IHCTPYKIIA
AJIS1 MEIUYHOI'0 32CTOCYBAHHS JIKAPCHKOIo 3ac00y

OYLUC®
(FUSYS®)
Cknao:
oiroua peuosuna: Gpiykonason (fluconazole);
1 tabneTka mMicTuTh Qurykonazoiry 50 mr a6o 100 mr a6o 150 mr a6o 200 wmr;
OONOMIJICHI peuouHU. JTAKTO3W MOHOTIZIPAT, IEN0NI03a MIKpoKpucTamivyHa, noBimoH K30, tambk,
MAarHiro creapar, HaTpif0 KPOXMAJBIIKOJAT (THIT A), HATPi0 KPOCKapMeEI03a.

Jlikapcbka ¢opma. TabneTku.
OcHosHi @izuko-ximiuni enacmueocmi: OUTl, KpYIJi 31 CKOIIEHUMMH KpasMH TaOJIETKU 3 JIHIEIO
po3iiaMy 3 OJTHOTO OOKY.

dapmakorepaneBTUYHA rpyna. [I[poTurpubkoBi 3aco0u [Isi CHCTEMHOTO 3acTocyBaHHs. [loximHi
tpuazory. Kog ATX JO2A CO1.

Dapmakonoiuni enacmueocmi.

Dapmarxoounamixa.

MexaHi3Mm ii.

@dnykoHa30J1, MPOTUTPUOKOBUI 3acid Klacy TpUa3oJiB — MOTY)KHMM Ta CEJNEeKTUBHUU IHTIOITOp
rpuOKoBUX (epMeHTIB, HEOOXITHUX JUIsi CUHTE3y eprocrepoiy. IlepBuHHMM MexaHI3MOM Horo
nii € TpPUTHIYEHHS TPUOKOBOTO 14 anb(da-maHOCTEPOI-NIEMETUIIIOBAHHS, OTOCEPEAKOBAHOTO
nuroxpomoM P450, 1m0 € HEBiA €eMHUM eTaroM 0i0CHHTE3Yy TPHOKOBOTO €procTepoiry. AKyMyJIsIlist
14 anbda-MeTHUI-CTEPOTIB KOPEIIOE 3 TIOABIIOK BTPATOI0 €ProCTEPOTy MEMOPaHOK TPUOKOBOT
KJIITUHHA Ta MOKE€ BIATIOBIAATH 3a MPOTUTPUOKOBY aKTHUBHICTh (1yKoHa301y. DIyKOHA307 € OUThIIT
CEJICKTUBHUM 0 TPUOKOBUX (epMeHTIB nutoxpomy P450, HDK 10 pi3HHX cucTeM (EepMEHTIB
nuroxpomy P450 ccapiris.

3actocyBaHHs GuykoHa30dy y A031 S0 Mr Ha moOy mpotsroM 28 NHIB HE BIUIMBA€ HAa PIBEHb
TECTOCTEPOHY Yy TIUIa3Mi KPOBI y YOJOBIKIB a00 Ha pIBEHb CHJOTCHHUX CTEPOIMIB y KIHOK
pernpoayktuBHOro Biky. @iykonazoun y 1031 200-400 mr Ha 100y HE MPOSBIISIE KIIIHIYHO 3HAYYIIIOTO
BIUIMBY Ha PIBEHb CHJIOTC€HHHUX CTepoiniB abo Ha BiamoBims Ha ctuMmyisnito AKTI y 3mopoBux
J0OPOBOJIBIIIB YOJOBIYOT CTATI.

JlocmipkeHHsT  B3a€EMOJil 3 aHTUIIPUHOM TPOJEMOHCTPYBaJlo, IO 3acTtocyBaHHs S50 mr
(haykoHa3011y pa3oBo a00 Oararopa3oBO HE BILIMBAE HA META0OJII3M aHTHITIPUHY.

YyriuBicTs in Vitro.

daykonaszos in Vitr0 J1eMOHCTpye NpPOTHIPUOKOBY aKTHUBHICTH cTocoBHO BuaiB Candida, 1o
3ycTpivatoThesl Haivactime (Bkiarouaroun Candida albicans, Candida parapsilosis, Candida
tropicalis). C.glabrata memomncTpye mmpokuii miama3oH 4YyTIHBOCTI 10 (DIyKOHA30i7y, TOMI SIK
Candida krusei € 10 HBOro pe3HCTEHTHOIO.

Takox ¢aykonaszosn in Vitro nemoHcTpye akTHBHICTH sk mpotd Cryptococcus neoformans ta
Cryptococcus gattii, tak i mpotu eHaemiyHMX IUTiICHSBHX TpuOiB Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum ta Paracoccidioides brasiliensis.
dapmakoauHamika — PapMaKOKiHETHKA.

BignoBigHO 110 pe3ynbTaTiB JOCHIDKEHb Ha TBApUHAX, ICHYE KOpENAlil MDK MIHIMAJIbHOIO
IHr1O0YI04Y0I0 KOHIIEHTpPALI€0 Ta €(EeKTUBHICTIO MPOTHU EKCIEPUMEHTAIbHUX MOJeNe MIKO3iB,
cnprunHenux Bugamu Candida. BiamoBinHo 10 pe3yabTaTiB KIIHIYHUAX JOCTIKEHb, ICHYE JiHIHHA
3anexHicTe Mbk AUC T1a no3or duiykonazony (mpubausHo 1:1). Takox icHye npsmuii, ane
HenocTatHii 3B’ 130k Mk AUC abo 703010 Ta MO3UTHBHOIO KJIIHIYHOIO BUIMOBLIIIO HA JIKYBaHHS
OpPAJILHOTO KaHIUI03y Ta MEHIIOK MIpPOI0 — KaHIuAeMIii. AHAJOTIUHO JIIKyBaHHSA iH(EKIiH,
CIPUYMHEHUX IITaMaMHu, 10 SKUX (IIYKOHA30Jl JIEMOHCTPYE BHCOKY MIHIMalbHY iHTi0ytouy
KOHIIEHTPAIIi0, € MEHIII 33JJOBUTLHUM.

MexaHi3M pe3HCTEeHTHOCTI.




Mikpoopranizmu poay Candida neMoHCTPYIOTh YMCEIbHI MEXaHI3MH PE3UCTEHTHOCTI JI0 a30JIbHUX
MPOTUTPHOKOBHX 3ac00iB. DIYKOHA30J IEMOHCTPY€E BUCOKY MIHIMaJIbHY IHT10yI0Uy KOHIEHTPAIIiO
IPOTH IITaMiB TpUOiB, M0 MAIOTh OJUH ab0 OUIbIIEe MEXaHI3MIB PE3MCTEHTHOCTI, 110 HEraTUBHO
BIUIMBA€E Ha €PEKTUBHICTH IN VIVO Ta B KIiHIYHINA npakTuii. [ToBiqoOMISIIM PO BUMAKH PO3BUTKY
cynepingexiuii Candida spp., inmumu, aix Candida Albicans Bumamu, 110 4acto € HEUYTIMBUMHU
no ¢nykonaszony (Hanpuknan, Candida «xrusei). Jlns IiKyBaHHS TaKMX BHIAJKIB CIiJ
3aCTOCOBYBATH aJbTEPHATHBHI MPOTUTPUOKOBI 3ac00u.

Dapmaxokinemuxa.

dapMaKOKIHETHYHI BJIACTUBOCTI ()IIYKOHA30Jy € TOMIOHUMH TIpU BHYTPIIIHBOBEHHOMY 1
MepOPAITLHOMY 3aCTOCYBaHHI.

Ab6copOris.

®dirykoHa30J1 J0Ope BCMOKTYETHCS IPU MEPOPATTLHOMY 3aCTOCYBaHHI, a pIBEHb Mpenapary y rmia3mi
KpOBi 1 cucTeMHa 010I0CTYMHICTh TepeBUITYIOTh 90 % piBHsS ¢uIyKOHA30y y TIa3Mi KpOBI, IO
JOCATAETHCS PU BHYTPIIIHBOBEHHOMY BBeJIeHH1 npemnapary. OiHO4YacHe BXKMBaHHS 1K1 HE BIJIUBAE
Ha BCMOKTYBaHHsl IIperapaTy Hpu HOro mnepopaibHOMY 3acTocyBaHHI. IlikoBa KOHIEHTpauis y
m1asMi KpoBi JocsiraeTbess uepe3 0,5-1,5roaunu micns npuiiomy mnpenaparty. KoHueHTparis
npenapaTty y Iula3mi KpoBl mpomnopiiiHa 1o no03u. PiBHOBakHa KoHIeHTpauis Ha piBHI 90 %
JOCATAETHCSl HA PYTUi JIeHb JIIKYBaHHS TPU 3aCTOCYBaHHI y NMEPIIMKA JI€Hb HaBaHTaKyBaJbHOI
JI03H, 1110 BJIBIY1 IEPEBUIIYE 3BUYANHY I0OOBY J103Yy.

Posznoji.

O6’em posmnoaLly NpuOIN3HO JOPIBHIOE 3arajlbHOMY BMICTY PIJUHH B OpraHi3Mi. 3B’sS3yBaHHS 3
Ounkamu 1ia3mMu Kposi Husbke (11-12 %).

®diykoHa30J1 J0Ope MPOHUKAE B yCi TOCIIPKYBaH1 pIAMHU opranizMy. PiBeHb ¢uiykoHa30:1y y CIMHI
Ta MOKPOTHHHI € MOJIOHUM IO KOHLIEHTpAllii mpenapary y Iia3mi KpoBi. Y Malli€eHTiB, XBOPUX Ha
rpuOKOBUI MEHIHTIT, piBEHb (PIYKOHA30Jy y CHUHHOMO3KOBIN pinuHi gocsirae 80 % KoHUEHTparii
y I1a3Mi KpoBi.

Bucoki koHmeHTtpaiii ¢uykoHa30/1y y IIKipl, 0 TMEPEBUIYIOTh CHPOBATKOBI, OCATAIOTHCS Y
poroBOMY IIapi, eniaepMmici, aepmi Ta noTi. DIyKOHA301 HAKOTTMYYETHCSI Y POTOBOMY IIapi.
bioTpancdopmanis.

®dykoHa30J1 MeTabO0II3yEThCSl HE3HAYHOIO Miporo. [Ipu BBeneHHI 103U, MIYEHOT paioaKTUBHUMHU
13oTonamu, juuie 11 % ¢aykoHa3omy eKCKpeTyeThes 3 cedero y 3MiHeHOMY BUTIsal. DiykoHa3ol €
cenekTuBHUM iHT10iTOpoM BodepmenTiB CYP2C9 ta CYP3A4, a Takox 1HTri0iTOpOM i30(hepMeHTy
CYP2C109.

Exckpertis.

[lepion HamiBBHUBeIEHHsS (PIyKOHA30Jy 13 IJIa3MH KpOBi1 CTaHOBUTH Onm3bko 30 roawH. bimbina
YacTUHA [pernapaTy BUBOJUTHCA HUpKaMu, mpruuoMy 80 % 3acTOCOBAHOI 103U BUSBIISIETHCS Y cedl y
He3MiHeHOMY craHl. KiipeHc QuykoHa3oily MpomoOpHidHMA 10 KITIPEHCY KpPEaTHHIHY.
[upKymr00unX METa0oIITIB HE BUSBIICHO.

TpuBanuii nepioJl HamiBBMBEAEHHS IpenapaTy 3 IUIa3MH KpOB1 Jla€ MOXKJIMBICTH Pa30BOTO
3aCTOCYBAHHs Ipernapary Ipu BariHaJbHOMY KaHIUI031, a TAaKOXK 3aCTOCYBaHHs Ipemapary 1 pas
Ha TWXAEHb MPH IHIIMX TOKAa3aHHSX.

HupkoBa HEJ10CTaTHICTb.

