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Cknaa

Aitoya peqyoBuHa: HnykoHason;

1 kancyna TBepaa Mictutb 50 Mr a6o 100 mr, abo 200 Mr dnykoHazony;
AOMOMDKHI pe4YOBUHMN !

BMICT Karicy/sM: NakTo3u MOHOrigpaT, KpoxMasb KYKYpyA3SHUW, KPEMHIt0
Aiokcma konoigHun 6e3soaHun, HaTpito naypuncynbdaTt, MarHito creapar;

karnicynbHa o06o0/s10HKa: TnTany giokena (E 171), aiamanHtoBuit cuHin FCF (E
133), xenatuH, asopybiH (E 122) (Tinbkn gna kancyn 200 mr).

Jlikapcbka dopma. Kancynu TBepai.
OCHOBHi @i3nKo-XiMiYHI B/1GCTUBOCTI:

Kkarncyan TBepai no 50 Mr: TBepAi XenaTUHOBI Kancynm, HanoBHeHi 6innm abo
XXOBTYBaTO-6iIM  OAHOPIAHMM  MNOPOLUKOM, 3 HEMpPO30pOK KPULLEYKOK
61aKNUTHOrO KOMIbOPY Ta HENpO30puUM KOPrycoM 6isiloro Konbopy;

kancysaum tBepai no 100 mr: TBEpAi XXenaTUHOBI Kancynu, HanoBHeHi 6innm abo
XXOBTYBaATO-6inMM 0AHOPIAHMM MOPOLLUKOM, 3 HENPO30POK KPULLEYKOK CUHBbOIO
KONbOPpY Ta HEMNPO30PMM KOpPrNycoM 6inoro Konbopy;

kancynn tBepai no 200 Mr: TBepAi XenaTuHOBI Kancyniu, HanoBHeHi 6inum abo
XXOBTYBaTO-6iIM  OAHOPIAHMM MNOPOLUKOM, 3 HEMpPO30pOK  KPULLEYKO
NypnypHOro Kosnbopy Ta HeENpoO30puM KOpPrycoMm 6isiloro Konbopy.

dapmakoTepaneBTuUyHa rpyna. MpoTurpnbkosi npenapatv Ans CUCTEMHOIO
3aCToCyBaHH4, noxigHi Tpmasony. Kog ATX JO2A CO1.

®apMakos10ridyHi BJ1aCTUBOCTI.

QapmakognHamika.
MexaHi3M Aii.
®dnykoHasosn - npoTurpmbkoBuMr npenapaTt, SKUA HanexXuTb [0 Khacy

Tpuasonis. Moro nepBMHHMM MexaHi3MOM fAii € iHribyBaHHA rpnbkoBoro
14-a-naHocTepon-geMeTuItoBaHHS, OrnocepeakoBaHOro umtoxpomom P450,
o € HeBiag'eEMHMM eTanoMm 6iocMHTE3y TrpuMOKOBOrO  eprocrteposny.
AKyMyntoBaHHA 14-anbda-MeTun-CTeponiB KOpenke 3 nofanbluol BTPATOH
eproctepony MeMbpaHoOl TrpuvbKOBOI KNITUHM Ta MoOXe Bignosigatn 3a
npoTurpubkoBy Aito dnaykoHasony. dnykoHason € 6inblwl CenekTUBHUM A0
rpubkoBmx depMmeHTiB umToxXpoMy P450, HiXX A0 Ppi3HMX cucTteM depMeHTiB
untoxpomy P450 ccasuib.

3actocyBaHHs dnykoHasony 50 mr Ha aoby npoTsarom 28 AHiB He BNAMBAO Ha
piBEHb KOHLEHTpaLii TECTOCTEPOHY Yy Mia3Mi KpoBi y 4os0BiKiB abo Ha piBeHb
KOHUEeHTpauii eHOOreHHMX CTepoidiB Yy XIHOK penpoAyKTUBHOMO  BIiKY.
dnykoHaszon y pgosax Biga 200 go 400 Mr Ha Aoby He NposABASAB KAIHIYHO
3Ha4YyLLOI 4ii Ha piBEHb eHAOreHHNX cTepoiaie abo Ha BiANOBIAb Ha CTUMYNSALIIO
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agpeHoKopTuKoTponHoro ropMmoHy (AKTI) y 3pmopoBux A[06poBonbLUiB
4O/10BiYOI CTaTI.

JocnigXxeHHsa B3aeMoLii 3 aHTUNIPMHOM NPOAEMOHCTPYBa/in, WO 3aCTOCYBaHHSA
50 Mr ¢nykoHasony pasoBo abo H6aratopa3oBo He BnAMBaAE Ha MeTaboniam
AHTUNIPUHY.

YyTnmBicTb in vitro

In vitro ¢nykoHa3on AEMOHCTPYE MNPOTUrpubKOBY Ait0 CTOCOBHO 6inbLUOCTI
KMiHIYHO nowunpeHux Buais Candida (Bkntouvatoun C. albicans, C. parapsilosis,
C. tropicalis). C. glabrata neMOHCTPYE WWPOKUW Aiana3oH 4YyT/IMBOCTI, ToAi
Ak C. krusei € pe3nceHTHOo A0 (1yKOHas3ony.

®n1yKOHason in vitro Takox NpoAaABNAE aKTUBHICTb
npotn Cryptococcus neoformans Ta Cryptococcus gattii Tak camo, K i NpoTu
eHaeMivYHnx rpubkoBux dopm Blastomyces dermatiditis, Coccidioides immitis,
Histoplasma capsulatum Ta Paracoccidioides brasiliensis.

CniBBigHOWeHHA dapMakoanHaMiKa/dapMakoKiHEeTMKA

Mig yac gocnigXXeHb Ha TBapuHax byna BuaBneHa Kopenauid MiXk NoOKasHUKamm
MiHiManbHOI iHriby4oi koHueHTpauii (MIK) Ta edekTuBHICTIO Ail Ha
eKcnepuMeHTanbHy MoAesnb MiKo3y, cnpuynHeHy BuaoM Candida. Tlig uyac
KNiHIYHMX AocnigXXeHb BuaBAeHo Mamxe 1:1 niHivHe cniBBigHOWEHHSA Mixk AUC
Ta o300 AyKoHa3oNy. HasBHUIM TakoX MpsiMUIA, ane HeaocTaTHiM 3B'A30K
Mixk AUC abo [03010 Ta NO3MTMBHOK KiHIYHOK BigNOBIAAK Ha NiKyBaHHSA
OpanbHOro KaHAMAO3Yy Ta MEHLUOK MIipol — KaHAuAeMmil. TakoX NiKyBaHHS €
MeHW edeKTUBHUM Yy pasi iHpeKUin, CcnpMynMHeHnx wtamamu 3 suwot MIK
dbnykoHazony.

MexaHi3M pe3nCcTeHTHOCTI

Bupg Candida mae psa MexaHi3MiB pPEe3NCTEHTHOCTI no a30J1bHUX
npoTurpubkoBmnx npenapaTtiB. puMbkoBiI WTaMn, €Ki po3BUHYNM OAMH abo
binbwe uMx MexaHi3miB pe3nCTeHTHOCTI, BiAOMI K TaKi, WO XapaKTepusyrTbCs
BMCOKOI MiHIManbHOW iHribytouoo KoHueHTpauieto (MIK) ao dnykoHasony,
WO HeCnpuATINBO BMNAMBAE Ha edEeKTUBHICTb in vivo Ta B KAiHIYHUX YMOBaXx.
Mosigomnsnoca npo Bunaakum cynepiHdekuii Buaamun Candida, iHWnMN,
HiX C. albicans, €Ki yacTto Bi4 NpUpoOAM € He 4YyTAMBMMKU A0 (PNYyKOHA30/y
(Hanp., Candida krusei). Taki BUnagkm MoXyTb noTpebyBaTn anbTepHaTUBHOI
npoTurpnbkoBoi Tepanii.

paHWYHi 3Ha4YeHHSs (BigNoBIAHO A0 peKkoMeHAaLi EBPONENCbKOro KOMIiTeTy 3
OOCNIAXEeHb YYT/IMBOCTI A0 aHTUMiIKpobHUx 3acobis (EUCAST))

Ha niacrtasi aHaniziB aaHux dapmakokiHeTukn/dpapmakognHamikn (OK/00),
YYTAMBOCTI in vitro Ta KNiHiYHOI BignoBiai 6yno BM3HAYEHO rpaHMYHi 3HAYEHHS
Ans nykoHasony woao suaie Candida. BoHM po3noAinstoTbCs Ha FpaHUYHI
3HA4YeHHs, He noB’saA3aHi 3 BMAOM, sKi 6ynn BM3HAYEHiI FOJIOBHUM YMHOM Ha
niacrtasi gaHmnx OK/®/], Ta He 3anexaTb Bi4 po3noAdiny Ha nesHi Buau 3a MIK,
Ta rpaHW4YHi 3HA4YeHHs, NOB’A3aHi 3 BMAAMWU, SKi HaKW4yacTiwe noB'aA3aHi 3
iHbekuiamMu y nogen. Li rpaHnMyHi 3Ha4eHHS HaBeaeHi B Tabnuui Huxye:



¥ HapopHa anTtexa

MpoTurpnbkoBuin | FpaHWUYHI 3HA4YeHHS, MNOB'AI3aHi 3 MEeBHUMM BUAOM | [paHUYHI
npenapar (S</R>) 3HaYeHHH,
nos’'a3aHi
nesBHUM
BNUAOMA (S
Candida | Candida | Candida | Candida Candida
albicans | glabrata | krusei | parapsilosis | tropicalis
dnykoHason 2/4 IE - 2/4 2/4 2/4

S - yyTnmneun, R — pe3ancTeHTHUM

A — T'paHMYHi 3HaA4YeHHs, He MNoB’sA3aHi 3 MEeBHWUM BWAOM, Oy BU3HAYUEHI
rO/IOBHMM YMHOM Ha niactaBi gaHmx OK/®[], Ta BOHM He 3anexaTb Bia
po3noAiny Ha neBHi Buan 3a MIK. BOHWM BUKOPUCTOBYIOTbCA Nuwe Ans
OpraHi3MmiB, siKi He MalTb cneun@iyHNX rpaHNYHNX 3HAYEHD.

- — TeCTYBaHHS Ha YYT/NMBICTb HE pPEeKOMeHAO0BaHe, OCKiNIbKN AAHUW BUA He €
METOI NliKapCbKOl Tepanii.

IE - pokasiB WOAO TOro, 4YM € JAaHUMW BWUL MeTOoK JliKapCbKoi Tepanii,

HeAOCTaTHbLO.
®apMaKoKIiHETUKA.

dapMaKkoKiHETUYHI BJIACTUBOCTI dnykoHazony € noAaibHMMNn npu
BHYTPILUHbOBEHHOMY i MepopasibHOMY 3aCTOCYBaHHi.

Abcopbuia. dnykoHazon pobpe abcopbyeTbCca npu  nNepopasibHOMY

3aCTOCYBaHHi, a piBeHb nNpenapaTty y nnaa3Mi KpoBi i cmcteMHa 6io40CTYyNHICTb
nepesunytoTb 90 % piBHA HNYKOHA301Yy Yy Na3Mi KpoBi, WO AOCATraeTbCS NMpun
BHYTPILULHbOBEHHOMY BBeAeHHi npenapaty. OaHO4YacHe BXWBAHHA Ki He
BMJIMBA€E Ha BCMOKTYBAHHSA npenapaTty Npu UOoro nepopasibHOMY 3aCTOCYBaHHI.
lMikoBa KOHUEHTpauisa y nna3Mi KpoBi gocaraetbcs Yyepes 0,5-1,5 rognHu nicnga
npumMoMy npenapaTty i3 nepiogoM HaniBBUBeAEHHS 3 niasMm  6amM3bKo
30 roanH. KoHUeHTpauia y nna3Mi KpoBi nponopuinHa Ao A[03M. MoXHa
AOCArTM CTanoro AeB'aHOCTOBIACOTKOBOIO piBHSA Ha 4-5 AeHb Npu 3aCTOCYBaHHI
Ao6oBOi 403K NpenapaTty Yy Kifbka NpunoMiB. PiBHOBaXKHa KOHUEHTpauis Ha
piBHi 90 % pocsaraeTbCa Ha APYrMMA AeHb JliKyBaHHS MNpW 3aCTOCYBaHHI Yy
nepwnin [eHb HaBaHTaXyBasbHOI 403X, WO BABiYi NepeBULLYE 3BUYANHY
nob6osy no3y.

