIOCTEPIraTH 3a MallieHTOM
11010 BUHUKHEHHSI CUMIITOMIB MiomaTil Ta pabnomiosni3y i TpoBOJUTH MOHITOPUHT PiBHS
KpeaTHHKiHa3U. Y BUNAJAKy 3HAYHOTO IMiABUIIEHHS PiBHS KpeaTUHKia31, a TAKOXK IIPU AiarHOCTyBaHHI
abo migo3pi Ha MmiomaTito/pabmoMioni3 3acTocyBaHHs iHTiOiTOpiB 'MI'-KOA-pemyKTasu ciif
IPUIUHUTH. M0oXKIKUBO, Oyne moTpiOHe 3HUKEHHS f03H iHribiTopiB 'MI-KoA-penykTa3u BigmoBifHO
no indopmaliil om0 3aCTOCYBaHHS CTaTUHIB.

I6pymur-ii6. [TomipHi inri6iTopu CYP3A4, Taki K ¢hiIyKoHa3071, MigBUIIYIOTh KOHIIEHTPAIIil0
i6pyTHHiOy y m1a3Mi KpoBi Ta MOXKYTb 30ibIIATH PU3UK TOKCUYHOCTI. AKII0 Takoi KombiHalii He
MOXKHAa YHUKHYTH, CJIif] 3MEHUIUTH 003y i0pyTunidy mo 280 mr 1 pa3 Ha 0oy (2 Karcymiu) Ha mepiof
3acToCyBaHHS iHTibiTOpa Ta 3a0e3meunT NTUILHUN KITiHIYHUN KOHTPOIIb.

Isakagpmop (okpemo abo 8 noeOHAHHI 3 npenapamamu moz0 camo20 mepanesmuyHo20
Kaacy). CymyTHe 3aCTOCYBaHHS 3 iBaKa(TOPOM, MMiICHUII0BAYEM MYKOBICIHIO3HOTO
TPaHCMEeMOPaHHOTO PETYJISITOPa IPOBIHOCTI, MiABUILYE €KCII03UIlil0 iBakadTOpy B 3 pa3y, a
rippokcumeTtumniBakadropy (M1) - y 1,9 pasu. HeobxigHo 3mMeHmuTH 003y iBakadgTopy (0Kpemo abo B
koMOiHartii) 3rigHo 3 iHpopMarieo 1m0 3acTocyBaHHs iBakadpTopy (0Kpemo abo B KoMmbiHaIril).

Osnanapu6:Tlomipsi inri6itopu CYP3A4, Taki fK (GayKoHa3071, 36iMbIIyIOT I71a3MOBi KOHIIEHTPAIlii
ornanapu0y; iX oHOYacHe 3aCTOCYBaHHS He PEKOMEHAYEThCS. AKI0 Takol KoMOiHaIlil He MOXKHa
YHUKHYTH, IPUHOM oJlannapu0y o0MexyooTh go3amu 200 Mr 2 pa3u Ha mo0y.

ImyHocynpecopu (Hanpukaad LUKAOCNOPUH, e8epoaiMyc, CUPOAIMYC i MaKpoaimyc)

IukaocnopuH: GIyKOHA30J 3HAYHO MifBuInye KoHIeHTpalio Ta AUC nuknocnopuny. [Ipu
OJHOYaCHOMY 3aCTOCYyBaHHi ¢iyKoHa3o1my y 1o3i 200 Mr/go0y Ta IUKJIOCIIOPUHY Y 003i 2,7
Mr/Kr/mo0y cnoctepiranocs 36inbuienHs AUC nuknocnopuny y 1,8 pasa. Lli mpemapaTu MoxXHa
3aCTOCOBYBATH OOHOYACHO 3a YMOBH 3MEHIIIEHHS 103U LIUKJIOCIIOPUHY 3aJIe3KHO Bifl 0T0
KOHIIEHTpaIlil.

Egeposimyc: x04a OOCigXKeHb in Vitro Ta in vivo He IPOBOAUNY, (DITyKOHA30JI MOXKE MiABUIITYBaTH
KOHIIEHTpALlil0 eBepOJIiMyCy B CUPOBaTLi KpOBi yepes npurniyenHs CYP3A4.

Cuposimyc: GbIyKOHA30I MigBUIIY€E KOHIIEHTPAlli0 CUPOIIMYCY y II1a3Mi KPOBi, iMOBIpHO, IIISIXOM
npurHiyeHHs Metabosniamy cuposimycy dbepmentom CYP3A4 ta P-rmikonporeinoM. Li mpemapartu
MOXKHa 3aCTOCOBYBaTU OOHOYACHO 3a YMOBY KOPUT'YBaHHS JO3U CHPOJIIMYCY 3a71€KHO Bifl PiBHSI
KOHIIeHTPaIllil Ta e(eKTiB Impemapary.

Taxposimyc: GIyKOHA30/I MOXKe MiABUIINYBATH KOHIIEHTPAIlil TaKPOJIiMyCy B CHPOBATIIi KPOBi 10 5
pasiB Ipu #oro nepopasbHOMY 3aCTOCYBaHHI Yepe3 NMPUTrHiueHHS MeTab01i3My TaKpomiMycy
dbepmenTom CYP3A4 y kuineyHuKy. [Ipyu BHyTPIIIHLOBEHHOMY 3aCTOCYBaHHI TaKpOIiMyCy He
CIIOCTEpIranocs 3HaYHUX 3MiH (papMakKoKiHeTUKU. [lifBuIleH] piBHI TAaKPOJIIiMyCy aCOIiI0I0TECS 3
He(pPOTOKCUYHICTIO. [103y TaKPOJIiMyCy AJISI IEPOPAIbHOT0 3aCTOCYBAHHS CIIiJ 3HUKYBATH 3aJIe3KHO
BiJl KOHIIEHTpAIlil TAaKPOJIIMyCYy.

Jlozapman: pryKoHA30/1 IPUTHIYYE MeTa00JIi3M J103apTaHy [0 HOTr0 aKTUBHOTO MeTabOoJIiTy
(E-31 74), 1o 3yMOBIIIO€ GinbIlly YaCTUHY aHTArOHI3MY 10 PellenTopiB aHrioTeH3uny II mig gac
3aCTOCYBaHHS JI03apTaHy. PeKoMeHg0BaHO 3[iMCHIOBATH IIOCTIMHUY MOHITOPHUHT apTepiaJbHOro
TUCKY Yy NAlll€HTIB.

JIypa3udoH. TomipHi inribitopu CYP3A4, Taki sk GIyKoHa30J, MOXKYTh MifIBUIIYBATH KOHIIEHTPAIIi0
JTypa3ufoHy B Ia3Mi. AKI0 HEMOXKINBO YHUKHYTHA OOGHOYACHOTO 3aCTOCYBaHHS, CIifl 3MEHIIUTH



03y Nypa3uioHy, siK 3a3HAYEHO B iH(popMaIiii o0 3aCTOCyBaHHS IyPa3ugoHy.

MemadoH: ¢pnyKoHa30J1 MOXKe MifBUINyBaTH KOHIIEHTPALlil0 METalOHY Y CUPOBaTLi KpoBi. [Tpu
OJHOYAaCHOMY 3aCTOCYBaHHi MeTafloHy Ta (IyKOHA30/ly Moxke 0yTH HeoOXifHMM KOPUTYBaHHS 03U
METafoHy.

HecmepoidHi npomu3anaavHi npenapamu (HIT3I1): npu 0gHOYACHOMY 3aCTOCYBaHHi 3 (GIIyKOHA30JI0M
C,.x Ta AUC ¢dnyp6inpodeny migBuiryBanucs Ha 23 % Ta 81 % BigmoBigHO MOPIBHSIHO 3 BiAMOBIHHUMU
IIOKa3HMKaMH NIPU 3aCTOCYBaHHI Tinbku (rypbinpodery. AHaNIOTiYHO IPU OOGHOYACHOMY
3aCTOCYBaHHi (yKoHa305y 3 paueMiyauM ibympodenom (400 mr) C,., Ta AUC papmakooriauo
aKTHBHOTrO i3oMepy S-( )-ibynpodeny migBuiryBanucs Ha 15 % Ta 82 % BiAmoBigHO MOPIBHSHO 3
TAKMMHU ITOKa3HUKaMU IIPU 3aCTOCYBaHHI TiJIbKYM palleMidHoro i0ympodeHy.

