IHCTPYKLIUA
AJIS1 MEIUYHOI0 32CTOCYBAHHS JIKapPCHKOIo 3ac00y

OundnazoH®

(Diflazon®)
Cknao:
dioya peuoguna. QIryKOHA30JI,
1 xanicyna MictTuTh ¢urykonaszoiry 50 mr, 100 mr abo 150 wmr;

O00MOMPKHI pe408UHU: NAKTO3M MOHOMAPAT, KPOXMarb KyKypYA3sHUIA, KPEMHIO AioKcua KonoigHui 6e3BogHMA, HaTpito naypuncynsdar,
MarHito cteapar;

Karicyna: Tutady giokeva (E 171), 6apBHuk nateHToBaHui cuHin V (E 131), xxenaTuH.
Jlikapcbka ¢opma. Kancymnu.

OcHo8HiI ¢pisuko-XiMi4Hi ennacmueocmi: kancynu no 50 Mr: Kancynu 3 kopnycom 6inoro konbopy Ta
KOBMa4koM CBITNO-651aKMTHOrO KONbOpy, HANOBHEH MOPOLLKOM Big 6inoro Ao maimke 6inoro konbopy;

kancynun no 100 Mr: kancynu 3 kKopnycom 6inoro kKonbopy Ta KoBna4ykom 6rakMTHOro KOnbopy,
HaNOBHEHI NOPOLLKOM Big 6inoro oo maixe 6inoro KONbLopy;

Karcynu 1o 150 Mr: Karcyniu 3 KOPIyCOM Ta KOBIIAYKOM CRTJIO-OJJAKUTHOTO KOJILOPY, HATOBHEH IMTOPOIITKOM BiJ
61710T0 10 Maixke OUIOro KOJIBOpY.

®apmakoTepaneBTHYHA rpyna. [IpoturpubkoBi 3acobu 1 cucTeMHoro 3actocyBanHs. [loxiani Tpuaszony. Kon
ATXIJ02A CO1.

Dapmakonodauni enacmugocmi.

DapmakoouHamika.

MexaHi3M Jii.

®diryKoHa30J1, MPOTUTPUOKOBUI 3ad0 Ki1acy TPUA30IIiB — HOTYKHUN Ta CEIEKTUBHUMN 1HI101TOp TPHOKOBUX
(dbepMeHTIB, HEOOX1THUX JIJIsi CHHTE3Y eprocTepoiy. [[epBUHHIM MeXaH3MOM HOro il € IPUTHIYeHHSI TPHOKOBOTO
14 anbda-maHOCTEPOI-AEMETHITIOBAHHS, OITOCEPEIKOBAHOTO IIUTOXpoMoM P450, 1110 € HEB1’€MHUM eTarnom
010cHHTE3y TPUOKOBOIO eprocrepoiy. Akymyisans 14 anbga-MeTUI-cTeposIiB KOPEIOE 3 TOJANIbIIOK BTPATOO
eprocTepoy MeMOpPaHOIO TPUOKOBOI KIIITUHU Ta MOKE BiJMOBIIaTH 32 MPOTUTPUOKOBY aKTUBHICTh (PIIyKOHA30ITy.
®dnykoHa3051 € OB CENIEKTUBHUM 110 TPUOKOBUX (hepMeHTiB uToxpomy P450, Hik 10 pi3HUX CUCTEM
dbepmenTiB utoxpomy P450 ccabiiis.

3acrocyBaHHA (IyKOHa30dy Y 103 50 Mr Ha 100y mpoTsroM 28 JHIB HE BIUIMBA€E Ha PiBEHb TECTOCTEPOHY Y
J1a3Mi KpOB1 y 4OJIOBIKIB 200 Ha piBEHb €HJOTEHHUX CTEPOIIiB Y KIHOK PEMPOAYKTUBHOTO BiKy. DiykoHa307 y
11031 200-400 mr Ha 700y HE MPOSBIISE KIIHIYHO 3HAYYIIIOTO BIUIMBY HA PIBEHb €HAOTEHHUX CTEPOIIB UM Ha
BianoBiae Ha cTuMyILiio AKTI y 3m0poBux 100pOBOJIBIIIB HOIOBIUOT CTATI.

JocnixeHHs B3aeMo/ii 3 aHTUIIIPUHOM MPOJIEMOHCTPYBAJIO, 10 3acTocyBaHHA 50 Mr (iryKoHa30Jy pa3oBO YU
OaraTopa3zoBO He BIUIMBAE HA METa0OII3M aHTHIII PUHY.

YyTnuBICTb in vitro.

dryKOHAa30171in Vitro 1IEMOHCTPYE TPOTUTPUOKOBY aKTUBHICTH CTOCOBHO BUAIB Candida, 1m0 3yCTpidaroThCs
Haituactime (Bkimtovarouu C.albicans, C.parapsilosis, C.tropicaliy. C.glabrata neMOHCTpy€ MUPOKUI Tiania30H
Yy TJIMBOCTI 10 (pirykoHaszomy, To Ak C.krusei € 10 HbOTO PE3UCTEHTHOIO.

Takox (hiykoHa305in vitro AeMOHCTPY€E aKTUBHICTB sIK IPOTH Cryptococcus neoformans ta Cryptococcus gattii,
TakK i MPOTH EHAEMIYHUX TUTICHSIBUX Tpu0iB Blastomices dermatitidis Coccidioides immitis, Histoplasma
capsulatum ta Paracoccidioides brasiliensis.

dapmakoarHaMika — PapMaKkOKIHETHKA.

BinmnoBiHO 10 pe3ysbTaTiB JOCHTIKEHb HAa TBAPUHAX, 1CHYE KOPEIAL MK MiHIMAJIbHOIO 1HTIOYI04010
KOHIICHTpAIli€lo Ta €()eKTUBHICTIO TPOTH EKCTICPUMEHTAIbHUX MOJIENIeH MIKO31B, clipuurHeHUX Buaamu Candida.
BinmoBigHO 10 pe3ynbTaTiB KITHIYHUX TOCTITKEeHb, 1CHYE JiHiiHa 3anexHicTh MK AUC Ta 103010 (i1yKoHa3011y
(mpubmmsHo 1:1). TakoxkicHye mpsiMuld, ane HeAocTaTHIH 3B’ 130K Mik AUC ab0 103010 Ta IO3UTUBHOIO
KJIIHIYHOIO BIATOBIITIO HA JTIKyBaHHS OpaJbHOTO KaH/IUI03Y Ta MEHIIIOI MIpOIO — KaHIUAeM1i. AHAJIOTIYHO




JIKyBaHHS 1H(EKIIH, CIPUYNHEHUX IITAMaMH, JI0 SIKUX (ITYKOHA30JI IEMOHCTPYE BUCOKY MIHIMAJIbHY 1HT10yI0Uy
KOHIIEHTPALII0, € MEHII 3a/I0BIIbHUM.

MexaHi3M pe3UCTEHTHOCTI.

Mikpoopranizmu poay Candida neMOHCTPYIOTh YHCEIbHI MEXaHI3MU PE3UCTEHTHOCTI JI0 a30JIbHUX
IPOTUTPUOKOBHX 3ac00iB. DITyKOHA30J1 IEMOHCTPYE BUCOKY MiHIMaJIbHY 1HI10YyI04y KOHLIIEHTPAIIIO IPOTH
mTaMiB rpu0OiB, SIK1 MalOTh OJIMH ab0 OUTbIIE MEXaH13MIB PE3UCTEHTHOCTI, 1110 HETaTUBHO BIUIMBAE HA
e(eKTUBHICTb in Vivo Ta B KJIiHIYHIA npaktuli. [ToBizomisiocs npo Bunaaku po3BUTKy cynepindexuii Candida
spp., immmmu, Hik C. Albicans Bumamu, 1o 4acTo € HeUyTIuBUME 110 QurykoHazony (Hanpukian Candida krusei).
Jlnst TiKyBaHHS TaKUX BUMAJAKIB CJI1J] 3ACTOCOBYBATH aJIbTEPHATUBH MTPOTUTPUOKOBI 3aCOOU.

KoHTponbHi TOYKH (BIAMOBIIHO /10 €BPONEHCHKOr0 KOMITETY 3 IOCHIHKEHb YYTAMBOCTI /10 aHTUMIKPOOHUX
3ac00iB).

bazyrouunce Ha nocmimkeHH1 (papMakokiHETHIHOI/(hapMaKkoIMHaMIYHOT iHpOpMaIIii, IYyTIAUBOCTI in Vitrota
KIIIHIYHOT BiNOBiAl, OyJI0 BU3HAYEHO KOHTPOJIbH TOYKH /ISt ITyKOHA30IIy AJisi MikpoopraHismiB poay Candida.
Bonu Oynu po3nojuieHi Ha KOHTPOJIbHI TOUKH, 1110 HE MIOB’sI3aHl 3 IEBHUM BHUJIOM, SIKi O17IbILIOI0 MipOIO
BHU3HAUYAIKCS Ha OCHOBI (hapMaKOKiHeTHYHOI/ (papmakoanHaMiuHOI iH(OpMALIii 1 HE 3a71eKaTh BiJ PO3MOILUTY Ha
NEBHI BUJH 32 MIHIMAJIBHOIO 1HTIOYI0YOI0 KOHIIEHTPAIIEO, Ta HA KOHTPOJIbHI TOYKH, MTOB’A3aHi 3 IEBHUM BHJIOM,
10 HAWYACTIIIE aCOIIOOTHCS 3 IHOEKIIAMH Y JTI0UHU. L[l KOHTPOJIBHI TOYKK HaBEICHI HIDKYE.

Konmponsni mouxku, noe’a3ami iz neenum euoom Konmponvni mouku, ne
S</R> no6’a3aHi i3 ne6HUM 6UOOM
a
S</R>
Candida Candida Candida Candida Candida
albicans glabrata krusei parapsilosis tropicals
drykoHa301 2/4 IE 2/4 2/4 2/4

S = uyTnuBui;

R = pe3ucrenTHuii;

0. — KOHTPOJIbHI TOYKH, L0 HE TIOB’A3aHi 3 IEBHUM BUJIOM, SIKi OUTBILIOI0 MIpOIO BU3HAYAIKCS Ha OCHOBI
(apMakokiHEeTUUHOI/(hapMaKOAMHAMIYHO1 iH(pOpMalii 1 He 3a/IeXKaTh BiJ pO3MOALTY Ha MEBHI BUAU 32
M1HIMaJIbHOIO 1HT10YI0U0I0 KOHIIEHTPALI€I0, K1 TOCI1IKYBAJINCH JIUIIE A7 MIKPOOPTaHI3MiB, JUISl SIKUX HE 1CHYE
cnerugiyHOl KOHTPOIBHOI TOUKHU;

—  JIOCHI/KEHHS YyTJIMBOCTI HE PEKOMEH/I0BaHi, OCKIJIbKU TaHUH BUJ] HE € METOIO JIIKAPCHKOI Tepartii;

IE — nokas3iB 1110710 TOTO, Y € TaHWK BUJ METOIO JIIKAPCHKOI Teparii, HeJOCTaTHRO.

Dapmakokinemuxa.

dapMaKkOKiHETHYHI BIIACTUBOCTI (DITYKOHA30JIY € IO1iOHUMU TIPY BHYTPIITHEOBEHHOMY 1 TIEPOPATEHOMY
3aCTOCYBaHHI.

AbcopOuis.

®drykoHa30J1 100pe BCMOKTYETHCS P MEPOPaIbHOMY 3aCTOCYBaHHI, a PIBEHb MIpenapaTy y miaa3Mi Kposi 1
cucTeMHa 010JJ0CTYIHICTh nepeBUILLYI0Th 90 % piBHS (piIyKOHA301y Yy I1a3Mi KPOBI, 110 1OCATAETHCS IPU
BHYTPIIIHLOBEHHOMY BBEZCHHI npernaparty. OHouacHe BXXMBAHHA DKI HE BIUTMBA€ HA BCMOKTYBAHHS Ipenapary
P HOro mepopaibHOMY 3acTocyBaHHi. [1ikoBa KOHIIEHTpaIls y 1mia3Mi KpoBi gocsraerbes uepes 0,5-1,5 rogunun
miciis npuiioMy npenapaty. KoHieHTpatis npenapaTy y 1uia3Mi KpoBi IpoIopIiiiHa 1o 103u. PiBHOBaXkHA
KOHIeHTpalis Ha piBHI 90 % nocsraeTbest Ha APYTUd JeHb JIIKYBaHHS [IPU 3aCTOCYBaHHI y NEPILU AEHb
HaBaHTaXyBaJbHOI 103H, 10 BABIYI IEPEBUILY€E 3BUYANHY JOOOBY J103Y.