Po3nogin. O6’eM posnoainy npnbanN3HO AOPIBHIOE 3arasibHOMY BMICTY piaAVHN B
opraHismi. 3B’a3yBaHHs 3 6inkaMn nna3mu Kposi HM3bke (11-12 %).

dnykoHaszosn aobpe nNpoHMKae B YCi AOCNIAXKYBaHI pigvuHK opraHiaMmy. PiBeHb
dbNyKOHa30/y Yy CAMHI Ta MOKPOTUHHI € NOAIGHUM A0 KOHUeHTpauil npenapaTy
y nnasMmi KpoBi. Y nMauieHTiB, XBOPMX Ha TrpuUOKOBUN MEHIHrIT, piBEHb
dbnyKoHazony y CNMHHOMO3KOBIW pianHi gocsrae 80 % KoHUeHTpauii y nnasmi
KpOBi.
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Bucoki KOHUeHTpauii ¢pNyKoHas3ony y LWKipi, WO NnepeBuLLYOTb CMPOBATKOBI,
AOCAratoTbCad Yy poOrosoMy Lwapi, enigepmici, gepmi Ta noti. ®syKOHA30n
HaKOMMYYyETbCSA y porosoMmy wapi. NMpwu 3actocyBaHHi g4o3u 50 mr 1 pas Ha goby
KOHUEeHTpauia ¢pnykoHasony nicnga 12 AHiB NikyBaHHS CTaHoBuna 73 MKr/r, a
yepes3 7 AHIB nicngd 3aBepleHHs NiKyBaHHA KOHLUEHTpauis BCe we cTaHoBWNa
5,8 Mkr/r. MNpun 3actocyBaHHi go3n 150 Mr 1 pa3 Ha TUXAEHb KOHLEHTpauis
dbNyKoHa30y y poroBoMy Lapi Ha 7 AeHb NiKyBaHHSA cTaHoBwuia 23,4 MKr/T;
yepe3 7 OHIB Nicng 3acCToCyBaHHA HACTYMNHOI A03M KOHUEHTpauia Bce e
cTaHoBuna 7,1 MKr/r.

KoHueHTpauis dnykoHasony B HIirtax nicng 4 Micsauie 3actocyBaHHA 150 mr
1 pasz Ha TumxaeHb cTaHoBuna 4,05 Mkr/r y 3gopoBumx p[06poBOMbLIB Ta
1,8 MKr/r y naui€eHTiB i3 3aXBOPHOBAHHSAMU HIlTiB; (pJ1yKOHA30/1 BU3HA4YaBCs Yy
3pa3Kax HirTiB yepe3 6 MicAuUiB NMicng 3aBepweHHs Tepanii.

BioTpaHcdopmMauia. PnykoHason MeTabonizyeTbCss He3HaudHow Mipoto. [pu
BBeAEHHI 403U, MiYeHOI padioakTUBHUMM i30TONamu, nuwe 11 % dnykoHasony
EKCKpPEeTYETbCA 3 ceyer Yy 3MiHEHOMY Burnagi. ®nykoHa3on € CenekTUBHUM
iHriiTopoMm i3odepMeHTiB CYP2CO9 Ta CYP3A4, a Takox iHri6itopom
isodepmeHTy CYP2C19.

BuBeneHHs. MNepioa HaniBBUBeAeHHS (PYKOHA30/Y i3 Naa3Mmn KpoBi CTAHOBUTb
6nn3bko 30 roguH. binbwa 4yacTuHa npenapaTty BUBOAUTLCS HUPKaMMK,
npuyomy 80 % BBeAeHOI A03M BUSABJIAETbCA Y CeYi B HE3MiHEHOMY CTaHi.
KnipeHc ¢bnykoHa3ony nponopuinHMm A0 KNipeHCy KpeaTuHiHy. Limpkynoynx
mMeTaboniTiB He BUSABIEHO.

TpuBanui nepioa HaniBBUBEAEHHS npenapaTy 3 Nja3Mu KpoBi AA€E MOX/IUBICTb
pa30BOro 3acToCyBaHHSA npenapaTty Npuv BariHa/lbHOMY KaHAMAO3i, @ TaKoX
3aCTOCyBaHH4A npenapaTty 1 pa3 Ha TMXKAEHb NPU IHWMX NOKa3aHHSAX.

dapMaKoKiHETUKA NPpU NopyLUeHHI MYHKLIT HUPOK

Y naui€eHTIiB i3 BaXXKOK HMPKOBOK HepocTaTHicTio (LWK® < 20 mn/xB) nepioa
HanieBmeBeneHHs 36inbwyeTbcs Biga 30 Ao 98 rognH, WO NoTpebye 3HMXKEHHS
nosn. ®nykoHas3on BMBOAUTLCA 3a AOMOMOrOK remogianisy Ta y MeHLWOoMy
06ca3i — WAAxoMm neputoHeanbHoro gianisy. CeaHc remogianisy Tpuanicrtio 3
FOAMHN 3HUXXYE piBeHb (PYKOHA301Yy Y naa3Mi kposi npnbnmsHo Ha 50 %.

dapMaKoOKiHETUKA V AiTen

dapMaKkoKiHeTUYHI napameTpu y aiten 6ynu ouiHeHi y 5 gocnigXeHHax: 2
AOCNiAXEeHHA 3 pa3oBMM f[o3yBaHHAM, 2 3 6aratopa3oBuMm, Ta ofHe
AOCNIAXEHHS, B SKOMY 6ynu 3a4isiHi He4OHOLWEHI HOBOHAPOAXEHI.

Micnsa BBeneHHs 2-8 Mr/kr dpnykoHasony AitaMm Big 9 Micsauis Ao 15 pokis 6yBs
BMSIBNEHUN nokasHuk AUC 6nm3bko 38 mMkr*rog/mn Ha 1 mr/kr gosu. [pum
6aratopa3oBoMy 3aCTOCYyBaHHi cepeaHin nepiog HaniBBMBEAEHHS
dbnykoHaszony 3 naasmm Konmeaecs MiX 15 Ta 18 rognHammn, a 06’emM posnoainy
ctaHoBuB npmbnmsHo 880 Mn/kr. binbw TpuBanui nepiog HaniBBUBEAEHHS
dbnykoHasony i3 nnasMuM KpoBi CTaHOBMB nNpubnmsHo 24 rognHu Ta 6yB
BUSB/IEHUN Nicna BBeAEHHS pa30BoOi A03U. Llen NOoKa3HWK € MOPIBHAHHUM i3
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nepiogoM  HaniBBMBeAeHHss  ¢dyKOHas3ony 3 Mja3MuM  KpoBi  micng
BHYTPILUWHbOBEHHOIr0 O4HOPA30BOro BBeAEeHHS 3 Mr/Kr AitaM Bikom Big 11 AHiB
Ao 11 micauis. O6’em posnoginy B Ui BiKOBiIM rpyni ctaHOBMB 6/1M3bKO
950 mn/kr.

[ocBiag 3acTtocyBaHHA (AYKOHas3oNy ANg  JliKkyBaHHA HOBOHapO4XXeHWUX
0bMexyeTbC papMaKOKIHETUYHMMM AOCAIAXKEHHAMM 12 HEAOHOLWEHUX AiTen i3
TepMiHOM recTtauii npubnnsHo 28 TuxHiB. CepeHin BiK ANTUHWN NMPU BBEAEHHI
nepLwoi Ao3n cTtaHoBmB 24 rognHu (giana3soH 9-36 roauH), Ta cepeaHs Maca
Tina npu HapoaXeHHi ctaHosuna 0,9 kr (aianasoH 0,75-1,10 kr). Makcumym 5
BHYTPILWHbOBEHHUX iH'EKUIN (pNyKoHa3ony y A03i 6 Mr/Kr BBOAWIM KOXHi
72 roavHn. CepegHin nepiog HaniBBMBeAeHHS CTaHOBMB 74 roanHun (44-185)
y nepwuin aeHb, NOTiM 3MeHwWwMnBca Ao 53 roamH (30-131) Ha 7-1 AeHb Ta Ao
47 (27-68) Ha 13-u geHb. [lnowa nig kpueBok (MKr*roa/mn) craHosuna
271 (173-385) y nepwwuin peHb, 36inbwyBanacsa o 490 (292-734) Ha 7-
M feHb, NoTiM 3MeHwwunaca o 360 (167-566) Ha 13-i geHb. O6’eM po3noainy
(mn/kr) ctaHosme 1183 (1070-1470) y nepwuin aeHb, 36inbwyBascs 4o 1184
(510-2130) Ha 7-n pgeHb Ta Ao 1328 (1040-1680) Ha 13- AeHb BiANOBIAHO.

PapMaKOKIHETUKA Y NaLLIEHTIB JIiTHLOIr0 BiKY

Y pocnig)XeHHi, sike npoBoAWAM 3 y4dacTio 22 nauieHTiB (BikoM Big 65 pokiB)
dnykoHa3on 3acTtocoByBaBCs nepopanbHO Yy Ao3i 50 mr. 10 i3 yvacHukKiB
OAHOYACHO 3acTtocoByBann AiypeTtukn. Cmax CTaHoBUNa 1,54 mkr/mMn Ta
aocsaranacsa npoTsarom 1,3 roauMHM nicnsa 3actocyBaHHS diykoHasony. CepeaHs
AUC crtaHoBuna 76,4 + 20,3 mkr*roa/mn. CepeaHin nepiog HaniBBMBEAEHHS
46,2 roavHn. Li dapMaKoKiHETUYHI MNOKA3HMKM € BULWMUMWU MNOPIBHAHO 3
aHanoriyHMMm y 340poBux A06poBOMbLUIB MoNoaworo Biky. OaHoyacHe
3aCTOCYBaHHA AiypeTuKiB He Maso 3HayHoro BnamMBy Ha Cmax Ta AUC. Takox
KnipeHc KpeaTuHiHy (74 Mn/xB), BiACOTOK (h/IyYKOHA30/y, LLO eKCKpeTyBaBcs i3
ceyelo y He3MmiHeHoMYy Burnsagi (0-24 roavHun, 22 %) Ta HUPKOBUIN KhipeHC
dnykoHazony (0,124 mn/xB/Kr) y nNauieHTIiB A[aHOi BiKOBOI rpynu 6ynun
HUXUYMMU, HIDK @HANOrYHI MOKA3HMKN Y MoNoAWwunx AobposonbLuiB. TOMY 3MiHM
dapMakokiHeTMKM Yy MNauieHTIB NiTHbOrO BiKYy, O4YEeBWAHO, 3anexaTb Bij
napameTpiB MYHKUIN HNPOK.

KniHiYyHi XapakTepucTtuku.
lloka3aHHA.

JlikyBaHHA TaKMUX 3aXBOPKOBaHb Y AOPOCAUX AK:

KPUNTOKOKOBUIN MEHIHTIT;
KOKUWMAioinos;
iIHBA3UBHI KaHAMAO3WU;

KaHAMAO03M CNM30BUX O0OOSIOHOK, BKJOYAKUM  KaHAMAO03 pPOTOrNOTKM Ta
KaHAMAO03 CTpaBoxoay, KaHAMAYpPid, XPOHIYHWM KaHAMAO03 LUKipW i CIM30BUX
060N0HOK;
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XPOHIYHMW aTpodivyHMM KaHaAnMAo3 (KaHAMAO03, CMPUYMHEHUA BUKOPUCTAHHAM
3y6HMX NpoTe3iB) Npu HeedeKTUBHOCTI MiCLEeBUX CTOMATONOMNYHNX FirEHIYHMNX
3acobis;

BariHasibHM KaHaAnMAo3 (roctpuin abo peunavBytoumnin), Konu Mmicuesa Tepanis
He € JOPEYHOIO;

KaHAMA03HMI 6anaHiT, Konm MicueBa Tepanist He € AOPEYHOL0;

AEPMATOMIKO3M, BKJ/IKOYAKOUM MIKO3 CTOM, MiKO3 r1aAeHbKOi WKipK, naxoBun
AEpPMaToMiKOo3, pi3HOBapBHMI NuWaN Ta KaHAMAO3HI iHdeKuii wWwKipn, Konu
NMnoKasaHO 3aCTOCOBYBATW CUCTEMHY Tepanito;

AepMaTodiTHUN OHIXOMIKO3, KOJIM 3aCTOCYBAHHS iHWMX NiKkapCbKnX 3acobis He
€ LOPEYHUM.

MpodinakTnka TakmMx 3aXBOPOBaHb Y AOPOCAUX, AK:

peUnaMB KPUMNTOKOKOBOrO MEHIHriTY Y Maui€EHTIB 3 BUCOKMM PU3UKOM KHOro
PO3BUTKY;

peunanB KaHamMao3y poTornoTkm abo ctpasoxoay y nauieHTis 3 BIJ1 3 BUCOKUM
PU3NKOM MOro pO3BUTKY;

3HMXEHHS 4acToTU peumnmausiB BariHanbHOro kKaHamaosy (4 abo 6inblwe
BMNAaAKiB Ha piK);

npodinakTnka KaHAMAO03HUX iHEKLiM Y NALIEHTIB i3 TpMBano HEUTPOMEHIED
(Hanpuknag, NnauieHTiB 3i 3N109KICHUMN 3aXBOPIOBAHHSAMWU KPOBI, IKi OTPUMYIOTb
xiMioTepanito abo nauieHTiB Npu TpaHcnaaHTauii reMonoeTuYyHmnx ctosbypoBmx
KJTiTUH).

iTN.

