COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 20.09.2024 N= 20167

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1002

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

®nykona3on-OBL, 150 mr, karcymsl.

2. KAUECTBEHHBIN 1 KOJIUYECTBEHHBIN COCTAB
JleiicTBytomee BemecTBo: (IyKOHA30M.

Kaxxnas kancyna conepxut 150 mr daykonasona.

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancysr.
TBepple kenatnuHoBbIe Karcyiasl Ne 1 ¢ koprycoM U Kpblieukoi roxy6oro musera. Coaepxumoe

KarcyJy — MOPOIIOK OEJIOro WiK TOYTH OEJIoro IBeTa.

4. KIMHUYECKHUE JAHHBIE
4.1. Illoka3aHusl K IPUMEHEHHUIO

Ipenapam Puykonazon-OBL nokazan npu ciedyrowux 2pubkossbix un@exkuusx (cm. pazoen 5.1.).

DykoHa30J MOKa3aH JUIS JICUSHUS CICAYIONIUX 3a00JIEBAHUI Y B3POCJBIX.

— OCTPBIA M PENUIAMBUPYIOIIMN BarvMHaJIbHbIA KaHAUI03, KOIJAa MECTHAas Tepanus He
MIPUMEHUMA;

—  KaHJUJO03HBIM OaTaHUT, KOTJa MECTHAs Teparnus He TPUMEHUMA;

— JIepMaTOMHUKO3bI, B TOM YHCIE 1epMaTOdUTHS CTOI, AepMATO(DUTHS TYJIOBMIIA, ITaXOBas
JnepMaToPUTHsI, PA3HOIBETHBIHN JIMIIAA W KOKHBIA KaHIUI03, KOT/Ia TOKa3aHO CHCTEMHOE
JICYEHUE;

— JepMaTto@uTHs HOTTel (OHMXOMHKO3), KOT/Ia JI€YeHHE JPYTUMH TpernapatamMu He
MIPUEMIIEMO.

DryKOHA30 ITOKA3aH JJIs HDOd)I/IJ'IaKTI/IKI/I CIICAYIOMINX 3a00J1¢BaHUM Y B3POCJIBIX!

— 175 CHMDKEHUS 4acTOThI PELIMMBOB BarMHAJILHOTO KaHAW032a (4 min Goiee 31130108 B
rom).
4.2. Pe:kum 103MPOBaHNUSA M CIOCO0 MPUMeEHEHHU s

PexuMm no3upoBanus

Hepe)l MEPBBIM MPUMEHCHUCM IMAIMCHTBI JOJIPKHBI ITPOKOHCYJIBTHPOBATHECA CO CBOMM BpadoOM.
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{TEARHOGER 3Bl

T DB
Tepanuio MOXHO HayMHATH JO MOJYyYEHUS )eSynLTéJr_J)B 'H—!)%(;EaE'I/I'

UCCIIEJOBaHUM. OnHako  NpPOTUBOTPHOKOBYIO  TEpalui0  HEOOXOAMMO  HM3MEHHUTh
COOTBETCTBYIOIIUM 00pa3oM, KOTJa pe3yaIbTaThl STHX HCCIECIOBAHNN CTaHYT N3BECTHBIMH.

[Tpu nepeBojie manueHTa ¢ BHyTPUBEHHOI'O HA IEpOpaJIbHBIN IpUeM Ipenapara uid Hao0opoT,
U3MEHEHHs CyTOYHOM 103bl HE TpedyeTcs.

Cyrounas no3a mpenapara dmykonazon-OBL 3aBuUCHUT OT xapakTtepa M TSKECTH TPUOKOBOU
undexnuu. [Ipu nHbekmaX, TpeOyIMUX MOBTOPHOTO MpHUeMa Npernapara, JEYCHHE CIEIyeT
IpOAOJDKATh JIO HCUE3HOBEHUs KIMHUYECKMX WM JIaOOpaTOPHBIX IPU3HAKOB aKTUBHOM
rprUOKOBOM MH(EKIINH.

B3pocnvie nayuenmut

IIpu reHuTAIILHOM KaHAUA03€E

[Ipy ocTpoM BarvHaJbHOM KaHAMJ03€, KaHIUAO3HOM OanaHuTe Mpenapar MPUMEHSIOT
OJITHOKpPATHO BHYTPb B 103€ 150 Mr. /11 CHU>KEHUS 4acTOThI PEL[UIMBOB BarMHAIBHOTO KaH/A1U/103a
IpernapaT MOXHO PUMEHSTH B 103€ 150 Mr yepe3 Kaxk/iple TpH HSA — Bcero 3 1036l (B 1-ii, 4-ii u
7-1 eHb), 3aTeM nojaepuBaromias g1o3a 150 mr oaun pa3 B Henento. [lomnepxkuBaronryro 103y
MOYKHO IPUMEHSTH BIUIOTH J10 6 MECSIIEB.

IIpu gepMaTOMHUKO3€

[Tpr MHPEKIHUSIX KOXKH, BKIOYas JepMATOUTHIO CTOII, AEPMATO(PHUTHIO TYJIOBHUIIA, ITAXOBYIO
nepMaTo(UTHIO U TIPU KaHIUAO03HBIX HH(EKIUAX, peKOMEHIyeMas 103a coctaisieT 150 Mr oquH
pa3 B Hezmemoo. J{IUTENbHOCTh TEpamuu OOBIYHO COCTABISICT 2—4 HEJENH, MPU MHKO03aX CTOI
MOXeT oTpeboBaThes Ooiee NIUTENbHAS Tepanus 10 6 Helemb.

[Ipu pa3HOLBETHOM JMIIae pekoMeHayeMas no3a cocrasiser 300 Mr oJIuH pa3 B HEIENIO B
TedeHue 1-3 Henenb.

IIpu oHMXOMHUKO3E

Pexomennyemas nosa cocrasisier 150 Mr oguH pa3 B Henemo. JleueHune cienyer npoaoinkaTh 10
3aMelleHus] HMHQUIMPOBAHHOIO HOTTSA (BbIpacTaHus HEMHQUIMpOBaHHOro Horts). s
MOBTOPHOTO pOCTa HOTTEM Ha manbliax pyK M cTon oObIYHO Tpebyercs 3—6 mec u 6-12 mec
COOTBETCTBEHHO. OIHAKO CKOPOCTh POCTa MOXKET BAPbUPOBATh B IIMPOKUX MpEAEIax y pa3HbIX
JIOJEN, a TakkKe B 3aBUCUMOCTH OT Bo3pacta. [lociie ycnemHoro jedeHus UINTEIbHO
COXPAaHSIBIIUXCS XPOHUYECKUX UH(EKINI nHOT1a Habo1aeTcst usMeHeHne (GopMbl HOT'TeH.

Oco0ble TPVIIILI TAIMEHTOB

Tlayuenmui nodcunozo eospacma
[Tpu oTCyTCTBHM MPU3HAKOB TOYEHYHON HEAOCTATOYHOCTH Mpenapar MPUMEHSIOT B OOBIYHOM 103€.
[Tantuentam ¢ movyeunoi HegoctarouHoCcThIO (KK < 50 Mi/MuH) mpemapat mpoTHBOMOKa3aH.

Crrocob nmpruMeHeHu s
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4.3. IIpoTUBONOKA3AHNS

— THUIEPYyBCTBUTEIBHOCTDh K ()IIyKOHA30y, a30JIbHBIM BEIIECTBAM CO CXOJTHOW (IIyKOHA30IIy
CTPYKTYpOH WK K JTF0O0OMY U3 BCIIOMOTaTEIbHBIX BEIIECTB, YKa3aHHBIX B pazjene 6.1.;

— OJHOBpEMEHHBIN pueM TepdeHaauHa BO BpeMsi MHOTOKPaTHOTO MpUMeHeHus (IyKoHa30J1a B
no3e 400 mr/cyT u 6onee (cMm. paszaen 4.5.);

— OJIHOBPEMEHHOE NPUMEHEHHE C IMIpernaparaMy, yBeJIHuuBaromuMu uHTepBan QT u
MeTabomm3upyommmiucs ¢ mnomomisio m3odepmenta CYP3A4, takumu Kak IU3ANpHI,
aCTEMH30J1, SPUTPOMHIINH, TUMO3KI, XMHUAUH (CM. paszaen 4.5.);

— JETCKuH Bo3pact 10 18 net (a1 JaHHO# JIeKapCTBEHHOUW (GOpMBI);

— TmOoYe4Has HeJOCTaToYHOCTh (knupeHc kpeatuHuHa (KK) < 50 mu/muH).

4.4. OcoOble ykazaHMsl M1 MepPbl NPeI0CTOPOKHOCTH NIPH NPUMEHEHUH

C 0CTOPOKHOCTBIO:

— TIEYCHOYHAs HEJJOCTATOYHOCTb;

— moueynas HegoctaTouHOCTh (KK > 50 mur/Mumn);

— TMOSIBJIGHUE ChIMM Ha (OHE NPUMEHEHUs (IIYKOHA30Jla y TMAalMeHTOB C IOBEPXHOCTHOM
rpuOKOBOI HH(EKINEH 1 NMHBa3UBHBIMU/CUCTEMHBIMU TPUOKOBBIMH WH()EKIIHSIMH;

— OJHOBpEMEHHOE NMpuMeHeHne Tepdenanuua u Girykonaszona B go3e MeHee 400 Mr/cyT;

— TMOTEHIMAIBLHO MPOAPUTMUICCKUE COCTOSIHHSI Y TAIMEHTOB ¢ MHOXXECTBCHHBIMU (haKTOpaMU
pucka (opraHudyeckue 3a0oJeBaHHUS Ccepilla, HapyIIEHUS OJIEKTPOJUTHOro OanaHca u
CIOCOOCTBYIOIIAS Pa3BUTHIO MOJOOHBIX HAPYIIEHUH COMYyTCTBYIOIIAS TEPATIHs).

Oco0ble yKazaHus

Coobmanoch 0 ciuydasx cynepuHdeknnu, Bbi3BaHHOW oTiauuHbiMH oT Candida albicans
mrammamu Candida, kotopslie 4acTo 001a1a10T TPUPOIHON PE3UCTEHTHOCTHIO K (DIyKOHA30ITy
(mampumep, Candida krusei). B momo0HBIX ciaydasx MOXET HOTPeOOBATHCS albTEPHATHBHAS
IPOTUBOTPUOKOBAsI TEPATTHS.

Bo Bpemsi OepeMeHHOCTH MpuUMeHEHUs (IyKOHa30jla CleAyeT W30erath, 3a HCKIOYCHHEM
CIly4aeB TSDKENIBIX M TIOTCHIMAIbHO YIPOXKAIOIIUX JKU3HU TPUOKOBBIX HHQEKIMH, Koraa
OXKHJIaeMasi 1MoJIb3a JICUSHHS JJIsl MATePH NPEBBIIIACT BO3MOXKHBINA PUCK JUIS TUIOJA.

Heobxomumo paccMoTpeTs 3(QQEKTUBHBIE METObl KOHTPALEHIUU Yy JKCHIIMH JETOPOIHOTO
BO3pacTa B TCUCHHE BCEro MEpUoJa W MPUOTH3UTENBHO B TeueHHe Henenn (5—6 mepuooB
MOJTyBBIBEJICHUS) TIOCIE MPHUHSTUS MOcienHed A03bl npenaparta (cMm. pasnen 4.6.). B penkux
cliydasix TpUMeHeHHe (IIyKOHA30J1a COMPOBOKAATOCh TOKCHYSCKUMH M3MEHCHUSMH TEYCHH, B
TOM YHCJIE C JICTAJbHBIM HMCXOJOM, TJaBHBIM 00pa3oM Yy TNalHMeHTOB C CEPbEe3HBIMHU
CONMYTCTBYIOIIUMH 3a0ojeBaHMsIMU. B ciyuae remaroTokcndeckux 3((EKTOB, CBS3aHHBIX C
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npuMeHeHneM (IyKOHa307a, He OTMEYEHO HX |IBHOM Sl St 5B ey iouaHoR Hoser

npemnapara, JIUTEIbHOCTH TEpaluy, 1ojla U Bo3pacTa ManreHTa. I enaroTokcuyeckoe aeicTBue
npemnapara 0ObIYHO OBLTO OOPATUMBIM; MPU3HAKU €r0 UCYE3IU IMOCIe MPEKPAIICHUs TEPAIUU.
[TarimenTam, y KOTOPBIX BO BpeMs JICYCHHUS NpernapaToM HapyIIAOTCS MoKa3aTeldd (YHKIUU
NIeYEHH, HE0OXOIUMO HAOIIOAATH C IIEJIbIO BBISBICHUS IIPU3HAKOB 00JIee CEPhE3HOTO MOPAKCHUS
neueHu. [Ipu nosBIeHNH KIMHUYECKUX TPU3HAKOB WIIM CHMITOMOB IOPa)KEHHSI TIEYSHH, KOTOPBIE
MOTYT OBbITh CBSI3aHBI C IPUMEHEHUEM (PITyKOHA30J1a, IIPErapar ClIeAyeT OTMEHHUTb.

Kak npu mnpuMeHEHWW Ipyrux a3oyioB, (UIYKOHA30J B PEIKHUX CIIy4asx MOXET BbBI3bIBATh
aHaHIIAKTHYECKUE PEAKITHH.