VY namieHTiB 13 HUPKOBOIO HEJOCTATHICTIO TSHKKOTO CTyMeHs (IIBHUAKICTh KITYOOUKOBO1 (inbTparii
< 20 mn/xB) mepioJl HamiBBUBEACHHA 30UTbIIyeThCs 3 30 roaun no 98 rogun. Tomy 1iit kareropii
NAIi€EHTIB HEOOXIAHO 3MEHIIUTH J03y ¢uiykoHa3oday. DIykoHa30d BHIAIAETHCS LUIIXOM
reMojianizy, Ta MEHILIOI MIpOI0 — IIJISIXOM IHTpamepuToHealbHoro nianizy. CeaHc remojianizy
TPUBAJIICTIO 3 TOIMHY 3HWXKYE piBEHb (PIYKOHA30JTy y Iu1a3Mi KpoBi mpubnusHo Ha 50 %.

[NaIieHTH JITHHOTO BIKY.

3MiHN (papMaKOKIHETUKHU Y MAIIEHTIB JIITHBOTO BIKY 3aJIeXkaTh Bijl apaMeTpiB (QyHKIIIH HUPOK.

KuiniuHi XapakTepucTHKH.

Ilokaszanns.

JIikyBaHHS TaKHUX 3aXBOPIOBaHb Y JOPOCIUX SK:
— KPUIITOKOKOBUI MEHIHTIT;

— KOKIMJTIOTTOMIKO3;




— IHBa3MBHI KaHINOO3H;
— KaHJUJ03HU CIM30BUX OOOJIOHOK, BKJIFOUAIOYU KaHAWJ03 POTOIJIOTKH Ta KAHIUI03 CTPABOXOLY;
KaHTUAYPisl, XpOHIYHUN KaHANUI03 IIKIPH 1 CITU30BUX 00O0JIOHOK;
— XpOHIYHUHN aTpodiuyHMil KaHIU103 (KaHIUA03, CIPUUYMHEHUI BUKOPUCTAHHAM 3yOHUX MPOTE3IB)
pu HeePEKTUBHOCTI MICIIEBUX CTOMATOJIOTIYHUX Tri€HIYHUX 3aCO0IB;
— BariHaJbHUM KaHIU/103, TOCTpU a00 pelMaInBYIOUYHiA, KOJIM MiCIIEBa TepaIlis € HeJOPEYHOIO;
— KaHJUI0O3HUIN OaNlaHiT, KOJU MICIIeBa TEPAITis € HEJIOPEUHOIO;
— JIEPMATOMIKO3H, BKIIOYAIOYH MIKO3 CTOII, MIKO3 TJaJCHBKOI IIKIpH, IMaXOBHH JIEPMAaTOMIKO3;
pi3HOOApBHUH JMIIAK Ta KaHAMIO3HI IHQEKI] MKIpH, KOJIM MOKAa3aHO 3aCTOCOBYBATH CHCTEMHY
Teparrio;
— nepMaTo(iTHUI OHIXOMIKO3, KOJIM 3aCTOCYBaHHS IHIIUX JIIKAPCHKUX 3aCO0IB € HEIOPEUHHIM.
[IpodirakTka TAKMX 3aXBOPIOBAHb Y TOPOCIHX SIK:
— peUnIUB KPUIITOKOKOBOTO MEHIHTITY y MaIlI€EHTIB 3 BUCOKUM PU3UKOM HOTO PO3BUTKY;
— peUMIMB KaHAWA03Y POTOTJIOTKA abo ctpaBoxoay y BlJI-iHdikoBaHMX maIlieHTIB 3 BUCOKUM
PHU3UKOM HOTO PO3BUTKY;
— 3HIKEHHSI YaCTOTH PELIUIUBIB BariHaJbHOTO KaHANWI03Y (4 ado Ouiblie BUNIAJAKK HA PIK);
— npodiIakTUKa KaHIUA03HUX 1H(EKLIM y MamieHTIB 13 TPUBAJIOI0 HEUTPOIEHIEI (HANpHUKIAL,
MAIIEHTH 31 30AKICHUMHU 3aXBOPIOBAHHSAMU KPOBI, SIK1 OTPUMYIOTh XIMIOTEparnito ado Nalli€eHTy Ipu
TpaHCIUIaHTAIlll FeMOTIOETUYHUX CTOBOYPOBHX KJIITHH).

ITH.
3acTocoByBaTH JIKapChkuil 3aci0 y Gopmi TabIETOK MaHId KaTeropii MamieHTiB MOXHA TO1, KOJIH
JUTH 371aTHI 0€3MEeYHO MPOKOBTHYTH TaOJIETKY, IO 3a3BUYal € MOYKJIMBUM Y Billl BiJ 5 pOKIB.
[Ipenapar 3acTocoByBaTH MITSAM IS JIIKYBaHHS KaHAWIO3IB CIM30BUX OOOJOHOK (KaHAWIO3
POTOTJIOTKH, KaHJIU03 CTPABOXO/Ty), IHBA3UBHUX KaHIUI031B, KPUITOKOKOBOTO MEHIHTITY Ta IJIS
npodUIAKTUKA KaHAWAO3HUX 1H(EKIH y MaIie€HTIiB 31 3HKEHUM iMyHiTeToM. IIpenmapar MokHa
3aCTOCOBYBAaTH SIK MIATPUMYIOUY TEpamiio A MONEPE/DKEHHS pEelUAUBY KPUITOKOKOBOTO
MEHIHTITY Yy JITEH 13 BACOKUM PU3UKOM HOTO PO3BUTKY.
Tepamiro mpenapaToM MOXHa PO3NOYMHATH IO OTPUMAaHHS Pe3ylbTaTiB KyJIbTypalbHUX Ta IHIIUX
a00paTOPHUX JOCHIDKEHB; TMICIsI OTPUMAaHHS PE3yJbTaTiB aHTHOAKTEepiaibHY TEpaIio CIia
CKOPHUTYBATH BIAMOBITHUM YHHOM.

Ilpomunoka3zanns.

— TI'imepuyTiauBicTh 10 (QUIyKOHA30Jy, IHIIMX a30JbHUX CIOJIYK a00 10 OyIab-sAKOI 3 JOTIOMDKHHX
PEYOBHH Ipenapary.

— OpHouacHe 3acTocyBaHHs (QUIYKOHA30Jly Ta TeppeHaauHy NallieHTaM, sKi 3acCTOCOBYIOTh
(dbaykoHazon 6aratopa3oBo y no3ax 400 Mr/no0y Ta BHIIIE.

— OpnHouacHe 3acTOCyBaHHS (IIYKOHA30Jy Ta IHIIMX JIKApChKUX 3ac00iB, IO IMOJOBXKYIOTh
inTepBan QT ta mertabonizyrorbes 3a monomoroio depmenty CYP3A4 (manpukian, uusanpuiy,
acTeMmi3oly, MIMO3UAY, XIHIIMHY Ta EpPUTPOMILMHY), AMB. TaKoX po3aumu «OcoOauBOCTi
3acTOCYBaHHA» Ta «B3aeMoAis 3 IHIIMMHU JIKAPCHKUMH 3aCO0aMU Ta 1HII BUAU B3aEMOJIII.
B3aemooia 3 inwmumu nikapcoKumu 3acodvamu ma inuii 6uou 63acmooiil.

lIpomunokazane cymiche 3acmocy8ants GiyKOHA30Y MA HUNHCUE3A3HAYEHUX JIKAPCLKUX 3Ac00I8.
Luzanpuo: MOBIIOMIISUIA MPO PO3BUTOK MOOIUHUX peakiid 3 OOKy cepls, y TOMY 4YHCII PO
MAapOKCU3MalIbHY [UTYHOYKOBY TaxXiKapAilo THIy «IipyeT» Yy TNAalli€HTiB, $SKi OJHOYAacHO
3acTocoBYBaM (uyKoHa30J1 Ta u3anpu. OmxHovacHe 3actocyBanHsg 200 mr ¢uiykoHazony 1 pa3 Ha
no0y Ta 20 Mr ru3anpuay 4 pasu Ha 00y MPU3BOAMIIO 10 3HAYHOTO MIIBUILEHHS PIBHS HU3ANPUIY
y Tu1a3mi KpoBi Ta 10 mojomkeHHs iHTepBany QT. OmnHouacHe 3actocyBaHHs (UIyKOHA30Jy Ta
U3anpuay npoTunokazane (aus. po3ait «lIpoTunokazaHus»).

Tepghenaoun: depe3 BUMAIKUA PO3BUTKY TSDKKUX CEPLEBUX apUTMil, CIPUYUHEHUX TOJIOBKEHHIM
iHTepBastly QTc, y mMaIieHTiB, sKi 3aCTOCOBYIOTH a30JIbHI NPOTUIPUOKOBI JIIKApPChKi 3acoOu
OJIHOYACHO 3 TepdeHaauHoM, OyiaM MPOBEAEH! IOCTIDKEHHS B3aeMojii 1ux mnpenapatiB. [Ipu
3acTocyBaHHI (h1yKoHa30my y 1031 200 mr Ha 100y He Oyno BUSBICHO NO0BXKEHHs iHTepBany QTc.
3actocyBaHHa (QuykoHa3zony y no3ax 400 Mr Ha m00y abo BWINE 3HAYHO MIABUINYE DIiBEHBb
TepdeHauHy y TIJIa3Mi KpPOBI IMpH OJHOYACHOMY 3acTOCYBaHHI mMX npenapatiB. CywmicHe
3acTocyBaHHs (prykoHazony y no3ax 400 mr abo Buiie 3 TepheHaJIuHOM IMPOTUIOKa3aHEe (JIUB.




po3nin «lIportunokaszanns»). Ilpu 3acrocyBanHi ¢urykoHazony y no3ax Hiwkde 400 Mr Ha 100y
OJTHOYACHO 3 TepPEeHATMHOM CJIiJ MPOBOJUTH PETEIbHUN MOHITOPUHT CTaHY Malli€HTA.

Acmemizon: cyMmicHE 3acTOCyBaHHS ()IYKOHA30Jly Ta acTeMi30Jly MOXKE 3MEHIIUTH KIIPEHC
acreMizonry. CrpuuuMHEeHE WM MiIBUIICHHS KOHLEHTpAIil acTeMi3oiy y Iuia3Mi KpOBI MOXKe
NpU3BECTH 10 MOJOBXKEHHS iHTepBany QT Ta y piAKiCHMX BUDAnKax — J0 MapOKCHU3MalIbHOI
[UTYHOUYKOBOI Taxikapaii tumy «mipyer». OnHouacHe 3aCTOCYBaHHS (DIYKOHA307y Ta acTeMi3oiy
mpoTHIIOKa3aHe (IuB. po3ain «[IpoTunokasanusy).

Ilimo3u0 ma xinioun: CyMiCHE 3acTOCYBaHHsS (IIYKOHA30Jy Ta MIMO3UIY a00 XIHIAWHY MOXKE
MPU3BOJANTH JI0 MPUTHIYCHHS MeTabo0i3My MmiMO3uy abo XiHimuHy. [liIBHIEHHS KOHIIEHTpAIii
niMo3uay abo XiHIAMHY y TJia3Mi KpOBI MOXKE CIPHYUHATH TOJOBXKEHHsS iHTepBany QT Ta y
PIIKICHUX BHIAJAKAaX MPU3BOIAMTH JI0 PO3BUTKY MAPOKCH3MAIBHOI MUTYHOYKOBOI Taxikap.ii THITY
«aipyer». OnHOuYacHE 3acToCcyBaHHA (DIYKOHA30Jy Ta MIMO3WAY a00 XiHIAWHY MPOTUIIOKA3aHe
(muB. po3ain «lIpoTunokazaHHsm»).

Epumpomiyun: omHOYacHE 3aCTOCYBaHHS EpPUTPOMINMHY Ta (QIYKOHA30Jy IOTEHIIHHO MOXe
MPU3BOAUTH 0 MIJIBULLIEHHS PU3UKY PO3BUTKY KapAl0TOKCHYHOCTI (TonoBxkeHHs iHTepBany QT,
MapoKCU3MallbHa IITYHOUKOBA TaxXiKapis TUILY «IIpyeT»), Ta, sIK HACIiI0K, A0 palToBOi CepLeBOi
cMepTi. 3acToCyBaHHs KOMOIHAIll JaHUX JIIKapChbKUX 3ac001B MpPOTHIOKa3aHEe (AMB. PO3ALI
«[Iportunokaszanus»).

