YTBEPXJIEHA

npukazom [Ipencenarens
Komurera papmaryu
MuHucTepcTBa 3paBOOXPAHEHUS
Pecny6nuku Kazaxcran

OT «__ » 201 1.
Ne

I/IHCprKHHﬂ M0 MEAUIIMHCKOMY INIPUMECHCHUIO
JEKAPCTBECHHOI'O CPEaACTBA

KAHIUPUKC

Toprosoe Ha3zBaHue
Kannuduke

MexayHapoaHoe HeIaTEHTOBAHHOE HA3BaHH e
@yKoHa3071

JlekapcTBeHHas popma
Karncyner 150 mr

Cocras

OnHa Kancyla coaepKuT

akmugHoe gewecmso - (mykonazon 150 mr,

gcnomozamenvhble geujecmaa. JTaKTO3bl MOHOTHUIPAT, KpaxMall KYKYpPY3HbIM, MarHust
cTeapar, KpeMHUM TUOKCU]] KOJUIOUAHBIN O€3BOIHBIN, HATPHS JaypHiIcyibdar,
cocmas obonouxu: Tutana nuokcun (E171), xxenatus.

Onucanue

TBepable xenaTuHoBbIe Karcyiabl Ne 0 ¢ 0enoil Hempo3pavyHOil KPBIIEYKOM U OeIbIM
HEMpo3pauHbiM KoprnycoM. Coaep:KHUMoe Karcysl TOMOT€HHBIM TMOPOILIOK Oenoro
L[BETA.

dapmakoTepaneBTHYECKas IPyImna

[TpoTtuBorprOKOBBIC TIpENapaThl AJIS CHCTEMHOT'O TPUMEHEHUS.
[IpownsBoaHbie Tprazona. OirykoHA30II.

Kon ATX J02ACO01

dapmakoJ0ruyecKre CBoMcTBa

DapmaKkoKunemuxa

Abcopoyus

@DI1yKOHA30J XOpOILO BCACHIBAETCS TIOCHE IMpUeMa BHYTPb, a KOHILIEHTpALUU
npenapara B IUIa3Me KpoBU (M cCUCTEeMHass OMOJOCTYNMHOCTH) MpeBbimarnT 90%
KOHLIEHTpalui, JOCTUTaeMblX TIpPU BHYTPMBEHHOM BBEJCHMM IIpemapara.
OpnHOBpEMEHHBIN IIPUEM IHINM HE BIMIET HAa BCACBIBAaHWE IIperapara IpH Mpueme



BHYTpb. [locie mpuema no3bl mpenapara HaTOUIAK MaKCHUMallbHash KOHLIEHTpAlMs B
mia3mMe KpoBu Jnocturaerca uepe3 0,5—-1,5 wyaca. I[lmasmMeHHass KOHLEHTpalMs
npenapara npornopiroHanbHa ao3e. PaBnoBecHas 90% konuentpanus (GiaykoHazona
B IUIa3ME€ KPOBU JIOCTUTaeTCs B TedeHue 4-5 NHEeW npu MHOTOKPAaTHOM NpHEME
CYTOYHOU 103kl mpenapara. [Ipumenenne ynapHoil 1o3bl (B 1-il 1eHb), B 1Ba pasa
NPEBBIIAIONIEH OOBIYHYIO CYTOYHYIO J03y, TO3BOJISIET JOCTUYb YPOBEHb,
cooTBeTCcTBYOMNNA 90% paBHOBECHOM KOHIIEHTPALUU, KO BTOPOMY JIHIO.
Pacnpeoenenue

Kaxymuiics o0beM pacnpeneneHds NpuOIKaeTcss K OOIMIeMy COJEPKUMOMY
XKHUJIKOCTH B opranu3me. CBsi3piBaHUE ¢ OenKkamu Iia3mMbl KpoBu Huskoe (11-12%).
@yKOHAa307 XOpPOIIO IPOHUKAET BO BCE HCCIEAYEMBIE >XKUAKOCTH OpTraHU3Ma.
Konuentpanusi ¢iaykoHa3ona B CIIOHE W MOKPOTE aHAJIOTMYHA KOHIICHTPALUU
npenapara B Ijia3mMe KpoBH. Y MallMeHTOB ¢ TPUOKOBBIM MEHUHTUTOM, KOHIICHTPAIIUS
dbaykoHa3ola B CIMHHOMO3TOBOM  KHUJKOCTH  JocTuraer mpumepHo 80%
KOHIIEHTpaIliu B IUIa3Me KpoBU. Bricokue KoHIeHTpaiuu (IyKoHa30jia B KOXKe,
KOTOPBIE IMPEBBIIIAIOT CHIBOPOTOYHBIE, JOCTUTAIOTCS B POTOBOM CJIOE, SIUAECPMHUCE,
J€pMe M B SKKPHHOBBIX MOTOBBIX jkene3ax. PIIyKOHa30J1 HAKAIIUBAETCSI B POTOBOM
cinoe. [Ipu npumenenuun 10361 SO M OIMH pa3 B CYTKHU, KOHIEHTpalus (HJIyKoHa30J1a
nocisie 12 THEeBHOro JIeYeHUs], COCTaBHIIa 73 MKI/T; uepe3 7 IHEW Mocie NpeKpaleHus
JIeYEHUs, KOHIIEHTpAILMs COCTaBWiIa TOJNbKO 5,8 MKI/T. Ilpu npumenenun no3el 150
MI OJIMH pa3 B HENENI0, KOHIEHTpauus (IyKOHA30Jla B POTOBOM CJO€ Ha 7-i JIeHb
JedyeHus, coctaBuia 23,4 MKI/T, a dyepe3 7 JAHEW Mociie MPUMEHEHUs CIeAYIoNIei
703bI, OHA Bce emie cocraBmsuia 7,1 Mkr/r. Konnenrtpamus ¢iaykoHa3ojia B HOTTSIX
nocie 4 Mecsa4yHoro npuMeHeHus B no3e 150 Mr oauH pa3 B Hegento coctaBuia 4,05
MKT/T y 3J0POBBIX TMAIMEHTOB M 1,8 MKI/T mpu 3a00yieBaHUSX HOTITEH; (hIyKOHA30J1
orpenensics B 00pasiiax HOrTel yepes 6 MecsIeB MOocie 3aBepIICHUs TepanuH.
Bbuompancgopmayus

@d1ykoHA3071 METa00JIM3UPYETCs JIUIb B HE3HAUUTENIbHON cTeneHu. [Ipu BBeneHuu
paauoaKkTUBHOM 103bl, JUllb 11% 3KCKpeTupyeTcs ¢ MOUYOM B U3MEHEHHOM BUJIE.
@DiyKOHa301 SBJISETCS CEIEKTUBHBIM HMHruoutopom wuzopepmentoB CYP2CY9 wu
CYP3A4. dnykonazon Takxke sBisieTcs naruounropom m3odepmernra CYP2C19.
Buviseoenue

[lepuon monyBbiBeAeHUs (PiIyKOHA307a W3 IUIa3Mbl KpOBU cOCTaBiisieT okojio 30
yacoB. [Ipemapatr B OCHOBHOM BBIBOJAMTCS C MOYOHM, 0K0JIO 80% BBEICHHON 03Bl
oOHapy>KuBaeTcsi B MO4Y€ B HEM3MEHEHHOM BHUJe npenapara. KnupeHc ¢urykoHaszomna
MPOTOPIIMOHANIEH KIUPEHCY KpeaTwuHWHa. [lupkynupyromme MeTaboauThl HE
BBISIBJICHBI.

JInuTenpHBIN Tepuoj MOYBBIBEACHUS Mpemnapara U3 IUla3Mbl KPOBHU IO3BOJISIET
MPUHUMATh MpenapaT OJHOKPATHO MPH BarMHAJILHOM KaHAMIO3€, U OJUH pa3 B
HEJIEJIO MPU JPYTUX OKAa3aHUSX.

DapmakoKkuHemuKra npu noYeuHo He0oCMAamo4HOCmu

Y nanMeHToOB C TMOYEYHOM HEIOCTaTOYHOCTBIO TSDKEJIONW CTeneHu (CKOpPOCTh
kiyooukoBort  puibTparuu  (CK®) <20 wmiI/MUH) [EepUOJ] TOJYBBIBEICHUS
yBenunuuBaetcs ¢ 30 1o 98 yacon. [loaTomy HEOOXOAMMO CHU3UTH 103y. DITYKOHA301



yaansercs NMyTeM T'eMoJuain3a, U B MEHbIIeH CTeNneHu, MyTeM MEepUTOHEATbHOrO
muanu3a. CeaHC remojdanu3a MPOAOKUTENBHOCThIO 3 4Yaca, CHIDKAeT
KOHIIEHTpaIuio (pykoHa3o1a B miia3Me KpoBU Npudan3utensHo Ha 50%.
Dapmaroxunemuka y nayueHmos noAHCUI020 803pacma

DapMaKOKMHETUYECKOE HCCIEIOBAaHWE NPOBOAWIM C ydacTheM 22 TMalueHTOB B
BO3pacte 65 JeT u crapiie, Ipu oJAHOKpaTHOM mpueMe 50 Mr ¢GiIykoHa301a BHYTPb.
JlecsATh U3 4ncaa MalMeHTOB OJTHOBPEMEHHO MOTyYad AUYPETUKH. Cax COCTABIISIA
1,54 MKr/mMa u pgocTturaigach Ha MpOTsHKEeHUM 1,3 4 mocie NpUMEHEHUs I03bl.
Cpennsas AUC cocrtasnsina 76,4+20,3 MKr.4/mit, CpeIHUI MEpHO/] MOITYyBbIBEACHUS B
KOHEYHOM ¢aze coctaBuil 46,2 yacoB. 3HaueHUs1 (PapMaKOKMHETUYECKUX MTapaMeTPOB
ObUIM BBIIIE AHAJIOTMYHBIX 3HAYEHUH, OTMEYAEMBIX Yy MOJIOABIX 370POBBIX
T0OPOBOJIBLIEB MY>KCKOTO Tosia. OTHOBPEMEHHBIN MPUEM TUYPETUKOB HE OKa3bIBall
CYLIECTBEHHOI'O BIJIMSHUSA Ha IUIOWAAb NOJ (HapMaKOKMHETUUYECKOW KpUBOH U
MaKCUMaJbHYI0 KOHILEHTpauuioo (iaykoHazona B Iuia3Me KpoBH. Kpome Toro,
KJIUpEeHC KpeaTuHUHa (74 MJI/MUH), TpPOLEHT JIEKAPCTBEHHOIO  CpEACTBa,
BBIBEJICHHOTO ¢ MOYOM B HeusmMeHeHHOM Buje (0- 24 4, 22%), u MOYeHYHBIA KIMPEHC
dbnykonazona (0,124 myI/MUH/KT) y MaIllMEHTOB MOXKUJIOIO BO3pacTa, Kak MpaBUIIo,
ObLIM HMIKE, YeM Yy MOJoAbIX J00poBosbleB. IlosTomy u3MeHeHusT B
(dapmakokuHeTHKE (PIyKOHA30Jla y MAalUMEHTOB IOXKUJIOrO BO3pacTa, OYEBUIHO,
CBSI3aHbI C MOHM)KEHHOW (DYHKIIMEHN MOYEK, 4TO SBISAETCA XapaKTEPHBIM ISl JAHHOU
TPYIIIbI MALIMEHTOB.