Bo Bpems 1edeHuss (QUIyKOHA30JI0M Yy TAlMEHTOB B PEIKHUX CIy4asx pa3BUBAIHCH
9KC(HOTMATUBHBIC TOPAKEHUS KOXKH, TaKue Kak cMHIpoM CTuBeHca — JDKOHCOHA U TOKCUYECKHUIA
MUAePMATBHBIN HeKposr3. CoOOIMANIOCH O CITyYasx JIGKAPCTBEHHOM PEAKINH C S03MHODUINCH 1
cucremMubiMu cumntToMamu (DRESS-cunapom). Iamuents ¢ BUY-undekueii 6oee CKIOHHBI K
Pa3BUTHIO TSDKEIIBIX KOYKHBIX PEAKIIMiA TPH MPUMEHEHUH MHOTHX TpernapaToB. [Ipu nosBieHun y
NalyeHTa BO BPEMsl JICUCHUS MMOBEPXHOCTHON I'pMOKOBON MH(EKIINH, CHIIMHA, KOTOPYIO MOKHO
CBSI3aTh C MPUMEHEHHEM (IIyKOHA30JIa, IpenapaT cleayeT OTMEHUTh. [Ipy MOsSBICHUHU CHIH Y
NAIMEHTOB C MHBA3WBHBIMHU WJIM CUCTEMHBIMU IPUOKOBBIMH HH(PEKIMSIMH UX CIICTyeT TIIATEeIbHO
HaOJIF01aTh U OTMEHUTH NpenapaT MPHU MOSBICHUHN OYJUIC3HBIX TOPAKEHHUIA WM MHOTO(QOPMHOM
JKCCYJAaTUBHOM DPUTEMBI.

OnHOBpeMeHHOE IpuMeHeHne (IyKoHa3oma B 1o3ax MeHee 400 mr/cyT u TepdeHaanna cieayer
MPOBOJIUTH IMOJT THIATEIILHBIM KOHTPOJIEM (CM. pasaen 4.5.).

Kak u npyrue azonsl, ¢uyKoHa3071 MOKET BbI3bIBaTh yBenauueHue uHTepBasa QT nHa OKI.
@dnykoHa30J1 BBI3BIBACT yBenMueHHe uHTepBasa QT mocpeAcTBOM MHIMOMpPOBaHMS TOKa
KaJMEBBIX KaHAJIOB BHYTPEHHETO BHINpsSMIICHHUS. YBenndeHune wuHTepBana QT, BbI3BaHHOE
JIPYTUMH JIEKAPCTBEHHBIMU TperaparaMu (TaKMMH KaKk aMHOJApOH), MOXET OBITh YCHIIEHO
uHruouropamu n3zodepmenrta 3A4 muroxpoma P450 (CYP) (cm. pasnen 4.5.). IIpu npumenennn
¢daykoHaszona yBenuueHue uHTepBana QT u MepliaHue WK TpeneTaHue KelyJ0YKOB OTMeYalu
OUYEHb PE/IKO y MAIUEHTOB C TSHKEIBIMU 3a00JICBAaHUSIMUA C MHOKECTBEHHBIMHU (PaKTOPAMHU PHCKa,
TaKUMHU KaK OpraHWYecKrne 3a00JIeBaHUsl CepAla, HAapYIICHHWS JJIEKTPOJIMTHOro OalaHca W
CHOCOOCTBYIOIIAsl Pa3BUTHIO MOJOOHBIX HApyIIEHHH COmyTCTBYomas tepamusi. [1oBbIIIEHHBINH
PHCK Pa3BUTHs YTPOXKAIOLIEH KU3HH KETyJOUKOBOH apUTMUU M MOJUMOPQHOHN JKEITyT0UKOBOM
TaXWKaPJAUW MOKET BO3HUKHYTH y TTAIIMEHTOB C THIIOKATHEMHUEH 1 TIPOTPECCUPYIOIIEH CepedHON
HEOCTaTOYHOCThIO. [lo3TOMY TakuM MalmuMeHTaM C TOTCHIHAIbHO TMPOAPHUTMUYECKUMHU

COCTOSAHUAMU ITPUMCHSATDH (bJ'IyKOHaSOJ'I CJICOAYCT C OCTOPOKHOCTBIO.
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IMaupentam ¢ 3a00NEBAHMAMH T€YEHH, cepilia It ek tiepen E'KJMEEH;&EJ :‘r%-érr'l'g'baTa

pPEKOMEH/IyeTCsl TPOKOHCYIBTUPOBATHCS ¢ BpauoM. Ilpu mpumenennn ¢ykonaszona 150 mr no
MOBOJIY BarMHAJILHOTO KaHAMJ03a, MAIlMEHTHI JOJDKHBI ObITh MPEIYIPEKACHBI, YTO YIydllICHUE
CHMIITOMOB OOBIYHO HaOmrofaercst 4depe3 24 4, HO [UId MX IIOJHOTO HCYE3HOBEHHs WHOTIA
TpebyeTcsi HeCKOJIBKO THel. [Ipu coxpaHeHnH CUMITOMOB B T€UCHHE HECKOJIBKUX JAHEH ClienyeT
o0paTuThCs K Bpady.

JokazarenbctBa 3¢ (GEeKTUBHOCTH (IIYKOHA30J1a TMPH JICYEHUH APYTUX BHIOB SHICMHUYHBIX
MHKO30B, TAKHX KaK NapakOKIHUAHOUJOMHUKO3, CIIOPOTPUX03 U TUCTOILIA3MO3 OIPAaHUYEHBI, YTO
HE M03BOJISICT ONPEISIUTh KOHKPETHBIE PEKOMEH IAINY T10 JO3UPOBaHUI0. DITyKOHA30IT SABISIETCS
yMmepeHHbIM HHruouTopoM nzopepmentoB CYP2C9 u CYP3A4. dnykoHa307 TakkKe SBISCTCS
unruouropom m3opepmenta CYP2C19. Ilpu omgHOBpeMEHHOW Tepanuu JEeKapCTBEHHBIMU
npenaparamMi ¢ y3KUM TEepareBTHYECKUM MPOopuiieM, MeTaboIH3UpYIOIMMHUCS n30(hepMeHTaMu
CYP2C9, CYP2C19 u CYP3A4, pexoMeHtyeTcst COOJIIOaTh OCTOPOKHOCTD (CM. pasjen 4.5.).
Co001manocs 0 pa3BUTUN HEJOCTATOYHOCTH KOPBI HAAMOYEYHUKOB Y MAIIMEHTOB, MOTYYarOIINX
TEpanuio JAPYTUMH a3ollaMi  (HampuMmep, KETOKOHA30JI0M). Y TAIMeHTOB, MOJYYarolIuX
(IryKoHa30:1, HAOMIOAATUCH 00paTUMBIE CITydan HEJOCTaTOYHOCTH KOPBI HA/IOYEYHHUKOB.
Kanouoos

HccnenoBanusi MOKa3zald pacTyIIyH0 paclpOCTPaHEHHOCTh HH(EKIWH, BBI3BAHHBIX BUIAMHU
Candida, otarunsivu ot C. albicans. Dtu Buabl yacTo 00J1a1aI0T PE3UCTEHTHOCTRIO (HaIpumep,
C. krusei u C. auris) win IeMOHCTPHUPYIOT IMOHM)KEHHYIO YyBCTBHUTEIBHOCTh K (DIIYKOHA30Iy
(C. glabrata). Takue wuH}pEKIUH MOTyT MOTPEOOBaTH ATBTEPHATUBHOW MPOTHBOTPHOKOBOM
Tepanuy BcleACTBUE Hed(P(PEKTUBHOCTH JieueHUs. [loaTomy crnenuanucTaM, Ha3zHAYaroMIMM
JIeYeHHe, CIEyeT YUUTHIBATh PACIPOCTPAHEHHOCTh PE3UCTEHTHOCTH pas3HbiX Buaoe Candida k
¢nykonazomy (cMm. paznen 5.1.).

4.5. B3auMmopeiicTBHe ¢ APYrMMH JeKAapCTBEHHbIMHU MNpenapaTaMd W JApyrue BHJbI
B3aMMO/AEHCTBUA

OaHOBpEeMEHHOE IPUMEHCHHUE d)J'IVKOHEBOJ'Ia CO cacAyromuMu npernaparaMy IPOTHBOIIOKA3aHO:

Huzanpuo: T1pu OJHOBPEMEHHOM IpPUMEHEHHH (IIyKOHA307da H IM3alpUAa BO3MOXKHBI
HEKENaTelIbHbIE pPEaKiWMH CO CTOPOHBI  CEpAla, B T.Y. apUTMHs IKEIyIOYKOBas
TaXHCUCTONIMYECKas Tuma «mupydt» (torsade de pointes). [Tpumenenue (aykoHaszona B 103€
200 Mr 1 pa3 B cyTkd W mm3anpuaa B go3e 20 Mr 4 paza B CyTKH MPHUBOIUT K BBIPAKEHHOMY
YBEJIMUYCHHUIO TUIa3MEHHBIX KOHIIEHTPAIINH [TU3anpy/a u yennuenuo narepsata QT na DKT'.
OHOBpEeMEHHOE TIPUMEHEHHE U3anpuaa U (IIyKoHa30J1a MPOTHBOIIOKA3aHO.

Tepghenaoun: TIpH OIXHOBPEMEHHOM IPUMEHEHHMH a30JbHBIX MPOTHBOTPUOKOBBIX CPEICTB M

TCp(I)CHa,Z[I/IHa BO3MOXHO BO3HUKHOBCHUC CCPBE3HBIX apI/ITMI/Iﬁ B PE3YyJbTATC YBCINYCHUA
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TN

untepBana QT. [Ipu npumenennu GykoHa301a|B 103¢€ 2%'%'&/8%@&1“%% . ITJpTBéthaIQIT HE

YCTaHOBJICHO, OJHAKO, MpuUMeHeHue ¢uaykoHazonma B go3ax 400 Mr/cyT W BBIIIC BBI3BIBACT
3HAYUTENIbHOE YBEIMYCHHE KOHLEHTpauuu TepdeHamuHa B 1uiazmMe KpoBu. OJHOBpEMEHHOE
npuMeHenne ¢uykonazona B no3ax 400 mr/cyt u Oosee ¢ TepdeHaIuHOM MPOTHBOIOKA3AHO
(cm. pazgen 4.3.). Jledenme durykoHazonmoM B jgo3ax MeHee 400 Mr/cyr B CouYe€TaHUU C
Tep(eHaMHOM ClIelyeT MPOBOAMTH O] THIATEIBHBIM KOHTPOJIEM.

Acmemu3zon: OXHOBPEMEHHOE NpUMEHEHHE (IIYKOHA30Ja C acCTeMH30JIOM WM JIPYTHMHU
npenapaTtamM, MeTa0OoJM3M KOTOPBIX OCYIIECTBISIETCS cHcTeMod muroxpoma P450, moxer
CONPOBOXKJIATHCS MOBBIIICHUEM CHIBOPOTOYHBIX KOHIICHTPAIMi 3TUX CpelcTB. [lOBBIIICHHBIC
KOHIICHTPAIlMU acTeMHU30J1a B TUIa3Me KPOBH MOTYT NMPHUBOJMTH K YNIMHEHUIO nHTepBana QT u B
HEKOTOPBIX CIy4asiX K Pa3BUTHIO aPUTMUU JKEITyIOYKOBOW TAXUCHCTOINYCCKON TUIA «ITAPYIT»
(torsade de pointes). OpaHOBpeMEeHHOE TNPUMEHEHHE acTeMHu3ojda M (DIyKoHa3o0ja
HPOTHUBOIIOKA3aHO.

Iumo3ud.: HECMOTPS HA TO, YTO HE MPOBOAMIOCH COOTBETCTBYIOIIMX MCCIICAOBAHUE N VItro wiu
in Vivo, 0THOBpeMEHHOE MpHUMEHeHHE (DITyKOHA30/1a M TUMO3HU 14 MOYKET MIPHUBOIANUTH K YTHETCHHUIO
MeTabosi3Ma MUMo3uia. B cBor0 ouepeib MOBBINICHUE TUIa3MEHHBIX KOHIICHTPAIMH THUMO3HIa
MOXET MPUBOJUTh K yIUIMHEHUIO HHTEepBaia QT M B HEKOTOPBIX CIIydasiX K Pa3BUTHIO apUTMHUH
JKEJYJI04YKOBON TaXHMCHUCTOMHUECKON Tuma «mupy T» (torsade de pointes). OaHoBpeMeHHOE
NpUMEHEHHE TMMO3U1a U (IIyKOHA30JI1a TIPOTUBOIIOKA3aHO.

XuHnuoun: HECMOTPSI Ha TO, YTO HE MPOBOJIUIIOCH COOTBETCTBYFOIMX MCCICIOBaHMIA IN VItro wiu
iN VIVO, 0OIHOBpEeMEHHOE MpUMEHEHHE (UIyKOHA30J1a ¥ XMHUAWHA MOXET TaKKe MPUBOIUTH K
yTHETEHHIO MeTabom3Ma XHHUAMHA. [I[pMeHeHne XHHUIMHA CBSI3aHO C YAJIMHEHHEM HHTepBalia
QT u B HEKOTOPBIX CIyYasX C Pa3BUTHEM apUTMHUU KETYyJAOUYKOBOH TaXMCHUCTOJINYECKOW THIIA
«mupy3t» (torsade de pointes). OmHOBpeMeHHOE NPUMEHEHUE XUHHIMHA W (IIyKOHA30Ja
HPOTHUBOIIOKA3aHO.

Opumpomuyur: OTHOBPEMEHHOE NMpHMEHEHHE (IIYKOHA30J1a U SPUTPOMHUIIMHA TOTCHIIHAIBHO
NPUBOJHT K MOBBIILICHHOMY PUCKY Pa3BHTHUS KapAMOTOKCHYHOCTH (yanuHeHue mHTepBaia QT,
torsade de pointes) u BcieACTBHE 3TOrO BHE3AMHOW cepiaevHoi cMepTd. OIHOBpEMEHHOE
npUMeHeHHe (IIyKOHA30J1a U SPUTPOMHUIIMHA POTHBOIIOKA3aHO.

Craenyer CO6.HIOI[3.TB OCTOPOXHOCTb HJIH n30eraTh OJHOBPEMCHHOT'O TIPUMCHCHHA C

(GyKOoHA30JI0M:

Amuooapon: TpUMEHEHHWE aMHOJapoHa acCOMUPOBAIOCH ¢ YyuIMHeHHeM uHTepBama QT.
Cnenyer co0OnoaTh OCTOPOKHOCTH IPU OJHOBPEMEHHOM NpUMEHEHUU (IIyKoHa3ojla u

aMHOJapoHa, B OCOOCHHOCTHU MPU MPUEME BBICOKOM 7103bI (urykoHazoua (800 mr).
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Jlembopexcanm: OTHOBPEMEHHOE TTPUMEHEHUE d)HyKOdﬂgﬁ%'ﬁ%ﬁ’I @Wéﬁ}qgﬁh% 'Cln']ax n

AUC nembopekcanTta npumMepHo B 1,6 1 4,2 pa3a COOTBETCTBEHHO, YTO, KaK 0XKHUIACTCS, IPUBEACT
K YBEIMYCHHIO PHUCKAa IMOOOYHBIX PEaKIUi, Takux Kak COHJHMBOCTh. Cleqyer wu30erath
OJTHOBPEMEHHOTO MTPUMEHEeHHsI (DIIyKOHa30J1a U JIeMOOPEKCaHTa.