He pexomendyemuvcsa oonouachne 3acmocy8anns_(ayKOHA30y ma HUICUE3ASHAYEHUX NIKAPCbKUX
3aco0is.

l'anopanmpun’: QrykoHa3071 MOKE CIHPUYMHUTH TMIIBHUIIEHHS KOHILEHTpalii rajopaHTpuHy Y
maa3mi KpoBi 3a paxyHok mnpurHideHHs CYP3A4. OmHouacHe 3acTOCYBaHHS IHMX JIIKAPCHKUX
3ac00iB MOTEHLIHHO MO’K€ MPU3BOJUTU 10 MIABUIICHHS PU3UKY PO3BUTKY KapIiOTOKCHYHOCTI
(monosxxenHsa iHTepBany QT, mapokcu3malibHa HNUTYHOYKOBA TaXIKapais TUIY «IIIpyer»), Ta K
HACHiIOK, N0 pantoBoi cepueBoi cMeptTi. Crig yHUKATH 3acTOCYBaHHS KOMOIHAIlll JTaHHMX
JIKapChKUX 3ac00iB (UB. po3nit «OCcoOIMBOCTI 3aCTOCYBAHHS).

Cymiche 3acmocy8anns__QDIyKOHA30Y _mMa HUMCUE3A3HAYEHUX JNIKAPCbKUX 3acolie eumazae
obepescHocmi.

Amiooapon: oOJHOYAcCHE 3acTOCyBaHHS (DIYKOHA307y 3 amioJapoOHOM MOJKE TMPHU3BECTH JIO
nonopxkeHHs iHTepBany QT. Ilpm HeoOXigHOCTI CyMICHOTO 3acTOCyBaHHS (DIyKOHA301y Ta
aMioZapoHy HEOOX1THO TOTPUMYBATHUCS 00EpPEKHOCTI, 0COOIMBO MPHU 3aCTOCYBaHH1 (PIIyKOHA301y Y
BHCOKHUX J103ax (800 mr).

Cymicne _3acmocyeanns _DnyKOHA30Y _mMa _HUNCUe3a3HAYeHUX _JNIKApCbKux _3acobie eumazac
obepedcHocmi ma Kopu2y8aHHs 003u.

Bnaue inwux aikapcokux 3aco6is na ¢iykonasoi.

KitiHiuHO 3HauYymIoro BILTMBY Ha aOCOpOIi0 (PIIyKOHA30JIy IIPU HOTO MEepOpaIbHOMY 3aCTOCYBaHH1
HE MaroTh OJHOYACHMM NMpHUHOM XK1, LIMMETHIWH, aHTAlMIU, a TAKOX IPOMEHEBa Tepamis yciel
TUISHKY Ti1a (P mepecalli KICTKOBOTO MO3KY).

Pugamniyun: onqHovacHe 3acTocyBaHHS (DIyKOHA30Jly Ta pU(PAMITIIUHY MPU3BOAMIO 10 3HUKEHHS
AUC na 25% Ta ckopouyBajio Iepioji HamiBBUBeAEHHS QuiykoHazony Ha 20 %. Tomy s
MAIIEHTIB, $SIKI 3aCTOCOBYIOTH pUGMAMIIIIUH, CIiJ PO3TISHYTH AOUUIBHICTh MiABHILEHHSA 103U
baykoHazomy.

l'iopoxnopomiasud: 'y HNOCHIKEHHI (papMaKOKIHETHYHOT B3aeMOJii OJHOYacHe OaraToKpaTHe
3aCTOCYBAaHHS TiIPOXJIOPOTIasuay y 3J0pOBHX JOOPOBOJIBIIB, $KI OTpUMYBaIu (PIyKOHA30JI,
MIIBUIIYBAJIO KOHIEHTpalito GiykoHa3oy y mia3mi kposi Ha 40 %. Taki mapamerpu B3aemMoii He
BUMAararmTh 3MIH y PEeXUMI J03yBaHHS (DIyKOHA30Jly AJs MAIEHTIB, sIKI OJJHOYACHO OTPUMYIOTh
CEeUOTiHHI 3ac00u.

Bnaue ¢nyxonaszony Ha inwi nikapcoki 3acoou.

@dyKoHa30J1 € MOTY)KHUM iHri0iTopoM 13odepmenty 2C9 muroxpomy P450 (CYP) ta momipHuM
irioiropom CYP3A4. Takox ¢aykonason € iHridiropom i3opepmenty CYP2C19. Oxpim
3a(hikcOBaHUX Ta ONMMCAHUX B3AEMOJIH, K1 HaBEeJCH1 HMXKYE, ICHYe PU3UK MiJBHILEHHS Yy IJa3Mmi
KPOB1 KOHLEHTpAII{ 1HIIMX CHOJyK, 1o Meradonizytorbes CYP2C9, CYP2C19 ta CYP3A4 npu
OJIHOYACHOMY 3aCTOCYBaHHI iX 13 ¢urykoHa3070M. ToMy 3acTOCOBYBaTH Taki KOMOIHaL{ Tpenaparis
clig 3 00EpEeXHICTIO; MPU IOMY HEOOXITHO PETEeNBHO CIOCTEpIraTd 3a CTAaHOM MAIlEHTIB. Y




3B’A3Ky 3 TpPHBAJIUM IIE€piOJIOM HaIIBBUBEAEHHS (IIYKOHA30Jy HOro NpUTHIYYBaldbHA [is Ha
bepmenTtu 30epiraeTbest mpoTsarom 4-5 mid (muB. po3ain «lIpoTtumnokazanus).

Anvpenmanin: ogHOYacHe 3actocyBaHHS (uykonazony y no3i 400 mr Ta anbdeHTaHUTy y 1031
20 MKI/Kr BHYTPIIIHBOBEHHO CYIPOBOJDKYETHCS JBOKpaTHUM 30utbmieHHsM mokazHuka AUCio
(moxnmBo, yepe3 iHrioOyBanHs CYP3A4). Ile 3ymoBitoe HEOOXiAHICTP y KOPUTYBAaHHI J03H
anb(eHTaHiTy.

Amimpunmunin, Hopmpunmunin: (HIyKOHA30J MOCHIIOE 0 aMITPUNITHIIHY Ta HOPTPUIITHIIIHY.
PexomeHlyeThCSI BUMIPIOBATH KOHIIEHTpAIil S-HOPTpUNTHIIHY Ta/ab0 S-aMiTpunTHIiHY Ha
MoYaTKy KOMOiHOBaHOI Tepartii Ta yepe3 1 TwkaeHp micias ii modatky. Y pa3i HeoOXiTHOCTI Cirin
BIJIKOPUTYBATHU J03Y aMITPUIITWIIIHY YM HOPTPHUIITHITIHY.

Am¢pomepuyun B: omHouacHe 3acTocyBaHHS (aykoHasonmy Ta amdorepunuHy B iHdikoBaHUM
MUIIaM i3 HOPMaJbHUM IMYHITETOM Ta iH()IKOBAHUM MHUIIAM 31 3HIKEHHM IMYHITETOM NPHU3BEIIO
70 TaKUX Pe3yJIbTaTIB: HEBEIMKUN aJUTUBHUN NPOTUTPUOKOBHM €(eKT Mpu CUCTEMHIN 1HQeKIii
Candida albicans, BigcyrhicTs B3aemomil mpu BHYTpilIHbOYepenHii iHdekiii Cryptococcus
neoformans Ta aHTaroHi3M IBOX MpemapariB mpu cuctemHid iHdekiii Aspergillus fumigatus.
KniniyHe 3HaueHHs IUX pe3ysbTaTiB HEBIAOME.

Aumuxoazynaumu: $SK 1 HOpU 3aCTOCYBaHHI IHIIMX a30JbHUX NPOTUIPUOKOBUX 3aco0iB, MpH
OJTHOYaCHOMY 3aCTOCYBaHHI (pIyKOHa30iry Ta Bap(dapHHy HOBIIOMIISUIA TPO BHIAIAKH PO3BUTKY
KpOBOTeY (reMaromMa, HOCOBa KpOBOTeYa, IIIYHKOBO-KHIIKOBAa KpOBOTEYa, remMarypis Ta MeJeHa)
Ha TJI MOJOBXKEHHS MPOTpoMOIHOBOTO yacy. [Ipu omHOYacHOMY 3acTOoCyBaHHI (DITyKOHA307y Ta
BapapuHy CIIOCTEPIrajiocsl ABOKpaTHE MiABUIIEHHS MPOTPOMOIHOBOIO Yacy, IMOBIPHO, BHACHIIAOK
NpUTrHiYeHHs MeTabonismy Bapdapuny uyepes CYP2C9. Cnig perenbHO KOHTPOJIOBATU
MPOTPOMOIHOBHI Yac y MAIli€HTIB, SIK1 OJJHOYACHO 3aCTOCOBYIOThH KyMapHHOBI aHTUKOATYJISTHTH a00
1HAaHI1I0H. MoXke OyTH HEOOX1THOIO KOPEKIIis J03U aHTUKOATYJISHTY.

benzoodiaseninu xopomkoi 0ii, nanpuxiao, midasonam, mpuazonam. TPU3HAYCHHs (DIyKOHA30TYy
MIiCAsT TEepPOPabHOTO 3aCTOCYBaHHS MiJa3ojiaMy TIPU3BOJAMIO JO 3HAYHOTO  ITIBUINCHHS
KOHIICHTpAIIli Miga3ojamMy Ta 10 MOCHJICHHS MCUXOMOTOPHUX edekTiB. OmHOYacHEe 3aCTOCyBaHHS
dbaykoHazony y 1031 200 Mr Ta Miga3zojamy y 1031 7,5 MT iepopaibHO MPU3BOAUIIO A0 IMiIBUIIECHHS
AUC Ta nepiony HamiBBUBEACHHS y 3,7 Ta 2,2 pa3a BIAMOBIAHO. 3acTOCYBaHHS (IyKOHA30JIy y 1031
200 mr/go0y Ta 0,25 Mr Tpuazosamy nepopasibHO npu3BoAwIo a0 miaBuineHHs AUC Ta mepiomy
HaITiBBUBEICHHs Tpuazojamy y 4,4 ta 2,3 pasza BignoBigHo. IIpm omHOYacHOMY 3acTOCyBaHHI
(baykoHa3zoy Ta TpHa3ojamMy CIOCTEpIrajocs IOTEHIIIOBAHHS Ta MPOJIOHTAIlis e(deKTiB
TpHUa30IaMmy.

SIKIIO marieHTy, AKUM DPOXOAUTh KypC JIKyBaHHS (UIYKOHA30JI0M, CIIii OJTHOYACHO NMPU3HAYUTU
Teparnio OCH30/ia3eMiHaMH, 03y OCTaHHIX CJIiJ 3MCHIIWTH Ta BCTAHOBUTH HAJCKHUH HArJISAA 3a
CTaHOM IalLli€HTA.

Kapbamasenin: dhaykoHa3on NMpUrHiYye MeTa0oJi3M KapOaMasemniHy Ta CIPUYUHSE ITiABUIICHHS
piBHs kapOamaseniny B cupoBatii kpoBi Ha 30 %. IcHye pu3HK PO3BUTKY MPOSBIB TOKCUYHOCTI 3
0oky kapbamazeminy. Moske OyTu HEOOXIIHUM KOPUTYBaHHS J03H KapOamaseliHy 3aJIeKHO Bij
piBHS HOTO KOHIIEHTpAIIii Ta Ail mpenapary.

brokamopu kanvyiesux xkananis: NEsKi aHTArOHICTH KaJblito (HipeauIiH, iCpaauIliH, aMJIOIUIIIH,
Bepanamin Ta ¢enoaumnin) MmerabomnizyroThes pepmentom CYP3A4. OdnykoHa30/1 MOTEHIIHHO MOXKe
MIABUIIYBAaTH CHUCTEMHY €KCIO3WIII0 OJOKaTOpiB KallbllieBUX KaHamiB. PekoMeHnoBaHMi
peTeabHUI MOHITOPHHT I[0JI0 PO3BUTKY MOOIYHUX peakIlii.