Dapmakoounamuka

Mexanuszm oeticmeus

®dnykoHa301 - TNPOTUBOIPUOKOBOE CPEACTBO Kiacca Tpua3zonoB. [lepBUUHBIM
MEXaHU3MOM €ro JIEHCTBUS SBJISETCS MoJiaBieHue rpuOkoBoro 14 anwga-aaHoctepo
JNEMETUIMPOBAHUS,  OINOCPEIOBAHHOTO  HUTOXpomMoM  P450, uro  sBisercs
HEOThEMJIEMBIM 3TaloM OWOCHHTE3a TpuOKoBoro sprocrepona. Haxomnenue 14
anb(a-METWI CTEPOJIOB KOpPpEIupyeT ¢ JalbHEHIIel moTepe sprocrepoiia
MeMOpaHOl TpHUOKOBOM KJICTKM W MOXET OTBEYaTh 3a MPOTHBOIPHOKOBYIO
aKTUBHOCTH (piiykoHazozna. dmykoHa301 mokazan Hanuuue OoJbIIEH CEeIEeKTUBHOCTU
K TpuOKOBBIM (epmeHTaM muUTOXpoMa P450, ueM K pa3auyHbIM CHUCTEMaM
dbepmenToB nuToxpoma P450.

[Ipumenenue QuykoHazona B ao3e 50 Mr B JeHb Ha NPOTSHKEHUU 28 JTHEH He
MOKAa3aJI0 BJIMSHMS HA KOHIIEHTPALIMIO TECTOCTEPOHA B IIa3Me KPOBHU Y MY>KUHMH WM
Ha KOHIEHTPALMIO CTEPOUIOB Y JKEHILIWH JAETOPOJHOro Bo3pacTta. DaykoHa3osn B
no3ax 200—400 Mr B A€Hb HE OKa3bIBAET KIMHUYECKA 3HAYMMOIO BIIMSHUS Ha
YPOBEHb 3HJOTE€HHBIX CTEPOMUIOB MM Ha oTBET Ha ctumyrsinuio AKTI' y 3m0poBbIx
T0OpOBOJIBLIEB MYKCKOTO mona. MccienoBaHue B3aMMOAEWCTBUSA C AHTHUIIHPUHOM
NOKa3bIBaeT, 4TO mnpumeHeHue S50 wmr ¢aykoHazona B OJHOKPaTHOM WK
MHOTOKPaTHOH /103aX HE BIUSET HA METa00IN3M aHTUITHPHUHA.

Mexanuszm passumus pe3ucmenmnHocmu

Y rpuboB poma Candida oOHapyXeH psa 3alUTHBIX MEXaHH3MOB IPOTHB
BO3JICUCTBUSI AHTUMUKOTUKOB TPyl a30J10B. [ mTaMMoOB, BhIpaOOTABIIMX OJIUH
WM HECKOJIBKO TaKMX MEXaHU3MOB PE3UCTEHTHOCTH, MUHUMAJIbHAsE MHTUOUPYIOIIas



koHneHTpamus (MUK) ¢daykoHazona moBbIllieHa, YTO HETaTUBHO CKa3bIBaeTCs Ha
3p(PEKTUBHOCTH TMpernapara B HCCIACIOBAaHMAX N VIVO M B KIMHHUYCCKUX
UCCIICTOBAHMUSIX.

HYysecmeumenvrocms in vitro

B ycnoBusx in Vitro ¢urykoHa30J1 JEMOHCTPHUPYET MPOTHBOIPUOKOBYIO aKTHBHOCTH
OTHOCHUTEIILHO Hambolee pacnpoctpaneHHbIX BuaoB Candida (Bkmrouas C. albicans,
C. parapsilosis, C. tropicalis). Bux C. glabrata nemoHcTpHpyeT IUPOKHI AHama3oH
YyBCTBUTEIBHOCTH K (uykoHasonmy, Ttorma kak Bug C.  Krusei sBisercs
PE3UCTEHTHBIM K (hITYyKOHA30IY.

Taroke B ycioBusx IN Vitro ¢uykoHa3oJ1 JEMOHCTPUPYET aKTUBHOCTH KaK IPOTHB
Cryptococcus neoformans u Cryptococcus gattii, Tak ¥ NHPOTHB JHACMHUYECKHX
mwiecHeBeIX TrpuOoB Blastomices dermatitidis, Coccidioides immitis, Histoplasma
capsulatum u Paracoccidioides brasiliensis.

bbutn  3aperucTpupoBaHBl  CIydyaud pPa3BUTHS  CYNEPHH(EKIUH, BBI3BIBAEMBIX
rpudkamu poaa Candida momumo C. albicans, koropsle 4acTo 1o CBOEH HpPUPOEC
SIBJISIIOTCSL HEUYBCTBHUTEIBHBIME K (QuykoHaszony (Hampumep, Candida krusei). B
TaKHX CIIydasx TpeOyeTcs MpUMEHEHUE aJIbTCPHATUBHON aHTUTPUOKOBOM TEPAITHH.
Kanmudukce mposBiIsSeT akTUBHOCTD MPU HH(EKITUAX, BEI3BAHHBIX:

- Candida spp., BkIro9asi reHepaTu30BaHHbIA KaH 03

- Cryptococcus neoformans, Bkiitoyasi BHyTprUIepeIHbie HHPEKINN

- Microsporum spp.

- Trychophyton spp.

- Blastomyces dermatitides

- Coccidioides immitis

- Histoplasma capsulatum

Kangudpukc obmamaer BBICOKONW CHEIM(PUYHOCTHIO B OTHOIIEHWH T'PHOKOBBIX
(dhepMEeHTOB, 3aBUCUMBIX OT IIuToxpoma P - 450.

IHoka3aHus K NPUMEHECHUIO

- KpPHUITOKOKKO3, BKJIIOYas KPUNTOKOKKOBBIH MEHUHTUT M HWH(EKUUU Apyrou
JOoKanu3auuu (Hampumep, JIErKUX, KOXH), B T.4. y OOJBHBIX C HOPMaJbHBIM
UMMYHHBIM OTBETOM U OosbHBIX CITMJloM, peiuIeHTOB NEPECA)KEHHBIX OPraHOB U
OOJBHBIX C ApYruMU (opMaMu MMMYHOAECPUIUTA; MOAJEPKHUBAIOLIAs Tepanus ¢
HEBI0 TPOPUIAKTUKN PEIUIUBOB KPUTITOKOKKO3a Y 60sibHBIX CITU Jom

- TEHEPAJIM30BAHHBIA KAaHIWI03, BKIIOYAS KAHAUAEMUIO, JIHCCEMUHHUPOBAHHBIN
KaHIuA03 U Jpyrue (opMbl HMHBA3UBHOM KaHIUAO3HOM MH(DEKIMH, Takue Kak
uHbekuuu OpIOUIMHBI, SHAOKApAA, TJa3, JbIXaTebHbIX M MOYEBBIX MyTEH, B TOM
yyciie y O0JIbHBIX CO 3JI0KAYECTBEHHBIMU OMYXOJISIMHU, HAXOASIIUXCS B OTAEICHHSIX
WHTEHCUBHOM TEPAIUU U MOJYyYArOIIUX [IUTOTOKCUYECKUE WIIN
UMMYHOCYTIDECCUBHBIE CPEICTBA, a TakXkKe y OONBbHBIX C JpYruMH (aKTOpamH,
IIPEAPACTIONIATAIOIIMMY K Pa3BUTHIO KAaHAUA03a

- KaHJWJ03 CIU3HUCTBIX O000JOYEK, BKJIOYAs CIMU3UCThIE MOJOCTH PTa M TJIOTKH,
MUIIEBO/Ia, HEWMHBA3UBHbIE OpPOHXO-JIETOYHbIE HWH(EKUUU, KaHAUAYPHS, KOXKHO-
CIIM3UCTBIA U XPOHUYECKHUM aTpouuecKuil KaHJIMUJI03 TMOJOCTH pTa (CBSI3aHHBIN C



HOILIEHUEM 3YyOHBIX MpPOTE30B), B TOM YHCIE Yy OOJIBHBIX C HOPMAJbHOM U
[0JIaBJICHHOW MMMYHHOM (pyHKIMEH, NpOpUIaKTHKa peuuanBa opodaprUHIreanbHOro
kaHauao3a y 6oiasHbx CITM oM

- TEHUTAJIBHBIN KaHJINUI03, OCTPBIM WIM PELUAMBUPYIOIINN BaruHAJIbHbBIN KaHAWIO03,
npo(UIaKTHKA C [EIbI0 YMEHBIIEHUS YaCTOTHI PEIMIMBOB BArHHAIBHOTO KaHI11032a
(3 u Gomnee 3MM30/10B B T'0JT), KAHAUO3HBIN OaTaHUT

- mpodunakTuka TPUOKOBBIX HHPEKIUH Yy OONBHBIX CO 3JI0KaYECTBEHHBIMU
ONMyXOJISIMH, TPEIPACIIONOKEHHBIX K TakuM  HHPEKIUSIM B  pe3ysbTare
HUTOTOKCUYECKON XMMHUOTEPAINNH WU JTyYEBON TEPAHH

- MMKO3bl KOXKHM, BKJIIOYasi MUKO3bl CTOII, TeJla, IIaXOBOM 00JacTH, OTPyOEBUIHBIN
JMIIai, OHUXOMUKO3 U KOXKHbIE KaHIU103HbIE HH(PEKIUH

- INIyOOKHE SHIEMHYECKHE MHUKO3bl Y OOJBHBIX C HOPMaJbHBIM HMMYHUTETOM,
KOKIUIHOU03, TapAKOKIUINONI03, CIIOPOTPUXO03 U TUCTOILIA3MO3.

Cnocod npumMmeHeHMsI ¥ 103bI

Kancyinbsl BHyTpb. Kancyiibl mporiaTeIBatOT HETUKOM.

Tepanuio MOXHO HAuMHATH JIO MOJYYEHUS PE3yJIbTaTOB IOCEBA U APYIHX
7abopaTopHbIX — HccieqoBaHui. OgHAKO  MPOTHUBOMH(EKIHMOHHYIO  TEpaIuio
HEOOXOMMO HW3MEHUTh COOTBETCTBYIOIIMM O0pa3oM, KOTJa pe3yabTaTbl ATUX
MCCIICIOBAHUM CTaHYT W3BECTHBIMH.

Cyrounas no3za Kangudukca 3aBUCUT OT XapakTepa W TSKECTH T'pUOKOBOU
UHpEeKInH.