®n1yKOHAa30/1 MOXHa 3aCTOCOBYBATU AiTAM AN NiKyBaHHA KaHAMAO03iB C/IM30BUX
060M10HOK (KaHAWMAO3 POTOrNOTKM, KaHAWMAO03 CTpaBoxoAy), iHBa3MBHUX
KaHAMA03iB, KPUNTOKOKOBOIrO MEHIHFITY Ta AN NpodinakTUkM KaHAMAO03HUX
iHpeKkUin Yy nauieHTiB 3i 3HWMXEHMM iMyHiTeTOM. [lpenapaT MOXHa
3aCTOCOBYBATU AK MiATPUMYBaNbHY Tepanito ANa nornepenXeHHs peunamsy
KPUNTOKOKOBOIO MEHIHFITY Y AiTel i3 BUCOKMM PU3NKOM MOro po3BUTKY.

Tepanito npenapaTtoM MOXHa Ppo3MovYMHaTM [0 OTPUMaAHHSA pe3ynbTaTiB
KyNbTypasbHUX Ta IHWKUX nabopaTopHUX A[OCAIAXEHb; MiCNS OTPUMAHHS
pe3ynbTaTiB aHTubakTepianbHy Tepanito cnig CcKopuryeBaTu BiAnoOBiAHUM
YMHOM.

llpoTnrnnokasaHHs.

FNnepuyTnueicTb A0 PYKOHa301y, A0 iHWKUX a30/1bHUX pevyoBuH abo Ao 6yab-
AKOI 3 AONOMDKHUX peYoBUH npenapaTy;

OAHOYaCHe 3acToCyBaHHS (NyKOHa3ony 3 TepdeHaaMHOM NpOTUMNOKa3aHe
nauieHTam, ki npunmatoTb paykoHason baratopa3oso y ao3ax 400 mMr Ha ooby
abo Buwe (Ha niactaBi pe3ynbTaTiB  A0CAIAXKEeHb  B3aEMoAii  npwu
6aratopa3oBOMY 3aCTOCYBaHHI);
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oAHOYacHe 3acTocyBaHHS MYKOHA30/y 3 iHWWMK NiKapCbKUMK 3acobamm, Lo
CNPUYMHAITb NOAO0BXEHHS iHTepBany QT Ta MeTabonizyTbCs 3a A0NOMOrow
depmeHTy CYP3A4 (Hanpuknag umsanpuay, actemizony, nimosunay, XiHiguny,
aMmiogapoHy Ta €puTpOMIUMHY), AUB. TakoX po3ainn «0cobnmeoCTi
3aCTOCyBaHHA» Ta «B3aeMogis 3 iHWKWMMKM NikapCcbkMMK 3acobaMu Ta iHLWI BUAK
B3aEMOLIN>».

B3aemogis 3 iHLWnMn likapCbKuMu 3acobammn 1a iHLII BUAW B3aEMOAIN.

MpoTnnokasaHe 04HOYACHE 3aCTOCYBAHHA 3 TAaKUMU fliKapCbKnMn 3acobamu

Lnzanpung. NoBiaoMnaaocs npo Taki asumwa 3 60Ky cepus 9K NapokKCcnsMasibHa
LWYHOYKOBA Taxikapaisa Tuny «nipyeT» y nauieHTiB, SKi oAHOYaCHO nNpumnManmu
dnykoHazon Ta umsanpug. ig 4ac KOHTPOALOBAHOMO AOCAIAXEHHSA 6yno
BUABJIEHO, LLO OZHOYACHe 3aCToCyBaHHSA diykoHasony B Ao03i 200 Mr 1 pa3 Ha
Aoby Ta umsanpuay y no3i 20 Mr 4 pasn Ha [06y CNpUUYMHSANIO 3Ha4dHe
NiABULLEHHS PiBHA uM3anpuiy Yy naasMi KpoBi Ta nNoAoBXeHHSA iHTepBany QT.
JlikyBaHHS 3 OAHOYACHMM 3acCToCyBaHHSAM GyKOHa3ony Ta umsanpuay
npoTunokasaHe (AnB. po3ain «lMpoTunoKasaHHSa»).

TepgpeHaamH. Y 3B'A3KY 3 CEpPMO3HUMKM CepLeEBUMU  apuUTMigMM Ha Thi
NOAOBXEeHHS iHTepBany QTcC y NauieHTiB, 9K NpumnManm a3onbHi NpoTUrpuUOKOBI
npenapaTtn pa3oM i3 TepdeHaauHoM, bynu nposeaeHi AOCNigKEeHHSA B3aEMoaii
UMx nikapcbkmnx 3acobiB. Y A0CNiAXEHHI 3 MNPUAOMOM LIOAEHHOI A03MU
dnykoHazony 200 mr He 6yno NpoAEMOHCTPOBAHO MOAOBXEHHS iHTepBany
QTc. IHWwe pocnigXXeHHs 3 NPMMOMOM WoAeHHUX A03 dnykoHasony 400 Mr Ta
800 mr BusaABMIO, WO (hNyKOHA30/, Npn 3acTtocyBaHHi y Ao3i 400 mr Ha aoby
abo Buule, 3HaA4YHO 36inblIye piBeHb TepdeHaauMHy Yy nna3Mmi KpoBi B pasi
oAaHo4yacHoro npunomy. KoMmbiHOBaHe 3acTocyBaHHS (payKOHA30/y B [o03ax
400 mr abo Buwe i3 TepdeHaaAMHOM nNpoTuMnokasaHe (AUB. PpoO34in
«[MpoTnnokasaHHa»). Y pa3i 0AHOYACHOro 3acToCyBaHHA QJiyKoHasony vy
Ao3ax Huxde 400 mr Ha poby i3 TepdeHagnHOM Cnig NpoBOAUTU peETENbHUN
MOHITOPUHI CTaHy MauieHTa.

Actemizos1. OgHo4YacHe 3acToCyBaHHSA (NIYKOHA30/y 3 acTeMI30/I0M MOXe
3MEeHWNTN KipeHC actemizony. CrnpyynHeHa UMM NiABULWEHA KOHLUEHTpauis
acTeMizony y nnasMi KpoBi MOXe NpuU3BEeCTM A0 NOoAOBXeEHHSA iHTepBany QT Ta
B PIAKICHMX BMNagkax A0 MapoOKCM3MasibHOI LWAYHOUYKOBOI Taxikapaii tuny
«nipyet». OpgHo4YacHe 3acTocyBaHHA  GyKOHa3ony Ta  acTeMisony
npoTunokasaHe (AnB. po34in «lMpoTunoKasaHHSa»).

llimo3ng. OgHoyacHe 3acCcToCyBaHHS (AyKOHa3o0ny 3  MiMO3MAOM  MOXe
npusBectTn [0 iHribyBsaHHa MeTaboniamy niMo3magy, Xoda BignoBigHUX
AocnigXeHb in  vitro Ta in vivo He nposoaunu. T[ligBUUWeHa KOHUeHTpauis
niMosuay y njaasmi KpoBi MOXe NMpu3BeCcTn 40 NOAOBXeHHS iHTepBany QT Ta, B
piAKICHMX BMNagKax, A0 MapOKCU3MasibHOI LWIYHOYKOBOI Taxikapaili Ttuny
«nipyeTr». OpoHoyacHe  3acCToCyBaHHS  (dYKOHa3ony 3 MNiMO3MAOM
npoTunokasaHe (AMB. po3a4in «MpoTunoKasaHHSa»).

XiHignH. OgHO4YacHe 3acToCyBaHHSA  (pNYKOHa30ny Ta  XiHIAMHY  MoXe
npm3BoaMTM A0 iHribyBaHHa MeTaboniamy XiHiguMHy, Xo4da BiANOBIAHUX
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AocnigXeHb in vitro Ta in vivo He NpoBOAUNN. 3aCTOCYBaHHSA XiHIAMHY 6yno
noe’sizaHe 3 NOAOBXeHHAM iHTepBany QT Ta B PpiaKiCHMX BunNagkax -
MapoKCM3MasbHOK LWYHOUYKOBOK Taxikapgieo Ttuny «nipyer». OaHo4acHe
3aCToCcyBaHHA yKOHa3oNy 3 XiHIAMHOM npoTunokasaHe (AuMB. po34in
«[MpoTnnokasaHHa»).

EputpomiymnH. OgHoYacHe 3acToCcyBaHHSA pJ1IyKOHA30/1y 3 epUTPOMILLMHOM MOXeE
npmM3BoAMTM A0 NIABUWEHHS PU3NKY KapAiOTOKCMYHOCTI (NoAOBXeEHHS
iHTepBany QT Ta NapoKcM3MasibHOI WAYHOYKOBOI Taxikapaii Tuny «nipyer»),
Ta, SIK HacnigoK, A0 panToBOi KOpOHapHOi cMepTi. OgHo4YacHe 3acToCyBaHHS
dnykoHazony Ta €pUTPOMILNHY npoTunokasaHe (avs. po3A4in
«[MpoTUNoKasaHHsA>»).

AmiogapoH. OgHo4yacHe 3acToCyBaHHS (AYKOHAa30/y 3 amMiogapOHOM MOXe
NpU3BeCTU A0 NpUrHiyeHHs meTtaboniamy amiogapoHy. CrnocTepiraBcs 3B's130K
MiXK 3aCTOCYBaHHAM aMiofgapOHy Ta NOoAOBXeHHAM iHTepBany QT. OgHo4dacHe
3acToCcyBaHHA GJIyKOHa30/y Ta amiogapoHy npoTunokasaHe (AuMB. po3ain
«[MpoTUNoKasaHHSA»).

He pekoMeHAoBaHe oO4HOYACHE 3aCTOCYBAaHHA 3 TakKMMU  JliKApCbKUMU
3acobamu

ranogpaHTpmH. ®nykoHa3os Moxe 36inbllyBaTU KOHUEHTpaLito ranodaHTpuHy
y nnasmi KpoBi Yy 3B'A3Ky 3 iHribytouoto paieto Ha CYP3A4. OpgHovacHe
3acToCcyBaHHA ¢GykKoHasony Ta ranodaHTpuHy Moxe 36inblyBaTU pU3MK
KapAiOTOKCUYHOCTI (NnopoBXeHHS iHTepBany QT, napokcusManbHa
LWNYHOYKOBA Taxikapais Tuny <«nipyeT») Ta, AK Hacnigok, nNpu3BoaAuUTU A0
panToBOi KOPOHApPHOI CcMepTi. 3aCTOCyBaHHSA AAaHOI NikapcbKoi KOMbBiHauii cnia
yHuKaTn (ame. po3ain «OcobnmBOCTi 3aCTOCYBaHHS»).

OaHo4YacHe 3acTtocyBaHHS (GNYKOHa304y 3 TakKUMU JliKapCbKMMK 3acobamu
BMMara€ o6epexxHoCTi Ta KOpUryBaHHS 403U

BriauB iHLWunX fikapcbkux 3acobiB Ha ¢/1yKoOHa30/1

PugamniynH. OpHo4yacHe 3acTOCyBaHHSA QyKOHasony Ta pudamniunnHy
npm3soansio [0 3HumxkeHHa AUC Ha 25 % Ta [0 CKOpo4yeHHs nepioay
HaniBBUBeAeHHs nykoHasony Ha 20 %. ToMy ans nauieHTiB, sSKi NpunMMaroTb
pudaMniunH, cnig po3rnsaHYTU MOX/IUBICTb MiABULLEHHS 403U (TyKOHA30nYy.

JocnigkeHHsa B3aeMogii BMSABWAKW, WO B pasi NepopasbHOro mnpumomy
dbnykoHazony pasoMm 3 iXew, i3 uMMeTUMAWMHOM, aHTaumaamm abo pasom i3
HaACTYMHMM TOTasIbHUM OMPOMIHIOBAHHAM Tifla y 3B'A3Ky 3 TpaHCNAaHTaUIE
KiCTKOBOIro MO3KY KJiHIYHO 3Ha4YyLworo snamey Ha abcopbuito paykoHasony He
crocTtepiranocs.

liapoxnopotia3zng. Y pocnigkeHHi dapMakoKiHETUMYHOI B3aEMOAii ogHO4YacHe
baraTokpaTHe 3acTOCyBaHHS rigpoxsopoTiasvay y 340poBux 06poBONbLIB,
AKi oTpuMmyBanun ¢GyKoHa3o, NiABULLYBANO KOHUEeHTpauito dhnykoHasony y
nnasMmi kposi Ha 40 %. Taki NnapaMeTpu B3aeEMOAii He BUMaratTb 3MiH Y peXuMi
A03yBaHHA (IYKOHa301y ANd nauieHTiB, SKi 04HOYACHO OTPUMYIOTb CEYOTriHHI
3acobwu.
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BriainB ¢s1iyKoHa30/1y Ha iHLUi 1ikapCbKi 3acobu

®NnyKoHa30/1 € NOTYXHUM iHTi6iToOpoM i3odepmeHTy 2C9 umtoxpomy P450 (CYP)
Ta noMipHMM iHri6itopom CYP3A4. ®nykoHa3on TakKoX € iHribiTopoM
isoepMmeHTy CYP2C19. OkpiM umx BuAiIB B3aeEMoii, AKi cnocTtepirannca abo
6ynn 3aA40KYMEHTOBaHi, HasiBHWA PU3UK MiABULWEHHS KOHLUEHTpauii iHWnX
cnonyk, siki metabonisytotbcss CYP2C9, CYP2C19 ta CYP3A4, npu ogHOYACHOMY
3aCTOCYBaHHi 3 (MAYKOHa30/10M. TakKMM 4YMHOM, Yy pa3i 3acCTOCyBaHHA LMX
KoMbiHauin HeobxigHO AOTpuUMYyBaTUCS 06EepeXXHOCTI Ta NPOBOAUTU peTesibHUI
MOHITOPUHI CTaHy nauieHTa. IHribytoda Aaia Ha depMeHTHn, AKy 3aBaaec
dnykoHazon, 36epiraetbcs NpoTAroMm 4-5 AHIB Nicns NpUNMHEHHS NiKyBaHHA i3
3aCTOCYBaHHAM (h/1YKOHA30MY Y 3B'A3KY 3 TpMBaIMM NepiogoM HaniBBUBEAEHHS
dbnykoHazony.

