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5. INDORE

PACKING MATERIAL SPECIFICATION

PRODUCT NAME: FUSYS® 50/100/150/200 MG INSERT _ UKRAINE COUNTRY: UA
WATERIAL cope. 2001213 30121398000806B  speciFicaTions:  BIBLE PAPER
DIMENSION: OPEN SIZE 410X562 MM, BOOKLET SIZE 50X50 MM

SUPERSEDED A/W CODE: 30121398000806A (OLD) COLORS:

REASON FOR CHANGE A/W: VARIATION B BLACK

NOTE: EXISTING HARD & SOFT COPY SHIFT IN OBSOLETE FOLDER

4170 mm

dYLUC®
(FUSYS®)

50/100/150/
200 mg/UA

30121398000806B

3ATBEPJXEHO
Hakas MinictepcTBa oxopoHu
300poB'a Ykpaihn
23.10.2018 Ne 1925
PeecTpauiiiHe nocBigyeHHs

Ne UA/7617/01/01

Ne UA/7617/01/02

Ne UA/7617/01/03

Ne UA/7617/01/04

IHCTPYKLUIA
ANA MeAMYHOro 3aCTOCyBaHHA NikapCcbKoro 3acooy

®oYLUC®
(FUSYS®) S

Cknad: 28.11.2023 Ne 2022
Oitoya pevosuHa: nykoHason (fluconazole);

1 Tabnetka micTutb dhnykorHasony 50 Mrabo 100 Mrabo 150 mrabo 200 mr;

00NOMIXHI pe408UHU. NAKTO31 MOHOTIAPAT, Lientono3a MikpokpucTaniyxa, nosigoH K30, Tanbk, MarHito cTeapat, HaTpito KpOXManbriikonaT (Tun A), HaTpito Kpockapmenoaa.

3MIHW BHECEHO

Nikapcbka chopma. TabneTku.
OcHosHi ¢hizuko-ximidHi emacmusocmi: 6ini, Kpyrni 3i CKOLLEHUMY KpasiMy TabneTKM 3 niHieto po3namy 3 0aHoro 6oky.

®dapmakoTepaneBTUYHa rpyna. [poTurpnbkosi 3acobu Ans cMCTEMHOro 3acTocyBaHHs!. MoxiaHi Tpuasony. Kog ATX JO2A CO1.

®apmakonoeiyHi enacmusocmi.
®apmakoduHamika.

MexaHiam gii.

®nykoHason € npoTurpubkoBuUM 3acobom knacy Tpuasonie. MepBUHHUM MeXaHi3MOM 1Oro fii € npurHiyeHHs rpubkoBoro 14 anbga-naHocTepon-aeMeTUNOBaHHS,
OMoCepeKoBaHOro LUToxpoMoM P450, Lo € HeBif'eMHUM eTanom BiocuHTe3y rpubkoBoro eproctepony. Akymynsuis 14 anbha-MeTun-cTeponie KOPENtoe 3 NoAarbLLOK BTPaTow
eprocTeporny MembpaHot rpubkoBOi KNITMHW Ta MOXe BiAnOBiAATW 3a NPOTUrpUBKOBY aKTUBHICTL dnykoHasony. ®nykoHa3on € Binblu CenekTMBHUM 40 rpubkoBuX EPMEHTIB
yutoxpomy P450, Hix 40 pi3Hix cucteM dhepmeHTiB LuToxpomy P450 ccasuis.

3actocyBaHHs hriykoHasony B 4o3i 50 mMr Ha o6y npoTsarom 28 AHiB He BNMBAE HA PiBEHb TECTOCTEPOHY B NiaaMi KPOBi y YOMOBIKiB abo Ha piBeHb EHAOTEHHUX CTEPOIAIB Y XIHOK
penpoayKTUBHOro Biky. dnykoHason y gosi 200-400 mr Ha AoBy He NPOSIBNSE KNiHIYHO 3HAYYLLOrO BNAVBY Ha piBEHb EHOOrEHHUX CTepoiaiB abo Ha BignoBigb Ha CTUMYNALiD
a[PEHOKOPTUKOTPONHOrO ropmoHy (AKTT) y 380poBuMx 4OOGPOBOMBLIB HOMOBIHOI CTaTi.

HocnigxeHHs B3aemogii 3 aHTUNIpUHOM NPOAEMOHCTPYBArO, LU0 3acTocyBaHHs 50 Mr nykoHa3ony pa3oBo abo 6aratopa3oBo He BNnMBae Ha MeTabomMi3M aHTUMIPUHY.

YyTnuBiCTb in vitro.

®nykoHa3on in vitro AEMOHCTPYe NPOTUrPUBKOBY aKTUBHICTb CTOCOBHO KNiHIYHO molumperux Bugie Candida, (Bkntovatouu C. albicans, C. parapsilosis, C. tropicalis). C. glabrata
LEMOHCTPYE 3HUKEHY YyTNUBICTb A0 chnykoHasony, a C. krusei ta C. auris € CTilikumu 8o nykoHasony. MiHiManbHi iHribytoui KoHLEHTpaLii Ta enigemionoriyHe Noporose 3Ha4eHHs!
3rigHo EUCAST (ECOFF) ans conykonasony ctocosHo C. guilliermondii Buwi, Hix ctocosHo C. albicans.

Takox chnykoHa3on in vitro JeMOHCTpYE akTUBHICTb ik npoTh Cryptococcus neoformans Ta Cryptococcus gattii, Tak i npoTu eHaemivHux nnicHsBux rpubie Blastomices dermatitidis,
Coccidioides immitis, Histoplasma capsulatum Ta Paracoccidioides brasiliensis.

B3aemo3B'a30Kk hapmakokiHETUYHMX | hapMakoaNHAMIYHUX BNACTUBOCTEN.

BignosigHo 8o pesynbTariB AOCMiZXEHb Ha TBApUHaX, iCHye KOPENsList MiX MiHiManbHOH iHribyio4oto koHueHTpaieto (MIK) Ta echekTUBHICTIO NPOTU ekcnepuMeHTanbHUX Moaenen
Miko3iB, cnpuinHeHnx Buaamu Candida. BinnosiaHo 40 pe3ynbTaris KniHiYHUX AOCTiZKEHD, iCHYE MiHiHa 3anexHicTb Mix AUC Ta fo3oto drykoHasony (npubnmaHo 1:1). Takox icHye
npsMUR, ane HegocTaTHil 38'a30k Mixk AUC abo 403010 Ta NO3MTUBHOI KNIHIYHOIO BiAMOBIAAK Ha NiKyBaHHS OPanbHOMO KaHAMAO03Y Ta MEHLLOK MIpOto — KaHAWAEMIi. AHanoriYHO
NiKyBaHHS iH(EKLi, CIPUYMHEHNX LUTaMaMK, [0 SKuX hykoHa30m AeMOHCTpYye Bucoky MIK, € MeHL 3a40BiNbHUM.

MexaHi3M pe3nCTeHTHOCTi.

MikpoopraHiamu pogy Candida [EMOHCTPYOTb YMCENbHI MEXaHi3M1 Pe3NCTEHTHOCTI A0 a30MbHUX NPOTUrpUOKoBIX 3acobiB. PriykoHason gemoHcTpye Bucoky MIK npotyu wramis
rpubiB, siki MatoTb 0AMH abo BinbLLe MexaHi3MiB Pe3VNCTEHTHOCTI, LLIO HEraTMBHO BNNMBAE Ha €EKTUBHICT in Vivo Ta B KNiHIYHI NpakTULy.

Y 3a3Buyait yyTrvemx Buaie Candida HailuacTiluMM € MexaHi3M pO3BUTKY PE3UCTEHTHOCTI, B IKOMY 3agisiHi LinboBi (hepMeHTW a3onis, BignoBsigarnbHi 3a 6iocuHTes eproctepony.
PeancteHTHiCTL MoXe By 06yMOBnEHa MyTaLlisiMi, TOCUMEHHSM NPOAYKLiT hepMeHTy, MexaHiamamm echniokcy npenapaty abo po3BUTKOM KOMMEHCATOPHMX LUASIXIB.

Mosigomnsinu npo cynepiHdekuii Candida spp., cnpuinHeHi iHWmMK, Hix C. albicans Buaamm, o 4acTo MakTb 3HUXKeHY YyTnnBicTs (C. glabrata) abo e cTiiikumu (Hanpuknag, C.
krusei, C. auris) o chnykoHasony. [ins nikyBaHHs Takux iHcheKLii cnig 3acTocoByBaTV anbTepHaTUBHI NPOTUrpUOKoBI 3acobn. MexaHi3Mu pe3nCTEHTHOCTI Le He A0 KiHLS BUBYEHI B
Aeskvx npupoaHo criikux (C. krusei) abo Hosux (C. auris) Buais Candida.

KoHTponbHi Toukn EUCAST (€Bponenchkoro KoMITeTy 3 A0CHIAXEHb YYyTAMBOCTI 40 aHTUMIKPOBHIX 3ac0biB).

Baaytounch Ha gocnimkeHHi hapmakokiHeTUYHUX/hapMakoaMHaMIYHUX AaHUX, YTAMBOCTI in vitro Ta KNiHiYHOi BiaNoBigi, Byno BU3Ha4eHO KOHTPONbHI TOUKM ANs (hryKoHa3ony Ans
MikpoopraHiamis pogy Candida. (CynposigHui po3'sicHioBanbHui fokymeHT EUCAST ans cdonykonasony (2020) — Bepcis 3; €BpONenchbkiin KOMITET i3 AOCTIKEHb YYTAMBOCTI 40
aHTUMikpobHMX 3acobiB, MpoTurpubkosi 3acobu, Tabnuui koHTponbHUX Tovok Ans iHTepnpeTayii MIK, Bepcia 10.0, Habys unHHocTi 04.02.2020 p.). Bon 6ynu po3nogineHi Ha
KOHTPOIbHI TOYKW, LLO HE NOB'A3aHi 3 NEBHUM BUAOM, Siki BiNbLLOKO MiPOH BU3HAYANMCS Ha OCHOBI (DapMaKoKiHETUYHUX/(hapMaKkoAMHAMIYHIX AaHNX | He 3anexaTb Bif po3noainy Ha
MEBHI BUAM 3a MiHIMaNbHO iHFBYI4O KOHLEHTPALLiED, Ta Ha KOHTPOIbHI TOYKM, NOB'SI3aHi 3 NEBHUM BUAOM, L0 HARYaCTiLLe acoLyitotoThbest 3 iHeKLisMM Y MoAnHM. Lii KOHTPOMbHI
TOYKW HABEAEHO HKYE.

Mpomuepubkosuli 3aci6 | KoHmposbHi moyku, nos's3aHi 3 neeHum sudom S </ R >y me/n KoHmposbHi moyku,
He nog'a3aHi 3 NesHuUM
gudom’S </R >y me/n
Candida albicans | Candida dubliniensis | Candida glabrata | Candida krusei | Candida parapsilosis | Candida tropicals
®nykoHason 2/4 2/4 0,001%/16 -- 2/4 2/4 2/4
S = yyTnusui;

R = pesuncteHTHuiL;

a — KOHTPOIbHI TOYKM, L0 He NOB'A3aHi 3 NEBHUM BUAOM, siki GiNbLIOK MIpOK0 BU3HAYANMCA Ha OCHOBI (hapmakoKiHETUYHOI/(hapMakoauHaMiyHoi iHpopmaLlii i He 3anexaTb Big
pO3NOpiny Ha NEBHi BUAY 3a MiHIMarbHOI0 iHribYK040L0 KOHLEHTPaLjiEt. BoHu focnimKkyBanuch nvLLe y MiKpoopraHiaMmiB, Y IKUX HE iICHY€E CneLeivHOi KOHTPOMBHOI TOUKM;

- BOCTMKEHHS Yy TNIMBOCTI HE PEKOMEH0BAHI, OCKINbKM LIEV BIJ He € METOI0 NikapCbKoi Tepanii;

* Yci nokasHuku C. glabrata B kateropii |. MIK npotu C. glabrata cnig ouiHioBaTV SiK pe3nCTeHTHI, konn BOHW nepeBuLytoTb 16 mr/n. Kateropis wytnusocti (< 0,001 mr/n)
BUKOPUCTOBYETLCA NULLE 715 3anobiraHHs NOMUNKOBOI knacudikayi wramis | sk wramis S. | — 4yTnmBmiA 3a yMOBW NiLBULLEHOT €KCMO3WLi: MIKpOOpraHiaM HanexuTb 2o kateropii
«YYTAMBWI 33 YMOBM MiABULLEHOT eKCno3unLii» y pasi, Konv iCHYe BICOKa MMOBIPHICTb TEpaneBTUYHOTO YCMiXy, OCKiNbkW ekcnoauuis npenapaty Oyna 3binbLueHa 3a paxyHoK KOpeKLii
pexuMy [103yBaHHS ab0 10ro KOHLEHTpaLii y BOTHMLL iHbeKwyii.

GapmakokiHemuka.

dapmakoKiHeTUYHI BNacTUBOCTI (hyKOHA3051y € NOZIGHMY NP BHYTPILUIHBOBEHHOMY i NepopanbHOMY 3aCTOCYBaHHI.

A6copbuis.

®nykoHason [obpe BCMOKTYETLCA NP NepopanbHOMY 3acTOCyBaHHi, a piBeHb Npenaparty B Mna3Mi KpoBi it cuctemHa GiogocTynHicTb nepesuiLytoTb 90 % piBHS drykoHasony B
nnasmi KpoBi, WO JOCAraeTbCA NPU BHYTPILUIHBOBEHHOMY BBeAEHHI npenapaty. OgHoYacHe BXWBAHHSA ki He BNNMBAaE Ha BCMOKTYBaHHS Mpenapaty Npu MOro nepopansHoMy
3acTocyBaHHi. [likoa KOHLEHTpaLis y nnasmi kposi gocsraetbes vepes 0,5-1,5 roguHn nicns npuiiomy npenapaty Hatiiecepue. KoHLeHTpauis npenapaty B nnasmi Kposi
nponopuiiHa Ao3i. PiBHoBaxHa 90 % KOHLEHTpaLjis gocsraeTbcs Ha 4-5-1 AeHb npu BaraTopa3oBoMy 3acToCyBaHHi 0AuH pas Ha Aoby abo Ha Apyrui AeHb nikyBaHHS Npu
3aCTOCYBaHHi y NepLUni AeHb HaBaHTaXyBanbHOI 403K, LLO BABIYI NEPEBULLYE 3BU4aitHy A060BY A03Y.