Cruenyer CO6J'IIOI[8.TI:> OCTOPOKHOCTh M BO3MOXXHO KOPPEKTHPOBATH AO3bI ITPU OJHOBPEMCHHOM

OpUMCHCHHUHU CIICAYIOIMHNX TIPETIaparoB U d)JIVKOHa?;OJIaI

Ipenapamul, énruaowue Ha GayKOHA30:

Fudpoxﬂopomuawd: MHOI'OKpaTHOE€ IIPHUMEHCHUC THAPOXJIOPOTHA3KWJa OJHOBPEMEHHO C

(J1yKOHA30J10M NPUBOJUT K YBEIMUEHHUIO KOHIEHTpauu QuIyKoHa30a B 11azme Kposu Ha 40 %.
O¢ddexkr Takol cTeneHH BBIPAKEHHOCTH HE TpeOyeT HM3MEHEHHUS peXuMma JO3MPOBAHUS
¢iryKoHa301a Y MAIMEHTOB, TOTYYalOIX OAHOBPEMEHHO INYPETHKH, OHAKO Bpady CIEAyeT 3TO
YUUTBIBATb.

Pugamnuyun: opaHoBpeMeHHOe NpuUMeHeHHe (IIyKOHa30da M pU(AMIMIMHA MPUBOAUT K
camkenno AUC Ha 25 % W UTMTEeNTbHOCTH TIepro/ia MoTyBeIBeAcHHS (iiykoHaszomna Ha 20 %. Y
NAllMeHTOB, OJHOBPEMEHHO MNPUHUMAIOUINX  PHPAMIUIUH, HEOOXOIUMO  YYHTHIBATH
11eJ1ecO00pa3HOCTh YBEIUYEHHUS J03bI (PIIyKOHA30J1a.

Ilpenapamul, na komopule enusem QayKOHA30N:

OryKOHA30JT SBISETCS yMEpEeHHBIM HHrHOuTOpOoM m3odepmentoB 2C9 u 3A4 muroxpoma P450
(CYP). @nykonazon Ttakxke sBisiercss uHruoutopom mzodpepmenta CYP2C19. Kpome Toro,
IIOMUMO MEPEYUCICHHBIX Janee 3(PQeKToB, CyIIEeCTBYeT PUCK IOBBILICHHS B IUIa3Me KPOBU
KOHIIGHTPAallUM W JIPYTMX JIEKapCTBEHHBIX CPEACTB, MeTabO0IM3UpYyeMbIX H30(QepMEeHTaMu
CYP2C9, CYP2C19, CYP3A4, npu 0JHOBpEMEHHOM IPUMEHEHUU ¢ QIIyKOHA30JI0M. B CBsi3H C
OTHM CIIEAyeT COOJIOAATh OCTOPOXKHOCTH MPH OJHOBPEMEHHOM IMPHMEHEHHH TMEPEeYHCICHHBIX
IpenapaTos, a IPU HEOOXOAUMOCTH MOTOOHBIX KOMOMHAIIMN MAIUEHThI JOJKHBI HAXOAUTHCS MO
TIIATEJbHBIM MEIUIUMHCKUM HabmoaeHuem. Cienyer yuyuTbiBaTh, YTO UHIHOUpytomuil 3¢ dexr
¢ryKoHa301a cCOXpaHsieTcs B TedeHne 4—5 AHEH 1mociie OTMEHBI Iperapara B CBS3H C JITUTEITHHBIM
HEPUOJIOM OJTYBBIBE/ICHUS.

Abpouumunuo:

®nykonazon (marnourop CYP2C19, 2C9, 3A4) yBenuunBai KCIO3UINI0 aKTUBHOTO BEIECTBA
abpouutnanba Ha 155 %. Ilpu oJHOBpeMEHHOM MPUMEHEHUH C (PIIyKOHA30JI0M CKOPPEKTHPYHTE
7103y a0OpOIUTUHNOA B COOTBETCTBUH ¢ MHCTPYKLIMEH 110 MPUMEHEHUIO a0pOIUTUHUOA.

Angpenmanun: oTMedaeTcss yMEHBIIEHHE KIMpPEHCAa W 00beMa paclpeleNieHHs, yBEIHYCHHE
nepuosia TIONYBBIBEICHHUS al(eHTaHwi a. BO3MOXHO, 5TO CBS3aHO C WHTHOMPOBaHHEM

uzodpepmenta CYP3A4 irykonazonom. MoxeT noTpeOoBaThCsi KOPPEKLUs 1035l alpeHTaHuIa.
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AmMumpunmuiun, HOPMPUNMUIUH. YBEITUYCH 3d)(bel'<l;l<{:'k@%ﬁa%@fﬁogfpﬂn%ﬂnHa
y

W/WIM  S-aMUTPUNITWIIMHA MOXHO U3MEPUTh B Hadajle KOMOMHHMPOBAHHOW TEpamuu C
(IryKOHa30JI0M U yepe3 HeAemo nocie Havana. [Ipy HeoOXoANMOCTH ClieyeT KOPPEKTUPOBATh
7103y aMUTPHIITHINHA/HOPTPUIITHIIMHA.

Ampomepuyun B: B ucCleOBaAHUSAX Ha MbIIIaX (B TOM YHUCIIE C UMMYHOCYIIpECCHel) ObLIu

OTMEYEHBI CIIEAYIOMINE PE3yIbTaThl: HEOOIBIION aJIUTUBHBINA MPOTUBOTPUOKOBEIN AP QEKT mpu
cucremHoii  uH(pekuuu, BbiBanHoi C. albicans, orcyrctBue B3ammozeWcTBHS — TIpH
BHyTpHUepenHoii uH(ekuun, Bb3BaHHOH Cryptococcus neoformans, u aHTaroHu3sMm IpH
cucTeMHoi nH(pekuuy, Be3BaHHON A. fumigatus. KimHuueckoe 3HaYeHHe TaHHBIX Pe3yJIbTaTOB
HE SICHO.

Aumukoaeynianmyl. Kak W Jpyrde MPOTHBOIPHUOKOBBIE CpelncTBa (MPOM3BOAHBIE a307a),

¢bi1ykoHa301, IPU OJHOBPEMEHHOM IMPUMEHEHHH C Bap(apHUHOM, MOBBIIIAET MPOTPOMOMHOBOE
Bpems (Ha 12 %), B CBSI3U C UeM BO3MOXKHO Pa3BUTHE KPOBOTEUEHUH (reMaTOMbI, KPOBOTCUEHUS
U3 HOCA U JKEIYJOYHO-KHUIIEYHOrO0 TPaKTa, FeMaTypus, MeJieHa). Y MNalMeHTOB, MOIyYaroliux
AQHTHKOATYJISIHTBl KyMapMHOBOTO W HWHAAHAMOHOBOTO psifa W (IIyKOHA30J, HEOOXOIUMO
MOCTOSTHHO KOHTPOJIMPOBATh MPOTPOMOMHOBOE BpeMsl B MEpPHUOJ Tepalud U B TeueHue § mHeil
nociie OJIHOBPEMEHHOTO MpUMEHEeHHs. Takke cielyeT OLICHUTH 1L1eIeco00pa3HOCTh KOPPEKIIUU
JTO3bI IAHHBIX aHTUKOATYJISTHTOB.

Asumpomuyun: TIPA OJTHOBPEMEHHOM NMPUMEHEHUH BHYTPH (IyKOHA30JIa B OJHOKPATHOH H03€

800 MT ¢ a3UTPOMUIIMHOM B OJJHOKpaTHOM f03¢ 1200 Mr BeIpakeHHOTO (papMaKOKHHETHYECKOTO
B3aMMOJICHCTBHS MKy 000MMHU MpenaparaMu He YCTaHOBIIEHO.

benzoouazenunvl (kopomkxoeo Oeticmsus): mocie TpUeMa BHYTPh MHJa3ojama, (HIyKOHA30J

CYIIECTBEHHO yBEIMYMBACT KOHIEHTPAIMIO MHUIAa30J1aMa U TICHXOMOTOPHBIE d(PPEKTHI, IPUIeM
3TO BiMsieT Oojiee BBIpaKEHO Iociie mpuema (IyKoHa30j7a BHYTPb, YEM IPU €ro MPUMEHEHUU
BHYTpHBEHHO. [Ipy HE00X0AMMOCTH COMYTCTBYIOLIEH Tepanuu OeH30/na3enuHaMy MalueHTOB,
NpUHUMAKOIKX (IYKOHA30/, cieayeT HaOmonaTh € LEbl0 OIEHKH 1el1ecoo0pa3HOCTH
COOTBETCTBYIOIIETO CHUKEHUS 103bI OCH30/1Ma3eIHHa.

[Tpu oHOBpEeMEHHOM NMPUMEHEHUU OJHOKPATHOM J03bl TpHUa3zosiaMa, (hIyKOHa30J1 yBEIUYUBAET
AUC Tpuazonama npubiauszurensHo Ha 50 %, Cmax — Ha 20-32 % u nepuo] MOITyBbIBEACHUS —
Ha 25-50 % Onaronaps yroeTeHuto MeTabonu3Ma Tpruazonama. MoxeT MoHaJo0UThCsS KOPPEKIIUs
JI03bI TpHA30J1ama.

Kap6ama3enuH: (I)J'IYKOHEBOJ'I YTHETACT MeTab0JIN3M Kap6aMa3enHHa U TOBBIIIACT CBIBOPOTOYHYIO

KOHIeHTpaluio kapbamazenuna Ha 30 %. Heo6xoqumMo y4uTHIBaTh PUCK Pa3BUTHS TOKCUYHOCTHU
kapOamaszennmHa. CreayeT OIEHHUTh HEOOXOAMMOCTh KOPPEKIMH J03bl KapOamaszemuHa B

3aBUCHUMOCTH OT KOHIIeHTparuu/2pdekra.
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bnoxamopui «MEONICHHbIXY KdjlbyuesovlX Karaioq. HCKOT(SEEI_%:.&EEQ;F '_C'IIEJEEIH:EII/I:C-EEDQ KQI:IIéHOB

(HueaunuH, WCPAJAWIUH, AaMIOTUIHH, BepamaMmwil H (QENOJUNNH) MeTaboIUu3UPYIOTCS
uzopepmerrom CYP3A4. OnykoHA301 YBETUYMBACT CHCTEMHYIO SKCIIO3UIIMI0 aHTATOHHCTOB
KaJIbLIMEBBIX KaHAJIOB. PEKOMEHJ0BaH KOHTPOJIb Pa3BUTHUs OOOUYHBIX 3 (HEKTOB.

Hesupanun: coBMeCTHBIN IIpueM (UIyKOHa30J1a U HEBUpAIMHA YBEJIMYUBAET MPUOIU3ZUTENBHO Ha
100 % »5Kcro3unui0 HEBUPANKMHA 10 CPABHEHUIO C KOHTPOJIBHBIMHM JAHHBIMU IO OTIEIBHOMY
NPUMEHEHHI0O HeBHMpamuHa. M3-3a pHCKa TOBBIICHHOTO BBIIEICHUS HEBUpAlMHA NpU
COITyTCTBYIOILIEM IPUMEHEHUHM JIEKApCTBEHHBIX IpenapaToB HEOOXOOUMBI HEKOTOpbIE
IPEJOCTOPOKHOCTH U TIATEIbHOE HAOIOICHHE 32 ITALIUEHTAMHU.

[[uxnocnopun: y TaUEHTOB C TPAHCIJIAHTHPOBAHHOMN ITOYKOH, TPUMEHEHHE (IIyKOHA30I1a B 103€
200 Mr/cyT NpUBOAMT K MEAJICHHOMY IOBBIIICHUIO KOHLIEHTPAIMK IUKIocTiopuHa. OHaKO Mpu
MHOI'OKpaTHOM TNpUMeHeHuHu ¢uiykoHazona B go3e 100 mr/cyT u3MeHeHHs KOHLEHTpaluu
LUKJIOCIIOPUHA y PELUIIMEHTOB KOCTHOrO Mo3ra He HaOmonanoch. llpu oaHoBpeMeHHOM
npuMeHeHnn (pIyKoHa30J1a M MUKIOCTIOPHHA PEKOMEHIYETCs KOHTPOJIMPOBATh KOHIIEHTPAITUIO

HUKIIOCIIOPpUHA B KPOBH.

Luxnogocghamud: npu OIHOBPEMEHHOM TMpuUMEHeHUH uukiodochamuna u (iaykoHaszomna
OTMEYAETCsl YBEIMUYCHHE ChIBOPOTOYHBIX KOHIICHTpalUH OwinpyOuMHa M KpeatuHuHa. [laHHas
KOMOWHAIMS JOMYyCTHMa C YyYeTOM pHCKa YBEIMYCHUS KOHIICHTpAalMid OWIupyOnHA U
KpEaTHHHHA.

Denmanun: UMEETCs COOOIICHHE 00 OJHOM JICTaJbHOM HCXOJIE, BO3MOXKHO CBSI3aHHOM C
OJIHOBPEMEHHBIM NpuMeHeHneM (eHTanuna u duykonaszona. [Ipeanonaraercs, 4To HapyIIeHUS
CBSI3aHBI C WHTOKCHKaIMeH (eHTaHWIOM. b0 TokazaHo, 4TO (PIIyKOHA30J 3HAYUTEIIBHO
VJUTHHSET BpeMs BbiBeleHus (peHTanmna. CieayeT YIUThIBATh, YTO MOBBIIICHUE KOHIICHTPAINN
dbeHTaHmIa MOXKET MPUBECTH K YTHETCHHIO JIbIXaTEIbHON (QYHKITHH.