Po3noni.

006’eM po3nouTy NPUOIU3HO TOPIBHIOE 3arajJbHOMY BMICTY PIIMHH B OpraHi3mi. 3B’si3yBaHHS 3 OlJIKaMU IU1a3MHU
kpoBi HU3bKe (11-12 %).

dnykoHa301 100pe MPOHUKaE B YC1 TOCTIPKYBaHi piiiHU opraHi3My. PiBeHs (iykonazomny y ciauHi Ta
MOKPOTHHHI € TIOIOHUM JI0 KOHIICHTpAII11 Mpenapary y mia3mi KpoBi. Y MallieHTiB, XBOPUX HA TPUOKOBUH
MEHIHTIT, piBeHb (PIIYKOHA30Jy y CIUHHOMO3KORM pifuHi focsrae 80 % KOHIEHTpaLil y Iu1a3Mi KpoBi.

Bucoki koH1eHTpatii ¢uryKoHa30Jy y HIKIp1, [0 MEPEBUINYIOTh CHPOBATKOR, TOCSITAIOTHCS Y POrOBOMY IIapi,
enizgepmici, 1epmi ta moti. OIyKOHA30JI HAKOMMYYETHCS y poroBoMy Imapi. [Ipu 3actocyBanni no3u 50 mr 1 pas
Ha 100y KOHIIEHTpaLis (ryKoHa30. Iy micis 12 qHiB JIiKyBaHHS CTaHOBWIIA 73 MKI/T, a uepe3 7 JIHIB Miclis
3aBepUICHHSI JIIKyBaHHS KOHILIEHTpallis Bce e craHoBmia 5,8 Mkr/r. [lpu 3acrocyBanni go3u 150 mr 1 pa3 Ha
THUXICHb KOHIEHTpallisl (IyKOHA30Iy Ha 7 I€Hb JIKyBaHHS cTaHOBWIA 23,4 MKI/T; uepe3 7 THIB Micis
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3aCTOCYBAaHHS HACTYIHOI 103U KOHIEHTpallisl BCe e cTaHOBUIA 7,1 MKI/T.

KonuenTparist ¢gaykoHa3ony B HIrTsAX micis 4 MicsniB 3actocyBanHs 150 mr 1 pa3 Ha TwxaeHb ctaHoBuia 4,05
MKT/T y 3I0POBHX TOOPOBOJIBINB Ta 1,8 MKI/T IpH 3aXBOPIOBAHHSX HITTiB; ()IIyKOHA30JI BU3HAYABCS Y 3pa3kax
HIrTIB Yepe3 6 MiCSIIIB IiCIIsI 3aBEPIICHHS Tepaltii.

biorpancdopmariis.

drykoHa30J1 METa0oJI3yEThCSl HE3HAUYHOIO Mipoto. [Ipu BBeeHH1 1031, MiY€HOI PaiOaKTHBHUMH 130TOTIAMH,
e 11 % ¢irykoHa30:1y eKCKPETYEThCS 3 CeUer0 y 3MIHEHOMY BUTJIsL. DITyKOHA30J1 € CENEKTUBHUM 1HT101TOpOM
BoepmentiB CYP2C9 ta CYP3 A4, a takox inridoiropom izopepmenty CYP2C19.

Exckpenis.

[Tepion HamiBBUBEACHHS (IIyKOHA30I1y 3 IJIa3MHU KPOBI CTAHOBUTH OJIM3BKO

30 roguH. binpma yacTuHa npemnapary BUBOAUTHCS HUPKaMu, puaoMy 80 % BBEICHOL 031 BUSBIETHCS y Cedi
B He3MiHeHOMY cTaHi. KimipeHc ¢urykoHa30y mponopmiiHuiA 10 KIipeHcy KpeaTuHiHy. [{upkymoroanx
MeTa0OJIITIB HE BUSBIICHO.

TpuBanuii nepioa HaniBBUBEACHHS IpenapaTy 3 MIa3MU KPOBI Ja€ MOKIIMBICTh Pa30BOr0 3aCTOCYBAaHHS
npenapaTy npy BariHaJbHOMY KaHAMJ031, a TAKOX 3aCTOCYBaHHS npenapary 1 pa3 Ha THXKJIeHb NPH IHIIUX
MOKA3aHHSAX.

HupkoBa HEIOCTATHICTE.

VY mamieHTiB 13 HUPKOBOIO HEIOCTATHICTIO TSKKOTO CTYTEHs (IIBUAKICTH KIIyOO4YKOBOl (pinpTparii

< 20 Mu1/XB) TIepioJ] Hami BBUBEACHHS 30UThITy€eThest 3 30 roauH 10 98 ronuH. Tomy il KaTeropii maimieHTiB
HEOOX1THO 3HU3HUTH 103y (IyKoHa30y. DIIyKOHA30J1 BUJAIETHCS IIIJITXOM IeMO/Iialli3y, Ta MEHIIIOK MiPOI0 —
HIISXOM IHTpanepuToHeaabHoro nianizy. CeaHc reMomanisy TpUBaNiCTIO 3 TOAMHU 3HUXKYE PiBEHb (PIyKOHA30ITy
y mi1a3Mi KpoBi npu6iusHo Ha 50 %.

Kainiuni xapakTepucTukm.
Ilokazannus.
JIikyBaHHS TaKMX 3aXBOPIOBAHb Y JOPOCIIHUX:
— KPUIITOKOKOBHI MEHIHTIT;
— KOKIIUI101103;
— IHBa3MBHI KaHIUI03H;
— KaHIUJ03U CIIM30BUX 00OJIOHOK, BKIIFOYAIOUX KaHANU03 POTOTJIOTKH Ta KaHIWUA03 CTPABOXOTY, KaHAUIY s,
XPOHIYHUN KaHIUA03 HIKIPH 1 CTU30BUX 000JIOHOK;
— XpOHIYHUH aTpoiuHui KaHIU103 (KaHIU103, CIPHYUHEHUH BUKOPUCTAHHAM 3yOHHX MPOTE3IB) IPH
Hee()EKTUBHOCTI MICIIEBUX CTOMATOJIONYHUX Tri€HIYHUX 3aC001B;
— BariHaJbHUHA KaHAM03, TOCTPUH YU pELMIMBYIOUNH, KOJIM MIiCLIEBa Teparisi He € JIOPEUHOI0;
— KaHIUJI0O3HUM OanaHiT, KOJIM MCIIEBA TEparist HE € JOPEYHOIO;
— JIEpMaTOMIKO3H, BKIFOYAIOYH MIKO3 CTOTI, MIKO3 TJIaJICHbKA IIKipH, TAXOBUH JEPMATOM KO3, Pi3HOOApBHUIA
JMIIAi Ta KaHAWAO03HI 1H(EKIIT IWKipH, KO CUCTEMHA Teparis € HeA0OPEYHOIO;
— 1epMaTO(MITHUI OHIXOMIKO3, KOJIM 3aCTOCYBAaHHS IHIIUX JIKaPCHKUX 3aC001B € HEJOPEUHHUM.
[TpodinakTuka TaKMX 3aXBOPIOBAHb Y JOPOCIIHX:
— peuyanB KPUIITOKOKOBOTO MEHHTITY y MAIli€EHTIB 3 BACOKUM PU3UKOM HOTO PO3BUTKY;
— penuanB KaHIU03y POTOTIOTKH a0 cTpaBoxoay y nameHTiB 3 BIJI 3 BUCOKUM pU3UKOM HOTO PO3BUTKY;
— 3HIDKEHHS YaCTOTH PELUMBIB BariHaIbHOTO KaHIU103y (4 abo Oulbllle BUNA/IKIB HA PIK);
— npodimaKTHKa KaHIUIO03HUX 1H(EKIIIH y MaIieHTIB 13 TPUBAIOK HEUTPOIIEHIEIO (HAPUKIIA/I, TTALi€HTIB 31
3JT0SIKICHUMH 3aXBOPIOBAHHSIMH KPOBI, SIKI OTPUMYIOTh XIMI1OTEpaIito Yu MaIi€HTIB NMPU TPAHCIUIAHTAIl11
TeMOIOCTUYHUX CTOBOYPOBUX KJITHH).

ITH.
3acTOCOBYBATH JIKapChKUM 3aci0 y popMi Karlcys JaHiid KaTeropii nalieHTiB MOXKHA TOAI, KOJIM JITH 3/1aTHI
0e3MeYHO MPOKOBTHYTH KarCyIly, 0 3a3BUYaii€ MOXIIMBUM Y Billi Bifl 5 POKIB.
JudnazoH® 3acTOCOBYBATH AITSAM IS JIIKYBaHHS KaHIUI031B CIIM30BUX 000JIOHOK (KaHIU03 POTOTIIOTKH,
KaHIU03 CTPABOXOTY ), IHBa3UBHUX KaHIUA031B, KpUITOKOKOBOTO MEHIHTITY Ta A7 MPOQiTaKTHKN KaHIUI03HUX
IHQEeKIii y maniedTiB 31 3HWKEHUM iMyHiTeTOM. [Ipemapar MokHa 3aCTOCOBYBATH SIK T ITPUMYIOUY TEPATIIO JUIst
HOTIEPEKEHHS PELIMBY KPUIITOKOKOBOI'O MEHHTITY Y AITeH 3 BUCOKMM PU3UKOM HOI'O PO3BUTKY.
Tepamnito npenapatoM Juaa3on® MoxHA PO3MOYMHATH 10 OTPUMAHHS PE3YJIbTATB JTA00OPATOPHUX AOCIHIIKECHb;
IICJISI OTPUMAaHHS Pe3yJIbTaTIB aHTHOAKTEPiaJIbHy TEPAITiio CJIiJl CKOPUTYBATH BlAMOBIIHUM YHHOM.



Ilpomunoxazanns.

— l'inepyyTiuBICTh A0 (IIyKOHA30ITY, HIIUX a30JIbHUX CHOIYK a00 10 OyIb-AKA 3 JONOMIKHUX PEYOBUH
npernapary.

— OnHouacHe 3acTocyBaHHS (PIyKOHA30Iy Ta Tep(eHaIUHY Nalie€HTaM, SKi 3aCTOCOBYIOTh (DIIyKOHA30I
6araropazoBo y no3ax 400 mr/no0y Ta BuIe (311HO 3 pe3yJbTaTaMu JTOCIIIKEHHs B3aEMO/i1 0araropa3zoBoro
3aCTOCYBAHHS).

— OnHOYacHE 3aCTOCYBaHHS (UIyKOHA30Iy Ta IHIIMX JIIKapChbKUX 3ac00i1B, 1110 MOJOBXYIOTh iHTepBan QT Ta
MeTabomi3yroThCs 3a Jonomoroto hepmenty CYP3A4 (Hanmpukitag u3anpuy, aCTeM30I1y, MMO3HUIY, XIHIAHHY Ta
EPUTPOMIITUHY ).

B3aecmooia 3 inmumu nikapcokumu 3acovamu ma inwi 6uou 63aemooiil.

IIpomunoxkazano cymicne 3acmocysanis IVKOHA301Y Ma HUACYE3AZHAYEHUX EKAPCLKUX 3ac00i6.

