2/8/2022 6:27:08 AM

.thmx

IHCTPYKUIA
AN191 MeANYHOr0 3aCTOCYBaHHSA JTiIKapCbKOro 3acoby

Andpnazon®
(Diflazon®)
Cknag:

Aitoya peyvosmHa: hyKoHasor,
1 kancynamictutb giykoHaszony 50 mr a6o 100 mr, abo 150 mr;

[OMNOMDKHI pEYOBUHW: /TAKTO3M MOHOTIAPAT, KPOXMasTb KyKYPYA3SHWIA, KDEMHIIO AIOKCUA, KONOiAHUIA 6€3BOAHWUIA, HATPIO Nnaypuncynsgar,
MarHito cteapar;

kancyna: TutaHy giokeug (E 171), 6apBHuK nateHToBaHuii cuHiii V (E 131), xenatuH.
Nikapcbka thopma. Kancynu.
OCHOBHI (PI3NKO-XIMIYHI B/TaCTUBOCT:

kancynv no 50 mr: kancynam 3 Koprnycom 6i10ro Kobopy Ta KOBMavykoM CBIT/10-6/1akKMTHOrO KONbOopy,
HarMoOBHEHI NOPOLLKOM Bif, 6i10ro A0 Maixe 6i10ro KoLopy;

kancysim no 100 mr: kancynum 3 KOprnycom 6isioro Kosibopy Ta KOBMavykoM 6M1akKMTHOrO KObOpy,
HaMOBHEHI NOPOLLKOM Bif, 6i10ro A0 Maixe 6inoro KobLopy;

Kancynm no 150 Mr: Kancynum 3 Koprycom Ta KOBMa4yKoM CBIiT/10-6/1aKNTHOIO KOMbOPY, HaNOBHEHI NOPOLLKOM Bif
6inoro fo maike 6in0ro KonbLopy.

dapmakoTepaneBTUYHa rpyna. MpoTUrpu6KoBi 3aco6u AN CUCTEMHOrO 3aCTOCYBaHHs. MoxigHi Tpuasony.
Kog ATX JO2A COL.

dapmako/oriyHi BnacTmneBoCTI.
PapmakofnHamika.

MexaHi3m fii
®1yKoHa30/, NPOTUrPUOKOBMIA 3acib Knacy Tpuasonis. MepBUHHUM MeXaHi3MOM WOro il € MpUrHiYeHHs

rpn6koBoro 14 anba-naHoCTepon-4eMeTUNOBaHHSA, OMocepeKOBaHOMO LMTOXPOMOM P450, L0 € HeBi4’EMHUM
eTanomM 6i0CMHTE3Y FPUMOKOBOro eproctepony. AKymynauia 14 anbda-mMeTu1-CTeposiB KOPeItoe 3 NOAabLUOKD
BTPATOK eprocreposly MemopaHor rpuMbKOBOI KNITUHM Ta MOXe BiAMoBifaTu 3a MPOTUIPUOKOBY aKTUBHICTb
(hnykoHa3zony. ®yKoHa30/ € GiNbLL CeNEKTUBHUM [0 FPUOKOBUX (hepMEHTIB LMTOXpoMy P450, HiX A0 pi3HMX
cuctem (hepmeHTiB LumMToXpomy P450 ccasuiB.

3acTocyBaHHA (hiykoHaszony y fo3i 50 mr Ha foby npoTarom 28 AHIiB He BM/IMBAIO Ha PiBEHb TECTOCTEPOHY Y
nnasmi KpoBi Y Y0NOBIKiB ab0 Ha piBeHb eHAONEHHNX CTEPOIAIB Y XIHOK PeNpPOoAYyKTUBHOIO BiKy. ®/1yKOHa30/y
A03i 200-400 Mr Ha o6y He NPOSBAAB KNiHIYHO 3HAYYLLOrO BM/MBY Ha PiBeHb eHAOreHHUX CTepoifiB UM Ha
BIZNOBIAb HA CTUMYNALIKO afpeHOKOPTUKOTPONHOro ropmoHy (AKTI) y 340poBMX L06POBO/BLLIB HOMOBIYOT
crari.

JocnifykeHHsA B3aEMOAIT 3 aHTUNIPMHOM NPOLEMOHCTPYBAIO, LU0 3acToCyBaHHA 50 Mr ¢hlykoHa30/1y pa3oBo abo
6araTopasoBo He BMN/MBaE Ha MeTaboi3M aHTUMIPUHY.

YyTAMBICTb in Vitro

®nyKoHas3on in vitro AeMOHCTPYE NPOTUIPMOKOBY aKTMBHICTb CTOCOBHO BuAiB Candida, W0 BUHMKaKOTb



mailto:

HainuacTiwe (Bkntovatoum C.albicans, C.parapsilosis, C.tropicalis). C.glabrata ieMOHCTpYye LUMPOKKWIA diana3oH
4yTAMBOCTI 0 hyKOoHa30ny, Togi ik C.krusel € 10 HbOro Pe3NCTEHTHOHO.

TakoX (hiykoHa3on in vitro AeMOHCTPYe akTUBHICTL AK npotu Cryptococcus neoformans ta Cryptococcus
gattii, Tak i NpoTK eHAEeMIYHMX NnicHABMX rpmbis Blastomices dermatitidis, Coccidioides immitis, Histoplasma
capsulatum Ta Paracoccidioides brasiliensis.

B3aeM03B’A30K PapmMaKOKIHETUYHUX | PapmMakoAMHaMiYHWX BNaCTUBOCTEN

BignosigHO A0 pe3ynbTaTiB AOCNIKEHb Ha TBapuHaX, ICHYE KOpensuis MiX MiHIMaIbHOK iHriGyto4oto
KOHUEHTpaLjiet0 Ta e(MEeKTUBHICTIO MNPOTU eKCMepUMEHTaIbHUX MOoAener MiK03iB, CrpUYMHEHUX BULaMU
Candida. BignoBigHo [0 pe3ynbTaTiB KNiHIYHWUX AOCNIAKEHb, ICHYE MiHIHA 3a/1eXHICTb MK NOWe nig
kproto (AUC) Ta fo3oto qiykoHasony (nprbnmsHo 1:1). Takox iCHYe NpsAMuIA, ane HeaoCTaTHIN 3B’A30K MiXK
AUC abo [03010 Ta NO3UTMBHOK K/IHIYHOKO BIANOBIAAI0 HA NIIKYBaHHA OpPa/ibHOr0 KaHAMAO3Y Ta MEHLLOH
Mipol0 — KaHAuAeMmii. AHaNOriyHo NiKyBaHHA IH(EKLIA, CNPUYMHEHWX LWTaMamu, A0 SKUX (IyKOHa30M
[EMOHCTPYE BUCOKY MiHiMa/lbHY iHFiOYHUY KOHLEHTPALit0, € MEHLL 3a0Bi/lbHNM.

MexaHi3M pe3NCTEHTHOCTI

MikpoopraHiamy pogy Candida [eMOHCTPYHOTb UMCENbHI MeXaHi3MW Pe3UCTEHTHOCTI [0  a30/IbHUX
NPOTUIPUOKOBMX 3aco6iB. PNyKOHA30/ AEMOHCTPYE BWMCOKY MiHIMa/bHY iHFiOYHOUY KOHLEHTpauito npoTu
WTamis rpubiB, AKi MalTb OAMH abo 6ifiblue MeXxaHi3MiB PEe3VCTEHTHOCTI, WO HeratMBHO BMN/MBaE Ha
e(heKTUBHICTb iN Vivo Ta B KNiHIYHIN npakTuui. MoBigomnsnyu npo BUnagku po3suTKy cynepiHgekyii Candida
Spp., iHWKmMK, Hix C. Albicans, Bugamu, LWO 4acTo € HeuyTAMBUMU O (hnykoHasony (Hanpuknag Candida
Krusei). [ns nikyBaHHA TakvxX BUNALKIB C/if, 3aCTOCOBYBATU a/lbTEPHATVBHI MPOTUIPUOKOBI 3aC00M.
KOHTPO/bHI TOYKM (BiANOBIAHO A0 PEKOMeHAaLii €BPONEMCLKOro KOMITETY 3 AO0CNIMKEHb YYTAMBOCTI A0

AHTUMIKPOOHMX 3ac00iB)

basytoumcb Ha AOCNIMKEHHI (hapMaKOoKiHETUYHOI/hapmMaKoaMHaMIYHOT iH(hopMaLiT, YyTaMBOCTI in vitro Ta
KNiHIYHOT BiANOBIAI, 6yN0 BU3HAYEHO KOHTPO/bHI TOUKM ANs (hlyKOHa301y Ans MikpoopraHiamis pogy Candida.
BoHu Oynn po3nogineHi Ha KOHTPO/bHI TOYKW, LLO HEe MOB’A3aHi 3 MEeBHUM BWAOM, fAKi OINbLIOK MipoKo
BU3HAYa/ICS Ha OCHOBI (hapMaKOKIHETMUHOT/ (hapmakognHaMiYHOT iH(hopMaLlil | He 3anexaThb Bif, po3noainy Ha
MeBHI BMAM 3a MIHIMAIbHOIO [HTIOYHOYO KOHLIEHTPALLED, Ta HA KOHTPOJ/IbHI TOYKM, MOB’A3aHI 3 MEBHUM
BMOM, LLIO HainyacTiLle acoL,ito0ThCA 3 IH(EKLiAMM y NHOAMHN. LI KOHTPONbHI TOYKM HaBeAEeHI HKYE.

MpoTurpnokosnin | KOHTPOMbHI TOYKKM, NOB’A3aHi i3 NEBHUM BUAOM S< /R > KOHTPONbHI  TOYKH,
3acib He  noB’sA3aHi i3
NeBHUM BUAOMA
S</R>
Candida | Candida Candida | Candida Candida
albicans | glabrata krusei parapsilosis | tropicals
®nyKoHaszon 2/14 IE 2/14 2/14 2/14

S = YyTAMBUIA;

R = pesuncTeHTHwWiA;

O — KOHTPO/IbHI TOYKK, WO He MOB’A3aHi 3 NeBHUM BUAOM, AKi 6ifbLLIOD MipOH BU3HAYa/IUCSA HA OCHOBI (hapMaKOKiHETUYHOT
/thapmakomHaMiYHOT iHpopMaLil i He 3anexaTb Bif PO3MNOAiNY Ha MeBHI BUAM 3a MiHIMa/IbHOK iHMiBYIOUOK KOHLEHTpaLiEt,
AKi ocnigpKyBanv nue ansa MikpoopraHiamis, Ana SKMX He iCHYe cneumgivHOl KOHTPOIbHOT TOUKMU;

—  [OCHiMKEHHS YyTAMBOCTI He PEKOMEH/I0BaHI, OCKiNbKX JaHW BU He € METOK NiKapCbKoi Tepanil;

|E — goKasiB LL0/0 TOro, YN € faHnin BUA METOR NiKapCbKOi Tepanii, HeAoCTaTHbLO.

dapmakoKiHe TUKa.

PapMaKOKIHETUYHI BMACTMBOCTI (D/IYKOHA30/y € MOAIOHUMM MpU BHYTPILLIHLOBEHHOMY | MepopasibHOMY
3aCTOCYBaHHi.

Abcopbuis

dnykoHa3on Jobpe BCMOKTYETLCA MPU MepopasibHOMY 3aCTOCYBaHHI, a piBeHb npenaparty y naasmi Kposi i
cucTeMHa 6iof0CTYNHICTb nepeBuLLytoTb 90 % piBHA (hyKOHa30/y Y Mnna3Mi KPoBi, WO AOCAraeTbCcsa npwu
BHYTPILLUHbOBEHHOMY BBefieHHI npenapaty. OfHOYacHe BXMBaHHSA DKi He BM/MBaE Ha BCMOKTYBaHHSA npenapary
npy 1oro nepopanbHOMY 3acTocyBaHHI. MiKoBa KOHUeHTpauis y nniasmi Kposi gocsraerbes uyepes 0,5-1,5
roguHn nicng npuiiomy npenapaty. KoHUeHTpauis npenapaTy y nnasmi KpoBi nponopuiiHa Ao Ao3w.
PiBHOBaXXHa KOHLeHTpaLis Ha piBHi 90 % focAracTbCa Ha ApYruid ileHb iKyBaHHS NP 3aCTOCYBaHHI Y nepLuUnii
AeHb HaBaHTaXXyBa/lbHOI 103, LLLO BABIYi NEPEBULLYE 3BMYaiNHy [J060OBY A03Y.

Posnogin

O6’em posnoginy nNpubnn3HO LOPIBHIOE 3arajibHOMY BMICTY PiAVHW B OpraHi3Mi. 3B’A3yBaHHA 3 OinKamu
nnasMu KpoBi HU3bKe (11-12 %).
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dnykoHason fobpe NPOHWKae B yCi JOCNIAKYyBaHI pigvHM opraHiamy. PiBeHb (plyKOHa30/1y y CAvHI Ta
MOKPOTUHHI € NOAIGHMM A0 KOHLEHTpauil npenapaty y naasMmi KpoBi. Y MauieHTiB, XBOPUX Ha rprbKoBUiA
MEHIHTIT, piBeHb (PYKOHA30/1y Y CMIMHHOMO3KOBIN pignHi gocsarae 80 % KOHUeHTpauiTy niasmi Kposi.

Bucoki KOHUeHTpauiT hlyKOHa30/y Y LWKIpI, WO NepeBuLLYHOTb CMPOBATKOBI, AOCATalOTLCA Y POroBOMY LUapi,
enigepmici, gepmi Ta noti. ®yKOHA30/1 HAKONUYYETLCA Y POroBomy Luapi. MNpwu 3actocysaHHI Ao3u 50 mr 1 pas
Ha [06y KOHLeHTpauia (iykoHasony nicna 12 fHIB NiKyBaHHA CTaHOBMMA 73 MKI/r, a yepe3 7 LHIB MNic/ns
3aBepLUEHHA NiKyBaHHSA KOHLEHTpaLia Bce Lie cTaHoBuaa 5,8 MKr/r. Mpu 3actocyBaHHi go3n 150 mr 1 pa3 Ha
TWXKAEHb KOHLEHTpaLis (iyKoHa3ony Ha 7- [eHb NiKyBaHHSi cTaHoBWNa 23,4 MKr/r; 4yepe3 7 [AHIB nicns
3aCTOCYBaHHA HaCTYMHOT 403W KOHUEHTpaLis BCe Le cTaHoBMNa 7,1 MKr/T.