Lanoganmpun: GryKoHA307 MOXKET YBEIMYMBATh KOHLIEHTPALMIO I'ajo(aHTpUHA B IJ1a3Me KPOBU

B cBs3u ¢ wuHruOupoBanueM wuzopepmenta CYP3A4. Bo3MOXHO pa3BUTHE apUTMHUH
KEJyI04YKOBOM TaxXMCHUCTOJIMYECKOW THIa «mupy3T» (torsade de pointes) mpu ogHOBpEMEHHOM
NPUMEHEHHH C (IIyKOHA30JI0M, KaK U C IPYyTUMH ITPOTHBOTPUOKOBBIMH TIperiapaTaMu a30JI0BOTO
psia, OTOMY X COBMECTHOE IPUMEHEHHE HE PEKOMEHIyeTCsl.

Uneubumopwvr  I'MIT™-KoA-pedykma3zvl: Tpu OAHOBPEMEHHOM TMpPUMEHEHHH (PIIyKOHA30a C

uarnouropamu [’ MI'-KoA-penykrassl, Merabonusupyembivu uzopepmerrom CYP3A4 (Takumu
KaK aTopBacTaTMH M cuMmBacTatuH) win usopepmentom CYP2D6 (TakuMm kak QuryBacTaTHH
(cHM)KEHUE MEeYeHOYHOr0 MeTaboJIn3Ma CTaTHHOB)), PUCK Pa3BUTHS MUONATUU U pabJOMHUOIU3a
YBEIMYHUBACTCS (B 3aBHCHMOCTH OT JI03bI). B ciyd4ae HEOOXOIMMOCTH OTHOBPEMEHHOW Teparuu

YKa3aHHBIMU IIp€raparaMu, CICAYCT Ha6J'IIO)IaTI) NalMEHTOB C LCJIbIO BBIABICHUSA CHUMIITOMOB
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MUonaTuu u padbmnomuonusa. Heo6xoammo koH *ponnpogg{'_f'f%gﬁgé;%bﬁﬂﬁg%g&ﬁﬁﬁ&%ﬁhm.

B ciayuae 3HaAuMTENBHOIO YBEIWYEHMsS] KOHLEHTPALUMU KPEAaTMHWHKHMHA3bl WIH  €CIU
JUAarHOCTUPYETCS WM HMMEETCS IOAO03PEHHE Ha DPAa3BUTHE MHUONATHH WM PadIOMHONIN3A,
tepanuto uHruourtopamu ['MI-KoA-penykraspl ciemyer mpekpatutb. MoOryT moTpeboBaThbCs
Oosee Hu3kue 10361 MHTHOMTOPOB I'MI-KOA-pemykTasbl, Kak yKa3aHO B HMHCTPYKIHH IO
MEIUIIMHCKOMY ITPUMEHEHUIO CTAaTHHOB.

Hopymunu6: ymepennsie uHruoutopsl msopepmenta CYP3A4, Ttakue Kak (QIIyKOHA30II,
YBEJIMYUBAIOT KOHIEHTpAMI0 MOpYyTHHHOA B IJIa3M€ U MOTYT IOBBIIIATH PUCK TOKCHYHOCTH.
Ecnu nmpuMeHeHus npenapaToB B KOMOMHAIIMHU HE yAaeTcst n30eXaTh, HEOOX0IMMO YMEHBIINUTh
o3y uOpyTHHHOa, Kak yKa3aHO B MHCTPYKIMHU 110 METUIIMHCKOMY MPUMEHEHHUIO HOpyTHHHOA, 1
o0ecrevnTh THIATeNbHOE KIMHUYECKOe HAOI0ICHUE.

HGCZKad)WlOD (omdeﬂbno Ujlu 8 covemdaHuu ¢ npenapamamu moeco a4ce nepanesmu4ecKkozo KJZCZCCCZ) N

OJTHOBPEMEHHOE MPUMEHEHHE ¢ UBAaKaTOPOM, MOTCHIMATOPOM PEryJIsiTOpa TpaHCMEMOpaHHOK
npoBoaumocTu npu Mykoucuuaose (CFTR), moBblmano ypoBeHb BO3/aeiCcTBUS MBakadropa B
3 pasa, a ypoBeHb BoO3IeicTBUS ruapokcumeTii-uBakadpropa (M1) — B 1,9 pasa. Heobxoaumo
CHHM3UTH /103y uBakapTopa (OTAEIbHO WM B KOMOWMHAIMM), KaK YKa3aHO B WHCTPYKIIMU IIO
MEIUIIUHCKOMY ITPUMEHEHHIO HBakadTopa (OTAEIBHO MM B KOMOMHAIUH ).

Jlozapman: pmyKoHA305l yrHETaeT METAabOIM3M Jio3apTaHa J0 €ro akTHBHOro merabomnurta (E-
31 74), koTopblii OTBeuyaeT 3a OOJBIIYIO YacTh 3PQPEKTOB, CBA3AHHBIX C AHTArOHU3MOM
anruoreH3uH-11 penenrtopos. Heo6xo1um perynsipHblil KOHTPOJIb apTEPUATBHOTO TaBJIECHUS.
JlIypasudon: ymepeHHble uHruouTopsl uzopepmenra CYP3A4, takue kak (hiaykoHa30J, MOTYT
YBEIIMYMBATh KOHIIEHTPAIMIO JypasujoHa B IulazMe. Ecim mpuMeHeHHs NpenapaTtoB B
KOMOWHAIIUM HE yJaeTcs n30exarh, HEOOXOAMMO YMEHBIIUTH /103y JIypa3uJ0Ha, KaK YKa3aHo B
UHCTPYKIHHU M0 METUIIMHCKOMY IPUMEHEHUIO JTyPa3HJI0HA.

Memaoon: (irykoHa30J1 MOXET YBEJIMYMBATh IMJIa3MEHHYIO KOHIEHTpAlMI0 MeTagoHa. MoxeT
MOHAZOOUTHCS KOPPEKIHS 036l METAI0HA.

Hecmepouonvie npomusosocnanumensvhuie npenapamul (HIIBII): Cmax 1 AUC daypOunpodena

yBenuuuBatorcs Ha 23 % u 81 % cooTBeTcTBeHHO. AHaIOrMYHO Cmax 1 AUC (hapmakonoruyecku
aKTUBHOTO M3oMepa [S-(+)-ubynpoden]| nmopbimanuck Ha 15 % u 82 % COOTBETCTBEHHO TpHU
OJIHOBPEMEHHOM NMpUMEHEHUH (QIIyKOHa30J1a ¢ paueMuueckum udynpodernom (400 mr).
[[enexoxcu6: pu OAHOBPEMEHHOM MTpUMEHEeHNH (hTyKoHa307a B 103¢ 200 MI/CyT U 1esieKoKkcuoa
B 1103¢ 200 Mr Cmax 1 AUC nenexokcu6ba yBenuuuBaroTcst Ha 68 % u 134 % coorBercTBeHHO. B
JTAHHOM KOMOMHAIIMN BO3MOKHO CHIKEHHE JI03bI 11eJIeKOKCHOa B/IBOE.

HecmoTtpst Ha oTCyTCTBUE LieI€HANPABICHHBIX UCCIIEA0BaHUH (DIYKOHA307 MOXKET yBEJIMYUBAThH

cucteMHyro odkcnosuruio gpyrux HIIBII, weraGommsupyemeix wm3odepmentom CYP2C9
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"Moet s
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(HampuMep, HAIMpPOKCEH, JIOPHOKCUKAaM, MeJ cukam,' %ﬁkﬂg@m%)‘

koppekuusa no3s1 HITBII.

[Tpu onnoBpemernnom npumenenuu HIIBII u ¢grykona3ona namueHTs! JOKHBI HAXOAUTHCS O
THIATETFHBIM MEAMIIMHCKUM HaOJIOJIGHUEM C IENIbIO BBISBJICHUS U KOHTPOJIS HEKeIaTelbHBIX
SBJICHUM U MPOSIBJICHUSI TOKCUYHOCTH, cBsi3aHHbIX ¢ HIIBII.

Onanapu6. ymepernbie uHTHOUTOPHI M30pepmenta CYP3 A4, takue kak GiryKkoHA3071, TOBBIIIAIOT
KOHLEHTpALUIO0 ojanapuba B Iula3Me KpoBU. MX OJHOBPEMEHHOE IIPUMEHEHHE HE
pexomeHioBaHo. Eciau B0O3MOXXHO u30eXaTb OJHOBPEMEHHOrO0 MPUMEHEHUs, HEoO0XO0IUMO
COKpAaTuTh A03y ojanapuba 1o 200 Mr 1Ba pasza B CyTKHU.

Ilepopanvhsie KOHMPAYUENMUBHL. npu OAHOBPEMCHHOM IPHUMCHCHHU KOM6I/IHI/IpOBaHHOI‘O

NEpOPAIBHOTO KOHTpalenTuBa ¢ (piaykoHa3zosoM B o3¢ 50 MI CyIIECTBEHHOTO BIIMSHHUS Ha
YpOBEHb TOPMOHA HE yCTAHOBJIEHO, TOT/Ia KaKk npu exeaneBHoM mpueme 200 Mr ¢urykoHazona
AUC stuHumCTpaanona u JeBoHoprecrpena ysennuuatorcs Ha 40 % u 24 % cOOTBETCTBEHHO,
anpu npueme 300 mr urykonaszona oguH pa3 B Hepenro AUC STHHHIIICTpaarona i HOPAITUHIPOHA
Bo3pactaoT Ha 24 % u 13 % coorBercTBeHHO. TakuM 00pa3oM MHOTOKpaTHOE MpPHUMEHEHUE
diykoHazonma B yKa3aHHBIX J03aX BpsJ JIM MOXET OKa3aTh BiIHsSHHE Ha 3(PPEKTUBHOCTDH
KOMOMHHMPOBAHHOTO MEPOPATLHOTO MPOTUBO3a4aTOYHOTO CPE/ICTBA.

Denumoun: OTHOBPEMEHHOE MPUMEHEHHE (DIyKOHa30a U ()EHUTOWHA MOXKET COTPOBOXKIATHCS
KJIMHUYECKH 3HAYMMBIM TIOBBIIICHHEM KOHIEHTpanuu (enuTonHa. B cimyuae HeoOXoamMocTu
OJIHOBPEMEHHOTO TpPHUMEHEHHUs O00OMX MpPEernapaTroB CIEIyeT KOHTPOJIUPOBATH KOHIICHTPAIHIO
(eHUTOMHA M COOTBETCTBYIOIIUM 00pa3oM CKOPPEKTUPOBATh €ro 703y C IIeNbl0 oOecredeHus
TEparneBTUYECKO KOHIIEHTPAIH B CHIBOPOTKE KPOBH.

IIpeonuson: nmeercsa coOOIIEHUE O Pa3BUTHH OCTPON HEJAOCTATOYHOCTU KOPbI HAIITOYEYHUKOB Y
nalMeHTa Iocje TPaHCIUIAHTAllMM TeYyeHH Ha (oHe oTMeHbl npuema (iaykoHa3oja Iocie
TPEXMECAYHOro Kypca Tepanuu. lIpeanosnoxuTensHo, MpeKpalleHue Tepanuu (GayKoHa30JI0M
BBI3BAJIO TOBBINICHUE akTHBHOCTH w30odepmeHta CYP3A4, 4ro mpuBeno K YBEIHMYCHHOMY
MeTaboJIM3My MPETHU30HA.

[TateHTsI, MoMyyaromue KOMOMHUPOBAHHYIO TEPAIHIO MPEAHU30HOM U (DIyKOHA30JI0M, TOJDKHBI
HaXOJUThCS MOJ] THIATEIbHBIM MEIUIIMHCKUM HAOII0I€HUEM ITPU OTMEHE NpueMa (IyKoHa3oja ¢
EJIbIO OLIEHKU COCTOSTHUSI KOPbI HAa/IMOYEYHHUKOB.

Pugabymun: onnoBpeMeHHOEe NpUMeHeHue (iykoHa3oja U pudpadyTHHA MOKET MPUBECTH K
MOBBILIEHUIO CBIBOPOTOYHBIX KOHLEHTpauui mnociaeaHero no 80 %. Ilpu onHOBpeMEHHOM
npuMeHeHHuHn ¢uryKoHa3oa ¥ pugadyTHHa OMUCaHbI cydyan yBeuTa. [arueHToB, 0THOBPEMEHHO

nosryvaronux pudadyTus u GIyKkoHa301, HEOOXOANMMO TIIATEIHFHO HAOTI0ATh.
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Caxsunasup: AUC moBbIIaeTcss mpUOIU3UTEIHHO H%ﬂ '5'6:-1)§,J@%§'T—E%H 'f;g -B/%', I:lllj(.Jl:IIIEI!].BeHC

CaKkBMHaBHpa yMEHbIIAeTCs MpuOan3uTenbHo Ha 50 % B CBSI3M ¢ UHTHOMPOBAHHEM NIEUEHOYHOTO
merabonm3ma wu3zodpepmenta CYP3A4 wu wunrubupoBanuem P-rimxomporenmna. Moxer
IIOHAZ00UTHCS KOPPEKLIKS 103bl CAKBUHABUA.

Cupoaumyc: TIOBBILIEHWE KOHLIEHTPALUMM CHUPOJIMMYca B IUIa3M€ KPOBU IPEINOI0KUTEIBHO B
CBSI3U C MHTMOMpPOBaHHEM MeTa0oIM3Ma cupoiauMyca yepe3 yroerenue nzopepmenta CYP3A4 u
P-rmukonporenna. JlanHas KOMOMHAILIMS MOXKET MPUMEHSATHCA C COOTBETCTBYIOLIEH KOPPEKIIUEH
J103bl CUPOJIMMYCa B 3aBUCUMOCTH OT 3(h(heKTa/KOHLIEHTPALIUH.