Luzanpuo: MOBi TOMIISUIOCS TIPO PO3BUTOK MOOIYHHUX peakiliii 3 00Ky cepiist, y TOMY YUCII PO MapOKCU3MAIbHY
[UTYHOUYKOBY TaxiKap/Iit0 THILY «IIIpyeT» Y NaI€HTIB, sIKI OJTHOYACHO 3aCTOCOBYBAIU (IyKOHA30JI Ta LIU3AIPU/.
KonTtpoabsoBane 1ociiKeHHs IPOIEMOHCTPYBaIo, 1110 oAHodacHe 3actocyBaHHs 200 Mr ¢aykoHazomny 1 pa3 Ha
o0y Ta 20 Mr nu3anpuay 4 pasu Ha 100y MPU3BOIWIO 10 3HAYHOTO TIBUIIICHHS PiBHS MU3ANPUIY Y TIa3Mi
KpOBI Ta /10 nooBxeHHs iHTepBainy QT. OaHodacHe 3acTocyBaHHs (DIyKOHA30JIy Ta LU3AMPUIY IPOTUIIOKa3aHe
(muB. po3nin «/IpomunoxazanHsy).

Tepgenaoun: aepes BUMAAKN PO3BUTKY TSDKKHX CEPIIEBUX apUTMiid, CIPUYNHEHHX ITOI0BXEHHM iHTepBaiy QTc,
y TAIlEHTIB, 5Kl 3aCTOCOBYIOThH a30JIbHI MPOTUTPUOKOBI JIIKAPCHKi 3aCO0M 0JTHOYACHO 3 TepeHaauHOM, OYyIr
NPOBE/ICH] TOCTIIPKEHHS B3a€EMO/IT LIUX MpernapariB. Y X0/l OJHOTO JTOCHIKEHHS ITPH 3aCTOCYBaHHI
baykonazony y no3i 200 mr Ha 100y He Oyso BUsBIEHO noaoBkeHHA 1HTepBaTy QTc. [HIIe qocmimkeHHs npu
3acTtocyBaHHI (prykonazomny y no3ax 400 mr ta 800 Mr Ha 100y MPOIEMOHCTPYBAIIO, L0 3aCTOCYBAHHS
¢dykonazony y no3ax 400 mr Ha 100y a0o BuUIlle 3HAYHO I IBUIIYE PiBEHb TepPEHATNHY Y TIa3Mi KPOBI IpU
0JIHOYACHOMY 3aCTOCYBaHHI IUX npenapartiB. CyMicHe 3acTocyBaHHS (iykoHa3omy y mo3ax 400 mr abo Buie 3
TepdeHaanHoOM MpoTHIIoKa3zaHe (AUB. po3ii «/Ipomunokasannay). Ilpu 3acTrocyBanHi (pIyKoHa30iy y 033X
ke 400 mMr Ha 100y OHOYACHO 3 TepPEHATUHOM CJIJT TPOBOAWTH PETEIHLHUI MOHITOPHHT CTaHy NAIli€HTA.
Acmemizon: cyMiCHe 3aCTOCYBaHHs (DIIyKOHA30Jy Ta aCTEMiI30Jly MOKE 3MEHILIUTH KIIPEHC aCTEMI30I1y.
CropuyrHeHe UM HiABUIICHHS KOHIIEHTPALl acTeMi30ily y IJ1a3Mi KpOBI MOXKE PU3BECTH JI0 MOIOBKEHHS
iTepBany QT Ta y piKiCHUX BUIMAAKaX — 10 MAPOKCU3MaIbHOI IUTYHOUKOBOI TaX IKap/ii TUILY «IipyeT».
OpHouacHe 3acTocyBaHHS (DIIyKOHA30Jy Ta aCTEMI30JIy POTUIIOKA3aHE.

ITimo3u0 ma xinioun: CyMiCHE 3aCTOCYBAaHHS (DITYKOHA30JTy Ta MMO3HTY a00 XiHITUHY MOKE TPU3BOIUTH JI0
MPUTHIYCHHS METa0013My TIMO3Uy a00 XIHIAMHY, X04a BUIMOBIAHUX JOCIIKEHbB in VifroTa in vivo He
npoBoawId. [TiIBUIIEHHS KOHIIEHTpalii MMO3ULy a00 XiHIIUHY Yy TU1a3Mi KpPOBI MOXKE CIIPUYMHSATH MOI0BXXEHHS
mTepBany QT Ta y piaKiCHUX BUIMAAKaX MPU3BOAUTH IO PO3BUTKY MapOKCU3MAIbHO! ITYHOYKOBOI TaXxiKapail
TUIy «Iipyet». OIHOYacHE 3aCTOCYBaHHS (IYKOHA30JIy Ta TIMO3HIY a00 XiHIIMHY POTUITOKA3aHE.
Epumpomiyun: ogHOYaCHE 3aCTOCYBaHHS EPUTPOMIIIMHY Ta (IIyKOHA30JTy MOTSHLIIHO MOXKe PU3BOAUTH J10
MIJBUIIECHHS PU3UKY PO3BUTKY KapAIOTOKCUYHOCTI (TIogoBxeHHs iHTepBaity QT, mapokcru3malnbHa ITyHOUKOBA
TaxiKapJisi TUILY «IIpyeT») Ta, IK HacJiJI0K, 1O PaliTOBOT'O JIETAJIbHOTO HACHIAKY. 3aCTOCYBaHHS KOMQHaii
JAaHUX JTIKapChKUX 3aCO0IB MPOTHUITOKA3AHE.

He pexomenodyembcs oonouacue 3acmocyeants GayKoHa30ny ma HUXC4e3a3sHavyeHux IKApcbKux 3acois.
T'anogpanmpun: GiryKoHa30J1 MOXKE CIPUYMHUTH T IBUILEHHS KOHIEHTpallii ratoGpaHnTpuHy y mia3Mi KpoBi 3a
paxynok npurHideHHss CYP3A4. OqHovacHe 3aCTOCYBaHHS WX JIKAPCHKUX 3aC00iB MOTEHIII HHO MOKeE
HPU3BOAMTH 10 MiJBUILEHHS PU3UKY PO3BUTKY KapIIOTOKCHYHOCTI (mogoBkeHHs inTepBainy QT, mapokcusmanbHa
IITYHOUYKOBA TaxiKap/isl TUITY «IipyeT») Ta, K HACHiI0K, 10 PalTOBOIO JIETAIBHOT0 HACHAKy. Cii yHUKATH
3aCTOCYBaHHS KOMOIHAIIT JaHUX JIIKapChKHUX 3aCO0IB.

Cymiche 3acmocyeanns OIyKOHA30Y MA HUNCHE3A3HAYeHUX IKAPCOKUX 3ACc00i8 sumazac obepexcHocmi ma
KOPU2YBAHHS 003U.

Bnaue inwux nikapcbkux 3aco0ie Ha QayKoHa3oxL.

JlocnikeHHs B3aeMOZIT MPOAEMOHCTPYBAIH, 1110 OJHOYACHE BXKUBAHHA DK1, IUMETUANHY, aHTALUAIB a00
1o/1ajibIlle OMPOMIHEHHS YChOI'O TUIa AJIsl IEPECaKU KICTKOBOTO MO3KY HE Mae KJIIHIYHO 3HauyIllOro BIUIMBY Ha
abcopOI1iro (hIyKOHA30Ty TIPH HOTO MEpOPATTbHOMY 3aCTOCYBaHHI.

Pugamniyun: oqHOYacHE 3acTOCYBaHHS (PIIyKOHA30Iy Ta pudammiiuay npusBoauio 1o 3amwkeHHs AUC Ha 25 %
Ta CKOpPOUYyBaJo Mepio 1 HamBBUBeACHHS GurykoHa3omy Ha 20 %. Tomy 11s marieHTiB, sIKi 3aCTOCOBYIOTh
pubamMIinuH, CIil PO3TIASHYTH AOUUIBHICTE IiABUIICHHS 03U (IIyKOHA30Iy.




Bnaue dnykonazony na inwi nikapcoki 3acobu.

dnykoHa3011 € MOTYKHUM iHTr10iTopoM 130pepmenty 2C9 nuroxpomy P450 (CYP) ta momipHuM 1HTIGITOPOM
CYP3A4. Takox ¢uykonasoune iariditopom CYP2C19. Okpim crioctepexyBaHux/ JOKYMEHTAIBHO
HIATBEPKEHUX B3a€EMO/IH, ONMMCAHUX HIKYE, IIPU OJJHOYACHOMY 3aCTOCYBaHHI 3 (DIIyKOHA30JI0M iCHY€ PU3UK
MiZBUILECHHA y TU1a3Mi KPOB1 KOHIIGHTPALIH 1HIIHMX CTIONYK, 110 MeTabomni3yoTbess CYP2C9 ta CYP3A4. Tomy
3aCTOCOBYBATH Taki KOMOIHAIIT MpenapatiB Ciij] 3 00EPEkKHICTIO; IPU LIbOMY HEOOXiTHO PETENIbHO CIIOCTEpIraTH
3a ctaHOM TarieHTiB. [IpurHivyBanbHa ais ¢uykoHa3ony Ha pepMeHTH 30epiraeTbes mpoTaroM 4-5 mob micnus
HOro 3aCTOCyBaHHS Y 3B’S3KY 3 HOTO TPUBAJIUM TIEPiOIOM HaIl BBUBEICHHS.

Anvghenmanin: mig 4ac OJHOYACHOTO 3aCTOCYBaHHS ajdb(eHTaHi Ty y 1031 20 MKT/KT Ta (urykoHazomy y 1031 400
MT 3J0pOBHM J00pOBOJIBLSM criocTepiranocs gBokparHe 30ubieHHss AUC, (), MOXKIIUBO, yepe3 1HI1O0yBaHHS
CYP3A4. Moxe OyTr HEOOXiTHUM KOPUTYBAaHHS 103U allb(h)EHTAHLTY.

Amimpunmunin, Hopmpunmuin: (HIyKOHA30J MOCHIIIOE A10 aMITPUNTHIIIHY Ta HOPTPUNTUIIHY. PekoMeHTyeThes
BUMIPIOBaTH KOHIICHTPALIi S-HOPTPUNTUIIHY Ta/abo S-aMITpUNTUIIIHY Ha IOYaTKy KOMOIHOBaHOI Tepartii Ta
yepe3 1 TiwxaeHb. Y pa3i HeoOXiAHOCT1 CIIiJl BIAKOPUTYBATH 03y aMITPUIITUIIIHY/HOPTPUIITUIIIHY .
Ampomepuyun B: omHOUacHE 3acTOCyBaHHS (QuIyKoHa301y TaaMmdorepunny B iHpiKoBaHMM MHUIIaM i3
HOpPMAaJIbHUM IMYHITETOM Ta iH(pIKOBAHUM MHIIAM 31 3HI)KEHUM IMyHITETOM MPU3BEJIO 0 TAKUX PE3yJIbTATIB!
HEBEJIMKHUI aIUTUBHUYN IPOTUTPHOKOBHI edekT npu cucteMHiit indexiii C. albicans, BINCyTHICTh B3a€EMOJIT IPH
BHYTpilIHbOUepenHii iHpekuii Cryptococcus neoformans Ta aHTaroHi3M JIBOX IpenapaTiB Ipy CUCTEMHIH
Hpexii 4. fumigatus. KiiHidHe 3HaY€HHS pe3yIbTaTiB, OTPUMAHUX Y X0l ITUX JOCIIHKEHb, HEBiTOME.
Anmukoazynaumu. sIK 1 IPY 3aCTOCYBaHHI 1HIITUX a30JbHUX MPOTUTPHOKOBUX 3ac00IB, MPU OJTHOYACHOMY
3acTOCyBaHHI (hIyKOHA30Iy Ta BappapuHy HOBIOMIISAIOCS PO BUIMAAKH PO3BUTKY KPOBOTEY (F€MaTOM, HOCOBOL
KpOBOTEYI, IIITYHKOBO-KUIIKOBUX KPOBOTEY, FreMaTyli Ta MEJIEHH) Y MOEAHAHHI 3 ITOI0BKEHHIM
npoTpoMOiHOBOro yacy. [Ipu ogHOUacCHOMY 3acTOCyBaHH (UIyKOHA30Iy Ta BapdapHHy criocTepiraiocst JBOKpaTHE
MIJBUIICHHS TPOTPOMOIHOBOTO Yacy, IMOBIPHO, BHACIIIOK PUTHIYEHHS MeTa00I1i3My BaphapuHy yepes
CYP2C9. Cnix peTenbHO KOHTPOIIOBATH MTPOTPOMOIHOBHI Yac y MAIli€HTIB, K1 OJJHOYACHO 3aCTOCOBYIOTh
KyMapHHOBI aHTUKOAryJITHTH. Moxke OyTH HeoOXTHOK KOPEKINs 103U BapdapuHy.

benzodiazeninu xopomkoi 0ii, Hanpuriad mioazonam, mpuazoiam: IPpU3HAYCHHS QIIyKOHA30ITY T CIIs
HEePOPALHOrO 3aCTOCYBaHHS M11a30J1aMy MTPU3BOJWIIO IO 3HAYHOTO M IBUILEHHS KOHIEHTpalli Mila3ojamMy Ta
JI0 TIOCUJICHHS TICUXOMOTOPHUX edekTiB. OTHOYacHEe 3aCTOCYBaHHs (uIyKoHa3zouy y 1031 200 Mr Ta mMigasonamy y
1031 7,5 mMr nepopanbsHo mpu3Boauiio o miasuiieHHss AUC ta nepiony HamiBBUBeeHHS y 3,7 Ta 2,2 pasa
BIJMOBIIHO. 3acTOCYBaHHs (uiyKoHa3zony y 1031 200 mr/zo6y ta 0,25 Mr Tpuazonamy nepopaibHO MPU3BOIUIO 10
nigsumienas AUC ta nepioay HamiBBUBeACHHS y 4,4 Ta 2,3 pa3a BiamosiaHo. [Ipu oqHOYaCHOMY 3aCTOCYBaHHI
(bIyKOHA30IIy Ta TPUA30JIaMy CIIOCTEPITAIOCS MTOTSHITIIOBAHHS Ta MPOJIOHTAIlisA e(PEeKTiB Tpruazogamy.