[]enexoxkcu6: mpu OJHOYACHOMY 3acTOCyBaHHI (urykoHazody (200 mr Ha n00y) Ta IeleKOKCHOy
(200 Mr) Cmax Ta AUC mnenexokcuby mimBuimyBaiucs Ha 68 % Tta 134 % BigmosimgHo. Ilpu
OJIHOYaCHOMY 3aCTOCYBaHHI LIEIEKOKCHOY Ta (UIyKOHA301y MOKe OyTH HEOOXiTHUM 3MEHILEHHS
71034 LIeJIEKOKCUOY BIIBIYi.

Luknoghocghamio: onnouacHe 3actocyBaHHs IUKiIo(pochaminy Ta (aykoHa3zosly MPU3BOAUTH IO
NiIBUIIIEHHS piBHA OulipyOiHy Ta KpeaTwHiHy B cupoBaTmi kpoBi. Lli mpemapaTtd MosxHa
3aCTOCOBYBATH OJJHOYACHO, BPAXOBYIOUM MO>KJIMBUN PU3MK MiABHUIIEHHS KOHIEHTpauii 6u1ipy0iny
Ta KpEaTHHIHY B CUPOBATIIl KPOBI.

@Denmanin: MOBIIOMIISLTA TPO OJWH JIETAIBHUN BUIAJOK BHACHIIJOK IHTOKCHKAIl (heHTaHLIOM
Yyepe3 MOXKIJIUBY B3aEMOJII0 MK (eHTaHUIOM Ta (prykoHa3ojoM. PIIyKoHa30J1 3HAYHO YIOBLUIBHIOE
enimMiHanito ¢penraniny. IlinBuienHs KoHIeHTpalii peHTaHTy MOXKe MPU3BOAUTH 10 MPUTHIYCHHS



JMXaHHS, TOMY CJIJI PETeIbHO KOHTPOJIIOBATH CTaH maiieHTa. Moxe OyTH HEOOXiTHOIO KOPEKIlis
103U (PCHTAHLTY.

Ineioimopu  I'MI-KoA-pedykma3su. CcyMicHE 3acTOCyBaHHS (IIYKOHa30ly Ta IHTIOITOpIB
I'MI'-KoA-penykrazu, mo wmerabomnizytotecsi CYP3A4 (aTopBacTaTuH Ta CHMBacTaTHH), abo
irioiropie 'MI'-KoA-penykrasu, mo wmerabonizytotscst CYP2C9 (dumyBacraTtuh), migBUILYE
PU3HK PO3BUTKY MIOMAaTii Ta padaomionizy. Y pasi HEOOXITHOCTI OJHOYACHOTO 3aCTOCYBAHHS ITUX
MpermapaTiB CIIiJ| PETEJIBHO CHOCTEPIraTH 3a MAIiEHTOM I0JI0 BUHUKHEHHS CHMIITOMIB MIOMAaTii Ta
pabaoMioTi3y i MPOBOJUTH MOHITOPUHT PiBHS KPEaTHHKIHA3HW. Y BUIAAKY 3HAYHOTO MiIBUIICHHS
pIBHS KpeaTHHKIHA3M, a TaKOX IPH IIA03pi YU BUSABJICHHI MIONaTii/pabaoMionisy 3acTOCYBaHHS
iHridoiropis 'MI'-KoA-peaykrasu ciig MpUIAHUTH.

Onanapu6: nomipui iariditopy CYP3A4, taki sk (ayKoHa301, MiABHIYIOTH KOHIEHTPAIIIO
oylartapu0y y IIa3Mi KpOBi; OJHOYACHE 3aCTOCYBAHHS HE PEKOMEHIYETHCS. SIKIIO HEMOXKIMBO
YHUKHYTH 3aCTOCYBaHHS JaHOI KOMOIHAIll1, 103y onanapuOy HeoOxigHo 3MeHmuTH 10 200 Mr 1Bidi
Ha 700y.

Imynocynpecopu (nanpukiao, Yukiocnoput, eeeponimyc, CUpoIimyc i makpouimyc).

Luxknocnopun: QnykoHazon 3HauHO miaBHINYye KoHuUeHTpauito ta AUC nuknocnopuny. Ilpu
OJIHOYAaCHOMY 3acToCyBaHH1 ¢uiykoHazony y n031 200 mr/mo0y Ta UMKJIOCIOPUHY Y J031
2,7 mr/kr/mody cnocrepiranocs 30insmenass AUC nukinocniopuny B 1,8 pasa. Li mpemapatn MoxHa
3aCTOCOBYBAaTH OJHOYACHO 3a YMOBH 3MEHIIEHHS /03U IMKJIOCIIOPUHY 3aJIe)KHO BiIl HOTO
KOHIICHTpAITIi.

Eseponimyc: GnykoHa30 MOKe MIABUIIYBATH KOHLEHTPALIO €BEpOJIMYyCY y CHPOBATIl KpOBI
yepes npurdideHHss CYP3A4.

Cuponimyc: QyKoHa30JI MIABUILYE KOHIIEHTPAIII0 CUPOJIIMYCY Y MJIa3Mi KpOBi, IMOBIPHO, HUISIXOM
MPUTHIYEHHs MeTaboni3my cuponimycy pepmentom CYP3A4 ta P-rinikonporeinom. Ll npenaparu
MOXHa 3aCTOCOBYBATH OJHOYACHO 32 YMOBH KOPHUTYBaHHS JO3U CHPOJIIMYCY 3aJIeKHO BiJ| piBHS
KOHIICHTpaIIii Ta e()eKTiB B MpUioMy mpemnapary.

Taxponimyc: (HIyKOHA3071 MOXKE IMIIBHUINYBATH KOHIIGHTpAIlli TaKpOJIMYCY B CUPOBATIIi KPOBI J10
5 pa3ziB mpu HOTO MEpOpaTbHOMY 3aCTOCYBAaHHI 4epe3 MPHUTHIYEHHS MeETaboJi3My TaKpOIIMYCy
dbepmentom CYP3A4 y xumeynuky. [Ipu BHYTpIIITHROBEHHOMY 3aCTOCYBaHHI TaKpOJIIMYCy HE
CIIOCTEPIrasocsi 3HaYHUX 3MIH (apMakoKiHeTHKH. [liBHINEH] PiBHI TaKPOIIMYCY acCOIIIOIOTHCS 13
HedpoTtokcuyHicTIO. Jlo3y TakpodiMycy [Uisi TNEpOpaibHOrO 3aCTOCYBaHHS CIiJl 3HIKYBaTH
3JIC)KHO BiJ] KOHIIEHTpAIlil TAKPOJIIMYCY.

Jlozapman: (prykoHa307 NPUTHIYYE MEPETBOPEHHS JIO3apTaHy 0 HOTO aKTUBHOTO METalOJITY
(E-31 74), uo 3yMOBIIIOE OLIBIIY YaCTHHY aHTAroHi3My 10 peuenTopiB anriotensuny Il mix gac
3aCTOCYBaHHA JO3apTaHy. PexomMeHJ0BaHO 3IMCHIOBATH MOCTIHUII MOHITOPUHI apTepiaibHOTO
THUCKY Y MAIlIEHTIB.

Memaoon.: (hykoHa3071 MOKE MIJBUIYBAaTH KOHIICHTpAIll0O METAJOHY Yy cHpoBarii KpoBi. Ilpu
OJIHOYACHOMY 3aCTOCYBaHHI MeETaJoHYy Ta (pIykoHa30ily MOke OyTH HEOOXiIHUM KOPHUTYBaHHS
JI03U METAJIOHY.

Hecmepoioni  npomuszananvui  npenapamu (HII3[I): 1pu OJHOYACHOMY 3aCTOCYBaHHI 3
¢bnykonazonoM Cmax Ta AUC ¢nypbinpodeny minsuiryBanucs Ha 23 % Ta 81 % BimnoBigHO
MOPIBHSIHO 3 BIAMOBITHUMU MOKa3HUKAMU MPU 3aCTOCYBaHHI1 TUIbKU (uiypOinpodeny. AHAIOTIYHO
IIPH OJJTHOYACHOMY 3aCTOCYBaHH1 (hi1ykoHa3omy 3 paueMidauMm i0ynpodenom (400 mr) Cmax Ta AUC
(bapMakoJOrivHO  akTHBHOrO i3omepy S-(+)-iOympodeny mimBuimyBamucs Ha 15% Ta
82 % BiAMOBIIHO MOPIBHSHO 3 BIAMOBIAHUMH MOKa3HUKAMU MPH 3aCTOCYBaHHI TUIBKU PAIleMIYHOTO
i0ynpodeny.

@dykoHa30J1 TOTEHLIHHO 3JaTHUM MIiABUINYBaTH CcUCTeMHY ekcrnosuuito iHmux HII3II, 1mo
Mmetabonizyrorbes  CYP2C9  (mampukiaz,  HampoKCceHy, JIOPHOKCHKaMy,  MEJIOKCHKamy,
mukinodenaky). PekomMeHI0BaHO MEpIOJUYHO 3AIHCHIOBATH MOHITOPUHT TOOIYHUX peakiiid Ta
TOKCHYHHX MposBiB, oB’s3anux 13 HII3I1. Mosxe 3Hanobutucs kopuryBanus go3u HIT3II.
Denimoin: (HIyKoHa307 MpUTHIUye MeTabosisM QeHiToiHy y mneuiHii. OnHouacHe GaraTopas3oBe
3actocyBanHs 200 mMr d¢uykoHazony Ta 250 Mr QeHiTOiHY BHYTPIIIHHOBEHHO MPU3BOJIUTH [0
nigBuieHHs AUC24 ¢enitoiny Ha 75 % Ta Cmin Ha 128 %. IIpun ogHOYacHOMY 3aCTOCYBaHHI IIMX
JKapChKUX 3ac001B CIIiJ MPOBOJUTH MOHITOPHHI KOHIEHTpallii eHITOiHY y CHpOBaTIi KPOBI JUIs
YHUKHEHHS PO3BUTKY TOKCUYHOI JIii (PeHITOIHY.



Ilpeonizon: MOBIAOMIISUIA TIPO BUMAJOK, KOJIM Yy TAIlIEHTA ITICTS TPAHCIUIAHTAIlli MEYiHKH Ha TIi
3aCTOCYBAaHHSI TPENHI30HY PO3BHHYJACS TOCTpAa HEJOCTATHICTh KOPU HAIHUPKOBHX 3aJI03, IIO
BUHUKJA TICNIA TNPUIMHEHHS TPUMICIYHOTO Kypcy Tepamii ¢iuykoHazonom. IlpunuHeHHS
3aCcTOCYBaHHS (IYKOHA301y, IMOBIpHO, cHpuuMHWIO mocuieHHs akTuBHOCTI CYP3A4, mo
MIPU3BEIIO 70 MPUCKOPEHHS MeTaboi3My npeHi3ony. Cini peTeabHO CTeXKHUTHU 3a MallieHTaMu, SKi
MOPOTATOM TPUBAIOIO Yacy OJHOYACHO 3aCTOCOBYIOTH (DIYKOHA30J Ta MPEAHI30H, 3 METOI0
MOTIEPEDKCHHS PO3BUTKY HEJOCTATHOCTI KOPH HAJHUPKOBHUX 3JI03 TICIS NPUIUHEHHS
3aCTOCYBaHHA (PIIYKOHA30JTy.