KoHueHTpauis hlykoHa30y B HIrTax nicna 4 micsayis 3actocyBaHHs 150 Mr 1 pa3 Ha TuxeHb cTaHoBuna 4,05
MKI/r 'y 300pOBMX fO6POBO/bLIB Ta 1,8 MKI/T Npu 3aXBOPHOBaHHAX HIrTiB; (1yKOHA30/1 BU3HAYaBCH Y 3pa3kax
HIrTiB Yepe3 6 MiCALIB MiC/A 3aBepLUEHHS Teparii.

BioTpaHchopmaLiis

®1yKoHa30N1 MeTaboNi3yeTbCA He3HaYHO Mipoto. IMpu BBeLEHHI [03U1, MIYeHOI pafioakTUBHVMU i30TOMNamu,
nmwe 11 % yKOHA30/y eKCKPETYETbCA 3 CeYetd Yy 3MiHeHOMY BUrnsgdi. ®NyKoHas3oN € CeneKTUBHUM
iHriitopom iodepmeHTiB CYP2C9 Ta CY P3A4, a TakoX iHri6iTopom izodepmeHTy CY P2C109.

BuBefeHHA

Mepiog HaniBBMBeAeHHS (T1,) (PyKOHa30/y 3 NnasmMu KpoBi CTaHOBUTL 61M3bko 30 roAmH. binblia yacTuHa
npenapaty BMBOAMTLCA HUpKamu, npuyomy 80 % BBeAEHOT [03M BUSABMSETHCA Y Cedi B HE3MIHEHOMY CTaHi.
KnipeHc ¢hykoHa301y NponopLinHniA A0 KNipeHCy KpeaTUHIHY. LIMpKyntorumnx MeTaboniTiB He BUSBNEHO.
TpuBanuii T% npenapaty 3 NAasMu KPOBi Aa€ MOX/MBICTb Pa30BOr0 3aCTOCYBaHHA Mpenapaty npw
BariHa/IbHOMY KaHAMA031, & TaKOX 3aCTOCYyBaHHA npenapaty 1 pa3 Ha TVXAEHb NPW IHLWKX NOKa3aHHAX.
HunpKoBa HeJOCTATHICTb

Y nauieHTiB i3 HUPKOBOK HEJOCTATHICTIO TAXKKOIO CTYNEeHS (LWBMAKICTb KTyOOUKOBOT (ifibTpaLii

< 20 mn/xB) T¥%2 36inbluyeTbea 3 30 roamH Ao 98 roguH. Tomy Ui KaTeropii nawieHTiB HeOOXIAHO 3MEHLLINTI
o3y (iykoHasony. ®PyKOHa30/M BUAANAETLCA LUMAAXOM TemMoAianidy Ta MEHLUOK MIpoH —  LUISAXOM
IHTpanepuToHeasibHOro Aianisy. CeaHc remofianisy TpUBaNiCTO 3 FOAMHU 3HWKYE PiBEHb (DIYKOHA30/y Yy
nnasmi KpoBi Npnm6/n3Ho Ha 50 %.

JNakTauis

KoHueHTpauii qykoHasony y nnasMi i MaTepMHCbKOMY MOJOLi BNPoAoBX 48 roguvH nicns npuiiomy
ofiHopa3oBoi 031 150 Mr uiykoHa3ony OuiHOBa/IM Y XO4I (PapMaKOKIHETMYHOIO AOCNIMKEHHS 3 Y4acTio
[ecaTW XIHOK Yy nepiogi nakrauii, sKi TMM4YacoBo abo MOCTIHO NPUNUHWAY FOLYyBaTW CBOTX HEMOB/AT IPYALHO.
Y MaTepuUHCbKOMY Monoui (/lyKOHA30/1 BUSBUIM Yy CepefHin KOHUeHTpauii npuénmnsHo 98 % Bifg TOI, WO
Bif3Hayanm y nnasmi matepi. Yepe3 5,2 roguHu nicnsa npuinomy [03M cepefHs MikoBa KOHLUEHTpauis y
MaTepuvHCLKOMY Mosoui  cTaHoBuna 2,61 mr/n. Jlo6oBa [o3a (DyKOHa30/1y, OTpMMaHa HeMOBIAM 3
MaTepUHCbKOro MOJIOKa (SKLLO NPUAHATA CepefHE CMOXUBaHHA Monoka 3a 150 mn/kr/noby), po3paxoBaHa Ha
OCHOBI CepefHbOT NMIKOBOT KOHLUEeHTpaLii y MosioLi, Wwo agopisHioe 0,39 Mr/kr/goby, ctaHoBUTL NpnbnusHo 40 %
Bifl 1031, PEKOMeHJ0BaHOI HOBOHAapOMKeHUM (BIKOM < 2 TWXHiB), abo 13 % Big [03M, PeKOMeHAOBaHOI
HeMOBNATaM /15 NiKyBaHHS KaHAMA03Y C/IM30BUX 060/I0HOK.

4itm

[aHi 3 (hapmakokiHeTUKM 6ynn ouiHeHi y 113 Aiterd nig 4ac 5 AOCNimpKeHb: 2 AOCNILKEHHS Pa30oBOro
3aCTOCYBaHHf, 2 [JOCNi[KeHHA 6aratopa3oBoro 3acTtocyBaHHA Ta 1 [JOCNifKEHHS  HeLOHOLLIEHUX
HOBOHaPOPKEHUX.

Micna BBeAeHHA 2—8 Mr/Kr piyKoHa3ony AitaM Bikom Bif 9 micsauis go 15 pokie AUC cTaHoBMNa 6/1M3bKO
38 mkr*rog/mn Ha 1 mr/kr po3u. Iicns 6aratopa3oBoro 3acTocyBaHHA cepefHini T%2 hykoHasony i3 nnasmu
KpoBi BapitoBaBcs MK 15 Ta 18 rogmHamu; 06’em po3noginy ctaHouB 880 MA/Kr. binbw Tpusanuii T%2 3
nnasmy KpoBi, LLO CTAHOBMB NPUOANU3HO 24 rogmHun, OyB NiCNs pa3oBOro 3acTocyBaHHS (yKoHa3ony. Llei
MOKasHWK € CMiBCTaBHUM 3 MepiofoM HaniBBMBEAEHHS (D/IyKOHa30/1y 3 NiasmMy KpoBi Micns pasoBoro
3aCTOCYBaHHA 1031 3 MI/KI BHYTPILLHLOBEHHO AiTAM BiKOM Bif 11 gHiB Ao 11 micauis. O6’em posnoginy y
nauieHTiB L€l BIKOBOT rpynu cTaHOBMB 6/113bK0 950 MA/KT.

[0CBif 3acTocyBaHHS (P/TIYKOHA30/1y HOBOHAPOAXKEHUM OOMEXYETbCA (hapMaKOKIHETUYHUMU AOCNILKEHHAMU
12 HeAOHOLIEeHUX [iTei i3 TepMiHOM rectauii Npu6nM3HO 28 TXKHIB. CepeaHiil BiK ANUTUHU NPW BBEAEHHI
MepLUoT A03M CTaHOBMB 24 roavHu (Big 9 Ao 36 rofuH); cepefHs Maca Tina npu HapomkeHHi ctaHosmna 900 r
(Bigz 750 po 1100r1). Ana 7 nauyieHTiB  NPOTOKON  [AOCNI[KEHHA 6yno BWKOHaHO. Makcumym
5 BHYTPILLIHbOBEHHMX [H’EKLIN (hyKOHa30My Yy [03i 6 Mr/Kr BBOAUIN KOXHI 72 rognmHn. CepegHin T2




CTaHOBMB 74 rognHu (44-185) B NepLUNiA AeHb, NOTIM 3MeHLWMBCA 40 53 roguH (30-131) Ha 7-i feHb Ta go 47
(27-68) Ha 13-in geHb. AUC (MmKr*rog/mn) ctaHosuna 271 (173-385) y nepLlumnin AeHb, 36inbwmnaca go 490
(292-734) Ha 7-ii peHb, NOTiM 3MmeHwwMnacs go 360 (167-566) Ha 13- geHb. O6’em posnoginy (MA/Kr)
ctaHoBmB 1183 (1070-1470) y nepwwuii fAeHb, 36inblwiyBascs fo 1184 (510-2130) Ha 7- AeHb Ta [0
1328 (1040-1680) Ha 13-i1 feHb.

MawieHTn NiTHLOr O BiKY

dapmakoKiHETUYHE JOCNIAKEeHHSA NPOBOAMN 3 yYacTio 22 nauieHTiB (BikOM Bif 65 pokKiB), AKi 3aCTOCOBYBa/v
50 Mr dpnykoHasony nepopasbHo. 10 MauieHTiB OAHOYaCHO 3acTOCOBYBaM AiypeTuKU. Cpgx CTaHOBMMA

1,54 MKr/mn Ta gocaranacs npotarom 1,3 roguMHm nicns sactocyBaHHsA (ykoHasony. CepegHs AUC ctaHoBUa
76,4+20,3 mKr*rog/mn. CepefiHin T% — 46,2 rogunHu. LLi hapMakoKiHETUYHI MOKAa3HWKM € BULLMMW MOPIBHAHO 3
aHa/IoriYHMMKM Y 340pOBUX [0OPOBO/LLIB MOMOALIONO BiKy. OfHOYaCHe 3aCTOCYBaHHA AIYPETUKIB HE Masio
3HayHoro BrMBY Ha Cprg Ta AUC. TakoX KnipeHC KpeaTuHiHy (74 Mn/xB), BIACOTOK (yKOHa3ony, LU0

EKCKPEeTYBaBCA i3 ceyero y HeamiHeHoMy BUrNAAi (0-24 roguHu, 22 %), Ta HUPKOBWUIA KNipeHC (hnyKoHasony
(0,124 mn/xB/Kr) y nauieHTiB AaHOT BIKOBOI rpynu GYNN HKUMMUK, HIDK aHaNOriuHi NOKa3HWKN Y MOMOALLINX
[06p0oBO/bLIB. TOMY 3MiHM (hapMaKOKIHETVKM Y NaLEHTIB ITHLOMO BiKY OYEBMAHO 3a/1eXaTb Bif napaMeTpis

(DYHKLLIT HUPOK.

KniHiYHi XapaKTepUCTUKN.

Noka3aHHA.

AndnazoH® nokKasaHuin ona  NiKyBaHHS TakMX TPUOKOBMUX IH(EKUiA Yy gopocanx (aume. po3gin
«®dapMakoaHaMiKa»):

— KPMNTOKOKOBWIA MEHIHTIT (AMB. po3ain «Oco6aMBOCTI 3aCTOCYBaHHS);

— KOKUMAi0iao3 (auBs. po3gin «OcobamnBoCTI 3aCTOCYBaHHA);

— iHBa3MBHI KaHAN03N;

— KaHAM4O03M CNU30BMUX 0O0MOHOK, BK/IOYAKOUM KaHAMA03 POTOrNOTKY Ta KaHAMA03 CTPaBOXOAY, KaHAUAYpis,
XPOHIYHWI KaHANAO3 LUKIPW i CIM30BUX 000M0HOK;

— XPOHIYHWUIA aTPOIYHNA KaHAMAO03 (KaHAWAO03, CMPUYMHEHWIA BUMKOPUCTaHHAM 3YyOHMX MNpOTE3iB) npu
Hee(eKTUBHOCTI TirieH! POTOBOT MOPOXXHUHK abo MiCLeBOi Tepanit;

— BariHa/IbHUIA KaHAMA03, FOCTPUIA YK PeLMAVBHUIA, KON MicLieBa Tepanisi He € JOLiNbHOLO;

— KaHAWA03HWI 6anaHiT, Konv Micuesa Tepanisi He € JOUiNbHOLO;

— [epMaToMiKOo3u, BK/IOYaKUM MiKO3 CTOM, MIiKO3 rNafeHbKOoT LWKipy, NaxoBuii AepMaToMiko3, pi3HO6apBHUI
NNLLIARA Ta KaHAMAO03HI TH(EeKLIT LWKIPKW, KoM NoKa3aHo 3aCTOCOBYBATW CUCTEMHY Tepanito;

— fepmaToiTHWUIA OHIXOMIKO3, KON 3aCTOCYBaHHS THLLMX JTIKAPCbKMX 3aC06iB He € JOLi/IbHUM.

MpodpinakTnKa TakMx 3aXBOPIOBaHb Y LOPOC/NX:

— peumnamB KpMNTOKOKOBOMO MEHIHTITY Y NAaUieHTIB 3 BACOKUM PU3NKOM OO PO3BUTKY;

— peunamB KaHaMA03y POTOrNOTKM abo CTPaBOXo4y Y NauieHTiB 3 BIJ1 3 BUCOKMM PU3MKOM MOr0 PO3BUTKY;

— 3HKEHHS YacTOTW peunamBiB BariHaibHOro KaHanao3y (4 abo 6inblLue BUNaAKIB Ha PiK);

— NpogiNakTUKa KaHAMAO03HMX IH(EKLin Yy nauieHTIB i3 TPUBaA/IOK HENTPOMeHieo (Hanpuknag, nauieHTIB 3i
3M0SKICH/MMN 3aXBOPHOBAHHAMW KPOBI, fKi OTPUMYIOTb XiMioTepanito abo MauieHTiB Mpu TpaHcniaHTauil
reMonoeTUYHMX CTOBOYPOBUX KNITUH) (AMB. po3ain «PapmakonorivyHi BNacTMBOCTI. PapMakoAMHaMIKa).