SIK110 manienTy, SKUA IPOXOIUTh Kypc JKyBaHHs (DIIyKOHA30JI0M, CJIJA OJHOYACHO MPU3HAYUTH TEPAIlio
OeH30/11a3emiHaMu, 103y OCTaHHIX CJI1J1 3MEHIITUTH Ta BCTAHOBUTH HAJIC)KHUM HATJISI 32 CTAHOM IIAIli€HTA.
Kapbamasenin: GmykoHazoa nmpurHidye MeTadoiri3M kapOaMaseriHy Ta CIIPUYHHSE ITiABUIIICHHS PiBHS
kapOamaseniny B cupoBatii KpoBi Ha 30 %. IcHye pu3HK pO3BUTKY HPOSIBIB TOKCHYHOCTI 3 O0KY KapOaMaszerminy.
Mosxe OyTu HEOOXITHUM KOPUTYBaHHS /1031 KapOaMaseniHy 3aJIe’KHO BiJl PIBHS HOTO KOHIIEHTpAIi Ta aii
npernapary.

Fnokamopu xanvyiesux xananig: NesKi aHTarOHICTH KalbIit0 (HidheauIiH, iCpaanIliH, aMIIOTUIIIH Ta (ETOAUITIH)
MeTtaboi3yoThesa pepmerTroM CYP3A4. ®dnykoHA301 MOTEHITIHO MOYXKE T ABUIIYBATH CUCTEMHY €KCIIO3HINIO
0710KaTOpIB Kajblli€BUX KaHaJiB. PekoMeH10BaHU peTeIbHUIl MOHITOPUHT PO3BUTKY MOOIYHHUX peaKiliil.
Lenexoxcub: mpu 0THOYACHOMY 3acTocyBaHHI GiykoHazony (200 mr Ha 100y) Ta nenekokcuOy (200 mr) G4 T2
AUC nenexokcuOy miauiryBanvcs Ha 68 % ta 134 % BignosinHo. [Ipu ogHOYacHOMY 3aCTOCYBaHHI
1eeKoKcuOy Ta (PIIyKOHAa30 1y MOKe OyTH HEOONTHUM 3MEHIICHHS JTO3U IEeJIEKOKCUOY BIRYI.

Luxnogocghamio: oqnovacHe 3acTocyBanHs mukiIodocdaminy Ta GryKoHA30Iy TPU3BOIUTE A0 Tl IBUILICHHS
piBH# O17ipyOiHy Ta KpeaTuHiHy B cupoBartii Kposi. Lli mpenapatu MokHa 3aCTOCOBYBATH OJHOYACHO, 3BAKAIOUH
Ha PU3UK TiABUIICHHS KOHIIEHTpalil OutipyOiHy Ta KpeaTuHiHy B CHPOBATI KPOBI.

Denmanin: MOBIIOMIISIIOCS PO OJIUH JICTAIbHUIA BUMAA0K IHTOKCHKAIII ()eHTAaH1JIOM BHACIIIOK MOYKIUBOT
B3aeMOJIiT peHTaHTy Ta GuryKoHa3ouy. [lo TOro K, y AOCIIKEHHI 3a ydacTio 12 310poBHUX 100pOBOJIBIIB OYI10
MIPOJIEMOHCTPOBAHO, IO (DITyKOHA30J1 3HAYHO YITORJILHIOBAB elliMiHaIl0 ¢eHTanimy. [TinBuIeHHsT KOHIICHTpaIlil
(eHTaH1Ty MOXKe IPU3BECTH 10 IPUTHIYEHHS IUXaHHS, TOMY CJIiJI PETEIbHO KOHTPOJIIOBATH CTaH Malj€HTA.
Mosxe OyTH HEOOXITHOIO KOPEKIIisl 1031 (heHTaHITY.

Ineioimopu I'MI-KoA-pedykma3zu: cyMICHE 3aCTOCYBaHHs (JIyKOHa30Jy Ta 1Hr101TOPIB

I'MI'-KoA-penykrasu, mo merabonizyrorbes CYP3A4 (aropBacTaTtuH Ta cMMBacTaTHH), abo iHribiTopis I'MI -




KoA-penykrasu, mo merabomizytorbest CYP2C9 (dbayBacTaTuh), MIBHIY € PU3HK PO3BUTKY MIOMATIl Ta
pabaomiomnizy. ¥ pasi HEOOXiAHOCT1 OTHOYACHOTO 3aCTOCYBAaHHS LIUX MPENapaTiB CIIiJ] pETeIbHO CIIOCTEpiraTu 3a
MaIi€eHTOM [I0JI0 BUHUKHEHHSI CHMIITOMIB MiOTIaTii Ta pabaoMioi3y i MPOBOJUTH MOHITOPUHT PiBHS
KpeaTHHKIHA3W. Y BUITQJIKy 3HAYHOTO TN ABUIIICHHS PIBHSA KpEeaTHHKIA3H, a TAKOX MPH IarHOCTYBaHHI a00
ni7103pi Ha MionaTiio/padromioni3 3actocyBanHs iHridiropis I'MI-KoA-peaykrasu ciij IpUIMHATH.
Imynocynpecopu (Hanpuknao yukioCnopum, eeeponimyc, CUpOIIMycC i MaxKpoiimyc).

Luxnocnopun: pmyxoHazon 3Ha4HO TiaABHILYe KoHIeHTpalio Ta AUC nukinocnopuny. [lpu onHodacHoMy
3acTtocyBaHHI (hirykoHazomy y mo3i 200 Mr/mo0y Ta MUKIOCTIOPUHY Y 1031 2,7 mr/xr/mody
crioctepiranocs 30inpmentas AUC mukinocnopuny y 1,8 pasa. Lli mpenapaTti Mo)KHa 3aCTOCOBYBATH OJTHOYACHO 3a
YMOBU 3MEHILEHHS JO31 HUKIOCIOPUHY 3aJIeKHO BiJl HOr0 KOHLIEHTpAILLi.

Eseponimyc: Xo4a TOCTIIKEHB in VitroTa in vivo He IPOBOIHIH, (DITyKOHA30JI MOXKE TiIBUIIYBATH KOHIICHTPAIN IO
€BEpOJIIMYCYy B CHpOBaTIIl KpoBi yepe3 npurHideHHss CYP3A4.

Cuponimyc: GpryKoHa30J1 M ABHILYE KOHIECHTPALIO CUPOJIIMYCY Y IJIa3Mi KpOBi, IMOBIPHO, IUIIXOM MPUTHIYCHHS
MeTtaboiizmy cuporimycy dpepmentom CYP3A4 ta P-rmikonpoTteinom. Lli mpenapaTi MokHa 3aCTOCOBYBATH
OJIHOYACHO 32 YMOBU KOPUTYBAaHHS JJO3M CUPOJIMYCY 3aJIEKHO BiJl piBHS KOHIIEHTpaIli Ta eeKTiB nmpenapary.
Taxponimyc: GIyKOHA30JI MOKE TIIBHIIYBATH KOHIIEHTPAIIT TAKPOIIMYCY B CHPOBATII KPOBi JI0

5 pasiB mpH HOTO MEepOPaTLHOMY 3aCTOCYBaHHI Yepe3 MPUTHIYCHHS METab0Ii3My TaKkpoJiMycy hepMEeHTOM
CYP3A4 y xumeunuky. [Ipy BHyTpIIHBOBEHHOMY 3aCTOCYBaHHI TAKPOJIIMYCY HE CIIOCTEpIraocs 3HaYHUX 3MiH
dapmakoxineTuku. [ligBHIIEHI PiBHI TAKPOIIMYCY aCOLIIOIOTHCS 3 HeQPOTOKCHYHICTIO. J[03y TakpomimMycy uis
MEPOPATLHOTO 3aCTOCYBaHHS CI1JI 3HIKYBATH 3aJIEKHO BiJl KOHLIEHTpALIli TaKpOIIMyCy.

Jlozapman: GyKOHA3011 MPUTHIYY€E METa00Ti3M JIo3apTaHy 0 HOTO aKTUBHOTO METa0O0ITy

(E-31 74), u1o 3yMoBII0oe O1JIb1ITy YaCTHHY @HTAaroHi3My JI0 pellenTopiB aHrioteH3uny Il mija yac 3actocyBaHHs
no3aprany. PekoMeH0BaHO 3[4HCHIOBATH MOCTIMHUI MOHITOPUHT apTepialibHOTO TUCKY Yy MAIll€HTIB.

Memaoon: GpmykoHa3071 MOXKE TIBUIIYBATH KOHIICHTPALII0 METAIOHY Y cUpoBaTili kpoBi. [Ipu onHOUacHOMY
3aCTOCYBaHHI METAJIOHY Ta (PIIyKOHA30JTy MOXKE OYyTH HEOOXiTHUM KOPUTYBAHHS JI03H METAJIOHY.

Hecmepoioni npomusanansii npenapamu: IpH 0JJHOYACHOMY 3acTOCyBaHHI 3 GiykoHazonoM Cp,,, Ta AUC
bnypoinpodeny minBunryBamcs Ha 23 % ta 81 % BiAMOBITHO MOPIBHSHO 3 BiIMOBIIHUMYU TTOKa3HUKAMU TIPH
3aCTOCYBaHHI TUTbKH QurypOinpodeHy. AHAIOTIYHO NMPU OJTHOYACHOMY 3aCTOCYBaHHI (DJIyKOHA30JTy 3 pareMiYHIM
ioynpodenom (400 mr) C . Ta AUC (hapmakoa0ndHO aKTUBHOTO 130Mepy S-(+)-10ynpodeHy miIBUIyBaIucs Ha
15 % Ta 82 % B1ANOBIIHO MOPIBHSIHO 3 TAKUMU MOKa3HUKAMU IIPU 3aCTOCYBAHHI TUIBKU PaLlEMIYHOTO
10ympocdeny.

Xoua crieriaTbHUX JTOCHTIPKeHb HE TIPOBOIWIIH, (DITyKOHA30J MOTEHIIMHO 3IaTHUH TIABUIIYBATH CHCTEMHY
excriosutiro iHmmx HIT3I, mo meradomnizytoreess CYP2CO9 (Hanpukiian HanmpoKCceHy, JOPHOKCUKaMY,
MEJIOKCHKaMy, TUKIo(peHaKy). PekoMeH10BaHO MEfoIMYHO 311 HCHIOBATH MOHITOPHHT MOOIYHUX peakiiii Ta
TOKCUYHUX TPOosiBiB, OB’ ss3anux 13 HII3I1. Moxe 3Hano6uTucs kopurysanss no3u HIT3II.