IIpumenenue y e3pocnvix

1. Tlpyu KPUNTOKOKKOBOM MEHHMHTUTE U KPHUNTOKOKKOBBIX HWHQEKIHUSIX Apyrou
JIOKaJIM3allii B TICPBBIM JIeHh 0OBIYHO Ha3zHaudaroT 400 Mr, a 3aTeM MPOJOJIKAIOT
neyenue B pgo3e 200-400 mMr oauH pa3 B CyTKH. JIIUTENBHOCTH JICUECHUS
KPUINITOKOKKOBBIX ~ WH(MEKIMH  3aBUCUT OT  HAJIWYMid  KJIMHUYECKOTO U
MUKOJIOTUYECKOTO 3¢ (deKTa; Mpu KPUNTOKOKKOBOM MEHUHTHUTE JICUCHHE OOBIYHO
MPOJIOJIKAIOT 110 KpaitHel Mepe 6-8 Hellelb.

Pekomennyemass  no3upoBka Kangudukca aisg  OpoPUIIAKTUKH — pEeLUIMBA
KPUIITOKOKKOBOr0o MeHUHTHUTA y 001bHBIX CITMIom 200 Mr/cyT.

2. Ilpu xaHguaemMuu, JUCCEMUHUPOBAHHOM KaHIWI03€ W JPYTUX HWHBA3UBHBIX
KaHAUAO03HBIX MH(DEKIUIX a03a 00buHO cocTaBisieT 400 Mr B MEpBbIN JIeHb, 3aTEM
no 200 mr/cyr. B 3aBUCUMOCTH OT BBIpAKEHHOCTH KIMHHUYECKOro 3¢dexrta 103a
MOXeT ObITh YBesnueHa 10 400 Mr/cyT.

JIMUTETbHOCT TEPAMKH 3aBUCUT OT KIMHUYECKOTO U MUKOJIOTHYECKOTO A dexTa.

3. [Ipu opodapuHTeaibHOM KaH/AU103€ B TIEPBBINA JIEHb Mpenapar 00bYHO HA3HAYAIOT
no 200 mr, 3aTeM npoaoikaroT 1o 100 Mr oauH pa3 B cyTkd. JledyeHue npooinKaoT
B T€UCHUE 2 HEJENb, YTOOBI CHU3UTH BEPOSITHOCTH PEIIUIUBA.

[Ipu artpoduueckoM OpaJIbHOM KaHAW03€, CBSI3aHHOM C HOIIEHUEM 3YOHBIX
IPOTE30B, NMpenapar oObIYHO Ha3HAYaIoT B 103€¢ 50 MI' OJIMH pa3 B CYTKH B T€UECHUE
14 nHeil B coueTaHWU ¢ MECTHBIMU aHTHUCENTHYECKUMHU CpeACTBaMU JJig 00pabOTKH
nporesa.



[Ipyn npyrux KaHAMIO3HBIX WH(EKIUAX CIU3UCTBIX 000J0uYeK (32 HUCKIIOYEHHUEM
TeHUTAIBHOTO KaHJMJ03a, CM. HIXKE), Hampumep, 330(arutre, HEMHBA3UBHBIX
OpOHXO-JETOYHBIX MH(PEKIUIX, KaHIUIYypUH, KaHIuI03€e KOXH, d3hPexTuBHAs 1032
00br9HO coctaBisieT 50-100 mr/cyT npu mmuTenbHOCTH euenus 14-30 mHet.

Jlnst mpodUIaKTUKU PEeIHUIUBOB  OpodapuHTreasbHOr0 KaHAuao3a Yy OOJIBHBIX
CIINMdom mocne 3aBepiieHUs MOJHOTO Kypca mnepBuuHOM Tepanuu Kanmuduke
MOKET ObITh Ha3HaueH 1o 150 Mr ouH pa3 B HEACIIO.

4. I1pu BarnHaabHOM KaHmuao3¢ Kanmudukc Ha3HAYaIOT OHOKPATHO BHYTPH B J103€
150 mr. s mpouiIakTUKN BariHAIBHOTO KaHAM/103a MpenapaT MOXHO MPUMEHSTh
B gno3e 150 mMr ommH pa3 B wMecsal. JUIMTENBHOCTh TEPANUM  OINPEICISIOT
WMHJIMBUIyaJIbHO; OHA BapbupyeT oT 4 110 12 mec.

[Ipu xannuno3znom Oananute Kannudukc Ha3zHa4yarOT OJAHOKpAaTHO B n103e¢ 150 mr
BHYTPb.

5. Jlnga mpoduiiakTUKA TPUOKOBBIX MH(EKIUNA y OOJBHBIX CO 3JI0KaYeCTBEHHBIMU
omyxoJisiMu pekoMenayemas noza Kangudukca coctasusier 50-400 mr oauH pa3 B
CYTKM B 3aBUCUMOCTH OT CTENEHU PHUCKA Pa3BUTHUS TpUOKOBOM wuHpekuuu. Jlms
OOJIbHBIX C BBICOKMM pHCKOM T'€HEpaJu30BaHHOM WH(MEKIUU, HaApuMep, ¢
BBIPAKCHHOW WJIM JJIUTEIIBHO COXPAHSIONIEHCS HEUTPONIEHUEH, pEKOMEH1yeMas 1032
coctasisieT 400 Mr oguH pa3 B CyTKH.

6. [Ipn MuKO3ax KOXH, BKJIIOYAsi MUKO3bl CTOI, IJIaJKON KOXH, MaXxOBOM 00JIacTH,
pekoMeHayemas no3a cocraBiseTr 150 mr oquH pa3 B Heaento uinu SO Mr oauH pas B
CYyTKU. JIMUTENBHOCTh TEpamuu OOBIUHO COCTaBISCT 2-4 HENEIu, OJIHAKO MpHU
MHKO3aX CTOI MOKET IOTpeOOBaThCs OoJiee IIuTeabHas Tepanus (10 6 Heaems).

[Ipu otpybeBuaHOM nuIIae pexomeHayemas jao3a coctasisger 300 Mr oauH pa3 B
HEJICNIO B TEUCHHE 2 HENIelb; HEKOTOPBIM OOJIbHBIM TpebyeTcs TpeThs a03a 300 Mr B
HEJINI0, B TO BpeMs KakK JUIsi HEKOTOPHIX OOJIbHBIX OKa3bIBAETCS JOCTATOYHO
oaHokpatHoro mnpuema 300-400 mr. AnbTepHATUBHOM CXEMOW JICUCHUS SIBIISCTCS
NpUMEHEeHUe penapara o 50 Mr oJIMH pa3 B CYyTKU B TeUEHUE 2-4 HEJIEb.

[Ipn oHMXOMHMKO3€ peKOMeHJyeMas no3a coctaBisier 150 Mr oauH pa3 B HEHEIIo.
Jleyenue craenyeT MNPOAOKATH JO TIOJHOTO TMOSBICHUS 3I0POBOM HOITEBOM
MJJACTUHKHU. [[711 MOBTOpPHOrO pocTa HOITEH Ha TNajbllaXx PyK M CTON OOBIYHO
Tpedyetcs 3-6 Mec. u 6-12 Mec. cooTBeTCTBEHHO. OJTHAKO, CKOPOCTh POCTa MOXKET
BapbUPOBATh B IIMPOKUX Mpejeiax y pasHbIX JIOJIEH, a Takke B 3aBUCUMOCTH OT
Bo3pacta. Ilocne ychnemmHoro jaedeHus UIMTEIBHO COXPAHSBIIUXCS XPOHUUYECKUX
uHpeKuii nHOT1a HAaOJII01aeTCsl U3MEHEHHE (POPMBI HOTTEH.

7. Tlpu rayOOKHX DHIAEMHUYECKHX MHUKO3aX MOXKET TOTpPeOOBAaThCS MPUMEHEHUE
npenapatra B jgo3e 200-400 wmr/cyr. JIIuUTENBHOCTh TEpamuu  OMPEHCISIOT
WHJIMBUAYAIIBHO.

Ipumenenue y noscunvix nooetl:

[Ipn OTCYTCTBMM NPU3HAKOB MOYEHYHOW HEIOCTATOYHOCTH MpEernapar Ha3HAYalT B
OOBIUHOI J103€.

Ilpumenenue y 6016HbIX C NOYEUHOU HEOOCMAMOYHOCIBIO '

[Ipy onHOKpaTHOM TmpHeMe H3MEHEHMs J03bl He Tpedyerca. Y OOJIbHBIX C
HapylieHueM (PYHKIIMU MOYEK MPU MHOTOKPATHOM NMPUMEHEHUH TMpenapara CleTyeT



MEPBOHAYAJILHO BBECTH yJapHYIO 103y oT 50 mr mo 400 Mr, mociie 4ero CyTOYHYIO
n03y (B 3aBUCUMOCTH OT II0OKa3aHHWs) YCTaHABJIMBAIOT COIJIACHO CJIEAYIOIICH
TabnuIe:

Knupenc kpeatununa (MJ1/MHUH) IIponeHT peKOMEHIYEMON JT03bI
>50 100%

<50 (6e3 nquanu3a) 50%

Perynsipubiii quanus 100% mocne kaxaoro quajimsa

Ilpumenenue y 601bHBIX C NEYEHOUHOU HEOOCMAMOYHOCIbBIO:

@diyKoHa307 cleAyeT NPUMEHSATh C OCTOPOKHOCTBIO Yy JIMI[ C HapyHIEHUSMU
(GyHKUMNA MeYeHHU, MOCKOJbKY MH(OpManuu O MpuMEHEHUU (IyKOoHA30Ja y 3TOU
KAaTerOpHH MALMEHTOB HEJOCTATOYHO.

IHoOounbIe geiicTBUSA

Bce no6ounbie 3¢ (heKThl TepeyncaeHbl B COOTBETCTBUM C YACTOTON BOSHUKHOBEHUS:

yacmo (om > 1/100 oo < 1/10), neuacmo (om > 1/1000 oo < 1/100), pedko (om >

1/10 000 oo < 1/1000).