Pugpabymun: ¢irykoHa30Jl TiABHINYE KOHIEHTpalilo pupaObyTHHY y CHPOBATI KPOBI, IO
npu3Boauth g0 30utbiieHHs AUC pudabyruny no 80 %. Ilpu omgHOuYacHOMY 3acTOCYBaHHI
¢dnykoHazony Ta pudadbyTHHY MOBITOMIISIIOCS TIPO BUIIAIKH PO3BUTOK yBeiry. Ilpu 3acTocyBanHHI
Takoi KOMOIHAIIIT JTiKapchKUX 3aCO0IB CIIiT OpaTH 10 YBark CHMITTOMHU TOKCHYHOT i1 pualdyTuHy.
Caxginagip: daykonazon mniaumye AUC Ta Cmax cakBiHaBipy npubauzHo Ha 50 % Ta 55 %
BIJIOBIAHO Yepe3 MPUTHIYEHHs MeTa00113My cakBiHaBipy y neuiHui ¢pepmentoM CYP3A4 Ta uepes
iHri0yBanHs P-rmikonporteiny. Bzaemonii Mbk (IykoHa30J0M Ta CakBIHABIPOM/PUTOHABIPOM HeE
JNOCIKYBaJId, TOMY BOHM MOXYTb OyTH OiabIl BHpaxeHMMH. Moxke OyTH HEOOXITHUM
KOPHUT'YBaHHS /103U CaKBIHaBIpYy.

Iloxioni  cynvghonincevosunu: OAHOYACHE 3aCTOCYBaHHS (UIYKOHA30Jly 13 MEpOpalbHUMHU
MOXITHUMH  CYJAb(OHUICEUOBUHM (XJopmponamis, IideHKIaMia, TIimi3ug Ta Toa0yTramMin)
MIPHU3BOIMIIO JI0 MPOJIOHTYBAHHS TEPiOy iX HAIliBBHBEICHHS. PEKOMEHIYEThCS TPOBOJANUTH YacTUI
KOHTPOJIb IIYKPY B KPOB1 Ta BIAMOBIIHUM YHMHOM 3HUXXYBATH JI03Yy MOXITHUX CYJIb(POHUICEYOBUHU
MIPU OJTHOYACHOMY 3aCTOCYBaHHI 3 (PIIyKOHA30JIOM.

Teoginin: 3actocyBanHs QurykoHazonry mo 200 mr mpotsrom 14 nmHIB NMpU3BENO A0 3HUKEHHS
CepenHbOro KiipeHcy TeoduriHy y 1iazmi kpoBi Ha 18 %. 3a mamieHTamu, SIKi 3aCTOCOBYIOTH
Teo(iTiH y BHCOKHMX J03aX ab0 sIKi MalTh MiABUIIEHWH PHU3UK PO3BUTKY TOKCHYHHX IPOSIBIB
Teo(iTiHy 3 IHIIMX MPUYXH, CJTiJ] BCTAHOBUTH HATJISA[ 00 BUSBICHHS O3HAK PO3BUTKY TOKCUYHOT
nii Teoduriny. Tepamito ciaif 3MIHATH MPH TOSBI 03HAK TOKCUYHOCTI.

Ankanoiou 6apsinky: GiaykoHaszous, iMOBipHO, udepe3 iHTiOyBaHHsS CYP3A4 Moxe CHpuYuHSATH
MIJIBUIICHHS KOHIIEHTpAIl anKaloiniB OapBiHKY y Tia3Mi KpoOBi (HAmpHKIaa, BIHKPHUCTHHY Ta
BIHOJIACTHHY), IO TPU3BOANTH 10 PO3BUTKY HEUPOTOKCHYHUX €PEKTIB.

Bimamin A: ToOBIAOMISIM, IO Y Malli€eHTa, SKUHA OJHOYACHO 3aCTOCOBYBAB TPAHCPETHUHOEBY
KHCJIOTY (KucimoTHa (opma BitaMiny A) Ta (iyKoHa30J1, criocTepiraiucs MmoOidHi peakilii 3 60Ky
HHC y ¢dopmi mceBaoTyMOpy TOJOBHOTO MO3Ky, IO 3HUK IMicisA BigMiHu (diaykoHazomy. Lli
JKapchKi 3ac00M MOXHa 3aCTOCOBYBATH OJHOYACHO, alie CJIiJ Mam’AaTaTu Mpo PU3UK BUHUKHEHHS
no6iuHux peakiii 3 6oky [THC.

Bopuxonazon  (ineivimop CYP2C9, CYP2CI9 ma CYP3A4): opHOo4YacHe 3acTOCyBaHHS
BOpPHUKOHa30J1y repopaiibHo (110 400 mr koxkHi 12 roaun npoTsaroM 1 aas, motiM mo 200 Mr koxxH1
12 rogun mpotarom 2,5 nHiB) Ta ¢uiykoHa3osy nepopainbHo (400 Mr y mepriuii JeHb, MOTIM IO
200 mr koxHi 24 TOAUHU TPOTATOM 4 HIB) puU3BeNio 10 MiABUIIEHHS Cmax Ta AUC; BOPUKOHA301Ty
y cepenrbomy 10 57 % (90 % MI: 20 %, 107 %) ta 79 % (90 % MOI: 40 %, 128 %) BimmosigHO.
HeBinomo, yu mpU3BOAWUTH 3HIDKEHHS JO3M Ta/ab0 YacTOTH 3aCTOCYBaHHS BOPUKOHA307y abo
(bykoHazomy 10 ycyHeHHs Takoro edekrty. [Ipu 3acTocyBaHHI BOPMKOHA30JIy MIcisl QIyKOHA307y
CIIiI TPOBOJUTH CIIOCTEPEKEHHS IOJO0 PO3BUTKY NOOIYHMX edeKTiB, acouifoBaHUX 13
BOPUKOHA30JI0M.

3uooeyoun: dnykonazon migBuirye Cmax Ta AUC 3upoBynuny Ha 84 % Tta 74 % BiANOBIAHO, 110
3YMOBJIEHO 3HMXEHHSM KIIPEHCY 3WJIOBYAMHY NpuOau3Ho Ha 45 % mnpu HOro mnepopasbHOMY
3actocyBaHHI. [lepios1 HamiBBUBEIEHHS 3UA0BYIMHY OYB TaKOK MOJOBKEHUM npuban3Ho Ha 128 %
IICIIS 3aCTOCYBaHHSA KOMOIiHAIl (UIyKOHA30 Iy Ta 3MJIOBYAMHY. 3a MalieHTaMH, sIKl 3aCTOCOBYIOTb
TaKy KOMOIHAIliIO0 JIIKapChKUX 3ac00iB, CNiJl CIIOCTEpPIraTH IOJAO PO3BUTKY MOOIUHUX pEaKIiH,
MOB’S3aHUX 13 3aCTOCYBAaHHSAM 3UJOBYIMHY. MOXHA PO3IJSHYTH OOUUIBHICTH 3HMOKEHHS 03U
3UJIOBY/IUHY.

A3umpomiyun: TPU OJHOYACHOMY TNIEpOPATBbHOMY pPAa30BOMY 3aCTOCYBAaHHI a3iTPOMIIUHY Ta
¢nykonazony y mozax 1200 mr ta 800 Mr BiANOBIAHO XOJHMX 3HAYYIIUX (ApMaKOKIHETUYHHX
B3a€MO/Iiil BUSIBIIEHO HE OyII0.



IlepopanvHi konmpayenmueu: TpU 3aCTOCYyBaHHI ()IyKOHA30dy y 1031 50 Mr BIUIMBY Ha pPiBEHb
rOpMOHIB He 0yJ10, TOJI SIK IPU 3acToCcyBaHHI (piykoHazouny y 1031 200 Mr Ha 100y crocTepiraiocs
30utbimenHss AUC eruninectpazmiony Ha 40 % Ta neBoHoprectpeny — Ha 24 %. Ile cBiquuth mpo Te,
o Oararopa3oBe 3aCTOCYBaHHS (IIYKOHA30Jy Y 3a3HAUCHHX J103aX HABPSI YU MOXE BIUIMBATH HA
e(eKTUBHICTh KOMOIHOBAHOTO MEPOPATHLHOTO KOHTPAICTITHBA.

léakagpmop: cymyTHe 3acTOCyBaHHsS 3 iBakadTOpOM, MIICHIIOBAYeM MYKOBICIIUIO3HOTO
TPaHCMEMOPAHHOTO PETYIISATOpa IMPOBIIHOCTI, MiABHINYE EKCHO3MIiI0 iBakagTopy B 3 pasu, a
rinpokcumeruniBakapropy (M1) — y 1,9 pasa. [Ins mamieHTiB, SKi OJHOYacCHO 3aCTOCOBYIOTh
nomipHi iHridbiTopu CYP3A, Taki K (IIyKOHA301 i €pUTPOMIIINH, PEKOMEHYEThCS 3HIDKEHHS 103U
iBakagTopy 10 150 mr 1 pa3 Ha 100y.

Ocobnueocmi 3acmocyeans.

Jlepmamodghimis. Bimomo, 1m0 mipu 3acToCcyBaHH1 (GIIyKOHA30Iy JUIsl JIIKyBaHHS iepMaTodITii y AiTen
OCTaHHIN He mepeBHIIye rpu3eoynbBiH 3a €EKTUBHICTIO 1 3arajJbHUN MOKAa3HUK €()EKTUBHOCTI
ctanoBUTH MeH1Ie 20 %. Tomy (urykoHa30J1 HE CIIiJ] 3aCTOCOBYBATH JUIsl JIIKYBaHHS 1epMaToPirTii.
Kpunmoxkokos. Jloka3iB epeKTUBHOCTI (IyKOHA30Jly JUIsl JIIKYBaHHS KpPUITOKOKO3Y IHIIMX
JoKanizauii (Hanpukiaj, JereHeBoro KpUNTOKOKO3Y Ta KPUIITOKOKO3Y IIKIPH) HETOCTATHBO, TOMY
peKOMeHIalliH 11010 JO30BOr0 PEXUMY JUIs JIKYBAHHS TaKUX 3aXBOPIOBAHb HEMAE.

Inuboki endemiuni mikosu. JlokasiB edeKTHUBHOCTI (DIyKOHA30Jy Ui JIIKYBaHHS IHIIMX (OpM
EHICMIYHUX MIKO31B, TaKUX SK MapaKOKIUIIOIMOMIKO3, TICTOIJIa3MO3 Ta MIKIPHO-TIM(aTHIHUNA
CTIOPOTPUX03, HEJOCTATHRO, TOMY PEKOMEHJAINI MIOA0 T030BOTO PEKUMY JUIS JIIKYBAaHHS TaKUX
3aXBOPIOBaHb HEMAE.

Hupkosa cucmema. Tlamientam 13 mopymeHHsM (QYHKIIM HAPOK Tpemapar CIijJl 3aCTOCOBYBATH 3
ob6epexHICTIO (auB. po3aALT «Crocid 3aCTOCYBaHHS Ta J03HM»).

Heoocmamuicme naonuprxoeux 3ano3. KeTokoHa30j, K BIiIOMO, CIPUYUHSE HEIOCTATHICTH
HaJHUPKOBHX 3aJ103, 1 IIe TaKOX MOXKE CTOCyBaTUCS (DIyKOHA30JIy, XO04a CIIOCTEPIra€ThCsl PIIKoO.
HenocraTHicTh HaAHUPKOBUX 3aJ103, OB s13aHa 3 OAHOYACHUM JIIKYBaHHSM MPETHI30HOM, OMKCaHa
y miapo3nun Bmnaus aykounazony ua inwi aikapceki 3acobu po3miny «Bzaemomis 3 HIIMMH
JKapChKUMU 3aCO0aMU Ta HIIIT BUIU B3aEMOIIN».