AnbeHTaHin. Y pasi ogHO4YacHOro 3actocyBaHHs dnykoHasony (400 mr) 3
anbdeHTaHinoM (20 MKr/kr) BHYTPIWWHBOBEHHO 340poBMM A06pOBOMbUSAM
nokasHnk AUCio anbdeHTaHiny 3pocTtaB BABiYi, WO, MOX/MBO, 3YMOBIEHO
iHribyBaHHAM CYP3A4. MOX/MBO, BUHUKHE HeOobXiaHICTb KOpuryBaHHSA [03M
anbdeHTaHiny.

AMITPpUNTUIIIH, HOPTPUNTU/IIH. ONTYKOHA30/1 MOCUJIOE Ail0 aMiTPUNTUNIHY Ta
HOPTPUNTUNIHY. PekoMeHAOBaHO MNPOBECTU BUMIPHOBAHHA 5-HOPTPUNTUNIHY
Ta/abo S-aMiTpunTuniHy Ha no4aTKky KoOMb6iHOBaAHOI Tepanii Ta Yepe3 TUXAEHb.
Y pasi HeobXiaHOCTI cnig cKopuryBaTu 403y aMiTPUNTUAIHY/HOPTPUNTUIIIHY.

AmeporepuuymnH B. OgHo4YacHe 3acToCcyBaHHSA (pnyKoHasosy 3 aMpoTepmuUnHOM
B iHdikoBaHMM MuWwaM i3 HOpPMasbHMM Ta MPUrHiYeHUM IMYHITEeTOM
NPOAEMOHCTPYBANO TaKi pe3ynbTaTh: HE3HauYHa aAUTUBHA NpoTurpnbkoBa Ais
Ha cucTeMHy iHdekuito, cnpuunHeHy C. albicans, BIACYTHICTb B3aemogii npu
iHTpaKpaHianbHin iHDeKuiT, cnpuuunHeHin Cryptococcus neoformans Ta
aHTaroHiaM ABOX JiKapcbkux 3acobiB y pasi cucteMHOl iHdekuUii,
CNpUYMHeEHOi A. fumigatus. KniHiyHe 3HayeHHs pe3ynbTaTiB, OTPMMaHMUX nNig
yac Uboro AocCniaXeHHs, HeBsigoMe.

AHTUKOAarysaHT1. lig 4ac NOCTMApKEeTUHroBOro nepiody, TakKk caMo, 9K Yy
BiAHOWEHHI iHWWX a30/bHUX NpOTUrpubKoBmMx 3acobis, NoBiAOMAANOCA MPO
enisognm KpoBoTed (remMaTtoMum, HOCOBi KpOBOTeYi, LUJIYHKOBO-KULLKOBI
KpOBOTeui, reMaTypis Ta MeneHa), nos’a3aHi 3i 36inbweHHaIM NpoTpOMbiHOBOIO
yacy y nauieHTiB, aki npunManu dayKoHas3on o4HOYACHO 3 BapdapuHOM. Y pasi
NiKyBaHHS 3 OAHOYaCHMM npuroMoM  dykKoHasony Ta BapdapuHy
cnocTepiranocs ABOKpaTHE MOAOBXEHHA MpOTPOMBIHOBOro 4acy, MOXIMBO,
nos’sizaHe 3 iHribyBsaHHAM MeTaboniamy BapdapuHy Yyepe3 CYP2C9. MNauieHTawm,
AKi  NpUMMaloTb aHTUKOArynsHTM KyMapuHoBOro Tuny abo iHAaHAiIoH
OAHOYACHO 3 (PNIYKOHA30/10M, HEO6XiIAHO MPOBOAUTU peTesibHE BUMIPHOBaHHS
npoTpoMbiHOBOrO 4acy. MoxnmBo, 3HAZO6UTbCA  KOPUFyBaHHS  [03M
AHTUKOArynsaHTy.

beHzogiazeriiHn KOpOTKOI Ail, Haripukaag migaszosiam,
Tpuaszosiam. NpusHavyeHHsa GAYyKOHa30y MNicNs nepopasibHOro0 3acToCyBaHHS
MigasosiaMy npu3BoAmMa0 A0 3HAYHOrO MiABULLEHHS KOHUEHTpauii Migasonamy
Ta A0 TMOCWUIEHHS TMCUXOMOTOPHUX edekTiB. OaHo4YacHe 3acTOCyBaHHS
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dnykoHazony y pnosi 200 mMr Ta Migasonamy y posi 7,5 Mr nepopanbHO
npussoanno Ao niasmweHHa AUC Ta nepiogy HaniBBuBeaeHHs y 3,7 Ta
2,2 pa3a BignoBigHO. 3acTocyBaHHA dnykoHasony y pgo3i 200 mr/poby Ta
0,25 Mr Tpuasonamy nepopanbHO Npussoanno Ao niaemweHHa AUC Ta nepiogy
HaniBBMBeAeHHS Tpnasonamy y 4,4 ta 2,3 pasa BignosigHo. Npn ogHoO4YaCHOMY
3aCTOCyBaHHi ps1lyKOHA30/y Ta TpuasonaMy CrocTepiranocs NOTEHUIlOBAHHS Ta
NponoHrauis edekTiB Tpnasonamy.

SAKWO nauieHTy, $SKUMW NpoxXoauTb KypcC JikyBaHHSA d1yKOHa30/0M, cnij
OAHOYACHO nNpU3HA4YUTK Tepanito 6eH3oaiaszeniHamMu, A[03y OCTAHHIX cCnig
3MEHLNTN Ta BCTAHOBUTWU HaNIeXHUW Harna4 3a CTaHOM MauieHTa.

KapbamaseniH. ®nykoHa3on npurHivye wetaboniam kapbamaseniHy Ta
CNPUYMHAE NiaBULWEHHSA piBHA KapbamaseniHy B cupoBaTtui kposi Ha 30 %.
ICHY€E pU3MK pO3BUTKY NPOSIBIB TOKCMYHOCTI 3 60Ky kapbamaseniHy. Moxe 6yTu
HeobXigHMM KopuryBaHHs [03M KapbamaseniHy 3anexHo Bi4 PpiBHSA MOro
KOHUeHTpauil Ta ail npenaparTy.

bnokatopn KasnbuieBux kKaHasiB. [esaKi aHTaroHicTm kKanbuito (HideaunniH,
icpagmnid, amnogumniH, Bepanamin  Ta denoauniH) MeTaboniszyrTbcH
depmeHTOM CYP3A4. ®nyKOHa30/a MNOTEHUIMHO MOXe MigBuLYyBaTU CUCTEMHY
ekcrno3uuito 6nokaTopiB KanbLiEBMX KaHaniB. PekoMeHAOBaHWN peTenbHUMn
MOHITOPUHI LWOAO PO3BUTKY NO6IYHUX peaKLUii.

Lienekokcmnb. MNpn ogHOYACHOMY 3acTocyBaHHi dnykoHasony (200 mMr Ha noby)
Ta uenekokcmby (200 Mr) Cmax Ta AUC uenekokcnby nigsmwyBannca Ha 68 %
Ta 134 % signosigHo. [lMpn oAHO4YACHOMY 3aCTOCYBaHHI LesieKkokcmby Ta
dnykoHazony Mmoxe 6yTn HeobXigHMM 3MeHLWEeHHSA 403U Lenekokcnby BABiui.

Lnknogocgpamig. OaHoyacHe 3aCTOCYBaHHA umknodochamiagy Ta
dbNyKoHazony npu3BoAUTb A0 MiABULWEHHS piBHA 6inipybiHy Ta KpeaTuHiHY B
cupoBaTui KposBi. Lli npenapaTtn MOXHa 3aCTOCOBYBATU O4HOYACHO, 3Ba)karouu
Ha pU3MK NigBULLEHHS KOHUeHTpauii 6inipybiHy Ta KpeaTWHiHY B cupoBaTui
KpOBi.

®eHTaHin. NMosigoMnanocs nNpo OAWMH NeTanbHUM BUMAAOK IHTOKCMKaUIi
deHTaHINoOM BHACNiAOK MOX/IMBOI B3aeEMoAii peHTaHiny Tta dpaykoHasony. [o
TOro X, Y pAocnigXeHHi 3 ydactio 12 3popoBux pgobposonbuie 6yno
NpPOAEMOHCTPOBAHO, WO QNYKOHA30/1 3HAYHO YMOBINbLHIOBAB efliMiHauito
deHTaHiny. TigBULEHHA KOHUeHTpauii deHTaHiny MoXxe npu3Bectu O
NMPUrHIYEHHA AWXaHHA, TOMY CNig peTeNbHO KOHTPOJIOBATM CTaH MauieHTa.
Moxe 6yTn HeobXigHO KopeKLis 003K heHTaHiny.

IHri6itopn [MI-KoA-peagykta3u. CyMicHe 3acTtocyBaHHA dyKoHa3ony Ta
iHri6iTopie TMIN-KoA-peaykTasu, wo Metabonisytotbca CYP3A4 (aTopBacTtaTuH
Ta cMMBacTaTuH), abo iHribitopis NMIM-KoA-peaykrasu, wo MeTabonisytTbecs
CYP2C9 (dpnyBactaTuH), NiABULLYE PU3NK PO3BUTKY MionaTil Ta pabaomionisy.
Y pa3i HeobxiAHOCTIi OAHOYACHOro 3aCTOCyBaHHSA UMX nMpenapaTiB cnig
peTesibHO CrocTepiraTy 3a Naui€eHTOM WOAO0 BUHNKHEHHS CMMNTOMIB MionarTii Ta
pabaomionizy i NpoOBOAWMTM MOHITOPUHI PIiBHA KpeaTuUHKiIHa3sn. Y Bunagky
3HAYHOro NiABULLEHHS PiBHS KpeaTUHKIHA3KM, a TaKOX Npu AiarHOCTyBaHHI abo
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nigo3pi Ha MionaTito/pabgomionia 3actocyBaHHsA iHribiTtopis MIM-KoA-
peayKTasun cfig npunuHUTKn.

IMyHocynipecopn (Hanpukaag UUKIIOCIIOPpUH, €BEepPOJIiMyC, CUPOJIIMyC i
TakpoJsiiMmyc)

UnknocriopyH. ®NyKoHa3osl 3HA4YHO nNiABUWYE KOHUeHTpauito Ta AUC
UMKnocrnopuHy. [lpn oOAHOYACHOMY 3acCTOCyBaHHiI (pNyKoHasony Yy A03i
200 mr/poby Ta umknocnopuHy y pAao3i 2,7 Mr/kr/poby cnocrepiranocs
36inbweHHa AUC uuknocnopuHy y 1,8 pasa. Ui npenapatm MoOXHa
3aCTOCOBYBATU OAHOYACHO 3a YMOBM 3MEHLIEHHS 403U UMKOCNOPUHY 3as51eXHOo
Bi, NOro KOHUEeHTpau,ii.

EBeposiimyc. Xo4a aocnigxeHb in vitro Ta in vivo He npoBoannun, dayKoHa3on
MOXe nNigBULYBaTWU KOHLUEHTpauilo eBeposliiMycy B CUpOBaTUi KpPOBi 4epes
npurHidyeHHa CYP3A4.

Cuposnimyc. ®nyKoHa3o NigBULWYE KOHLUEHTpALUi0 CUPONIMYCY Y naa3Mi Kposi,
iIMOBIpHO, WIAXOM MpUrHiyeHHsa meTtaboniamy cuponimycy ¢pepmeHtom CYP3A4
Ta P-rnikonpoteiHoMm. Lli npenapatu MOXHa 3acToCOBYBAaTW OAHOYACHO 3a
YMOBW KOPUryBaHHA A03W CUPOJIMYCY 3aneXHO BiA piBHA KOHUeHTpauil Ta
edekTiB npenapary.

Takposnimyc. DnyKoHa3on MoOXe nigBuLLYBaTW KOHUEHTpauil TakponiMycy B
cupoBaTui Kposi A0 5 pasiB npu Moro nepopasnbHOMY 3aCTOCYBaHHi 4epes
NPUrHiYeHHss MeTabonismy Takponimycy depmeHToM CYP3A4 y KULWIEYHUKY.
Mpn BHYTPIWHbOBEHHOMY 3aCTOCYBaHHI TaKponiMycy He cnocrepiranocs
3Ha4YHUX 3MiH papMaKkoKiHeTUKW. MiagBULLEHI PIBHI TaKpONiMyCy acouilooTbCs 3
He(dpPOTOKCUYHICTIO. [lo3y TakponiMycCy ANns nepopasibHOro 3acTocyBaHHSA Cnifg
3MEHLYBATW 3a/IEXXHO Bi4 KOHUEHTpauii Takponimycy.