Denimoin. HayKoHA30J MPUTHITYE METa00J113M (GeHiToiHy B nediHii. OgHouacHe Oararopa3oBe 3aCTOCYBaHHS
200 mr ¢aykonasoiny Ta 250 Mr ¢eHITOIHY BHYTPIIIHBOBEHHO NpU3BoAUTH 10 miaBuiieHHs AUC,4 deniToiny Ha
75 % ta Cp;, Ha 128 %. IIpn ogHOUaCHOMY 3aCTOCYBaHHI IUX JIIKAPCHKUX 3aCO0IB CIIif] IPOBOJAUTH MOHITOPUHT
KOHIEHTpallii peHiTOiHy y CHpOBaTIi KPOB1 A7l YHUKHEHHS PO3BUTKY TOKCUYHOI i1 PEHITOTHY.

I1peonizon: OBIIOMITSLIIOCS TIPO BUITAIOK, KOJIM Y MAIIEHTA MMiCJIST TPAHCIUIAHTAIII] MEYiHKY Ha TJIi 3aCTOCYBAHHS
MPEJIHI30HY PO3BUHYJIACS TOCTPA HEJOCTATHICTh KOPY HATHUPKOBHX 3aJ103, IO BUHUKJIA TICIS MPUMTUHEHHS
TPUMICSYHOTO Kypcy Teparii piaykoHazonoM. [IpunuHenHs 3actocyBaHHs (GyKOHA3011y,IMOBIPHO, CIIPUYUHHIIO
nocwiieHHs akTuBHOCTI CYP3 A4, 110 mpu3Beso 10 MPUCKOPEHHs MeTabomi3My npeaHizony. Chix peTeasHo
CTEXKUTH 32 MAI[lEHTaMU, SIK1 IPOTATOM TPUBAJIOTO YacCy OJHOYACHO 3aCTOCOBYIOThH ()IyKOHA30JI Ta MPEAH30H, 3
METOIO TIONIEPEPKEHHS PO3BUTKY HEJOCTATHOCT1 KOPU HATHUPKOBHUX 3aJ103 TiCIISl IPUITMHEHHS 3aCTOCYBAaHHS
baykoHa3oIy.

Pugpabymun. pnyxonazon maBuIlye KOHIEHTpalito pudadyTHHy B CHpOBATIIl KPOBI, 110 MPU3BOAUTH JI0
36impmenHs AUC pugadbytuny no 80 %. [Ipu ogHouacHOMY 3acTocyBaHH (hIyKOHA30Iy Ta pudadyTuHy
MTOB1IOMJISIIIOCS TIPO BUTIAJKU PO3BUTKY yBEiTy. [Ipu 3acTocyBaHH Takoi KOMOIHAITIT JIIKAPCHKUX 3aCO01B CIIi T
OpaTu 10 yBaru CUMITOMH TOKCHUYHOI 111 pugadyTuny.

Caxsinasip: Gpmyxonaszon masuiye AUC Ta C ., cakBiHaBipy npuomm3no Ha 50 % Tta 55 % BiamoBinHO uepes
MIPUTHIYCHHS MeTaboi3My cakBiHaBipy y neuinili pepmentom CYP3A4 Ta depes iHribyBanns P-rimkomnporeiny.
B3aemonii M (ryKOHA30JI0M Ta CaKBIHaBI pOM/PUTOHABIPOM HE JTOCIiKYBAJIUCS, TOMY BOHU MOXYTh OyTH
O11b1I BUpakeHUMHU. Moxke OyTH HeOOXIHUM KOPUTYBaHHSI 103U CaKBIHABIPY.



Tloxioni cynvghoninceuosunuy. pyu OJHOYACHOMY 3aCTOCYBaHHI ()IIyKOHA30J1 IPOJIOHTYE MEePi0] HABBUBEICHHS
NEepOpaANbHUX MOXIAHUX CYIb(OHUICEUOBUHH (XJI0pIponaminy, rmOeHKIaMify, I3y Ta ToI0yTaMiay) npu ix
3aCTOCYBaHHI 3JJOPOBHM JOOPOBOJIBISAM. PEKOMEHIYETHCS TPOBOINUTH YaCTUH KOHTPOJIb IyKPYy B KPOBI Ta
Bi/IITOBITHUM YMHOM 3HIDKYBATH JI03Y TIOXITHUX CYIb(OHUICEYOBUHU MIPH OJHOYACHOMY 3aCTOCYBaHHI 3
(iryKoHa30510M.

Teoginin: y nnarne60-KOHTPOJIbOBAHOMY JOCIIIPKEHH] B3a€EMO/IIT ITpenapariB 3acTocyBaHHs ¢urykonazoiry mo 200
MT IpOTSAroM 14 aHIB MPU3BEIO IO 3HUKEHHS CEpeIHbOro KIIipeHCy Teo(diliHy B mu1a3Mi Kposi Ha 18 %. 3a
naljieHTaMu, sKi 3aCTOCOBYIOTh T€O(UTiH Y BUCOKHX J103aX a00 SKi MAIOTh MiJBUILEHUA PU3HK PO3BUTKY
TOKCHYHUX TPOSIBIB T€O(PUTIHY 3 1HIIUX MPUYKH, CJI1I BCTAHOBUTH HATJIS IOAO BHUSIBJICHHS 03HAK PO3BUTKY
TOKCHYHOI 11ii Teo¢ininy. Teparmito ciji 3MIHUTH ITPU MOSABI 03HAK TOKCUYHOCTI.

Ankanoiou 6apeginky: xo4a BIATIOBIIHUX TOCITIKEHb HE TIPOBOAMIIH, (DIYKOHA30J1, IMOBIpHO, Yepe3 iHTi0yBaHHS
CYP3A4, Mmoxe ClIpUYWHSATH T IBUIIIEHHS KOHIICHTPAINi aJkaJioiiB OapBiHKY y ITU1a3Mi KpoBi (HaIpUKIIa
BIHKPUCTHHY Ta BIHOJIACTHHY ), 10 MPU3BOAUTH JI0 PO3BUTKY HEUPOTOKCUYHHX €(PEKTIB.

Bimamin A: noBigoMisiocs, 1110 y NaIli€HTa, SKUA 0THOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIIOTY (KMCIOTHA
¢dopma BitamiHy A) Ta (paykoHa3od, crocrepiraiucsa nooivyni peakuii 3 6oky LIHC y ¢popmi nceBnorymopy
TOJIOBHOTO MO3KY; TaHWUH eeKT 3HUK Ticlisl BiAMIHU (urykoHa3o0my. L mikapchki 3aco0u MOKHA 3aCTOCOBYBATH
OJIHOYACHO, aJie CJIiJI TTaM’ATaT! PO PU3MK BUHUKHEHHS MOOIYHUX peakiii 3 6oky [[HC.

Bopuxonason (ineivimop CYP2C9 ma CYP3A4): onHoyacHe 3aCTOCYBaHHS BOPUKOHA30I1y nepopaiibHo (1o 400
MT KOXHi 12 roaua ipotsaroM 1 gust, momiM 1o 200 Mr koxkHI 12 roauH npoTsarom 2,5 1Hs) Ta (GIyKOHA30Ty
nepopaibHO (400 Mr B epmmii ieHb, TOTiM 1o 200 MT KOKHI 24 TOIUHU TIPOTATOM 4 THIB) 8 3710pOBUM
J0OPOBOJIBIISIM YOJIOBIYOI cTaTi mpu3Beno 1o masumenHs C,,,, Ta AUC, BopukoHa3oiy B cepeHbomy 10 57 %
(90 % AI: 20 %, 107 %) ta 79 % (90 % HA1: 40 %, 128 %) BignosigHo. HeBimoMo, uu MpU3BOINUTE 3HIKCHHS
JI03U Ta/ab0 YaCTOTH 3aCTOCYBaHHS BOPUKOHA30Iy 200 (IyKOHA30Iy 10 YCyHEeHHs Takoro edekry. [Ipu
3aCTOCYBaHHI BOPHKOHA30JTY THCIIS (PIIyKOHA30ITY CJIiJ] IPOBOIUTH CIIOCTEPEKEHHS MO0 PO3BUTKY TTOOITHUX
e(eKTiB, acOIiHOBaHUX 13 BOPUKOHA30JIOM.

3uooeyoun: ¢pnykonazon masuuye C,,, Ta AUC 3unoBynuny Ha 84 % ta 74 % BIINOBITHO, 10 3yMOBIIEHO
3HIDKEHHSM KITIPEHCY 3UI0BYIMHY MPUOIU3HO HA 45 % 1ipu 1oro nepopaibHOMY 3acTocyBaHH. [lepion
HaIIBBUBECHHS 3UIOBYAMHY OYB TaKOX IMOJOBKEHUH prOanu3Ho Ha 128 % 1icis 3acTocyBaHHs KOMOIHAIT
¢iryKkoHa30y Ta 3UA0BYIMHY. 3a Mali€HTaMH, sIKi 3aCTOCOBYIOTh TaKy KOMOIHAIL 10 JTIKapChKuX 3ac00iB, CIIif
CHocTepiraTH 1010 PO3BUTKY MOOIYHUX peakKi(ii, OB’ I3aHUX 13 3aCTOCYBaHHAM 3UAOBYANHY. MOxHa
PO3TISHYTH JOLITBHICTD 3HIKEHHS 103U 3UJIOBYIUHY.

Azumpomiyun: y X0l BiIKPUTOTO PaHIOMI30BaHOTO TPHOXCTOPOHHBOTO MEPEXPECHOTO TOCTIHKEHHS, B IKOMY
B3SUTM y4acTh 18 3110poBHUX JOOPOBOJIBIIIB, OIIHIOBAIHN BIUTMB a3UTPOMIIIMHY Ta (DIITyKOHA30JTy Ha
(bapMakOKIHETUKY OJIMH OJJHOTO IPH iX 0JIHOYACHOMY MEPOPATbHOMY pa30BOMY 3acTOCYBaHHI y f03ax 1200 mr ta
800 mr BignosigHO. XKoaHuX 3HaUymuX (hapMaKOKHETHYHUX B3a€MOJIi i BUSIBIICHO HE OyJIO.

Ilepopanvui koumpayenmugu: mpoBoaniocs 2 papMakOKIHETUYHUX JOCTIIKEHHS 6araTopa3oBOro 3aCTOCyBaHHS
¢rykoHa3zoy Ta KOMOIHOBAaHOTO IEPOpaIbHOrO KOHTpauenTuBa. [Ipu 3actocyBanH ¢irykoHazomy y 103 50 Mr
BIUTMBY Ha PIBEHb TOPMOHIB HE 0YJI0, TOI SIK TIPH 3acTOCyBaHHI (hiykoHa30my y 1031 200 mr Ha 100y
cnoctepiranocs 30uibimenHst AUC etuninectpaaiony Ha 40 % ta neBoHoprectpeny — Ha 24 %. Lle cBimuuth npo
Te, 0 6araTopazoBe 3aCTOCYBaHH: (PIyKOHA30Jy y 3a3HAYCHHX J103aX HABPsJ YU MOXKE BIUIMBATH Ha
e(eKTUBHICTH KOMOIHOBAHOTO IMEPOPATTLHOTO KOHTPAIIETITHBA.

Ocobueocmi 3acmocysanns.

Jlepmamodghimisn. BianoBigHO 10 pe3yabTaTiB AOCTIKEHHS (IIyKOHA30JTy IS JIKyBaHHS AepMaTodiTii y JaiTeH,
(i1yKOHA30I1 HE TePEBHIYE IPU3e0yIIbBIH 32 €PEKTUBHICTIO 1 3aralbHUN MOKAa3HUK €()EKTUBHOCTI CTAHOBUTD
men1re 20 %. Tomy Judaazon® He ciiif 3aCTOCOBYBATH JUIsl JIKyBaHHS 1epMaToOITIi.