4itm

AunchnasoH® 3acTocoByBaTV AiTAM AN NiKyBaHHS KaHAWAO3iB CNM30BUX 060MOHOK (KaHAMA03 POTOrNOTKMU,
KaHAM403 CTpaBOXoAy), IHBA3VBHUX KaHAWMAO3IB, KPUMNTOKOKOBOrO MEHIHFITY Ta A48 NPOgiNakTUKu
KaHAMOO3HMX [H(eKLin Yy nauieHTiB 30 3HWKEeHUM iMyHiTeTOM. [penapar MOXHa 3acTOCOBYBaTU $K
NigTPUMYBanbHY Tepanito Ana nonepemkeHHs peunManBy KPUMTOKOKOBOINO MEHIHTITY Y AiTeld 3 BUCOKUM
PU3NKOM MOro po3BUTKY (AMB. po3ain «Oco6/IMBOCTI 3aCTOCYBaHHS).

3acTocoByBaTU NiKapCcbkuid 3aci6 y opMi Kancyn AaHiii Kateropii nauieHTiB MOXHa TOAi, KOAW AiTW 34aTHI
6e3nevyHo NPOKOBTHYTM Karcyy, L0 3a3BMyali € MOX/IMBUM Y BiLli Bif 5 pokiB.

Tepanito npenapatom AudnazoH® MoxHa po3noynHaTy 1o OTPUMaHHS Pe3ynbTaTiB Ky/bTypaibHUX Ta iHLWINX
nabopaTopHUX AOCNIKEHb; OfHAK MiCNS OTPUMaHHA pe3y nbTaTiB NPOTUIHMEKLIHY Tepanito c/lif CKopuryeatu
BIZAMOBIAHWUM YMHOM.

MpoTurnokasaHHs.
— linepuyTnmBicTb [0 (hYKOHA30MYy, IHLWIMX a30/IbHUX CnonyK abo Ao 6yAb-AKOoi 3 AOMOMDKHUX PeyYoBUH
npenapary.



— OpHo4yacHe 3acToCyBaHHA (/yKOHa3o/y Ta TepdeHaguHy nauieHTam, SKi 3aCTOCOBYHOTb (P/TYKOHA30/
6aratopa3oBo y fo3ax 400 mr/go6y Ta Buwe (3rigHo 3 pe3ynbTaTamu AOCMiIKEHHA B3aeMO/ii 6aratopa3oBoro
3aCTOCYBaHHS).

— OpHoYacHe 3aCTOCyBaHHSA (P/IYKOHA30/1y Ta IHWWX NiKapCbKMX 3acobiB, WO NOAOBXYIOTL iHTepBan QT Ta
meTabonisytoTbca 3a gonomoroto ¢epmeHty CYP3A4 (Hanpuknag wumsanpugy, actemisony, nimosuay,
XIHIAVHY Ta epuTpoMiumHy) (amB. po3finm «OcobnMBOCTI 3aCTOCyBaHHA» Ta «B3aemofis 3 iHWMMK
NiKapcbK1MMM 3aco6amu Ta iHLLI BUAMN B3aEMOAIN).

B3aemogisi 3 iHLLIMMW NiKapcbKUMM 3ac06aMu Ta iHLWi BUAW B3AEMOLIA.

Lim3anpug: noBifoMnsan Npo po3BMTOK MOBIYHMX peakuii 3 60Ky cepus, y TOMY YMCAi NPO NapoKCU3MaibHy
LLTYHOYKOBY TaxiKapAito TUMy «nipyeT» y NauieHTiB, AKi 04HOYACHO 3aCTOCOBYBa/IM (D/TYKOHA30/ Ta Lu3anpug,.
KOHTponboBaHe AOC/iIKeHHS NPOAEMOHCTPYBaO, L0 OAHOYAacHe 3acTocyBaHHA 200 Mr diykoHa3ony 1 pa3 Ha
fo6y 1a 20 Mr umsanpugy 4 pasu Ha Lo6y npyu3BOAWIO A0 3HAYHOMO MiABULLEHHA PIBHA UM3anpuay y nnasmi
KpOBI Ta 0 NOAOBXeHHS iHTepBasly QT. OgHOo4YacHe 3aCTOCYBaHHA (h1yKOHA30/1y Ta Ly3anpuay npoTunokasaHe
(ams. po3gin «MpoTunokKasaHHs»).

TepthbeHagnH: yepe3 BUMNaAKN PO3BUTKY TSHKKUX CEPLEBUX apUTMIlA, CNPUYMHEHMX MOAOBXEHHAM iHTepBany
QTc, y nauieHTiB, AKi 3aCTOCOBYIOTb a30/IbHi NPOTUIPUOKOBI NiKapcbKi 3aC06M 0HOYACHO 3 TepdeHagUHOM,
Oynn npoBefeHi AOCNiMKEHHS B3aeMOAIT LMX npenapaTtiB. Y Xofi OAHOro LOCNIKEHHA MPWU 3acTOCYBaHHi
(hnykoHaszony y fo3i 200 Mr Ha goby He 6yn0 BUAB/IEHO MOAOBXeHHS iHTepBasly QTC. IHWe AoCNifKEHHS npu
3acTocyBaHHi (hnykoHa3ony y posax 400 mr ta 800 mMr Ha A00y MPOAEMOHCTPYBano, WO 3aCTOCYBaHHSA
(bnykoHasony y fosax 400 mr Ha fo6y abo BuLLe 3HAYHO NiABULLYE piBeHb TepdeHaanHy Y nnasmi KpoBsi npu
OAHOYaCHOMY 3aCTOCyBaHHI Lux npenapartis. CymicHe 3aCTOCyBaHHA (PykoHasosny y fo3ax 400 mr abo BuLe 3
TepeHaAMHOM NPOTUNOKasaHe (AMB. po3fin «MpoTunokasaHHs»). Mpu 3acTocyBaHHI (hyKOHA30/1y Y [03ax
HWX4e 400 Mr Ha 106y 0AHOYACHO 3 TepeHaANHOM CNij MPOBOANTIN PETENIbHWUIA MOHITOPUHT CTaHy MavjieHTa.
ACTeMi30/1: CyMiCHe 3acTocyBaHHSi (h/lyKOHa30/y Ta acTeMi3ony MOXKe 3MEHLUMTU KIipeHC acTemisony.
CnpvynHeHe UMM NiABWLLEHHSA KOHLEHTpauil acTemi3ony y nnasmi KpoBi MOXE MPWU3BECTU A0 MOAOBXEHHS
iHTepBasly QT Ta Yy piAKICHMX BMMafKax — A0 MAapOKCU3MasIbHOI LUYHOUKOBOT TaxiKapAii Tuny «mipyers.
OfHoYaCHe 3aCTOCYBaHHS (PYKOHA30/1y Ta acTeMi30/1y NPOTUMNOKa3aHe (AMB. po3ain «[poTUNOKa3aHHA).
MiMo3na Ta XiHiguMH: CyMiCHe 3aCTOCyBaHHS (hlyKOHa30/y Ta MiMo3uay abo XiHiAWHY MOXXe NMPU3BOAUTK [0
MPUrHiYeHHA MeTaboniamy nimosugy abo XiHigWHY, Xo4ya BiAMOBiAHMX AOCMIMKEHb IN Vitro Ta in vivo He
nposoavnn. TligBULLEHHA KOHUEHTpauii nimo3uagy abo XiHigMHy Yy nnasMi KPoBi MOXe CRPUUUHATY
NOJOBXeEHHS iHTepBaly QT Ta y pigKiCHMX BuNagkax MpPU3BOAUTA [0 PO3BUTKY MNapOKCU3MabHOT
LL/TYHOUKOBOT Taxikapail Tuny «nipyeT». OfHo4YacHe 3aCTOCyBaHHSA (DIYKOHa30/y Ta MiMo3uay abo XiHiguHy
npoTunoKasaHe (aUB. po3ain «poTUNOKasaHHN»).

EpnTpoMiUnH: ogHOYacHe 3aCTOCYBaHHSI epUTPOMILMHY Ta (hyKOHAa30/1y MOTEHLIAHO MOXe MPU3BOANUTM [0
NiABULLEHHS PU3MKY PO3BUTKY KapLiOTOKCUYHOCTI (NOAOBXEHHS iHTepBany QT, napoKcn3masibHa LTyHOYKOBa
TaxikapAia TMny «nipyeTt») Ta, AK HaCcNifOoK, [0 panToBOro fIeTa/IbHOTO HacMiAKy. 3acToCyBaHHA KOMOIHALT
[aHMX NiKapCcbKNX 3aco6iB NPoTMNOKasaHe (AnB. po3gin «poTMNnoKasaHH:»).

He pekoMeHAYETbCA 0AHOYACHE 3aCTOCYBaHHA (PYKOHA30/1y Ta HUXKYe3a3HauYeHuX NikapcbKux 3acobiB
anoanTpuH: PIYKOHA30/1 MOXKe CNPUYUHUTIA MiABULLEHHA KOHLEHTPaLIT ranoaHTprHy y nniasmi Kposi 3a
paxyHOK npurHiyeHHs CYP3A4. OpaHovacHe 3acTOCYBaHHSI LMX JliKapCbKUX 3aco6iB MOTEHUINHO MOXe
NMPU3BOAMTU [0 NIABWLLEHHA PU3UKY PO3BUTKY KapAiOTOKCMYHOCTI  (NOAOBXeHHsA iHTepBanly QT,
MapoKcM3Ma/ibHa LUTYHOYKOBA TaXikapgia Tuny «mnipyeT») Ta, AK HacnifokK, A0 panToBOro JfieTaibHOro
Hacnigky. Cnif yHWKaTh 3aCTOCyBaHHS KOMOiHaLiT faHUX NiKapCbKMX 3acob6iB (AuB. po3fin «OcobnmMBOCTi
3aCTOCYBaHHSA»).

CyMIiCHe 3aCTOCyBaHHS (hyKOHA30/1y Ta HUXKYe3a3HaUYeHMX NiKapCbKNX 3aC00iB BUMArae 006epe>KHOCTI
AMmiofiapoH: OfHOYacHe 3acToCyBaHHA (hYKOHA30/y 3 amioflapOHOM MOXKe MpPU3BECTU [0 MOLOBXEHHS
iHTepeany QT. ®nykoHas3on cnif 3 06epeXxHICTIO 3aCTOCOBYBaTM pa3oM 3 amiofapoHOM, 0c0o6nMBO Yy pasi
NPU3HaYeHHA BUCOKOT A03M thiyKoHa3ony (800 mr).

CymicHe 3aCTOCyBaHHA (hlyKOHA301y Ta HU>KYe3a3HauveHWX NiKapCbKMX 3acobiB BUMarae 06epe>kHOCTi Ta

KOpWryBaHHA 031
- Bname iHLWKMX nikapcbKmx 3ac06iB Ha ¢hlyKOHA30N

JocnifykeHHA B3aeMOZIT MPOLEMOHCTPYBa/IN, WO OA4HOYACHE BXWMBAHHA KIi, LUMETUAWHY, aHTauugis abo
nojasibLlie ONPOMiHEHHS YCbOro Tina 41 nepecajgky KicTKOBOrO MO3KY He Mae K/iHIYHO 3Ha4yLLoro BnavBy Ha




abcopobuito hryKoHa301y npy Moro nepopaibHOMY 3aCTOCYBaHHI.

PuchamniymH: ogHoYacHe 3acTOCyBaHHSA (P/IyKOHa30/1y Ta pudamniumHy npr3soanno Ao 3HmkeHHs AUC Ha 25
% Ta ckopouyBasio TY2 (hnykoHa3ony Ha 20 %. Tomy Ans nauieHTiB, AKi 3aCTOCOBYHOTb pudamniumH, cnig
PO3rNAHYTU AOLINBHICTb MiABULLEHHSA 403K (DYKOHA30/1Yy.

ligpoxnopoTiasng: y AOCNIMKEHHI (hapMaKOKIHETUYHOI B3aeMOfii OAHOYacHe GaraToKpaTHe 3acTOCyBaHHS
rigpoxsiopotiasugy 340POBUM [06pPOBOMLUAM, AKI OTpMMyBann (yKOHAa30/, NiABULLYBaNO KOHUEHTpaLito
(hnyKoHa3ony y nnasmi Kposi Ha 40 %. Taki napaMeTpu B3aeMOfiT He BUMaratoTb 3MiH Yy peXunmi [03yBaHHS
(hNyKOHa301y ANs NaLieHTIB, SKi 0JHOYACHO OTPUMYHOTb CEUOTiHHI 3aco6u.

- Bnnve donykoHa3oy Ha iHLLUI nikapcbki 3acobu

®nyKoHa30/ € NOTYXXHUM Hri6iTOpoM i30depmeHTy 2C9 uutoxpomy P450 (CYP) Ta nomipHUM iHri6iTopom
CYP3A4. Takox nykoHason € iHrioitopom CYP2C19. Okpim cnocTepexyBaHUx/ [LOKYMEHTa/IbHO
NiATBEPIKEHNX B3aEMOLIN, ONUCaHUX HUXYE, MPY OAHOYACHOMY 3aCTOCYBaHHI 3 (D/lyKOHa30/10M iCHYE pU3MK
NiABWLLEHHS Y NMNa3mi KPOBi KOHLEHTpaLii iHWKX cnonyk, Wwo MeTtabonizytoTeesa CYP2C9 ta CY P3A4. Tomy
3aCTOCOBYBATU Taki KOMOGiHaLii mpenaparis C/ij 3 06epPeXXHICTIO; NpY LibOMY HE0OXiAHO peTenbHO crocTepiratu
3a CTaHOM naujieHTiB. MpurHivyBanbHa Aia yKoHasony Ha epMeHTH 36epiraeTbca npoTarom 4-5 fi6 nicns
I0ro 3aCTOCyBaHHS Yy 3B’A3KY 3 AIOr0 TPUBIMM NepPiofoM HariBBUBELEHHS.