I'enamoobiniapna cucmema. TlamienTam 13 mopymieHHAM (QYHKIIA TIEYIHKK TpenapaTr Ciifj
3aCTOCOBYBAaTH 3 OOEPEXKHICTIO. 3acTocyBaHHS (DIYKOHA30Jy AacOLIIOBAJIOCS 3 BUHUKHEHHSM
PIAKICHUX BUMNAJKIB PO3BUTKY TSKKOI T'€MaTOTOKCUYHOCTI, BKIIIOYAIOYM JI€TajJbHI BHUIAIKH,
TOJIOBHUM YWHOM Y TMAIlIEHTIB 13 TSXKKMMH OCHOBHUMH 3aXBOPIOBAHHSMHU. Y BHIIJKaX, KOJIU
PO3BHUTOK T'€MaTOTOKCUYHOCTI aCOIIIFOBABCS 13 3aCTOCYBaHHIM (DIIyKOHA30J1y, HE OyJI0 BiI3HAYEHO il
SIBHOT 3aJIKHOCTI BiJ 3arajbHOi 0OOBOI J03W Ipemapary, TPUBAJIOCTI Tepamii, cTaTi abo BIKY
namieHTa. 3a3BUYail IeNaTOTOKCHYHICTb, CIPHUYMHEHA (IIyKOHA30JI0M, 000pOTHA, a I MpOsBU
3HUKAIOTh MICIIS MPUITHHEHHS TepalTii.

3a marieHTamMu, y SIKUX IPU 3aCTOCYBaHHI (DIYKOHA30Jy CIIOCTEPIratoThesl BIIXUIICHHS pe3ybTaTiB
(GyYHKIIOHATBPHUX MPOO TEYIHKH, CIil BCTAHOBUTU PETENbHUN HArJsSA IIOAO PO3BUTKY OUIBII
TSYKKOTO YPaKEHHS MEYIHKH.

[NamientiB cnig npoingopmMyBaT MPO CUMITOMH, II0O MOKYTh CBITYHTH PO CEpHO3HUIN BILUIUB HA
MEYIHKY (BUpa)K€Ha acTEeHIs, aHOPEKCis, MOCTIiiHA HY/I0Ta, OMIOBAHHS Ta YKOBTSHHIS). Y TaKOMY
BUIIAJKy 3aCTOCYBaHHS (IYyKOHA30Jy CJiJ HErallHO MNPUNMHUTH Ta MPOKOHCYIbTYBAaTHUCA 3
JKapeM.

Cepyeso-cyounna cucmema. Jleski a30iaM, y TOMY 4YHCII 1 (IyKOHA30J, acCOLIIOIOTHCT 13
nosoBkeHHsAM iHTepBany QT Ha enekrpokapniorpami. DIyKOHa307 CIPUYMHSE TMOJOBKEHHS
iHTepBasly QT 1muisxom 1HriOyBaHHA CTpyMy IOHIB 4Yepe3 Kaji€Bl KaHajiM BHYTPIIIHBOTO
BunipsimiieHHs (Ikr). TlogoBxenns intepBany QT, chnpUuyMHEHE IHIIMMHU JIKapChKUMHU 3aco0aMu
(TakMMH SIK amioJapoH), MO’K€ IOCHJIIOBATHCS BHacHiiok iHrioyBanHs ¢epmenty CYP3A4
nutoxpomy P450. Ilopimomisnu mpo Tyxe piAKICHI BUNAIKW MoAoBXKeHHs iHTepBay QT Ta
MapOKCU3MAIbHOI IUTYHOUYKOBOI TaXikap/ii THIY «IipyeT» MpH 3acTocyBaHHI ¢urykoHazomy. Taki
MOBIIOMJICHHSI CTOCYBAIMCS TAIIEHTIB 13 TSHKKUMH 3aXBOPIOBAHHSMH TIPHU TIO€AHAHHI OaraThox
(bakTOpiB PU3UKY, TaKUMHU SIK CTPYKTYPHI 3aXBOPIOBaHHs CepIls, MOPYLIECHHS eJIEeKTPOJITHOTO
oOMiHY Ta OJIHOYACHE 3aCTOCYBAaHHS IHIIMX JIIKAPCHKUX 3ac00iB, 110 BIUIMBAIOTH Ha iHTepBas QT.
[NamieHTH 3 TIMOKATIEMIEI0 Ta TSHKKOIO CEPIIEBOI0 HEIOCTATHICTIO MAlOTh MIABUIICHUNA PU3HK



BUHUKHEHHS JKATTEBO HEOE3NMEYHHMX HUTYHOYKOBHUX APUTMIA Ta MapOKCH3MaJIbHOI NUTYHOYKOBOi
Taxikapaii THITY «IipyeT».

@yKoHA30J1 CIiA 3 OOEPEeX HICTI0O 3aCTOCOBYBATH TMAIliEHTaM 13 PHU3UKOM PO3BUTKY apUTMIM.
OpHoYacHe 3aCTOCYBAaHHS Pa30M i3 JIIKAPCHKUMH 3aco0amu, 10 MPOJIOHTYIOTH iHTepBan QTc Ta
MeTaboni3yroThes 3a jponomoro (epmenty CYP3A4 nuroxpomy P450, mporumnokasane (IuB.
po3nimu «lIpoTunokazanus» Ta «B3aemopis 3 IHIIMMH JIKApCHKUMHU 3aco0amMu Ta 1HIII BHIU
B3aEMO/TII).

T'anogpanmpun. Tanodantpun € cyocrpatom depmenty CYP3A4 i npononrye intepBan QTc mpu
3aCTOCYBaHHI Y pEKOMEH/IOBAaHUX TepaleBTHYHMX J03aX. OJHOYaCHE 3aCTOCYBAHHS TI0O(aHTPUHY
Ta (IIYKOHA30JIy HE PEKOMEHAYETHCS (IUB. po3ail «B3aemosis 3 iHIIUMU JIIKAPCHKUMH 3ac00aMu
Ta IHII BUJIA B3aEMOJIIN»).

Cning norpumyBatucs 00€pEKHOCTI MPU OJHOYACHOMY 3aCTOCYBaHHI (PIyKOHA30JIy Ta aMioJapoHy
(muB. po3aiT «B3aemo0is 3 iIHUUMU JIKAPCOKUMU 3ACOOAMU MA THULT 8UOU 83AEMOOILLY).
Jlepmamonoeciuni  peaxyii. Ilin wac 3actocyBaHHs (IYKOHA30Jly PIAKO TOBLIOMIISIIOCS TIPO
PO3BUTOK TakHWX €KC(OJIATUBHUX IIKIpHUX peakuid sk cuHapoMm CriBeHca-/[koHCOHA Ta
TOKCUYHMH eminepMmanbHuil Hekpoui3. Ilamientu, xBopi Ha CHIJI, Ouibll CXWJIBH1 10 PO3BUTKY
TSHKKUX LIKIPHUX peaklii Mpu 3acTOCyBaHHI 0aratbox JIIKapchKUX 3aco0iB. SKio y maiiieHTa i3
MMOBEPXHEBOIO TPUOKOBOIO 1H(EKINIEI 3’SIBISIOTHCS BHUCHIIAHHS, IO MOKHa TIOB’si3aTh 13
3aCTOCYBaHHSM (DITyKOHA30Jy, TOJANbIIE 3aCTOCYBAHHS Iperapary CiiJ TPUIHHATH. SKIo y
MaIieHTa 3 1HBa3MBHOIO/CUCTEMHOIO TPUOKOBOIO 1H(EKIIIEI0 3 ABIIAIOTHCS BUCUIIAHHS Ha HIKIp1, 3a
HOro cTaHoM NOTPIOHO PETEIBHO CHOCTEPIraTH, a y BUIAJKY PO3BUTKY OyJIbO3HHX BHUCUIAHbL abo
MYJIbTU()OPMHOT €pUTEMH 3aCTOCYBaHHS (UIYKOHA30IY CJIiJ] MIPUITUHUTH.

l'inepuymaugicmy. Y piIKICHUX BUMNAJAKaX MOBIAOMIISUIM MPO PO3BUTOK aHAPUIAKTUYHUX peakiii
(muB. po3nin «lIpoTunokazanus»).

Lumoxpom P450. ®nykoHazos € moTyKHuM iHriOiTopom ¢depmenty CYP2C9 ta momipHuM
iridiTopom depmenty CYP3A4. Takox daykonazon € iHridiropom ¢epmenty CYP2C19. Crin
CIIOCTEpIraTH 3a CTAHOM IAIIEHTIB, SIKI OJTHOYACHO 3aCTOCOBYIOTH ()IYKOHA30J1 Ta Mperapard 3
BY3bKHM TEPANEeBTHYHUM BiKHOM, 1110 MeTabomi3ytoThes 3 yuactio CYP2C9, CYP2C19 ta CYP3A4
(mmB. po3nin «B3aeMois 3 IHITUMU JIIKAPCHKUMU 3ac00aMU Ta 1HIII BUIA B3a€EMOJIII).
Tepgenaoun. Cnin peTenbHO CIIOCTEPIraTd 3a CTAHOM MAIliEHTa MPU OJHOYACHOMY 3aCTOCYBaHH1
tepdeHanuny Ta ¢paykoHaszoay y a031 menme 400 mr Ha 100y (muB. po3aiu «lIpoTumnokasanHs» Ta
«B3aeMotist 3 IHIIUMH JIIKAPCHKUMHU 3aCO0aMHM Ta HII BUIAM B3aEMO/IIN).

JlonomioxcHi peuogunu.

[IpenapaT MICTHUTH JIaKTO3Y. SIKIO y Mali€eHTa BCTAHOBJICEHA HEIIEPEHOCUMICTD JESIKHX LYKPIB, CIIij
MMPOKOHCYIBTYBATHUCS 3 JIIKApeM, MepI HiK MPUUMATH IIeH JIIKapChKuii 3aci0.

3acmocysarnns y nepioo eazimmocmi abo 200y8arHs 2pyooio.

Bazimnicmo

OO6cepBarlliiine AOCTIKEHHS] MOKAa3aJl0 MiJIBUIIEHUN PU3UK CIHOHTAHHOTO abOpTy y JKIHOK, SKi
oTpuMmyBanu GiykoHaszon npotsarom [ Tpumectpy.

[ToBigoMIIsIIM TIPO YKCENBbHI BPOPKEHI MATOJIOT1l y HOBOHAPOKEHHUX (BKIIIOUaroun Opaxinedarito,
JHCIIA31I0 BYIIHOI paKOBUHH, HaJAMIpHE 30UIBIICHHS MEPEAHBOTO TiM SUKa, BUKPUBJICHHS CTETHA,
IJICUOIKTHOBHM CMHOCTO3), MaTepl AKUX MpuiManu BUCOKi 103U (praykoHazomy (400-800 mr/mo0y)
MPOTATOM MpPHHAWMHI TphOX ab0 OUIbIIE MICSIIB ISl JIKYBaHHS KOKIHMA10iM03y. 3B’SI30K MK
3aCTOCYBAHHSAM (DIIYKOHA30J1y Ta UMM BUIIAIKAMU HE BU3HAYCHHM.

JlocmipKeHHsT Ha TBapUHAX MPOAEMOHCTPYBAIU PENPOAYKTUBHY TOKCUYHICTb.

He cnig 3actocoByBaTH 3BHYaiHI 03U (IYKOHA30dy Ta KOPOTKOTPUBAIL KypCH JIIKYBaHHS
(b1yKOHA30J0M Y Mepioj] BariTHOCTI, 32 BUHATKOM KpaiHbO1 HEOOX1THOCTI.

He cmin 3acrocoByBatm BHCOKI 103U (piaykoHa3ody Ta/abo TpuBalli KypcH JIIKYBaHHS
¢GiyKoHa3070M y TMepioJ BarirTHOCTi, 3a BHMHATKOM JIKyBaHHS iH(EKUid, [0 MNOTEHIIHHO
3arpoKylOTh KHUTTIO.

Tooysanns epy0doio

@dykoHA30Jl MPOHHMKAE Yy TpPYyAHE MOJIOKO Ta JOCSIrae KOHLEHTpamlid, HaOMMmKEeHUX J10
KOHIIEHTpalii y mia3mi KpoBi (IuB. po3aul «PapMakosoriyHi BIacTUBOCTI»). ['ogyBaHHS rpyuito
MO’KHA IPOJIOBXKYBATH IICIsI OJHOKPATHOTO 3aCTOCYBaHHS (UIyKOHA30:1y y 1031 150 Mmr.



lomyBatu TpymI0 HE PEKOMEHAYETHCS MPU OAraTopasoBOMY 3aCTOCYBaHHI GuIykoHa30ry abo mpu
3aCTOCYBaHHI BUCOKHUX /103 (DITyKOHA30ITY.