Yacmo

- ToJOBHas 060Jb

- 00JIb B )KUBOTE, AUApEs, TOIIHOTA, PBOTA

- yBeJWUYEHHE YPOBHs anaHuHaMuHOTpaHchepasbl (AJIT), THOBBIMICHHE YPOBHS
acnaptaramuHotpancdepasbl (ACT), noBbIieHHe YpOBHS meI0uHOM PocdaTassl B
KpOBU

- CHIllb

Heuacmo

- aHeMus

- TIOHW)KCHHBIN aIlleTHuT

- 0ecCOHHMIIA, COHIIMBOCTh

- CyAOpOTH, TOJOBOKPYKEHHUE, TTapeCcTe3us, U3BMCHCHHUE BKyCa

- BEpPTHUTO

- JTUCIIETICHS, METEOPU3M, CyXOCTh BO PTY

- XOJIecTas, XKeNTyXa, HOBBIIICHHE YPOBHS OMIMpYyOrHA

- 3y, JEKapCTBEHHAs ChIllb (BKJIIOYAs CTOWKYIO MEIMKAMEHTO3HYIO CBIIb),

KpaIMBHHUIIA, IOBLIIIICHHOE TTOTOOT/ACIICHNE

MUAJTHS

yCTaJIOCTh, HEJIOMOTAaHUE, CJIA00CTh, TOBBIIIIEHUE TEMIICPATYPhI TeJla

Peoxo

- arpaHyJoLMTO3, JEHKOIEHUs, HEUTPOIEHUSI, TPOMOOIIMTOTICHUS

- aHadwIakcus, aHTHOHEBPOTHYECKHUI OTEK

- TUNEPTPUTITHIICPUIEMHUS, TUTIEPXOJICCTEPHUHEMHUS, TUTTOKATHEMUS

- TpemMop




- JIByHaIlpaBJIEHHAs BEPETEHOOOpa3Has Kelly10UKOBasi TAXUKAPAUSL, YIAJTUHEHHUE
uHtepBasia QT
- IIEYECHOYHAsl  HEJOCTaTOYHOCTb, TIENATOLEIUIIOJNSAPHBIA  HEKpO3, TENaTuT,
renaToLEIUTIOIAPHBIE TOBPEKACHUS
- TOKCHYECKUU 3MUJEepPMabHbIA HEKPOIN3, cuHApoM CTuBeHca-/[>KOHCOHA, OCTPBIN
TeHEePAIM30BaHHBIA HK3aHTEMATO3HBIM IMycTyne3, SKC(HOIUATUBHBIA JIEpMaTHT,
OTEK JIMLA, AJIONIECHHS

IIpoTuBoNnoOKa3aHusl

- MOBBILIIEHHAS! YYBCTBUTEIBHOCTD K (DITyKOHA30Iy, APYTUM KOMIIOHEHTaM Ipernapara
WJIM a30JIbHBIM BEILIECTBAM CO CXOAHOU (PITyKOHA30Iy CTPYKTYpPOil

- OJHOBpPEMEHHbIH mpueM TepdeHaauHa BO BpeMs MHOTOKPATHOTO MPUMEHEHUS
Kannudukca B 1o3e 400 mr/cyT u 6omee

- OJIHOBPEMEHHBIN MTPUEM JIEKAPCTBEHHBIX MPENapaToB, YTHHIIOMMX uHTepBait QT u
MeTabomsupyrommxcs yepe3 uurtoxpom P - 450 CYP3A4, takue kak mu3amnpu,
aCTeMM30J1, MUMO3U/I, XUHUIUH, SPUTPOMHULIUH

- OONpHBIE C PEIKHUMH HACIEACTBEHHBIMH MPOOJEMaMH HEMEePEHOCHMOCTH
rajJlakTo3bl,  JIAKTO3HOM  HEJOCTATOYHOCTHIO WM  TJFOKO30-TAIaKTO3HOM
MalibabcopOLueit

- 0EpEMEHHOCTb U MEPUO/ JTAKTALIMH

- IETCKUH BO3pact 10 18 mer

C ocmopoaicHocmoio

Hapymenue mokasateneid QyHkiuu mnedeHd Ha (oHE TpUMEHEHHsS (IIyKOHA30I1a;
MOSIBJICHUE ChIMU Ha (hoHEe mpuMeHeHus1 (IyKoHa30y1a y O0IBHBIX C TTOBEPXHOCTHOU
rpuOKoBoi MH(MEKIMEH W WHBa3WBHBIMU/CUCTEMHBIMU TPUOKOBBIMU WHOEKIUSMU;
OJIHOBpEMEHHOEe TpuUMeHeHue TepdeHaanna u QuykoHazona B jo3e Mmenee 400
MI/CyT;,  TIOTEHIIMAJILHO  MPOAPUTMUYECKUE  COCTOSHUSI y  OOJBHBIX €
MHOXECTBEHHBIMH  (haKTOpaMu pHUCKa (OpraHuyeckre 3a0oJieBaHHS —CepAlla,
HApYIIEHUsT AJIEKTPOJUTHOrO OajaHca M CIOCOOCTBYIOIIAS Pa3BUTHIO TMOAOOHBIX
HapyIIEHUH COMYTCTBYIOIIAS TePaIs).

JlekapcTBeHHbIE B3aUMOAECTBUS

Oonogpemennoe  npumeHeHue — CleOYIWUx  JIeKAPCMEEHHbIX  Npenapamos
NPOMUBONOKA3AHO

[uzanpuo: Tpu  OJAHOBPEMEHHOM MNpUMEHEHHUHU (IyKOHA30Ja U IU3aNpua
BO3MOXXHbI HEXKEJIaTEeNIbHbIE PEAaKIMU CO CTOPOHBI CcepJla, BT.Y. APUTMUS
KEITYJOUKOBasi ~ TaXWCHUCTOJMYECKass Tuma «mupysat»  (torsade  de pointes).
[Tpumenenue Quykonaszona B qo3e 200 Mr 1 pa3 B cyTku u nu3anpuia B 1o3e 20 mr
4 pa3a B CyTKHU MPUBOJIUT K BBIPAKEHHOMY YBEIUYEHHUIO MJIA3MEHHBIX KOHLIEHTPALIUMA
umzanpuaa u yBenuuenuto wuHTepBasna QT wa OKI. OnpHOBpeMeHHBIM mpHeM
nu3anpuaa u GIyKoHa3oJia MPOTHBOMOKA3aH.

Tepgpenaoun. Tak Kak IPU COBMECTHOM MPUMEHEHUHU TepheHaIUuHa U MPOU3BOIHBIX
a30JI0B OTMEUAJIUCh TSDKEJIbIe HapYLIeHUs PUTMa, KOTOPhIE COIMPOBOXKIAIUCH
yauHeHueM uHTepBasia QT, TPOBOAWIM HCHBITAHUE COBMECTHOTO JICHCTBHUS



Tepdenanuua u ¢paykoHazosa. B ogHOM ucnibITaHUU, ¢ TpUMEHEHHEM (IyKOHA30J1a B
no3e no 200 mr He nokazanu yanuHeHue uHTepBana QT. B npyrom ucnbitaHuu, B
KoTopoMm (iykoHazon npumeHssii B go3e mo 400 um 800 mr, mokazaid, YTO
¢dykonazon B no3e mo 400 Mr u BbIIIE JTOCTOBEPHO YBEIMUYMBAET KOHIICHTPAIUIO
OJTHOBPEMEHHO MPUMEHEHHOTro TepdeHaanHa B TuiazMe KpoBu. [IpoTuBOMOKazaHo
IPUMEHATH TepPEeHaInH COBMECTHO ¢ (pirykoHa3osoM B 103e 1o 400 mr u Beie. [Tpu
COBMECTHOM TpuUMeHeHnn TepdenanuHa ¢ diaykoHazonoM B mo3e Hike 400 mr,
HEOOXOMMO CTPOTrO KOHTPOJIUPOBATH OOJIBHOTO.

Acmemuzon. OIHOBPEMEHHOE TMpHUMEHEHHE (IyKoHA307la C acTEMHU30JIOM WU
JIpYTUMHU  TIpenaparamM, MeTa0oJIu3M KOTOPBIX  OCYIIECTBIISIETCS  CUCTEMOM
nutoxpoma P450, MoXeT cOmpoBOXKAATHCS  MOBBINIEHUEM  CHIBOPOTOUYHBIX
KOHIIEHTpaluil 3Tux cpenctB. [IoBbIIIEHHBIE KOHIEHTPAIMK acTEMHU30ja B IUIa3Me
KpPOBM MOTYT MPUBOJIUTH K yJIMHEHHIO HHTepBasia QT U B HEKOTOPBIX CiIydasix
K Pa3BUTHIO apUTMHUU KEITyJTOYKOBOM TaXMCUCTOJIMUYECKON THUIa «IHUpy3T» (torsade
de pointes). =~ OgHOBpeMEHHOE  TNPHMEHCHHWE  acTeMu3oiia U (IIyKoHa30Jja
IIPOTHUBOIIOKA3aHO.

Ilumo3ud: HeCMOTpPS HA TO, YTO UCCIEIOBAaHU 1N VItro WM in Vivo HE MPOBOJIUIIUCH,
COBMECTHBIN MpreM (IIyKOHa30J1a U MMMO3U]1a MOKET MPUBOJIUTH K MHTHOUPOBAHUIO
MeTabonn3ma nuMo3uaa. [1oBbllIeHHEe KOHLUEHTpAauuu MUMO3UAa B IUIa3ME€ KpOBU
MOKET MPUBOJIUTH K yasMHeHHto uHTepBana QT u, B peakux ciayyasix, pa3BUTHUIO
torsade de pointes. CoBMecTHBIN TpreM (PIIyKOHa30J1a U MUMO3HK/1a TPOTUBOIOKA3aH.
Xunuoun.: HECMOTPS HA TO, YTO MCCIEAOBAHUSA In Vitro M in Vivo HE MPOBOJUIIKCH,
COBMECTHBIH npueM ¢GIyKoHa30J1a U XMHUIMHA MOKET IPUBOAUTH K HHTUOMPOBAHUIO
MeTabonu3mMa XuUHUAWHA. [IpuMeHeHHe XHHHMJMHA CONPOBOXKIAJIOCH Y/UIMHEHHEM
untepBaia QT u penkumu ciaydasmu passuTus torsades de pointes. CoBmecTHBIM
npueM (piykoHa3osa ¢ XMHUIMHOM NPOTHBONOKA3aH.

Opumpomuyun. COBMECTHBIH mpueM (IykoHa3ojJa M SPUTPOMHIIMHA MOMKET
yBEJIMYMBATh PUCK KapJUOTOKCMYHOCTH (yanuHeHue unrtepBana QT, torsades de
pointes) H, clieOBaTEIbHO, BHE3AMHON KOpoHapHOUW cmepTu. COBMECTHBIN MpUeM
(1yKOHAa30J1a U S3PUTPOMUIIMHA TPOTUBONOKA3AH.

Oonogpemennoe  npumeHeHue  CleOVIOwux JeKapCmeeHHbIX Npenapamos He
PeKoOMeHOYemcs.

l'anogpanmpun: OIYKOHA30J1 MOXKET YBEJIMYMBATH IUJIA3MEHHYIO KOHLEHTPALUIO
raopaHnTpuHa ©3 - 3a uHruoupytouiero nedctBuss Ha (epment CYP3A4.
OpHOBpeMEHHOE TpHUMEHeHHEe (IykoHa3oina U TalopaHTpUHA  YBEJIMYUBACT
NOTEHIMAJIbHBI  PUCK  KapIMOTOKCHMYHOCTH  (yAyiMHeHHbIM  uHTepBan  QT,
MHOTO(OpMHas KEITyJOYKOBasi MapOKCU3MallbHasl TaxWKapAus) M, Kak CIEACTBUE,
BHE3AITHOM cepaeuHoi cmeptu. Crieayer n3deraTh JaHHOW KOMOWHAITUY.
Oonospemennoe npumeHenue credyrowux JeKapCcmeeHHvlx npenapamos mpebyem
OCMOPOIACHOCMU U KOPPEKYUU UX O3Bl

IIpenapamul, erusarowue na memadooausm QIyKkoHa3ona:

Pugamnuyun: omHoBpeMeHHoe mpuMeHeHue @iykoHa3oja W pudaMnuiyHa
NpUBOAUT K CHWkKeHuto 3HadeHudd AUC Ha 25 % U COKpalleHWIO0 Mepuoaa



noxyBbiBeieHus piykonaszona Ha 20 %. [larpenTaM, KOTOpble COBMECTHO TPUHUMAIOT
pudaMIUIKH, CIIeTyeT YBEIUYUTD 103y (ITyKOHA30I1a.