Xoya crelianbHUX OOCTiAXKEeHb He IPOBOAUIH, (GIyKOHA30JI IOTEHLIMHO 30aTHUY MMiIBUITYBaTH
cucTeMHy ekcnoautito inmux HIT3TI, uo MmetabomnisyioTecss CYP2C9 (Hanpukian HalpoKCeHy,
JIOPHOKCUKaMy, MeJIOKCHKaMy, IUKI0peHaKy). PeKOMeHI0BaHO IIepioAuYHO 3iliCHIOBAaTH
MOHITOPUHT OOIYHMX peaklliii Ta TOKCUYHUX MPOSIBiB, moB’sg3anHux i3 HIT3I1. Moxke 3HagobuTucs
KopuryBauHs no3u HIT3II.

deHimoiH: hmyKoHa30 npurHiyye MetaboniaM ¢eHiToiHy B nevinmi. OgHoyacHe 6araTopa3oBe
3actocyBaHHS 200 MTr priykoHa30my Ta 250 Mr GeHITOIHY BHYTPIIIHLOBEHHO IPU3BOAUTE IO
nigsumierHs AUC,, deniToiny Ha 75 % Ta C,;,Ha 128 %. [Ipu omgHOYaCHOMY 3aCTOCYBaHHI X
JIiKapChKUX 3ac00iB CIIifl IPOBOOUTH MOHITOPUHT KOHIIEHTpalii (eHITOIHY Y CHpOBaTIi KPOBi A
YHUKHEHHS PO3BUTKY TOKCHYHOI [il HeHITOIHY.

ITpeOHi30H: TIOBIMOMIISIIM IIPO BUIIQOK, KOJIM V MAIliEHTa IiCIIst TPAHCIIAaHTAllil TeYiHKX Ha T
3aCTOCYBaHHS IIPEeAHI30HY PO3BUHYJIACS TOCTPa HENOCTaTHICTh KOPY HaJHUPKOBUX 3aJ103, 110
BMHUKIIA IiC/ISl MPUIKHEHHS TPUMICIYHOr0 Kypcy Tepatil hpiykKoHa30/10M. [IpunuHeHHS
3aCTOCYBaHHS (PIyKOHA30JTy, iMOBIPHO, CIPUYMHUIIO ocuieHHsI akTUBHOCTI CYP3A4, mo npu3sseno
[0 IpUCKOpeHHs MeTabomi3My npegHi3ony. CIifl peTelbHO CTEXUTH 3a NallieHTaMH, SIKi IPOTITOM
TPHBAJIOTO YacCy OOHOYACHO 3aCTOCOBYIOTh (DIIYKOHA30 Ta MPEOHi30H, 3 METOI0 IOTIEPeNKEeHH ST
PO3BUTKY HEIOCTATHOCTI KOPY HaJHUPKOBUX 3a/103 IiC/Is MPUIIMHEHHS 3aCTOCYBaHHS (DIIYKOHA307Y.

PugabymuH: GrykoHa30 MiABUIIYE KOHIIEHTPaIi0 prdabyTUHY B CUPOBATII KPOBi, 110 IIPU3BOAUTD
no 36inpuenHs AUC pudabytuny mo 80 %. [Tpu ogHOYaCHOMY 3aCTOCYBaHHi (IyKOHA30Iy Ta
pudabyTuHy MOBiMOMIISIM NTPO BUMIAIKU PO3BUTKY yBeiry. [Ipu 3acTocyBaHHiI Takoi KoMOiHarlii
JiKapchbKuX 3aco0iB cif 6paTé IO yBaru CUMIITOMHU TOKCUYHOI Oil pudabyTuHy.

CaxkeiHasip: dnykonason migsuinye AUC ta C,,,, cakBiHaBipy mpu6mu3Ho Ha 50 % Ta 55 % BigmoBigHO
yepe3 NPUTHiUeHHS MeTabomi3My cakBiHaBipy y nedinui ¢pepmenToM CYP3A4 Ta yepes iHriOyBaHHSA
P-rnikonmporeiny. B3aemogmil Mix (hIyKoHa30/10M Ta CaKBiHaBipOM/pHUTOHABIPOM He JOCTiIXKyBaJlUuCH,
TOMY BOHHM MOXKYTb OyTH OiNblll BupaxkeHUMHU. Moxe 0yTH HeoOXimHMM KOPUTYBaHHS 03U
CaKBiHaBIpy.

IToxiOHi cynbhoHiNCe 08UHU: TIPA OOGHOYACHOMY 3aCTOCYBaHHI (TyKOHA30JI IPOJIOHTYE TY2
nepopasbHUX MOXiTHUX CyNb(OHIICeUOBMHHU (XTOpIIponaminy, riaibeHKmaMiny, riimisuny Ta
ToJIOyTaMifly) Ipu ix 3aCTOCYBaHHi 3M0POBUM 0OPOBOJBLIIM. PEKOMEHIYETHCS MPOBOAUTU YaCTHN
KOHTPOJIb TJIIOKO3Y B KPOBIi Ta BiTIOBITHMM YMHOM 3HUXKYBATH 03y MOXiTHUX CY/Ib(POHIICEUOBUHU
IIPY OOHOYACHOMY 3aCTOCYBaHHi 3 (JTyKOHA30JI0M.

TeoiniH: y inane60-KOHTPOIOBAHOMY [OCTIiI2KEHH] B3a€MOIil TpernapaTiB 3aCTOCYBaHHS
bnykonazony no 200 mr npotaroM 14 nHiB IpU3BeJIO 00 3HUKEHHS CEPETHLOTO KITipeHCY Teodinminy



y nna3Mmi KpoBi Ha 18 %. 3a malrieHTaMu, SIKi 3aCTOCOBYIOTh TeO(iliH y BUCOKUX 103ax abo0 SKi MaloTh
MiABUIIEHNY PU3UK PO3BUTKY TOKCUYHUX NPOSBIB TeOQITiHY 3 iHINX IPUYUH, CIIil BCTAHOBUTHU
HarJIsa[ 00 BUSBIIEHHS 03HAK PO3BUTKY TOKCHUYHOI Oil Teodininy. Teparmito ciif 3MiHUTH P MOSABI
03HaK TOKCHAYHOCTI.

TopauumuHi6: Brinus TodaIMTUHIOY 3POCTAE TPK OMHOYACHOMY 3aCTOCYBAHHI 3 JTIKApChKUMHU
3acobaMu, gKi MIpU3BOAATH A0 noMipHoOro inribyBanus CYP3A4 Ta moTyxkHoro inridysanas CYP2C19
(manpuknan GrykoHason). ToMy peKOMeHI0BaHO 3MEHIIUTH 403y TodaruTuHiby g0 5 Mr 1 pa3 Ha
no0y B KoMOiHaIligX 3 IUMU ITperapaTaMu.

ToasanmaH. Excrio3utiist TonBanTaHy 3HayHo 30inbmyeTsest (200 % 3a mokasuukoMm AUC; 80 % 3a
noka3HukoM C,..) IpU ONHOYaCHOMY 3aCTOCYyBaHHi TonBanTany, cyocrpaty CYP3A4, i3
bnykoHa3onoM, noMmipauM iHribitopom CYP3A4, i3 pu3nkoM 3HAYHOTO 30i/bIIEeHHS MOGIYHUX
peaxiiiif, oco6IuBO fiype3y, AerifpaTallii Ta ToCTPOl HUPKOBOI HEIOCTATHOCTI. Y pa3i 0MHOYaCHOT0
3aCTOCyBaHHS, O3y TOJBAITaHy CIIiJ 3MEHIIXTH BifIOBiAHO fo iHdopMallil Ipo Npr3HaYeHHS
TOJIBAIITaHy, & TaKOXK CJIiJ PETeNIbHO CIIOCTEPIraT 3a CTAHOM Ialli€HTa 00 OyOb-IKUX M00igYHUX
peaxitiiii, OB’ I3aHuX i3 TOIBAIITAHOM.

Askanoiou 6apeiHky: Xo4a BifMTOBIMHUX MOCTiAKEHb He TPOBOAYIIH, GJIYKOHA30J1, iMOBIpHO, Yepes
inribyBanus CYP3A4, Moxe COPUYMHSTH MigBUINEHHS KOHIIEHTPAIIil aKasoigiB 0apBiHKY y ma3Mi
KpPOBi (HampuKaj BiIHKPUCTUHY Ta BiHOMACTHHY), 10 TPHU3BOAUTH 10 PO3BUTKY HEMPOTOKCUYHUX
e(eKTiB.