AnbheHTaHiN: nif Yac 0f4HOYACHOr0 3aCTOCYBaHHA aib(heHTaHiNy y fo3i 20 MKr/Kr Ta guykoHasony y gosi 400
MI 3[0pOBMM [06POBONbLLAM CroCTepiranoca ABokpaTHe 36inbleHHs AUC g, MOX/IMBO, Yepes iHribyBaHHA

CYP3A4. Moxe 6yTn HeOOXIHUM KOPUTYBaHHSA [03U afib(ieHTaHiny.

AMITPUNTUAIH, HOPTPUNTUAIH:  (bIYKOHA30/1 MOCUAKOE  [it0  amITPUNTUAIHY Ta  HOPTPUMTUAIHY.
PeKOMeHAYETbCA BUMIPHOBATM  KOHUEHTpauil 5-HopTpunTuAiHy Ta/abo S-amiTpunTuiiHy Ha Mo4vaTky
KOMG6IHOBaHOI Tepanii Ta yepe3 1 TWXKAeHb. Y pa3i HeoOXiAHOCTI cnif BiAKOpUryeaTn [03Y aMiTpUNTUNIHY
[HOPTPUNTUNIHY.

AmdoTepuumH B: ofgHouacHe 3acTocyBaHHS (hlyKOHa30/y Ta aMgoTepuuuHy B iHiKoBaHMM MuLiam i3
HOPMa/IbHUM IMYHITETOM Ta iH(IKOBaHUM MULLIAM 3i 3HVMXXEHUM iIMYHITETOM NPU3BENO A0 TaKUX pe3y/bTarTis:
HEBENIMKNI afJUTUBHUIA NPOTUTPUOKOBUIA edheKT npu cucTeMHii iHdekyii C. albicans, BigCYyTHICTb B3aeMOAiT
npy BHYTPILLHbOYEepenHii iHgekuii Cryptococcus neoformans Ta aHTaroHi3m 4BoX npenapaTtiB Npu CUCTEMHIl
iHekyii Aspergillus fumigatus. KniHiYHe 3HayeHHA pe3ynbTaTiB, OTPUMaHUX Y XOAI UMX AO0CNI[IKEHb,
HeBifOMe.

AHTUKOArynaHTU: FK i MPY 3aCTOCYBaHHI IHWMX a30/1bHNUX MPOTUIPUOKOBMX 3aco6iB, MpU OAHOYACHOMY
3acTocyBaHHI (P/1lyKOHa30/1y Ta BapapyHy MOBIZOMAAIN NPO BUMNaAKN PO3BMTKY KPOBOTeY (reMaToM, HOCOBOT
KpOBOTeYi, LUMYHKOBO-KULLKOBMX KpPOBOTeY, remMatypii Ta Me/feHn) Yy TMNOEAHAHHI 3  MOAOBXEHHAM
NpPoTPOM6IHOBOro 4acy. lpy 0OAHOYAaCHOMY 3acTOCyBaHHI (hyKOHa30/y Ta Bap(apuHy crnocTepiranocs
[BOKpaTHe NiABULLEHHA NMPOTPOMOIHOBOr0 Yacy, iIMOBIPHO, BHACNiAOK NPUrHiYeHHS MeTaboniaMy BaphapuHy
yepes CYP2C9. Cnig peTenbHO KOHTPOMOBATM NPOTPOMOIHOBMIA Yac Yy MauieHTiB, $Ki 0fHOYaCHO
3aCTOCOBYIOTb KyMapyHOBI aHTUKOArynsaHTU. Moxke 6yTn HEOOXiAHOK KOPEKLis 403M aHTUKOAry isHTY.
beH3ofiaseniHyn KOpOTKOI Ai1, Hanpuknag Migasonam, Tpuasonam: MpuU3HaveHHs (yKOHa3ony mnicns
MepopasibHOro 3aCToCcyBaHHA Mifa3onamy Npu3BOAUIIO A0 3HAYHOIO MiABULLEHHS KOHLEHTpauii Migasonamy Ta
[0 NOCU/IEHHS MCUXOMOTOPHUX edpekTiB. OfHOYaCHe 3acToCyBaHHS (lyKoHa3ony y fo3i 200 Mr Ta mMigasonamy
y [03i 7,5 Mr nepopasibHO npu3soanno fo nigsuuweHHs AUC Ta nepiofdy HaniemBeAeHHs y 3,7 Ta 2,2 pasa
BIAMNOBIAHO. 3acTocyBaHHS (hykoHa3ony y fo3si 200 mr/go6by Ta 0,25 Mr Tprasonamy rnepopasibHO NPU3BOANIIO
o nigeuweHHs AUC Ta nepiogy HanieBuBefeHHA y 4,4 Ta 2,3 pasa BignosigHo. lMpu ogHovacHOMY
3aCToCyBaHHI (P/lyKOHa30/ly Ta Tpuasofnamy CrocTepirasnocs MOTeHUitoBaHHA Ta Mpo/oHrauis eMekTis
Tpurasonamy.

AKLO MauieHTy, SKUA NPOXOAMTb KypC NiKyBaHHA (hyKOHA30/10M, Cif O4HOYACHO NPWU3HAYMTK Tepanito
6eH30ia3eniHamu, 403y OCTaHHIX CAif 3MEHLUMTI Ta BCTAaHOBUTMW Ha/eXXHWIA Harnsg 3a CTaHOM MavieHTa.
KapbamaseniH: qyKoHa3on MpuUrHiyye MmeTtaboniam KapbamaserniHy Ta CNPUYMHAE MNiABULLEHHS PIBHS
Kap6amaseniHy B cuposatyi Kposi Ha 30 %. ICHYe pu3MK pPO3BUTKY MPOSBIB TOKCUYHOCTI 3 6OKY
Kap6amaseniHy. Moxe OyTh HeoOXiAHMM KOpPUTyBaHHA [031 KapbamaseniHy 3a/eXHOo Bif PiBHA 10ro
KOHLeHTpauiT Ta 4iT npenapary.

bnokaTopy Ka/ibUieBUX KaHaniB: [edKi aHTaroHiCTU Kanbuito (HieAuniH, icpagunid, amnoguniH Ta
(henogunin) metabonisytoTbcs epmeHTOM CY P3A4. ®yKOHa30/ NOTEHLUIAHO MOXKe NiABULLYBaTW CUCTEMHY
eKcrno3uuito 6,10KaTopiB KasbLieBUX KaHaniB. PeKOMeHLOBaHWIN peTeNlbHUIn MOHITOPUHI PO3BUTKY MOGIYHMX
peakLiii.

Lienekokcn6: npu ogHOYaCHOMY 3acTocyBaHHI (hiykoHaszony (200 mr Ha foby) Ta Lenekokenby (200 Mr) Crax



Ta AUC uenekokcnby nigsuwysannca Ha 68 % Ta 134 % BignosigHo. py 0gHOYACHOMY 3aCTOCYBaHHI
LIeNeKOKCMOBY Ta (p/1yKOHa30/1y MOXKe 6y TU HEOOXiAHNM 3MEHLLEHHS 403U LieNIeKOKCUOY BABIYi.

Limknotpocthamif: ogHoyacHe 3aCToCyBaHHA LumKnoochamigy Ta qpyKoHa3ony npvsBoAnUTb 40 MiABULLEHHS
piBHA Oinipy6iHYy Ta KpeaTWMHIHY B cuposatui Kposi. Lli npenapaty MoOXKHa 3acTOCOBYBaTWM O[HOYACHO,
3BaKaruM Ha pU3MK MiABULLEEHHA KOHLUEHTpaUiT 6inipybiHy Ta KpeaTUHIHY B CMpOBaTLi KPOBI.

deHTaHIn: noBigOMAANM NPO OAWH NEeTalbHWUI BUNAAOK IHTOKCMKALT (heHTaHiNIOM BHACNifOK MOXMBOT
B3aEMOAIT (heHTaHiNy Ta qiykoHasony. 1o TOro X, y AOCNiIKEHHI 3 yyacTio 12 340poBuX f06pOBONbLIB 6y10
NPOAEMOHCTPOBAHO, WO ()IyKOHA30/M1 3HA4YHO YMOBI/IbHIOBAB eniMiHauito  qeHTaHiny. [igBuULLIEHHSA
KOHUEHTpauiT heHTaHily MoXe Npu3BecTu L0 MPUrHIYeHHS AVMXaHHA, TOMY C/lif, peTe/lbHO KOHTPO/IOBATH CTaH
nauieHTa. Moxe 6yTy He0bXiHOK KOpPeKList 403U (heHTaHiny.

IHri6iTopn 'MIM-KoA-pesykTasn: CymiCHe 3aCTOCYBaHHA (P/1yKOHa30/y Ta IHri6iTopis

'MI-KoA-pegykTasmn, wo MetabonisytoTeca CYP3A4 (atopBacTaTMH Ta cumBacTaTWuH), abo iHribitopis
"MI-KoA-peaykTasm, Wwo metabonisytotees CY P2C9 (hnyBacTaTuH), NiABALLYE PU3MK PO3BUTKY MionaTii Ta
pabfomionidy. Y pasi HeobXxifHOCTI 04HOYACHOr0 3aCTOCYBaHHSA LUMX npenapaTis Cif peTesibHO CnocTepiratu
3a MayieHTOM LOAO0 BUHWKHEHHS CMMNTOMIB Mionatii Ta pabaomionisy i MPOBOAUTM MOHITOPUHT PIBHA
KpeaTUHKiHa3n. Y BUMNaaKy 3HA4yHOro NiABWLLEHHS PIBHS KpeaTWHKIa3W, a TakKoX Mpu AiarHocTyBaHHI abo
nifo3pi mionartii/pabaomionisy 3actocyBaHHs iHri6iTopis TMIM-KOA-peayKTasu cnif npunuHnTK.

Onanapu6: nomipHi iHriditopn CYP3A4, Taki 8K (DyKOHa30/, 36i/blUYOTb M1a3MOBi  KOHLEHTpaLiT
onanapmuoy; X ofjHo4acHe 3aCTOCYBaHHA He PeKOMEHAYETbCA. AKLL0 TaKol KOMOIHALiT HE MOXHa YHUKHYTMH,
npuitom onanapnby o6mexxyoTb gozamu 200 Mr 2 pa3u Ha Lo6y.

IMyHOcynpecopu (Hanpuknaa, LMKNOCNOPpWH, EBEPONIIMYC, CUPOAIMYC | TakKponimyc)

LimknocnopuH: iyKoHa30/1 3Ha4yHO Mifsullye KoHueHTpauito Ta AUC umknocnopuHy. lMNpu ogHovacHOMY
3acTocyBaHHi (pykoHasony y Ao3i 200 mMr/goby Ta UMKAOCMOpUHY Yy [03i 2,7 Mr/Kr/goby cnocTepiranocs
36inbweHHs AUC umknocnopuHy y 1,8 pasa. Lii npenapaTv MOXHa 3aCTOCOBYBaTW OAHOYaCHO 3a YMOBMU
3MEHLLEHHS [03W LMKIOCNOPUHY 3a/1€XKHO Bif MOro KOHLEHTpauii.

EBeponimyc: xo4ya AOCNipKeHb in Vitro Ta in Vvivo He nNpoBOAWAK, (DIyKOHa301 MOXe NifBWLLYBaTK
KOHLLeHTpaLit0 eBeposiiMycy B CMPOBATLL KPOBi Yepes npurHiveHHa CY P3A4.

Cuponimyc: (lyKOHa30/1 MiABULLYE KOHLEHTpaLito CUMposliMycy Y nia3Mi KpoBi, IMOBIPHO, LUISAXOM
NpUrHiveHHs metaboniamy cuponimycy gepmeHtom CYP3A4 Ta P-rnikonpoteiHom. Lli npenapatn MoyHa
3aCTOCOBYBaTU OAHOYACHO 3a YMOBMW KOPWUIyBaHHS [03M CUPONIMYCY 3a/IeXXHO Bif PiBHA KOHLEHTpauii Ta
ehekTiB Npenapary.

Takponimyc: (p/lyKOHa30/1 MOXe MiABMLLYBaTK KOHLUEHTpaLii TakponiMycy B CUpoBaTLi KpoBi 40 5 pasis npu
I0ro nepopasibHOMY 3aCTOCYBaHHiI 4epe3 MPUrHiYeHHs MeTaboniamy Takponimycy tepmeHTom CYP3A4 y
KUWeYHNKyY. [Mpu BHYTPILUHbOBEHHOMY 3aCTOCYBaHHI TaKpONiMyCy He CrocTepiraiocs 3Ha4yHUX 3MiH
(papMakoKiHeTUKN. MNiaBuLLeHI piBHI TAKPONIMYCY acoLitOl0TbCA 3 HEPPOTOKCUMYUHICTIO. [L03y Takponimycy Ans
nepopasibHOr0 3aCTOCYBaHHSA CAif 3HVKYBATW 3a/1€XKHO Bif KOHLEHTpaLiT Takposiimycy.

NozapTaH: hyKoHa3on NPUrHivye Metaboniam no3apTaHy 40 MOro akTMBHOIO MeTaboniTy

(E-31 74), wo 3yMOB/IOE Oi/bLLY YaCTUHY aHTaroHi3My 4O peuenTopiB aHrioTeH3uHy |l nifg vac 3acTocyBaHHS
nosapTaHy. PekoMeH/10BaHO 34iACHIOBATY MNOCTINHWIA MOHITOPUHT apTepiasibHOro TUCKY Y NaLieHTIB.

MeTagoH: pIlyKoHa30/1 MOXKe NifABULLYBaTU KOHLEHTPaLit0 MeTafoHy Yy cupoBaTui KpoBi. MNpu ogHoYacHOMY
3aCTOCYyBaHHI MeTafoHy Ta (hlyKoHa30/1y MOXe ByTy He0OXiAHUM KOPUTyBaHHSA 1031 MeTafoHY.