HccnenoBanus B3aMMOJICHCTBUS TIOKA3allM, YTO MEPOPANBHBIA TpHeM (IyKoHa30a
BMECTE C €0i, IMMETHAMHOM, aHTAlJaMH WM TOCIEAYIONMM TOTAIbHBIM
O0JIydeHHEM OpraHM3Ma MpH Mepecaske KOCTHOrO MO3ra He MPUBOINT K KIMHHYECKH
3HAYUMOMY YXYALIEHHUIO abcopOImu (ryKoHa307a.

Heticmsue ¢nykonasona Ha memaboausm opyeux npenapamos:.

@diiykoHa3071 B 3HAUMUTENBHOM CTENeHU OJIOKUpYeT JAelcTBue u3ohepMeHTa
nuroxpoma P450, CYP 2C9 u B menbiieit crenenn CYP 3A4. dinykoHa30m Takxke
sBisieTcss THrnouTOpoM nzopepmenta CYP2C19.

N3-3a 3100, KpOME MEPEUNCICHHBIX UHTEPAKIIUNA MOXKET HAOIIOJAThCS YBEIMUCHUE
KOHIIEHTpAllUu B IUIa3ME€ KPOBM JPYTUX JIEKapCTB, KOTOpPbIE METaOOIM3UPYIOTCS
dbepmentamu CYP 2C9 wim CYP 3A4 (nanpumep: aJIkaJoOU bl CIIOPHIHBY, XUHUIMH),
IpU COBMECTHOM NPUMEHEHUHU UX ¢ (piykoHazosoMm. M3-3a 3T0r0o, HEOOXOAMMO C
OCTOPOKHOCTBIO IPUMEHSATH 3TU IpenapaTbl COBMECTHO, U HEOOXOIMMO HaOIII0/1aTh
3a OOJIbHBIM.

Nurubupytomee GepMeHTsl AelcTBUE (DIIyKOHA301a MOXKET HaOMIoAaThCs €lle B
TeueHne 4-5 nHEW IMocie NMpephIBaHus Kypca TEepalliy, U3-3a JUIMTENBHOTO MEpruoaa
MOJIYCYILIECTBOBAHUS (PIIYKOHA30JIa.

Angpenmanun: B Xone OAHOBpeMeHHOro npumenenus dmykonazona (400 mr) u
BHYTpUBeHHO andentanmia (20 MKI/kr) y 310poBbIxX 100poBosbieB 3HaueHne AUC
aipeHTaHWIIa TOBBIIAETCA B 2 pa3a, BO3MOXKHO, M3-3a MHIMOMpOBaHUSA (pepMeHTa
CYP3A4. MoxeTr BO3HUKHYTh HEOOXOAUMOCTh B KOPPEKIUH J03bI ayheHTaHwWIa.-
Amumpunmunun, HOPMPUNIMUTIUH: ¢biykoHazon YCUJIMBAET NEeNCTBHE
AMUTPUNTHIMHA U HOPTPUTITUINHA: S-HOPTPUNITUIIUH W/UITU S-aMUTPUNITHIIMH MOTYT
ObITh M3MEpEeHbl B Hayane KOMOWHUPOBAHHOW Tepamuu U 4depe3 Henento. J[o3wl
AMUTPUNITWIMHA/HOPTPUNTUIINHA  JOJDKHBI ~ OBITh ~ CKOPPEKTUPOBAaHbl  MpU
HEOXOIMMOCTH.

Amgpomepuyun b: omnoBpemennoe npumeHenne diaykoHazona u amdorepuriuHa B
MOKA3bIBACT CJCAYIOIIME PE3YJIbTAaThl: CJIA0bIA aJJIUTUBHBIA MPOTUBOIPUOKOBBIN
apdexT mnpu cucreMHBIX HHGMeknusax, BbiBaHHBIX C. albicans, nukakoro
B3aMMOJICHCTBHUSI TpU BHYyTpUuepenHoi uH(ekuuu, BbI3BaHHOW Cryptococcus
neoformans, aHTaroHu3M JABYX THpenapaToB NPU CHCTEMHOW WH(EKIWH, BbI3BAHHON
Aspergillus fumigatus. Kinuandeckoe 3Ha4eHue 3TOTO0 HEM3BECTHO

Aumukoazynaumer. Kak v npu npuMEHEHUU APYTUX a30JbHBIX MPOTUBOTPUOKOBBIX
CPEIICTB, MPU OJTHOBPEMEHHOM Tipreme (IyKoHa301a ¥ BapdaprHa cCOO0IIaIoCh O
pa3BUTHM KPOBOTE€UEHUN (TeMaTOMbl, HOCOBOE KpPOBOTEUEHHE, KEITYIJOUYHO-
KHILIEYHbIE KPOBOTEUEHUS, F€MATypuss U MEJIEHAa) B COYETAaHUU C YBEIMYECHHEM
IpPOTPOMOMHOBOTO BpeMeHH. [Ipu oHOBpeMEHHOM NpHUMEHEHUH (IyKOHA30Ja U
BappapuHa OTMEYadd JBYKPATHOE YBEJIUYEHHE MPOTPOMOMHOBOTO BpEMEHH,
BEpPOATHO, BCIEACTBHE yTHETEHUs1 MeTabonu3ma BapdapuHa MOCPEICTBOM
CYP2C9. Crnegyer TIIATENIbHO KOHTPOJHUPOBATH MNPOTPOMOMHOBOE BpeMs Y
NAlMEHTOB, OJJHOBPEMEHHO MPUHUMAIOIINX aHTUKOATYJISTHTHI KyMapUHOBOTO Psijia.
MoxkeT noTpedoBaThcs KOPPEKLUs 103bl BappapuHa.



benzoouazenunvr (kopoTkoro Bpemenu aeictus) (cyoctpar dpepmenta CYP 3A4),
HaIMpUMeEpP MHJ1a30J1aM, TpHa30JiaM: MOCie MepopabHOIO preMa Mua3ojiama
®DI1yKOHA30J1 MPUBOANT K CYIIECTBEHHOMY IMOBBIIIEHUIO KOHIIEHTPAllMi MUAa301amMma
U TICUXOMOTOPHBIM 3¢ dextam. OJHOBPEMEHHBIH MepopabHbIil npueM PirykoHazoa
200 mr 1 Muzazonama 7,5 Mr npuBOAUT K noBbIIIeHHIO 3HaueHHs] AUC U yJTMHEHUIO
IIEpHO/1a MOTYBBIBEICHN MU 1a301aMa B 3,7 u 2,2 pasza. Exxe1THEeBHBIN NTEpOpaIbHBIN
npueM @nykonasona 200 mr B couetanuu ¢ Tpuazonamom 0,25 Mr npuBOauT K
nossieHuto 3HayeHust AUC u nepuoia noyBbIBeIeHUsI Muaa3onama B 4,4 u 2,3
pa3a. IIpu oqHOBpeMeHHOM nprMeHeHnu DIiTyKoHa301a | Tpra3ojama HaOJIro1aeTcs
yYCUJICHUE U MPOJIJICHUE JEHCTBUS TpuaszoiaMa. B ciryyae HeoOXo1uMOCTH
COITYTCTBYIOILIETO JICUEHUsI OEH30/IMa3ETIMHOM IMAIIUEHTOB, KOTOPbIE MPUHUMAIOT
®di1yKoHa3071, CIeAYET YMEHBIIUTD 103y O€H30Ma3eNHA U BECTH COOTBETCTBYIOIIEE
HaOJII0ICHNE MAllUEHTOB.

Kapbamaszenun.: Gnykonazon uHruOMpyet MeTadon3M kapoamasenuHa u MOBbIIIAeT
KOHLIEHTPALUIO MTOCJIEeIHEr0 B cbIBOPOTKE HA 30%. CylecTByeT puck pa3BUTHS
KapOaMa3enMHOBON TOKCUYHOCTU. MOXKeET MOTpeOOBaThCA KOPPEKLUS O3B
KapOamasenuHa B 3aBUCUMOCTH OT U3MEPEHUI KOHIIEHTpaunn/ 3pdekra.

brnokamoper kanvyuesvix kananos (ammazconucm kanvyus) (cyodcrpar depMeHTa
CYP 3A4): HexoTOpble aHTATOHUCTHI KaJbIUs, MPOU3BOAHBIC IUTHIAPOIUPUINHOB
(audenunuH, V3pANU/IVH, BEpaaMuIl, aMJIOIATIH 151 dbenoaunun)
metabommsupytorcs ¢depmeaTom CYP 3A4. dnykoHa3om  MOXKET 3HAYUTEIBHO
NOBBIIIATh  CHUCTEMHOE  BO3JCWCTBUE AHTArOHUCTOB  KaJbLMEBBIX  KaHAJOB.
PexomenmyeTcst 4acThlii KOHTPOJIb TOOOYHBIX ACHUCTBUIN IIpPemapaToB.

L]enexokcu6: B OAHOM KIMHUYECKOM HCIBITAHUHU, NPU COBMECTHOM NPUMEHEHHUH
200 mr nenexkokcu6a u 200 Mr GirykoHa301a OTMEYAIH YBEJIMYECHUE MAKCUMAIbHON
KOHIICHTparuu Ha 68% W yBeawdeHUe IUIONAau Mo KPUBOM IeiekokcuOa Ha 134
%. DOTO B3aUMOJCIHCTBHE OTMEYAIOCh H3-3a OJOKUPOBKH JACHCTBUS (epMeHTa
CYP2C9 u Takum o00pa3oMm, YMEHBIIEHHEM pacuieruieHus 1enekokcuba. [lpu
COBMECTHOM MPUMEHEHUU 3TUX MPErnapaToB 03y LEJIEKOKCHOa HEoO0XO0ANUMO
cHU3UTh Ha 50 %.

Luxnogocgpamuo: xoMOUHMpPOBaHHAsE Tepanus ukiIopochamuna u GayKoHazosa
MPUBOJUT K MOBBIIIEHUIO YPOBHEW OMIMpPYyOMHA U KPEaTUHHUHA B CHIBOPOTKE KPOBH.
KoMOuHanusa MoxeTt ObITh HCIOJIb30BaHA 10 TOTO, KaK MOSBUTCA PUCK YBEJIUYEHUS
ypOoBHel OMIMpyOrHa U KpeaTUHHUHA B CBIBOPOTKE KPOBHU.