BimamiH A: IOBiZOMJISINIY, 1110 V IAlli€HTa, SKUKA OOQHOYACHO 3aCTOCOBYBaB TPAHCPETUHOEBY KUCIIOTY
(kucmoTHa opMa BiTaminy A) Ta HIyKoHA301, criocTepiranucs nobiyni peaxuii 3 60ky LIHC y dopmi
IICEeBOOTYMOPY T'OJIOBHOTO MO3KY; JaHUU e(eKT 3HUK Micnis BigMiHU (riykoHa3o:my. Li mikapceki
3aco0u MOXKHa 3aCTOCOBYBaTH OFHOYACHO, ajie CIif aM’ ATaTy PO PU3UK BUHUKHEHHS MOOIYHUX
peaxiiiit 3 6oky ITHC.

BopukoHa3so (iHeibimop CYP2C9 ma CYP3A4): ogHO4YacHe 3aCTOCYBAHHS BOPUKOHA30JIy IIEPOPAIEHO
(mo 400 mr koxHi 12 rogus npotarom 1 gus, notiM 1mo 200 mMr KoxHi 12 roguH npotarom 2,5 gHS) Ta
dbykoHa3ony nmepopanbHo (400 Mr B mepiuid geHs, moTiM 1Mo 200 Mr KoxHi 24 TOOUHYU IPOTATOM 4
OHiB) 8 3MOPoBUM JOOPOBOIBIIIM YOJI0BIYOl cTaTi mpu3Besno mo mimBuinenHs C, ., Ta AUC,
BOPHMKOHA3011y B cepemaboMy 10 57 % (90 % OI: 20 %, 107 %) ta 79 % (90 % IOI: 40 %, 128 %)
BigmoBigHO. HeBimoMo, 4u IPU3BOOUTh 3HUXKEHHS 003U Ta/ab0 YaCTOTH 3aCTOCYBaHHS BOPUKOHA3O0Y
abo ¢ykoHa301y 0o yCyHeHHs Takoro edekTy. IIpu 3acToCyBaHHI BOPUKOHA30IIY IiCIs
(bIyKOHA30I1y CIIifl TPOBOOUTH CIIOCTEPEKEeHHS II0JI0 PO3BUTKY MM0OiuHMX e(eKTiB, OB’ I3aHUX i3
BOPHMKOHA30JI0M.

3udosyouH: ¢pnykonaszon nigsuiye C, .. Ta AUC 3umoBynuny Ha 84 % Tta 74 % BigmoBigHO, 110
3YMOBJIEHO 3HUKEHHSIM KITipeHCY 3UI0BYOUHY MPUOIN3HO0 Ha 45 % IIpU HOT0 IepopaabHOMY
3acTtocyBaHHi. T% 3ugoBynuHy OYB TaKOXK MTOMOBXKEHUM Mpubau3Ho Ha 128 % micisa 3acTocyBaHHS
kKoMOiHa1ii GIyKoHa30/1y Ta 3UJOBYAUHY. 3a MallieHTaMu, sIKi 3aCTOCOBYIOTh TaKy KoMOiHaIlito
JiKapchKUX 3aco0iB, CITif CIIOCTepiraTu 00 PO3BUTKY MOOIYHUX peakllii, OB A3aHUX i3
3aCTOCYBaHHSM 3UAOBYOMHY. MOXXHa PO3TASAHYTH OOLIbHICTh 3HUXKEHHS J03U 3UOOBYIUHY.

A3umpoMiluH: y X0l BIIKPUTOTO PAHIOMi30BaHOTO TPEOXCTOPOHHLOI'0 IIEPEXPECHOT0 JOCIIIKEHH,
B SKOMY B3$JId y4acTh 18 3mopoBux HOOPOBOJIBLIB, OiHIOBAJIM BIIJIUB a3UTPOMILIMHY Ta (PITyKOHA30IY
Ha (papMaKoOKiHETHKY OIWH OGHOTO IIPU IX OGHOYaCHOMY IIepopabHOMY Pa30BOMY 3aCTOCYBaHHI y
no3ax 1200 mr ta 800 mr BigmoBimHO. 2KOgHUX 3HAUYLIUX PapMaKOKiHETUYHUX B3aEMOil BUSBIEHO
He Oy710.



ITepopanvHi KOHMpayenmueu: TPOBOOUIY 2 papMaKOKiHETUUHUX OOCIiIKeHHS 6araTopa3oBOro
3aCTOCyBaHHS (GIYKOHA30Jy Ta KOMGiHOBAHOTO ITepopaIbHOr0 KOHTpalenTuBa. [Ipu 3acTocyBaHHi
bnykoHa3o0iy y go3i 50 Mr BIIMBY Ha piBeHb TOPMOHIB He 0yJ10, TOMI SIK IIPU 3aCTOCYBaHHIi
bnykonazony y no3i 200 mMr Ha mo6y cnocTepiranmocs 36inpmenas AUC etuninectpamiony Ha 40 % Ta
nmeBoHOprecTpeny - Ha 24 %. Ile cBiguuTh PO Te, 1110 6araTopa3oBe 3aCTOCYBaHHS (GIYKOHA30Iy Y
3a3HaY€eHUX [[03axX HaBPAJM YU MOXKe BIJIMBATH Ha e(peKTHUBHICTh KOMOIHOBAHOT'0 IEPOPAIbHOTO
KOHTpAallenTHBa.

Oco06.1ueocmi 3acmocyeaHHsi.

[epmamocgimis. BigmoBigHO 70 pe3ybTaTiB AOCHIAXKeHHS (HIYKOHA30Jy AJS JiKyBaHHS gepMaTodiTil
y mitel, pyKoHa30/1 He epeBUIye rpu3eodynbBil 3a e(PeKTUBHICTIO i 3arabHUM ITOKAa3HUK
edekTUBHOCTI cTaHOBUThL MeHIe 20 %. Tomy Oudna3on” He CIIifl 3aCTOCOBYBATH [JIS JIIKYBaHHS
nepMaTodiTil.

Kpunmoxkoko3s. [1loka3iB e(eKTUBHOCTI (HITyKOHA30JIy AJIS JTiKyBaHHS KPUITOKOKO3Y iHIIKX
JIoKaJIi3aliil (Hanpukiag JereHeBoro KpUITOKOKO3y Ta KPUIITOKOKO3Y LIKipK) HeJOCTaTHbO, TOMY
PEKOMeHaliyl og0 peXUMy N03yBaHHA [Jd JIiKyBaHHS TaKUX 3aXBOPIOBaHb HEMAE.

T'auboki eHOemiuHi miko3u. [JoKa3iB e(heKTUBHOCTI (PIIyKOHA30/Iy OIS TiKyBaHHA iHINX (HOPM
eHIeMiYHUX MiK03iB, TAKHUX SK ITapaKOKIIKHIi0lqOMiK03, TiCTOI/Ia3M03 Ta MIKipHO-
JmiM$paTUYHNN CIOPOTPUX03, HEOOCTAaTHHO, TOMY PEeKOMEHAallill 040 PeKUMY J03yBaHHS
01 JIIKyBaHHS TaKKUX 3aXBOPIOBaHb HEMaAE.

Hupkosa cucmema. TlallieHTaM i3 mopymeHHSIMU QYHKIIII HUPOK IIpenapar CJlif 3aCTOCOBYBaTH
3 obepexkHicTIO (MUB. po3Min «Crmocid 3aCTOCYBaHHS Ta O3U»).

Hedocmamuicmb HaOHUpPKoBux 3an03. KeTOKOHA30J1, SIK BifOMO, CIIPUYHUHSE HEOOCTATHICTh
Ha[JHUPKOBUX 3aJ103, i lle TAKOXK MOXKe CTOCYBaTUCS (PIyKOHA30Jly, X04a CIIOCTEPIraEThCS PigKo.
HepocTtaTHiCTh HAOHUPKOBUX 3aJI03, IOB'g3aHa 3 OMHOYACHUM JIiKyBaHHSIM IIPEOHI30HOM, OMMCaHa B
po3mini «B3aemogmis 3 iHIIUMY JTiKapCHKUMHU 3aco0aMu Ta iHII BUOM B3aEMOfil. Brius GhykoHa30my
Ha iHIIi TiKapchKi 3aco0u».