Poanogin.

06'em poanoginy nprbnuaHo AOPIBHIOE 3aranbHOMY BMICTY PigvHW B opraHiami. 38'a3yBaHHs 3 6inkamu nnasmu kposi Huabke (11-12 %).

dnykoHa3on fobpe NPOHUKAE B YCi LOCNiAKYBaHi pigvHN opraHiamy. PiBeHb hnykoHa3ony B CIHI Ta MOKPOTUHHI € NogibHUM 10 KOHLEeHTpaLlii npenapaty B Nia3mi KpoBi. Y navieHTis,
XBOPWX Ha rPUOKOBMIA MEHIHTIT, piBeHb hriykoHa30my B CNMHHOMO3KOBII piguHi gocsirae 80 % KoHLeHTpaLiiy nnaami Kposi.

Bucoki koHLeHTpaLii rykoHasony B LLKIpi, O NepeBHLLYIOTb CUPOBATKOBI, 4OCAralOTLCS B pOroBOMY LUapi, enigepmici, AepMi Ta noTi. ®rykoHa3on Hakonu4yeTbCs B POroBOMY LLUapi.
Mpw 3acTocyBaHHi 4031 50 Mr 1 pa3 Ha o6y KOHLEHTpaList hnykoHa3ony nicns 12 AHiB nikyBaHHs CTaHoOBWNa 73 MKr/T, a 4epes 7 JHIB NiCnst 3aBepLUEHHS NikyBaHHS KOHLIEHTPaLlis BCe
we craHosuna 5,8 mkr/r. Mpu 3actocyBaHHi foan 150 Mr 1 pas Ha TWXAEHb KOHLEHTpaLis riykoHasony Ha 7-i AeHb NikyBaHHs cTaHoBuna 23,4 MKr/r; yepe3 7 fHiB nicns
3aCTOCyBaHHS HAaCTYMHOI 103V KOHLIEHTpaList Bce Le cTaHoBuna 7,1 MKr/r.

KoHueHTpaLlis chnykoHasony B HirTsix nicnst 4 micsiLyis 3actocyBaHHst 150 Mr 1 pa3 Ha TxkaeHb cTaHosuna 4,05 MK/ y 30opoBix 406poBorbLiB Ta 1,8 MKI/T Npy 3aXBOPOBAHHSIX HIrTiB;
hnyKoHa30r BU3HAYaBCH Y 3paskax HirTis Yepea 6 MicsLiB nicns 3aBepLUeHHs Tepani.

bioTpaHcdopmavis.

dnykoHa3on MeTaboniayeTbCs He3Ha4yHO Mipoto. [py BBEAEHHI 403K, MiYeHOT padioakTUBHUMY i3oTonamu, e 11 % dnykoHa30my eKCKPETYETLCSA 3 CeYet0 Y 3MIHEHOMY BUTNAAI.
®dnykoHa3on e noMipHuM iHribitopom isodpepmenTie CYP2C9 ta CYP3A4, a Takox noTyxHUM iHribiTopom isochepmerty CYP2C19.

BuBeneHHs.

Mepioa HaniBBMBEAEHHS (hnyKOHA30My i3 MNa3Mn KpoBi CTaHOBUTL Bnm3bko 30 roamH. binblia YacTuHa npenapaty BUBOAMTLCS HUpkamu, npudomy 80 % 3acTocoBaHoi A03u
BUSIBNSETLCS Y Cevi B HE3MIHEHOMY CTaHi. KnipeHc riykoHa3ony nponopLiitHmii 10 KNipeHEy kpeaTuHiHy. Linpkyntounx meTaboniTis He BUSIBIEHO.

TpwBanui nepioa HaniBBMBELEHHS Npenapary 3 Na3mu KpoBi Aae MOXNMBICTb PA30BOr0 3aCTOCYBaHHA npenapary npy BariHanbHOMY KaHAMAO3i, @ TakoX 3aCTOCyBaHHs npenapaty
1 pa3 Ha TWKOEHb NP iHLLMX NOKa3aHHSIX.

dapmakokiHeTVIka npy NopyLUeHHi dyHKLi HUPOK.

Y nawieHTiB i3 HUPKOBOK HEAOCTATHICTIO TSKKOIO CTYNEHs (LBMAKICTb knyboukoBoi dhinbTpayii < 20 mn/xs) nepiog HaniBeuBeeHHs 36inbLuyeTbes Big 30 Ao 98 roguH. Tomy L
kaTeropii naLieHTiB HeobXigHO 3MeHWNTU Jo3y hnykoHa3sony. ®nyKoHa30M BUAANSAETLCS LUNSXOM reMofianiy, Ta MEHLLOK MIpot — LUMSXOM NepuToHeansHoro gianidy. CeaHc
remogianiy TpvBanicTio 3 roAuHY 3HUXKYE piBeHb riykoHa3omy y nnaami kposi npubnuaHo Ha 50 %.

dapmakokiHeTVKa Npy NakTavj.
KoHLeHTpaLlii dhnykoHa301y B nna3mi i MaTepuHCLKOMY MOSTOL BNPOA0BX 48 roauH nicns npuitoMy 0aHopa30Boi A03n 150 Mr oLiHoBanm nig Yac GapMakoKiHETUHHOTO AOCTIIKEHHS
3a y4aCTIo AeCATY XIHOK Y NepioAi nakTaLlii, ki TMM4acoBo abo NOCTIHO NPUNUHWAM rOLyBaTH CBOIX HEMOBIIAT rPYAAL. Y MaTepPUHCHKOMY MOMOLL (hiTyKOHA3051 BUSIBNN Y CEPEAHIN
KOHLieHTpaLii npnbnmnaHo 98 % Big Tiei, LWo Big3Havann y nnasmi matepi. Yepes 5,2 roanHu nicns npuitoMy 403n cepeaHs NikoBa KOHLEHTpaLis B MaTepPUHCHKOMY MOMOLL CTaHoBMNa
2,61 mr/n. [lo6osa f03a thrykoHa3011y, OTpUMaHa HEMOBISIM i3 MAaTEPUHCHKOTO MOJTOKa (SIKLLIO NPUAHSTY CEPEHE CMOXMBaHHS Moroka 3a 150 mn/kr/noby), po3paxoBaHa Ha OCHOBI
cepeaHbOi NikoBOi KOHLEHTpaLii B Monoui, wo AopisHioe 0,39 mr/kr/go6y, ctaHoBuTb NpubnuaHo 40 % Big 403N, peKOMeHL0BaHOT HOBOHAPOLXKEHUM (BiKOM < 2 TuXHIB), abo 13 % Big
L0311, PEKOMEH0BaHOT HEMOBNSTAM ANt NiKyBaHHS KaHAWAO03Y CIM30BUX OBOMOHOK.

dapmakokiHeTVKa y AiTeN.

dapmakoKiHeTYHI napameTpu y fiTer Bynn oLiHeHi y 5 4oCRiMKeHHsX: 2 AOCNIZKEHHS Pa30BOro 3aCTOCyBaHHS, 2 JOCAiMKeHHs Garatopa3oBoro 3acTocyBaHHs Ta 1 AOCTimKEHHS
HEeLOHOLIEHUX HOBOHAPOMKeEHNX. [icns BBeAeHHs 2—-8 Mr/kr conykoHasony Aitsam Bikom Big 9 micsuiB 4o 15 pokis 6yB Busieneruin nokasHuk AUC 6nm3bko 38 mkr*roa/mn Ha 1 mr/kr
po3u. lNicns 6araTopa3oBoro 3acTocyBaHHA CepeiHin nepios HaniBBMBEAEHHS (hykoHa301y 3 nnasmu konmeaecs Mix 15 Ta 18 roguHamu, a 06'eM poanoginy ctaHoBMB NpUbAN3HO
880 mn/kr. binbLu TpMBanuit nepios HaniBBMBELEHHS (hnyKOHA30MY 3 Nna3mMu KPOBi CTaHOBWB NpUONIN3HO 24 roguHy Ta OyB BUSIBNEHWIA NiCNst BBELEHHS pa30Boi Ao3u. Liel nokasHuk €
MOPIBHSIHHUM i3 NEPIOAOM HaniBBUBEAEHHS (hYKOHA30MY 3 Na3Mu KPOBI NiCNst pa3oBOro 3aCTOCYBaHHS 1031 3 MI/KT BHYTPILLHBOBEHHO AiTsIM BikoM Big 11 AHie fo 11 Micsauis. O6'em
po3noAiny B Lt BikoBil rpyni cTaHoBIB 6113bko 950 Ma/kr.

[Hocsig 3acTocyBaHHs PrykOHa30my HOBOHAPOMKEHUM OOMEXKYETHCS (hapMaKOKIHETUYHUMM AOCTIKEHHSIMU 12 HEAOHOLIEHWX AiTEN i3 TepMiHOM recTauii NpubnmsHo 28 TUXHIB.
CepegHin Bik AUTWHM NPpW BBEAEHHI NEPLUOT 4031 CTAHOBWB 24 roauHu (aianasoH 9-36 roawH), cepeaHs Maca Tina npu HapomkeHHi ctaHosuna 0,9 kr (gianasoH 0,75-1,10 kr).
Makcumym 5 BHYTPILUIHBOBEHHWX iH'EKLl chnykoHa3ony B [03i 6 Mr/kr BBOAUNK KOXHI 72 roanHu. CepepHiit nepios HaniBBUBEAEHHS CTAHOBMB 74 roaukm (44—185) y neplunin aeHb,
noTiM 3MeHLwnBes Ao 53 roamH (30-131) Ha 7-11 feHb Ta B0 47 (27-68) Ha 13-7 AeHb. MnoLwa nig KpuBoH (MKI*roa/mn) ctaHoBuna 271 (173-385) y nepLunit AeHb, 36inbLuyBanacs 4o
490 (292-734) Ha 7-11 aeHb, noTiM 3meHLwnnaca ao 360 (167-566) Ha 13-it ferb. O6'em posnoainy (mn/kr) ctaHosms 1183 (1070-1470) y nepLumit fAeHb, 36inbLuysascs fo 1184
(510-2130) Ha 7-1 peHb Ta go 1328 (1040-1680) Ha 13- AeHb BignoBiaHo.

dapmakokiHeTVKa y nauieHTiB NiTHLOTO BiKY.

dapmakokiHeTYHe AOCMIZKEHHS NMPOBOAMIM 3a ydyacTio 22 nauieHTiB (Bikom Big 65 pokis), ski 3acTocoByBanu 50 Mr dnykoHasony nepopanbHo. 10 nauieHTiB ogHOYacHo
3actocoByBanu fiypetuku. C,, cTaHoBuna 1,54 mkr/mn Ta gocaranacs npotsrom 1,3 roauHu nicns 3actocyBaHHs dnykoHasony. Cepeats AUC ctaHosuna 76,4+20,3 mkr*rog/mn.
CepegHin nepioa HaniBeyBeaeHHs 46,2 roauHu. Lli hapmakoKiHETUYHI MOKA3HWKW € BULLMMI NOPIBHSHO i3 aHANOMYHUMK Y 300p0BUX 4OOPOBOMbLIB MOMOALIOrO Biky. OfHoYacHe
3aCTOCYBaHHS [iypeTukiB He Mano 3HauHoro BnnmBy Ha C,,, Ta AUC. Takox knipeHc kpeaTuHiHy (74 mn/xs), BIACOTOK (hrykOHa30my, LLO EKCKPETYBABCS i3 CEYEl0 Y He3MIHEHOMY
surnagi (0-24 roguun, 22 %), Ta HUPKOBUA KnipeHe dnykoHasony (0,124 mn/xe/kr) y navieHTiB AaHoi BIKOBOI rpynu GYnu HKYAMM, HIX aHamnoriyHi NOKasHUKM Y MOMOALLINX
A06poBonbLiB. TOMY 3MiHM (hapMaKOKIHETUKI Y NaLiEHTIB NITHLOTO BiKy 04EBUAHO 3anexarh Bif napameTpiB (PYHKL HUPOK.

KniHiuni xapakTepuctukm.

Moka3aHHsi.

dyuyyc® nokasaHin ANA NikyBaHHS Taknx rpuBKOBUX iHEKLiI y 0POCIMX (AMB. po3ain «dapmMakoavHamika):

— KpUNTOKOKOBUIA MEHIHTIT (AB. po3ain « OcobnmBOCTi 3aCTOCYBaAHHSI»);

— KOKUMAi0if03 (Av.. po3ain «OcobnmBocTi 3aCTOCyBaHHY);

—iHBa3MBHi KaHAWI03M;

— KaHAMAO03M CNN30BMX 0OONOHOK, BKIKOYAK0UM KaHAMAO03 POTOrNOTKY Ta KaHAMA03 CTPABOXOAY; KaHAWAYPIS, XPOHIYHUA KaHAWAO3 LUKIP | CFIM30BUX 0BONOHOK;
— XPOHIYHWIA aTPOIYHNA KAHAMA03 POTOBOT NOPOXHNHU (KAHAUA03, CNPUYMHEHMIA BUKOPUCTaHHSM 3y6HIX NPOTE3IB) NpW HEeEKTMBHOCTI rifieHN POTOBOT NOPOXHUHM abo MicLEeBOT
Tepanii;

— BariHanbHW KaHAMLO3, FOCTPUIA YN PELMANBHIIA, KONV MiCLieBa Tepanis He € AOLMbHOL;

— KaHAMAO3HMA BanaHiT, Konu MicLieBa Tepanisi He € AOLNbHOW;

— [1epMaToMiko3u, BKIIOYatouM MIko3 CTOM, MiKO3 rnafeHbKOI LLKIpW, NaxoBuii AEpMaTOMiK03; pisHobapBHMIA N1Lan Ta KaHAMAO3HI iHGeKLiT LWKIpK, KONW NoKasaHo 3aCTOCOBYBATH
CUCTEMHY Tepanito;

— AepMaTodiTHNN OHIXOMIKO3, KO 3aCTOCYBAHHS IHLLMX MiKapCbKiX 3ac06iB He € AOLNbHUM.