HecTepoigHi npoTwusanansHi npenapaTyv (HM3M): npn ofHOYaCHOMY 3aCTOCYBaHHI 3 (P/yKOHa30/10M Crpay T

AUC tnypb6inpogeHy nigsuwysannca Ha 23 % ta 81 % BignoBigHO NOPIBHAHO 3 BiAMOBIAHMMU NMOKa3HUKaMK
npu 3acTocyBaHHI TifIbkKK (hnyp6inpodeHy. AHanOriyHO NpU OAHOYACHOMY 3aCTOCYBaHHI (hyKoHaszony 3
pauemivyHum i6ynpogeHom (400 Mr) Crax Ta AUC (hapMakosioriyHo akTMBHOIO i3oMepy S-(+)-ibynpodeHy
nigsuwysanmca Ha 15 % ta 82 % BigNoBIAHO NOPIBHAHO 3 TaKUMW NMOKa3HMKaMW MPU 3acTOCYyBaHHI TiNlbKU
paLemMiyHoro ibynpodeHy.

Xoua cneuianibHUX AOCNIKEHb He NPOBOAWMAWN, (P/IYKOHA30/ MOTEHLIAHO 3[aTHWUIA MigBULLYBAaTW CUCTEMHY
ekcnosuuito iHWmMx HM3M, wo meTabonisytotbca CYP2C9 (Hanpuknag HanpoKCeHy, JIOPHOKCUKaMy,
MenoKCUKamy, AMKNodeHaKy). PekoMeHA0BaHO NepioaNYHO 34iNCHIOBATY MOHITOPUHI NOGIYHNX peakuili Ta
TOKCUYHMX NPOosBiB, NoB’A3aHNX i3 HM3I. Moxke 3Hagobutucs kopurysaHHs go3v HM3[M.

PeHITOIH: (IlyKoHa301 NpUrHivye MetabonisM PeHiToiHy B nediHui. OgHouacHe 6aratopa3oBe 3aCTOCYBaHHSA
200 mr thnykoHasony 1a 250 Mr (heHiTOTHY BHYTPILLUHBOBEHHO NPU3BOAWTL A0 MiABuLLEeHHA AUCo, DEHITOTHY

Ha 75 % Ta C,,n, Ha 128 %. lNpn 0fHOYACHOMY 3aCTOCYBaHHI LMX JIIKAPCbKMX 3ac0biB Cnif MpoOBOAUTM




MOHITOPUHT KOHLEHTpaLii PeHITOIHY Yy CMpOBAaTLi KPOBI A/151 YHUKHEHHS PO3BUTKY TOKCUYHOT AT (DEHITOTHY.
MpefHi30H: NoBIAOMAANN NPO BMNALOK, KOMW Y NalieHTa nicna TpaHcnaaHTaw il nevyiHKK Ha TAi 3aCTOCYBaHHS
MPefHi30Hy PO3BMHYNacA rocTpa HefoCTaTHICTb KOPWU HALHUPKOBUX 33103, L0 BUHMKNA NICNS NPUNUHEHHS
TPUMICAYHOrO Kypcy Tepanii  (pNyKoHa3o/10M. [IpuUnNUHeHHs 3acTocyBaHHSA  (blyKOHa30/y, iMOBIPHO,
CNPUYMHUNO NocuneHHs aktueHocTi CY P3A4, 1o Npr3Beno 40 NPUCKOpPeHHs MeTaboniaMmy npeaHi3oHy. Cnig
PETE/IbHO CTEXMTW 3a NauieHTamu, AKi NPOTAroM TPMBAIONO Yacy OAHOYACHO 3aCTOCOBYHOTb (hlyKOHA30/ Ta
MPefHi30H, 3 MeTOK MoMnepeiKeHHA PO3BUTKY HELOCTATHOCTI KOPU HagHMPKOBUX 3a/103 MiCsA NPUNUHEHHS
3acToCyBaHHS P/TyKOHa30/1y.

PuhabyTuH: (hiyKoHa3o/ NiABULLYE KOHLEHTpauito pugabyTrHy B cupoBaTli KpOBi, WO MPU3BOAMTL A0
36inbweHHs AUC pudabytnHy go 80 %. Npu ogHOYacHOMY 3acTOCYBaHHI (D/lyKOHa30/1y Ta puadbyTuHy
MOBIZOMNANN NPO BMMNaAKN PO3BUTKY YBEITY. Mpu 3acTOCyBaHHI Takol KOMGiHaLiT ikapCbKMX 3aco6iB Chif
6paTtun 40 yBarv CUMMNTOMM TOKCUYHOT Aii pucabyTuHy.

CaksiHasip: thnykoHason nigsuye AUC Ta Cyaq CakBiHaBipy npnbnmsHo Ha 50 % Ta 55 % BignosigHO yepe3

NMPUrHiYeHHA MeTaboniamy cakBiHaBipy y nediHui oepmeHToM CY P3A4 Ta yepes iHribyBaHHsA P-rnikonpoTeiny.
B3aemopii Mi>K (hnyKOHa30/10M Ta CakBiHaBIpOM/PUTOHaBIPOM HE A0CANI[AXKYBaUCsA, TOMY BOHU MOXYTb OyTu
6inbLL BUpaXeHUMKU. Moxke By TV HEOOXILHUM KOPUTYBaHHSA [03M CaKBIHABIPY.

MoxifgHi CcynbOHINCEYOBUHM: MPU OAHOYACHOMY 3aCTOCyBaHHI (P/IyKOHA30/1 MPONoHrye TY2 nepopanbHUX
NOXiAHWX CYNb(OHINCeHOBMHN (Xopnponamigy, rnibeHknamigy, rniniaugy Ta TonbyTamigy) npu ix
3aCTOCyBaHHI 340pOBMM [06POBO/bLUAM. PEKOMEHAYETLCA NPOBOAUTA YaCTUIA KOHTPO/Ib FHOKO3M B KPOBI Ta
BIAMOBIAHUM YMHOM 3HWXXYBATM [03Y MOXiAHUX CYNb(OHINCEYOBUHM MPU OAHOYACHOMY 3aCTOCyBaHHI 3
(D/1yKOHA30/10M.

TeoqhiniH: y nnaueb0-KOHTPONbOBAHOMY AOCNIAXKeHHI B3aeMOZiT npenapatiB 3acTOCyBaHHSA (yKOHA30/y Mo
200 mr npoTarom 14 aHiB Npr3Beso [0 3HMXKEHHSA cepefHbOro KipeHcy TeoinliHy y nnasmi Kposi Ha 18 %. 3a
nalieHTamu, fKi 3aCTOCOBYHOTb TeO(ifliH Yy BMCOKMX [03ax abo fKi MatoTb MiABULLEHWIA PU3NK PO3BUTKY
TOKCUYHUX MPOSABIB TeOMIiNiHY 3 IHWMX NPUYKUH, CMif BCTAHOBUTK Harnsag WOAO BUSBNEHHS O03HAK PO3BUTKY
TOKCUYHOI AiT TeoiniHy. Tepanito cnif 3MiHATA NPU NOABI 03HaK TOKCUYHOCTI.

TohaumTuHIG: BNAMB TOGaUMTMHIOY 3pocTae npyv OA4HOYACHOMY 3aCTOCYBaHHI 3 NiKapCbKMMK 3acobamu, fKi
npu3BoAATb A0 MomipHoro iHrieyeaHHs CYP3A4 Ta NOTYXHOro iHrioysaHHa CYP2C19 (Hanpwvknag
(pNlyKOHa30/1). TOMy peKOMeHA0BaHO 3MEHLUUTU 03y ToaunTuHIOY o0 5 Mr 1 pa3 Ha Aoby B KOMOIHALiAX 3
LUMMU npenapaTamu.

Ankanoigun 6apBiHKy: xo4a BignoBigHUX AOCMIMKEHb HE MPOBOAMAN, (hTyKOHA30/, IMOBIPHO, Yepes iHribyBaHHS
CYP3A4, moxe CNpyUYnHATU MigBULLEHHSA KOHLEHTpauii ankanoigis 6apBiHKy Yy Mnasmi KpoBi (Hanpuknag,
BIHKPUCTUHY Ta BiH6/1ACTVHY), O NPU3BOANTL [0 PO3BUTKY HEMPOTOKCUUYHUX E(IeKTIB.

BiTamiH A: nosigomnsnu, Wo y nauieHTa, SKWii 0HOHYaCHO 3aCTOCOBYBaB TPAHCPETUHOEBY KMCNOTY (KUCOTHA
(hopma BiTaMiHy A) Ta (P/IyKOHa30/, criocTepiranmcs nobivHi peakuii 3 6oky LJHC y ¢opmi nceBgoTymopy
rONOBHOI0 MO3KY; AaHW e(heKT 3HMK Micnsa BiAMiHM (nykoHa3ony. Li nikapcbKi 3ac061 MOXHa 3aCTOCOBYBATU
OHOYaCHO, /e cnif nam’aTaT NPo PU3NK BUHMKHEHHS NOGIYHMX peakLiin 3 60Ky LIHC.

BopukoHason (iHri6iTop CYP2C9 Ta CYP3A4): ogHOYacHe 3aCTOCYyBaHHA BOPMKOHA30/1y nepopasibHo (o 400
MI KOXHI 12 roguH npoTsarom 1 s, notiM no 200 Mr KOXHI 12 roguvH npoTsarom 2,5 AHA) Ta hyKoHasony
nepopaibHO (400 Mr B nepwivin feHb, NoTiM No 200 Mr KOXHi 24 rogvHW NpoTArom 4 [Hie) 8 340pOBUM
[06POBO/bLAM HOMOBIYOT CTaTi NPU3BENo A0 NiABULWEHHA Crg T2 AUC, BOPMKOHA30/1y B cepefiHboMy A0 57
% (90 % Al: 20 %, 107 %) Ta 79 % (90 % Al: 40 %, 128 %) BignoBigHO. HeBiAOMO, Y/ NPU3BOANUTL 3HKEHHSA
[031 Ta/abo 4acTOTW 3aCTOCYBaHHA BOPUKOHA30/y abo (hyKOHa30/y [0 YCYHeHHS Takoro edqekty. Mpw
3aCTOCyBaHHI BOPMKOHA30/y Micns (u1yKOHa30/y CAif NPOBOAMTI CMOCTEPEXEHHS LWOLO PO3BUTKY NOBIYHMX
ehekTiB, MOB’A3aHNX i3 BOPUKOHA30/IOM.

3ngoByaunH: thiykoHason nigsnwye Chax 7@ AUC 3upoByanHy Ha 84 % Ta 74 % BignoBigHO, L0 3yMOB/IEHO

3HVDKEHHSAM  KNipeHcy 3uaoByauvHYy npubnuMsHo Ha 45 % npu 1Aoro nepopasibHOMY 3acTOCyBaHHi. TYz
3MA0BYANHY BYB TakoX MOAOBXEHWUI NpuUbn3HO Ha 128 % nicns 3acTocyBaHHSA KOMGiHaLiT hlyKoHa30ny Ta
31A0BYAMHY. 3a NauieHTamu, SKi 3aCTOCOBYHOTb TaKy KOMOIHaL,ito NiKapCbKMX 3ac06iB, CMif crocTepiratv WoAao
PO3BUTKY MOBIYHMX peakuild, NoB’A3aHMX i3 3aCTOCYBaHHAM 3U4OBYAMHY. MOXHa PO3rnsHYTU LOUINbHICTb
3HUKEHHS 103U 3U0BYUHY.

A3NTPOMILUMH: Y XOAi BiLKPUTOro paHAOMI30BaHOr0 TPbOXCTOPOHHLOIO NEPEXPECHOr0 AOCMIIKEHHS, B AKOMY
B3/ y4yacTb 18 340poBMX [06POBO/MbLIB, OLUiHIOBaIM BMAUB  a3UTPOMIUMHY Ta (P/IyKOHa30/ly Ha
(hapMakoKiHETUKY OAMH OLHOr0 Npw iX 04HOYACHOMY Mepopa/ibHOMY Pa30BOMY 3aCTOCYBaHHI y fo3ax 1200 mr
Ta 800 Mr BiAMNOBIAHO. XKOAHUX 3HAYYLLMX (hapMaKOKIHETUYHNX B3aEMO/i BUSBNEHO He 6Yy0.



MepopanbHi KOHTpaLenTyBKL: NPOBOAMAN 2 (hapMaKOKIHETUYHUX LOCNIMKEHHA 6araTtopasoBoro 3acToCyBaHHS
(b/lyKOHa30/1y Ta KOMGIHOBAHOI0 NepopasibHOro KoHTpauenTuaa. Mpu 3actocyBaHHI (hlyKoHa3ony y fo3i 50 mr
BMN/IMBY Ha piBEHb FOPMOHIB He 6yno, TOAI AK MPW 3acTOCyBaHHI (PAykoHasony y fosi 200 mr Ha foby
cnocTepiranocs 36insbweHHs AUC eTuHinectpagiony Ha 40 % Ta neBoHoprecTpeny — Ha 24 %. Lle cBiguntb
npo Te, WO 6araTopa3oBe 3aCTOCYBaHHA (PIYKOHA30/y Y 3a3HauYeHUX [03ax HaBpsAj YM MOXKe BMIMBATWU Ha
e)eKTVBHICTb KOMBIHOBAHOIO NepOPasIbHOTO KOHTPaLenTu1Ba.

IBakaTOp: CynyTHE 3acTOCyBaHHA 3 iBakaTopoMm, MigCcWUItoBayeM MYKOBICLMAO3HOrO TpaHCMeMOpaHHOro
perynstopa npoBigHOCTI, NiABULLYE eKCno3uLito iBakagTopy B 3 pasu, a rigpokcumetunisakadpropy (M1) —y
1,9 paza. [nsa nauieHTiB, AKIi 0AHOYACHO 3aCTOCOBYHOTb MOMIpHI iHri6iTopy CYP3A, Taki AK (PyKOHa30/ i
EPUTPOMILNH, PEKOMEHAYETLCA 3HUXKEHHSA 03K iBakagTopy A0 150 Mr 1 pa3 Ha ooy .