T'enamobiniapHa cucmema. IlanieHTaMm i3 mOpyImeHHAMY QYHKIII IeYiHKY IIpenapar CIif
3aCTOCOBYBaTH 3 00epexKHiCTI0. 3aCTOCyBaHHS (PIIYKOHA30/Iy acOIlifoBasiocs 3 BUHUKHEHHAM
PiOKiCHMX BUIIaAKiB PO3BUTKY TSAKKOI FeMaTOTOKCUYHOCTI, BKIIOYAIOUM JeTalbHi BUAJKH,
TOJIOBHHAM YHMHOM Y TAIli€HTIB i3 TSIKKMMHU OCHOBHUMH 3aXBOPIOBAaHHSIMU. Y BUIIA[IKaX, KOIH
PO3BUTOK T'ellaTOTOKCUYHOCTI ITOB’I3yBaBCH i3 3aCTOCyBaHHAM (HITyKOHA3011y, He 0yI0
Big3HA4eHO ii SBHOI 3aJIe2KHOCTI Bifl 3arasibHOi 4000BOI 103U MpenapaTy, TPUBAIOCTI Tepartii,
craTi ab0 BiKy malfieHTa. 3a3BMy4ail TelmaTOTOKCUYHICTh, CIIPUYHHEeHa (IYKOHA30JI0M,
000pOTHA, a 11 TPOSIBK 3HUKAIOTH ITiCJIsg IPUIMHEHHS Teparril.

3a malfieHTaMH, V SKUX IIPU 3aCTOCYBaHHi (PIIyKOHA30/1y CIIOCTEPIraloThCS BiTXUIEHHS pe3ybTaTiB
GbyHKITIOHATEHUX P00 MEeYiHKY, CTif BCTAHOBUTH PEeTEeIbHUM HaTJISM 00 PO3BUTKY OibIl TSAKKOTO
ypaXeHHS IeYiHKU.

[TauieHTiB cnig IPoiH(GOPMyBaTH IPO CUMITOMY, II0 MOXKYTh CBITYUTHU IIPO CEPHO3HUY BIIJIUB Ha
NeYviHKy (BUpaXkKeHa acTeHis, aHOPeKCis, MOCTiiHa Hyg0Ta, 6/TI0BaHHS Ta KOBTSHUILIS). Y TAKOMY
BUIIa[IKy 3aCTOCYBaHHS (IyKOHA30Jly CIIif HeraHO NPUNWHUTYU Ta IPOKOHCYIbTYBATUCA 3 JTiKapeM.



Cepueso-cyouHHa cucmema. JlesKi a30/1H, Y TOMY 4UCJIi i HITyKOHa3071, aCOIlil0I0ThCS 3
nogoBxkeHHAM iHTepBany QT Ha enekTpokappiorpami. ®ykoHa30:1 ogosxkye inTepsan QT
IIJIIXOM [IPUTHIYEHHS BUNIPSAMIIAYOro Kajiesoro kaHany (I,.). Ilomosxenus intepsany QT
BHACIIOK mil iHIKX JTiKapCcbKuX 3aco0iB (HampuKIIaa aMiogapoHy) MoXe ITOCUIIOBATUCS Y
pe3ynbTati npurdideHHsa pepmenTy CYP3A4 nutoxpomy P450. TToBimoMnsinu mpo ayxe
piAkicHiI BUagKu nomoBXKeHHS iHTepBany QT Ta mapokcu3MasbHOL IUTYHOYKOBOIL TaxXikapil
THIY «IIipyeT» IIPH 3aCTOCYBaHHi npenaparty Oudna3on”. Taki MOBiIOMIEHHS CTOCYBAJIACS
TAITiEHTIB i3 TIXKKUMU 3aXBOPIOBAHHSIMHU ITPHU MOENHAHHI 6arathox PakTOPiB PU3UKY, TAKUMHU
SIK CTPYKTYPHi 3aXBOPIOBAHHS CEPIIs, MTOPYIIEHHS eJIeKTPONIiTHOr0 06MiHY Ta OHOYaCHE
3aCTOCYBaHHS iHIIUX JTiIKapChKUX 3ac00iB, 110 BIIKMBaIOTh Ha inTepBan QT. [TalienTu 3
riroKajieMi€ro Ta IPOrpecyrdolo CeplieBO0 HeJOCTATHICTIO MalOTh MiABUIIIEHUN PU3UK
BAHUKHEHHS 3aTPO3/IUBUX [JIg KUTTS IIYHOYKOBUX apUTMii Ta TapOKCH3MaJlbHOI
IIJTYHOYKOBOI TaxiKapfii TUIY «IipyeT».

Iudnazon® ciif 3 06epekHICTI0 3aCTOCOBYBATH MAIlieHTaM i3 PU3MKOM PO3BUTKY apUTMIil.
OpgHOYacHe 3aCTOCYBaHHS Pa3oM i3 TiKapchKUMU 3acobaMy, 110 IO0H0BXKYI0Th iHTepBan QTc Ta
MeTaboi3yoThcs 3a gonomoroo hepmerTy CYP3A4 mutoxpomy P450, mpoTunoka3ase (IUB. pO3Oinu
«IIpoTunoka3aHHs» Ta «B3aemofis 3 iHIIMMHY JTiIKapCHKUMH 3aco0aMu Ta iHIT BUOU B3a€MOMIN»).

I'anopaumpun. I'anodantpus € cydctpatom pepmenty CYP3A4 i momoBxkye inTepBan QTc npu
3aCTOCYBaHHi Y peKOMEeHI0BaHUX TepalleBTUUYHUX Jo3ax. OgHOYacHe 3aCTOCyBaHHA ranohaHTPUHY Ta
byKoHa30I1y He peKOMEHIY€EThCs (OUB. Po3Min «B3aemopmist 3 iHIIMMU JTiKapChbKUMU 3aco0aMu Ta
igII BUOM B3aEMOMi»).

Hepmamosoeiuni peakuii. [1ig 4ac 3acTocyBaHHS (PIyKOHA30/Iy PiAKO MOBIJOMIISIIIU IIPO
PO3BUTOK TaKWX eKC(]OIiaTUBHUX MKIPHUX pPeakIii Ak cuHapoM CTiBeHCa-[[2KOHCOHA Ta
TOKCHYHUY elifjepMaabHUM HEKPoi3. [I0BiqoMIsaIocs Npo MeqUKaMeHTO3HY peakliiio 3
eo3uHoimmieo i cucremuumu nposieamu (DRESS). ITarienTu 3i CHIoM GinbIl CXUIIBHI 10
PO3BUTKY TSXKKUX IIKIDHUX peakKlliil Mpu 3aCTOCyBaHHi 6araThox JTiKapChbKuxX 3aco0iB. AKIIo y
IaIfieHTa i3 TOBEePXHEBOIO TPUOKOBOIO iH(EKINE0 3’ IBIAI0OTHCS BUCUIIAHHS, 1110 MOXKHA
IIOB’s13aTH i3 3aCTOCYBaHHAM (JIyKOHA30JTy, IIOAasibllle 3aCTOCyBaHHS IMpenaparty CIif
IPUNUHUATU. JKIO y NallieHTa 3 iHBa3MBHOIO/CHCTEMHOI0 TPUOKOBOIO iHPEKITIEIO 3’ IBNSIIOTHCS
BHCHUIIAHHS Ha IIKipi, 3@ M0T0 CTAHOM MOTPiOHO PETENLHO CIIOCTEPIraTH, a Y BUMAAKY
PO3BUTKY Oy/IbO3HUX BUCHUIIAHb a00 MyIbTU(HOPMHOI €EpPUTEMU 3aCTOCYBAHHS (DITYKOHA30IY
CJIif IPUIIUHUTH.

I'inepuymausicmb. Y pigKiCHUX BHUMIagKax IMOBIIOMIISIOCS IIPO PO3BUTOK aHa(iNaKTUYHUX pPeakiii
(muB. po3min «IIpoTUOKa3aHHI»).

ITumoxpom P450. ®nykoHa3zon € momipauM iHribitopom dhepmenty CYP2C9 ta dpepmenty CYP3A4.
Takox (rykoHa301 € noTyKHUM iHTibiTopoM dhepmenTty CYP2C19. Crnif criocTepiraT 3a CTaHOM
TaIi€HTIB, 9Ki OMHOYACHO 3aCTOCOBYIOTL u(1a30oH" Ta NpemnapaTy 3 By3bKUM TepaleBTUIHIM
BiKHOM, I110 MeTab0:1i3y1oThes 3 yyacTio CYP2C19 ta CYP3A4 (nuB. po3nin «B3aemopist 3 iHIUMEI
JMiKapChKUMU 3aco0aMu Ta iHIII BUOU B3AEMOTIH»).