JlozaptaH. ®nyKoHa30 NMpUrHivye metabosniam nosaptaHy A0 MOFO0 aKTUBHOIO
metabonity (E-31 74), wo 3yMOBAKE Oinblly YacTUHY aHTaAroHi3amMy Ao
peuenTopiB  aHrioteHsmHy II  nig 4yac 3acToCyBaHHA  Nno3apTaHy.
PekoMeHAOBaHO 34iMCHIOBATU MOCTIMHUW MOHITOPUHI apTepiasibHOro0 TUCKY Y
nauieHTiB.

MetagoH. ®nykoHa3o/ MOXe nNigBULYBaTM KOHUEHTpauilo MeTagoHy vy
cupoBaTui KpoBi. lNpn oAHOYACHOMY 3aCTOCYBaHHI MeTafoHy Ta yKoHa3ony
MoXe 6yTn HeobXigHMM KOpUryBaHHSA 403U MeTafoHY.

HecrepoigHi  npotu3anasnbHi  npenapatn  (HI3M1). NMpn  ogHO4YaCHOMY
3aCTOCYBaHHI i3 PpayKoHa30/10M Cmax Ta AUC dnypbinpodeHy nigsuuysanucs
Ha 23 % Ta 81 % BiANOBIAHO MOPIBHAHO 3 MOKA3HWMKAMW MpPW 3aCTOCYBaHHI
Tinbkn  dnypbinpodeHy. AHanNoOriiHO nNpu  OAHOYACHOMY  3aCTOCYBaHHI
dnykoHazony 3 paueMiyHum ibynpodeHom (400 Mr) CmaxTa AUC
dapMaKkonoriyHo akTuBHOro izomepy S-(+)-ibynpodeHy niaBuLlyBanmcs Ha
15% Ta 82 % BiANOBIAHO, MOPIBHSAHO 3 TaKWMKU TMOKA3HUKaAMU MNpwU
3aCTOCYBaHHI TiNbKK paueMiyHoro ibynpodeHy.

Xo4ya crneuianbHUX A[ocnigKeHb He nposBoAMAN, (AYKOHA30/ MNOTEHUINHO
30aTHUA  NigBULLYBaTWU  CUCTEMHY  eKcrno3uuito  iHwux  HM3M, wo
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meTabonizytotecas CYP2C9  (Hanpuknaj HanpoKCeHy, JIOPHOKCUMKaMY,
Menokcukamy, paumknodeHaky). PekoMeHAOBaHO MepioguyHO 3A4iNCHIOBATU
MOHITOPMHI NOBIYHUX peaKuin Ta TOKCMYHUX NposaBiB, noB’s3aHux i3 HM3IT.
Moxe 3HapobuTmnca kopuryesaHHa aosu HM3IT.

®eHiToiH. DNyKOHa30/1 NpUrHivyye metaboniam geHiToiHy B neviHui. OgHo4acHe
baratopasoBe 3actocyBaHHs 200 mr dnykoHaszony Ta 250 Mr deHiToiHy
BHYTPILWHbOBEHHO MNpu3BoAUTb A0 nigBnweHHss AUC24 eHiToiHy Ha 75 % Ta
Cmin Ha 128 %. lNpn ogHOYaACHOMY 3aCTOCYBaHHI LUMX NiKkapcbkux 3acobis cnig
NPOBOAMTU MOHITOPUHI KOHUEHTpauii ¢eHIiTOIHY y cupoBaTui KpoBi AN
YHUKHEHHSA PO3BUTKY TOKCUYHOT Aii PEHITOIHY.

llpeaHi3oH. TloBigoMnganoca Npo  BUMAAOK, KOMWM Yy  nNauieHTa nicng
TpaHcnaHTauil NeYiHKK Ha TNi 3aCTOCYBaHHA NpeaHi30HY pO3BUHYNAcA rocTpa
He[OCTaTHICTb KOPWM HAaAHUPKOBWUX 3as03, WO BMHUKIA NIiCNd MPUNUHEHHS
TPUMICAYHOrO Kypcy Tepanii ¢nykoHa3osioM. [MpUNUHEHHSA 3aCTOCYBaHHS
dnykoHazony, MMOBIPHO, CMPUYMHUAO NocuneHHs akTuBHocTi CYP3A4, wo
NpuU3BeNo A0 NPUCKOPEHHSA MeTabonisMy npenHi3oHy. Cnig peTtesibHO CTEXUTU
3@ NauieHTaMu, 4Ki NPOTAroM TpMBANOro 4acy 3acCTOCOBYHTb OAHOYACHO
dbNyKoHa301 Ta NpeaHi30oH, 3 METOK nonepeaXeHHs po3BUTKY HeLOCTATHOCTI
KOpW HAAHWPKOBKUX 3as103 NiCNs NPUNUHEHHS 3aCTOCYBaHHSA (N1yKOHA30y.

PugabytnH. ®nyKoHa3on NigBULLYE KOHUEHTpauito pndabytmHy B cmpoBaTui
KpoBi, wWo npu3BoanTb A0 36inbweHHs AUC pudabytnHy po 80 %. [Mpu
0AHOYACHOMY 3aCToCyBaHHi /1yKOHa30ny Ta pmdabyTuUHY NoBIiAOMAANOCSA NPO
BMMAAKM PpO3BUTKY yBeiTy. lNpun 3acTtocyBaHHi Takoi kKoMmbiHauii nikapCcbKux
3acobiB cnig 6paTn A0 yBarm CMMNTOMU TOKCUYHOI Aii pudabyTuHy.

CaksiHaBip. ®nykoHa3on niasuwye AUC Ta Cmax CakBiHaBipy npubsn3HO Ha
50 % Ta 55 % BignoBigHO, 4yepe3 npurHideHHs MeTaboniaMy caksiHasipy Yy
neviHui dpepmeHToM CYP3A4 Ta yepes iHribyBaHHA P-rnikonpoTeiHy. B3aemogaii
MiXX (DSTYKOHA30/10M Ta CaKBiHaBipOM/pPUTOHABIPOM He AOCAiIAXYBanucsa, ToMy
BOHW MOXYTb 6yTu 6inblWw BUpaxeHUMU. Moxe BUHUKHYTU HeOobXiaHICTb
KOpUTryBaHHSA 403U CaKBiHaBIpY.

lMoxigHi cyrsibgoHiziceqyoBuHM. NMpuU 0QHOYACHOMY 3acTOCyBaHHiI yKOHa3ony
MPOJIOHIYETbCA nepioa HaniBBMBeLEHHSA rnepopasnbHUX NOXiAHUX
cynbdoHincedoBnHn  (xnopnponamigy, rnibeHknamigy, rninismay Ta
TonbyTtamiagy) npu ix 3aCcToCyBaHHi 340poBMM A06poBONbUSAM. PekoMeHAYETbCA
NpOBOAUTU YACTUK KOHTPOJIb PiBHSA 1IOKO3M B KPOBi Ta BiANOBIAHUM YMHOM
3HMXYBaATU 403y  NOXIAHWX  CY/IbPOHINICEYOBMHM  MpU  OAHOYACHOMY
3aCTOCYyBaHHi 3 (/1YKOHA30/10M.

TeoginiH. ¥ nnayebo-KOHTPONbOBAHOMY AOCAIAXKEHHI 3 BUBYEHHSA B3aeEMofii
dnykoHazony Tta TeodiniHy 6yno BMABAEHO, WO 3aCTOCYBaHHSA (1yKOHa301y
no 200 Mr npoTsaroMm 14 aHiB NpU3BOANIO A0 3HUXEHHS CepefHbOoro KiipeHcy
TeodiniHy y nnasmi Kposi Ha 18 %. 3a nauieHTamMm, AKi 3aCTOCOBYIOTb TeOdiniH
Yy BUCOKMX Ao3ax abo sKi MakTb MiABUWEHWA PU3BUK PO3BUTKY TOKCUYHUX
NposiBiB TeOdiNiHy 3 iHWWX MPUYNH, CNiL BCTAHOBUTW HArns4 Woa0 BUSB/IEHHS
O3HaK PO3BUTKY TOKCUYHOI Aii TeodiniHy. Tepanito cnig 3MiHUTKM Npu NOSBI
03HAK TOKCUYHOCTI.
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Ankanoign 6apBiHKy. Xoya BignoBiAHWX AOCNIAXEHb He MNpoBOAMMN,
dnykoHason, iMoBipHO, 4epe3 iHribyBaHHAa CYP3A4, MoXe CRpUYUHATU
NiABULLEHHS KOHUEHTpauii ankanoigis 6apsBiHKy y nnasmi KpoBi (Hanpukniag
BIHKPUCTMHY Ta BiH6NACTMHY), WO NpM3BOAUTb A0 PO3BUTKY HEMPOTOKCUYHUX
edekTiB.

BitamiH A. ToBigoMnsanocs, Wo y nauieHTa, ssKMM O0AHOYaCHO 3acTOCOBYBaB
TPaHCPETUHOEBY KMUCNOTY (KMcnoTtHa ¢dopmMa BiTaMiHy A) Ta dnyKoHason,
cnocTepiranucs nobivHi peakuii 3 6oky LUHC y ¢popmi nceBa4oTYMOpPY rOSIOBHOMO
MO3KY; AaHWI edeKT 3HMK Mnicnsa BigMiHM dnykoHasony. Ui nikapcbki 3acobu
MO>XHa 3aCTOCOBYBATM O4HOYACHO, ane cnig naMm’ataTy Npo puUsmK BUHUKHEHHSA
nob6iyHmnx peakuin 3 6oky LHC.

BopukoHazon (iHribitop CYP2C9, CYP2C19 T1a CYP3A4). OgHouacHe
3aCTOCYBaHHS BOPWMKOHa3ony nepopanbHo (No 400 Mr KOXHi 12 roguH
npotarom 1 gHga, noTiM no 200 Mr KoXHi 12 roauH npoTtdrom 2,5 aHiB) Ta
dnykoHazony nepopanbHo (400 Mr y nepwuin aeHb, noTiM No 200 Mr KOXHi
24 roavHn npoTtaromM 4 aHiB) 8 340poBMM A06pOBO/bLUSAM 4OJ0BIYOI CTaTi
npusseno Ao niasmweHHs Cmax Ta AUC BOpUKOHA30/1y B cepeaHboMy A0 57 %
(90 % AOI: 20 %, 107 %) 1a 79 % (90 % AI: 40 %, 128 %) BignosigHo.
HeBigoMO, 4M Npu3BOAUTbL 3HWMXXEHHS [03M Ta/abo 4acToTU 3aCTOCYyBaHHA
BOpUKOHa3osy abo @nykoHasony [0 YCYHEeHHS Takoro edekty. [pu
3aCTOCYBaHHi  BOpMKOHasony nicna  dnaykoHasony  cnig  npoBOAUTM
CMOCTEPEXEHHS WOoAO0 pPO3BUTKY MobiYHMX edekTiB, acouinoBaHux i3
BOPMKOHA30J/10M.

3ugoByanH. ®nykoHason niasmnwye Cmax Ta AUC 3ngosyanHy Ha 84 % 1a 74 %
BiANOBIAHO, WO 3YMOBJIEHO 3HMXXEHHSM KNipeHCYy 3uaoByanHY NpUOG/IN3HO Ha
45 % npn MNOro nepopasbHOMY 3acCTOCyBaHHi. [lepiog HaniBBUBEAEHHS
3upaoByamHy 6yB TakKoX noaoBXeHun npubnusHo Ha 128 % nicng
3aCToCyBaHHA KOMbGiHauUil pnyKoHa3ony Ta 3uAOBYAMHY. 3a MauieHTaMu, sKi
3aCTOCOBYIOTb TaKy KoMb6iHauito nikapcbkux 3acobis, cnig cnocrepiratu woao
pO3BUTKY MNO6IYHMX peakuin, noB’dA3aHUX i3 3aCTOCYBaHHSAM 3UAO0BYAUHY.
MoO>XHa pO3rnsgHYTU AOUINBHICTb 3HUXXEHHS 403U 3UA0BYAVHY.