Kpunmoxkokos. JlokaziB eheKTUBHOCTI QIIyKOHA30Iy JUIsl JIKyBaHHS KPUIMTOKOKO3Y 1HIINX JIOKaJI3aIi i
(HampuKIIa1 JETEHEBOTO KPUIITOKOKO3Y Ta KPUIITOKOKO3Y LIKPH) HEJJOCTATHBO, TOMY PEKOMEHAAIH 111010
JI030BOTO PEKUMY JUIS JIIKyBaHHS TAaKUX 3aXBOPIOBAHb HEMAE.

I'nuboki endemiuni miko3zu. JIokaziB epeKTUBHOCTI (HITyKOHA30Ty AJIs JIKYBaHHS HIINX (OPM €HIEMIYHUX
MIKO3IB, TAKUX SIK IMAPAKOKITUAI0iIOMIKO3, TICTOTIA3MO3 Ta IIKipHO-TIM(ATUIHHNA CTIOPOTPUXO3, HEAOCTATHBO,
TOMY PEKOMEHALIH 1010 J030BOTO PEKUMY UIS JIIKyBaHHS TAaKUX 3aXBOPIOBAHb HEMAE.

Hupkosa cucmema. IlanienTam 13 nopymeHHsIM (yHKIIH HUPOK Mpenapar Cliil 3aCTOCOBYBATH 3 00EPEXKHICTIO
(muB. po3aut «Cnocib 3acmocys8anus ma 003uy).

T'enamobiniapna cucmema. IlanieHtam 13 mopyueHHsM QYHKIIH MEYIHKH Mpenapar CJiiJl 3aCTOCOBYBATH 3



00epexHICTIO. 3aCTOCYBaHHSI ()IIYKOHA30JTy acOIOBAIOC 3 BUHUKHEHHSM P1AKICHUX BUTIAKIB PO3BUTKY TSIKKOI
rernaTOTOKCUYHOCTI, BKIIOUAIOUH JIeTalbHI BUMIAIKH, TOJIOBHUM YMHOM Y MALI€HTIB 13 TSHKKUMU OCHOBHUMU
3aXBOPIOBAaHHSIMH. Y BHIA/IKaX, KOJH PO3BUTOK IeNaTOTOKCUYHOCT aCOIIIOBABCS 13 3aCTOCYBAaHHAM (DITyKOHA30ITY,
He OyJI0 BiI3HAYECHO i1 IBHOI 3aJIEXKHOCTI BiJl 3arajabHOi JOOOBOI 103U Mpemnapary, TPUBAJIOCT Tepalrii, cTaTi abo
BIKy MaiieHTa. 3a3BU4aii renaToTOKCUYHICTh, CIIPUYMHEHA (DIIyKOHA30JI0M, 000pOTHA, a ii MPOsSBU 3HUKAIOTh
IICJIsl IPUITMHEHHS! Tepaii.

3a naiieHTaMy, y SKHX P 3aCTOCYBaHHI (PIIyKOHA30Jly CIOCTEPIraloThCs BIAXUIIEHHS pe3yJIbTaTiB
(GYHKIIOHATBHUX MTPOO MEYiHKH, CIIiJl BCTAHOBUTH PETEIBHHIA HATJISI 100 PO3BUTKY OUTBII TSKKOTO ypaskeHHS
MEYiHKH.

[TamienTiB ¢ npoiHGOPMYyBaTH IPO CUMITOMH, 10 MOXKYTh CBITYUTH NPO CEPHO3HUNA BIUIMB Ha MEYIHKY
(BEpakeHa acTeHis, aHOPEKCisl, MOCTIifHA HY10Ta, OFOBAHHS Ta KOBTSHUIL). Y TAaKOMY BHITaJIKy 3aCTOCYBAHHS
(i1yKoHa30:1y Ciii HeraifHO NPUITMHUTHU Ta IPOKOHCYJIBTYBATHUCS 3 JIKAPEM.

Cepyeso-cyounna cucmema. JIesiki a301u, y TOMY 4uCIHi i (IIyKOHA30I1, aCOLIIOIOTHCS 13 MOIOBXKEHHIM IHTEpBAILY
QT na enextpokapaiorpami. [loBigomiisiiocs mpo ayske piIKiCHI BUMIAAKU MOJ0BKEHHs iHTepBainy QT Ta
MapoKCU3MAalIbHOI IUTYHOYKOBOI TaXikap/ii TUITy «IipyeT» MpH 3acTocyBaHHi npenapary Judnazon®. Taki
TIOB1IOMJICHHSI CTOCYBAJIMCS TALIEHTIB 13 TSHKKMMU 3aXBOPIOBAHHSMHU TIPH MTO€THAHHI 6araTboX (akTopiB pU3HKY,
TaKUMHU SIK CTPYKTYPHI 3aXBOPIOBAHHS CEPIlsl, TOPYIICHHS €JICKTPOIITHOrO OOMiIHY Ta OJHOYACHE 3aCTOCYBaHHS
HIIMX JIIKapChKUX 3ac00i1B, 1110 BINIMBaOThH Ha iHTepBan QT.

Judnazon® cinijx 3 00epeKHICTIO 3aCTOCOBYBATH MAIIEHTAM 13 PH3UKOM PO3BHUTKY apuTMii. OTHOYACHE
3aCTOCYBaHHS Pa3oM 13 JIKapCbKUMU 3ac00aMu, 110 MPOJIOHTYIOTh iHTepBall QTc Ta MeTaboi3y0ThCs 3a
noromoroto pepmenty CYP3A4 uutoxpomy P450, nmporunokasane.

L'anogpanmpun. T'anodantpun € cyoctpatom pepmerty CYP3A4 i nmpononrye intepBan QTc npu 3acTocyBaHHi y
PEKOMEH/I0BaHHUX TepaneBTUYHUX J03ax. OJJHOYACHE 3aCTOCYBaHH raJlopaHTpUHy Ta (IIyKOHA30Iy HE
PEKOMEH/TYETHCSL.

Jlepmamonociuni peakyii. 11 yac 3acTocyBaHHS (PIyKOHA30JTy PiJIKO TTOBIAOMIISIIOCS TIPO PO3BUTOK TAKHX
eKCc(OIaTUBHUX ILIKIPHUX peakwii sk cunapoM CriBeHca-/[>KOHCOHA Ta TOKCUUHUH eIl iepMaIbHUI HEKPOITi3.
[Mamientn 31 CHI/loM Oi1bII CXMITBHI IO PO3BUTKY TSHKKHUX IIKIPHUX PEAKI[ii MPH 3aCTOCYBaHHI 0ararbox
JKapChKKUX 3ac00iB. SIKIIO y MamieHTa 13 TOBEPXHEBOI IPUOKOBOIO 1H(PEKINEO 3’ IBIISIOTHCS BUCUIIAHHS, 10
MOJKHA OB’ A3aTH 13 3aCTOCYBaHHAM (DIIyKOHA30.Iy, MOAajbIlIe 3aCTOCYBAaHHSI Mpenapary cij NPUIUHUTH. SIKII0 y
NamieHTa 3 IHBa3MBHOK/CUCTEMHOIO IPUOKOBOIO 1H(DEKIIEI0 3’ IBISIOTHCS BUCUIIAHHS HA LIKIpP1, 3@ HOro CTaHOM
noTpiOHO PEeTeNbHO CIIOCTEpiraTH, a y BUMAAKY PO3BUTKY OyJIbO3HUX BUCHIIaHb a00 MyJIbTU(POPMHA epUTeMHU
3aCTOCYBaHHS (IyKOHA30Iy CIIJ MPUITHHUTH.

T'inepuymaugicme. Y piIKICHUX BUTAAKAX MOBIIOMIISUIOCS PO PO3BUTOK aHA(DIAKTUIHUX PEaKIIii.

Lumoxpom P450. ®nykoHason e noTy>KHUM iHr16iTopoM pepmenty CYP2C9 ta noMipHUM iHT16iTOpOM
depmenty CYP3A4. Takox dykonasone inriditopom gpepmenty CYP2C19. Cnijx crioctepiraTu 3a CTaHOM
HAI€HTIB, SIKI OJHOYACHO 3acTOCOBYIOTh J{n(aa3oH® Ta nmpenapatu 3 By3bKUM TE€PANEBTUUYHUM BIKHOM, 1110
meTabomizytoThes 3 yuacTio CYP2C9, CYP2C19 ta CYP3A4.

Tepghenaoun. Cnin peTenbHO CIOCTEPIraTy 3a CTAHOM Malli€HTa MPU OJHOYACHOMY 3aCTOCyBaHHI TepdeHa uHy Ta
bnykonazony y no3i Meniie 400 mr Ha 100Yy.

Honomixcni peuosunu. Ilpenapat MicTuTh nakTo3y. [lamenTam 3 piAKICHUMH CTIaAKOBUMH 3aXBOPIOBAHHSAMM,
TaKUMU SIK HETIEPEHOCUM iCTh TaJIaKTO3H, HEJIOCTAaTHICTh JJaKkTas3u Jlarma ta Maapa0copOIlis TIIOKO3U-TaIaKTO3H,
HE CJIiJ1 3aCTOCOBYBATH LieH mpemnapar.

VY 5KIHOK penpoayKTHBHOTO BIKY CIIi/I PO3TIITHYTH MUTAHHS PO MPOTHU3AILIIIHI 3aX0AH y BUTIAIKY, KOJIHiM
NIOKa3aHe TpUBaJe JIKyBaHHS.

3acmocysanns y nepioo eazimmnocmi avo 200yeanusa zpyoorio.

JaHi, oTpuMaHi TIpu pa30BOMY a00 TOBTOPHOMY 3aCTOCYBaHHI (IIYKOHA30JTy Y 3BUYAMHUX JI03aX

(<200 Mr/mo0y) KiTbKOM COTHSIM BariTHHUX >KiHOK MPOTATOM | TpUMecCTpy BariTHOCTI, HE POJIEMOHCTPYBAIIN
HebaxaHux edekTiB Ha . [1oBioMIIsIIOCS TTPO YUCENbHI BPOKEHI TATOJIOTIT Y HOBOHAPOHKEHUX
(BKimrouaroun 6paandpeHito, IMCIUIA3iio BYIIHOI pAKOBUHHU, HaIMipHE 30UIbIICHHS NEPEAHbOTO TiM SUKa,
BUKPUBJICHHS CTETHA, IJICYOIIKTHOBUI CHHOCTO3), MaTepi SIKUX MPUHMaA BUCOKI 103U ¢urykoHazoury (400-800
MTI/100y) MPOTATOM MPUHAKMHI TPHOX a00 OLIBIIE MICSITIB IS JTIKyBaHHS KOKITUAI0i103y. 3B’ I30K MK
3aCTOCYBaHHSAM (DIIyKOHA30Jy Ta IIMIMH BUNIAIKAMU HE BU3HAYCHUH.

JlocmipKeHHS Ha TBapUHAX MPOJEMOHCTPYBAIH PENPOYKTUBHY TOKCHUHICTb.



He cxin 3acTocoByBaTH 3BMYaiiHi 1031 (PIIyKOHA30Jy Ta KOPOTKOTPHUBAJ KYPCH JIKyBaHHS (PIIyKOHA30JI0M Y
nepioJl BariTHOCTI, 3a BUHATKOM KpaitHbOI HEOOXITHOCT1.

He citig 3acTocoByBaTH BHCOKI 1031 (DJTyKOHA30Ty Ta/ab0 TpuBaji KypcH JIKyBaHHS (DITyKOHA30JIOM Y TIEpioT
BariTHOCT1, 32 BUHATKOM JIIKYBaHHS 1H(QEKIIIH, 1110 MOTEHIIHHO 3arPOXKYIOTh KHUTTIO.

®dyKoHa30J1 MPOHUKAE Y TPYAHE MOJIOKO Ta JOCSTaE HIKYOI KOHIICHTpALi, HDK y 1u1a3mi KpoBi. ['oxyBaHHA
TPYIII0 MOKHA TPOJOBXKYBATH TICIISI PA30BOTO 3aCTOCYBAaHHS 3BUYANHOI 1031 (DITyKOHA30.Ty, 10 cTaHOBUTH 200
MT a00 MEHIIIE.

['ogyBatu Tpy a0 HE pEKOMEHTETHCS IMPU OaraTopazoBOMY 3aCTOCYBaHHI (UIyKOHA30.Ty a00 MpH 3aCTOCYBaHHI
BHCOKHX 7103 (hJTyKOHA30JTy.