Ipenapamui CV]Zb@OHuﬂMO'-I€6quZ.' (bJ'IYKOHa?)OJ'I, IIpru OJHOBPEMEHHOM IMPUMCHCHUH, ITPUBOINUT

K YBEJIMYCHUIO TEPHOJA IOJNYBBIBEJACHUS MEPOPATBHBIX MPENapaToB CyIb(POHUIMOUECBUHBI
(xmopriponamua, TAMOEHKIaMUIa, TIMNU3UAa W ToinOyTtamuzaa). [lamuentam ¢ caxapHBIM
MabeToOM MOYKHO Ha3Ha4aTh COBMECTHOE IIPUMEHEHHE (ITyKOHA30J1a U IEPOPaIbHBIX PEnapaToB
Cy/1b(hOHMIIMOUEBHHEI, HO IIPU 3TOM CJIEYEeT YYUTHIBATh BO3SMOKHOCTh Pa3BUTHS THIIOTJIMKEMHUH,
KpOME TOTrO, HEOOXOIUM peryJspHbIH KOHTPOJb TJIOKO3bl KPOBH W TPHU HEOOXOAUMOCTH
KOPPEKIHsI J03bI IPEnapaToB CyIb()pOHUIMOUYEBUHBI.

Takponumyc: OJHOBPEMEHHOE NMPUMEHEHUE (IIyKOHA30J1a U TaKpoJmMyca (BHYTPb) IPUBOAUT K
HOBBIIICHUIO CHIBOPOTOYHBIX KOHILEHTPALMH IOCIETHEr0 B 5 pa3 3a CUeT HMHIHOMPOBAHUS
MeTa0oaM3Ma TaKpOJIMMYCa, NPOMCXOAIIET0 B KHUIIEYHHKE TIOCPEIACTBOM H30(pepMeHTa
CYP3A4. 3HaunTenbHbIX HM3MEHEHUH ()apMaKOKMHETHKH NpenapaToB HE OTMEUEHO IpHu
IPUMEHEHUH TaKpoJIMMyca BHYTpUBEHHO. Omnucanbl ciaydau HeppoToKcHyHOCTH. IlanmeHTos,
OJTHOBPEMEHHO TNPUHUMAIOUINX TaKpOJIUMYC BHYTPb M (UIYKOHA30J, CIEAyeT THIaTeIbHO
HaOmoate. Jlo3y Takponumyca cieayeT KOpPPEKTHPOBAaTh B 3aBUCHMOCTH OT CTENEHH
MIOBBIIIIEHUS €0 KOHIIEHTPAIIUH B KPOBH.

Teogpunnun: TpU OJHOBPEMEHHOM INpPHUMEHEHUH C (uiykoHazonoM B jo3e 200 Mr B TeueHHe
14 nueii cpenHss CKOpPOCTh IUIa3MEHHOIO KIMpeHca Teo(pWIIMHa cHuxkaercs Ha 18 %.
[Tpn Ha3HaueHNH (ITyKOHA30Ja TAMEHTaM, IPHHUMAIOIINM TEO(QHIUTHH B BEICOKUX J03aX, HIIN
MaIMeHTaM C TOBBIIIEHHBIM PUCKOM Pa3BUTHUS TOKCHYECKOTO NIEHCTBHSA TEOPWIUIMHA, CIETYET
HaOJI01aTh 32 MOSIBIIEHMEM CHMOTOMOB IEPE03UPOBKU TEOQWIMHA U MPHU HEOOXOAMMOCTU
CKOPPEKTUPOBATh TEPAINUIO COOTBETCTBYIOIIUM 00pa3oM.

Todayumunub. Bo3aeiicTBue TopauTHHIOA YBEIMUNBAETCS IIPU €r0 COBMECTHOM IMPUMEHEHUU

C IperapaTamMu, KOTOPbIE SBIISIOTCS OTHOBPEMEHHO YMEPEHHBIMH HHTHOUTOPaMH N30()EePMEHTOB
CYP3A4 u CYP2C19 (nanpumep, ¢aykonazoin). Bo3MokHO, MOXKET MOHAI00UTHCS KOPPEKIIUSI
710361 TOGAIUTUHUOA.

Tonsanman: BO3AEHCTBHE ToNBanTaHa 3HaunTenbHO yBeauuuBaercs (AUC uma 200 %, Cmax Ha

80 %) mpw COBMECTHOM TpUMEHEHWHM ToyiBanrtaHa, cyocrpara CYP3A4, um ¢uykoHasona,
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HJaCTOThI pPa3dBUTUA HEIKCIATCIbHBIX HBHGHHfI, B 4aCTHOCTH, TaKHX KakK MOBHIIIICHHBIN ANypeEs,
Acryjparanysa U oOCTpad rnmodeuHass HEA0CTaTOYHOCTb. HpI/I OOIHOBPCMCHHOM IIPUMCHCHUHN JaHHBIX
nmpemnaparoB CJICAYET YMCHBIINUTL O03Y TOJIBAallTAHA 1 BHUMATCJIbHO Ha6J'IIO,Z[aTB 3a COCTOSIHHEM
IHalucHTA.

Ankanoud bapsumka: HECMOTpPST HAa OTCYTCTBUE II€JICHANPABICHHBIX  HCCIEIOBaHMIA,

MPEIoiaraeTcs, YTo (QIyKOHA30Jl MOXKET YBEIMYMBATh KOHIICHTPAIMIO AJIKAJIOWIOB OapBHHKA
(HampuMmep, BUHKPUCTHMHA U BUHOJACTHHA) B IUIa3M€ KPOBH U TakuM OOpa3oM HPHUBOIUT K
HEHPOTOKCUYHOCTH, YTO, BOZMOXHO, MOKET OBITH CBsI3aHO ¢ yrHeTeHHeM n3odepmerta CYP3A4.
Bumamun A: vumeercs cooOIieHre 00 OJHOM Cllydae Pa3BHTHS HEXKETATEIbHBIX PEaKIHid co
CTOpOHBI IeHTpasibHOM HepBHOM cuctembl (IIHC) B Buae mnceBnoomyxoyin Mo3ra Mnpu
OJIHOBPEMEHHOM MPUMEHEHUH MOJTHOCTHIO0 TPAHCPETUHOEBOM KUCIOTHI U (hIIyKOHA301a, KOTOphIE
MCYE3JIU Tociie OTMEHBI (TykoHasona. [[puMeHnenne qaHHONH KOMOUHAIIMK BO3MOKHO, HO CIIeAyeT
MIOMHHTBH O BO3MOXKHOCTH BO3HUKHOBEHUS HEXKEIATeIbHBIX peakiuii co cropoHsl [THC.

Bopukonazon (uneubumop uzopepmenmos CYP2C9, CYP2C19 u CYP3A4): oqHOBpEMEHHOE

npuMeHeHue BopukoHasona (mo 400 mr 2 pa3a B CyTKU B IIEpBHIii IeHb, 3aTeM 1o 200 Mr 1Ba pasza
B CYTKH B TeueHue 2,5 qHeil) u ¢urykonasona (400 Mr B mepBblii 1eHb, 3aTeM 1o 200 Mr B CyTKHU B
TedeHue 4 aHel) y 8 30pOBBIX UCHBITYEMBIX MYXKCKOT'O I10JIa IPUBENIO K YBEIMUEHUIO Cmax U
AUC Bopukonazona Ha 57 % u 79 % cooTrBercTBeHHO. bBUTO MOKa3aHO, YTO MaHHBIA 3¢ddekT
COXpaHseTcsd NpPU YMEHBIIEHUHM J03bl W/WIM YMEHBIIEHWH KpPaTHOCTH IpUeMa Jo0oro us3
npenapatoB. OTHOBpeMEHHOE MPUMEHEHNE BOPUKOHA30J1a U (PIIyKOHA30J1a HE PEKOMEHIYETCsl.
3u006youn. Iipu OJHOBPEMEHHOM IPUMEHEHHUH C (DITYKOHA30JI0M OTMEYaeTCsI MOBBIMEHUE Cmax H
AUC 3unoByanna Ha 84 % u 74 % cootBeTcTBeHHO. [laHHBINH 3P EKT, BEpOATHO, 00YCIOBICH
CHIDKEHHEM MeTabojM3Ma MOCIEeIHEero 70 ero riaBHoro merabonura. Jlo u mocie Tepamuu ¢
npuMeHeHueM quiykoHasousa B 1o3e 200 mr/cyTt B Teuenue 15 nueit manuentam co CIIM/lom u
ARC (xommuiekc, cBszanublii co CIIMom) ycraHoBieHo 3HauuTenbHOe yBenmnyenne AUC
suaoByauHa (20 %).

[TanMeHTOB, MONydYalOUIMX TaKyl0 KOMOMHAIMIO, CleAyeT HaOJdrolaTh C 1LEIbI0 BbISBICHUS
000YHBIX 3P (HEKTOB 3UJOBYANHA.

HccnenoBanusi B3auMOAEHCTBUS MEPOpaNbHBIX GopM (IIyKOHA30/1a MPU €ro OJHOBPEMEHHOM
npueMe ¢ MUIIEeH, MUMETUIMHOM, aHTalluJaMHt, a TAK)Ke M0CJe TOTAIbHOTO O0IyUYeHHs Tea JUIs
HNOJArOTOBKM K TIepecajke KOCTHOTO MO3ra IOKa3alM, 4YTO 3TH (aKTOpPhl HE OKAa3bIBAIOT

KIMHUYCCKH 3HAYUMOI'O BIIMAHHA Ha BCACBIBAHUC (bHyKOHaSOJ'Ia.
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B3aUMOJCUCTBUS C JICKAPCTBEHHBIMU CpPEIACTBAMH B pe3yJbTaTe OJHOKPATHOIO IIpueMa
(IyKOHA30J1a HEU3BECTHBI.

Bpayam cienyer y4uThIBaTh, YTO B3aUMOJICUCTBHE C JPYTUMH JICKAPCTBECHHBIMH CPEICTBAMH
CIeIUAIbHO HE U3Y4aloCh, HO OHO BO3MOJKHO.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD H JIAKTALHS

KoHTpanenius

HeoOxomumo paccMoTperh 3P QeKTUBHbIE METOJbl KOHTPALEMIUU Y >KEHIIUMH IETOPOIHOTO
BO3pacTa B TEUEHHUE BCET0 MepHo/ia JICUEHUs U MPUOIN3UTEIHHO B TeueHue Heaenu (5—6 nepruoaos
TIOJTYBBIBE/ICHHSI) TIOCIIC MIPUHSATHS TIOCIIEIHEH 03kl Ipernapara (CM. paszien 5.2.).

bepemenHoCTh

AJIEKBAaTHBIX W KOHTPOJHMPYEMBIX HCCIEIOBAaHUN NpHUMeHeHUus (aykoHazona y OepeMeHHBIX
YKEHIIUH HE MPOBOIUIIOCH.

Coo0manocs 0 ciay4asx CaMOIPOM3BOJIBHOTO abopTa M Pa3BUTHA BPOXKICHHBIX AHOMAIHHA Y
MJIQJICHIIEB, YbM MaTepu mojydanu ¢iaykoHa3osl B go3e 150 Mr OogHOKpaTHO WM MOBTOPHO B
nepBoM TpumecTpe 6epeMeHHoCcTH. ONnHcaHbl Clly4ad MHOKECTBEHHBIX BPOXKICHHBIX IOPOKOB Y
HOBOPOXKJCHHBIX, MAaT€pHd KOTOPHIX Ha MPOTSHKEHUH OOJbIIEH YacTH WM BCErO IMEpPBOIO
TPUMECTpa TONydalnu Tepanuio (iaykoHazomoMm B Bbicokoi no3e (400-800 wmr/cyt). beum
OTMEYEHBI CIICAYIONINE HAPYIICHUs pa3BUTHS: Opaxuuedanus, HapylIeHUEe Pa3BUTHUS JIUICBON
YacTh uepema, HapylieHue (GOPMUPOBAHUS CBOJIa Yepena, BONYbS IacTh, HCKPUBIICHUE
OeIpeHHBIX KOCTEeH, MCTOHYEHHE U YAJIUHEHuEe pedep, apTpOrpuIio3 U BPOXKAECHHBIE MOPOKU
cepaua.

Bo Bpems OepemeHHOCTHM NpuMeHeHUs (IyKoHazona cienyeT Hu30eraTh, 3a HCKIIOUYEHHEM
CIy4aeB TSDKETBIX M TOTEHIMAIBbHO YTPOXKAOMIMX KU3HU TPUOKOBBIX HHQEKIUH, KOraa
OKHJaeMasl 1oJjb3a JISYSHHS 71l MaTepy MPEBbIIIaeT BO3MOKHBIN PUCK JUIA TJI0/a.

JlakTanus

@®nykoHa30J1 0OHApPYKUBAETCS B TPYJTHOM MOJIOKE B KOHLEHTPALUAX, OMU3KUX K IUIa3MEHHBIM
(cM. pazmen 5.2.). Ilepuoa monmyBbIBEIEHUS IMpemnapaTa U3 TPYAHOTO MOJIOKA MPUOIM3UTENHHO
paBeH nepuoay mnonyBbiBeneHus u3 miasmbl — 30 gacos. [Ipeamonaraemas mo3a ¢iykoHasodna,
norsjonaemMasi MjaajieHIieM (C y4eToM TOro, YTO CpeJHEee KOJMYECTBO MOTPEOIsIeMOro MoJOKa
coctaBimsieT 150 MiI/Kr eXeqHEBHO) M PACCUMTAHHAs B COOTBETCTBHU CO CPEIHEH MHKOBOM
KOHIIEHTpalluel mpemapara B TPyIHOM MoJoke, cocrtaBiser 0,39 wMr/kr B JeHb, 4YTO
npubnau3uTenbHo paBHO 40 % pEKOMEHIOBAaHHOW HEOHATalbHOW JO03bl (s JeTed Mitajlie
2uenens) wim 13 % pEKOMEHIOBaAaHHOW MJIQJICHYSCKOW JIO3BI TPH JICYCHWH KaHIWUI03a

CIIN3UCTBIX.
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150 mr. He pekomeHIyeTcs KOPMHTH TPYAbIO TIOCIE€ MHOTOKPAaTHOTO IpHEMa WM Ipuema
BBICOKOM /10361 (h1ykoHa301a. [Ipu nmpuHATHYN pemeHns o Ha3HaueHuH npenapara OiykoHa3on-
OBL na ¢onHe rpyaHoro BCKapMJIMBaHUS CleIyeT MNPUHUMATh BO BHUMAaHHE CJEIYIOIINE
(bakTopbl: MOJIB3Y IPYAHOIO BCKAPMIIMBAHMSL JUIsl 3J0POBbSI U PA3BUTHUS MIIAJCHIIA COBMECTHO C
KJIMHUYECKHMMH TOKa3aHWsAMHU Ui HazHaueHHs npenapara Pmykonazon-OBL u BO3MOXHOCTB
pa3BUTHS JIOOBIX TOTEHUIUAIBHBIX MOOOYHBIX A(P(GEeKTOB y MIAJCHIA WX BIUSHHE
COITYTCTBYIOIIIEH MATOJIOTUU MAaTepH Ha 3J10POBbE MIIAJICHIIA.