A3nTpoMmiymH. Y  XOo4i  BIiAKPUTOro  paHAOMI30BAHOr0O  TPUCTOPOHHLOrO
nepexpecHoro AOCNIOXEHHSA, B SKOMYy B3s/M  y4dacTtb 18 380poBUX
nobpoBonbUIB, OUiHIOBaAW BMJMB a3uUTPOMIUMHY Ta (AYKOHa30/ly Ha
dapMaKoKiHETUKY OAMH O4HOrO Npwu iX 0O4AHOYaCHOMY NepopasibHOMY pa3oBOMY
3acTtocyBaHHi y gosax 1200 mr ta 800 mr BiganoBigHO. >KOAHMX 3HAYyLKUX
dhapMaKoKiHETUYHUX B3AEMOAIN BUSABMEHO He byno.

llepopasibHi KOHTpauenTuBy. 3 AaHUX ABOX (papMaKOKiHETUYHUX AOCAIAXEHb
6araTopa3oBOro 3actocyBaHHS Gh1yKoHa30/y Ta KOMBIHOBaAHOIro NepopanbHOro
KOHTpauenTMBy BIiAOMO, WO Npu 3acTtocyBaHHi ¢dnaykoHasony y Ao3i 50 mr
BMJMBY Ha piBeHb FOPMOHIB He 6yno BUSABMIEHO, TOAI AK MPW 3aCTOCYyBaHHI
dnykoHazony y po3i 200 Mr Ha poby cnocrtepiranoca 36inbweHHs AUC
eTuHinectpaaiony Ha 40 % Ta nesoHoprecTpeny — Ha 24 %. Lle cBigunTb npo
Te, wo baraTopa3ose 3acTocyBaHHA (MIYKOHA30y Y 3a3Ha4YeHnxX A03ax HaBpsa
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4yn MOXE BMAMBATM Ha eqdeKTUBHICTb KOMGIHOBAaHOro nepopasibHoro
KOHTpauenTuBa.

IBakagptop. CynyTHE 3acToCyBaHHsa 3  iBakadTOpoM, MOCUIOBAYEM
MYKOBICUMAO3HOrO TpaHCMeMbpaHHOro perynsatopa MpoBiAHOCTI, NiABULLYE
ekcno3uuito iBakadTopy B 3 pasu, a rigpokcumeTtunisakadptopy (M1) - vy
1,9 paza. [na naui€eHTiB, AKi O0AHOYACHO 3aCTOCOBYIOTb MOMIipHi iHribGiTopun
CYP3A, Taki 9K pN1yKOHA30/ i epUTPOMILNH, PEKOMEHAYETLCSA 3HUXEHHS 403U
iBakadTopy Ao 150 Mr 1 pa3 Ha aoby.

Ocob6/1MBOCTIi 3aCTOCYBaHHSI.

Jdepmatogitisi. BianoBigHO A0 pe3ynbTaTiB AO0CAigXeHHSA dnyKoHasony Ans
NiKyBaHHS gepMmaTodiTii y giten, dpyiyKoHa3on He nepesBuwlye rpmseodynbBiH
3a e@EeKTMBHICTIO i 3arasibHUMW MoKa3HUK edeKTUBHOCTI CTAaHOBUTb MeHLe
20 %. Tomy pnyKoHa30/1 He cnig 3acToCOBYBaTW A5 NiKyBaHHA AepMaTodiTil.

Kpuntokoko3. [lokasiB  edeKTUBHOCTI  (pNyKoHasony AN JliKyBaHHS
KPUNTOKOKO3Y iHWMX sioKanizauin (Hanpuknag nereHeBoro KpuMnToKoKo3y Ta
KPUNTOKOKO3Y LWKipWU) HeAoCTaTHbO, TOMY peKOoMeHAauin woao A[030BOro
pexunMy Ansa nikyBaHHS TakmMx 3aXBOPHOBaHb HEMAE.

nnboki eHgemiuyHi  Miko3n. [okasie edeKTUBHOCTI ¢dnayKoHasony Ans
NiKyBaHHS iHWMX POPM eHAEMIYHUX MIKO3iB, TaKNX K NapakoKUUAioiA0MiKO3,
ricronnasmo3 Ta LWKipHO-NIMPATUYHNI COPOTPUX03, HeAOCTaTHbO, TOMY
peKkoMeHAauin LWoao A030BOr0 pexuMy Ans NikyBaHHS TakKuMX 3axBOpHOBaHb
HeMae.

HupkoBa cuctema. lMauieHTaM i3 nopyweHHsaSM yHKUIM HUPOK npenapaT cnig,
3acTocoByBaTu 3 ob6epexHicTio (amB. po3ain «Cnocib 3acTocyBaHHA Ta A03U»).

HegocrtaTtHicTe HagHWpkoBux 3as103. KeTOKOHa30/1, AK BiAOMO, CNpUYUHSE
HeAOCTaTHICTb HaAHMPKOBWMX 3as03, | LUe TaKoX MOXe CToCcyBaTUCH
dbykoHasony, xoda CRNOCTepiraeTbCs piako. HenocCcTaTHICTb HAAHWUPKOBUX
3an03, nos’sa3aHa 3 04HOYACHUM JNliKyBaHHSAM NpeaHi30HOM, onucaHa B po3aini
«B3aemMogis 3 iHWMMK nikapcbknMm 3acobaMn Ta iHWI BUAWN B3AEMOAIN>».

lenarobiniapHa cuctema. MNMauieHTaM i3 NOPYWEHHAM (QYHKUIN  MediHKK
npenapaT cnig 3acTocoByBaTU 3 06epexHicTio. 3acTocyBaHHS (GNyKOHa3o0ny
acouitoBanocsd 3 BUHUKHEHHAM pIAKICHUX BUNAAKIiB  PO3BUTKY  TAXKOI
renaToTOKCMYHOCTI, BKJ/IlOYAUM neTanbHi BUMAAKW, TOJIOBHUM UYWHOM Yy
MaUi€HTIB i3 TAXKWMMU OCHOBHMMMW 3aXBOpPHOBaHHAMMU. Y BUMagKax, KOU
PO3BUTOK rernaTOTOKCMYHOCTI acouitoBaBCs i3 3aCTOCYBaHHSAM (NyKOHa30.y,

He 6yno BiA3HaA4YeHO 1i SABHOI 3aneXHOCTi Big 3aranbHoi A060BOI A03u
npenapaTy, TpuBanocCTi Tepanii, crtati abo Biky nauieHTa. 3a3Buyan
renaToTOKCUYHICTb, CrnpuymHeHa dnykoHa3onoM, 060poTHa, a il nposiBu

3HUKaKTb Micng NPUNUHEHHA Tepanil.

3a nauieHTamMu, y SKUX MNpPU 3aCTOoCyBaHHi (1yKOHa30/y CnocTepiratTbCs
BiAXWNEHHS pe3ynbTaTiB (YyHKUiOHanbHUX npob nediHku, cnig BCTAHOBUTU
peTesibHUM Harnaa Ha npeaMeT MOX/AMBOIMO pPo3BUTKY 6Oinbll  TSAXKOMO
YPaXXeHHS MeyYiHKW.
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MauieHTiB cnig npoiHdopMyBaTM NpoO CMMMATOMMU, WO MOXYTb CBIAYUTU MPO
CepMo3HMA BMAMB Ha rMediHKy (BUpa)keHa acTeHis, aHopeKcCisd, NOoCTinHa
HyaoTa, 6nOBaHHSA Ta >KOBTSAHMUS). Y TakKOMy BWMNAAKy 3aCTOCyBaHHSA
dnyKoHazony cnig HeramHo NMpUNUHUTU Ta NPOKOHCYIbTYBATUCS 3 NliIKapeM.

CepueBo-cyanHHa cucrtema. Jeaki asonu, y ToOMy u4ucni M GaykKoHason,
acouitlolTbCa i3 MOAOBXeHHsM iHTepBany QT Ha enekTpokapaiorpami.
Mosigomnanoca nNpo AyXe piaKiCHi BUMNagku noaoBXeHHsa iHTepsany QT Ta
MnapoKCM3MasibHOI LWYHOYKOBOI TaxikapAaii TUny «nipyeT» npu 3acTOCyBaHHI
dnykoHasony. Taki noBiAOMSIEHHS CTOCYBasMCA MNAUIEHTIB i3 TAXKUMMU
3axXBOPIOBAHHAMM NpU NOEAHaAHHI 6aratbox @aKTopiB PU3KNKY, TakuUX HAK
CTPYKTYPHi 3axBOpIOBAHHA cepusi, MNOPYLIEHHS eNnekTposiTHOro obmiHy Ta
oAHOYacHe 3acCTOoCyBaHHS IHWWX niKapCbkKnx 3acobis, WO BMNIMBAKOTb Ha
iHTepBan QT.

dnykoHason cnig 3 06epexHiCTiO 3acTocoBYBATW NAUIEHTAM i3 pPU3UKOM
pPO3BUTKY apuTMin. OgHoYacHe 3aCTOCyBaHHSA pa3oM i3 JlikapCbKnMMn 3acobamu,
WO MPONOHIyTh iHTepBan QT Ta MeTabonisyoTbCs 3a AOMOMOro (GepMeHTy
CYP3A4 uutoxpomy P450, npoTnnokasaHe.

ranogaHtpuH. NanodaHTpuH € cybcrtpatom depmeHTy CYP3A4 i npONoOHrye
iHTepBan QTC nMpu 3aCTOCYBaHHI Yy pPeKOMEHAOBAaHMX TepaneBTUYHUX [03axX.
OpaHo4acHe 3aCTOCYBaHHA ranogaHTpuHy Ta dbnykoHazony He
peKOMEeHAYETbCS.

depmartonoriyHi  peakuyii. Tlig, ~4ac 3acTtocyBaHHS  (pNyKOHAa3o0sy  pigko
NOBIAOMIANIOCA NPO PO3BUTOK TaKUX eKCPOoiaTUBHUX LWKIPHUX peakuin sk
cuHgpoMm CTtiBeHCa-[)XXOHCOHA Ta TOKCUYHMK enigepMasibHU  HEeKponis.
MauieHTn 3i CHIJoM 6inblu CXWUAbHI A0 PO3BUTKY TSXKUX LWWKIPHUX peakuin npum
3acCToCyBaHHi 6araTbox Nikapcbkux 3acobiB. AKLLO y MauieHTa i3 NOBEPXHEBOO
rpMbKoBoO HEKUIE 3'aBNA0TbLCS BUCUMNAHHA, WO MOXHA MoB'sa3aTn i3
3aCTOCYBaHHAM (pJIYKOHA30/y, nojasnblue 3acTOCyBaHHA npenapaTty cnig
NPUAUMHUTU. AKLLO Yy NaLiEHTa 3 IHBA3MBHOK/CUCTEMHO rPMOBKOBOIO iHEKLIED
3'aBNSAOTLCA BUCUMNAHHSA Ha LWKipi, 3a WOro cTaHoOM MNOTPIGHO peTenibHO
cnocrtepiraty, a Yy BuWNaaKky po3BUTKY OynbO3HMX BucuNaHb abo
MYNbTU(POPMHOT epnUTEMU 3aCTOCYBaHHA (DSIYKOHA30/Y Cig MPUMUHAUTN.

Finepyytnusicte. Y piAKICHUX BuNagkax nNoOBIAOMNANIOCA MNP0 PO3BUTOK
aHadinakTUYHNX peakuin.

ntoxpom P450. ®nykoHa30n € NMOTYXHUM iHribitopom dpepmeHTy CYP2CO Ta
NOMipHUM iHri6iTopoM depMmeHTy CYP3A4. Takox (payKkoHason € iHribitopom
depmenTy CYP2C19. Cnig cnoctepiraTi 3a CTaHOM Maui€HTIB, SKi 04HOYACHO
3aCTOCOBYIOTb (P/IYKOHA30/ Ta rnpenapatu 3 BY3bKUM TepaneBTUYHUM BiKHOM,
Wo MeTabonisytoTbesa 3 ydacTtio CYP2C9, CYP2C19 1a CYP3AA4.

TepgpeHaanH. Cnin peTenbHO CNoCTepiraT 3a CTaHOM nMauieHTa npu
OAHOYACHOMY 3acTOoCyBaHHi TepdeHaauHy Ta ¢(AyKOHa30ay y A03i MeHwe
400 Mr Ha poby.

ZornoMixxHi pedyoBuHu. lNpenapaT MiCTUTb NakTo3y. [llauieHTamM 3 piAKICHUMU
CNagKOBMMM 3aXBOPIOBAHHAMU, TaKUMU SK HENepeHOCUMICTb ranakTto3u,
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HeAOCTaTHICTb NakTa3u Jlanna Ta cMHAPOM Manbabcopbuii rnoKo3n-ranakTosn,
He cnig 3acTocoByBaTu Len npenapar.

3acTtocyBaHHSA y nepioa BaritTHOCTI abo roayBaHHSA rpyaaro.
BaritHicTb

O6cepBalinHe AOCNIAXEHHA MoKasano MiABUWEHUA PUSUK CMOHTAHHOIMO
abopTy y XiHOK, IKi oTpuMyBanu dyKkoHason npotsrom I TpumecTpy.

[aHi KiIbKOX COTeHb BariTHUX XXIHOK, KOTpi npoxoannun JliKyBaHHSA
cTaHgapTHMMKM fosamum (Humxkde 200 mr/poby) dnykoHasony, SKun npunManu
oAHOpa30Bo abo 6araTopa3oBo NpoTAroMm I TpuMecTpy, He NpOAEMOHCTPYBaIn
Heba>kaHoTl Aii Ha nnia.