Tepgperadun. Crig peTeIbHO CIIOCTEPIraTH 3a CTAHOM ITalliEHTIB IIPY OOHOYACHOMY 3aCTOCYBaHHI
Tepdenaguny Ta GIyKoHa30my y go3i Menie 400 mMr Ha mo6y (ouB. po3minu «[IpoTumoKa3aHHSI» Ta
«B3aeMopmis 3 iHIIMMY JTiKapChbKUMHK 3aC00aMM Ta iHIII BUAY B3aEMOIii»).

KaHOu003. [locnigxeHHs MoKa3aay 30i/IbIIeHHs IOMKUPeHoCTi iHdekii inmumu Bugamu Candida,



KpiM Candida albicans. BoHu 4acTo CTiiKi 3a CBO€t0 nmpupomaoio (Hanpuknan Candida krusei Ta
Candida auris) abo BUABNSIOTL 3HUKEHY YYTNUBICTh 10 dnykoHa3ony (Candida glabrata). Taki
iHGeK1ii MOXKYTh BUMaraTH ajJbTePHATUBHOI MPOTUTPUOKOBOI Teparlii, 110 € HAC/TiTKOM BiTMOBH Bif
3acTocyBaHHS (HTyKoHa30/1y. ToMy peKOMEHOYEThCSI BpaXOBYBATH IIOLUINPEHICTh PE3UCTEHTHOCTI
pi3Hux BupgiB Candida mo ¢payKoHa307y.

LonomidcHi pevoguHu. ITpenapat MiCcTUTh 1akTO3y. [lalieHTaM 3 PiIKiCHUMU CIafgKOBUMU
3aXBOPIOBAHHSIMH, TAKMMHU SIK HEIIEPEHOCUMICTh rajlakKTO3U, HeAOCTaTHICTh JTaKTa3u Jlamnma Ta
MasibabcopOilia TII0K03u-TajlakTo3y, He CJIifl 3aCTOCOBYBaTH 1€y Ipermapar.

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

3a manuMu 06cepBallifHOTO OOCTiAKeHHS, iCHY€ MigBUIEHNY PU3KK CIIOHTAHHOT'0 abopTy y XKiHOK,
SIKi oTpuMyBasu (HIyKOHA30J1 MPOTITOM IIePIIOT0 TPUMECTPY BariTHOCTI.

[laHi 110710 KiITbKOX THCAY BariTHUX XKiHOK, SKi OTpUMYyBaIu KyMyJIaTUBHY 003y < 150 Mr
¢bnykoHa3oiny B | TpuMecTpi, He CBifYaTh IPO 301/IbIIIEHHS 3arajbHOT0 PU3UKY Baj PO3BUTKY IJIOAA.
B omHOMY BENMKOMY CIIOCTEPEXKEHHI I'PYIIOBOT0 JOCTiAKEHHS BIIUB ITePopanbHOro (GprykoHa3omy B I
TPUMeCTPi OYB IOB’sI3aHUM 3 HEBEJIMKUM IiIBUIIIEHHSM PU3UKY IOPYLIEHb OIOPHO-PYXOBOTO
armapary, 110 BifmoBigae mpubnu3no 1 mogatkoBoMy Bunamgky 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 ctaHoBUB 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.

[ToBimoMIIsIIOCS IPO YHCJIEHHI BPOAKEHi maTosoril y HOBOHapomKeHuX (BKIIoYaoyu Opaxinedartiio,
OMCIIIa3iio BYIIHOI paKOBUHU, HaAMipHe 30i/bIIeHHS TepefHbOr0 TiM'TYKa, BUKPUBIIEHHS CTETHA,
TIJIEYOTKThOBUY CUHOCTO3), MaTepi SKUX IpUMau BUCOKi mo3u ¢hiaykoHa3ony (400-800 mr Ha goby)
IIPOTSTOM IPUHAKWMHI TPhoX a0 Oifbille MicALiB s JTiKyBaHHS KOKIUAi0iAOMiKO3y. 3B’sI30K MiX
3aCTOCYBaHHSM (hIYKOHA30Jly Ta IMMU BUIIaJKaMHU He BU3HAUEHUH.

[ToBimoMisiniocs, 10 OOCIiAXKEeHHS Ha TBapUHaX IPOJEMOHCTPYBa/IN PENPOAYKTUBHY TOKCUYHICTb.

[Ticns ogHOPa30Boi 103U ab0 MPUNUHEHHS KyPCY JIiKyBaHHS IIepefl HaCTaHHSIM BaTriTHOCTI CIlif
BUTPHMAaTH IIepiofi BUBeNeHHS (HIIyKOHA30/Iy TPUBaIiCTIO Mpuban3Ho 1 TUXKAeHbD (110 BiANOBigae 5-6
mepiofgaM HamiBBUBEHOeHHS) (OUB. po3min «PapMaKOKiHETUKA»).

He crig 3acTocoByBaTH 3BMYaiiHi 031 GIyKOHA30Jly Ta KOPOTKOTPHBAI KypCH JTiKyBaHHS
(bITyKOHA30JI0M Y IIepiof BariTHOCTI, 3a BUHSITKOM KpaiHbOI HEOOXiMHOCTI.

He crig 3acTocoByBaTH BHCOKi 003U (PIyKOHA30 Ty Ta/abo TprBai KypcH MiKyBaHHS (HITyKOHA30JI0M y
mepion BariTHOCTI, 3a BUHSTKOM JIiKyBaHHS iH(EKIIi, 1110 TOTEHIIMHO 3aTPOXKYIOTh XKUTTIO.

IIepiod 200y8aHHA 2py000

®nyKoHa30J1 IPOHUKAE ¥ TPyOHE MOJIOKO Ta [ociarae KOHIIEHTpallii mofi0Hol 7o piBHA Yy Myia3Mi KpOBi
(muB. po3gin «®apMakOKiHeTuKa»). ['ofyBaHHS I'PYOA0 MOXKHA [IPOAOBXKYBATH IIICIII PA30BOr0
3aCTOCyBaHHS 3BUYANHOI 103U (IyKOHA3011y, 0 cTaHOBUTh 150 Mr. ['omyBaHHS rpyaaio HE



PEKOMEeHyeThCs Ipu 0araTtopa3oBoMy 3aCTOCyBaHHI (hIyKoHa30y abo IIpu 3aCTOCyBaHHI BUCOKUX
103 ¢aykoHa3oy. Crif OIiHUTH KOPUCTh TOOYBaHHS I'PYALI0 OIS PO3BUTKY 1 3MOPOB’SI AUTHHY, a
TaKOX KJIiHiuHy moTpe6y MaTepi y npenapaTi Oudna3on® i 6yas-aKi mOTeHNilHI 106iuHi edGexTn
npenapaty abo OCHOBHOTO 3aXBOPIOBaHHS MaTepi [/ OUTUHHY, sIKa OTPUMY€E IPyOHE BUTONOBYBaHHS.

depmuabHicmb

®nyKoHA301 He BIJIUBA€ Ha (PePTUIIbHICTL CaMIliB Ta CaMOK ILIypiB.

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

HocmimXeHs BIUIMBY penapaty Judna3on”® Ha 30aTHICTL KepyBaTH aBTOTPAHCIOPTOM a6o
IHIIMMY MeXaHi3MaMu He IIPOBOOUIIN.

[TauieHTiB ciig mpoiHGOPMyBaTH PO MOXKJIUBICTh PO3BUATKY 3allaMOPOYEeHHS ab0 CyoM i
Yac 3aCTOCOBYBaHHs npenapaty Oudna3on’ (mus. po3fain «ITobiuni peaxii»). [Ipu pO3BUTKY
TaKUX CHMIITOMIB He PEKOMEHIYETLCS KEPyBaTH aBTOTPAHCIOPTOM abo iHIMMMHU
MeXaHi3MaMu.

Crmocid 3acTocyBaHHsI Ta TO3H.

o6oBa mo3a (hIyKOoHa30I1y 3a/1eXKUTh Biff IPUPOOY Ta TSIXKKOCTI rpubKoBoi iHdekwii. JIiKyBaHHS
inpexuii, ski moTpedy0Th 6araTopasoBOTo IPUHOMY IIPerapary, Ma€ MPOIOBKYBATHUCS [0
3HUKHEHHS KJIiHiYHUX Ta 1abopaToOpHUX IIPOSIBiB aKTUBHOCTI rpubKoBoi iHdekuii. HegocraTHs
TPHUBAJIICTh JIIKyBaHHS MOKe IIPU3BECTH [I0 BiTHOBJIEHHS aKTUBHOTO iHQEKIIMHOTO IIPOLECY.