4.7. BausiHde HA CIOCOOHOCTH YNPABJISATH TPAHCHOPTHBIMH CPeACTBAMH M PadoTaTh C
MeXaHUu3MaMH

[Tpu npuMeHeHny npenapara He0OX0IUMO YUYUTHIBATh BO3MOXKHOCThH PA3BUTHS TOJIOBOKPYKECHHUS
U CyJIOpOT.

4.8. HexkesiaTesIbHbIE PeaKIHU

Pesrome HDOd)I/IJDI 0e30IacHOCTH

[lepenocumocTth mpenapara oObIYHO OueHb Xopomas. CoolIanock o0 ciry4asx JEKapCTBEHHOU
peakiuu ¢ 303MHOGHMINCH 1 cucTeMubiMu cumiToMamu (DRESS-cuHIpoM) B CBSI3H C JIeUeHHEM
dykoHazos0M (cM. paszaen 4.4.).

PesroMe HexxenaTeabHbIX peaKIui

YacroTta moO0YHBIX 3PPEKTOB ONpeaesuiach B COOTBETCTBUU ¢ Kiaccudukanueit BecemupHoi
OpraHu3aIy 37paBOOXPaHEHHA: ouyeHb 4yacTo (> 1/10); wacto (> 1/100, HO < 1/10); HEewacTo
(> 1/1000, o < 1/100); peaxo (= 1/10000, Ho < 1/1000); ouens peaxo (< 1/10000); yactoTa
HEHM3BECTHA (HEBO3MOKHO OTIPEICIUTh HA OCHOBAaHUH UMEIOIIIUXCS TAHHBIX ).

B xnnHHYeCKUX ¥ OCTMAapKETUHTOBBIX (*) MccaenoBaHuAX (uIyKoHAa30J1a OTMEYaId CIEeIYyIOoIIne
NOOOYHBIE PEaKIIH:

Hapywenus co cmoponst kposu u aumpamuyeckoli cucmemsvt*: peoko — NEUKONEHUs, BKIIOYAsI
HEUTPONEHUIO U arpaHyJIOIUTO3, TPOMOOIIUTONIEHHSI, aHEMUSI.

Hapywenus co cmoponsl ummyHHoU cucmemsl *: aHadumakcust (BKIIOYas aHTHOHEBPOTHUYECKHIA
OTEK).

Hapywenus co cmoponvl memabonusma u numanus*: peoko — TOBBIIIEHUE KOHIIEHTPAIUH
XOJIECTEpUHA U TPUTIIUIEPUIOB B TIa3Me KPOBH, THITOKATAEMHUSL.

Hapywenus co cmopoHvl HeEpeHOU cucmemsl: 4acmo — TOJOBHAas O00ib, Heuacmo —
TOJIOBOKPY)KEHUE™, CyIOporu*, M3MeHeHHe BKyca*, mapecte3us, OCCCOHHMIA, COHJIUBOCTH;

peoKo — TpeMop.

15



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 20.09.2024 N= 20167

wirldpsalns- QT A DK,

Hapywenus co cmoponvt cepoya u cocyoos*] peoxo f_ﬂ%éﬁlﬂi@" :

apUTMHS  JKCIyJIOYKOBasl ~TaXHUCUCTOJIMYEeCcKas Tuma «mupydt» (torsade de  pointes)
(cMm. pasgen 4.4.).

Kemyoouno-kuuieunvie Hapyulenus. yacmo — 00Jb B UBOTE, TUapes, TOIIHOTA, PBOTa™; Heuacmo
— METEOPU3M, JIUCIIENICUS®, CYXOCTh CIM3UCTON 000JIOUKH MOJOCTHU PTa, 3a10p.

Hapywenusa co cmoponvl neuenu u ocenyesbl8OOAWUX Nymell. Yacmo — TOBBIIICHUE
CBIBOPOTOYHOM aKTUBHOCTH aMHHOTpaHcdepa3 (amanmHamuHoTpancdepazsl (AJIT) wu
acnaptatamuHoTpancdepassl (ACT)), menounoit docdaraspl; Hewacmo — X0JecTas, Kenryxa*,
MOBBILICHHE KOHIIEHTPAIMK OUITUPYOHHA; peoKko — TeaTOTOKCUYHOCTh, B HEKOTOPBIX CIIydasx C
JeTalbHBIM HCXO0JI0M, HapyleHne QyHKINH MeYeHNn ™, rematuT™, renaToeIUTIoNIIPHBIN HEKpo3™,
renaToLeIUTIOISIPHOE TIOBPEKACHHUE.

Hapywenus co cmopoHbl Kodicu U NOOKONCHBIX MKAHEU: 4aCcmo — ChIllb; Heuacmo — KOKHBIHN 3y,
KPanuBHUIA, TIOBBIIIEHHOE TMOTOOTAENECHUE, JICKAPCTBEHHAsl ChIMb (BKJIIOYAs CTOMKYIO
JICKApCTBEHHYIO CBINb); pedko — SKC(HOIMATHBHBIC MOPAKEHUS KOXKHU*, BKIIOYAS CHHAPOM
CruBeHca — J[KOHCOHA U TOKCUYECKUI ANUAEPMAIbHBIN HEKPOJIU3, OCTPbII reHepaIn30BaHHbIN
9K3aHTEMAaTO3HBIN MyCTyse3, OTEK JIMIA, AIONEHUSI™®; uacmoma HeuzgecmHa — JEKAPCTBEHHAS
CHINb C 303uHOPIIHEH 1 cucTeMHOr cumritomatukor (DRESS-cunapom).

Hapywenus co cmoponvl mbliieunou, cKelemHou U cOeOUHUMENbHOl MKAHU: Hedydacmo —
MUAJTHS.

Ilpouue: Heuacmo — cnaboCTh, ACTCHHUSI, IOBBIIIEHHAS YTOMIIIEMOCTb, TUXOPAIKa, BEPTUTO.

YV HEeKOTOPBIX MALMEHTOB, 0COOEHHO € Cephe3HBIMU 3a00eBaHUAMH, TakuMu Kak CITU/] nnu pak,
IIpU JIeYeHUH (PITyKOHA30JI0M U CXOJHBIMHU NpenapaTaMu HaOII0JaIiCh U3MEHEHHUS MToKa3aTesneil
KpoBU, (DYHKIIMU TIOueK W TiedeHW (cM. paszaen 4.4.), OJHAKO KIMHMYECKOE 3HAYCHHE ITHX
U3MEHEHUH U UX CBSA3b C JICYEHUEM HE YCTAaHOBJICHBI.

COO6H.ICHI/IC 0 TOAO03PECBACMBIX HEXKCIATCIBbHBIX PCAKIINAX

BaxHo coo01math 0 1o103peBaeMbIX HEXEIATeIbHbIX PEAaKIUAX II0CIIEe PErUCTPALlUU IIpenapara ¢
LEeNbl0 O0ecreyeHusi HENpPepbIBHOIO MOHUTOPUHIA COOTHOLIEHUS «I0JIb3a — PUCK»
JIEKapCTBEHHOTO Mpenapara. MeIuIuHCKUM paOOTHUKAM PEKOMEHAYeTcs COOOIIaTh O JIHOOBIX
MIO03PEBACMBIX HEXKENATENBHBIX PEAaKLUAX JIEKApCTBEHHOI'O IIpernapara 4epe3 HalUuOHaJIbHbIE
CHUCTEMBl COOOIIEHUS O HEXeNaTeIbHBIX pEaKIHUsIX ToCyAapcTB-ujieHOB EBpasuiickoro
SKOHOMMYECKOTO CO03a.

Poccuiickas Penepanus

DdenepanbHas ciryx0a 1o Hag30py B cdepe 3apaBooxpanenus (PoczapaBuanzop)

Anpec: 109012, r. MockBa, CiiaBsiHCKasl TUIOIIAAb, 10M 4, cTp. 1
Tenedon: +7 (800) 550-99-03
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(NOCNEQCBATENEHOCTE 0008)

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEJICKOMMYHHUKALIMOHHOM ceTH «IHTepHET»:
https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMnOTOMBI

HmeroTes cooOIeHus o nepe1o3upoBKe (IIyKoHa30:1a, U B OJHOM cllydae y 42-J1eTHero naiueHTa,
UHHUIMPOBAHHOTO BUPYCOM MMMYHOAe(hUIIUTa YeroBeka, rnocie npuema 8200 Mr mpemapara
HOSIBUJIMCh FJLTIOLMHALIMY M TapaHOUAaibHOE noBeeHue. [lanueHT Obl1 rocIuTanu3upoBaH; ero
COCTOSIHME HOPMAJIM30BaJIOCh B TeUeHUE 48 yacoB.

Jleuenue

B cnyuae nepeno3upoBKH aieKBaTHBINA 3 PEKT MOKET JaTh CUMITOMAaTHYECKOE JIeUeHHE (B TOM
qucie MOICP KUBAIOLIME MEPbI U IPOMBIBAHHE KEITYIKa).

@Di1yKOHAa30J1 BBIBOJUTCS] B OCHOBHOM 4epe3 MOYKH, I03TOMY (OPCUPOBAHHBIN Wype3, BEPOATHO,
MOKET YCKOpUTH BbIBeleHHE mnpenapara. CeaHc reMoauanu3a JJIMTENbHOCTBIO 3 4 CHMXKAeT

KOHIICHTpaluio (IyKOHa30Ja B TIa3Me KpoBH npuMepHo Ha 50 %.

5. PAPMAKOJIOTHTYECKHWE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHe CBOlicTBA

®apMakoTepaneBTUYECKass TpyIa: IPOTUBOTPUOKOBBIE CPENCTBA CHCTEMHOIO JEHCTBUS;
IPOM3BOJIHBIE TPUA30JIa U TETPa30Ja.

Kox ATX: JO2ACO01

Mexanusm aeiicteus U hapMakoauHaMudeckne YOG EKTHI

@1yKoHa30JI, TPUA30JIbHOE IMPOTUBOIPUOKOBOE CPEICTBO, SIBISIETCS MOIIHBIM CEJIEKTUBHBIM
UHTUOUTOPOM CHHTE3a CTEPOJIOB B KIIETKE IPUOOB.

Ero ocHoBHOIl MexaHW3M JEHCTBUSI 3aKJIIOUYaeTCs B WHTHOMPOBAHUM OIOCPEIOBAHHON
rpuOKoBbIM  nUTOXpoMoM  P450  peakumm  nemerunupoBaHus — 14-anmbga-maHocTepoda,
SIBJISTFOIIEHCST KIIFOUEBBIM ATAlloM OMOCHHTE3a 3procreposia B rpudax. Hakomnenue 14-anbda-
METHJICTEPOJIOB KOPPEIUPYET € MOCIEAYIOIEH MOTEpPERl 3procreponia, BXOASIIETO B COCTaB
KJIETOYHOW MeMOpaHbl TPUOOB; 3TOT MPOILIECC BOZMOXKHO JIEKUT B OCHOBE MPOTHUBOIPUOKOBOTO
neiictBust (aykoHazona. [lokazaHo, 4To (iIykoHa30d Ooyiee CENEKTUBEH IO OTHOIICHUIO K
dbepmenTam cemeiicTBa nuroxpoma P450 rpu6oB, yemM Mo OTHOIIEHHIO K PA3IMYHBIM (hepMeHTaM
cemelictBa uutoxpoma P450 muekonurarommx.

@nykoHa30s1 00J1a7aeT BBICOKOW CHENUM(UYHOCTHIO B OTHOIIEHUU TPUOKOBBIX (EPMEHTOB,

3aBUCUMBIX 0T uToxpoma P450. Tepanus ¢iaykonazosnoMm B 1o3e 50 Mr/cyT B TeueHue 10 28 qHen
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A
oT AU.US.

HE BIUsET Ha KOHIICHTPAIIMIO TECTOCTEPOHA B asme Q]I;IO;%‘I} %ﬁ]ﬁ}%fqm%:ﬁoﬁﬁeﬁﬁﬁéhnm

CTEPOUJIOB Y JKEHIIUH JeTOPOoJHOTo Bo3pacta. diaykonason B go3e 200—400 mr/cyT He OKa3bIBaeT
KJIMHUYECKH 3HAYUMOIO BJIMSHUS Ha YPOBHU DSHJOTCHHBIX CTEPOMIOB M HUX PEAKIHMIO Ha
CTUMYJISILMIO aApeHOKOpTUKOTporiHOro ropMoHa (AKTI) y 310pOBBIX MY>KYHH-TOOPOBOJIBIIEB.
HccnenoBanusi B3aMMOJEHCTBHMSI C AHTUIIMPUHOM IIOKa3ajld, YTO HM OJHOKpPATHBIN, HU
MHOT'OKpaTHBIH IpueM 103 GurykoHaszona o 50 Mr He BIMsIET Ha €ro MeTaboIu3M.