Oco6MBOCTI 3aCTOCYBaHHSA.

JepmaTogiTis. BignosigHo Ao pe3ynbTaTiB A0CNiLKeHHS QIYKOHA30My ANs NiKyBaHHS AepMmatoqiTil y aiten,
(hNlyKOHA30/ He NepeBULLYE rPU3eody bBiH 3a ePEKTUBHICTIO i 3araflbHNIA NOKa3HNK ePEKTUBHOCTI CTaHOBUTb
MeHLLe 20 %. Tomy Andna3oH® He cnif 3acTocoBYBaTYM 15 NiKyBaHHSA AepMaTodiTii.

KpunTokoko3. [lokasiB e(eKTUBHOCTI (DyKOHA30/ly A5 JliKyBaHHA KPUMTOKOKO3Y IHLIMX foKasisaLiii
(Hanpuknag nereHeBOro KPMNTOKOKO3Y Ta KPWMMTOKOKO3Y LUKIpPW) HefoCTaTHbO, TOMY PEKOMEeHAaLii oo
PEXMMY [03YBaHHS 414 NiKyBaHHSA TaKMX 3aXBOPHOBaHb HEMAE.

MBOKiI eHgeMiuHi Miko3u. [okasiB e(eKTMBHOCTI (P/IYKOHa30/y AnA NiKYBaHHA IHWWX (OPM eHAeMIYHMX
MiKO03iB, TaKMX SIK NapakoKLMAi01A0MiKO3, FicTONNa3Mo3 Ta LWKipPHO-NiMGaTUUYHMIA COPOTPUX03, HEAOCTaTHBO,
TOMY peKOMeHZaLlil L0 pPeXnMy [03YBaHHA NS NiKyBaHHA TaKMX 3aXBOPtOBaHb HEMAE.

HupkoBsa cucTema. lMayieHTam i3 NopyLIEHHAMW (PYHKLIT HAPOK npenapat CAif 3aCTOCOBYBaTH 3 06ePeXHICTHO
(ams. po3gin «Cnoci6 3acToCyBaHHA Ta [03U»).

HepocTaTHICTb HAZHUPKOBHKX 3a/103. KETOKOHA30/1, K BIAOMO, CNIPUYMHAE HEAOCTATHICTb HAAHWPKOBUX 33103,
I LIe TaKOXX MOXe CTOCyBaTUCA (D/TyKOHa30/1y, Xo4a CroCTepiraeTbCsa pifKo. HeaocTaTHICTb HaHUPKOBMX 3103,
NnoB’f3aHa 3 OfHOYACHUM NiKyBaHHAM MPeLHI30HOM, OnmncaHa B po3gini «B3aemogis 3 iHWUMKU NiKapCbKUMK
3acobamu Ta iHLWi BUAKY B3aeMOAii. Brnnme ykoHa30/1y Ha iHLWI NikapcbKi 3ac06u».

lenaTobiniapHa cucTema. MauieHTaM i3 NOpyLeHHAMU (YHKUIT MeYiHK1 npenapat Cnif 3acTOCOBYBaTW 3
06epeXHICTHO. 3acTocyBaHHA (D/TYKOHA30/y acoLitoBasiocd 3 BUMHUKHEHHAM PIAKICHUX BMNAaOKIiB PO3BUTKY
TSHKKOI renaTtoTOKCUYHOCTI, BK/OYAKOUM NeTalbHI BUMAAKK, TONOBHUM UYMHOM Y MaUiEHTIB i3 THKKUMMU
OCHOBHUMM  3aXBOPIOBaHHAMW. Y BuNafgkax, KOAM PO3BUTOK rernaTtoTOKCMYHOCTI MOB’A3yBaBCA i3
3acTocyBaHHAM (PYKOHa30/1y, He 6y/10 Bifj3Ha4YeHo i SBHOT 3a/1eXXHOCTI Bif 3arasibHOi 4060BOI 403K Npenapary,
TpMBANOCTI Tepanii, cTaTi abo BiKy nauieHTa. 3a3BMyail renaToTOKCMYHICTb, CMPUYMHEHA (P/TYKOHA30/10M,
060pO0THa, a 11 NPOSBM 3HUKAKOTb NICAA NPUNUHEHHS Tepanil.

3a nauyieHTamun, y SAKAX NPV 3aCTOCyBaHHI  (PIYKOHA30/y CMOCTEpPiratoTbCA BIAXWIEHHA pe3y/bTaTis
(YHKLiOHaNbHNUX NpPO6 MeYiHKW, Chif BCTAHOBUTW PETeNbHWUIA Harnsg LWOAO PO3BUTKY 6iNbll TSHKKOrO
YPAKEHHS NEYiHKN.

MauieHTiB cnig NpoiHGOpMyBaTU NP0 CUMNTOMM, LLO MOXYTb CBIAYMTM MPO CEPO3HWUIA BMNIMB HA MEYiHKY
(BMpaXkeHa acTeHis, aHOpPeKCis, NOCTiHA HyA0Ta, 6/1t0BaHHA Ta XXOBTSAHWULSA). Y TaKOMY BUMNafKYy 3aCTOCYBaHHS
(hNlyKOHa30/y CNif HeraHO NPUNUHUTK Ta NPOKOHCY/IbTYBATUCA3 JTiKapeM.

CepueBo-cyaHHa cucTema. [esdki asonu, y TOMY 4mcii i (plyKOHa30/, acouitolTbCs 3 MOAOBXKEHHAM
iHTepBasly QT Ha enektpokapgiorpami. ®yKoHa3on NOAOBXYeE iHTepBas QT  LWNAXOM MPUTHIYEHHS
BUMPAMAAOYOro Kaniesoro kaHany (ly,). MNogosxeHHs iHTepsasty QT BHACNILOK Aii IHLWMX NiKAPCbKUX 3aC06iB

(Hanpuknag amiofapoHy) MOXKe NOCKKoBaTUCS Y pesynbTaTi NpurHideHHs gepmeHTty CYP3A4 umMtoxpomy
P450. Tosigomnannm nNpo Ay>Xe PIAKICHI BMNagKuM MOLOBXeHHs iHTepBasly QT Ta napoKCU3maibHOT
LLTYHOUKOBOI Taxikapfii Twmy «mipyeT» npu 3acTocyBaHHi npenapaty [AudnazoH®. Taki noBigomneHHs
CTOCYBa/INCA NALIEHTIB i3 TAXKMMMN 3aXBOPHOBAHHAMU MPU NOEAHAHHI 6aratbox PakTopiB PU3MKY, TaKUMKN AK
CTPYKTYpPHI 3aXBOPHOBAHHA Cepus, MOPYLUEHHS eNeKTPONITHOrO 0O6MiHY Ta OfHOYaCHe 3aCTOCYBaHHS iHLIMX
NiKapCbKMX 3aco6iB, L0 BNAMBAKOTh Ha iHTepBan QT. MauieHTn 3 rinoKaniemMiero Ta NPOrpecytoyoto CepLEBOD
HeAOCTaTHICTIO MartoTb MiABULLEHWIA PUSNK BUHWKHEHHS 3arpo3/iMBMX ANS XWTTA LUAYHOYKOBUX apuUTMIi Ta
NapoKCU3Ma/IbHOT LLTYHOUKOBOT TaxikapAil TUny «mipyeTs.

AunhnasoH® cnif 3 06epeXxHiCTI0 3aCTOCOBYBATM MallieHTaM i3 PU3UKOM PO3BUTKY apuTMiil. OpHouacHe
3aCTOCyBaHHA pa3oM i3 NiKapCbKUMK 3acobamu, WO MOAOBXYHOTb iHTepBasl QTC Ta MeTabonisytoTbCs 3a
ponomoroto pepmeHty CYP3A4 umtoxpomy P450, npotunokasaHe (AvB. po3ginv «1poTunokasaHHAa» Ta
«B3aemogis 3 iHWMMM NiKapCbKUMIM 3aC06aMK Ta iHLWI BUAW B3aEMOLIN»).



ranoanTpuH. ManoaHTpuH € cybecTpatom epmeHTy CY P3A4 i nofosxye iHTepBan QTC Npu 3aCTOCYBaHHi
Yy PEeKOMeH[OBaHUX TepaneBTUYHMX [fo3ax. OAHOYACHE 3aCTOCYBaHHA rasiopaHTPUHy Ta (PIYKOHa3o/ly He
PeKOMeHAYETbCA (AMB. po3ain «B3aemogis 3 iHLWMMK NiKapCbK1MMM 3ac06amu Ta iHLLI BUAN B3aEMOAIA»).
[JepmaTonoriyHi peakuii. g 4vac 3acTocyBaHHA (DYKOHa30/y PIAKO MOBIAOMAAMM MNP0 PO3BUTOK TaKUX
eKChoniaTMBHUX LLKIPHUX peakLiin Sk cuHapom CTiBeHca->KOHCOHA Ta TOKCUYHUIA enifepMasibHUIn HEKPONI3.
MauieHTn 3i CHIJoM 6ifbll CXUNbHI [0 PO3BUTKY TSHKKMX LUKIPHUX peakuiii npu 3acTocyBaHHI 6aratbox
NIKapCbKMX 3aco6iB. AKLLO Yy naLjieHTa i3 NOBEPXHEBOIO FPUOKOBOIO IH(EKLIIEID 3’ABNAKOTLCA BUCUNAHHS, LLIO
MOXHa MOB’A3aTW i3 3aCTOCYBaHHAM (O/lyKOHa30/y, Nojasiblle 3acTOCyBaHHS npenapaty Ccnif NpUnuHATK.
AKLLO Yy NawieHTa 3 iHBa3MBHOK/CUCTEMHOI FPMOKOBOLO iH(EKLIED 3’ IBNAOTLCA BUCUMAHHSA Ha LUKIpI, 3a Moro
CTaHOM MOTPIOGHO peTesibHO cnocTepiratu, a y BUMNagKy Po3BUTKY OY/bO3HWX BUCUMaHb abo MyNnbTUOPMHOT
epuTeEMM 3aCTOCYBAHHA (D/TYKOHA30/Y CAif MPUNUHUTHA.

FinepuyTAMBICTb. Y pPIAKICHUX BMNajkKax MOBIAOMAANOCA MPO PO3BUTOK aHaliNakTUYHMX peakuiin (auvs.
po3ain «poTnnokasaHH:»).

LinToxpom P450. ®niykoHas3on € NOTYXHWM iHriGitopom depmeHty CYP2C9O Ta NOMIpHUM iHFiGITOPOM
(hepmeHTy CYP3A4. TakoX (p/iyKoHa3on € iHribitopom tepmeHty CYP2C19. Cnig cnocTepiratv 3a cTaHOM
MaLieHTiB, AIKi 0HOYACHO 3acTOCOBYIOTb Auhna3oH® Ta nmpenapaTv 3 By3bKUM TepaneBTUYHUM BikKHOM, LLO
mMeTaboni3ytoTbes 3 yyacTio CYP2C19 1a CYP3A4 (ayB. po3gin «B3aemogisa 3 iHWMMY NiKapCbKMMK 3ac06aMm
Ta iHWIi BUAM B3aEMOAIN>).

TepdheHaanH. Cnig peTenbHO crocTepirati 3a CTaHOM NauieHTiB NPy 04HOYAaCHOMY 3aCTOCYBaHHI TepeHaanHy
Ta (ykoHaszony y aosi mMeHwe 400 Mr Ha fo6y (AmB. po3ainn «poTunokKasaHHA» Ta «B3aeMogist 3 iHLWMMK
NiKapCbKMMM 3ac06amMu Ta iHLWI BUAW B3aEMOLiI»).

Jlonomi>kHi peyoBuHW. MNMpenapat MICTUTb NakTo3y. MNayieHTam 3 pPiAKICHAMM CNafKOBUMW 3aXBOPHOBAHHAMMU,
TaKMMK SIK HEMepeHOCKMICTb raakTo3u, HeJOCTaTHICTL flakTasu Jlanna Ta Manbabcop6Lis rMHKO3U-ranakTosu,
He Cnif 3aCTOCOBYBAaTU Lieit npenapart.

3acTocyBaHHs y nepiof BariTHOCTI abo rogysaHHs rpyaato.

BariTHiCTb

3a gaHumy o6cepBaLUiiHOrO [AOCAIMKEHHS, ICHYE MiABULLEHWIA PUSNK CMOHTAHHOrO abopTy Yy >KIHOK, fKi
OTpUMYBaIM P/TYKOHA30/1 NPOTArOM MepLUOro TPMMeCTPY BariTHOCTI.

MMoBIAOMAANOCA NP0 YUCMEHHI BPOKEHI MaTonorii 'y HOBOHAPOMKeHUX (BK/IOYaroumM 6Gpaxiuedanito,
AMCNNasito  BYLWIHOI PakoBWMHMW, HaAMipHe 36iNblUeHHA MNepefHbOro TiM’AYKa, BUKPUB/IEHHSA CTerHa Ta
NNeYonpPOMEHEBUIA CUHOCTO3), MaTepi SKMX NpUMany BUCOKI f03K hnykoHaszony (400-800 mr/goby) npoTsarom
npvHaiMHi  TpbOX abo OGinblle MicALiB ANA NiKyBaHHA KOKUMAI0ILo3y. 3B’A30K MiX 3aCTOCYyBaHHAM
(bNlyKOHA30/y Ta UMMM BUMAAKaMN HE BU3HAYEHWIA.

JocnimpKeHHs Ha TBapuUHax NPOAEMOHCTPYBaIN PENPOAYKTUBHY TOKCUYHICTb.

He cnip 3acTocoByBaTu 3BUYaiiHi 403V (P/TYKOHa30My Ta KOPOTKOTPMBaNi Kypcu NiKyBaHHS ()/lyKOHA30/10M Y
nepiof BariTHOCTI, 32 BUHATKOM KpaiHbOT HEOOXiAHOCTI.