[IpenapaT 3aCTOCOBYBaTH IEPOPaIbHO (Kamcynu) abo BHYTPIIIHHOBEHHO HUISIXOM iHGY3il
(po3umH g iHGy3ii). Crocib 3acToCcyBaHHS MpelapaTty 3ajie’kKUTh Bifl KJIIHIYHOTO CTaHy
nariesta. Hemae HeoOXigHOCTI y 3MiHi 4000BOI 103U MpenapaTy Mpy 3MiHi HIIAXy HOT0
3aCTOCYBaHH{ 3 [IepOpabHOr0 Ha BHYTPIIIHHOBEHHUY Ta HABIIAKU.

Karcynu cnig KkoBTaTH 1inuMu. [IpuitoMm nmpemnaparty He 3alleXXUTh Bif TPUHOMY 1xXi.
Lopocai
Kpunmokoko3

- JIikyBaHHSI KpUIITOKOKOBOT'O MEHIHTITY: HaBaHTaXKyBaJbHa [03a CTaHOBUTh 400 MT y nepIIui geHb.
[MigTpumyroua no3a - 200-400 mr 1 pa3 Ha goOy. TpuBaicTh NiKyBaHHS 3a3BHYail CTAHOBUTH
moHalMeHIe 6-8 TuxHiB. [Tpy iHQEKIIiAX, 110 3aTPOXKYIOTh XKUTTIO, T0O0BY 003y MOXKHA 30iMbIIUTH
ro 800 mr.

- [TligTpuMytoYa Teparis Ojs IonepenXkeHHs PeIUANBY KPUIITOKOKOBOTO MEHIHTITY y MAIliEHTIB 3
BHCOKHMM PH3UKOM HOT0 PO3BUTKY: PEKOMEHIOBaHa qo03a ImpemnapaTty cTaHoBuTh 200 Mr 1 pa3 Ha moby
IIPOTSITOM HEOOMEKEeHOT0 Jacy.

Kokuudioidos



PekomenpmoBaHa fio3a ctaHoBuTh 200-400 mr 1 pa3 Ha goOy. TpuBamicTh TiKyBaHHS
CTaHOBUTH 11-24 mics1iB abo noBiile 3a7eKHO Bifl CTaHy NHalieHTa. s TiKyBaHHS OeSKuX ¢hopM
indekrii, a 0co6nuBO s JIiKyBaHHS MEHIHTITY, MOXe OyTH HOLiNbHUM 3acTocyBaHHS no3u 800 Mr Ha
no0y.

IHBa3usHi kaHOuOo03u

HaBanTaxyBanbHa fo3a cTaHOBUTH 800 Mr y nepiuu geHs. [linTpuMyroda go3a - 400 mr 1
pa3 Ha go0y. 3a3BU4ail peKOMeHOOBaHa TPUBAJIICTh JIIKyBaHHS KaHOUOEMil CTAHOBUTDH 2
THUKHI ITiCJId NMepIIuX HeTaTUBHUX Pe3ybTaTiB Ky/JIbTYPU KPOBi Ta 3HUKHEHHS O3HaK 1
CUMIITOMIB KaHOuOeMil.

Kanouodos causzosux 06010HOK

- Kanaunos poTorioTky: HaBaHTaXyBaslbHa f103a cTaHoBUTH 200-400 Mr y mepiuuii feHsb,
nigTpuMytoda mo3a - 100-200 mr 1 pa3 Ha goOy. TpuBamicTh MiKyBaHHS CTaHOBUTHL 7-21 meHb (Ho
MOCATHEeHHs peMicii), are Moxke OyTu 30inblileHa s MallieHTiB i3 TIXKKUM iMyHOIeDiluTOM.

- KaHmupmos cTpaBoXody: HaBaHTaXKyBallbHa [03a cTaHOBUTH 200-400 Mr y mepiiuy geHb,
nigTpumytoya go3a - 100-200 mr 1 pa3 Ha mo6y. TpuBamicTh nikyBaHHS cTaHOBUTHL 14-30 mHiB (IO
IOCATHEHHS peMicii), arme Moxe OyTu 30inbineHa A7 HalLi€HTIB i3 TIXKUM iMyHOmeQiIIuTOM.

- Kaugumoypist: pekoMeHoBaHa mo3a cTaHoBUTh 200-400 Mr 1 pa3 Ha moOy mpoTtsrom 7-21 mHiB. [
TAIli€HTIB i3 TAXKKUM iMyHOIe(hIllMTOM TPUBAJIICTh TiKyBaHHS MOXKHa 30iMbIIUTH.

- XpoHiuHu# aTpodivHMii KaHAUO03: PeKOMeHI0BaHa q03a CTaHOBUTh 50 Mr/moby mpoTtsrom 14 OHIB.

- XpOoHiIYHUY KaHOUA03 MIKIiPU Ta CIU30BHUX 000JIOHOK: PEKOMEHI0BaHa /1033 CTAHOBUTD
50-100 mr 1 pa3 Ha go0y. TpuBamicTh MiKyBaHHS CTAHOBUTH 10 28 OHIB, aye Moxke OyTu 306inbiIeHa
3aJIeKHO Bifl TAKKOCTI Ta BUAY iH@eKIil abo 3HUKEeHHS iIMyHITETY.

ITonepedceHHs peuudusy KaHOudo3y cau3osux 06040HOK y nauieHmia 3 BIJI, siki maromb sucokuli
PU3UK 1020 pO38UMKY

- KaHaumos poTorioTky, KaHOUA03 CTPaBOXO4y: PEKOMEHI0BaHa 03a CTaHOBUTh
100-200 mr 1 pa3 Ha goby a6o 200 mMr 3 pa3u Ha TUKAEHb. | PUBAJIICTD JIIKYBAHHS €
HeoOMezKeHO0 IJ1s MAI[iEHTIB i3 IPUTHIiYeHUM iMyHITETOM.

ITpogpinakmuka kKaHOUOO3HUX iHpeKUil y nauieHmis i3 mpusa/sor HelmponeHiew

PexomeHpoBaHa fio3a craHoBUTEL 200-400 Mr 1 pa3 Ha mo0y. JIiKyBaHHS CIIifl pO3MOYKXHATH 3a KilbKa
[HiB 10 0YiKyBaHOTO PO3BUTKY HEUTPOIEHIi Ta IPOAOBXKYBATH IPOTATOM 7 OHIB IMiCJg HiABUIIEHHS
KimbKoCTi HeirTpodinis moram 1000/mm’.

I'enimaavHi KaHOuOo3u

- F'ocTpuit BariHambHUM KaHOWI03, KAHOUI03HMM OalaHiT: peKOMeHI0BaHa 103a CTaHOBUTH 150 Mr
OJTHOPA30BO.

- JIikyBaHHS Ta npo¢inakThKa peluAuBYIOYNX BaTriHaIbHUX KaHAU03iB (4 abo Oinblle BUMIagKiB Ha
piK): peKoMeH0BaHa fo3a ctaHoBuTh 150 Mr 1 pa3 Ha 3 gHi. Beboro cnif 3actocyBatu 3 mo3u (1-u
neHb, 4-i meHb Ta 7-u geHb). [1icns 1poro Ciif 3acTOCOBYBaTH HigTpuMytody Ao3y 150 mr 1 pa3 Ha



TUXKIEHDb MPOTATOM 6 MiCAIIiB.
Hepmamomikosu

- Miko03 cToI1, MiK03 I'1afieHbKOI IIKipH, MaX0BUH JepMaTOMiK03, KaHAUA03Hi iH(eKil mKipu:
PeKoMeHoBaHa o3a cTaHoBUTh 150 Mr 1 pa3 Ha TuXmeHb, abo 50 Mr 1 pa3 Ha Ho0y.
TpuBaiicTh NiKyBaHHSI CTaHOBUTH 2-4 TUXKHI. JIiIKyBaHHS MiKO3y CTOIl MOXK€e TPUBATHU IO 6
TUXKHIB.