Gyuuc® nokasaHWil AN NPOINAKTUKM TaKVX 3aXBOPIOBAHb Y [JOPOCINAX SIK:

— PELVAVB KpUMTOKOKOBOrO MEHIHTITY Y NaLjieHTIB i3 BUCOKIM PU3NKOM OT0 PO3BUTKY;

— peLuanB kaHaMa03y poTornoTki abo CTpaBoXOoAY y NaLieHTiB 3 BIJT3 BUCOKMM pU3nKOM NOro po3BMTKY;

— NS 3HWKEHHS 4aCTOTV peLMaNBIB BariHanbHOro kaHanao3y (4 abo GinbLue BUNaaky Ha pik);

— NpodinakTika KaHAMAO03HMX IHGEKLA y NaLieHTIB i3 TPUBANOK HEMTPONEHiEID (HaNpuKnag, NaLieHTI 3i 3NosKICHUMI 3aXBOPKOBAHHSIMM KPOBI, siki OTPUMYHOTb XiMioTepanito, abo
nauieHTV Npy TpaHCNNaHTaLii reMonoeTUYHNX CTOBOYPOBWX KNiTWH) (aMB. po3ain « ®apmakonoriyHi BnactusocTi. @apmakoguHamikay).

Litn.

OyLmc® nokasaHwil AiTAM ANS NikyBaHHS KaHAWA03IB CIM30BMX 060MOHOK (KaHAWAO3 POTOMMOTKY, KAHANA03 CTPABOXOAY), iHBA3MBHIX KAHAWAO3IB, KPUMTOKOKOBOTO MEHIHITY Ta Ans
npohinakTMkA KaHAWAO3HUX iHGEKUA y nauieHTiB 3i 3HWKeHUM iMyHiTeToM. [penapaT MOXHa 3aCTOCOBYBATM SiK MiATPUMYBarbHy Tepanito Ans NonepemKkeHHs peuwanBy
KPUNTOKOKOBOTO MEHIHTITY Y f1iTEl i3 BUCOKIM PU3MKOM 10r0 po3BUTKY (AUB. po3ain «OcobnmBoCTi 3aCTOCYBaHHS).

3acTocoByBaTi nikapcbkuid 3acib y hopmi TabneTok Ll kaTeropii navieHTiB MOXHa TOAi, KOnuW it 3naTHi 6e3neyHo NPOKOBTHYTY TabneTky, WO 3a3Bu4alt € MOXIMBAM Y Billi Big
5pokis.

Tepanito npenapatom Gyuuc® MOXHA PO3NOYMHATY [0 OTPUMAHHS PE3yMbTATIB KyNbTyparnbHX Ta iHLWKMX NaBopaTopHUX [OCMIMKEHb, OAHAK MICNA OTPUMAaHHS pesynbTaTia
NPOTUIH(EKLAHY Tepanito NOTPIBHO CKOpUryBaTX BiANOBIGHUM YUHOM.

lpomunoka3aHHs.

—TinepyyTnuBiCTb A0 hNyKOHA30MY, iHLLMX a30MbHMX Cnonyk abo 4o OyAb-sKoi 3 JONOMIXHUX PEYOBVH Npenapary.

— OpHouacHe 3acTocyBaHHs (hyKoHa30My Ta TepdeHaauHy nalieHtam, siki 3acTocoBytoTb ¢priykoHason Haratopasoso y gosax 400 mr/goby Ta BuLe (3rigHO 3 pesynbTatamm
[L0CHifKeHHs B3aeMogii 6aratopa3oBoro 3acToCyBaHHs).

— OpHovacHe 3acTocyBaHHs (hyKoHa30My Ta iHLWKX NikapCbkux 3acobiB, Lo nopoBxytoTh iHTepsan QT Ta MeTabonisytotbcs 3a gonomoroto depmeHty CYP3A4 (Hanpuknag,
Lv3anpuay, actemiaony, niMosuay, XiHiguHy Ta eputpoMiLnHy), ave. posginu «OcobnuBocTi 3acTocyBaHHs» Ta «B3aemopis 3 iHWWMK nikapcbkumu 3acobamm Ta iHLi Buam
B32EMOZiN».

B3aemo0is 3 iHWuMu NikapcbKumu 3acobamu ma iHwi eudu e3aemodiil.

[Ipomunoka3aHe cymicHe 3acmocysaHHs (oTyKoHa30/1y Ma HUX4e3a3Ha4YeHUX Jlikapcbkux 3acobie.

L{usanpud: NoBiROMNSANM NPO PO3BMTOK NOBIYHMX peakwiit 3 6OKy cepus, y TOMY Y1CHi MPO NapoKCM3ManbHy LUTYHOUKOBY Taxikapaito Tumy «nipyeT» y naujeHTiB, ski 0AHOYAcHO
3acTocoByBany nykoHason Ta uusanpua. OgHouacHe 3actocyBaHHs 200 mMr riykoHasony 1 pa3 Ha goby Ta 20 mr umsanpuay 4 pasv Ha 4oy NprU3BOAMNO [0 3HAYHOTO NIABULLEHHS
PiBHS L3anpuay y nna3mi KpoBi Ta 40 NOAoBXeHHs iHTepeany QT. OgHouacHe 3acTocyBaHHs (hykoHa30my Ta Lu3anpuay npoTunokasaHe (AnB. po3ain «MpoTunokasaHHs»).
TepgheHaduH: Yepes BUNALKN PO3BUTKY TSHKKMX CEPLIEBMX apUTMIil, CIPUMMHEHNX NOLOBXKEHHSM iHTepBany QTC, y nawieHTiB, ski 3aCTOCOBYOTb a30f1bHi NPOTUIPUOKOBI NikapCbki
3acobu ofiHovacHo 3 TepdeHaamHom, 6ynu NpoBeaeHi JocnimkeHHs B3aemopii Lux npenapartiB. Mpu 3acTocyBaHHi drykoHasony y aosi 200 mr Ha goby He Byno BUsIBNEHO
nopoBxeHHs iHTepeany QTc. Mpu 3acTocyBaHHi rykoHasony B fo3ax 400 mr Ha foby abo BuLe 3Ha4HO NiABULLYE piBeHb TepceHaauHy B Mna3Mi KpoBi MPU OJHOYACHOMY
3acTocyBaHHi Uux npenapatis. CymicHe 3actocyBaHHs chrykoHasony B gosax 400 mr abo Buwe 3 TepdeHaguHOM npoTunokasaHe (auB. po3gin «[poTtunokasaHHsy). Mpu
3acTocyBaHHi chykoHa3ony B jo3ax Hukye 400 Mr Ha o6y ofHO4aCHO 3 TepdeHaAHOM CIif NPOBOAMTY PETENbHNI MOHITOPUHT CTaHy MaLjieHTa.

Acmemi30o11: CyMicHe 3aCTOCYBaHHs pryKoHa30my Ta acTeMi3ony MOXe 3MEHLUMTY KITipeHe acTeMi3ony. CnpuymnHeHe LM NigBULLEHHS KOHLEHTPaLii acTemi3ony B nia3mi Kposi Moxe
npu3BECTN A0 NOLOBXeHHs iHTepBany QT Ta y pigkicHWx BUNagkax — 4O MapoKCM3MarbHOI LUMYHOYKOBOI Taxikapaii Tuny «nipyeT». OHoYacHe 3acTocyBaHHs dhykoHasony Ta
acTeMisony npoTunokasaHe (Avs. po3gin «MpoTunokasaHHs»).

Mimo3ud: opHo4acHe 3acToCyBaHHS (hIyKOHA30sy 3 MIMO3MLOM MOXE NPWU3BECTM A0 iHribyBaHHsS MeTaboniamy niMoanay, xoua BignoBigHUX JOCHIMQKEHb in vitro Ta in vivo He
nposoaunu. lMigBuLleHa KOHLEHTpaLis NiMo3uay y Nna3mi KpoBi MOXe MPW3BECTV A0 MOAOBXeHHs iHTepBany QT Ta B piaKiCHUX BUNafkax A0 NAPOKCU3MANbHOI LUMYHOYKOBOT
Taxikapgii Tuny «nipyeT». OgHoYacHe 3acToCcyBaHHs prykoHa3ony 3 NiMo3waoM NpoTMnokasaHe (ave. po3ain «MpoTunokasaqHs).

XiHiOuH: 0BHOYACHe 3aCTOCYBaHHS priyKOHa30My Ta XiHiAnHY MOXe NPU3BOAMTI A0 iHribyBaHHS MeTaboniaMy XiHiguHY, Xo4a BignoBiAHNX LOCNIMKeHb in vitro Ta in vivo He NpoBOAMIMN.
3actocyBaHHs XiHignHy Oyno nos's3aHe 3 MofoBxeHHaM iHTepBany QT Ta B pigKicHMX BUNaakax — MapoKCU3MarbHOK LMYHOUKOBOK Taxikapaieto Tuny «nipyeT». OgHovacHe
3aCTOCYBaHHs pryKoHa30my 3 XiHiAMHOM NpoTHMOoKasaHe (AuB. po3ain «[poTMNoKasaHHs»).

EpumpomiyuH: 0pHOYaCHe 3acTOCYBaHHS (hNyKOHA30My 3 EpUTPOMILMHOM MOXE NPWU3BOAUTM O MIABWLLEHHS PU3NKY KapLIOTOKCUYHOCTI (NogoBxeHHs iHTepeany QT Ta
MapoKCU3ManbHOI LLNYHOYKOBOI Taxikapgii Tuny «mipyeT») Ta, K Hacmigok, A0 panToBOi KOPOHapHOi cMepTi. OgHovacHe 3acTocyBaHHS (PryKOHA3ony Ta epuTpOMILMHY
npoTunokasaHe (gue. poagin «MpoTunokasaHHs»).

He pexomeHdyembcs 00HoYacHe 3acmocy8arHs (h1ykOHa30iTy ma HUKYe3a3Ha4eHUX flikapchkux 3acobig.

[anoghaHmpuH: nykoHa3on MOXe CMPUYMHUTI MIABWLLEHHS KOHLEHTpaLi ranodaHTpuHy B nnaami KpoBi 3a paxyHok npurHideHHs CYP3A4. OpgHovacHe 3acTOCyBaHHS LX
nikapcbkux 3aco6iB NOTEHLIHO MOXe NPU3BOANTM O MIABULLEHHS PU3NKY PO3BUTKY KapaioTOKCMYHOCTI (N0A0BXKeHHS iHTepaany QT, napokcuamanbHa LWnyHOYKoBa Taxikapgis Ty
«nipyeT») Ta, ik HACNiAOK, 0 panToBOI CepLieBOi cMepTi. Tpeba yHukaTy 3actocyBaHHs komBiHaLi Lmx nikapcbkx 3acobis (AnB. po3gain «OcobnMBOCTi 3aCTOCYBaHHSY).

CymicHe 3acmocysaHHs (hyKOHa30iTy ma HUX4e3a3Ha4yeHuXx Jlikapcbkux 3acobig sumazae 06epexHOCM.

AmiodapoH: oHOYaCHe 3acTOCYBaHHs (hykOHa30sly 3 aMioAapOHOM MOXe NPU3BECTY 40 NofoBkeHHs iHTepaany QT. Mpn HeobXiAHOCTI CyMICHOrO 3acToCcyBaHHs thrykoHasony Ta
amiofapoHy HeobXiaHO AOTPUMYBATHCA 0BEPEXHOCTI, 0COBNMBO NPY 3aCTOCYBaHHI thyKOHa301y Y BUCOKWX A03ax (800 mr).

CymicHe 3acmocysaHHs go1yKOHa30i1y ma HU)4e3a3HaqeHuX Jlikapchbkux 3acobie sumazae 0bepexHocmima kopueysaHHs 03u.

Bnnug iHwux nikapcbkux 3acobig Ha ghyKOHa3011.

KniHiyHo 3HauyLLoro BnnmBy Ha abcopbuito riykoHa3ony npu MOro NepopasnbHOMY 3aCTOCYBAHHI HE MaloTb OAHOYACHWIA NPUIAOM i, LUMETUAMH, aHTaLUMaW, a Takox NpoMeHeBa
Tepanis yciei ainsHkv Tina (npy nepecagiyi KiICTKOBOro MO3KY).

PucbamniyuH: ogHo4acHe 3acTocyBaHHS riykoHasony Ta pudamniLyHy npu3soanno Ao 3HukeHHs AUC Ha 25 % Ta ckopodyBano nepiof HanieBuBeAeHHs nykoHasony Ha 20 %.
Tomy Ans naLieHTiB, siki 3aCTOCOBYHOTb pUcdhamniLH, NOTPIGHO PO3rASHYTU AOLINbHICTb NIABULLEHHS 103K PriyKOHa3011y.

Tidpoxnopomia3ud: y [OCMimKeHHi hapmMakoKiHETUYHOI B3aemopii ogHovacHe GaraTokpaTHe 3acTOCyBaHHs MiApOXnopoTiasudy y 300opoBKX [0OpOBONbLIB, siki OTPUMYBANM
cbriykoHa3son, niABuLLYBao KOHLEHTpaLito hnykoHa3ony B nnaami kposi Ha 40 %. Taki napameTpy B3aemMogii He BUMaratoTb 3MiH Y pexumi 403yBaHHs hnykoHa30my Ans nauieHTiB, Sk
O[IHOYACHO OTPUMYHOTb CEYOTiHHI 3aco0M.

Bnnue ¢hnykoHa3omy Ha iHwinikapcbki 3acobu.

®nykoHa3on € nomipHum iHribitopom uutoxpomy P450 (CYP) isocbepmenty 2C9 ta 3A4. dnykoHason € MoTyxHWM iHribiTopom isodepmenty CYP2C19. Ha pgopatok o
CNOCTepeXyBaHNX/AOKyMEHTaNbHO NiATBEPAKEHUX B3AEMOLIN, O ONUCaHI HUXYe, NPU OOHOYACHOMY 3acTOCyBaHHI 3 (DIyKOHA30MOM iCHYE PU3MK MiABULLEHHS Y Na3Mi KPOBi
KOHL|eHTpaLliil iHWMX cnonyk, Wwo meTaboniaytotbes, CYP2CY, CYP2C19 Ta CYP3A4. Tomy 3acTocoByBaTi Taki koMbiHauii npenapatis noTpibHO 3 06epexHiCTIo; Npu LboMy
HeobXiaHO peTenbHO CNocTepiraTit 3a CTaHOM naieHTiB. MpurHivyBanbHa ais prykoHasony Ha hepMeHTy 30epiraeTbes NpoTsarom 4-5 Aid nicns 1oro 3acTocyBaHHs Y 3B'A3KY 3 10ro
TpVBaNUM NepiosoM HaniBBUBEAEHHS (AVB. po3ain «MpoTUNOKA3aHHS»).