He cnif 3acTocoByBaTtu BUCOKI 03U (h/lyKOHA30/1y Ta/abo TpuBani Kypcu NliKyBaHHS (P/1yKOHA30/10M Y Mepiof
BariTHOCTI, 3a BUHATKOM JliKyBaHHS iH(eKLii1, L0 NOTEHLIMHO 3arpoXytOThb XXUTTIO.

[epiof, roflyBaHHs rpyanto

®/1yKOHA30/1 MPOHUKAE Y TPYAHE MOJIOKO Ta JocArae KOHLEeHTpauii nogibHoi Ao piBHA Y nnasmi Kposi (4uB.
po3gin «®PapMakoKiHeTUKa»). [ToAyBaHHSA TPyALl0 MOXHA MNPOAOBXYBATW MICNA Pa30oBOro 3acTOCYBaHHA
3BMYaHOI 031  (IyKOHa30/1y, WO CcTaHoBMTb 150 Mr. [ofgyBaTu rpyant0 He pPeKOMeHAYETbCH MNpw
b6araTopasoBOMY 3aCTOCYBaHHI (h/lyKOHa30/1y abo Npu 3acTOCYBaHHI BUCOKMX A03 (hyKoHazony. Cnif ouiHnTy
KOPWCTb rOAyBaHHSA rPyALt0 419 PO3BUTKY | 340POB’A AUTUMHK, a TaKoX KiHIYHY NoTpedy maTepi y npenapari
OnhnazoH® i Gyab-sKi NOTEHLiNHI NoGiYHI edekT npenapaTy abo OCHOBHOFO 3aXBOPHOBAHHA MaTepi /s
OUTUHW, IKa OTPUMYE TPYLHe BUrOL0BYBaHHS.

PepTUILHICTb

®nyKoHa30/ He BMN/IMBAE Ha PEePTUILHICTb CaMLLiB Ta CamMOK LLYPIB.

30aTHICTb BNMBATM Ha LWBMAKICTb pPeakuii Npu KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMU MexaHi3MaMu.
JocnimpkeHs BrnAmBy npenapaty [AudnazoH® Ha 3AaTHICTL KepyBaTy aBTOTPAHCMOPTOM a0  iHLWMMK
MexaHi3mamy He NPOBOAU/IN.

MauieHTiB cnig npoiHgopMyBaTM MNPO  MOX/MBICTL PO3BUTKY 3amaMopoyeHHs abo cygom nig 4ac
3aCTOCOBYBaHHs npenapaty AudnasoH® (aus. po3ain «Mo6iuHi peakLii»). Mpy po3BUTKY TaKUX CUMMTOMIB He



PEKOMEHAYETLCA KepyBaTh aBTOTPAHCNOPTOM abo iHWNMK MeXaHi3Mamu.

Cnoci6 3acTocyBaHHs Ta [03W.

[o6oBa f03a (hyKOHa30/y 3a1eXNUTb Bif NPUPOAM Ta TSXKKOCTI rprbKoBOT iHeKLiT. JTiKyBaHHS IH(EKUIN, SKi
noTpebytOTb 6GaraTopasoBoro npuitiomMy npenapary, Mae MPOAOBXKYBATUCSA [0 3HWKHEHHA KIHIYHMX Ta
nabopaTopHMX NPOSABIB aKTUBHOCTI IPUOKOBOT IH(eKLIi. HefocTaTtHA TpUBaiCTh fliKyBaHHS MOXe MPU3BECTU
A0 BiIHOBNEHHS aKTUBHOIO IH(EKLIAHOrO NpoLiecy.

MpenapaT 3acTOCOBYBAaTW MepopanbHO (Kancynu) abo BHYTPILUHbOBEHHO LUAAXOM iHAY3iT (PO3unH ans
iHhy3iid). Cnoci6 3acTocyBaHHA npenapaty 3aeXnTb Bif KAIHIYHOro CTaHy nauieHTa. Hemae Heob6XigHOCTI Y
3MiHi 060BOI 403W NpenapaTy Npu 3MiHi WASXy A0ro 3acToCyBaHHSA 3 NepopasibHOro Ha BHYTPILUHbOBEHHUI Ta
HaBnaku.

Kancynu cnig koBTaTu winvumu. MpuidioM npenapaTy He 3a1eXuTb Bif NpuiAoMy DKi.

Hopocni

KprnToKoko3

- JliKyBaHHA KPWUNTOKOKOBOIO MEHIHTITY: HaBaHTaXyBasibHa [03a CTaHOBUTb 400 Mr Yy Meplunii AeHb.
MigTpumytoya gosa — 200-400 mr 1 pa3 Ha ao6y. TpuBanicTb NiKyBaHHS 3a3BM4Yali CTAaHOBUTb LLIOHAMEHLLIE
6-8 TVKHIB. IMpy TH(eKLisX, L0 3arpoXyHOTb XUTTHO, L060BY 403y MOXHA 3616wt 10 800 Mr.

- MigTpumytoya Tepanis Ans nonepepkeHHs peumamnBy KpPUMNTOKOKOBOIO MEHIHTITY Yy NauieHTIB 3 BUCOKUM
PU3NKOM Oro pPO3BMTKY: peKOMeHZoBaHa [o3a npenapaty crtaHoBuTb 200 mMr 1 pa3 Ha [oby MnpoTArom
HeoOMeXXeHOoro yacy.

Kokumnaioigos

PekomeHaoBaHa fjo3a ctaHoBMTbL 200—400 mr 1 pa3 Ha fo6y. TpuBanicTb NiKyBaHHSA CTaHOBUTL 11-24 MmicALiB
ab0 [10BLUE 3a/1e)KHO Bif CTaHy nauieHTa. [na nikyBaHHA AesKUX QopM iHgeKLiT, a 0CO6/MBO AN1A NiKyBaHHS
MEHIHTITY, MOXe OyTuW AoLiNbHNM 3acTocyBaHHS fo3v 800 Mr Ha 00y .

IHBa3VBHI KaHAWMA03M

HaBaHTaxyBasibHa f03a CTaHOBMTb 800 Mr y nepwuid geHb. MigTpumytova gosa — 400 mr 1 pa3 Ha fo6y.
3a3Buyali peKoMeHA0BaHa TPMBaNICTb JliKyBaHHS KaHAUAEMIT CTAaHOBUTbL 2 TWDKHI NICAS NepLUMX HeraTUBHUX
pe3y/bTaTiB Ky/IbTYPU KPOBI Ta 3HUKHEHHS 03HaK | CUMNTOMIB KaHAMAEMIl.

KaHanaos cnn3osmx 06010HOK

- KaHanao3 poTornoTku: HaBaHTaXyBaslbHa i03a CTaHOBUTL 200—400 Mr y nepLunii AeHb, NigTPpUMytoYa fo3a —
100-200 mr 1 pa3 Ha goby. TpmBanicTb NiKyBaHHSA CTaHOBUTL 7-21 AeHb ([0 AOCATHEHHS peMicil), ane MoxXe
Oy TV 36iNbLUeHa ANS NALIEHTIB i3 TAHXKUM iMyHOAEeDIiLMTOM.

- KaHamaos cTpaBoxofy: HaBaHTaXyBa/lbHa f03a CTaHOBUTb 200—400 Mr y nepLUnii AeHb, NigTPUMytoYa fo3a —
100-200 mr 1 pa3 Ha fo6y. TpuBanicTb NiKyBaHHA CTaHOBUTL 14-30 AHIB ([0 AOCATHEHHSA peMicil), ane Moxe
OyTu 36iNbLUeHa A1 NaLIEHTIB i3 TAHXKKUM iMyHOAehiLUTOM.

- KaHguaypist: pekomeHgoBaHa fo3a ctaHoBUTL 200—400 mr 1 pa3 Ha foby npoTtarom 7-21 gHiB. [na nayieHTis
i3 TAXKKMM iIMyHOAeiLMTOM TPUBAICTb NiKYBaHHSA MOXHa 30i1bLUNTK.

- XPOHiYHWI aTpodivuHNIA KaHANA03: PEKOMEHA0BaHa f03a CTaHoBUTL 50 Mr/go6y npoTarom 14 aHis.

- XPOHiYHWI KaHAMA03 LKipY Ta CNn30BUX 060/10HOK: PEKOMEH0BaHa 103a CTaHOBUTb

50-100 mr 1 pa3 Ha fo6y. TpuBanicTb NiKyBaHHA CTaHOBUTb A0 28 AHIB, afe MOXe OyTu 36iNbLUeHa 3a1eXXHO
Bifl TSXKKOCTI Ta BUAY iH(EKLiT 00 3HMKEHHS IMYHITETY.

Monepea>KeHHA peunavBy KaHAMA03y Cn30BKUX 060M0HOK Y nauieHTiB 3 BIJ1, SKi MalOTb BUCOKUIA PU3MK NOrO
PO3BUTKY

- KaHanzo3 poTorfiioTkuy, KaHAMA03 CTPaBOXOAY: PEKOMeH0BaHa [03a CTaHOBUTb

100-200 mr 1 pa3 Ha foby a6o 200 Mr 3 pasu Ha TWXAeHb. TpUBaNICTb NiKyBaHHS € HEOOMEXEHOK A1
NawieHTIB i3 MPUTHIYEHUM IMYHITETOM.

Mpodhinak TMKa KaHAWA03HUX IH(EKLIN Y NaLiEHTIB i3 TPUBAIOK HE/iTPOMNEHIED

PekomeH0BaHa Ao3a cTaHoBUTb 200-400 Mr 1 pa3 Ha fo06y. JlikyBaHHS Cnif po3noynHaTK 3a KiflbKa AHIB A0
OYiKyBaHOro pPO3BUTKY HEWTPOMeHii Ta NpPOAOBXYBaTW MNPOTArOM 7 [AHIB MNiCNA MiABWLLEHHS KifIbKOCTI
HeliTpodinis noHag 1000/mMm3.

eHiTa/bHI KaHAWMA03M

- [oCTpuiA BariHanbHWIA KaHAMA03, KaHANLO3HWIA 6anaHiT: peKoMeHA0BaHa 4o3a CTaHoBMTb 150 Mr 0gHOpPa30Bo0.
- JlikyBaHHA Ta MpodinakThkKa peumanByoumx BariHafbHUX KaHauaosiB (4 abo Ginblue BMNAAKIB Ha PikK):
peKkoMeH/oBaHa fjo3a cTaHoBMTb 150 Mr 1 pa3 Ha 3 aHi. Beboro cnig 3actocyBatu 3 fo3u (1- AeHb, 4-i1 aeHb Ta
7-i feHb). Micns uboro cnif 3actocoByBaT NiATPUMYHOYY 403y 150 Mr 1 pa3 Ha TUXKAeHb NPOTAroM 6 MicsuiB.



[epmaTomikosu

- Miko3 cTon, MiKO3 rnafieHbKOT WKipW, NaxoBuid AepMaToMiKo3, KaHAMAO03HI IH(eKUiT WKip1: peKoMeH0BaHa
[03a cTaHOBMTL 150 Mr 1 pa3 Ha TvXKaeHb, abo 50 mMr 1 pa3 Ha goby. TpuBanicTb fliKyBaHHA CTaHOBUTb 2—4
TWXKHI. JTiKyBaHHSA MiKO3Y CTOM MOXe Tp1BaTu [0 6 TVDKHIB.

- Pi3HOGapBHMI NnLali: peKoMeHA0BaHa f03a cTaHoBUTbL 300-400 mr 1 pa3 Ha TXKAEHb MPOTArom 1-3 TUXKHIB
a6o0 50 mr Ha fo6y NpoTArom 2—4 TUXHIB.

- JlepMaTohiTHMIN OHIXOMIKO3: peKOMeHAO0BaHa A03a CTaHOBUTL 150 Mr 1 pa3 Ha TWXKAeHb. JliKyBaHHS Chij,
NPOAOBXYBaTH, MOKN Ha MicLi iHPIKOBAHOro HIrTH0 He BUPOCTE 3[40POBUIA. [N BiAPOCTaHHS 340POBMX HIrTiB
Ha pyKax Ta Ha BeIMKNX NabLUsAX HIr 3a3B14ail HeobXigHO

3—-6 micauis Ta 6-12 micauiB BignoBigHo. OgHaK WBWAKICTb POCTY HIrTiB Y NauieHTIB MOXe OyTW Pi3HOK Ta
3anexaru Bif BiKy. [licna ycnilHOro NikyBaHHA TPUBA/IMX XPOHIYHUX [H(EKLin (opma HIirTa iHogi
3a/IMLLIAETLCA 3MIHEHOIO.

MauieHTn NiTHLOIO BiKY

[103y HeoOXifHO MiAbMPaTH 3aN1EXHO Bif CTaHY PYHKLIT HAPOK (OUB. HUXKYE).

MauieH TV 3 NopyLUEHHAMWN YHKLLIT HUPOK

Mpn pa3oBoMy 3aCTOCYBaHHI KOpUryBaTu Ao3y (yKoHa3ony He noTpibHo. MauieHTam (BKAOuatoum aiten) i3
MOpYLUEHHAMY (DYHKLIT HAPOK NpY HeobXifHOCTI 6aratopa3oBoro 3acToCyBaHHS npenapaTy y neplunii feHb
NiKyBaHHS CNif 3aCTOCOBYBaTK NnovaTkoBy Ao03y 50-400 Mmr 3a/1eXHO Bij NokasaHHSA. [icnsa uboro Ao6oBy 403y
(3anexHo Bif NoKa3aHHSA) CNif po3paxoByBaTW BIAMNOBIAHO A0 TabnnLi HUXYe:

KnipeHc KpeaTuWHiHy (MN/XB) BigcoToK peKoMeHA0BaHOI [03K
> 50 100 %
< 50 (6e3 remopianisy) 50 %
emopianis 100 % nicna KOXHOro remogiasnisy

MayieHTn, aKi NepebyBaroTb Ha perynsapHoMy gianisi, NoBMHHI oTpuMyBaTy 100 % pekomMeH0BaHOT 403K NiC/s
KOXHOrO Aianidy. Y AeHb, KOW fiania He NpoBOAMTLCSA, MaUiEHT MOBUHEH OTPUMYBATW A03Y, BiAKOPUroBaHy
3a/1eXKHO Bif, K/TIPEHCY KpeaTuHiHy.