@enmanun: OBUT 3apETUCTPUPOBAH OAMH (aTanmbHBIM ciydall BEpOSTHOTO
B3auMozeiicTBus (eHtanmwna u Qaykonasona. Kpome Toro, B paHaOMHU3MPOBAHHOM
NEPEKPECTHOM HCCJIEIOBAaHUU C JIBEHAIAThiO 370POBBIMU J0OPOBOJIbLIAMU OBLIO
IPOAEMOHCTPUPOBAHO, YTO (DIYKOHA30J] CYIIECTBEHHO 3aMeUIsUl 3JIMMHUHAIUIO
dentanuna. [loBblIeHHBIE KOHIICGHTpAIMM (EHTAaHWIA MOTYT TIPUBECTH K
JIBIXaTEeNIbHOM HEIOCTaTOYHOCTH, MO3TOMY CIIEAYyeT BECTH TILIATEIbHOE HAOII0CHUE
3a MalMeHTaMUd Ha MpeAMET BO3MOXKHOTO PHCKAa YTHETEHHUs [bIXxaHus. Moxer
noTpeOOBaTHCS KOPPEKIHUS 03bl PEeHTaHUIIA.

Hneubumopwr cuopoxcumemunenymapun - kopepmenma A - pedykmaszot (I'MI"— KoA
- pedyKkmaszvl): YBEIUYMBAETCS PHUCK PAa3BUTHUS MHOINATUM U OCTPOTO HEKpO3a



CKEJIETHBIX MbIIII (pabromuoinns), korga diykoHa301 Ha3HAYAIOT OJJHOBPEMEHHO C
uaruouropamu ['MI'-KoA-penykrasbl, KoTopsie MeTabommu3upyrores yepe3 CYP3A4,
TaKue Kak aropBacTaTuH M cuMBactaTuH, win dyepe3 CYP2C9, Ttakme kak
¢yBactatud. [lpu HEOOXOIMMOCTH COMYTCTBYIOIICH Tepanmuu, MAIlMeHT JO0JDKEH
HAOMIOaThCS Yy Bpaya Ha MOSBICHHE CUMIOTOMOB MHOIATHU U pabJoMuoIn3a, a
TaKkKe JOJDKEH TMPOBOAMTHCS KOHTPOJb YPOBHS  KpeaTWHKHHA3bl. [Ipuem
unruontopos I'MI'- KoA-penykrassl cieyeT NpEeKpaTuTh, €CIAU HaOJI0AaeTcs
3HAYUTENIbHOE MOBBIIIEHNE YPOBHS KPEATUHKUHA3BI, WIH €CJIH TUAarHOCTUPOBAHA HITN
MI0JI03PEBACTCS PA3BUTHE MUOIIATUN WM PA0JOMUOIIN3A.

Hmmynooenpeccanmsi (YUKIOCNOPUH, I38EPOIUMYC, CUPOIUMYC U MAKPOIUMYC):
Luxnocnopun: hbrykoHa30J1 3HAUMTENBHO MOBBIIIAET KOHIEHTpaluio 1 3HaueHue AUC
nukiocnopuHa. I[lpu ogHoBpemenHoM neuenun dnykonazonom (B moze 200 mr B
CYTKH) M IHKIOCIOPHHOM (B I03e 2,7 MI/KI B CYTKH) HaOJIOJAJIOCh IOBBINICHUC
3HaueHnss AUC nukiocnopuHa B 1,8 paza. DTy KOMOMHAIMIO TPENapaToB MOKHO
UCIOJIb30BaTh, CHU3UB JI03Y LIMKJIOCIIOpPUHA B 3aBUCUMOCTH OT €TI0 KOHIICHTPALIUH.
Deeponumyc: (HIyKOHA30]1 MOXKET YBEJIMYMUBATH KOHIICHTPAIIMM SBEPOJIMMYCa B
CBIBOPOTKE KPOBH U3 - 32 UHrMOMpoBanus pepmenta CYP3A4.

Cuponumyc: (GIYKOHA30J YBEIMUMBAET IUIA3MEHHYIO KOHIIEHTPAIMIO CUPOJIHMMYCA,
IOPEINONIOKUTENbHO,  IyTeM  WHTHOMPOBAHHUA  MeTabOIM3Ma  CHPOJHMYycCa
nocpeactBoM CYP3A4 wu  P-rimmkomporenHa. OTa  KOMOMHAIMs — MOXET
UCTIONIb30BATHCS TIPU KOPPEKILUHU JI03bl CHUPOJIUMYCa B 3aBHCHUMOCTH OT 3(ddexra u
MOKa3aTesaed KOHUECHTPAIUH.

Taxponumyc: GIYKOHA30JI MOMKET YBEIMYMBATH KOHIIGHTPAIIMM TaKpoJuMyca B
CHIBOPOTKE KpPOBU TMpH MEPOPAILHOM MpPUMEHEHHUH [0 Spa3 1O NpUYHHE
WHTHOWPOBAHUS METa0OJM3Ma TaKpOJIMMYycCa BCIIEJACTBHE MHTHOUpoOBaHUs (pepMeHTa
CYP3A4 B kwumieunuke. Ilpyu BHYTPUBEHHOM TIPUMEHEHUM TaKpOJMMYycCa
CYIIECTBEHHBIX (papMaKOKMHETUYECKMX H3MEHeHMH He HaOmonanoch. [loBbimieHue
YPOBHEHW TakpojJuMyca MPUBOAWIO K pPa3BUTHIO HEPpPOTOKCMYHOCTU. Jlo3y
TaKpOJIMMYycCa IpU NEepOPATLHOM NPUMEHEHUH CIIEAyeT YMEHbIIATh B 3aBUCUMOCTH OT
€ro KOHIICHTPAIIHH.

Jlozapman: QaykoHa3on HHTHOMpPYET METa0O0JIM3M Jio3apTaHa K €ro akTUBHOMY
metabomuty (E - 3174), koTopblii OoTBewyaeT 3a OOJIBIIYI0 YacTh aHTaroHW3Ma
perentopoB aHTHOTeH3UHA ||, KOTOPBII POUCXOAUT BO BpEeMs JICUCHHS JIO3aPTAHOM.
[TareHThI TOKHBI TOCTOSTHHO KOHTPOJIMPOBATh apTepUAIbHOE aBJICHNUE.

Memaoown: QiiykoHa30J MOKET YBEJIMUYUBATH CBIBOPOTOUHYIO KOHIIEHTPALIMIO
MeTazoHa. MoxkeT moTpeboBaThCsl KOPPEKLUs J03bl METaI0HA.

Hecmepouonwvie npomusosocnanumenvuwvie cpedocmesa (HIIBC): Cmax u AUC
baypounpodena npu 0THOBPEMEHHOM Ha3HAYEHUU C (ITYKOHA30JI0M

yBenuuuBaiuch Ha 23% u 81% coorBerctBeHHO. [logo0HBIM 06pazom Cmax u AUC
(hapMakoJIOTHYECKH aKTUBHOTO M3oMepa [S-(+)-ubynpoden] yBenuunBamuch Ha 15%
u 82% COOTBETCTBEHHO, KOTJa (hIIyKOHA30JI Ha3HAYaJICS OJTHOBPEMEHHO C
pauemuyeckum uodynpodenom (400 mr).

XOTd cHenuadbHBIX HCCIEIOBAHUN HE MPOBOAWIOCH, (DIYKOHA30J MOXKET
yBenuuuBaTh cuctemMHble 3ddextol npyrux HIIBC, merabonuzupyrommxcs npu



yaactuu  CYP2C9  (mampumep, HalNpoOKCEH, JOPHOKCHKAM, MEJOKCHUKaM,
nukinodpeHak). PekoMeHayeTcsl THIATeIbHbI MOHUTOPUHT IMOOOYHBIX pPEaKUuid |
TOKCHYECKHUX siBieHUH, cBs3aHHbIX ¢ HIIBC. Moxer motpebGoBaThCsi KOPPEKIUS
no3e1 HITBC.

@enumoun: GIYKOHA30JI HHTHOMPYET TEYCHOUHBIH MeTaboinu3M (EeHUTOHHA.
OnHOBpEeMEHHOE MHOTOKpaTHOe mnpuMeHeHne (aykoHazonma B jgo3e 200 mr wm
¢denuTonHa B 103€ 250 MI BHYTPUBEHHO MPUBOAUIIO K MOBBIMIEHUIO 3HaueHI AUCy,
¢denutonna Ha 75 % u Cpi, Ha 128 %. Ilpu onHOBpEeMEHHOM MPUMEHEHUH JOJKHBI
MPOBEPATHCS] YPOBHH KOHIICHTPALMU ()EHUTOMHA B CHIBOPOTKE KPOBH, YTOOBI M30€XKAaTh
MPOSIBICHUN TOKCUYHOCTH (DEHUTOUHA.

IIpeonuson: ObIT 3aQUKCUPOBAH Clydyaid, KOI/Ia y MAllMEeHTa MOCie TPaHCIUIaHTAlUU
MEYECHH, TOTYYaBILErO JICYCHUE MPETHU30HOM, IOCNE MPEKPAIICHUS TPEXMECSUHOM
Tepanuu (IIyKOHA30JIOM Pa3BHIACh OCTpas HEIOCTATOYHOCTh KOPBI HA/IIIOYEYHUKOB.
[Ipenmomnaraercsi, yTo oTMeHa (IyKOHA30JIa MpHUBEJA K YBEJIMYCHUIO AKTUBHOCTU
dbepmenta CYP3A4, uyTo B CBOIO OdYepeab BBHI3BAIO YCUJICHHE MeTaboIM3Ma
npenHu3ona. [lanueHToB, mOMydYaroOmUX JUIMTEIbHO JeueHue DIyKOHA30J0M H
PETHU30HOM, CIEAyeT HaOogaTh Ha MPEAMET Pa3BUTHS HEJOCTATOYHOCTH KOPHI
HA/IMMOYEYHUKOB TI0CJIE OTMEHBI (DITyKOHA3071a.

Pugabymun: onHOBpeMEHHOE TMpUMEHEHHE C (IIYKOHA30JI0M TMPHUBOJIUT K
noBeiienio  BennmunHel AUC pudabytuHa B cweiBopoTke kpoBu 10 80 %.
Coo0mranoch 0 ciay4asx pa3BUTHS YBEUTa y MAIIMEHTOB, KOTOPHIM OJHOBPEMEHHO
HazHayanu ¢uaykoHazonl u  pudadbytud. HeoOxoguM THIATENBHBIA KOHTPOJb
COCTOSIHUS TAIIMEHTOB HA CHUMIITOMBI TMPOSIBJICHUS TOKCHYHOCTH pHUpaldyTHHa,
nostyqaronux pudadyrua u GaykoHa30J1 0THOBPEMEHHO.

Caxeunagup:. BCIEICTBUE WHTMOUPOBAHMS MeTabOJIM3Ma CaKBHHABHpAa B IEYEHU
nocpenctsoM BhusHus Ha CYP3A4 wu unrubupoBanus P-rnmkomnpoTenHa,
dbaykonazon moBeimaer AUC cakBuHaBupa mnpubiusutrenbHo Ha 50%, Cmax
CaKBHUHaBHpa MPHUOJIM3UTENBHO HA 55% M CHUXKAET ero KIMPEHC MPUOIU3UTEIEHO Ha
50%. MosxeT nmoHago0UuThCs KOPPEKIIUS TO3UPOBKU CaKBUHABHPA.

lIpenapamyol cynvghonurmouesunwvl: (HIyKOHA30 YAJIMHSAET MEPUOJ TOTYBbIBEICHUS
U3 TIUIa3Mbl KPOBU TIPH OJHOBPEMEHHOM TIpPUEME TIEPOPATBHBIX IPENapaToB
CyTb()OHMUIMOYEBHHBI  (HApUMEp, XJIOPIPOMAMUJA, TIUOCHKIAMU, TIUAMU3UI,
TonOyTamu). PekoMeHyeTcst 4acThlil KOHTPOJIb TITFOKO3bI KPOBU U COOTBETCTBYIOIIIEE
YMEHBIIICHUE JT03bI CYIb()OHIIMOYCBHHEI.