Abpoyumuni6: conykoraon (iHribitop CYP2C19, 2C9, 3A4) nifBuLLyBaB ekcroauLito akTUBHOI YacTuHK abpouuTuHiby Ha 155%. Mpu ogHOYacHOMY 3acTOCyBaHHi i3 hrykoHa3omom
Cnif BigKopuryeati 403y abpounTuHIOy 3rigHO 3 0ro IHCTPYKLIEH LLOAO NPU3HAYEHHS.

AnbtheHmaHin: ofHoYacHe 3acTocyBaHHs riykoHasony B 403i 400 Mr Ta anbgeHTaHiny B f03i 20 MKI/KT BHYTPILLHEOBEHHO CYMPOBOKYETLCS ABOKPATHNM 36iMbLUEHHSIM MOKa3HWKa
AUC,, (MmoxnmBo, Yepes iHribyBaHHs CYP3A4). Lie 3ymoBnioe HEOOXIigHICTb Y KOPUTyBaHHI 03K anbeHTaHiny.

Amimpunmunis, HopmpunmuniH: RyKoHa3on NOCUMIOE Jit0 aMiTPUNTUMIHY Ta HOPTPUNTUMIHY. PEKOMEHLYETLCS BUMIpIOBATK KOHLEHTpaLii 5-HopTpunTuniHy Ta/abo
S-amiTpunTUNiHy Ha no4aTky kombiHoBaHOi Tepanii Ta Yepes 1 TwkaeHs nicns ii novatky. Y pasi HeobxigHocTi Tpeba BigkopuryBaTit O3y aMiTPUNTUIIHY YW HOPTPUMTUNIHY.
AmcbomepuyuH B: ogHouYacHe 3acTocyBaHHs dhnykoHa3ony Ta amdoTepuLmHy B iHgikoBaHUM MULLaM i3 HOPMaNbHUM IMYHITETOM Ta iH(IKOBAHUM MULLAM 3i 3HUXEHWUM iMYHITETOM
npu3Beno A0 Takux pe3ynbTaTiB: HEBEMUKWIA aaUTUBHWIA NPOTUrPUOKOBNIA echekT Npyu cucTemHin iHdekuii C. albicans, BinCyTHICTb B3aeMOAIT Npy BHYTPILLHBOYEPENHIA iHPeKLT
Cryptococcus neoformans Ta aHTaroHiam BOX Npenapartis npy cucTemHin iHdekLii Aspergillus fumigatus. KniHiyHe 3Ha4eHHs Lx pe3ynbTaTiB HeBifoMe.

AHMUKOa@2ynsHMU: KK i NPW 3aCTOCYBaHHI iHLUMX a30MbHWUX NPOTUrPUOKOBUX 3acobiB, NpU OAHOYACHOMY 3aCTOCYBaHHI (hriykoHa3ony Ta BapdapuHy NoBigoMnsaM Npo BUNAZKM
PO3BUTKY KPOBOTEY (remMaToMa, HOCOBa KpOBOTEYa, LUMyHKOBO-KWLLKOBA KPOBOTEYA, remMaTypis Ta MemneHa) Ha Thi MOfJoBXeHHs NpoTpoMGiHoBOro yacy. IMpu ogHovacHomy
3aCTOCYBaHHi (briykoHasony Ta BapgapuHy crnocTepiranocs 4BOKpaTHe NiaBMLLEHHS NpOTPOMBIHOBOrO Yacy, iMOBIPHO, BHACIAOK NMPUrHIYeHHs MeTaboniamy BapdapuHy Yepes
CYP2C9. MoTpi6HO peTenbHO KOHTPOIKOBATU MPOTPOMBIHOBKIA YaC Y NALIEHTIB, siki O/HOYACHO 3aCTOCOBYIOTb KyMapUHOBi aHTUKoarynsaHTv abo ingaHgioH. Mosxe ByTn HeobxifHO0
KOpeKLis 1031 aHTUKOAryNsHTY.

benzodiaseniHu kopomkoi dii, Hanpuknad, mida3onam, mpua3onam: NpU3HaYEHHs (hryKOHa30ny Micns NepoparnbHOro 3acTocyBaHHs Miga3onamy npu3BOAMIO 4O 3HAYHOTO
NiABWLLEHHS KOHLEeHTpaLjii Mia3onamy Ta 40 NOCUIEHHS NCUXOMOTOPHMX ecdbekTiB. OfHOYacHe 3acTocyBaHHs donykoHasony B fo3i 200 Mr Ta Migasonamy B [03i 7,5 Mr nepopanbHo
npu3soamno Ao nigsuwierHs AUC Ta nepiogy HaniBeuBeaeHHs y 3,7 Ta 2,2 pasy BignoBigHo. 3actocyBaHHs dnykoHasony B Aodi 200 mr/goby Ta 0,25 Mr Tpuasonamy nepopanbHo
npussoanno Ao nigsuiierHs AUC Ta nepiogy HaniBeuBefeHHst Tpuasonamy y 4,4 1a 2,3 pasy BignosigHo. Mpu 0fHOYACHOMY 3aCTOCyBaHHI riykoHasony Ta Tpuasonamy
crocTepiranocs noTeHLitBaHHs Ta MpOSIoHraLlis eGhekTiB Tprasonamy.

FAKWO navieHTy, KA NPOXoAMTb KypC MikyBaHHs chrykoHa3onoM, Tpeba 0AHOYacHO Npu3HauMTK Tepanito GeH3ogiaseniHamu, 403y OCTaHHIX NOTPIGHO 3MEHLNTY Ta BCTAHOBUTU
HanexHWA Harnsg 3a CTaHoM najieHTa.

Kapbamasenit: dnykoHason npurHivye metaboniamv kapbamaseniHy Ta CnpuumHsE NiaBULLEHHS piBHS kapbamaseniHy B cuposaTLi kposi Ha 30 %. ICHye puank po3BuTKy NposiBiB
TOKCWYHOCTI 3 6oKy kapbamaseniHy. Moxe 6y T HeoOXifHUM KOpUryBaHHs 4031 kapbamaseniHy 3anexHo Bif piBHS 0T KOHLLEHTPaLi Ta Aii npenapary.

briokamopu Kanbuiesux KaHasie: Aeski aHTaroHiCTV kanbLjito (HideauniH, icpagunit, amnoauniH, Bepanamin Ta denogunin) metadonisytotscst hepmerTom CYP3A4. dnykoHason
MOTEHLiIHO MOXe MiABLLYBATW CUCTEMHY EKCMO3uLLito 6riokaTopiB KanbLieBNX kaHanis. PekoMeHLoBaHUA peTenbHUIA MOHITOPUHT LLLOAO0 PO3BUTKY MOBIYHMX peakLiil.

Llenekokcub: npu 0aHO4YaCHOMY 3acTocyBaHHi chnykoHasony (200 Mr Ha foby) Ta Lienekokenby (200 mr) C,..,ta AUC Lenekokenby nigsuiyBanucs Ha 68 % Ta 134 % signosigHo. Mpu
0[IHOYACHOMY 3aCTOCYBaHHi Lienekokeuby Ta dnykoHasony Moxe 6yTv HeoBXigHUM 3MEHLLEHHS 403V LieneKoKCuby BABiYi.

Luxknoghocghamio: ogHoHaCHE 3acTOCyBaHHs Livknodocdamiay Ta dnykoHasony npu3BoAUTb A0 NiABULLEHHS piBHA BinipyOiHy Ta kpeaTuHiHy B cupoBaTLi kposi. Li npenapati MoxHa
3aCTOCOBYBATH OAHOUYACHO, BPAXOBYHOUM MOXIMBHIA PU3MK MiABULLEHHS KOHLIEHTPaLiT 6inipyBiHy Ta kpeaTuHiHy B CMpOBATLL KPOBI.

®eHmaHin: NoBILOMASNM NPO OAUH NeTanbHU BUNagok BHACNIAOK iHTOKCUKaLii (heHTaHINOM Yepe3 MOXMMBY B3aeMOZi0 Mix (DEHTaHINOM Ta dnykoHasonom. ®rykoHason 3Ha4yHo
YNOBINbHIOE eNiMiHaLito deHTaHiny. MiaBMLLEHHS KOHLIEHTPALT (heHTaHiny MoXe NPM3BOANTM O NPUTHIYEHHS AUXaHHS, TOMY Tpeba peTenbHO KOHTPONoBaTK CTaH naujeHTa. Moxe
6yTM HEODXiHOK KOPEKLis 103N dheHTaHIny.

Ieibimopu 'MI-KoA-pedykma3su cymicHe 3acTocyBaHHs cpriykoHasony Ta iHribitopis TMI-KoA-peaykrasu, wo metaboniayiotscst CYP3A4 (aTopBactaTiH Ta cumBacTatiH), abo
iHriiTopis TMI-KoA-peaykTasu, wo metabonisytotbcs CYP2CY (chnyBactaTiH), A0303aNMEXHO MigBULLYE PU3MK PO3BMTKY Miomatii Ta pabaomioniay (3a paxyHOK 3HWKEHHS
meTaboniamy CTaTuHy B neviHLi). Y pasi HeobxigHOCTI 04HOYACHOTO 3aCTOCYBAHHS X NpenaparTia NoTpibHO peTenbHO cnocTepirati 3a NaLieHTOM OO BUHUKHEHHS CUMMTOMIB
mionarii Ta pabaomioniay i NpoOBOAWTI MOHITOPUHT PiBHS KpeaTuHKiHa3M. Y pasi 3HaYHOro NiABULLEHHS PIBHS KpeaTUHKIHA3W, a TaKoX Npy Nigo3pi v BusBNeHHi mionarii/pabaomionisy
3acTocyBaHHs iHribitopis TMI-KoA-peykTasu noTpibHo npunnHuTY. MoxnmnBo, 3HafobnsTbest MeHLLi Aoav iHribiTopis FMI-KoA-pefykTasu BignoBigHO 40 IHCTPYKLil Ans MeaN4HOro
3aCTOCYBaHHS CTATMHIB.

16pumuni6: nomipHi iHribiTopn CYP3A4, Taki sk driykoHason, nifBULLYIOTb KOHLEHTpaLjto iGpuTKHIBY B Mnasmi Ta MOXyTb MiABULLYBATW PU3MK TOKCUYHOCTI. SKLIO HEMOXIMBO
YHUKHYTW KOMBiHaLii npenapariB, NOTPibHO 3HM3UTK [03y IGpUTUHIOY Ao 280 Mr oauH pa3 Ha foby 3 METOK NPOJOBXKEHHS 3aCTOCYBaHHS iHribiTopa Ta 3abe3neynTn NocTinHuiA
KMIHIYHWA MOHITOPUHT.

lsakagpmop (okpemo abo 6 kombiHaui 3 npenapamamu mo2o camo20 mepanegmuyHO20 K1acy): OfHOYaCHe 3aCTOCYBaHHS iBakadTopy, perynstopa TpaHcMeMOpaHHOi NPOBIAHOCTI
npu mykosicunaosi (CFTR), 3 rigpokcumeTtunisakadptopom (M1) 36inbLumnno ekcnosuuito iBakadtopy B 3 pasu Ta ekcnosuito rigpokcumeTunisakadtopy (M1) y 1,9 pasy.

HeobxiaHo ameHLMTI 03y iBakachTopa (0kpemo abo y kombiHaLyji) 3riAHO 3 10ro IHCTPYKLEH NS MEANYHOTO 3aCTOCYBaHHS (Okpemo abo y KomBiHaLlji).

Onanapub: nomipHi iHri6iTopn CYP3A4, Taki sk ¢hnykoHa3on, MigBuLLyioTb KOHLEHTpaLito onanapnby y nna3mi KpoBi; OAHOYACHE 3aCTOCYBaHHSI HE PEKOMEHAYETLCS. FAKLIO
HEMOXTNMBO YHUKHYTU 3aCTOCYBaHHS Liei kombiHaLlii, o3y onanapuby HeobxigHo ameHwmnTy Ao 200 Mr Agivi Ha [o6y.

ImyHocynpecopu (Hanpuknad, UKIOCNOPUH, e8eponimyc, CupoiMyc i makponimyc).

LjuknocnopuH: (rykoHa3on 3HauHo nigBuLLye koHueHTpaLito Ta AUC yuknocnopuHy. Mpu oaHo4acHOMY 3acTocyBaHHi drykoHasony y Ao03i 200 Mr/poby Ta LMKIoCcnopuHy y Aoai
2,7 mr/kr/go6y cnoctepiranocs 36inblwenHHs AUC uyknocnoputy B 1,8 pasy. Lii npenapatit MoxHa 3aCTOCOBYBaTH OAHOYACHO 3a YMOBYW 3MEHLLEHHS 031 LIMKMOCMOPUHY 3aneXHO Big
110ro KOHLeHTpaLi.

Eseponimyc: hnykoHa3on Moxe NiABuLLYBaTH KOHLIEHTPALLiI0 eBeponiMyCy B CUpOoBaTL KpoBi Yepes npurHiveHHs CYP3A4.

Cuponimyc: riykoHa3on nifsuLLye KOHLEHTPaLLito CUponiMyCy B Na3mi KpOBi, iMOBIPHO, LLNSIXOM NpUrHiYeHHs MeTaboniamy cuponimycy depmeHTom CYP3A4 ta P-rnikonpoTeiHom.
Lli npenapati MoxHa 3acTocoByBaTH OLHOYACHO 3@ YMOBM KOPUryBaHHS O3V CMPORIMYCY 3anexXHO Bif piBHS KOHLEHTpaLii Ta edhekTiB Big npuitoMy npenapary.