Muxpobuonozus

dnykoHa30J1 MPOJEMOHCTPUPOBA POTUBOIPHOKOBYIO AKTHBHOCTH IN VILr0O B OTHOLICHUU
pacIpoCTpaHCHHBIX B KJIMHUYECKOW mpakTuke BuaoB rpubka Candida (skmrouas C. albicans,
C. parapsilosis, C. tropicalis). C. glabrata nemoHcTprpyeT MOHMKEHHYIO YYBCTBUTEIBLHOCTD K
¢iykoHazoiny, B TO Bpems kak C. Krusei mMeeT NMpHpOJHYIO YCTOMYHMBOCTh K BO3ICHCTBHIO
¢uykonazona. MUK wu snupemuonorudeckoe mnoporoBoe 3Hauenne EUCAST (ECOFF)
dykonaszona g C. guilliermondii Beitre, wem mast C. albicans. HepaBHO mosiBUBIIMECS BHIBI
rpudka C. auriS CpaBHUTEJILHO YCTOHYMBBI K BO3JCHCTBHIO ()IIyKOHA30Ja. Y CTAHOBIICHA TAKIKE
aKTUBHOCTH (piykoHa3oJa in vitro B otHomenuu Cryptococcus neoformans u Cryptococcus gattii,
a TaKk)Ke MPOTHB JHIACMHUYCCKHMX IUICCHEBBIX rpuOkoB Blastomyces dermatitidis, Coccidioides
immitis, Histoplasma capsulatum u Paracoccidioides brasiliensis.

[Ipu npueme BHYTph (DIyKOHA30JI MPOSIBISCT aKTUBHOCTh HA PA3IMYHBIX MOJCISX IPUOKOBBIX
uHpeKkuuii y  KMBOTHBIX.  [IpoleMOHCTpUpOBaHa  aKTHBHOCTh  Ipenapara  IpH
OINIMOPTYHHCTHYECKMX MHKO3aX, B TOM 4mcie Bb3BaHHBIX Candida spp. (Bkirouas
TeHEpAIM30BaHHBIA KaHAMIO03 Y JKMBOTHBIX C IIOJIaBIEHHBIM UMMyHHTeTOM), Cryptococcus
neoformans (Bkirouas BHyTpHuepenubie uadekiuu), Microsporum spp. u Trichophyton spp.
VYcraHOBIEHA TaKKe aKTUBHOCTH (IYKOHA30Ja Ha MOJENSAX DSHAEMHUYECKHX MHKO30B Yy
KMBOTHBIX, BKJIIOYas WHGEKIMH, Bei3BaHHBIe Blastomyces dermatitidis, Coccidioides immitis
(BkJIrOUas BHyTpHuepenHbie nHdpekiwn) u Histoplasma capsulatum y »KHBOTHBIX ¢ HOpMaJTbHBIM
¥l T10JIaBIICHHBIM UMMYHHUTETOM.

Mexanusmel pazgumus pe3ucmenmuocmu K hryKoHa3ony

VY o0baHO BocmpuuMuuBBIX BuaoB Candida Hambonee 4YacTo BCTPEYAIOUIMKCS MEXaHU3M
YCTOWYHMBOCTH BKIIIOYAET LENIeBble (DepMEHTHI a30JI0B, KOTOPBIE YYacTBYIOT B OHMOCHHTE3e
sprocrepoiia. MexaHu3M pe3UCTEHTHOCTH CBSI3aH CO CHUKEHHOH 4yBCTBUTEIBHOCTHIO (hepMeHTa-
MUILEHN K MHTUOMpYIOLeMy Bo3AeHCTBHUIO (uryKoHa3ona. Toyeunsle myTtanuu B rene ERG11,
KOIUpYIOmEeM (pepMEeHT-MUILICHb, MPUBOIAT K BHAOM3MEHEHHIO MHUIICHH ¥ CHUKECHUIO

adUHHOCTH K a3oaM. YBenuueHue sxcnpeccuu rena ERG11 npuBoauT kK mpoyKIMy BEICOKUX
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KOHLIEHTpalUii (pepMEHTa-MUILEHH, YTO CO3AdeT HOT]D'G!%IH_IO-'C;IEQI%@E%QEM kJ}FHHI:I{-bQuHH

¢GyiyKOHa301a BO BHYTPHKICTOYHON JKHIKOCTH IS MOJABJICHHS BCEX MOJIEKYJ (epMeHTa B
KJIETKE.

BTopoii 3HAuMTENbHBIH MEXaHW3M PE3MCTCHTHOCTH 3aKII0YaeTCs B AKTHBHOM BBIBEICHUU
¢GiyKoHa301a W3 BHYTPUKJIETOYHOTO TMPOCTPAHCTBA IOCPEJACTBOM AKTHUBAIMK JBYX THIIOB
TPaHCIIOPTEPOB, YYACTBYIOIIMX B aKTUBHOM BbIBEJICHUH (3¢ IIIOKCe) mpernapaToB U3 rpuOKOBOit
kieTkd. K TakuM TpaHCropTepaM OTHOCHTCS TIaBHBIM MOCPEAHUK, Koaupyemblii renamu MDR
(MHO>KECTBEHHOM JICKQpPCTBEHHON YCTOWYMBOCTH), M cymnepceMmeircTBo ATd-cBs3bIBaromen
KacCeThl TPaHCTIOPTEPOB, Koaupyemoe renamu CDR.

I'unepakcnpeccus rena MDR mpuBOANT K PE3UCTEHTHOCTH K (BIIYKOHA30JIy, B TO K& BpEMs
runepakcnpeccusi reioB CDR MoeT MpUBOIUTE K PE3UCTEHTHOCTH K PA3IMYHBIM a30J1aM.
Pesuctentnocts k Candida glabrata o6s14n0 omocpenoBana runepakcnpeccueii rera CDR, uTto
HPUBOJIUT K PE3UCTEHTHOCTH KO MHOTHM a30JIaM.

Coobmranochk o cinydasx cynepuadekiuu Bugamu Candida, ormuunsivu ot C. albicans, kotopsie
4acTo 00JIaJaloT TOHMWKEHHOW vyBcTBHUTENbHOCTRIO (C. glabrata) wiam pe3ucTeHTHOCTBIO K
¢dunykonazony (mampumep, C. krusei, C. auris). Takue wuHbEKIMH MOTYT MOTPeOOBATH
aIbTEPHATUBHOM MMPOTUBOTPUOKOBOM TepaITHH.

THoepanuunvie 3Hauenus 4y8CcmeUmerIbHOCMu

THozpanuunsie 3nauenus yyscmeumenvnocmu (coenacno EUCAST)

OcHoBbIBasgch Ha aHanuse (hapmakokuHeTnueckux/dapmaxkoguHamudeckux (PK/DJ]) naHHBIX,
qyBCTBUTEIBHOCTH IN Vitro u xiuaudeckom oteere, EUCAST-AFST (EBporneiickuii KOMHTET 110
OTpENIeIEHNI0 YYBCTBUTEJIBHOCTH MHUKPOOPTaHW3MOB K AHTHMMUKPOOHBIM IIpernaparam —
HOJKOMHUTET TO OIPEAETIECHUI0 YYBCTBUTEIBHOCTH MHUKPOOPTaHM3MOB K INPOTUBOTPUOKOBBIM
npenaparam) OIPEACNIUI T'PAHUIIBI YYBCTBUTENBHOCTH K (uiykoHazomy ais BupoB Candida
(moxyment «EUCAST Fluconazole rational document»; EBporneiickuii KOMUTET IO OIPEACICHHIO
YyBCTBUTEIBHOCTH MHKPOOPTaHU3MOB K AHTUMHUKPOOHBIM IIpernapataM — IOJKOMUTET IO
OTIpENIeNIEHNI0 YYBCTBUTEIBHOCTH K TNPOTUBOTPUOKOBBIM MpenaparaMm, JOKyMEHT «Tabmuiisi
NOTPaHUYHBIX 3HAUYEHUM YYBCTBUTENIBHOCTH ISl MHTeprnperauuu 3HaueHuit MUK»).
[Torpanuunble 3HaueHUs OBUIM pa3feiieHbl Ha HE OTHOCSIIMECS K BHUJaM, KOTOpble ObUIH
oTpeieNIeHbl MPEUMYIIIECTBEHHO Ha OCHOBaHMHU JaHHBIX PK/D/] 1 He 3aBUCAT OT pacnpeeieHus
MUK 11711 KOHKpPETHBIX BUJIOB, U CBSI3aHHBIE C BUJaMH, KOTOpbIE HanbOoJiee 4acTO BHI3BIBAIOT

I/IH(I)CKI_II/II/I y B8 {0)i (3378 Ot MOTrpaHUYHBIC 3HAUCHUS NPCACTABJICHBI B TaGHI/ILIe HWXKCE.
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IIpotuBo- | I'paHuULBI UyBCTBUTEIBHOCTH, KOFOPBIE sdpicst O | — 20 Y Ppatinner

rpubkoBbie | Bo30yaurens (U < P >) B mr/xn YYBCTBUTEb-
npernapaTsl HOCTH,
KOTOpBIE HE

3aBHUCIAT oT

Bua’t
y<p> B
MI/JT
Candida | Candida | Candida | Can- | Candida | Candida
albicans | dublinie- | glabrata | dida parapsi- | tropicalis
nsis krusei | losis
®nykona- | 2/4 2/4 0,001/16* | — 2/4 2/4 2/4
30J1

Y — yyBCTBUTENBHBIN; P — pe3uCTEHTHBII.

A — rpaHHUIBI YyBCTBUTEIBHOCTH, KOTOPBIE HE 3aBHUCST OT BHA BO3OYAMUTENS, OBLIH OIIPEEICHBI IPEUMYIIECTBEHHO
Ha ocHoBaHMHU JaHHBIX OK/D/] n He 3aBucaT ot pacnpenenennss MUK koHkpeTHbIX BHI0B. OHM NpeiHa3HAYEHBI
UCKITIOUUTETBHO ISl IPUMEHEHHS ISl OPTaHU3MOB, KOTOPBIE HE MIMEIOT CIICIM(HUIECKOTO MMOTPAaHUIHOTO 3HAUCHHS.
IIpoyepk — He peKOMeHAyeTCs MPOBOAUTH HUCHBITAHUS HA YyBCTBHTEIBHOCTb, MOCKOJIBKY INAHHBIA BUJ ILIOXO
MOJIaeTCsl TEPAUH YIOMSHYTHIM JIEKAaPCTBEHHBIM IpPETapaToM.

* Becy C. glabrata ornocurcs k 1 kateropuu. MUK mporue C. glabrata ciemyer uuTepmperupoBath Kak
PE3HUCTEHTHBIE, €CITM OHU TpeBbIatoT 16 mMr/i. Kareropust uyBctBurensHoctd (< 0,001 mMr/in) npenHa3HaueHa IpocTo
JUISL TOTO, YTOOBI N30€XKaTh OMMOOYHON KiTacCH(UKANU IITAMMOB «I» Kak IITaMMOB «S».

| — 9yBCTBUTEINIBHBIH, C TOBBIIIEHHBIM BO3JICHCTBHEM: MUKPOOPTIaHU3M KJIACCU(HUINPYETCS KaK «IyBCTBUTEIbHBIN, C
MOBBIMIEHHBIM BO3JIEHCTBHEM), KOT/Ia CYIIECTBYET BBICOKAs BEPOSATHOCTH TEPANEBTHMUYECKOTO YCIEXa, MOCKOIBKY
BO3CHCTBHE areHTa YBEIMYHBAETCS 3a CUET KOPPEKTUPOBKH PEXUMa JTO3UPOBAHUS UIIM €r0 KOHLIEHTPAIH B MECTE

UHQEKITIH.

HoepaHuqule SHAYEHUA Yy6eCcnieumelbHocmu CO2iAacCHO Kpumepuim UKJIC

HOFpaHI/ILIHHe S3HA4YCHUA YYBCTBUTCIIBHOCTH K (I)J'IYKOHaSOJ'Iy, IIPU3HAHHBIC I/IHCTI/ITYTOM

Knuanueckux u Jlabopatopusix Crannapros (MKJIC), yka3aHsl B TaOIUIE HUXKE.

. . KonTtposnbhsle Toukn MUK 1 kateropuu MHTEpHIpeTauu (Mr/m)
Candida Species YyscrBuTenbHOCTH (H) uJl3" Pesucrentnocts (P)
C. albicans <2 4 >3
C. glabrata® - <32 > 64
C. krusei® - - -

C. parapsilosis <2 4 >8
C. tropicalis <2 4 >3

A - YYBCTBUTCJIBbHOCTL A0303aBUCHUMAs: YyBCTBUTCIbHOCTL 3aBUCHUT OT AOCTHUIKCHHSA MAKCUMAJIIBHO BO3MOXKHOI'O

YPOBHS B KpOBH. B3pocibiM ¢ HOpManmbHOW (YHKIMEH MOYEK W TEIOCIOKEHHEM MOTYT TOTPEOOBATHCS JTO3BI
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(hiryxoHa301a, MPEBBIIAIOIINE CTAHAAPTHYIO TI03UPOBKY (6 Mr/Kr/néEL')_-.' CNEOOBATENBHOCTL 0008)

b — B oTHOWmIEHNH (IIyKOHA30J1a 9TH PEKOMEH/IALMU OCHOBAHbI Ha OOIIMPHOM OIIBITE JICUCHHUSI CIM3UCTHIX 000I0YUCK
¥ MHBa3WBHBIX WH(ekimi, BhzBanubix Candida spp. Ecnu uzomst mnentudmmuposan kak C. glabrata, a MUK
cocTasisieT < 32 MI/JI, CJIeLyeT ONpPEIeuTh, OAXOMUT JIH (DIIYKOHA30J B KOHKPETHOM KIMHHYECKOM KOHTEKCTe. B
9TOM Cilydyae MAlMEHTHI JOJKHBI MONYYaTh MAKCHMAIBHYIO IO3UPOBKY (iyKoHa3zona. MoxeT OBITh MONE3HA
KOHCYJIbTAIUS CIEIUATKCTA [0 BRIOOPY PEKUMa MaKCUMAIBHOMN JT03HPOBKH.

B — npeanonaraercs, uto uszonsTel C. Krusei 06:1aat0T mpUpoOIHON PE3UCTEHTHOCTHIO K (DIIyKOHA301y, TI09TOMY HX

MUK He cnenyet HHTEPNPETUPOBATE C UCIIOJIB30BAHUEM AAHHOM ILIKAJIBI.