Teogunnun: npuem diaykonazonsa no 200 Mr B TedeHue 14 gHEN NPUBOAUT K
CHIDKEHUIO CpelHel ckopocTth kimmpeHca TteodpwumHa Ha 18 %. Heobxomumo
TIIATETIFHO HAOIO/IaTh TAIMEHTOB, MPUHUMAIONMX (DIYKOHA301 U TEOPWIINH B
BBICOKHMX J103aX, WJIA TAI[MEHTOB C TOBBIIIEHHBIM PUCKOM TOKCHUYECKOTO IEHCTBUS
TeoQUUTMHA, C LEIbI0 CBOEBPEMEHHOTO BBISBICHUS CHMIITOMOB IE€PEI03HUPOBKH
TeOPWUINHA;, TPU UX TOSBJICHUU TEPANUI0 CIEAYyeT M3MEHHTHb COOTBETCTBYIOIINM
obOpazom.

Ankanouool 6apeunka: (PIyKOHA30J MOXKET TOBBICUTH IIJIA3MEHHBIC YPOBHHU
aikasionia OapBUHKAa (HampuMep, BUHKPUCTMH M BHUHONACTMH) M TPHUBECTH K
HEHUPOTOKCUYHOCTH, U3-3a MHrHOUpYytomero Aeiicteus Ha CYP3A4.



Bumamun A: B ONUCAaHUM OJHOTO KIMHUYECKOrO Cliy4yasi MaludeHTa, KOTOPbIN
MPOXOAMJI KOMOMHUPOBAHHYIO TEpANMIO MOJHOCTHIO TPAHC - PETUHOEBOM KHUCIOTOM
(kucnotHas dopma BUTaMuHA A) U (IYKOHA30JI0M, ObUIO 3a()UKCHUPOBAHO PA3BUTHE
HeXenmaTenbHbIX 3G dekToB co crtoponsl [[HC B Buae a00pokadecTBEHHOM
BHYTPUYEPENHOM TUNEPTEH3WH, KOTOopas Hcyesga Iociie OTMEHbl IMpuema
®dirykoHa3ona. JTy KOMOMHAIMIO MOKHO HCIOJIb30BaTh, HO NAIMEHTOB CIIEAYET
HaAOI0ATh C IIeNIbIO BBISIBICHUS MTOOOUHBIX 3P peKToB, cBsa3aHHbIX ¢ [ITHC.
Bopukonazon (uneubumop CYP2CY9, CYP2CI19 u CYP3A4): OIHOBPEMEHHOE
PUMEHEHUE MEPOPATLHOTO BoprukoHaszoia (400 mr kaxapie 12 yacoB B 1-blil /1eHbD,
3ateM 200 Mr kaxzasie 12 gacoB B TeueHue 2,5 nHeN) u nepopanbHoro diaykoHasosa
(400 mr B 1 - b1 1eHB, 3aTeM 200 Mr Kakable 24 dyaca B TeUCHHUE 4 JTHEH) MPUBEIIO K
yBenuueHuio KoHrentpanun u AUC Bopukonaszona B cpexneM Ha 57 % (90 % C1.
20 %, 107 %) u 79 % (90 % CI: 40 %, 128 %), coorBeTcTBeHHO. CHUKEHHUE JT03BI
W/WIM  4YacTOThl BBEICHMS BOpPUKOHA30Ja M (PIIyKOHA30j7a, KOTOPOE MOXKET
UCKJIIOYUTh JTaHHOE JEHCTBHE, HE YCTAHOBJIEHBL. [Ipu BBeIEHHHM BOPUKOHA30JI1a
NOCIEA0BAaTENbHO, MOcie  (PIyKOoHa3071a, PEKOMEHAYETCS  KOHTPOJIUPOBATH
HEXeJaTeJIbHbIE SIBJICHUS, CBA3aHHbIE C IECTBUEM BOPUKOHA30]A.

3uoosyoun. pmykonazon yBenuauBaeT Cpox 1 AUC 3umoByauna Ha 84 % u 74 %, u3
- 3a mpubaM3uTEeNbHO 45 % CHUKEHUA KIMpEeHCa 3WAOBYJMHA MPU MEPOpPATbHOM
npueme. [lepuon nosyBeIBEA€HUS 3UJOBYIMHA YIMHAETCS NPUOIU3UTEIBHO Ha 128
% mocne KOMOMHUPOBAHHOM Tepanuu C¢ (IyKoHa3osioM. [larueHTsl, mosydaroiiue
3Ty KOMOMHAIMIO JOJKHBI HAOIIOJAThCS C LEJIbI0 BBISIBICHUS MOOOYHBIX pEaKIIHil,
CBSA3aHHBIX C TMPUEMOM 3UJOBYAMHA. MOXXET MOoTpeOOBaThCS YMEHBIIICHHUE 03B
3UJIOBY/IMHA.

Asumpomuyun. B OTKPBITOM PaHAOMH3WPOBAHHOM TPEXCTOPOHHEM MEPEKPECTHOM
ucciaenoBaHuu 18 3M0pOBBIX JTOOPOBOJBIEB MPOU3BOIAMIACH OIICHKA BIUSHUA
a3UTPOMHUIIMHA TpU OJIHOKPATHOM TIpueMe BHyTpb B Jo3e¢ 1200 wmr Ha
dbapMakOKMHETHKY (DITyKOHA30J1a IPU OJHOKPATHOM nipuemMe B no3e 800 mr, a Takxke
OIICHKA BJIMSHUA (IyKOoHAa301a HAa (PApMaKOKWHETUKY a3UTPOMUIIMHA. 3HAYUMOTO
(apMakKMHETHYECKOrO0 B3aUMOJECUCTBUS MEXAY (IYKOHA30J0M M a3UTPOMMIIMHOM
O0OHapy>KeHO He ObLIO.

llepopanvuble konmpayenmuenvle cpedcmaea: TPU UCCIIETOBAHUU 3I0POBBIX JKEHILUH
50 mr ¢urykoHa3051a HE BIMSIIO HA YPOBEHb JNEHCTBYIOIIMX BEUIECTB, MEPOPATHHBIX
KOMOMHUPOBAHHBIX, KOHTpanenTuBHbIX cpenctB. 200 Mr ¢iaykoHa3ona yBeIU4HBal
oAb MOoJ KpuBOM KoHUeHTpanuu-spemeHu (AUC) »sTuHWIdCTpaauona Hu
neBoHoprectpena Ha 40 u 24 %, cooTBercTBeHHO. Ha OCHOBaHMM MOJTYyYEHHBIX
PE3YJIBTaTOB MOXKHO TPEIOJIOKUTh, YTO MHOTOKpATHOE BBeJeHUE (HITyKOHA30J1a Ha
JIAHHBIX JI030BBIX YPOBHSIX C OYE€Hb MaJlOl BEPOATHOCTHIO MOKET IMOBJIUSATH Ha
KOMOWHUPOBAHHBIC NEPOPATTLHBIEC KOHTPAIICTITUBHL. .

Oco0ble yka3aHus
Mouesvioenumenvhas cucmema: y TAalUEHTOB C HApyIIEHHEM (DYHKIMH TOYEK
npemnapar cleayeT MPUMEHSITh C OCTOPOKHOCTHIO.



l'enamobunuapnas cucmema: y TALMEHTOB C HapylIeHHEM (DYHKIMU TEeYeHU
npenapar cieayeT NPUMEHATh C OCTOPOXHOCThIO. lIpumenenue Qiykonazomna
acCOlIMMPOBAJIOCh C  BO3HUKHOBEHMEM B  PEIKUX  CIy4asX  TSKEJIOU
renaToTOKCHYHOCTH, BKJIIOUas JICTAIbHbBIE HCXO/IbI, TTIaBHBIM 00pa30M y MalrueHTOB
C TSOKENIBIMM OCHOBHBIMHM 3a0ojieBaHUsIMH. B ciydasx, korma pasBUTHE
renaToOTOKCHYHOCTH aCCOLIMMPOBAIIOCH C IPUMEHEHHEM (PIIyKOHA30J1a, HE OTMEYEHO
ee SIBHOW 3aBHUCHUMOCTH OT OOIIEH CyTOYHOW 03Bl MpemapaTa, IIUTEIbHOCTU
Tepanuy, MoJjia Uik Bo3pacta nanueHTa. OOBIYHO T'eMaTOTOKCUYHOCTD, BHI3BAHHAS
diykoHazonoMm, oOpaTtuMma, a €€ MPOSBICHHS HCYE3al0T TMOCHe MPeKpalleHUs
Tepanuu.

[laniueHTOB, Y KOTOpBIX MpU MPUMEHEHHH (DIyKOHA307a OTMEYAIOT OTKJIOHEHUS
pe3ynbTaToB (YHKIMOHAIBHBIX NPOO TEYEeHH, CIEAyeT THIATEJIbHO HaOII0aTh
OTHOCHUTEJILHO Pa3BUTHUs 0OJIE€ TSXKEIOro NOPAKEHUSI IEYCHH.

[laniueHT MOJDKEH OBITh MPOMH(GOPMHUPOBAH O HABOJALIMX CHUMITOMAaX CEPHE3HOIO
BO3JICUCTBUSI HA IeYeHb (B YAaCTHOCTH, 00 AacTeHUH, OTCYTCTBUU amMIeTHTA,
IOCTOSSHHOW ~TOIIHOTE, PBOTE M JKENTyxe). B TakoM ciayyae mpUMEHEHUE
(bayKoHa30I1a caeayeT HEMEUIEHHO MTPEKPATUTh U MPOKOHCYJIBTUPOBATHCSA C BPAUOM.
Cepoeuno-cocyoucmas cucmema: HEKOTOPbIE a30Jibl, B TOM 4uCie U (DIyKOHA301I,
acCOLIMMPYIOTCA C YyMAJIMHEHHEeM uHTepBana Q7 Ha 21eKkmpokapouocpamme.
Cooowanocb 00 ouenb peokux caydasx yoaunenuss ummepsara QT u
MapOKCU3MAJIbHON JKENyJI0YKOBOM TaXWKapJuW TUIMA «IIHPYIT» MPU NPUMEHECHUU
dbnykoHazona. Takue COOOIICHUS KacaIMCh TSKEIOOOIBHBIX TMAlMEHTOB C
Cepbhe3HbIMHU (haKTOpaMU PHUCKA, TAKUMHU KaK CTPYKTYpHBIE 3a00JIeBaHHS CEp.lIa,
HapylICHUE OHJIEKTPOJUTHOTO OOMEHa M OJHOBPEMEHHOE NPHUMEHEHHUE JpYyrux
JIEKapCTBEHHBIX CPENICTB, BIUSAIOMMNX Ha nHTEpBan Q7.