Takponimyc: (pnykoHa3on Moxe NigBuLLyBaTW KOHLEHTPALLT TakponimMycy B CMpOBATL|i KPOBi 10 5 pasiB npu oro nepopanbHOMy 3acTOCyBaHHi Yepe3 NpuUrHiueHHs Metaboniamy
Takponimycy chepmeHtom CYP3A4 y kuwweuHuky. Mpu BHYTPILLHBOBEHHOMY 3aCTOCYBaHHi TakpomiMycy He CrocTepiranocs 3HaYHUX 3MiH dhapMakokiHeTuku. MiaBuLeHi piBHi
TakponimMycy acoLitorTbCs 3 HeppPOTOKCHYHICTHO. [l03y Takponimycy Ans nepopanbHOro 3acTocyBaHHs NOTPIOHO 3HWKYBATM 3aMeXHO Bifl KOHLEHTPaLi Takponimycy.

Tlo3apmat: dnykoHa30n NPUTHIYYE NepeTBOPEeHHs No3apTaHy Ao 10ro akTuBHOro MeTabonity (E-31 74), wo 3yMoBtoe BifbLLy YaCTUHY aHTaroHi3My 40 pPeLienTopiB aHrioTeHanHy |l
nig Yac 3acTocyBaHHs No3apTaHy. PekoMeHL0BaHO 34iNCHIOBATI NOCTINHMIA MOHITOPVHI apTepianbHOro TUCKY B NALjiEHTIB.

JlypasudoH: nomipHi iHribiTopn CYP3A4, Taki sik (hnykoHason, MOXyTb MigBMLLYBATW KOHLEHTPALil NypasvaoHy B nna3mi KpoBi. FAKLWO HEMOXIIMBO YHWUKHYTM OLHOYACHOrO
3aCTOCYBaHHS, CIif, 3MEHLLMTY A03Y JTypaswoHy, ik 3a3Ha4€HO B Or0 iHCTPYKLT AN MeaNYHOro 3acTocyBaHHs.

MemadoH: ¢riykoHa3on Moxe NiABMLLYBaTY KOHLEHTPaL|ito MeTagoHy B CUpoBaTLi kpoBi. Mpu 0gHOYACHOMY 3acTOCYBaHHI MeTafoHy Ta dnykoHa3ony Moxe 6yt HeobXiaHUM
KOpUryBaHHs JO31 METaI0HY.

Hecmepoidni npomusanansHi npenapamu (HIMN3[): npy ogHo4acHoMy 3acTocyBaHHi 3 nykoHasonom C,, Ta AUC dnypbinpodbeHy nigsuwtysanucs Ha 23 % ta 81 % BignosigHo
MOPIBHSIHO 3 BiZNOBIAHMMM NOKa3HWKaMU NPy 3aCTOCYBaHHI Tinbkv dnypbinpodeHy. AHanoriyHo Npu 0g4HOYACHOMY 3aCTOCyBaHHI riykoHasony 3 paLeMiyHnm ibynpodeHom (400 mr)
C.... TAAUC chapmakonoriyHo akTUBHOro isomepy S-(+)-ibynpodeHy nigsulysanucs Ha 15 % Ta 82 % BignoBigHO NOPIBHSHO 3 BiAMNOBIAHAMY MOKa3HWUKAMM NMpY 3aCTOCYBaHHI TiNbku
paLeMi4Horo ibynpodeHy.

®nykoHa30M NOTEHLIMHO 34aTHUA NiABMLLYBaTK CUCTEMHY ekcno3uuito iHwmx HM3M, wo metabonisytotecs CYP2CY (Hanpuknag, HanpoKCeHy, NOPHOKCKKaMy, MenoKcukamy,
AvKnodeHaky). PekomeH[0BaHO NepioAnyHO 3iCHIOBATU MOHITOPMHI MOBIYHIX peakLiil Ta TOKCMYHNX NPOsiBiB, NoB'a3aHuXx i3 HM3M. Moxe sHagobutucs kopurysaxHs fo3un HIM3M.
®eHimoiH: crykoHason npurHivye Metaboniam eHiToiHy B neviHui. OgHovacHe Garatopasoe 3actocyBaHHs 200 Mr dnykoHasony Ta 250 Mr (heHiTOiHy BHYTPILUHBOBEHHO
npu3soauTh 4o nigsuleHHs AUC,, heHiToiHy Ha 75 % Ta C,;,Ha 128 %. Mpu ogHOYaCHOMY 3aCTOCYBaHHI L fikapcbKix 3acobiB NOTPIGHO NPOBOANTM MOHITOPUHT KOHLEHTpaLi
(beHiTOiHY B CMpOBATLL KPOBI ANS YHUKHEHHS PO3BUTKY TOKCUYHOI Aii (DEHITOTHY.

[MpedHi30H: NOBIZOMAANN NPO BUNAZOK, KOMW Y NaLieHTa Nicns TpaHCniaHTawii neviHky Ha Tni 3aCTOCyBaHHS NPEeAHi30HY PO3BYHYNACA rocTpa HeJOCTaTHICTb KOPU HaAHUPKOBNX
3a1103, WO BUHWKNA NiCNs NPUMNUHEHHS TPUMICAYHOTO Kypcy Tepanii hnykoHa3onom. MpunuHeHHs 3acTocyBaHHs dnyKoHa3ony, IMOBIPHO, CMIPUYMHMIO MOCUMEHHS aKTUBHOCTI
CYP3A4, wo npn3seno o npuckopeHHst MeTaboniamy npeaHiaoHy. Cnig peTenbHO CTEXWUTM 3a navieHTamu, Siki NpoTAroM TPUBAsoro Yacy OAHOYACHO 3aCTOCOBYHOTL (hryKOHa30M Ta
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NPeSHI30H, 3 METOI0 NONepeKeHHs PO3BUTKY HEAOCTATHOCTI KOPW HAAHWMPKOBUX 32103 NICAS NPUNUHEHHS 3aCTOCYBAHHS O NyKOHa30ny.

PughabymuH: dnykoHa3on nigsuLLye KOHLEHTpaLito pudabyTuHy B CUpoBaTLi KPOBI, L0 Npu3eoauTh Ao 3binbweHHs AUC pudabytury go 80 %. Mpy ogHoYacHOMY 3aCTOCYBaHHi
chnykoHasony Ta pucabyTuHy NOBIAOMASNOCS NpO BUNAAKM PO3BUTOK yBEITY. Mpn 3acTocyBaHHi Takoi koMbiHaLii nikapcbkix 3acobiB NoTpiBGHO BpaT 4O yBar CUMMTOMM TOKCUYHOT
i puchabyTuHy.

CaxsiHasip: dpnykoHason nigsuwye AUC Ta C,,, caksiHasipy npnbnnsHo Ha 50 % Ta 55 % BianoBiaHo Yepes npurHiyeHHs MeTaboniamy cakBiHasipy B neviHLi pepmeHTom CYP3A4 Ta
yepes iHribyBaHHs P-rnikonpoteiny. Baaemogii Mix ¢hnykoHa30/1oM Ta CakBiHaBipOM/pUTOHABIPOM He JOCRiZKyBann, TOMY BOHM MOXYTb OyTu Ginblu BupaxeHumu. Moxe ByTu
HeobXiAHM KOpUryBaHHS 1031 CaKBiHaBIpy.

[MoxioHi cynbhoHince408uHU: ORHOYACHE 3acTOCyBaHHs (priykOHa30my 3 NepopanbHUMKM MOXIHUMIA CYNbgOHINCEYOBIHI (Xnopnponamia, rmibeHknamig, rninisug ta Tonbytamia)
NpU3BOANMO0 A0 NPONOHTYBaHHS nepiofy iX HaniBeUBeAeHHs. PekoMeHAYETbC NPOBOAMTI YacTUid KOHTPOMb LKPY B KPOBI Ta BiAMOBIAHAM YMHOM 3HWKyBaTW [O3Y MOXIAHWX
CYNbdOHINCEYOBIHI MPK OAHOYACHOMY 3aCTOCYBaHHi 3 (PITYKOHA3010M.

TeoqpiniH: 3actocyBaHHa hnykoHasony no 200 Mr npoTarom 14 AHiB Npu3Beno [0 3HWKEHHS CepefHbOro KiipeHcy TeodiniHy y nnasmi kposi Ha 18 %. 3a nauieHTamu, Aki
3aCTOCOBYI0Tb TEOMiNiH Y BUCOKMX 403aX ab0 SiKi MaOTb MIABULLEHNI PU3MK PO3BUTKY TOKCUYHIUX NPOSBIB TEOMIMiHY 3 iHLLMX NPUUMH, Tpeba BCTAHOBUTM Harns LOAO BASIBNEHHS
03HaK PO3BUTKY TOKCUYHOI i TeodiniHy. Tepanito noTpiGHO 3MiHWTY Npy NOSBi 03HaK TOKCU4HOCTI.

TogpayumuHib: BNMB TOhaLMTMHIOY 3pocTae Mpu OfHOYACHOMY 3acCTOCYBaHHI 3 Nikapcbkumu 3acobamu, siki Npu3BoasTb A0 MOMipHOro iHribyBaHHs CYP3A4 Ta noTyxHoro
iHribyBanHs CYP2C19 (Hanpuknag dnykoHason). ToMy pekoMeHA0BaHO 3HU3UTU 403y TOaLMTMHIBY 10 5 Mr oavH pa3 Ha Ao0y B kOMGIHALLSIX i3 LMm npenapatamy.

Toneanmat: excnoauuis TonsanTaty (cy6etpaty CYP3A4) sHauHo 36inbLuyeTses (200% AUC; 80% C.,,,) npy 110ro 0ofHO4aCHOMY 3aCTOCyBaHHi 3 (rykoHa30MoM (MOMIpHUIA iHribiTop
CYP3A4), Ta, BiONOBiAHO, 3p0CTaE PU3MK BUHMKHEHHS Takux NOGIYHWX peakuiin Sk NOCUNeHHs diypesy, 3HEBOAHEHHS i rOCTpa HMPKOBA HeJOCTaTHICTb. Y pasi 0AHOYACHOMo
3aCTOCyBaHHS, [103a TonBanTaHy NoBWHHa 6yTY 3MEHLLEHa BiNOBIAHO 0 10ro IHCTPYKLi, a 3@ navieHToM NoTpiGHO crocTepiraTii LOAO NosBY NOBIYHINX peaKLyii.

Ankanoidu bapsiHky: thnykoHa30s1, iMOBIPHO, Yepes iHribyBaHHs CYP3A4 moxe CripuunHATY NigBULLEHHS KOHLEHTPaLii ankanoigis 6apBiHKy B nna3mi KpoBi (HanpuKknag, BiHKPUCTUHY
Ta BiHONACTMHY), LLO NPU3BOANTB 40 PO3BUTKY HEMPOTOKCUYHMX eCDEKTIB.

Bimamit A: noBioMAsNK, LLO Y NavieHTa, KA 0GHOYACHO 3aCTOCOBYBAB TPAHCPETUHOEBY KUCIOTY (KMCMOTHA (hopMa BiTaMiHy A) Ta chykoHason, cnocTepiranucs nobiuHi peakyi 3
6oky LIHC y chopmi nceBaoTymopy rofioBHOrO MO3KY, LU0 3HWK Micnst BigMiHW drykoHasony. Lli nikapcbki 3acobu MoxHa 3acTocoByBaTV OAHOYACHO, arne Tpeba nam'aTaTi Npo puank
BMHUKHEHHS No6iuHmx peakLii 3 6oky LIHC.

BopukoHason (iHeibimop CYP2C9, CYP2C19 ma CYP3A4): ogHouacHe 3aCToCyBaHHS BOpKKOHa3ony nepopasnbHo (no 400 mr koxHi 12 roguH npoTsirom 1 gHs, noTim no 200 Mr KOXHi
12 roguH npoTsirom 2,5 fHs Ta cnykoHasony nepopanbHo (400 Mry nepLumit aeHb, noTiM no 200 Mr KOXHi 24 roguHn npoTsarom 4 axie) npusseno Ao nigsueHHs G, Ta AUC,
BOpUKOHa3ony B cepeHboMy A0 57 % (90 % [l: 20 %, 107 %) 1a 79 % (90 % [I: 40 %, 128 %) BinnosiaHo. HeBifomo, 4n Npu3BoANTb 3HUKEHHS 403K Ta/abo 4acToTh 3acTOCyBaHHS
BOpUKOHA30my abo nykoHa3ony Ao yCyHeHHs Takoro edbekTy. [Mpn 3acTocyBaHHi BOPUKOHA301y nicns nykoHa30smy NOTPiBGHO NPOBOAUTY COCTEPEXEHHS LLOAO PO3BUTKY MOBIYHMX
e(peKTiB, acoLlii0BaHMX i3 BOPUKOHA3OIIOM.

3udosydun: pnykoHason nigsuwye C... Ta AUC aupoyamHy Ha 84 % Ta 74 % BignoBigHO, L0 3yMOBMEHO 3HWKEHHAM KNipeHcy 31aoBYAMHY NpubnuaHo Ha 45 % npu ioro
nepoparnbHoMy 3acTocyBaHHi. [lepioa HaniBBUBEAEHHS 3MA0BYANHY BYB TakoxX NOAOBXEHA NpUbnnaHo Ha 128 % nicns 3acTocyBaHHs koMBiHaLii hnykoHasony Ta augoByauHy. 3a
navieHTamu, siki 3acTOCOBYHOTb Taky KombiHaLto Nnikapcbkux 3acobiB, NOTPIBHO criocTepiraTit WOAO PO3BMTKY MOBIYHNX peaKLii, NOB'A3aHuX i3 3aCTOCyBaHHSIM 3ugoBYAMHY. MoxHa
PO3rNSHYTU AOLINBHICTb 3HUKEHHS 403U 3UA0BYANHY.

A3UMpOMIYUH: NP OBHOYACHOMY NepoparibHOMY PasoBOMY 3aCTOCYBaHHI asWTpOMiLWHY Ta dnykoHasony B fosax 1200 mr ta 800 Mr BigNOBIAHO, XOAHMX 3HAYYLLMX
thapMakoKiHETUYHIX B3aEMOiN BUSIBITEHO He Byro.

[MepoparnbHi KoHMpayenmusu: NPy 3acTocyBaHHi (rykoHasony B 4o3i 50 Mr BNnMBY Ha piBeHb ropMOoHiB He Byro, Togi Sk Npu 3actocyBaHHi dnykoHasony B 4osi 200 Mr Ha foby
cnoctepiranocs 36inbienHs AUC eturinectpagiony Ha 40 % Ta neBoHoprecTpeny — Ha 24 %. Lle cBiguntb npo Te, Lo 6aratopasoBe 3acTOCYyBaHHs (priykOHa30my B 3a3Ha4EHNX
[03aX HaBPSA Y1 MOXe BNINBATU Ha eheKTUBHICTL KOMBIHOBAHOrO NepoparbHOro KOHTpaLenTMBa.