PimennHs mpo 3acToCyBaHHS Ipemnapaty y Mmepioj] royBaHHs TPYIIIO CIIi MPUIMATH HA MiACTaBi
BpaxyBaHHs IepeBar TPYJAHOTO TOXYBaHHS Uil 3J0POB’S Ta PO3BUTKY IUTHUHH, KIIHIYHOT
HEOOXIJHOCTI 100 MHpu3HAYeHHS (IyKoHa30dy Mmarepi Ta Oyap-KMX MOTEHIIHHUX
HECIIPUSATIIMBUX BIUIMBIB HAa JUTUHY, NOB’S3aHUX 13 (IYKOHA30JIOM, IO HAIXOIUTh i3 MOJIOKOM
MaTtepi, a0 CTaHOM ii 370pOB’sl.

DepmunvHicmo

3 JocCHipKeHb Ha TBapHHAX BiZOMO, IO (DIYKOHA30J7 HE BIUIMBAB Ha (DEpPTUIIBHICTH Yy CaMIliB Ta
CaMOK MAIFOKIB.

30amuicmy enaueamu Ha WBUOKICMb pearyii npu KepysaHHi A8MOMPAHCNOPMOM aO0 HWUMU
MexanizmMamu.

JlocnijkeHb BIUTMBY (IIyKOHA30JIy Ha 3J1aTHICTb KE€pPyBaTH aBTOTPAHCIOPTOM abo MpalioBaTH 3
THITUMU MEXaHI3MaMH HE TIPOBOTUIIH.

[TamieHTiB ciix NpoiH(GOPMYBATH MPO MOKIUBICTH PO3BUTKY 3allaMOpPOUEHHS ab0 CyAOM i Yac
3acTOCOBYBaHHs mpenapaTy. llpu po3BUTKY TakuX CUMITOMIB HE PEKOMEHAYETbCS KepyBaTH
aBTOTPAHCIIOPTOM a00 MPALIOBATH 3 IHIIUMU MEXaHI3MaMHU.

Cnoci6 3acmocysanns ma 0o3u.

[Ipenapat 3acTocoByBaTH nepopanbHo. [lpuiiom npenaparty He 3aJ€XHUTh BT IpUioMy DxKi.

Jlo6oBa no3a (hirykoHa30.1y 3aJI€KUTh BiJl BULY Ta TSHKKOCTI rpuOKoBOi1 iH(ekIii. [Ipu HeoOXigHOCT1
0aratopa3zoBOTO 3aCTOCYBAHHS MperapaTy JIKyBaHHs 1H(EKIIH CIIiI TPOIOBKYBATH 10 3HUKHEHHS
KIIHIYHUX Ta Ja00paTOpHHUX MpOSBIB aKTUBHOCTI IpuOKoBoi iH(ekiil. HemoctaTHs TpuBamicTh
JIIKYBaHHS MOJKE IMPU3BECTH J0 BITHOBJIEHHS aKTUBHOTO 1H(EKIIIIHHOTO TPOIIeCy.

[lopocai.

Kpunmorxoxos.

— JlikyBaHHS KPUNITOKOKOBOTO MEHIHTITY: HaBaHTa)XyBaJlbHa /103a cTaHOBUTH 400 Mr y mepriuii
nenb. Ilintpumyroua poza — 200-400 mr/moOy. TpuBamicTe JiKyBaHHsS 3a3BUYail CTaHOBHTH
moHaiimenme 6-8 TwkHIB. [lpu iH(EKIIAX, IO 3arpoXylOTh KUTTIO, T000BY 103y MOKHA
30UIBIIMTH 10 800 M.

— IligTpumyroda Tepamist Ui MOMEPEHKEHHS PEIUANBY KPUIITOKOKOBOTO MEHIHTITY Y TAIlI€HTIB 3
BUCOKMM DPH3UKOM HOTro pO3BUTKY: pPEKOMEHJOBaHa Jo03a mpenapary craHoBuTh 200 mr/moly
MPOTATOM HEOOMEXEHOI0 Yyacy.

Koxyuoioioomixos. Pexomengoana no3a craHoBuTh 200-400 mr/moOy. TpuBamicTe JiKyBaHHS
cTtaHOBUTH 11-24 Mmicsmi abo moBIIE 3aJ€KHO Bif CTaHy marfieHTa. (s JmikyBaHHS nesakux (Gopm
iH(eKIii, a 0coOJMBO s JIIKYBaHHS MEHIHTITY, MOXX€ OYyTH JOLUIBHHUM 3aCTOCYBaHHS J03H
800 mr/mo0y.

Insazusni kanouoo3zu. HaBantaxysanbHa A03a cTaHoBUTh 800 Mr y nmepiwmii aens. [linrpumyroua
no3a — 400 mr/no0y. 3a3Buuail pekOMEHJOBaHA TPHUBATICTh JIIKYBAaHHS KaHAWUJEMIi CTAaHOBUTHh
2 TWKHI TICHS MEPIIUX HEraTUBHUX PE3yJbTaTIB MOCIBY KPOBi Ta 3HHUKHEHHS O3HAK 1 CUMITOMIB
Ka”HIuaeMIl.

Kanouoos cruzosux 06010HOK.

— Kananmos poTornoTku: HaBaHTaxyBaimbHa go3a craHoBUTH 200-400 Mr y mepmuii JeHb,
niatpumytoua go3a — 100-200 mr/noGy. TpuBanicTs JiKyBaHHA CTaHOBUTH 7-21 neHwb (10
JOCSATHEHHS peMicii), ane Moke OyTu 301IbIIeHa IS MAI€HTIB 13 TSHKKUM IMYHOIE(PIITUTOM.

— Kanaumos crpaBoxoqy: HaBaHTaxyBailbHa g03a craHoBUTh 200-400 Mr y mepmuii JeHb,
nigrpumyroua go3a — 100-200 mr/noGy. TpuBamicte mikyBanHs cTraHOBUTH 14-30 mHiB (110
JOCATHEHHS peMicii), aje Moxe OyTy 301IbIIeHa IS MAli€HTIB 13 TSKKUM IMYHOIE(PIITUTOM.

— Kanmunypis: pexomenmoBana no3a crtaHoButh 200-400 mr/moOy mpoTsirom 7-21 muiB. [lns
MAIIE€HTIB 13 THKKUM IMYHOIE(IIUTOM TPUBAIICTh JIKYBaHHS MOKe OyTH 301IbIIEHA.

— XpoOHIYHUH aTpo(iuHUN KaHIUI03: PEKOMEHJOBaHa J03a CTaHOBUTH S50 Mr/moOy mnpoTsIrom
14 nuis.



— XpOHIYHMH KaHAWIO03 IIKIPU Ta CIM30BHX OOOJOHOK: PEKOMEHJOBaHA J03a CTAHOBHUTH
50-100 mr/no0y. TpuBamnicTh JiKyBaHHS CTAHOBHUTH 710 28 IHIB, ajie MOxke OyTH 30UTbIIeHA 3aI€KHO
BiJ] TSDKKOCTI Ta BUY iH(EKIiT a00 MpH 3HWKEHH] IMYHITETY.

Ilonepedocennss peyuougy Kanouoosy ciuzosux oboaoHoK y nayicumie 3 BIJI, sxi maromoy eucoxuii
DPU3BUK 11020 PO3BUMKY.

— Kanmmpos  poTOrioTku, KaHOWA03  CTPAaBOXOMYy: PEKOMEHIOBaHa 032 CTAaHOBHTH
100-200 mr/mo0y a6o 200 mr 3 pa3u Ha TIKICHb. TpUBANICTH JIKYBaHHS € HEOOMEKEHOI IS
MAIIEHTIB 13 MPUTHIYCHUM IMYHITETOM.

Ilpogpinakmura kanouoosnux inghexyiu y nayiecnmis iz mpusanoio Helimponeticio. PekoMeHIoBaHa
no3za cranoBuTh 200-400 mr. JlikyBaHHS CIig pO3MOYMHATH 3a KUIbKa JHIB J0 OYIKYBaHOTO
PO3BUTKY HEWTpOIEHiI Ta TMPOJNOBXKYBAaTH NPOTSAroM 7 JHIB MICHS IIIBUIICHHS KUIBKOCTI
HelTpodinia morax 1000/mm°,

I'enimanvHi kKanouoosu.

— lNocTpuii BariHanbHUM KaHM103, KAaHIUAO03HUM OanaHIT: peKOMEH0BaHa /103a CTaHOBUTH 150 Mr
0JIHOPAa30BO.

— JlikyBaHHS Ta NpoQuIaKTHKa PeLUIUBYIOUUX BariHAIbHUX KaHUA031B (4 abo Oulblle peruauBiB
3aXBOPIOBaHHS Ha PIK): PEKOMEHJI0OBaHa 1o03a cTaHoBUTh 150 Mr 1 pa3 B 3 nmHi. Ycworo cmuifg
3acrocyBatu 3 ngo3u (1-i nenb, 4-i1 neHp Ta 7-i nenp). Ilicas mporo ciig 3acTOCOBYBaTH
niaTpumMytouy 103y 150 Mr 1 pa3 Ha THXKIEHb MPOTATOM 6 MICAIIIB.

Jlepmamomixosu.

— Miko3 crtorm, MiK03 TIaJeHbKOI MIKIpY, MaXOBUW JAEPMATOMIKO3, KaHAUAO03HI THOEKITi MKIpH:
pexomMeH0BaHa f03a cTaHoBUThH 150 mr 1 pa3 Ha TmwxzaeHs ado 50 mr 1 pa3 Ha n1o0y. Tpusamicts
JKYBaHHS CTAHOBUTH 2-4 TrkHi. JIikyBaHHS MIKO3y CTOTI MOK€ TPUBATH JI0 6 THKHIB.

— PizHOOapBHWMIT MuIIaii: pekoMeHaoBaHa j103a ctaHoBUTh 300-400 Mr 1 pa3 Ha THXKACHB MPOTATOM
1-3 TwxkHiB 260 50 Mr Ha 700y MPOTATOM 2-4 THXKHIB.