[Ipenapar ciieyeT ¢ OCTOPOKHOCTBHIO MPUMEHATH Y TAIUEHTOB C PUCKOM Pa3BUTHUS
aputMuid. OQHOBPEMEHHOE TPUMEHEHUE C JIEKAPCTBEHHBIMU CPEICTBAMH, KOTOPBIE
OPOJIOHTUPYIOT HHTepBan (Q7C M MeTabOJM3UPYIOTCS C TMOMOIIbI0 (epMeHTa
CYP3A4 nuroxpoma P450, npoTrBonokasaHo.

l'anogpanmpun: ranodantpun ssigercs cyoctparom ¢depmenta CYP3A4 wu
NpOJIOHTUpYyeT wuHTepBanl (Q7c Tpu TNPUMEHEHMHM B  PEKOMEHIOBAaHHBIX
TepaneBTUYECKUX J03aX. OJHOBpeMEHHOE MpUMEHEHUE TalodaHTpuHa U
(bayKoHAa30J51a HE PEKOMEHYETCH.

Jlepmamonocuueckue peaxkyuu. ipyu MpuMeHeHUU (IYKOHA30J1a PEIKO COO0IIaIOCh
O Pa3BUTHUM TAKUX AKC(POJMATUBHBIX KOXKHBIX peakiuid, kak cuHapoM CTHBEHCa-
JIxOHCOHAa M TOKCHMYECKHH snuaepmanbHblil Hekponu3. [lammentsr co CIINJom
0oJee CKJIIOHHBI K Pa3BUTHIO TSDKEJIBIX KOXKHBIX PEAKIIUN MPY MPUMEHEHHH MHOTHUX
JICKapCTBEHHBIX CpeACTB. Ecim y mamweHTa ¢ MOBEPXHOCTHOM TPUOKOBOM
uH(QEKIMed TOSBISIOTCS  BBICHITIAHWSA, BO3MOXKHO, AaCCOIIMHPOBAHHBIE  C
npuMeHeHneM (IIyKOHa3071a, TadbHEHIITUN MprueM Ipernapara clielyeT MPEeKpPaTUTh.
Ecnu y manueHnta ¢ MHBa3WBHOW/CUCTEMHOW TPUOKOBOW HH(EKIIMEH BO3HUKAIOT
BBICBIMIAHUST HA KOXE, 3a €ro COCTOSHMEM HYXKHO THIATeIbHO HAOJII0JaTh, a B
cillydae pa3BUTUSL OyJUIE3HBIX BBICBIIAHUA WM  MYJIbTU(DOPMHON 3pUTEMBI
npuMeHeHue GIyKoHa30J1a CIeAyeT MPeKpaTUTh.



l'unepuyecmeumenvnocms: B PEIKUX ClIydasX CcOOOLIANIOCh O pPa3BUTUU

aHa(UIAKTUYECKUX PEAKIUH.

Lumoxpom P450: ¢aykoHa30d SBJISIETCS MOIIHBIM HHTHOUTOpOM depMeHTa

CYP2C9 u ymepennsiM unruouropom ¢epmenta CYP3A4. Taxxke QuykoHazon

spinsieTcss uaruouropom pepmenta CYP2C19. Cnenyer HabmogaTh 3a COCTOSTHUEM

NAlMEHTOB, OJHOBPEMEHHO MNPUHUMAIOMIMX (PIIYKOHA30J M MpPEnapaTbl C Y3KUM

TEpareBTUYECKUM OKHOM, KOTOpble MeTabonusupyrorcs npu ydactuu CYP2C9,

CYP2C19 u CYP3AA4.

Tepghenaoun: cnemyer TIIATENbHO HAOMIONATh 3a COCTOSHHUEM TMAalMEeHTa TpHU

OJIHOBPEMEHHOM NpUMeHeHUH TepdeHanuna u paykonasona B no3e meree 400 mr B

CYTKH.

Bcnomocamenvrvlie  sewecmea: Kamcynbl  copepiKaT —JaKkTO3y MOHOTHApPAT.

[TaruenTam ¢ peakol BpPOXKIEHHOM MPoOJIEMON HENEPEeHOCUMOCTU TallaKTO3bl,

JAKTa3HOM  HENOCTAaTOYHOCTBIO U IJIFOKO30-TAJaKTO3HOW  MaibabcopOuuen

IIPUHUMAT MpErapaT He peKOMEHIYETCSl.

bepemennocme u nepuoo nakmayuu. AaHHBIE, TOJIYYEHHBIE IMPH Pa30BOM WM
MOBTOPHOM TMpPUMEHEHUU (QuiykoHa3ojda B OObIYHBIX jo3ax (< 200 wmr/cyr) y
HECKOJBKMX COTEH OepeMeHHbIX B TeueHue | Tpumectpa OEpEeMEHHOCTH, HE
IPOJEMOHCTPUPOBAIM  HEXeENaTeslbHOro BiMsHUSA Ha 1uod. CooOmanoch o
MHOTOYHMCJICHHBIX ~ BPOXICHHBIX TAaTOJOTHUAX Yy HOBOPOXACHHBIX (BKJIIOYAs
Opaaudpenuto, TUCIJIA3UI0 YIIHOM PAKOBHHBI, YPE3MEPHOE YBEIMYEHUE MEPEIHETO
pPOJIHUYKA, HCKpHBJICHHE Oelpa, IUICUEIOKTEBOM CHHOCTO3), MaTepu KOTOPBIX
npuHuManu (GaykoHa3od B BeicOkuX no03ax (400-800 mr/cyT) B TeueHue 3 MecsiieB
wiu Oosee A JIeUeHUs KOKIuAnoua03a. CBA3b MeXAy NpuMeHeHHeM (IyKoHa3oIa
Y 3TUMHU CIIy4asiMU HE OIpEe/EIIcHA.

He cnenyer mpumeHsTh OObIUHBIE J03bI (DIYKOHA307a U KPAaTKOCPOUYHBIE KYPCHI

JgedeHus: (DIyKOHA30J0M B IMepuoJ OEpEeMEHHOCTH, 3a MCKIIIOUEHUEM KpailHeil

HEOOXOMMOCTH.

He crnenyer mpuMeHATh (UIyKOHA30J B BBICOKMX J103aX W/WIM JIJIUTEIbHBIMU

KypcamMu B Mepuoj, OEepeMEHHOCTH, 3a WCKIIOYEHHEM JIeYeHUs HWHQEKIHi,

YTPOXKAKOUIUX KU3ZHHU.

@diiykoHa30J1 TPOHUKAET B TPYJHOE MOJIOKO U JOCTUraer Ooyiee HHU3KOU

KOHLIEHTpaluy, 4YeM B Iuia3Me KpoBU. KopmieHue rpyapi0 MOXHO MPOJIOJKAThH

MOCJI€ PA30BOTI0 MPUMEHEHHsI OOBIYHOM 03Bl (PIIyKOHAa30J1a, 4To cocTaBiseT 200 Mr

WM MEHBIIIE.

KopmuTe T1pynpto He PEKOMEHIYEeTCsl MpU MHOTOKPAaTHOM IPHUMEHEHHH

(i1ykoHa301a WK B BBICOKUX J103aX.

OcobenHocmuy — 6MUAHUA  JIEKAPCMBEHHO20 CPEOCmBA  HA  CHOCOOHOCMb — YRPABTAMb
MPAHCNOPMHBIM CPEOCMBOM WU NOMEHYUATIHO ONACHIMU MEXAHUIMAMU

Cnenyer coOmoaTh OCTOPOXKHOCTh TPU  YIPABIEHWW aBTOMOOWJIEM WU
MI0JIb30BAaHUM TEXHHUKOM, IMOCKOJBKY MOIYT BO3HHMKHYTH TOJIOBOKPYKEHHE WIH
CYJOpOTH.

IlepenosupoBka



CyuiecTBylOT COOOIIEHUS O TMepeo3upoBKe (IYKOHA30JI0M; OIHOBPEMEHHO
COOOIIANIOCH O TAJUTIOIMHAIMSAX U TapaHOUIAIbHOM TTOBEICHUH.

[Ipu MepEI03UPOBKE HEO0OX0IUMO MIPOBECTU CUMIITOMATHYECKYIO
MOIJICP>KUBAIOIIYIO TEPATHIO U TIPH HEOOXOUMOCTH MPOMBITH KETYIOK.
@DI1yKOHA30J1 B 3HAYUTEIIHLHOW CTETICHH BHIBOJUTCS C MOUYOH; (DOPCHUPOBAHHBIN THYPE3
MOKET YCKOPHUTH BbIBEICHHE MpernapaTta. CeaHnc reMoauani3a npoI0KUTEIbHOCTBIO
3-4 gaca CHIKaeT ypoBeHb (DIIyKOHA301a B MJIa3Me KPOBH NMpUOIM3uTeasrHo Ha 50%.

dopma BbINYCKA U YIIAKOBKA

ITo 1 kamcysie B KOHTYpPHOH STYEUKOBOW YIAKOBKE M3 IUICHKH MOJUBUHWIXJIOPUIHON
1 (HOJIbIY aTIOMUHHUEBOM.

[To 1 KOHTYpHOI yNaKOBKE BMECTE C MHCTPYKLMEN 110 MEAULIMHCKOMY MPUMEHEHUIO
Ha rOCYJapCTBEHHOM U PYCCKOM SI3bIKaX B KAPTOHHYIO MAUKY.

YcioBusi XxpaHeHus
XpaHUTh B CyXOM 3aIIUIIEHHOM OT CBETa MECTE IIPHU TeMrepaType He Bhiiie 25°C.
XpaHUTh B HEJIOCTYITHOM JJIsl A€Tel mecTe!

Cpok xpaHeHust
3 roma
He ucnonb30BaTh 0 HCTEUEHUHU CPOKA TOAHOCTH, YKA3aHHOTO HA YIIAKOBKE.

Yci0Bus 0TIyCKa M3 alITEK
ITo peuenty

IIpousBoaureb

ARAFARMA GROUP S.A., Ucniaaus
AJlpec MECTOHAXOXKICHUSA:

C/®peit I'abpuens ne Can ATOoHHO 6-10
19180 Mapuamano - I'Baganaxapa
Ucnanus

Buiajesnen perucTpalMOHHOIO YAOCTOBEPEHUS
ARAFARMA GROUP S.A., Ucniaawus

Haumenosanue, aopec u konmaxkmmnule 0anHnvle (menegon, ghpaxc, 3neKmponHa
nouma) opeanuzayuu Ha meppumopuu Pecnyonuxku Kazaxcman, omeemcmeennoi
3a nocmpezucmpayuonnoe Haoaoenue 3a 6e30nACHOCHMbIO J1eKAPCHE8EHHO20
cpeocmea:

TOO «EL company (EJI komnarnu)»

2. Anmameot, yn.Macanuu, 98a, ogh.41

men.(727)292-26-30

gaxc (727) 292-26-37