MauieH TV 3 NOPYLUEHHAMMW DYHKLIT NeYiHKK

dnyKoHason cij 3acTocoBYyBaTU 3 00EPEXHICTIO MauieHTaM i3 MopyLleHHAMU (YHKUIT NeYiHKK, OCKiNbKM
iHhopmauii WoAo0 3acToCyBaHHS (PIYKOHa30M1y Ui KaTeropii nauieHTiB HeaocTaTHbO (AMB. po3ainu
«Oc061BOCTI 3aCTOCYBaHHS» Ta «[M0BIUHI peakLii»).

4iTn

He cnig nepesuLlyBaT MakcMmasbHy o608y f03y 400 mr.

AK 1 Npn aHanorivYHMX iH(eKUiaxX y AOPOCAUX, TPMBANICTb NiKYBaHHA 3a/1eXKMTb Bif KNIHIYHOT Ta MIKONOTIYHOT
Bignosiai. AndnasoH® 3acTocoByBaTh 1 pa3 Ha f00Y.

[lo3yBaHHA npenapaty AiTAM i3 MOPYLIEHHAMU (PYHKLIT HAPOK HaBefeHO Y po3aini «lauieHTn 3 HUPKOBOHD
HelOCTaTHICTHO».

dapmMaKoKiHeTVKa (h/lyKOHa30/y He A0CNiAKyBanaca y fAiTel i3 HUPKOBOK HeAOCTaTHICTHO.

[iTwn Bikom Bif 12 pokiB

3anexxHo Big Macy Tifia Ta nybepTaTHOro po3BUTKY NiKapro C/ij OLiHWUTK, SKa Ao3a npenapaty (418 LOpocanX
yn Ons 4itein) € oNTUManbHOK Ans NadieHTa. KniHivHi gaHi cBigyaTb Npo Te, WO Y AiTei KnipeHc (hayKoHasony
€ BULLMM NOPIBHAHO 3 gopocnumun. 3actocyBaHHs o3 100, 200 ta 400 mr gopocnvm Ta fo3 3, 6 Ta 12 mr/kr 1
pas Ha fo06Yy AiTAM NPU3BOAMTL A0 AOCATHEHHS CMiBCTABHOI CUCTEMHOT €KCMO3ULLiT.

EekTMBHICTb Ta 6e3neka 3acTOCyBaHHSI mpenapaty [ANs NiKyBaHHA TeHiTaflbHUX KaHAWMAO3iB Yy [iTein He
BCTaHOB/IEHI. AKLLO iCHYE HarasibHa noTpeba 3acTocyBaHHA mpenapaty nignitkam (Bikom Big 12 go 17 pokis),
Cnif, 3aCTOCOBYBATM 3BMYaiiHI [O3W 419 LOPOCANX.

LiTwn BikomBig 5 Ao 11 pokis

KaHanaosm cnim3oBux 060/10HOK: NOYaTKOBA Ai03a CTaHOBUTL 6 MI/Kr/goby, nigTpumyroda gosa — 3 Mr/kr/gooy.
lMoyaTKOBY 103y MOXHA 3aCTOCOBYBATW B MEPLUNA JeHb 3 METOH 6ifiblL LLIBMAKOIO AOCATHEHHA PIBHOBAXKHOT
KOHLLeHTpaLil.

IHBa3VBHI KaHAWAO3W, KPUNTOKOKOBMWIA MEHIHTIT: A03a npenapaTy CTaHOBUTb 6-12 mr/kr 1 pa3 Ha [oby
3a/1eXKHO Bif, CTYMEHS TAXKKOCTI 3aXBOPIOBaHHS.

MigTpumytoya Tepanis 4na nonepeikeHHs peLmamBy KpUNTOKOKOBOMO MEHIHTITY Y AiTeR i3 BUCOKAM PU3NKOM
ioro po3BMTKY: [03a npenapaTty CTaHOBUTb 6 Mr/Kr 1 pa3 Ha [0OYy 3aleXHO Bif CTYMeHs TSHXKKOCTI
3aXBOPOBAHHS.

MpodpinakTnkKa KaHAMLO03IB Y MaLieHTIB 3 IMyHOLeILMTOM: 4032 NpenapaTy CTaHOBUTb




3-12 mr/kr 1 pa3 Ha 06y 3a/1eXKHO Bij, BUPaXEHOCTI Ta TPUBAOCTI iHAYKOBAHOI HeTponeHiT (ave. fo3n Ans
[OPOCNNX).

aiTn.

3acTocoByBaTK NliKapCcbKKUiA 3aci6 y hopmi Kancyn AaHi KaTeropil nawieHTiB MOXKHa TOAi, KOnu AiTW 34aTHi
6e3rne4yHO NPOKOBTHYTM Kancyny, WO 3a3BMyain MOXMBO Y BiLli Big 5 pokiB (auB. po3ain «Cnocib 3acTocyBaHHS
Ta [03U»).

NepenosyBaHHS.

ICHYIOTb NOBIAOMJIEHHS NPO Mepeao3yBaHHA (h/1yKOHA30/10M, L0 NPOBOKYBa/10 rasitoLMHaLii Ta napaHoiganbHy
MoBeAIHKY.

Mpn nepefo3yBaHHI HEOOXiAHO NPOBECTM CUMNTOMATUYHY NIATPMMYHOYY Tepanito Ta Yy pasi HeobXigHOCTI
MPOMUTM LLSTYHOK.

®/1lyKOHA30/1 3HAYHOK MIpOK0 EKCKPETYETbCA 3 Ceyeto; (JOpCoBaHUA Aiype3 MOXe MPUCKOPUTU BUBEAEHHS
npenapaty. CeaHC remogianizy TpUBanicTio 3 rogUHN 3HMXKYE PiBeHb (DTYKOHa30/y Y niasMi KpoBi Npu6/In3Ho
Ha 50 %.

Mo6iyHiI peakuil.

HaituacTiwe (>1/10) nosigoMnsnM npo Taki NoGiyHI peakuii: rofoBHUIA 6inb, Giflb Y YepeBHIN MOPOXHWHI,
fiapes, Hypota, OntOBaHHA, MiABULLEHHS pPIBHA anaHiHamiHoTpaHchepasu (AIT), NIiABWLLEHHA PiBHSA
acnapraramiHoTpaHcdepasn (ACT), nigBULLIEHHSA PIBHA NYXXHOI hocdaTasn KpoBi, BUCUMAHHS.

[na OUIHKM 4acTOTU BUHWKHEHHA MOBGIYHUX peakLiil BUKOPUCTOBYIOTH TaKy KnacugikaLito: gyxe vacto (=1
/10), yacTo (Big =1/100 fo <1/10), HevacTo (Big =1/1000 go <1/100), pigko (Big =1/10000 go <1/1000), ay>ke
pigko (<1/10000), HeBiAOMO (HEMOXXKNBO OLLIHATYK Ha NiACTaBi HaABHUX AaHUX).

3 60Ky CCTEeMM KpoBi Ta NiMhaTUYHOI CUCTEMM

HeuacTto: aHemis.

PifKo: arpaHynounTo3, NeMKONEeHiIs, TPOMOOLMTONEHIS, HENTPONEHIS.

3 60Ky IMYHHOT cucTemu

Pigko: aHadinakcis.

MeTaboniyHi Ta animeHTapHi posnagu

HeuacTo: 3HMKEHHS aneTuty.

Pigko: rinepxonectepuHemis, rinepTpuriilepuaemis, rinokaniemis.

McuxiyHi nopyLUeHHs

HeuacTo: 6e3COHHS, COHNMBICTb.

3 60Ky HepBOBOI CUCTEMMU

YacTo: ronoBHuiA Ginb.

HeuacTo: cygomum, napecTesis, 3anaMOpOYeHHs, MOPYLLUEHHSA CMaKy .

Pigko: Tpemop.

3 60Ky opraHis cnyxy Ta BeCcTMOyNsapHoro anapaTy

HeuacTto: BepTUro.

3 60Ky cepus

Pigko: napokcuM3ManbHa LUYHOUYKOBa TaxXikapisi TMny «nipyeT», NOoAoBXeHHs iHTepBany QT (avB. po3gin
«OCc0061MBOCTI 3aCTOCYBAHHSA).

3 60Ky LLTYHKOBO-KWLLIKOBOTO TPaKTy

YacTo: 6i/b Y YepeBHili NOPOXXHWHI, Hy0Ta, Aiapesi, 6/1t0BaHHS.

HeuacTo: 3anop, gucnencis, MeTeopu3Mm, CyXiCTb Y pOTi.

"enaTobiniapHi po3naam

YacTo: nigBuLLeHHA piBHA anaHiHamiHoTpaHchepasn (AT), NiABULWEHHS PIBHA acrnapTataMiHOTpaHchepasm
(ACT), nigBuLLEHHSA PiBHA NY>XHOT ocaTasn (auB. po3ain «OcobnBOCTI 3aCTOCYBAHHAY).

HeuacTo: xonecTas, YXOBTAHULA, MiABULLEHHA PiBHSA 6inipy6iHy (AMB. po3ain «OCco6/IMBOCTI 3aCTOCYBaHHS»).
PifKko: neviHKoOBa HefOCTATHICTb, renaToueNtoNApHUIA HEKPO3, renatuTy, renatouentoNspHe YpaxeHHs (4uB.
po34in «OCo6/IMBOCTI 3aCTOCYBaHHSA»).

3 60Ky LUKipW Ta NifLWKipHOT TKaHNHK

UacTo: BucunaHHs (amB. po3gin «OcobnnBoCTi 3aCTOCYBaHHSA»).

HeuacTo: MeanKamMeHTO3HWI fepMaTuT (BKIOYatoun iKCoBaHWUI MeAMKaMEHTO3HWI JepMaTnT), KpONuUB’sHKa,



CBepbiX, NiABuMLLEHE NOTOBUAINEHHSA (AMB. po3ain «OCO6NMBOCTI 3aCTOCYBaHHSA»).

PiIKO: TOKCUYHWMIA enigepMasibHWin HeKponi3, cuHapoM CTiBeHca—[P)KOHCOHA, TOCTPUIA TreHepasi3oBaHNiA
€K3aHTeMaTo3HUIN MyCTYNb03, eKC(OoNiaTUBHUIA [epMaTUT, aHriOHEBPOTUYHWUIA HabpsAK, HabpsaK 06/Myus,
anoneuis (aue. po3ain «Oco6MBOCTI 3aCTOCYBaHHSA»).

HeBifgomo: MeanKaMeHTO3Ha peakLisi 3 e03uHoOifieto | cuctemHumun npossamn (DRESS).

3 60Ky 0MOpHO-PYX0BOro anapaTy Ta CroNyyYHOT TKaHWUHW

HeuacTto: miasris.

3aranibHi po3nagy Ta peakuii y MicLi BBeAeHHA

HeuacTo: nifBuLLEHa BTOM/IHOBAHICTb, HE34Y)KaHHS, aCTEHIS, rapayka.

aiTn

UacToTa Ta xapaktep MobiYHMX peakuiil i BiAXWeHb Bif, HOPMU pe3y/bTaTiB 1abopaTopHUX aHani3iB y Xoai
KNiHIYHMX JOCNI[XKEHb 3 y4acTto AiTell CNiBCTaBHI 3 TaKUMU Y JOPOC/MX.

AKWO MaTUMYTb MicLLe TSHXKKI MOBIYHI eheKTK, TO NiKyBaHHSA CNif4 NPUMUHUTN.

3BiTYBaHHSA NP0 Nif03ptoBaHi NO6IYHI peaku,i

3BiTyBaHHA NPO Nifo3ptoBaHi NOGIYHI peakLil nicna peectpauii NiKapcbKoro 3acoby Mae Be/iMKe 3HayeHHs. Lle
[a€ 3MOry NpPoBOAWTY 6e3nepepBHE CNOCTEPEXKEHHS CMiBBIAHOLIEHHS MiXK KOPUCTHO i pUsnKamu, NoB’a3aHnMM
I3 3aCTOCyBaHHAM NiKapcbkoro 3acoby. Creuianictm y ranysi OXOPOHW 3[40pOB’A MOBWHHI MojaBaTtu
iHthopMaLito Npo 6yab-AKi Nigo3prHoBaHi MOGIYHI peakLiT 3a LOMOMOroK HaLioOHa/IbHOT CUCTEMW 3BITHOCTI.

TepMiH NpuAaTHOCTI. 5 poKiB.

YMmoBu 36epiraHHsA. 36epiratv npy Temnepatypi He BuLle 25 0C. 36epirati B HeAOCTYNHOMY ANS AiTei MicLi.
YnakoBKa.

Kancynu no 50 mr: no 7 kancyn y énictepi; no 1 6nicTepy B KApTOHHI KOpoow,i.

Kancynu no 100 mr: no 7 Kancyn y 6nictepi; no4 6nictepy B KAPTOHHI KOpobL,i.

Kancynv no 150 mr: no 2 a6o no 4 kancynu y énictepi; no 1 6nictepy B KApTOHHIA KOPOOL.

KaTeropis Bignycky. 3a peLenTom.

BupobHuMK.
KPKA, 4.4., HoBo mecto, CrioeeHis/KRKA, d.d., Novo mesto, Slovenia.

Micue3HaxomKeHHS BUPOOHMKa Ta agpeca Micusa NPoBafpKeHHS 0ro AisifIbHOCTI.
LLImap’ewka yecta 6, 8501 Hoso mecTo, CnoseHis/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