Hocpanuunvle 3nauenus yyecmeumenviocmu cozanacio kpumepusim FDA (Tpebosanus FDA
CILIA ona USPI)

Food and Drug Administration (FDA) Coeaunennsix IlltaToB AMEpHKH NPHHHMAET

norpanuunele 3HaueHus Y u P UKJIC; xoTs He npu3HaeT TEpMUHOJIOTUIO 4/[3 U paclieHUBaeT 3TU

3HaveHus Kak «mpomexyrodnsiey (1) (https://www.fda.gov/STIC).

5.2. ®apMaKoOKHHeTHYECKHE CBOHCTBA

dapmakokrHETHKA (IIyKOHA30J1a CXOJIHA IPH BHYTPUBEHHOM BBE/ICHUH U TIPUEME BHYTPb.
AOGcopouus

[Tocne mpuema BHYTph (DITyKOHA30JI XOPOIIIO BCACHIBACTCS, €r0 KOHIICHTPAITMH B TUTa3Me KPOBH (1
oOmiass O6MOAOCTYNMHOCTH) MpeBbaloT 90 % OT TaKOBBIX MPU BHYTPUBEHHOM BBEJICHUHU.
OpnHoBpeMEeHHBIN TPUEM MUIIH He BIMSIET Ha BcachbiBaHHUE (DITyKOHA307Ia.

Pacnpenenenne

KoHuenTpanus B mia3mMe KpoBU NMPONOPLHMOHANbHA 03¢ U AocTUraeT Mmakcumyma (Cmax) uepes
0,5-1,5 4 mocne nmpuema ¢rykoHa307a HATOMIAK, a TIEPHOJ] ITOYBBIBEICHUS COCTABISET OKOJIO
30 4. 90 % paBHOBECHO KOHIIEHTPAIIMU JOCTUTAIOTCS K 4—5-My JIHIO TIOCIIe Havaja Tepanu (pu
MHOTOKpaTHOM TIpHEeME TIpernapara OJIWH pa3 B CyTKH). MakcuManbHas KOHIICHTpPAIUS
¢1yKoHa30I1a B CIIOHE MPU IpUEME KaIlCyJibl IOCTUraeTcs uepes 4 yaca.

BBenenue ymapHoit no3el (B 1-ii IeHb), B JIBa pa3a MPEBBIMIAIONICH OOBIYHYIO CYTOYHYIO J03Y,
Jies1aeT BO3MOXKHBIM AoctuxkeHre 90 % paBHOBECHOW KOHIEHTpaluu Ko 2-My JHI. O0beM
pacripenienieHusi pUOIIDKAeTcs K OOIMIeMy COJIEpXKaHHWIO BOABI B opraHu3Me. CBSI3BIBAHHE C
Oenkamu 1ia3mel kposu Hu3koe (11-12 %).

DIryKOHA30JI XOPOIIIO MPOHUKAET BO BCE KUAKOCTH OpraHm3Ma. KoHmeHTpamnuu ¢urykoHaszona
B CITFOHE H MOKPOTE CXOJHBI C €r0 KOHIICHTPALUSIMH B TUIa3Me KPOBH. Y MAIlMEHTOB C TPHOKOBBIM
MEHMHTHUTOM KOHIIEHTpaluu (UIyKOHa30Jla B CIIMHHOMO3TOBOW KHJIKOCTH COCTaBISIOT OKOJO
80 % oT ero KOHLIEHTPAIH B IJIa3Me KPOBH.

B poroBom crnoe, snmmepMuce, AepME W TOTOBOW JKHUIKOCTH JOCTHTAIOTCS BBICOKHE

KOHICHTPAIUH, KOTOPHIC MPEBBIIIAOT CBIBOPOTOYHBIC. (DHYKOHaSOJ'I HaKaIruImBa€TCda B pOroBOM
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cocTaBisieT 73 MKI/T, a 4epe3 7 JHEH mocie MpeKkpamnieHus JeueHust — Toiabko 5,8 Mkr/r. [lpu
npuMeHeHnu B 103¢ 150 Mr ouH pa3 B HEJeNMo KOHIIEHTpanus (IIyKOHa30J1a B pOTOBOM CJIO€ Ha
7-1 neHpb cocrapiseT 23,4 MKI/T, a yepe3 7 JHel mocie npuemMa BTopor 1036l — 7,1 MKI/T.
KonuenTpanus ¢ykoHa3osia B HOITSAX MOcie 4-MEeCIYHOTO MPUMEHeHus B 1o3e 150 Mr oauH pas
B Hezlento coctanisieT 4,05 MKI/T B 310pOBBIX U 1,8 MKI/T B TOpa)KEHHBIX HOT'TAX; Yepe3 6 Mecs1eB
II0CJIE 3aBEPILEHUs Teparnuu (IIyKOHA30JI O-IIPEXKHEMY ONpPEAEISAeTCSA B HOITSX.

BI/IOTDaHC(bODMaHI/IH

[{upkynupytomire MeTaboIUTh He 00HAPYKEHBI.

DJIMMHUHALMS

[Ipemapat BBIBOAUTCS B OCHOBHOM Noukamu; ipuMepHO 80 % BBeIeHHOM 10361 0OHAPYKHUBAETCS
B MOu€ B HEeM3MeHEeHHOM Bujie. Kiupenc (rmykoHas3osa nponopiuoHaieH KIMPeHcy KpeaTHHUHA.
JlnurenbHbI IEpUOJ MOJTYBBIBEACHHS M3 IIa3Mbl KPOBU IO3BOJISIET NMPUHUMATh (IyKOHA30JI
OJIHOKPaTHO NpU BarMHAJbHOM KaHJWJ03€ U OJIMH Pa3 B CYTKU WJIM OJIMH pa3 B HEJENI0 — MpU
JIPYTUX TIOKA3aHUSIX.

B xone uccrnenoBanusi papMakoOKUHETUKU € ydacTHeM 10 >KEeHIIMH, BPEMEHHO WM MOJHOCTHIO
MPEKPATUBIIUX KOPMIICHUE TPY/IbIO, OLICHUBAIIU KOHIIEHTPAIHIO (JIIyKOHA30J1a B TUIa3Me KPOBU U
TPYAHOM MOJIOKE B TeueHHe 48 4acoB IOCIe OJHOKpAaTHOTO mpuema 150 mr durykoHazoua.
@®iykoHa30s1 Obl1 OOHApYyKEH B IPYJIHOM MOJIOKE B CPEIHEN KOHILIEHTpalMH, COCTaBISIOLIEH
npubnu3utenbHo 98 % oT KoHueHTpauuu (rykoHasona B IutazMe KpoBu Mmarepu. CpemHsis
MUKOBasi KOHIIEHTPAIIMsI COCTaBsia 2,61 Mr/i mo ucteueHuu 5,2 4acoB Mocye MpreMa mpernapara.

CDaDMaKOKI/IHGTI/I‘IGCKaﬂ-d)aDMaKOI[I/IHaMI/ILIGCKaH 3aBUCHUMOCTD

B wmccnenoBaHusX Ha JKUBOTHBIX BBISABIICHA 3aBUCHMOCTb MEXKIY 3HAUYEHUSMH MHHHUMAIIbHOU
uHrn6upyromeit konuertpaunu (MUK) u 3QppexTMBHOCTBIO B OTHOLIEHUU SKCIEPUMEHTAIBHBIX
MHKO30B, 00yCJIOBIICHHBIX IprOKoM pona Candida. B kIMHHYECKUX UCCIIETOBAHHUIX HMENIO MECTO
npakTudecku guHeitHoe oTHomenue 1:1 mexny AUC u no3oit paykonazona. CymecTByeT XOTs U
npsMasi, HO HETOJIHAs B3aUMOCBs3b Mexny mokasateneM AUC wminu 11030i M yCHEIIHBIM
KJIMHAYECKHMM OTBETOM KaHH103a POTOBOHM IOJIOCTH M B MEHBINEH CTETEeHW KaHIUJIEMUU Ha
Tepanuio. AHAJIOTUYHBIN METOJT JIEYEHHUS B MEHbLIEH CTeNeHH! OJXOAUT JUIsl JIeUeHUs! HHPEKIUi,
BbI3BaHHbIX MTaMMaMu ¢ Beicokoit MUK ¢daykonaszona.

JInna moKujioro Bo3pacra

bbulo ycraHOBIIEHO, YTO MPH OJHOKPATHOM NMpUMEHEHHH (pirykoHaszosa B 103e 50 M BHYTPh Y
MNOXXWIBIX MAallMeHTOB B Bo3pacTe 65 JIeT M crapliie, HEKOTOpble M3 KOTOPHIX OJHOBPEMEHHO
OpUHUMAIHU TUypeTUKH, Cmax JOCTUranack uepes 1,3 4 nmocne npuema u cocrasisiia 1,54 Mxr/mi,

cpennane 3HaueHust AUC — 76,4 + 20,3 MKr-u/mi1, a CpeaHHNA TIEPHOJ] OTyBbIBeneHUS — 46,2 4.
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3HaueHus 3TUX (apMaKOKMHETUYECKUX MapaMETpoB B}'ﬂl‘:_t'::,::xlgvg ':T\'/Ioggﬂlbﬁnau cH OB 'qTo

BEPOSITHO, CBSI3aHO C TIOHM)KEHHOW MMOYEYHON (PYHKITMEH, XapaKTepHOU ISl TOKUIIOTO BO3pacTa.
OnHOBpEMEHHBIH PHEM AUYPETUKOB He BbI3bIBAN BhIpakeHHOTo u3MeHeHuss AUC u Crax.

Knupenc kpeatununa (74 mu/mMuH), mpoueHT (GIyKoHa301a, BBIBOAUMOIO MOYKaMH B HEU3MEHHOM
Buge (0-24 u, 22 %), u moucunslii KaupeHc (aykonazona (0,124 MI/MHH/KT) Y OKHIBIX

ManuEHTOB HUXKE IO CPAaBHECHUIO C MOJIOABIMH.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. Ilepeyenb BcnoMoraTe/ibHbIX BellleCTB

Kpaxman kykypy3Hblid

[ToBu10H (MOAMBUHUITUPPOIIHIOH HU3KOMOJICKYJIISIPHBII )

Kanbuus creapar

Hatpus naypuicynbdar

Bcnomozamenvhule 6eujecmea 0nsa kancynvl

Tutana guokcun (E171)

Kpacutens cunuii narentoBanusiii (E131)

Kenatun

6.2. HecoBmecTUMOCTB

He npumennmo.

6.3. Cpok roaHocTu (CpoOK XpaHeHHs)

3 rona.

6.4. OcoOble Mepbl NPEO0CTOPOKHOCTH NPH XPAHEHUH

XpaHuTh npu Temneparype He Boie 25 °C.

6.5. XapakTep u copep:kaHue NePBUYHONH YIAKOBKH

Ipu npouzsoocmee na AO «AJIMYM» u OO0 « HUAPMEIUK ®APMA»:

[To 1, 2,4, 6,7, 12 kancyn B 61ucTep U3 IUICHKH MOJMBUHUIXIOPUIAHON U (POTBTY ATFOMHUHHEBON
[I€YaTHOW JIAKUPOBAHHOM.

ITo 1, 2 GniucTepa BMecTe ¢ UHCTPYKIMEN 11O MPUMEHEHHIO IIOMEIIAIOT B MAYKy KapTOHHYIO.

IIpu npouzsoocmee na AO «buoxom»:

[To 1, 4, 10 xamcyn B OnucTep W3 TUIEHKH TOJMBUHWIXJIOPHIHOW U (DONBIH aTOMUHHEBOM
[I€YaTHOW JIAKUPOBAHHOM.

ITo 1, 2, 3, 4, 5, 6 GiucTepoB BMECTE ¢ WHCTPYKIIMEH MO MPUMEHEHHUIO MOMEMIAIOT B MAYKy

KapTOHHYIO.
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6.6. Oco0ble Mepbl MPEIOCTOPOKHOCTH  mpH' N etowenr  Gicnbmuiosattioro

JIEKAPCTBCHHOI'0 npemnapara HJIH 0TX0/10B, MOJTYYCHHBIX mocJjie NMPUMEHECHUSA
JIEKAPCTBCHHOI'O IIpenapara, 1 Apyrue MaHMnyJasiuu € nmpemnapaTomM

Oco0bie TpeOOBaHMS OTCYTCTBYIOT.

7. AEP)KATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHUSA

Poccniickas @enepanvs

AO «AJINYM»

Anpec: 142279, MockoBckas 00i1., T. Ceprryxos, 1. O6oiieHck, Tep. KBapran A, 1. 2.
Tenedon: +7 (495) 646-28-68

OnekrponHas modra: info@binnopharmgroup.ru

7.1. [IpeacraBuTeb J€pPKATENSA PETHCTPANHOHHOTO YIOCTOBEPEHHS

IIpereH3un HOTDC6HT€JI€I>1 HAaImpaBJIATH I10 aApPECy.

Poccniickas @enepanns

AO «AJINYM»

Anpec: 142279, MockoBckas o0i1., T. Cepnyxos, 1. O6onenck, tep. Ksapran A, 1. 2.
Tenedon: +7 (495) 646-28-68

OnekrponHas moura: info@binnopharmgroup.ru

8. HOMEP PETCTPAIIMOHHOI'O YIOCTOBEPEHUS
JITI-Ne(001911)-(PT-RU)

9. IATA NEPBUYHOM PETMCTPAIIMA (ITIOATBEPXKJIEHHS PETHUCTPAIIUM,
NEPEPET'UCTPAIINN)
Mara nepsoii peructpanuu: 09.03.2023

10. JATA HIEPECMOTPA TEKCTA

OOmiass xapakTepHCTHUKa JieKapcTBeHHOro mpermapata @iykoHazon-OBL  moctymna Ha
WH(OPMAIIMOHHOM TopTajie EBpa3suiCKOro SKOHOMHYECKOTO C€OI03a B HH(OPMAIMOHHO-

KOMMYHUKaIIMOHHOM cetn « MHTepHeT»: http://eec.eaeunion.org/.

24