- PismoGapBHUY nuilali: peKoMeHAoBaHa fo3a cTaHoBUTh 300-400 mr 1 pa3 Ha THXKOEHb IPOTITOM
1-3 tuxHiB a6o 50 Mr Ha HOOy IPOTATOM 2-4 TUKHIB.

- DepmaTodiTHUM OHIXOMIKO3: peKOMeHI0BaHa fio3a cTaHoBUThL 150 Mr 1 pa3 Ha TuXOeHb. JIiKyBaHHS
CJIi[l IPOMOBXKYBaTH, IOKY Ha MiCIIi iH()iKOBAHOTO HII'TI0 He BUPOCTe 3T0POoBUi. [I715 BiTpOCTaHHS
3[OPOBUX HIT'TiB Ha pyKax Ta Ha BEJIMKUX IaJIbLSX Hir 3a3BU4ail HEOOXimHO

3-6 mics1iB Ta 6-12 Mics1iB BigmosigHo. OgHaK IMBUAKICTb POCTY HIrTiB y mallieHTiB Moxe OyTu
Pi3HOIO Ta 3anexaTy Bif BiKy. [licyig yCHilmHOTO JIiKyBaHHS TPUBAINX XPOHIYHUX iH(DeEKIiN HhopMa
HITTS iHOMI 3aJIUIITaETHCI 3MIHEHOIO.

ITpoginakmuka KaHOUOO3HUX IH(peKUil y nauieHmis i3 mpusa10 HeUmpOneHien

PekomeHpoBaHa fo3a cTraHoBUTH 200-400 Mr oguH pa3 Ha noby. JIiKyBaHHSA CIIi pO3IIOYUHATH 3a
KilTbKa OHIB 00 04YiKyBaHOT'0 PO3BUTKY HEUTPOIEHII Ta MIPOAOBXKYBAaTH IIPOTSATOM 7 OHIB IMiCIIs
MigBUINEHHS KinbKocTi HerTpodiniB morag 1000 KJTiTHH/MM .,

Ocobaugi epynu nauieHmis

ITauieHmu AiMHBO20 BIKY

o3y HeobximHO migOupaTH 3aiexXHO Bif CTaHy QYHKIIiI HUPOK (IUB. HUKYE).
ITauienmu 3 nopyweHHAMU pYHKUIT HUPOK

[Tpu pa30BOMY 3aCTOCyBaHHI KOPUTYBaTH 003y GIyKOHa307y He mOTPiOHO. [TarieHTaM (BKI0o4anyu
[iTen) i3 mopyueHHSAMU QYHKIII HUPOK IPU HeoOximHOCTi 6araTopa3oBoro 3aCTOCYBaHHS IpemapaTy
y HepLInuy OeHb JIiKyBaHHS CIIi 3aCTOCOBYBATU I04aTKOBY 103y 50-400 Mr 3a/ieXHO Bif IOKa3aHHS.
[Ticns uporo noOOBY 03y (3a/IeKHO Bifl TOKA3aHHS) CJIil pO3Pax0BYBaTH BiATIOBIMHO [0 TaOMHII
HUXYeE:

K 1ipeHc KkpeamuHiny (ma/x8) Biocomok pekomeH008aHOi 003U

> 50 100 %

< 50 (6e3 remopianisy) 50 %

['emopiarni3 100 % micis KOXXKHOTO reMofiani3y

[MTamienTu, siki nepebyBaloTh Ha reMofianisi, moBuHHI oTpuMyBaTH 100 % pekoMeH0BaHOI J03HU IiCIsa
KOJKHOT0 reMofiani3y. Y meHb, KOIu fiani3 He MPOBOOUTECS, TallieHT MOBUHEH OTPUMYBATH [03Y,
BiIKOPUTOBaHY 3a/e€KHO Bifl K/IIpEHCY KpeaTUHiHY.

ITauienmu 3 nopyweHHAMU (QYyHKUII neviHKu

®yKOHA3071 CIifl 3aCTOCOBYBaTH 3 00ePeKHICTIO MallieHTaM i3 MOpYyIIeHHSIMY (PYHKII] IeYiHKH,
OCKiNnbKM iH(popMalii momo 3acToCcyBaHHS (IyKOHA30y I1ili KaTeropil maiieHTiB HeIOCTaTHLO (IUB.



po3minu «Ocob6auBOCTI 3acTOCyBaHHSI» Ta «I100iuHi peakirii»).
imu
He crig mepeBuilyBaT MaKCuMalbHy 1060By m03y 400 Mmr.

4K i npu aHaNMOTiYHUX iHPEKIiIX y JOPOCIUX, TPUBAJICTE JIiKyBaHHS 3aJ€KUTh Bif KJIiHIYHOI Ta
Mikoorigsoi Bigmosiai. Judna3on® 3acTocoBysatu 1 pa3 Ha go0y.

Ilo3yBaHHA IIpenaparty [AiTSAM i3 mopyIIeHHsAMH (QyHKII HUPOK HaBeOeHo y po3mini «IlamienTy 3
HUPKOBOIO HEMOCTATHICTIO».

dapmakoKiHeTHKa (JIyKOHA30Jly He JOCIigKyBanacs y OiTed i3 HUPKOBOI HeJOCTaTHICTIO.
Himu eixom 8i0 5 0o 11 pokis

Kauaupmosu cnu3oBux 060I0HOK: II0YaTKOBA [03a CTAHOBUTHL 6 MI/Kr/no0y, migTpuMyioda go3a - 3
mr/kr/ 1 pa3 Ha fo0y. [TouaTKOBY 03y MOXKHa 3aCTOCOBYBATH B IEPIINH IeHb 3 METOIO OiIbIil
IIIBUJIKOTO MOCSATHEHHS PiBHOBAXKHOI KOHIIEHTpAIIil.

[HBa3MBHI KaHOUO03U, KPUIITOKOKOBUY MEHIHTIT: J03a IIpenapaTy CTaHOBUTh 6-12 Mr/kr 1 pa3 Ha
no0y 3a71exHO Bifl CTYIeHS TSIKKOCTi 3aXBOPIOBAHHS.

[ligTpuMytoda Teparmis gy olepeaXeHHs PelUuauBy KPUIITOKOKOBOTO MEHIHTITY y OiTel i3 BUCOKUM
PU3KUKOM HOT'0 PO3BUTKY: H03a IIperapaTy CTaHOBUThL 6 MI/KT 1 pa3 Ha o0y 3aj1eKHO Biff CTyIEeHs
TSKKOCTI 3aXBOPIOBaHHS.

[TpodinakTrka KaHAUAO3IB y NAIi€HTIB 3 iMyHOAeIiIUTOM: f03a IIpenapaTy CTaHOBUTh
3-12 mr/kr 1 pa3 Ha [06y 3a7eKHO Bif BUPaXKEHOCTi Ta TPUBAJIOCTi iIHIYKOBAHOI HEUTPOMEHII (IUB.
[03U OJI DOPOCIHUX).

Ilimu e8ikom 8i0 12 pokis

3aJIe’kHO Biff MacHu Tisla Ta my0epTaTHOTO PO3BUTKY JIiKapio CIIifJ OLIHUTH, sIKa J03a Ipenapary (s
OOPOCTIUX 4M AJIS OiTel) € ONTUMAaJIbHOI [J1s nalieHTa. KimiHiyHi ga#i cBigyaTs Ipo Te, 1[0 Y AiTel
KJIipeHC (IyKOHA30Jy € BUIIUM IIOPIBHSHO 3 JopociauMu. 3acTtocyBaHHs mo3 100, 200 Ta 400 mMr
mopocnuM Ta o3 3, 6 Ta 12 mr/kr 1 pa3 Ha 100y OiTSAM IPU3BOOUTH [0 JOCSATHEHHS CIIiBCTaBHOI
CHCTEMHOI eKCIIO3MUIIil.

EdekTuBHicTh Ta 6e3meka 3aCTOCYyBaHHS IIpenapaTy AJid JTiKyBaHHS IeHiTaJTbHUX KaHAUO03IB y OiTen
He BCTaHOBJIEHi. JKIIo iCHye HaraibHa oTpeba 3aCTOCYyBaHHS IIpemnapary miamiTkaM (BikoM Big 12 mo
17 pokiB), cnif 3aCTOCOBYBaTU 3BUYalHI JO3U AJIS HOPOCIIHX.