Mosigomnsanocsa npo MHOXUWHHI YPOLOXKEHI aHoMmanii  (BKAKO4Yaw4m
bpaxiyedanito, aucnnasito BYWHOI pPaKOBUHW, HaaMipHe 36inbleHHS
nepeaHboOro TiM’'suka, BUKPUBIEHHS CTerHa Ta njie4yonpoMeHeBmMin CUHOCTO3) Y
AiTen, matepi AKMX NpoxXoAnun NiKkyBaHHS Big KOKLMAIOIA03Y LWOHAWMEHLLE Tpu
abo 6inbwe MicauiB i3 3actocyBaHHAM BMCOKMX 03 (400-800 mr Ha poby)
dnykoHazony. 3B'930K MiX UMMU edeKTaMn Ta (H/IYKOHa30/I0OM MOBHICTIO He
3'dcoBaHUN.

JlocnigXeHHa Ha TBapuHax NpPoAEeMOHCTPYBann penpoayKTUBHY TOKCUYHICTb.

He cnip 3acTocoByBaTu 3BMYanHi 403U (PIYKOHA30/1y Ta KOPOTKOTPUBani Kypcu
NikyBaHHs @IyKOHA30/1I0M Yy nMepiog BariTHOCTI, 3@ BMHATKOM KpaWHbOI
HeobXigHOCTI.

He cnig 3actocoByBaTM BUCOKI A03M (dnykoHasony Ta/abo TpuBani Kypcu
NikyBaHHA @GYKOHa30/0M Yy nepiosd BariTHOCTI, 3@ BWHATKOM JiKyBaHHS
iH(EeKUin, WO NOTEHLIMHO 3arpoXyTb XUTTHO.

lroayBaHHS rpyaarn

®nyKOHa30/1 NPOHUKAE Yy rpyAHE MOJIOKO Ta AOCAra€ KOHUEHTpaUin, HUXYNX,
HiDK Y nia3Mmi KpoBi. [0ayBaHHSA rpyAnto MOXKHa NPoAOBXYyBaTH MNiCNA pa3oBoro
3aCTOCYBaHHSA 3BMYaWHOI A03M (pNykKoHasony, wo crtaHoButb 200 Mr abo
MeHwe. T[licna 3actocyBaHHa 6GaratopasoBux p[03 abo BMCOKOI [03M
(pykoHa3ony roayBaHHs rpyanlo He peKOMeHA0BaHe.

QepTnibHICTb

3 pocnigxeHb Ha TBapuHax BiAOMO, WO @QJyYKOHA30n1 He BMNAMBaB Ha
depTUNbHICTb Y CaMuiB Ta CaMULUb Navtoka.

30aTHICTb BN/MBATU Ha LWBUAKICTb peakuil nMpyn KepyBaHHi aBTOTPaHCNOPTOM
ab0 iHWKMMK MexaHi3MaMu.

JocnigxeHb 34aTHOCTI (pQYKOHA30/ly BMAMBaATU Ha LWBWAKICTb peakuii npwu
KepyBaHHi aBToTpaHcnoptoM abo poboTy 3 MexaHiaMaMu He npoBOAWUNMN.
MauieHTiB Cnig nonepeaxaTn Npo MOX/MBICTb 3anamMopo4veHHsa abo cyaoMm nia
yac npunoMy @GNYKOHa3o0Ny Ta pekoMeHAyBaTU M yTpuMMyBaTUCHA Bij
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KepyBaHHS aBTOTpaHcnopToM abo Big poboTn 3 MexaHiaMamm B pasi
BUHUKHEHHS 6yAb-SKOro 3 UMX CMMMTOMIB.

Crioci6 3acTtocyBaHHSs Ta 403M.

Kancynu cnig koTatu uininmun. NpuinoMm npenapaTty He 3anexXuTb Big npunomy
DKi.

Jo3yBaHHA

[103y BM3Ha4yaTu 3a5eXHO Bi4 BMAY Ta CTyNeHs TSXKOCTI rpubkoBoi iHdeKLUil.
JlikyBaHHSA iHdeKUin, ke noTpebye 6aratopasoBoro 3acTocyBaHHS npenapary,
cnig NpoAaoBXyBaTU, MOKW KAiHIYHI NapaMeTpu abo nabopaTopHi aHanisn He
nigTBepAsTb 3HMKHEHHS aKTUBHOCTI rpmbkoBoi iHdekuii. HepocTaTHs
TPUBANICTb NiKYyBaHHA MOXe NpuU3BEeCTUM A0 BIAHOB/IEHHA aKTUBHOIO
iHdekuinHoro npouecy. Ons 6inbWOCTi BMNAAKiB BariHaabHOro KaHAWAO3Y
AOCTaTHbO pPa30BOro 3aCTOCyBaHHSA npenapary.

Lopocni

KpunToKokos.

JlikyBaHHSA KPpUNTOKOKOBOI0 MEHIHTITY: HaBaHTaXyBasibHa Ao03a ctaHoBuTb 400
Mr y nepwuin pedb. ligtpumytova posa - 200-400 mr/poby. TpuBanictb
NiKyBaHHS 3a3BMYan CTaHOBUTL LLlOHaMMeHLWwe 6-8 TuxHiIB. lNMpu iHdekuiax, wo
3arpoXyTb XUTTHO, A4060BY 403y MOXHa 36inbwunTtn ao 800 Mr.

MigTpuMmytova Tepania Ana  nonepeaxeHHa peumanBy  KPUMNTOKOKOBOMO
MEHIHFITY Y Naui€HTIB 3 BUCOKUM PU3MKOM WMOro PO3BUTKY: peKOMeHAOBaHa
A03a npenapaTty ctaHoBuTb 200 Mr/noby npoTaroM HeobMeXXeHOoro yacy.

Kokuyunaioinos.

PekoMeHaoBaHa Ao3a crtaHoBuTb 200-400 mr/moby. TpuBanicTtb NikyBaHHS
cTaHoBUTb 11-24 mMicsaui abo [AoBle 3anexHo Bi4 CTaHy nauieHTa. Ans
NiKyBaHHS aedakmnx popM iHdekuii, a o0cobnmeo ANnsa NikyBaHHSA MEHIHrITY, MOXe
6yTu gouinbHMM 3actocyBaHHsA no3m 800 mr/poby.

IHBa3unBHI KaHANAO03U.

HaBaHTaxyBanbHa Ao3a ctaHoBUTb 800 Mr y nepwni aeHb. MNigTpumytova fo3a
- 400 Mr/poby. 3a3zBnyanm pekoMeHAoBaHa TPMBANICTb NiKyBaHHSA KaHAuMAeEMiIi
CTAHOBUTb 2 TUXXHI NiCNg Nepwmx HeraTUBHUX pe3ysbTaTiB Ky/IbTYpPU KPOBi Ta
3HUKHEHHS O3HaK i CUMNTOMIB KaHAuAeMil.

KaHanao3 cimn3oBux 060/10HOK.

KaHanaos poTOrfoTKM: HaBaHTaXyBasbHa Ao3a craHoBuTb 200-400 mr vy
nepwnin geHb, niaTpumytoda gosa — 100-200 mr/aoby. TpuBanicTb NikyBaHHS
CTaHOBUTb 7-21 aeHb (A0 AOCSATHEHHS peMicii), ane Moxe 6yTu 36inblieHa ans
MAUIEHTIB i3 TSXKUM iMyHOAEdIUNTOM.

KaHanaos crtpaBoxoAy: HaBaHTaXyBasibHa Ao3a craHoButb 200-400 mr vy
nepwun geHb, NigTpumytoya gosa — 100-200 mr/goby. TpmuBanicTb NikyBaHHS
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cTaHoBuTb 14-30 aHiB (40 AOCATHEHHS peMicii), ane Moxe 6yTun 36inblieHa ans
MaUIEHTIB i3 TAXKUM iMyHOAEdIUNTOM.

Kananaypis: pekoMeHaoBaHa pao3a crtaHoBuTb 200-400 mr/aoby npoTtsarom
7-21 pHiB. ANns naui€eHTIiB i3 TAXKWUM iMyHOAEedIUMTOM TPUBAICTb NiKyBaHHS
MOXHa 36inblWnNTN.

XpOHiYHMM  aTpodiyHMN KaHAWAO3: peKoMeHAOBaHa fA03a CTaHOBUTb
50 mr/poby npotarom 14 gHis.

XPOHIYHMI KaHAMAO03 WKipn Ta ciIn30oBMX O6OSIOHOK: pekoMeHAOoBaHa A03a
ctaHoBuTb 50-100 Mr/noby. TpuBanicTb NiKyBaHHA CTaHOBUTb A0 28 AHiB, ane
MoXe 6yTu 36inblueHa 3anexHo BiA4 TAXKOCTI Ta BuAay iHdekuii abo 3HMXKEHHS
IMYHITETY.

lNonepeaxxeHHs1 peunanBy KaHAWAO3Yy C/IN30BuX 060/I0HOK y rnauieHTiB 3 BlJI,
SIKi MarOTb BUCOKUIA PU3NK MOrO PO3BUTKY.

KaHonoos poTornoTtkv, KaHAMAO3 CTpaBOXOAY: peKOoMeHAOBaHa A03a
ctaHoBuTb 100-200 mr/poby abo 200 Mr 3 pa3u Ha TWXAEHb. TpuBanicTb
NiKyBaHHS € HEOBMeXXeHOo0 A/19 NaUiEHTIB i3 MPUrHiYeHUM iIMYHITETOM.

lpodinakTnka KaHANAO3HUX IHEKLIN y NayiEHTIB i3 TPUBAI0 HEUTPOIEHIE.

PekomeHaoBaHa fno3a ctaHoBuTb 200-400 Mmr. JlikyBaHHS cnig po3noymMHaTH 3a
KiflbKka AHIB 4O O4iKYBaHOro po3BUTKY HENTPOMEHIT Ta NpOAOBXYBaTW MPOTAroM
7 OHIB nicnsa NiaABULLEHHS KiNbKOCTi HenTpodinis noHaa 1000/MM3,

[eHiTanbHIi KaHaN403U.

FocTpui BariHanbHUM KaHAWMAO03, KaHAMAO03HUN 6anaHiT: pekoMeHAoBaHa A03a
ctaHoBuTb 150 Mr pasoso.

JlikyBaHHS Ta npodinakTmka peunanByroumx BariHanbHMX KaHanaosie (4 abo
6inbwe BMNaAKiB Ha piK): pekoMeHAoOBaHa Ao3a ctaHoBuTb 150 Mr 1 pa3 Ha
3 AHi. Bcboro cnig 3acrocysatn 3 ao3n (1-n geHb, 4-1 AeHb Ta 7-U OEHb).
Micna uboro cnig 3actocoByBaTu NiATpUMYOYY 403y 150 Mr 1 pa3 Ha TUXAEHb
npoTaArom 6 Mmicsuis.

ZepmaTtomikosu.

Miko3 cTon, MiKOo3 rnageHbKoi LWKipy, NaxoBui AepMaTOMiKO3, KaHAWAO3Hi
iHdeKuil WKipn: pekoMeHaoBaHa A03a CTaHOBUTb 150 Mr 1 pa3s Ha TUXAEHb,
abo 50 mr 1 pa3 Ha poby. TpuBanicTb fiKyBaHHS CTaHOBUTb 2-4 TUXHI.
JlikyBaHHA MiKO3y CTOM MOXe TpuBaTu A0 6 TUXHIB.

PisHobapBHUI Nuwan: pekomeHgoBaHa fo3a crtaHoBuTb 300-400 Mr 1 pa3 Ha
TUWXAEeHb NpoTArom 1-3 TuxHiB abo 50 Mr Ha 406y NPOTAroM 2-4 TUXKHIB.

JepMaTodiTHMIM OHIXOMiIKO3: peKkoMeHAO0BaHa A03a cTaHoBUTb 150 Mr 1 pa3 Ha
TUWXAeHb. JlikyBaHHA cnig NpoAoBXyBaTWU, MOKK iHDIKOBAHUW HIroTb He byae
3MiHEHUN 340poBUM. [ns BIiAPOCTaHHS 340POBMX HIlTIB Ha pykKax Ta Ha
BENIMKMX ManbusAX Hir 3a3Bu4yan HeobxigHO 3-6 MicauiB Ta 6-12 Micsadis
BianoBiaHO. OAHaK WBWMAKICTb POCTY HIrTiB Yy NAUIEHTIB MOXe 6yTu pi3HOIO Ta
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3anexaTtu Big Biky. Micnga ycniwHOro nikyBaHHA TpUBAINX XPOHIYHUX iH(eKLin
dopMa HIirta iHoAI 3a/NLWAETLCS 3MIHEHOIO.

iTH.

SK i Npy @aHaNorivyHMX iHdeKuisxX y 4opOoCAnUX, TPUBAniCTb NiKyBaHHSA 3a5eXnTb
BiA4 KNiHIYHOI Ta MikosioriyHol Bignosigi. NpenapaTt 3actocoByBatn 1 pa3 Ha
Aoby. Kancynu cnig KoBTatu UMK Ta NpUMMaTU He3anexHOo Bi4 BXWBAHHS
iXi. He cnig nepesnwyBatn makcmmaneHy ooy no3y 400 mr.

CtocoBHO AiTen i3 nopyweHHsSM @YHKUiIi HWMPOK AWMB. [L03YBaHHA B
po3aini «flopyweHHss @dyHKUIi HUpOoKk». apMakoKiHeTMKa QNYKOHA30/ly He
Aocnigxysanaca y AiTen i3 HUPKOBOK HEeAOCTaTHICTIO.