Ocobnueocmi3acmocygaHHs!.

Llepmamocpimisi. Binomo, Lo npu 3acTocyBaHHi hriykoHa3ony Ans nikyBaHHs 4epMaTodiTii y AiTel 0CTaHHil He NepeBuLLYye rpr3eodynbBiH 3a heKTUBHICTIO | 3aranbHIi NOKa3HUK
eheKTMBHOCTI CTaHOBUTb MeHLLE 20 %. Tomy hnykoHa30m He MOXHa 3aCTOCOBYBATY Anst NiKyBaHHS iepMaTodiTii.

Kpunmokoko3. [lokasiB edeKTMBHOCTI (hiykoHa301y Ans NikyBaHHS KPUNTOKOKO3Y iHLLKX fToKaniaalin (Hanpyknag, nereHeBoro KpUnToKOKO3Y Ta KPUMTOKOKO3Y LLKIpH) HEA0CTaTHbO,
TOMY pekOMeHzaLii LLLOA0 AO30BOr0 PEXMMY A4S MikyBaHHS TaKiMX 3aXBOPHOBaHb HEMAE.

[nuboki eHOemidHi Miko3u. [JokasiB edeKTMBHOCTI (hiyKoHa30My A4S MiKyBaHHS iHWKNX (hOPM eHAEMIYHUX MIKO3iB, TakuX SIK MapakoKLMAioigoMiko3, ricTONMnasmo3 Ta LKpHO-
niMdaTUYHNIA CNOPOTPNXO3, HELOCTAaTHBO, TOMY PEKOMEHAALLiA LLOAO0 A030BOr0 PEXMMY AN MiKyBaHHS TakuX 3aXBOPIOBaHbL HEMaE.

Hupxosa cucmema. MNaujieHTam i3 nopyLLeHHsM hyHKLiA HUPOK MpenapaT noTpibHO 3aCTOCOBYBATM 3 00epeXxHICTIO (AnB. po3ain «Cnocit 3acTocyBaHHs Ta AO3N»).

Hedocmamuicme HadHUpKOBUX 3a103. KETOKOHa301, Sk BiAOMO, CIPUYMHSIE HEAOCTATHICTb HAAHWMPKOBWX 3aN03, i LI TaKoX MOXe CTOCYBaTUCS (hyKOHa30My, Xo4a CrocTepiraeTbes
pigko. HepocTtaTHiCTb HagHMPKOBKX 3an03, NOB'3aHa 3 OAHOYACHMM NiKyBaHHAM NPeHi30HOM, OnucaHa y nmigpo3gini Bniue ¢nykoHa30my Ha iHwi nikapchbki 3acobu poaginy
«B3aemogisi 3 iHWMMM NikapcbkMm 3acobamu Ta iHLLI BUAK B3aEMOZl».

lenamobiniapHa cucmema. TlauieHTam i3 NOpYLEHHAM (PYHKLi neviHki npenapaT noTpibHO 3acTocoByBaT 3 0bBepexHicTio. 3acTocyBaHHs (hriykoHa30my acoLliloBanocs 3
BUHUKHEHHSAM PIAKICHIX BUNaAKiB PO3BUTKY TSHKKOI renaToTOKCUYHOCTI, BKITOYAKOUM fleTarbHi BUNaaKy, rONIOBHUM YMHOM Y MALEHTIB i3 TSKKUMM OCHOBHUMM 3aXBOPHOBaHHAMM. Y
BUNaaKax, Komu po3BMTOK renaToTOKCUYHOCTI acoLlitoBaBCs i3 3aCTOCyBaHHSAM hrykoHasory, He 6yno BiasHa4eHo ii SBHOI 3anexHOCTi Big 3aranbHoi 4060BOI 03K npenaparty,
TprBanocTi Tepanii, cTati abo Biky nauieHTa. 3a3Buyait renaToTOKCUYHICTb, CIPUYMHEHa (hyKOHA30:10M, 060pOTHA, a i NPOSBY 3HUKAKOTh NICAS IPUNMHEHHS Tepanii.

3a naLjieHTamu, y SIKUX pu 3aCTOCyBaHHi (hlyKoHa301Ty CMOCTEPIraoTbCS BiXUNEHHS pe3ynbTaTiB yHKLiOHaNbHUX Npob NeviHkK, NOTPIGHO BCTAHOBMTI PETENbHMIA HArNsA WOLO
PO3BUTKY BiNbLL TSHKKOrO YpaeHHS MEYiHKN.

MauieHTiB Tpeba NpoiH(OpMyBaTM NPO CUMNTOMM, IO MOXYTb CBIOYATM MPO CEPHO3HWIA BNAMB Ha NEYiHKY (BUPaXeHa acTeHis, aHOpeKcis, NocTiHa HynoTa, OnioBaHHs Ta
KOBTSHULSA). Y TakoMy pasi 3acToCcyBaHHs (hrykoHa3051y NOTPIGHO HeranHo NPUMMHUTY Ta NPOKOHCYNbTYBATIUCS 3 NikapeM.

Cepueso-cyduHHa cucmema. [esiki a3onu, 30kpema it priykoHa3on, acoLloiTbest 3 NofoBkeHHaM iHTepsany QT Ha enektpokapaiorpami. PriykoHason CnpuinHsie NOAOBKEHHS
iHTepBany QT LUNSXOM iHriByBaHHS CTPYMY iOHiB Yepe3 kanieBi kaHanu BHYTpiLHBbOrO BunpsimneHHst (Ikr). MogoxeHHs iHTepsany QT, cipuymHeHe iHWMMK nikapcbkimm 3acobamm
(TakMK Ik aMioAapoH), MoXe NocuoBaTUCS BHACIAOK iHribyBaHHS depmeHTy CYP3A4 uutoxpomy P450. Mosigomnsnu npo ayxe piakicHi Bunagku nogosxeHHs inTepeany QT Ta
napoKcM3MarbHOi LLNYHOYKOBOI TaxikapaAii TUny «nipyeT» npy 3acTocyBaHHi hnykoHasony. Taki NoBifOMIEHHs CTOCYBaNMCA NALIEHTIB i3 TSHKKMMM 3aXBOPIOBAHHSMM NPU NOEAHAHHI
BaraTbox (haKTopiB PU3KKY, TaKUMU SiK CTPYKTYPHI 3aXBOPIOBAHHS CEPLst, NOPYLUEHHS ENEKTPONITHOro 06MiHy Ta 0fHOYacHe 3aCTOCyBaHHS iHLLIMX NikapCbkx 3acobiB, LLO BMMBaIOTH
Ha iHTepBan QT. MauieHTn 3 rinokaniemieto Ta TSKKOKO CEepLEBOK HEJOCTATHICTIO MakoTb MIABWULLEHWUA PU3NK BUHMKHEHHS XUTTEBO HEBe3neuHUX LUMYHOYKOBMX apuTMil Ta
napoKcM3aMarbHOT LLMYHOYKOBOI Taxikapaii Tuny «mipyeT».

®nykoHason Tpeba 3 06epexHICTIo 3aCTOCOBYBATY NALiEHTaM i3 pU3VKOM po3BUTKY apuTMiii. OfHOYaCHE 3aCTOCYBaHHS pa3oM i3 NikapCbkiMm 3acobam, LU0 NPOSIOHTYTL iHTepBan
QTc Ta MmeTaboniaytoTbes 3a gonomoroto depmeHty CYP3A4 uutoxpomy P450, npotunokasaHe (aus. posginu «MpotunokasaHHs» Ta «Baaemogis 3 iHwmmu nikapcbkumi 3acobamu
Ta iHLLi B B3aEMOAi»).

lanogpaHmpu. FanodanTpuH € cybeTpatom pepmenty CYP3A4 i nponoHrye inTepean QTc npu 3acTocyBaHHi y peKoMeHLoBaHX TepaneBTUYHUX o3ax. OfHoYacHe 3aCTocyBaHHs
ranoaHTpyHy Ta hnykoHa3ony He peKOMEHAYETLCS (AWB. po3ain «Baaemopis 3 iHLLMMM NikapcbkuM 3acobamu Ta iHLLI BUAW B3aEMOLINY).

[Lepmamonoeiyni peakuii. Mig yac 3acTocyBaHHS (hlyKOHa30y Pigko NOBIAOMSANOCS NPO PO3BMTOK TaKUX eKChoNiaTMBHUX LUKIPHWX peakwiit ik cuHapom CTiBeHca — [KOHCOHa Ta
TOKCWU4HUIA enigepmarnbHIi Hekponia. MoBigomMnAnyM Npo MeankaMeHTO3HY peakLito 3 eoauHodinieto i cuctemHumm nposisamu (DRESS). MauieHTn, xsopi Ha CHIL, 6inbLu cxunbHi Ao
PO3BUTKY TSHKKWX LUKIPHWX peakLiiii npu 3acTocyBaHHi 6araTbox nikapcbkux 3acobis. AKLO y naLieHTa 3 TOBEPXHEBO rPUOKOBOIO iH(EKLiEHD 3'ABNAIOTHCS BUCUNAHHS, L0 MOXHA
MoB'A3aTy i3 3aCTOCyBaHHAM (priyKOHa301y, NofasbLUe 3aCTOCyBaHHs npenapaty Tpeba npunuHUTY. AKLLO Y naLieHTa 3 iHBa3MBHOK/CMCTEMHOK PUOKOBO iHEKLIED 3'ABNSAOTHCA
BMCMMaHHS! Ha LLKIpi, 3a 10ro CTaHOM NOTPIGHO peTenbHO CnocTepiraTi, @y pasi po3suTKy Oynbo3HUX BUCKHMaHb ab0 MynbTUGOPMHOT epuTEMU 3aCTOCYBaHHS PriykoHa3omy noTpioHoO
MPUNMHATY,

linepyymnusicmb. Y piaKiCHUX BUNagKax NOBIZOMASNYW PO PO3BUTOK aHAiNaKTUYHINX peakwiit (AuB. po3ain «[poTuUnoKasaHHsY).

Lumoxpom P450. ®nykoHa3son e nomipHum iHribitopom depmentis CYP2C9 Ta CYP3A4. Takox chnykoHa3son e nomipHum iHribitopom epmenty CYP2C19. Tpeba cnoctepiratv 3a
CTaHOM NaLieHTiB, siki OAHOYACHO 3aCTOCOBYHOTH (hNTyKOHA30/1 Ta NpenapaTy 3 By3bKiM TepaneBTUHHUM BiKHOM, L0 MeTabonidytoTbes 3 yyacTio CYP2C9, CYP2C19 1a CYP3A4 (ave.
po3ain «B3aemogis 3 iHWMMK nikapcbkMmM 3acobamu Ta iHLLI BUAY B3aEMOLINY).

TepheHaduH. MoTpiBHO peTenbHO crnocTepiraTi 3a CTaHOM NaLyieHTa Npu 0AHOYACHOMY 3aCTOCYBaHHI TepdeHaanHy Ta thnykoHasony B Ao3i MeHLe 400 mr Ha goby (ave. posginu
«lpoTunoka3aHHs» Ta «Baaemogis 3 iHLLMMY NikapcbkuMm 3acobamu Ta iHLLi BUAYW B3AEMOZIN).

KaHdudo3. [JocnimkeHHs nokasanum 3pocTaHHs noLwmnpeHocTi iHdekuii Bugy Candida, BigmiHHux Big C. albicans. BoHn 4acTo € npupoaHo peancTeHTHUMY (Hanpuknag, C. kruseiTa C.
auris) abo [leMOHCTPYIOTb 3HIKEHY YyTIMBICTb A0 dhrykoHasony (C. glabrata). Taki iHdbekLii MoxyTb NoTpebyBaTh anbTepHaTUBHOI NpOTUrpUbKOBOT TEpanii Yepes HeedeKTUBHICTbL
nikyaHHs. ToMy pekoMeHayeTbCs BpaxoByBaTH MOLLMPEHICTb PE3NCTEHTHOCTI pi3HuX BuAis Candida 4o hnykoHasony.

JlonomixHi pe4oguHu.

Mpenapat MiCTUTb NaKTO3y. FAKLLO Y NaLieHTa BCTaHOBNEHA HEMEPEHOCKUMICTb LesiknX LiyKpiB, Tpeba NpoKOHCYbTYBATUCS 3 fikapeM, NepLL Hix NpUAMAaTH Lied Nikapcbkuii 3acib.
OpHa TabneTka nikapcbkoro 3acoby GyLmc’ MICTTL MeHLLE 1 MMOMb HaTpilo (23 Mr), TOBTO Npenapat NPaKTUYHO BiflbHHIA B HATPItO.

BacmocysarHs y nepiod eacimHocmi abo 200y8aHHS 2pyddko.

BazimHicmb.

3a faHnmn obcepBaL|iiiHOro [OCTIKEHHS, ICHYE NiABMLLEHNIA PU3NK CMOHTaHHOrO aBopTY Y XIHOK, ki OTPUMYBan hryKoHa3051 MPOTAFOM NEPLLOrO TPUMECTPY BariTHOCTI.

[laHi o0 KiNbKOX TUCAY BariTHWX XXIHOK, SiKi OTPUMYBanM NikyBaHHs (riyKoHA30moM Y KyMynsaTUBHIN 4o3i < 150 Mr y nepLuiomy TPUMECTPI, AEMOHCTPYIOTb BiACYTHICTb 3pOCTaHHS
3aranbHOro pu3nKy Bag po3BUTKY Nnogy. B ogHOMY BENWUKOMY CMOCTEPEXHOMY KOrOPTHOMY AOCRIMXeHHI nepopanbHe 3acTocyBaHHs (riykoHa3ony B NepLlomMy TpumecTpi 6yno
MoB'si3aHe 3 HEBENMKIM MIABULLEHNM PU3MKOM Bafl PO3BUTKY CKEMETHO-M'S30BOI CUCTEMM, WO Bignosigae npubnusHo 1 gopatkosomy Bunagky Ha 1000 iHOK, siki oTpuMyBanm
KyMynsTuBHi fo3n < 450 Mr, NOPIBHSHO 3 XiHKaMW, siki OTPUMYBanM a3onn MicUeBoi Aii, i npubnuaHo 4 nogatkosum Bunagkam Ha 1000 XiHOK, Siki OTPUMYyBanM KyMynsTUBHI 103N
GinbLue 450 mr. CkopurosaHmii BigHOCHMIA puank ctaHosus 1,29 (95 % [I: 1,05-1,58) ans no3u dnykonasony 150 Mr nepopansHo Ta 1,98 (95 % [l: 1,23-3,17) ans po3 dnykoHasony
BinbLue 450 mr.