30amnicms énnueamu Ha WIBUOKICMb peaKyii npu KepyeanHi a6mMompaHCnopmom ado iHUMU MexXaHizmamu.
Jocnimxens BBy npenapary Judaazon® Ha 31aTHICTh KEPyBaTH aBTOTPAHCIIOPTOM ab0 MpaIfoBaTH 31HIIUMU
MeXaHi3MaM# He TTPOBOIHIIH.

[TamieHTIB C1i/1 MPOiHGOPMYBATH MPO MOKIUBICTh PO3BUTKY 3alIaMOPOYEHHS a00 CYZIOM I JT 4ac 3aCTOCOBYBAHHS
npenapaty dudnazon®. [Ipu po3BUTKY TaKHMX CUMITOMIB HE pEKOMEHAYETHCS KEPYBATH aBTOTPAHCIIOPTOM 200
MPAIOBATH 3 IHIIUMHU MEXaHi 3MaMH.

Cnocio 3acmocyeannus ma 003u.

JloGoBa 032 ¢uryKoHa30ITy 3aJIeKUTH BiI IPUPOAH Ta TSHKKOCTI pyHranbHoi iHdekmii. JlikyBanus iHdekmii, ski
noTpelyroTh 6araTopa3oBOro MpUioMy mpenapary, M& MpOJOBKYBATUCS 10 JOCATHEHHS K HIKO-Ta00paTOPHOTO
edexTy (3aTyXaHHs aKTUBHOI rpuOKoBOi iH(pekuii). HemocraTHiit TepMiH JTiKyBaHHS MOXE IPU3BECTH J10
B1THOBJIEHHSI aKTUBHOTO 1H(eK1iiHoro npouecy. Iamentu, xsopi Ha CHIJ] Ta KpunTOKOKOBHI MEHIHTIT, a00 3
PEeLUINBYIOUYMMH Opo(aprHreabHUM KaHIU1030M 3a3BHUail MoTpeOyoTh MATPUMYI0UOi Tepamii A
norepepKeHHs peruauBy. Teparis moxke OyTH po3noyara 10 OTpUMaHHS Pe3yJIbTalB KyJIbTypalbHOTO a00 IHIITNX
7Ta00paTOPHUX JOCHIHKEHB, a PU 1X OTPUMaHHI JOIAI0THCS i aHTUMIKPOOHI TIpemapary.

[Tpemapat 3acTOCOBYBaTH NEPOPAIBLHO a00 BHYTPIIIHBOBEHHO HUIAXOM iH(Y3ii. Criocib 3acTocyBaHHs NpenapaTy
3aJIeKUTh BiJ KIIHIYHOTO CTaHy mamienTa. Hemae He0OXiTHOCT1 y 3MiHI 1000BOI 103U IpenapaTy IpH 3MiHi
HUIAXY HOTO 3aCTOCYBaHHS 3 IEPOPATIBHOI0 Ha BHYTPIIIHBOBEHHUI Ta HAaBIAKH.

Kancynu cnin koBratu mummu. [Ipuiiom npenapary He 3aJI€XKHUTh Bl MPUAOMY iXKi.

[Hopocai.

Kpunmoxoxos.

- JlikyBaHHS KPUIITOKOKOBOTO MEHHTITY: HaBaHTaXXyBaJbHA 1032 CTaHOBUTH 400 MT y mepuuii 1eHb.
[TinTpumyroua mo3za — 200-400 mr/no0y. TpuBascTh JiKyBaHHS 3a3BUYail CTAHOBUTH IIIOHAWMEHIIIE 6-8 THKHIB.
[Tpu iH(peKwisX, 10 3arpoKyI0Th KHUTTIO, 1000BY 03y MOKHA 30UTbIIMTH 10 800 MT.

- [TinTpuMytoya Tepamist 1S IONEPEHKEHHS pEUANBY KPUITOKOKOBOI'O MEHHTITY y MAalI€HTIB 3 BUCOKUM
PHU3UKOM HOTO PO3BUTKY: PEKOMEH0BaHa J103a Mpenapary craHoBUTh 200 Mr/ao0y npoTaroM HEOOMEXEHOTO yacy.
Kokyuoioioos. PexomennoBana fo3a ctanoBUTH 200-400 mMr/no0y. TpuBasicTs JiKyBaHHS CTAaHOBUTH 1 1-24 micsii
YH JIOBIIIE 3aJIEXKHO B1J cTaHy namieHTa. /s mikyBaHHs neskux ¢GopM iHPEKIii, a 0coOIMBO A TIKYBaHHS
MEHIHTITY, MOXe OyTH TOIJIbHUM 3acTocyBaHHs 1031 800 mMr/mo0y.

Ineasueni kanouoosu. HaBantaxysanbHa f103a ctanoBUTh 800 Mr y nepmuii nens. [linrpumytoda goza — 400 mr
/mo0y.3a3Bu4ai peKOMEHI0BaHa TPUBAJICTh JIIKYBaHHS KaHIHUIEMii CTAHOBUTh

2 THOKHI MICJIA NEPUIMX HETATUBHUX PE3YJIbTATIB KyJIbTYpH KPOBI Ta 3HUKHEHHS O3HAK 1 CHMITOMIB KaHAUJEMIi.
Kanouoos cauzosux 06010HOK.

- Kananno3 poTorinoTku: HaBaHTaXyBajdbHa 1032 CTaHOBUTH 200-400 Mr y mepiiuii 1eHp, MATPUMYIOYa 1032 —
100-200 mr/mo6y. TpuBancTs JTiKyBaHHS CTAaHOBUTH 7-21 A€HD (10 AOCATHEHHS pEMICii), aje Moxe OyTH
3017IbIII€HA 715 TAIIEHTIB 13 TSHKKUM IMyHOJE(1LUTOM.

- Kannnnos crpaBoxoay: HaBaHTaKyBasbHa 7032 cTaHOBUTH 200-400 Mr y mepiuii 1eHb, NATPUMYOUa 1033 —
100-200 mr/mo0y. TpuBanicTs JTiKyBaHHS CTaHOBUTE 14-30 IHIB (10 TOCSTHEHHS pemicii), ane Moxe OyTH
301JIbIIIEHa /IS TTAIEHTIB 13 TSHKKUM IMYHOAC (I IIUTOM.

- Kannunypis: pekomennoBana no3a ctanoBuTh 200-400 mr/no0y npotsarom 7-21 nHiB. JIJis NAI€HTIB i3 TSHKKUM
IMyHOZIE(ITUTOM TPUBAIIICTD JIIKYBaHHS MOKHA 30UTHIINTH.

- XpoHiunuii aTpoiyHU KaHIUI03: PEKOMEHI0BaHA 103a CTAaHOBUTH S0 Mr/m00y npoTsarom 14 nHiB.

- XpOHIYHUH KaHAM103 HMIKIPH Ta CIIM30BUX 000JIOHOK: pEKOMEH/I0BAaHA 1032 CTAHOBHTH

50-100 mr/mo06y. TpuBasCTh JIIKyBaHHS CTAaHOBUTH 110 28 MHIB, ajie MOKe OyTH 30LIBIIICHA 3aJIEKHO Bif[ TSHKKOCTI
Ta BuAy iH(deKii a0o 3HIKEHHS IMyHITETY.



Ilonepedoicenns peyuougy KaHouoosy ciuzo8ux 000aI0HOK y nayicnmie 3 BIJI, ki maroms 8UCOKUL pU3UK 1020
PO36UMKY.

- Kanaumos poTorinoTku, KaHaum03 CTPaBOXOIy: PEKOMEHIOBaHA 1033 CTAHOBHUTD

100-200 mr/mo06y a6o 200 Mr 3 pa3u Ha THXKIACHB. TPUBaAICTh JIIKyBaHHS € HCOOMEKEHOIO /IS MAII€HTIB 13
INPUTHIYEHUM IMYHITETOM.

Ipoghinaxmuxa kanouoosnux ingexyiti y nayicnmis iz mpuganoro Hetimponericlo. PeKOMeH10BaHa 703a
ctaHoBUTh 200-400 mr. JlikyBaHHS cIiJi pO3NOYMHATH 3a KiIbKa JHIB 10 OYIKyBAaHOTO PO3BUTKY HEUTPOIICHIT Ta
MPOIOBXKYBATH MPOTATOM 7 JTHB ITICIIS i ABUIIEHHS KUTbKOCTI HelTpodini mona 1000/mm3.

T'enimanvui kanouoo3su.

- l'ocTpwuii BariHanbHUM KaHIM103, KAHIUIO03HUH OaaHiIT: peKOMEHI0BaHa J103a CTaHOBUTH 150 Mr pazoBo.

- JlixyBaHHA Ta Mpo(iTaKTHKa PEUUANBYIOYHX BariHABHUX KaHAUA031B (4 a00 Oijbllie BUMAIKIB HA PIiK):
peKOMeHToBaHa j03a cTaHoBUTH 150 mr 1 pa3 Ha 3 aui. Beworo cii 3acTocyBatu 3 103U

(1-# newns, 4-it nenb Ta 7-it news). [licis BOTO CIij 3aCTOCOBYBATH MATPUMYIOUY 103y 150 Mr 1 pa3 Ha THXKIEHB
MPOTATOM 6 MICSIIIB.

Llepmamomixo3u.

- Miko3 cTom, MiK03 IJ1aIeHbKA IIKipH, TaXOBHM JEPMAaTOMKO3, KAaHAMT03H1 1H(EKIIIT IKipHu: peKOMEHI0OBaHA
no3a ctaHoBUTH 150 mr 1 pa3 Ha Tk aeHb, a00 50 M 1 pa3 Ha 100y. TpuBasICTh JTIKyBaHHS CTAaHOBHUTH 2-4 THIKHI.
JIikyBaHHS MIKO3Yy CTOIl MOKE€ TPUBATHU 10 6 THXKHIB.

- PisHOOapBHMIT numaii: pekoMmengoBana 103a cTanoBUTH 300-400 Mr 1 pa3 Ha THOKIEHB MPOTATOM  1-3 THXKHIB.
- HepmaTodiTHHI OHIXOMIKO3: pEKOMEHI0BaHa /103a cTaHOBHUTH 150 Mr 1 pa3 Ha TwkaeHb. JIIKyBaHHS CIIij
NPOIOBXKYBATH, IOKH Ha MiCIli 1H(IKOBAHOTO HIT'TS BiIPOCTE 310pOBHA. J{J1s BIAPOCTaHHS 3JOPOBUX HIITIB Ha
pyKax Ta Ha BEJMKUX MaJbIAX HIT 3a3BUYail HEOOX1THO

3-6 micsiB Ta 6-12 MicsiB BianosiaHo. OgHAK MIBUAKICT POCTY HITTIB y MAIli€EHTIB MOXE OYTH PI3HOIO Ta
3ajexaTH BifJ BiKy. [licns ycminmHoro jJikyBaHHS TPUBAJIUX XPOHIUHUX 1H(EKLiH (opMa HITTS iHOI 3aJTUIIAETHCS
3MIHEHOIO.