— JlepmaTodiTHUN OHIXOMIKO3: pPEKOMEHJIOBaHA Jj03a CTaHOBUTH 150 mMr 1 pa3 Ha TWKICHB.
JlikyBaHHSI CIIiJi TIPOJIOBXKYBAaTH, MOKH Ha MicIli 1H(IKOBAHOTO HIFTS HE BHPOCTE 370poBUM. s
BIIPOCTaHHS 3J0POBUX HIITIB Ha pPyKax Ta HAa BEIMKUX NaJbIMX HIr 3a3BHYail HEOOXITHO
3-6 MmicsmiB Ta 6-12 micsmiB BianmoBigHO. OgHAK MIBHAKICTH POCTY HITTIB Yy MAIlIEHTIB MOXKE OYTH
PI3HOIO Ta 3ajexaTH Bif BIKy. [licis yCIminmmHOTO JiKyBaHHS TPUBAIUX XPOHIYHHUX IHGEKITH Gopma
HIC'TS 1HOII 3aJIAIIAETHCI 3MIHEHOIO.

imu.
3acTocoByBaTH JIKapChkuil 3acid y opmi TabIeTOK MaHIid KaTeropii MmamieHTiB MOXHA TO1, KOJIH
JUTH 371aTHI O€3MEYHO MPOKOBTHYTH TaOJIETKY, 110 3a3BUYail € MOYKJIMBUM Y Billl BiJl 5 pOKIB.
He cnix mepeBuimyBatu MakcumaiabHy 1000BY 103y 400 Mmr.
Sk 1 npu aHANOTTYHUX 1HQEKIIAX y TOPOCIHX, TPUBAIICTh JIKYBAHHS 3aJIC)KUTh Bill KIIHIYHOI Ta
MikoJoriunoi Bigmosini. [Ipenapar 3acrocoByBaru 1 pa3s Ha n00y.
Jlo3yBaHHs mpenapary JIiTAM 13 HopylIeHHsIM (YHKIIH HUPOK HaBeAeHO Hibkue. DapMaKkoOKIHETHKY
(b1yKoHa3011y HEe TOCIIKYBAIH Y AiTeH 13 HUPKOBOIO HEJAOCTATHICTIO.
Jimu sixom 6i0 12 pokis.
3aneXHO BiJ MacH Tiia Ta MyOepTaTHOTO PO3BUTKY JIIKAPIO CIIiJ OI[IHUTH, SIKa J103a Ipemnapary (a1
JOPOCIUX UM JUIS JIITei) € ONTUMaIbHOO A7 narienta. KiiHiuHi JaHi cBiq4aTh npo Te, o y IITei
KJIipeHc (pIyKoHa30Jly € BHUILMM MOPIBHAHO 3 JOpociauMu. 3actocyBaHHs 1103 100 aGo 200, a6o
400 mr gopocnum Ta 103 3 abo 6, abo Ta 12 MI/Kr IITSIM MPU3BOIUTH 10 JOCATHEHHS CIIBCTABHOI
CUCTEMHO1 €KCIO3HIIi.
EdexTuBHICTh Ta Oe3meKka 3acTOCyBaHHS (UIYKOHA30Jy JUIS JIIKYBaHHS MEHITAIbHUX KaHAUIO03IB Y
JiTell He BCTAHOBJIEHI. SIKIO iICHye HaraibHa MoTpeda 3aCTOCYBaHHS Ipenapary HiaiiTkaM (BIKOM
Bix 12 1o 17 pokiB), ciif 3aCTOCOBYBATH 3BUYAlHI JO3H ISl TIOPOCIIUX.
Mimu sixom 6i0 5 0o 11 poxis.
Kanmunosu cini3oBUx 000JIOHOK: MOYATKOBA /1032 CTAHOBHUTH 6 MI/KI/A00y, MiATpUMYIOYa J03a —
3 mr/kr/no0y. IlouaTkoBYy A03y MOXKHA 3aCTOCOBYBAaTH y TEpPUINH JI€Hb 3 METOI IIBUAIIOTO
JOCSATHEHHS PIBHOBaYKHOT KOHIIEHTpAITIi.
[HBa3uBHI KaHAMIO3HM, KPUIITOKOKOBUI MEHIHTIT: 7032 Ipernapary CTaHOBUTH 6-12 Mr/kr/moOy
3aJIe)KHO BiJ] CTYIEHS TSHXKKOCTI 3aXBOPIOBAHHSL.



[linTpumytoda Tepamis A MONEPEIKEHHS PEUUANBY KPUNTOKOKOBOTO MEHIHTITY Yy JiTei i3
BHUCOKHM PU3MKOM HOTO PO3BUTKY: /1032 Mperapary CTaHOBUTH 6 MI/KI/m100y 3aeHO Bill CTyMeHs
TSKKOCTI 3aXBOPIOBAHHS.

[Ipodinaktuka KaHAWAO3IB y TNAamieHTIB 3 IMyHOIeIIMTOM: J03a Mpernapary CTaHOBHUTH
3-12 mr/kr/no0y 3aeXHO Bill BUPAXEHOCTI Ta TPUBAJIOCTI 1HIYKOBAHOT HEUTPOTICHIi (IUB. 103U JUIS
JTOPOCIHX).

llayienmu 1imnb020 BIKY.

J103y He0OXiTHO MiIOMpPaTH 3aJIeKHO Bil cTaHy (QYHKII HUPOK (WB. HIXKYE).

Iayienmu 3 HUPKOBOIO HEOOCAMHICIIO.

@DITyKOHA30JT BUBOIUTHLCS MIEPEBAKHO 13 CEUYCI0 Y He3MIHEHOMY cTaHi. [Ipu pazoBoMy 3acToCyBaHH1
KOpUTYBaTH 1103y (UIYKOHA30J1y He MoTpiOHO. [lamieHTam (BKJIIOYArOUW diTeH) 13 MOPYIICHHIM
(GYHKII HUPOK MPU HEOOXiTHOCTI 0araropa3oBOro 3aCTOCYBAaHHS Mpenapary y TMEpHIni JIeHb
JKYBaHHS CJiJI 3aCTOCOBYBATH MOYaTKOBY 703y 50-400 Mr 3ajeKHO Bin TepaneBTHYHUX MMOKa3aHb.
[Ticns uporo A000By n03y (3aleXHO BiJ TOKa3aHHS) CIIJI PO3paXxOBYBATH BIAMOBIAHO JI0
HUKYEHAaBEIeHOT TaOIuIL:

Knipenc kpeamuniny (m1/xe) Biocomok 6i0 pexomenoosanoi 0o3u
> 50 100 %

<50 (6e3 miaizy) 50 %

Perynsipanii giani3 100 % micis KOXKHOTO JTialtizy

[NamienTn, ski mnepedyBalOTb Ha peryasipHoMy Jiami3i, MOBUHHI oTpumyBaTH 100 %
PEKOMEH/IOBAHOI JIO3HM TICIsI KOXKHOTO [ianmidy. Y JeHb, KOJW Jiaji3 He MPOBOJIUTHCS, MAIIEHT
MTOBUHEH OTPUMYBATH /103y, BIIKOPUTOBaHY 3aJIe’KHO BiJ] KIIIPEHCY KpEaTUHIHY.

LHayicumu 3 nopyuwenuam Qyukyiu neyinkuy.

@D1yKOHA30J1 CIiJl 3aCTOCOBYBATU 3 OOEPEKHICTIO MAIliEHTaM 13 MOpPYUIEHHSAMU (DYHKIIII MEYiHKH,
OCKUThKM 1H(OpMAIIii MO0 3aCTOCYBaHHS (IYKOHA30JIy I[ii KaTeropii Maii€eHTiB HEJO0CTaTHHO
(muB. po3nimu «OcoOMMBOCTI 3acToCyBaHH» Ta «[10014H1 peakiii»).

Himu.
3acTocoByBaTH JiKapChkuil 3aci0 y Gopmi TabIIETOK MaHIid KaTeropii MamieHTiB MOXHA TO, KOJIH
JUTH 371aTHI O€3MEeYHO MPOKOBTHYTH TaOJIETKY, 110 3a3BUYail MOJKIIMBO Y BiIll BiJl 5 POKIB.

Ilepeoo3ysanns.

CuMrTomMu: raJronuHallii Ta napaHoifagbHa MOBEIIHKA.

JlixyBaHHs: cuMnToMatuyHe (y TOMY 4YHCII NMPOMHBAaHHS IIIyHKA 1 IMIATPUMYKOUYa Teparis).
@DI1yKOHA30J BUBOJUTHCS B OCHOBHOMY 3 ceueto, TOMy (opcoBaHUil Jiype3 MOXe MPUCKOPUTH
BHUBe/IeHHs npenapaty. CeaHc remoianily TPUBAIICTIO 3 TOJMHU 3HWXKYE PiBEHb (DIYKOHA30Iy Y
ma3mi KpoBi mpuom3Ho Ha 50 %.

Io6iuni peakuii.

3 6oky cucmemu Kpogi ma JnimpamuyHoi cucmemu: aHEMis, arpaHyJOIMTO3, JEHKOMEHis,
HEUTPOTICHIsI, TPOMOOIIUTOIICHIS.

3 6oky imyHHOI cucmemu: aHadIaKcis.

Memaboniuni  ma  animeHmapui  po3naou.  3HWKEHHS  ameTUTy, TCIIepTpUrIilepuaemis,
rinepxoJyieCTepUHEMIs, THOKATIEMIS.

Icuxiuni nopywenns: 0€3COHHS, COHJIUBICTb.

3 6oky Hepso6oi cucmemu: TONOBHHUN OUIb, CYyIOMH, 3allaMOpPOYEHHs, MapecTe3ii, MOpyLICHHS
CMaKy, TpeMop.

3 6oky opeanis cyxy ma eecmubyiapHo2o anapamy. BEPTUTO.

3 60Ky cepys: MapoKcH3MalbHa LUIYHOYKOBA TaxXiKap/is TUITYy «IipyeT», MOJOBXKEHHS IHTepBaly
QT.

3 60Ky WAYHKOBO-KUWKO8020 mpakmy. OUTb y 4epeBHIM MOPOKHUHI, Jiapes, Hyl0Ta, OJIOBaHHS,
3a1op, AUCHETICis, METEOPHU3M, CYXICTh Y POTI.

T'enamobiniapni  posnadu: HiJIBUIICHHS piBHS alaHiHaMiHOTpaHchepa3u (AJIT),
acnaprataminotpancdepasu (ACT), myxHoi Pocdarazu, xonecras, KOBTSIHHLIA, MIABUIICHHS PIBHS




Ou1ipyOiHy, NEeYiHKOBAa HEJOCTATHICTh, T'eMATOLETIONIAPHUNA HEKpO3, TeMaTUTH, TeNaTOLEIIOIspHE
ypaskeHHS.

3 6oky wkipu ma niOWKIpHOi MKAHUHU: BUCWUTIAHHS, CBEPODLK, MEIMKAMEHTO3HHM IEePMATHUT
(Brimrouaroun  (piKCOBaHMM ~ MEIUKAMEHTO3HUM  J€pPMATUT),  KPOIMB’SHKA,  IiJBHILICHE
MOTOBU/IUICHHS, TOKCUYHUN emiepManbHuil Hekpoui3, cunapom CriBeHca-/[)koHCOHA, rocTpuid
reHepali30BaHUN €K3aHTEMAaTO3HUH IYCTYNb03, €KC(OJIaTUBHUN JEepMaTHUT, AHTIOHEBPOTUYHUN
HaOPsIK, HAOPSAK OOTMYYSI, AJTOTICIis.

3 60Ky onopHo-pyx06020 anapamy ma CROAYYHOI MKAHUHU. MIAJTISL.

3azanvui poznaou ma peaxyii' y micyi 66edenHs: MIBUANCHA BTOMITIOBAHICTh, HE3y)KaHHS, aCTCHIS,
rapsiika.

Jimu.

Yacrora Ta xapakTep MOOIYHMX peaklid 1 BIAXWIEHb Bl HOPMHU pe3ylbTaTiB JaOOpaTOPHHUX
aHaJII31B y JITeH, KpIM T'eHITaIbHOTO KaHINU03Y, CIIBCTaBHI 3 TAKUMHU y JJOPOCIIUX.

Tepmin npuoamnocmi. 3 poxwu.

YmoBu 30epiranns.
30epiratu npu Temmeparypi He suiue 25 °C
306epiraTi y HEIOCTYITHOMY JIJIsl ITEH MICIII.

YnakoBka.

Tabnetku o 50 mr Ne 4 a6o Ne 10 y Oictepi B KapTOHHIN yIaKoOBIII.
Ta6nerkn mo 100 mr Ne 4 a6o Ne 10 y GmicTepi B KapTOHHIH YIaKOBIII.
Tabnetku o 150 mr Ne2 a6o Ne 4 y GicTepi B KapTOHHIN yIaKoOBIIL.
Ta6merku o 200 mr Ne 4 a6o Ne 10 y GricTepi B KapTOHHINA YIaKOBII.

Kareropis Binnmycky.
3a penenTom.

Bupoonuk.
KYCYM XEJITXKEP IIBT JITA/
KUSUM HEALTHCARE PVT LTD.

Micue3naxoa:KeHHsI BUPOOHUKA Ta ajijpeca Micls MPOBAIKeHHS Oro AislJIbHOCTI.

[Tnot Ne M-3, Innop Cremen Ikonomik 3oyH, ®eiiz-11, Ilitammyp, Hdict. [Jxap, Manxes [Ipanem:,
ITin 454774, Tanis/

Plot No. M-3, Indore Special Economic Zone, Phase-11, Pithampur, Distt. Dhar, Madhya Pradesh,
Pin 454774, India



	ІНСТРУКЦІЯ