MoBigomnanocs Npo YncenbHi BpOMKEHi naTonorii y HOBOHApOMKEHUX (BKMtovatoun Gpaxiuedanito, Aucnnasiio ByLUHOT pakoBUHM, HaaMipHe 30inblUeHHst NepeaHbOro TiM'sauka,
BUKPUBIEHHS CTETHa, NNEYONPOMEHEBMIA CUHOCTO3), MaTepi KX NpUAManK BCOK Jo3u drykoHasony (400-800 mr/noby) npoTsirom npuHanmHi Tpbox abo Ginblue micsuis Ans
NiKyBaHHS KOKLMAi0iA03y. 3B'A30K Mix 3aCTOCYBaHHAM (hlyKOHA30My Ta LMY BUNALKaMU He BU3HAYEHWIA.

[locnimxeHHs Ha TBapuHax NPOAEMOHCTPYBanu penpoAyKTUBHY TOKCUYHICTb.

Micns 3acTocyBaHHs OfHOPA30BOI 103K ab0 NPUMUHEHHS KYpCY MikyBaHHS NEPe, HaCTaHHAM BariTHOCTI PEKOMEHAYETLCS Nepios BUBEAEHHS TPUBANICTHO BNM3bKo 1 TWXKHS (Lo
Bignogigae 5-6 nepiogam HaniBBUBEEHHS).

He cnig 3acTocoByBaTy 3BIYaiHi 1031 hriyKOHa30My Ta KOPOTKOTPKBANI KypCu NikyBaHHs priyKOHA30m0M y Nepioz BariTHOCTI, 38 BUHSTKOM KpaiiHboi He0BXigHOCTI.

He cnig 3acTocoByBaTy BICOKI 4031 (hnykoHa3ony Ta/abo Tpreani Kypcy nikyBaHHs (hlykoHa30/10M Y NePIof BariTHOCTI, 32 BUHATKOM NTiKyBaHHS iH(DeKLiiA, Lo MOXYTb 3arpoxyBaTy
KATTIO.

[0dysaHHs epyddto.

®nykoHa3on NpoHWKae y rpyAaHe MOMOKO Ta JOocsirae KOHLEHTpaLlii nogibHoi 4o piBHA y nna3mi kposi (AuB. po3ain «®apmakokiHeTukay). FoayBaHHS rpyAA0 MOXHa NPOAOBXYBaTH
nicns pa3oBOro 3aCTOCyBaHHS 3BM4aINHOI 4031 (hIyKOHA301y, LLO CTaHoBUTb 150 Mr.

lonyBaTV rpYAAI0 HE PeKOMEHAY€ETLCS Npy baraTopa3oBOMy 3acToCyBaHHi hnykoHa3osy abo npu 3aCTOCyBaHHi BUCOKIX 03 (priykoHasony.

CiA OLHUTY KOPUCTb FOAYBaHHS FPY/AAI0 AN PO3BUTKY | 30POB'S AUTUHM, @ TAKOX KriHiuHy noTpeby maTepi y npenaparti ®yumc® | 6yab-aki noTeHLiiHi nobiuHi edekt npenapaty
®yuyc® abo OCHOBHOTO 3aXBOPIOBAHHS MaTepi AN AUTUHN, Sika OTPUMYE FPYAHE BUTOA0BYBAHHS!.

GepmunbHicm.

®nykoHa3on He BNNMBaB Ha (hePTUILHICTb CaMLIiB Ta CaMOK LLYPIB.

30amHicme ennusamu Ha wWeUOKicmb peakyii npu kepysaxHi asmompaHcnopmom abo iHWUMU MexaHi3mamu.

[JocnigxeHb BNnBY hyKoHa301y Ha 34aTHICTb kepyBaTh aBTOTPAHCMOPTOM abo NpaLitoBaTy 3 iHLLMMM MeXaHi3MaMu He NpoBOAMIN.

MavuieHTiB noTpiGHO NoiHOPMYBaTU NPO MOKNMBICTL PO3BUTKY 3anaMopoyeHHst abo cyAoM (aue. poagin «MobiuHi peakwiin) nig yac 3acTocoByBaHHS npenapary. [py po3BUTKY Takux
CYMNTOMIB He PEKOMEHAYETbCA KepyBaTy aBTOTPaHCNOPTOM abo npaLiioBaTy 3 iHLLIMMI MeXaHi3Mamm.

Cnoci6 3acmocysaHHsi ma do3u.

lMpenapart 3acTocoByBaTW NepoparbHo. [Mpuilom Npenapaty He 3anexuThb Big NpUItoMy ixi.

[loboBa fo3a dhnykoHasony 3anexuTb Big BUAY Ta TSXKKOCTI rpubkoBoi iHdekwii. Mpu HeobxigHoCTi GaraTopa3oBoro 3acTocyBaHHs npenapary NikyBaHHS iH(eKLil NoTpibHO
MPOLOBXYBATW A0 3HUKHEHHS! KMiHIYHMX Ta TabopaTopHUX NPOSIBIB aKTUBHOCTI rpUbKOBOI iHeKLii. HegoctaTHs TpuBanicTb NikyBaHHS MOXe NPU3BECTY 40 BiBHOBNEHHS aKTUBHOMO
iHbekLilHoro npovecy.

Hopoci.

Kpunmokokoa.

— NikyBaHHS! KPMMTOKOKOBOrO MEHIHTITY: HaBaHTaXyBasnbHa [03a CTaHoBKUTL 400 Mry 1-it aeHb. MigTpumytoya fosa — 200-400 mMr oamnH pas Ha foby. TpusanicTb NikyBaHHs 3a3Buyai
CTaHOBMTb LLOHaNMeHLLe 6-8 TXHIB. [py iHeKUisX, Lo 3arpoXyoTh XuTTHO, 4060BY [03y MOXHa 36inbLunT A0 800 Mr.

- MigTpumytoya Tepanis Ans nonepem;keHHs PeLUanBy KpUNTOKOKOBOrO MEHIHITY B MALiEHTIB i3 BUCOKMM PU3MKOM MOr0 PO3BUTKY: PEKOMEHAOBaHA [03a npernapary CTaHOBUTbL
200 mMr oauH pa3 Ha 1oby NpoTArom HEOBMEKEHOTO Yacy.

Kokyudioidomikos. PekomenaosaHa fo3a ctaHosuTb 200400 Mr oanH pas Ha Aoby. TpusanicTb NikyBaHHS cTaHOBUTL 11-24 micaLi abo AOBLUE 3aneXHO Bif CTaHy natjeHTa. [ins
nikyBaHHs Aesikix hopM iHdhekLii, a 0cobrmBo AN NiKyBaHHS MEHIHTITY, MOXe 6yTh AoLiNbHM 3acTocyBaHHs 1031 800 Mr oguH pas Ha Ao0y.

IH8a3ueHi kaHOuAo3u. HaBaHTaxyBanbHa Jo3a ctaHoBKTb 800 Mry 1-it aeHb. MigTpumytoda gosa — 400 Mr oauH pa3 Ha foby. 3a3Buyaii pekoMeHLoBaHa TPUBANICTb NikyBaHHS
KaHAMAEeMIi CTAHOBMTb 2 TWXHI NICNS NepLUNX HEeraTUBHUX Pe3y bTaTiB NOCiBY KPOBi Ta 3HUKHEHHS 03HaK | CUMMTOMIB KaHaUAEMii.

KaHdudo3 cru3ogux 060/I0HOK.

—KaHamao3 poTornoTky: HaBaHTaxXyBarnbHa 4o3a ctaHouTb 200-400 Mry 1-1 geHb, nigTpumytoda fosa — 100-200 MrogvH pas Ha fo6y. TpusanicTb nikyBaHHs CTaHOBUTL 7—21 A€Hb
(8o pocsrHeHHs pemicii), ane Moxe byTv 36inbLUEHa ANS NALIEHTIB i3 THXKKUM iMyHOZEeDILNTOM.

- KaHampos ctpaBoxogy: HaBaHTaxyBanbHa fo3a ctaHoBuTb 200400 mry 1-it geHb, nigTpumytoda gosa — 100-200 mr oguH pas Ha foby. TpusanicTb fikyBaHHs CTAHOBUTb
14-30 aHiB (0 focsrHeHHs pemicii), ane Moxe OyT 36inbLueHa ANs NaLieHTIB i3 TAXKM iMyHoLediLmUTOM.

- KaHawnpypisi: pekomeHgoBaHa fo3a ctaHoBuTb 200400 Mr ogvH pa3 Ha foby npotsarom 7-21 gHs. s nawiexTis i3 TsHKKM iMyHOAediLMTOM TpUBanicTb NiKyBaHHS MoxXe 6yTu
36inblueHa.

— XpOHiuHWA aTpoivHMiA KaHAWA03: peKoMeHLoBaHa A03a CTaHoBUTL 50 Mr oguH pa3 foby npoTsarom 14 aHis.

— XPOHIYHMI KaHAWAO3 LLKIPK Ta CIM30BUX 0BOMNOHOK: pekoMeHA0BaHa 403a cTaHoBUTL 50-100 Mr oguH pa3 Ha foby. TpuBanicTb NikyBaHHs CTAHOBUTH 10 28 fHiB, ane Moxe 6yt

36inbLUEHa 3aNeXHO Bif TSHKKOCTI Ta BUAY iHAEKLi aD0 NPy 3HUKEHH IMYHITETY.

MonepedxeHHs peyudusy kaHOUA03Y cru308ux 060/T0HOK y nauieHmie 3 BT, sikiMaromb 8UCOKUL pUUK Lio20 PO3BUMKY.

— KaHznpo3 poTornoTku, kaHauao3 CTpaBoxody: pekoMeHaoBaHa fo3a cTaHoBiTb100-200 mr oanH pas Ha o6y abo 200 mr 3 pasu Ha TwaeHb. TprBanicTb nikyBaHHs HeobMexeHa
ONS NaLEHTIB i3 NPUIHIYEHUM iIMyHITETOM.

Mpogpinakmuka kaHOUAO3HUX iHeheKuill y nauieHmis i3 mpusasnoto HelimponeHieto. PekomeHaosaHa go3a ctaHouTb 200-400 Mr oauH pa3 Ha fo6y. likyBaHHS NOTPIOHO po3noynHaTH
3aKinbka AHiB [0 0YiKyBAHOTO PO3BUTKY HEATPONEHIi Ta NPOAOBKYBATY NPOTArOM 7 AHIB NGNS NiABULLEHHS KINbKOCTI HelTpodinia noHa 1000/mMm’,

leHimanbHikaHOUAO3U.

—locTpwi BariHanbHWiA kKaHAUA03, KaHAWA03HWUA BanaHiT: pekoMeHLoBaHa Jo3a CTaHoBUTb 150 Mr pa3oBo.

— NikyBaHHs Ta npodhinakTiKa peLanBYIO4MX BariHanbHNX kaHaMAo3is (4 abo GinbLue peLnavBIB 3aXBOPIOBAHHS Ha pik): pekomMeHaoBaHa A03a cTaHoBuUTb 150 Mr 1 pa3y 3 Ai. Yeboro
noTpibHo 3acTocyBaTy 3 403u (1-i AeHb, 4-1 feHb Ta 7-7 feHb). Micns usoro Tpeba 3acTocoByBaTv nigTpumMytody o3y 150 Mr 1 pa3 Ha TKaeHb NPOTArOM 6 MicsLiB.

Lepmamonmiko3u.

— Miko3 cTon, Miko3 rnageHbKoi LUKIpW, NaxoBuii AepMaTOMiK03, KaHAWAO03HI iHAEKLIT LKipu: pekoMeHaoBaHa Jo3a cTaHoBuTb 150 Mr 1 pa3s Ha TuxaeHb abo 50 Mr 1 pas Ha 1o6y.
TpwBanicTb nikyBaHHs CTaHOBUTb 2—4 TWHI. JTikyBaHHS Miko3y CTON MOXe TPUBAaTW 10 6 TXHIB.

— PisHoGapBHWit nuwwaii: pekoMeHgoBaHa fo3a cTaHoBnTb 300400 mr 1 pa3 Ha TxaeHb NpoTarom 1-3 TukHiB a6o 50 Mr oanH pa3 Ha o6y NPOTAroM 2—4 TUXHIB.

— [lepmatodhiTHMIA OHIXOMIKO3: pekoMeHA0BaHa A03a cTaHoBMTb 150 Mr 1 pa3 Ha TvxaeHb. JlikyBaHHs Tpeba NpooBXKYBaTY MOKM Ha MicLyi iH(iKOBAHOTO HirTsi He BUPOCTe 3[0POBUIA.
[ins BiApOCTaHHs 300POBKX HIrTIB Ha pykax Ta Ha BENUKVX NarbLsix Hir 3a3snyai HeobxigHo 3-6 micauis Ta 612 micauis BignosigHo. OgHak WBUAKICTb POCTY HIrTiB Y NALiEHTIB MOXe
OyT1 pisHOtO Ta 3anexaTu Big Biky. [icns ycnilLHOro nikyBaHHs TPUBANUX XPOHIYHUX iHADEKL hopma HIrTs IHOA] 3aNnLLAETHCS 3MIHEHOH.

Ocobnusi epynu naujieHmig.

[MauieHmu nimHb020 8iky.

[lo3y HeobxiaHO ninbupaTi 3anexHo Big CTaHy YHKLLiA HUPOK (ANB. HXKYE).

[auieHmu 3 HUpKogoK HedocmamHicmio.