Himu.
3acTOCOBYBAaTH JIiKapChKuii 3acib y ¢popMi Karcyn faHill KaTeropii nmaiieHTiB MOXKHa TOfi, KOJIU OiTH

3maTHi 6e3meYHO MPOKOBTHYTH KAIICyIly, 110 3a3BHYall MOXKJIMBO Y Billi Bifl 5 POKiB (AXB. pO3Min
«Cmocib 3aCcTOCyBaHHS Ta JO3U»).

Ilepedo3yeanHsi.



[CHYIOTh TIOBiTOMIIEHHS PO MTepPeno3yBaHHs (HIYKOHA30JI0M, 110 ITPOBOKYBAJIO TaIoIHalIil
Ta MapaHoifajbHy IMOBEMiHKY.

[Tpu nepeno3yBaHHi HEOOXiMHO TPOBECTU CHMIITOMaTUYHY MiATPUMYIOUy Tepariio Ta y pasi
HeOOXiTHOCTI TPOMUTH IITYHOK.

®nyKOHAa3071 3HAYHOIO MipOI0 eKCKPETYETHCS 3 ceuelo; (OpPCOBaHUM Aiype3 MOXKe IPUCKOPUTH
BUBeIeHH npenapaTy. CeaHc remMofiani3y TPUBaiCTIO 3 TOOUHU 3HUKYE PiBeHb PIYKOHA30JTYy V
na3Mi KpoBi mpu6nau3Ho Ha 50 %.

ITobiuni peakuii.

[ToBimomisnocs Ipo MegUKaMeHTO3HY peakIiio 3 eo3uHodinieo i cuctemanmu nposisamu (DRESS) y
3B’3KY 3 NiKyBaHHSIM (prTyKOHA3010M (IuB. po3minn «OcoONMMBOCTi 3aCTOCYBAHHS»).

Haituacrime (>1/10) moBigoMmsiiau mpo Taki mobiuni peakiril: ronoBaui 6inb, 6ib y YepeBHiN
IIOPOXKHUHI, Iiapest, HynoTa, OII0BaHHS, MigBUINEHHS PiBHA anmaHiHaMiHoTpaHcdepasu (AJIT),
IigBUIEHHS PiBHS acmapTaTaMmiHoTpaHcdepasu (ACT), migBuilleHHS piBHS MTyxkKHOI PpocdaTasu Kposi,
BHUCHUIIAHHS.

II71s OLiHKY YaCTOTU BUHUKHEHHS MOGIYHUX 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

Heuacto: anemis.

Pinko: arpanynonuTos, 1eiKomneHis, TPOMOOLUTONIEHisT, HEUTPOTIEHis.

3 60Ky imyHHOI cucmemu

Pigko: anadinakcis.

MemaboaiuHi ma animeHmapHi po3aadu

HeuacTo: 3HMKEHHS alleTUTY.

Pigko: rimepxonecTepuHeMis, TMepPTPUTIILEPUAEMis, TiITIOKaIieMis.

ITcuxiyHi nopyweHHA

HeuacTo: 6e3COHHS, COHJIUBICTD.

3 60Ky Hepaosoi cucmemu

YacTo: ToNoBHUH OiJIb.

Heuacrto: cymoMu, napecTesis, 3a11aMOpPO4Y€eHHs, IOPYIIEHHS CMaKy.

Pigko: Tpemop.



3 60Ky opeaHis cayxy ma eecmubyasipHO20 anapamy
Heuacto: BepTuro.
3 boky cepus

Pigko: mapokcu3MasnbHa IITYHOYKOBA TaxiKapfis TUIY «IIipyeT», MomoBxkKeHHs inTepsany QT (gus.
po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

3 60Ky WAYHKOBO-KUWKOBO20 MpPaKmy

YacTo: 6inb y yepeBHil IOPOXKHUHI, HYHOTa, miapest, OII0BaHHS.

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

I'enamobiniapHi po3aadu

YacrTo: migBullleHHs PiBHS anaHiHaMiHOTpaHC(epa3u (AJIT), mipBuIeHHS piBHA
acnaprataMiHoTpaHcdepasu (ACT), mipBuIeHHS piBHSA NTyKHOI pocdaTa3u (OUB. PO3AIN

«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

HeuacTo: x0ecTas, JKOBTSHUIIA, MiIBUILIEHHS piBHS Oinipy06iny (muB. po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

Pigko: me4yiHKOBa HEIOCTATHICTh, TeNATOENIONAPHUM HEKPO3, TEIaTUTH, TeIaTOLe0IspPHE
ypaxeHHs (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

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

HeuacTo: MeguKaMeHTO3HUM AepMaTuUT (BKIII049aouu (GiKCOBaHUU MEeOUKAMEHTO3HUU NepMaTuT),
KPOIIWB IHKA, CBepOikK, MigBUIlleHe MTOTOBUOINEHHS (qUB. po3ain «OcoOnMMBOCTI 3aCTOCYBaHHS»).

Pigko: TOKCUYHUY emifepMaabHUN HEKPOJIi3, cuHAPOoM CTriBeHCa-[[:KOHCOHA, TOCTPUM
reHepasi3oBaHUY eK3aHTeMaTO3HUM MIyCTYIb03, eKCPOIiaTUBHUYN AEPMaTUT, aHTiOHEBPOTUYHUN
HaOpsK, HabpsAK o0auyys, aymomnelis (quB. po3nin «OcoONIUBOCTI 3aCTOCYBaHHS»).

HeBimoMo: MequkaMeHTO3Ha peakilis 3 eo3uHoimieto i cucremaumu npossamu (DRESS) (guB. po3min
«OCc06IUBOCTi 3aCTOCYBAHHS»).

3 60Ky 0nopHO-pyx08020 anapamy ma cnoAy4YHOi MKAHUHU
Heuacto: mianris.

3azanvHi po3snadu ma peakuii y micui 88e0eHHA

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

YacToTa Ta XxapakTep nobiyHuX peakiiii i BigxuneHs Bif HOpMU Pe3yJIbTaTiB 1ab0paTOPHUX aHaMi3iB y
XOZi KJTIHIYHUX AOCIIAXKEHb 3 yYacCTIO JiTel CIIiBCTaBHI 3 TAKUMU Y JOPOCIIUX.



K0 MaTUMYTh Miclie TSXKKi 00i4Hi eheKTH, TO TiKyBaHHS CIIif IPUIUHUTH.

38imyBaHHA npo ni003preaHi nobiuHi peakuii

[ToBimoMnenHs npo nmobiuHi peakilil micyis peecTpariii TikapchbkKoro 3aco0y Mae Benuke 3HaueHHs. Le
[la€ 3MOT'y IIPOBOAUTYA MOHITOPUHT CIIiBBIIHOIIEHHS KOPUCTh/PU3UK IIPUA 3aCTOCYBaHHI [IbOTO
JiKapchbKoro 3acoby. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaK0OX IallieHTaMm abo ixHiM
3aKOHHUM IIpefCTaBHUKAM CJIif] IOBiOMJISITH TIPO YCi BUIIAAKHU Iif03PI0OBaHUX IMOOIYHMX Peakllii Ta
BifICyTHOCTi e(peKTHUBHOCTI TiKapCchKOro 3aco0y yepe3 ABTOMaTH30BaHy iHGOpPMalliliHy CUCTEMY 3
dhapMakoHarnsAmy 3a nmocunaHHsAM: https://aisf.dec.gov.ua.

TepMin npumaTHOCTI. 5 POKiB.

YmoBH 30epirannsi. 36epiratu npu Temnepatypi He Butie 25 °C. 36epiratu B HeIOCTYIIHOMY 151
OiTeu Micrii.

YnakoBka.
Kancynu o 50 mr: o 7 Kamcyn y 6mictepi; mo 1 65icTepy B KapTOHHIN KOPOOIIi.
Kamncynu o 100 mr: o 7 Karcyn y 61ictepi; mo 4 611icTepu B KapTOHHIM KOPOOIIi.

Kamncymu o 150 Mr: no 2 a6o 1o 4 kamncynu y 6mictepi; mo 1 67icTepy B KapTOHHiM KOPOOIIi.

Kareropis Bigmycky. 3a perenTtom.

BuUpOOHHK.

KPKA, g.1., HoBo mecto, CnoBenisi/KRKA, d.d., Novo mesto, Slovenia.

Micue3HaxomKeHHsI BUPOOHHKA Ta aJijpeca Miclisi IpPoBaIXKeHHsI HOro Jisi/IbHOCTI.

[Imap’emka necta 6, 8501 Hoso mecto, Crnosenisi/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