imu.
3acTOCOBYBATH JIKapChKUHU 3aci0 y popMi Karcys 1aHiii KaTeropii marieHTiB MOKHA TOI, KOJH JITH 3/1aTHi
0€e3MeYHO MPOKOBTHYTH KaICyJly, 10 3a3BUYaii€e MOKJIMBUM Y Billl Bl 5 POKIB.
He cnin nepeBuilyBatu MakcUMaibHy 1000By 103y 400 mr.
SIK 1 mpy aHANOTIYHUX 1HQEKIISIX Y JOPOCIUX, TPUBATICTH JIIKYBaHHS 3aJIC)KUTh BiJl KIIHIYHOI Ta MiKOJIOTI9HOI
Binmosiai. Judnazon® 3acrocoByBatu 1 pas Ha 100y.
Jlo3yBaHHSI Mpenapary JTAM 13 MOpyIIeHHAM (QyHKIIH HUpOK HaBeaeHO HiK4e. DapmakokiHeTHKa (PIIyKoHa301y
HE JTOCTIPKyBaJIacs y AiTeH i3 HUPKOBOIO HEIOCTATHICTIO.
Jimu sixom 6i0 12 poxis.
3anexHo BiJl Macu Tijia Ta MyOepTaTHOTO PO3BUTKY JIKAPIO CIIiJ OI[IHUTH, AKa 7032 IpenapaTy (sl JOPOCIUX YU
JUTS TITEH) € ONTUMAaTBHORO JTs TatienTa. KiiH1uH1 JaHi CBiT4aTh Ipo Te, M0 Y AiTel KiipeHc (IyKOHA30ITy €
BUIIUM MOPIBHSIHO 3 JopocauMu. 3actocyBanHs 103 100, 200 ta 400 mr qopocnum Ta 103 3, 6 Ta 12 Mr/kr gitsam
MPU3BOAMTH JI0 TOCATHEHHS CIIBCTaBHOI CUCTEMHOI €KCIIO3HUIT].
EdexTuBHICTh Ta O€3MEeUHICTh 3aCTOCYBaHHS MIpenapary AJIs JIKyBaHHs TeHITATBHUX KaHAUI031B Y AITEH HE
BCTaHOBJICHI, HE3BA)KAIOYM HA BUUEPITHI JaH1 100 3aCTOCyBaHHs npenapary Judnazon® nitam. Skio icHye
HarajbHa NoTpeda 3acToCyBaHHA Mpenapary miariTkaM (BikoM Bix 12 1o
17 pokiB), cJtii 3aCTOCOBYBATH 3BUYAlHI JO3H IS JOPOCIIHX.
Himu eixom 6i0 5 0o 11 poxis.
Kannnnosu cnu3oBux 0007I0HOK: MOYATKOBA /103a CTAHOBUTH 6 MI/KI/m00y, IATpUMYIOUa 1032 —
3 mr/kr/no0y. IToyaTkoBy 03y MOKHA 3aCTOCOBYBATH B MEPUIMHA JEHb 3 METOIO @IbII MIBUAKOTO JOCSITHEHHS
PIBHOBa)XHOT KOHLIEHTpAIIii.
[HBa3MBHI KaHAMI03H, KPUIITOKOKOBHI MEHIHTIT: /103a MIpenapary CTaHOBUTH 6-12 MI/Kr/mo0y 3aiexHo Bij
CTYIEHS TSXKKOCTI 3aXBOPIOBAHHS.
[TinTprMytoda Tepamisi JUIst TOTIePEHKEHHS PEUINBY KPUITOKOKOBOTO MEHHTITY Y JIIT€H i3 BUCOKUM PU3HKOM
HOro po3BUTKY: J103a IIpenapary CTaHOBUThH 6 MI/KI/100y 3aJIeXKHO BiJ| CTYNEHS TSXKKOCTI 3aXBOPIOBAHHS.
[TpodinakTuka KaHANWI031B y MAIIEHTIB 3 IMyHOIe(iIUTOM: /1032 MpenapaTy CTaHOBHUTh
3-12 mr/kr/mo0y 3aje’KHO BiJl BUPAKEHOCT1 Ta TPUBAJIOCT] 1HAYKOBAHOI HEUTPOIICHIT (JIMB. 03U JJIs1 TOPOCIIUX).
Llauyienmu nimnb020 BIiKY.




Jlo3y HeoOXiTHO TiAOUpaTH 3aJIeKHO Bij CTaHy (DYHKIIIH HUPOK (IUB. HUKYE).

IHayienmu 3 nopyuwenuam yukyii Hupox

[Tpu pazoBOMY 3acTOCYBaHHI KOPUTYBaTH /103y (uIyKOHa30Jly HEe MOTPOHO. [lamieHTam (BKitoyarouu airei) i3
MOpyHICHHAM (DYHKITIH HUPOK MPU HEOOXITHOCTI 6araTopa3oBoro 3acTOCyBaHHS Ipenapary y MepIiuil 1eHb
JIKYBaHHS CIIiJ1 32CTOCOBYBATH MoYaTKoBY 103y 50-400 mr 3anexHo B nmoka3aHHs. [Ticns mporo 1000By 103y
(3aJ1€5KHO BiJ MOKa3aHHS) CJiJI pO3paxoByBaTH BINOBIAHO 10 HIDKYEHABEACHOT TaOIHLIL:

Kaipenc kpeatuniny (MJ1/xB) BincoTok pexomMeH10BaHOI 103H
> 50 100 %
<50 (6e3 miamizy) 50 %
XBopi, SIK1 peryjsipHo nepedyBaloTh Ha 100 % micis KO’KHOTO CeaHcy ai3y
miamisi

[TamienTH, K1 epeOyBalOTh HA PEryIIpHOMY Mani3i, moBUHHI oTpuMyBaTH 100 % pexoMeHI0BaHO 103U MicCIs
KOXKHOTO Jai3y. Y JeHb, KOJU Jiajli3 He MPOBOIAMUTHCS, MALEHT TOBUHEH OTPUMYBATH 03y, BIIKOPUTOBAHY
3aJIe)KHO Bif] KIIIPEHCY KPEaTHHIHY.

[Tpu mepeBeieHH] 3 BHYTPIIIHEOBEHHOTO HA TIEpOpaIbHUI npuiioM ad0 HaBIAaKu HEOOXITHOCTI 3MiHIOBATH
T000BY 103y HEMAE.

Hayienmu 3 nopvuennam Qyukyit ne4inku.
@dIryKOHA30J1 CJTJT 3aCTOCOBYBATH 3 00CPEKHICTIO MAIlIEHTAM 13 TOPYIICHHIMH (QYHKIIHA MEYiHKH, OCKIIBKU
iH(opMmartii momo 3acrocyBaHHs (GIyKOHA30ITy LiH KaTeropii namieHTiB HEIOCTATHBO.

Mimu.
3acTocoByBaTH JiKapChKHii 3aci0 y popMi Kamncym HaHiil KaTeropii mamieHTiB MOYKHA TOJ1, KOJIU AITH 34aTHI
0e31eyHO MPOKOBTHYTH KarlCyily, 0 3a3BHYaii MOXJIMBO Y BIIi BiJl 5 POKIB.

Ilepeodo3ysanns.

OTpuMaHO MOB1AOMJICHHS PO Mepe1o3yBaHHs (IIyKOHA30JI0M; OJJHOYACHO MOBAOMIISIIOCS MO TrajrouHaIlli Ta
MapaHoiJaJIbHY MOBEIiHKY.

[Tpu nepeno3yBaHHI HEOOXITHO MPOBECTU CUMITOMATHYHY MIATPUMYIOUY TEpailo Ta Y pa3i HEOOXiTHOCTI
MIPOMUTH ILTYHOK.

®nyKoHa30J1 3HAYHOIO MPOIO EKCKPETYETHCS 3 Ceuero; (OPCOBaHMIA Jiype3 MOKe MPUCKOPUTH BUBEICHHS
npenapary. Ceanc remMoanizy TPUBAJIICTIO 3 TOMHU 3HIKYE piBEHB (DITYKOHA30IY Y TUIa3Mi KPOBi TPUOJINU3HO Ha
50 %.

Hobiuni peakuii.

3a3HadeHl HeOakaHi peakilii HalyacTimie 3yCTpivanucs miJl 9ac KIHIYHUX TOCI1KEeHb, iX BHHUKHEHHS 0YJI0
MIOB’s13aHE 13 3aCTOCYBaHHSM IIpETapary.

3 60Ky Hepeoegoi cucmemu: TOTOBHUHN OLi1b, CyJJOMH, 3aIIaMOPOUYECHHSI, TApecTe3ii, HOPYIIEHHS CMaKy, TPEMODP.
Icuxiuni nopywenns: 6€3COHHS, COHIIUBICTb.

3 60Ky wiKipu: BUCUTIAaHHS, CBEPOK, METUKAMEHTO3HUHN JIEPMATUT, KPOTTUB STHKA, T1JIBUIIIEHE TOTOBHUIIJICHHS,
TOKCUYHHH emiiepMaIbHUNA HeKpouti3, cuHIpoM CTiBeHca-J[)KOHCOHA, TOCTPHi reHepasi30BaHui
€K3aHTEMAaTO3HUI MMyCTYJIb03, €KCPOIATUBHUM JEPMATUT, AHNIOHEBPOTUYHUN HAOPSK, HAOPSAK 00IMYYs, aloneris.
3 60Ky winyHK080-KUWK08020 mMpakmy: O171b y UePEBHI MOPOKHUHI, Jiapes, Hy10Ta, OJI0OBaHHS, 3a1op,
JUCTICTICisl, METEOPH3M, CYXICTh Y POTI.

3 6oky neuinku ma #o8408UdiNbHOI cucmemu: TIBULICHHS pi1BHS anaHiHaMiHOoTpaHcdepasu (AJIT),
acriapraraminorpancdepasu (ACT), myxHoi pocdarasu, xonecras, KOBTIHUILI, i IBULLICHHS PiBHSA OUTipyOiHy,
MeYiHKOBA HEJOCTATHICTh, IeNAaTOIEITIOSIPHII HEKPO3, TeNaTHTH, TeNaTOLEIIONIpHE YPaXKEeHHS.

3 boky cucmemu Kpo6i ma nimgpamuynoi cucmemu. aHeMis; JICUKOTICHIs, BKJIIFOYAIOYH HEUTPOIICHI IO Ta
arpaHyJIOIIMTO3; TPOMOOLIUTOIICHIS.

3 60Ky imynnoi cucmemu: anadinakcis, BKIIOYAIOUYM aHTIOHEBPOTHYHUHN HAOPSK, HAOPSAKaHHS O0JINYUs Ta CBEPODLK
IIKipH; KPOIIUB’ sTHKA.



Memaboniuni npoyecu/ocodausocmi xapuyeaHnts: 3HKEHHS alleTUTY, NIEPXO0JICCTECPUHEMIS,
rinepTpUriilepuaeMis, TimoKaTieMis.

3 60Ky opeanis criyxy ma eecmubyIapHO20 anapamy. BEpTHTO.

3 6oky cepyesoi cucmemu: nogoxeHHs inrepsay QT, mapokcru3manbHa HITYHOUKOBA TaxXIKap/is TUITY «IIiPyeT».
3 60Ky onopHo-pyx08020 anapamy ma CHOLYYHOI MKAHUHU: MI1aJTisl.

3azanvmi poznaou ma peakyii' y micyi 66edenHs: ABUIIICHA BTOMIIFOBaHICTh, HE3Ty )KaHHS, aCTCHI s, rapsJKa.
Himu.

YacToTa Ta XapakTep MoOiYHUX peakwii i BiIXUICHb BiJl HOPMH pPe3yJIbTaTB Ja00paTOPHUX aHAI3IB Y X0/
KJIIHIYHUX JOCTIHKEHB 3 YYacTIO TITEH CIIBCTAaBHI 3 TAKUMU Y TOPOCITHX.

SIKI110 MaTUMYTh Miclie TSKKI TOO1uH1 e(peKTH, TO JIIKyBaHHS CJIi IPUITUHUTH.

Tepmin npuoamuocmi. 5 pokiB.

YmoBu 36epiranns. 36epiratu npu tremnepartypi He Buiie 25 oC. 36epiratd B HEJOCTYITHOMY IS JUTEH MiCIIl.
YnakoBka.

Kancynu o 50 Mr: mo 7 karncyn y 6screpi, o 1 6iicTepy B KapTOHHi# KOpoOI1I.

Kamncymu o 100 mr: 1o 7 xarcyn y oscrepi, 1mo 4 6iictepu B KapTOHHIM KOPOOITi.
Kancynu mo 150 mr: o 2 a6o 1o 4 kancynu y 0mictepi, mo 1 6icTepy B KapTOHHIM KOpoOIIi.

Kareropis Bianmycky.3a perentom.

BupoOuuk.
KPKA, n.1., Hoso mecto, Cnosenis/ KRKA, d.d., Novo mesto, Slovenia.

Micue3naxoa:keHHsI BAPOOHMKA Ta HOr0 ajpeca Miclsi IPOBAIKEeHHS AislJIbHOCTI.
[[Imap’emka necta 6, 8501 HoBo mecto, CnoBenis/ Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