Hemosnsata, A4itv AOWKIZIbHOro BiKy Ta craplwi A4ity (Big 28 AHiB 40 11 poKiB)

MokasaHHSA Jlo3yBaHHA PekomeHgauis
KaHannos cnunsoBux | NoyatkoBa  Ago3a: 6 | MNouaTKoBY 403y MOXHa
060/10HOK Mr/Kr; 3aCToCoBYyBaTH y

nepwun feHb 3 MEeTOo
WBUALIOro AOCATHEHHSA
piBHOBA>HOI

MigTpymyBanbHa Ao03a:
3 Mr/Kkr Ha noby

KOHLUeHTpauil
IHBa3nMBHUIM KaHAMA03 Bin 6 oo 12 Mr/kr Ha |3anexHo Big CTyneHs
KpnnToOKOKOBUMA Aoby TAXKOCTI
punTe 3aXBOPHOBAHHA
MEHIHIIT
MiaTpumytoua Tepania 3| 6 Mr/kr Ha foby 3anexHo Big CTyrneHs
MeTo  NpodinakTukm TAXKOCTI
peunanBy 3aXBOPHOBAHHA
KPUNTOKOKOBOIO
MEHIHriTY Yy A4iTen 3
BUCOKMM PU3NKOM MO0
PO3BUTKY
MpodinakTmka Bin 3 po 12 Mr/kr Ha | 3anexHo Big,
KaHAWAO03iB Yy MauieHTiB | o6y BUPAXEHOCTI Ta
3i BHUXKEHUM IMYHITETOM TPUBAOCTi iIHAYKOBAHOI
HEeNTpONeHil.

MMignitkm (Big 12 4o 17 poKiB)

3anexHo BiA Macu Tina Ta nybepTaTHOro PO3BUTKY JliKapk Cig NpPUNHATU
pilLeHHS CTOCOBHO TOro, sika Ao3a (ans gopocnux abo aiten) 6yae HambinbLu
NPUUHATHOK ANs nauieHTa. KniHivyHi AaHi BKa3ylTb Ha Te, WO Yy AiTen piBeHb
KnipeHcy ayKoHa30Ny BULLKMI, HiX Yy Aopocnmx. 3acTtocyBaHHsa o3 100, 200
Ta 400 mMr gopocnuMm Ta Ao3 3,6 Ta 12 Mr/Kr A4iTaM Npn3BoAMTb A0 AOCATHEHHS
MOPIBHAHOI CUCTEMHOI eKcno3uuil.
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be3neyHicTb Ta eMeKTMBHICTb NpW reHiTanbHOMY KaHAMAO3i Yy AiTen He
BCTAHOBMEHi. Y pa3i HeobXiaHOCTi NiKyBaHHS reHiTanbHOr0 KaHAMAOo3Yy Y
nigniTkis (Big 12 go 17 pokiB) A03yBaHHA NOBWHHE OyTWU TakuMm, K ANS
AOPOCNnX.

Cnocib 3acTocyBaHHA

®nyKoHa3on  MOXHa  3acTocoByBaTW  nepopanbHo, abo 'y  dopwmi
BHYTPIiLLHbOBEHHUX iHDY3iN, CNoci6 BBeAEHHS 3aNeXUTb Bif KNiHIYHOrO CTaHy
nauieHTa. Npu nepexoai Bi4 BHYTPIWHbOBEHHOrO Crocoby A0 nepopanbHOro
abo HaBnakn HeMae HeobXigHOCTI 3MiHIOBaTU LWWOAEHHY A03Y.

OcobnuBi rpynn nauieHTiB

llayieHT NiITHLOro BIKY

[lozyBaHHSA cnig KopuryBatu BignoBiAHO A0 CTaHy QYHKUil  HWPOK
(avB. «llopyLweHHs PyHKUIT HUPOK>).

lMopyweHHs yHKUIiT HUpPOK

Y pa3i 3acTtocyBaHHA OAHOPA30BOI A03M KOPUryBaHHA He BMMAaraetbcd. Y
nauieHTiB (BKAOYawuM AiTen) i3 nopyweHHsM  (yHKUil HWUPOK, npwu
HeobxiaHOCTI 6araTopa3oBOro 3acrtocyBaHHA (YKOHa30My, No4aTKoBa A03a
noBmHHa ctaHoBuTK BiA 50 go 400 Mr 3anexHo Big nokasaHb. [JoboBy A03y
(3anexHOHO Bi4 NOKasaHb) CNi4 po3paxoByBaTH BiAMOBIAHO Tabnuui HUXYe:

KnipeHc kpeaTuHiHy (MNn/xB) BiacoTok pekoMeHAOBaHOI 403U

> 50 100 %

< 50 (6e3 gianisy) 50 %

PerynapHuin piania 100 % nicnga KOXHOro ceaHcy Aianisy

MauieHTn, 4Ki perynapHo npoxoadatb Adiani3, noBuHHI oTpumyBatn 100 %
peKoMeHAO0BaHOI A03M Nicng KOXHOI npoueaypw pgianisy; y AHi, KONW He
NpPOBOAUTLCA Aiani3, Naui€EHTV NOBUHHI OTPUMYBATU 3MEHLUEHY A03Y 3aseXHOo
BiA KNIpEHCY KpeaTuHIHY.

lTopyLueHHs1 pyHKUIT nevyiHkn

MauieHTaM 3 nNopylweHHAM (YyHKUIT NevyiHKKn (aykKoHa3on cnig npusHayaTtu 3
06epeXxHiCTIO, OCKifIbKM AaHi WwoAo 3acTOCyBaHHSA Ui KaTeropii NauieHTiB
obmexeHi (anB. po3ainn «OcobnmeBocCTi 3acTocyBaHHA» Ta «[Mob6iYHI peakuii»).

Hitn.

3acTtocoByBaTM Nikapcbkni 3acib y ¢dopMi Kancyn uin kateropii nauieHTiB
MO>XHa ToAi, KoNu AiTn 3paTHi 6e3rneyHo NPOKOBTHYTM Kancyny, Wwo 3a3Bmyamn
€ MOXJ/IMBMM Y BiuUi Big 5 poKiB.

llepengosyBaHHA.

OTpuMaHO nMoOBIiAOMNEHHSA NpO nepeno3yBaHHA (YKOHA30/10M; OAHOYACHO
noBIiAOMNANM NPO ranoumHauil Ta napaHoiganbHy NOBELIHKY.
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Mpn nepeno3yBaHHi HeObXiAHO MpPOBECTU CUMMTOMATUYHY NIATPUMYBAJIbHY
Tepanito Ta y pasi HeobxiaAHOCTi NPOMUTU LLUNTYHOK.

®nyKOHA30/1 3HAYHOK MIipOKD EeKCKpeTYyETbCSA 3 cederlo; popcoBaHUn aiypes
MOXe MPUCKOpUTU BuUBeAeHHSA npenapaty. CeaHc remogianiszy Tpusanictio 3
rOAMHU 3HUXKYE piBEHb (PNYKOHA30/y Yy na3Mi KpoBi npnbnmnsHo Ha 50 %.

l1o6iyHi peakuii.

HanuacTtiwe (>1/10) noBigomMmnanocs npo Taki nobiyHi peakuii: ronosHun 6inb,
6inb y XWBOTI, Aiapes, HyaoTa, 6nl0BaHHSA, BUCUMAHHSA, NiABULLEHHS piBHSA
anaHiHamiHoTpaHcdepa3un (AJ1T), acnaptaTtamiHoTpaHcdepasun (ACT), Ny>xHoi
docdaTasm Kposi.

ANns OUiHKM 4acTOTU BUHUKHEHHSA MOBIYHUX peakuin BUKOPUCTOBYHOTb TaKy
Knacudikauito: gyxe vacrto (=1/10), vacto (Big =1/100 go <1/10), HevacTo
(Big =1/1000 po <1/100), pigko (Bign =1/10000 po <1/1000), ayxe piako
(<1/10000), yactoTa HesBigoMa (HEMOXNMBO OUIHUTU Ha NiACTaBi HassBHUX
AaHNX).

3 60Ky KPOBOHOCHOI Ta /1iM@paTnyHOI cucremum.

HeyacTto: aHeMisq.

Pinko: arpaHynouuTo3, IeNKOMNeHis, HeMTponeHisa, TpoMbounToneHis.
3 60Ky iIMyHHOI cUCTEMMU.

Pinko: aHadinakcis.

3 60Ky MeTabosiiaMy Ta xap4yBaHHSI.

HeyacTo: 3HMXXEHHS aneTuTy.

Pigko: rinepTpurniuepunaemMis, rinepxonectepuHemis, rinokaniemis.
3 60Ky ricuxiku.

HeyacTo: 6€3COHHSA, COHNUBICTb.

3 60Ky HeEpBOBOI cUCTEMU.

YacTto: ronosHumn 6inb.

HeyacTo: cyaoMu, 3anaMOpoOYeHHs, napecTtesii, MopyLWweHHa CMakKy.
Pioko: Tpemop.

3 60Ky opraHiB c/1yxy Ta piBHoBaru.

HeuacTto: BepTuro.

3 60Ky cepus.

Pioko: nmapokcm3MasibHa WIYHOYKOBa TaxikapAia Tuny «nipyer», noA0BXeHHS
iHTepBany QT.

3 60Ky LW1YHKOBO-KULLIKOBOIO TPaKTy .
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YacTo: 6inb y yepeBHin NOPOXHWHI, Aiapes, HyaoTa, 6at0BaHHS.
HeuacTo: 3anop, gucnencia, MeTeopumsM, CyXiCTb y pOTi.

3 6oky renatobiniapHoi cucrtemu.

YacTto: niauweHHs pisHiB AJIT, ACT, ny>Hoi ¢pocdaTasn B KpOBi.
HeuacTo: xonecras, XXOBTAHMUSA, NiABULLEHHSA piBHSA 6inipybinHy.

Pioko: neyiHKOBa HeAOCTATHICTb, I'erIaTOLl,efIPO}'IFIpHMﬁ HEKPO3, renatntuy,
renatTouentonsapHe ypaxXxeHHs.

3 60Ky LKipn Ta MigLWKIPHOI K/TITKOBUHMU.
YacTo: BUCMMAHHA.

HeuacTto: cBepbixk, MeAMKAMEHTO3HUMN AepMaTuT (BKAKYa4dn QikcoBaHUM
MeANKaMEHTO3HUN AepMaTuT), KponuB'aHKA, nigBuLleHE NOTOBUAINEHHS.

Pigko: TOKCMYHMW enigepManbHU Hekponi3, cuHapom CriBeHca-[>XXOHCOHa,
rOCTpUM reHepanisaoBaHUM eK3aHTEMATO3HUW MyCTyNb03, eKcdoniaTUBHUI
AepMaTUT, aHroHEBPOTUYHUN HAbpsaK, HAabpsak obnnyusa, anonewis.

3 60Ky OrMopHO-pyXoBOro arapaty Ta CrioJsly4HOi TKaHUHMU.

HeuacTo: Mianris.

3ara/ibHi nopyleHHs 1a peakuil y miclyi BBEAEHHS .

HevacTo: nigBuuieHa BTOMJIIOBAHICTb, HE34Y>XAHHSA, aCTeHid, rapsayka.
it

YactoTa Ta xapaktep nobiyHMX peakuin Ta BigxuneHbo nabopaTopHUX
NOKAa3HUKIB Yy AiTen, AKi dikcyBanuca nig 4Yac KNiHIYHUX AO0CNiIoXKEHb, KpiM
reHiTasibHOro KaHANA03Yy, € MOPIBHAHHUMMN 3 TaKUMKU Y LOPOCUX.

MNoBigOMNIEHHS NPO NiAo3poBaHi Nob6iYHI peakLii

MosigoMneHHA Npo Nigo3ptoBaHi NOBIYHI peakuii nicns peecTpauii NikapCcbKoro
3acoby € BaxnmeBuMu. Lle [o03BONSE NpPOBOAUTU MNOCTIMHUMA  MOHITOPUHI
CNiBBIAHOLWEHHS KOPUCTI Ta pu3KMKYy, NOB'A3aHUX i3 3aCTOCYBaHHSAM
nikapcbkoro 3acoby. MeauyHuM nNpauiBHWKaM cnig  nosigoMNsaTyM  Npo
nigo3ptoBaHi No6iYHI peakuii BignoBiAHO A0 BUMOI MiCLEBOro 3aKOHOAaBCTBa.

TepMiH NpuAaTHOCTI. 3 pOKMW.

YMoBu 3b6epiraHHsa. 36epiratm npu  Temnepatypi He Buwe 30 °C vy
HeAOCTYNHOMY ANS AiTen Micui.

YnakoBkKa.

Karnicynn tBepai no 50 mr abo 100 mr: no 7 abo 10 kancyn y 6nictepi, no 1
6nictepy B Kopobui.

Kancynn tBepgi no 200 mr: no 1 abo 4 abo 7 abo 10 kancyn y 6nictepi, no 1
6nictepy B Kopobui.
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