®nykoHa30M BUBOAUTLCS MEPEBAXKHO i3 CEYEt0 Y HE3MIHEHOMY CTaHi. [Mpu pa3oBOMY 3acTOCyBaHHI kopuryBaTu 103y hrykoHa3ony He noTpibHo. MalieHTam (Bkovaroun fitei) i3
MopYLUEHHAMM (hyHKLii HUPOK Npu HeobXigHOCTI GaraTopa3oBoro 3acToCyBaHHs npenapaty Yy 1-1 feHb NikyBaHHA cnig 3acTocoByBaT novatkoBy 4o3y 50-400 Mr 3anexHo Big
TepaneBTUYHIX NokadaHb. Micns Liboro A060BY 403y (3anexHO Bif NokasaHHs) Crif po3paxoByBaTy BiANOBIAHO A0 TabnML 1.

Tabnvus 1
KnipeHc kpeaTuHiHy (Mn/xB) BincoTok Bin pekomeHaoBaHoi 403U
>50 100 %
< 50 (6e3 remogianiay) 50 %
[emopiania 100 % nicns koxHOro remoaianisy

MavjenTn, ki nepebyBaloTb Ha perynsipHoMy remogianiai, noBuHHi oTpumysatut 100 % pexoMeH[0BaHOT [O3W MICNs KOXHOro reMogianiay. Y AeHb, KONu remogiania He NPOBOAMTLCS,
naLieHT NOBUHEH OTPUMYBATV A03Y, BiAKOPUIrOBaHY 3aMeXHO Bif KNIPEHCY KpeaTuHIHY.
[MauieHmu i3 NopyWeHHIMU (OYHKUIT NeYiHKU.
®nykoHason Tpeba 3acTocoByBaTH 3 0BEPEXHICTIO NaLieHTaM i3 nopyLIeHHsAMM (YHKLiT neviHkW, OCKinbku iHhopmaLii LLoao 3acTocyBaHHs (hyKoHa30ny Ll kateropii navieHTis
HegocTaTHbO (AuB. po3ginu «OcobnmnBoCTi 3acTocyBaHHAY Ta «[10Bi4HI peakLii»).

imu.
He cnig nepeuLyBaTi MakcumansHy 4o6osy o3y 400 mr.
Ak i npy aHanoriyHnx iHhekLisix y Aopocnux, TpMBanicTb NikyBaHHs 3anexuTb Bif KNiHIYHOT Ta MikonorivHoi Bignosiai. Mpenapart 3actocoByBaTty 1 pa3Ha foby.
[lo3yBaHHs npenapary giTsm i3 nopyLUeHHAMI yHKLiT HUPOK HaBeeHo BuLLe. DapMakokiHeTVKa (riykoHa30my He AOCTILXXyBanacs y fiTel i3 HUPKOBOK HEAOCTATHICTHO.
Limu sikom eid 12 pokig.
3anexHo Bif Macy Tina Ta nybepTaTHOro po3suTKY Nikapro CAig OLiHWTY, Sika jo3a npenapaty (47151 LOPOCAMX YW ANs AiTeit) € ONTUManbHO Ans nauienTa. KniHiuHi aHi ceigyaTth npo
Te, WO Yy AiTen KnipeHe dhnykoHa3ony BULLMIA NOPIBHAHO 3 Aopocnumi. 3acTocyBaHHs 403 100, 200 Ta 400 mr gopocnum Ta 403 3, 6 Ta 12 Mr/kr oguH pa3s Ha o0y 4iTaM Npu3BoanTb 10
[OCSrHEHHS CMIBCTABHOI CMCTEMHOT eKCrioaunyii.
EchekTuBHiCTb Ta 6e3neka 3acTocyBaHHsS (hykoHa30y A/151 NikyBaHHS reHiTanbHuX KaHaWAo3iB Y AiTei He BCTAHOBNeEHI. HasiBHa Ha CbOroAHiLUHIiA AeHb iHopMaLlis HaBeaeHa y
po3aini «Mo6iuHi peakyjiy. AKLLo iCHYe HaranbHa noTpeba 3acTocyBaHHs npenapary nianitkam (ikom Big 12 4o 17 pokis), crig 3acTOCOBYBATM 3BIUYaNHI 1031 ANs AOPOCINX.
Limu eikom eid 5o 11 pokis.
KaHampoav cnn3osrx 060N0HOK: NoYaTkoBa 403a CTaHOBMUTL 6 Mr/kr/poby, nigTpumytoya fosa — 3 mr/kr/go6y. MovaTkoBy 403y MOXHa 3aCTOCOBYBATH Y 1-11 ieHb 3 METOH) LIBUALLIOTO
[OCSTHEHHS PIBHOBAXHOI KOHLIEHTPaLii.
|HBA3WBHI KAHAMLO3M, KPUMTOKOKOBUI MEHIHTIT: 4032 NpenapaTty CTaHoBUTL 612 Mr/kr/06Y 3aneXHO Bif CTYNEHS THKKOCTi 3aXBOPHOBAHHSI.
[ligTpumytoya Tepanis Ans nonepemKeHHst peLnanBY KPUMTOKOKOBOTO MEHIHTITY Y AiTel i3 BUCOKMM PU3NKOM 110ro po3BUTKY: [03a NpenapaTy CTaHoBUTL 6 Mr/kr/aoy oauH pas Ha
100y 3aneXHO Bif CTYNEHs TSHKKOCTi 3aXBOPIOBAHHSI.
[MpocpinakTka kaHAMAOSIB y NaLieHTiB 3 iMyHoaediLMTOM: A03a npenapaTty CTaHoBUTb 3—12 Mr/kr oguH pa3 Ha Boby 3anexHo Bif BMPaXEHOCTI Ta TPUBAmOCTi iHAYKOBAHOI
HeMTPONeHii (anB. LO3K ANS LOPOCINX).

Limu.
3acTocoByBaTH nikapcbkui 3acif y hopmi TabneTok Liiit kateropii naLieHTiB MOXXHa TOZ, KONW AiTU 3AaTHi 6e3MeYHO NPOKOBTHYTH TabNeTKy, LLO 3a3BK4alt MOXMMBO Y BiLli Big 5 pokiB.

lMepedo3ysaHHst.

CumnTomu: rantoLmHaLii Ta napaHoifansHa noeegiHka.

JlikyBaHHs: cuMATOMATUYHE (Y TOMY YMCTi NPOMUBAHHSA LUMyHKa i NiATPUMYLOYa Tepanist). ®rykoHa30M BUBOAMTLCS NEPEBAXHO 3 CEYet0, TOMY hOPCOBaHMIA fiiypes MOXe MPUCKOPUTY
BMBeAeHHS npenapaty. CeaHc remogianisy TpuBarnicTio 3 roAnHM 3HUXYE piBeHb (hykoHa30my y nnaami kposi npubnnaHo Ha 50 %.

Mo6iuHi peakyii.

[MoBiOMNSNM NpO MeaMKaMEHTO3HY peakLito 3 eosuHodinieto i cuctemrmumn nposisamu (DRESS), acouiioBaHy 3i 3acTocyBaHHaM ¢hriykoHasony (aue. poagin «OcobnmeocTi
3aCTOCYBaHHSI»).

Haiyacriwe (8ig =1/100 go <1/10) nosigomnsnocs npo Taki nobiyHi peakLii: ronosHui 6inb, 6inb y XMBOTI, fiapes, HyaoTa, 6r0BaHHS, NiABWULLEHHS PIBHS anaHiHaMiHOTpaHchepasm
(AJTT), acnaptaTamiHoTpaHceepasun (ACT), nyxHoi hocthaTasm KpoBi Ta BUCUMAHHS

[Ins OLiHKI YaCTOTI BUHMKHEHHS NOBIYHMX peaKLjiih BUKOPUCTOBYIOTb Taky knacudikaiio: gyxe yacto (=1/10), vacto (Big =21/100 go <1/10), HeuacTo (8ig =1/1000 go <1/100), piako
(Bim=1/10000 go <1/1000), myxe pigko (<1/10000), 4acToTa HeBiOMA (HEMOXITMBO OLHITY Ha NIACTaBI HASIBHUX JaHNX).

3 boky cucmemu kposi ma nimgbamuyHoi cucmemu.

Heuvacto: aHemis.

Pigko: arpaHynouuTos, nenkoneHis, HeNTponeHis, TPOMOOLMTONEHIS.

3 60Ky iMyHHoT cucmemu.

Pinko: aHadinakcis.

3 6oky memaboniamy ma xap4ysaHHsi.

HeuacTo: 3HXEHHs aneTuTy.

Pigko: rinepTpurniuepuaemis, rinepxonectepuHeMis, rinokaniemis.

360Ky ncuxiku.

HeyvacTto: 6€3COHHS, COHMMUBICTb.

3 60Ky Hepsosoi cucmemu.

Yacto: ronoBHui 6inb.

Heuacro: cyaomu, 3anamopoyeHHs, napecTesii, NOpyLUEHHs CMaKy.

Pinko: Tpemop.

360Ky opeaHig criyxy ma pigHogaeu.

Heuacro: BepTuro.

360Ky cepus.

Pinko: napokcnamanbHa LunyHoYKoBa Taxikap/is Tny «nipyeT», nogoBxeHHs inTepsany QT (auB. po3ain «OcobnmBoCTi 3aCTOCYBaHHSY).

3 60Ky WTYHKO8O-KULLIKO8020 Mpakmy.

YacTo: 6inb y YepeBHiit NOPOXHUHI, Aiapes, HyaoTa, BNBaHHS.

Heuvacro: 3anop, gucnencis, MeTeopuam, CyxicTb y poTi.

3 6oky eenamobiniapHoi cucmemu.

Yacro: nigsueHHs pisriB ANT, ACT, nyxHoi choccpataan B kpoBi (anB. po3ain «OcobnmBoCTi 3aCTOCYBaHHS»).

Heuacto: xonecTas, XOBTAHWLS, NiaBULLEHHS piBHs BinipyBiHy (avB. po3ain « OcobnmBoCTi 3aCTOCYBaHHAY).

Pigko: neviHkoBa He4OCTATHICTb, renaToLEeNONSPHUIA HEKPO3, renaTuTi, renatoLenionspHe ypaxeHHs (ams. po3gin «OcobnmBoCTi 3aCTOCyBaHHSY).

3 60Ky wKipu ma niOWKIPHOT KNIMKOBUHU.

YacTo: BucunaHHs (ave. poagin « OcobnmBoCTi 3aCTOCYBaHHS»).

Heuacro: caepbix, MeanKkamMeHTO3HMA AepMaTUT (BKIKOYakouN (DIKCOBaHUI MeaNKaMEHTO3HUI epMaTuT), KponuB'aHKa, niasuLLieHe NoToBUAINEHHS (anB. po3gin «OcobnumsocTi
3aCTOCYBaHHS).

Pigko: TOKCW4HUI enigepmanbHUin Hekponia, cuHapom CTiBeHCa—[)KOHCOHA, rOCTPUI reHepani3oBaHUii eK3aHTEMATO3HWIA NyCTynbo3, ekcdoniaTMBHUIA AepMaTwT,
aHrioHEeBPOTUYHMIA HAbPsIK, Habpsik 06nmyys, anonedis (ams. po3gain «OcobnMBOCTI 3aCTOCYBaHHSY).

YacToTa HeBigoMma: MegnkamMeHTO3Ha peakwyis 3 e03uHodinieto i cuctemHnmmn nposisamn (DRESS).

3 60Ky 0nopHO-pyX08020 anapamy ma cnosy4HOI MKaHUHU.

Heuvacro: mianris.

3azarnbHi nopyweHHs ma peakyii y micyi 68e0eHHs.

Heuvacto: nigeuLLeHa BTOMNIOBAHICTb, HE3AyXaHHS, acTeHis, rapsuyka.

Hitn

YacTota Ta xapaktep nobiuHMX peakuiin Ta BiaxuneHb NabopaTopHUX MOKA3HMKIB Yy AiTei, ki ikcyBanmcs nig Yac KNiHIYHUX AOCAIMKEHb, KPiM TeHiTanbHOro KaHaMao3y, €
MOPIBHAHHUMM 3 TAKUMI Y AOPOCTIUX.

loBigomMneHHs Npo nigo3proBaHi nobivHi peakLii

MMosigomnerHs npo nobiuxi peakuii nicns peectpaii nikapcbkoro 3acoby Mae Baxnmee 3HauyeHHs. Lle gae 3mory npoBOAMTI MOHITOPUHT CMiBBIGHOLIEHHS KOPUCTL/PU3NK NpK
3aCTOCYBaHHI LibOro Nikapcbkoro 3acoby. MeanyHuM Ta hapMaLeBTUYHUM NpaLyiBHIKaM, a Takox navieHTam abo ix 3aKOHHUM NPeACTaBHMKAM Chig NOBIAOMASTY NPO yCi BUNaaku
nigo3ptoBaHMx NOBIYHWX peakuiit Ta BigCYTHOCTI ePEKTUBHOCTI nikapcbkoro 3acoly vepe3 ABTOMATW30BaHy iHOpMaLliiHy cucTemy 3 bapmakoHarnsigy 3a MOCUMAHHSM:

https:/aisf.dec.gov.ua

TepmiH npudamHocmi. 3 poku.

YMoBM 36epiraHHs.
36epiratv npu Temnepatypi He BuLe 25°C
36epiraTiny HegoCTynHOMY 118 AiTel MicL.

YnakoBka.

Tabnetku no 50 mrNe4 a6o Ne 10 y bnicTepi B kapTOHHIl ynakoBLi.
Tabnetkuno 100 mMrNe4 abo Ne 10y 6ricTepi B KapTOHHIA ynakoBLj.
Tabnetku no 150 MrNe2 abo Ne 4 y 6ricTepi B KapTOHHIit ynakoBLi.
Tabnetkuno 200 mr Ne4 a6o Ne 10y 6ricTepi B KapTOHHIit ynakoBLj.

Karteropis Bignycky.
3apeuenTtom.

BnpoGHuk.

KYCYM XENTXKEP NBT NTL/

KUSUMHEALTHCARE PVTLTD.

MicuesHaxomkeHHs BUpoOHMKa Ta agpeca MicLsi NPOBamKeHHS MOro AifNbHOCTI.

MMnot Ne M-3, Ingop Cnewwen IkoHomik 3oyH, ®eis-Il, Mitamnyp, Qict. Axap, Magxss Mpapeww, Min 454774, IHgis/
PlotNo. M-3, Indore Special Economic Zone, Phase-II, Pithampur, Distt. Dhar, Madhya Pradesh, Pin 454774, India.

[ara octaHHboro nepernsgy. 28.11.2023.

Fusys® 50/100/150/200 mg/UA/B




