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Tudaykcan

PerncrpanuoHHblii HOMep:
Toprosoe HaumeHoBaHue: Tudaykcan
Me:kayHapogHOe HeMATEHTOBAHHOE HJIH IPYNNUPOBOYHOE HAMMEHOBaHUe  (DITYKOHA30]

JlekapcTBeHHas ¢opma: pacTBOp 1A HHPY3HHA

CocraB

1 M mpenapara COAEPKUT:

Heticmeyrowee eeujecmeo:

dnykoHa30I 2,0 mr
Bcnomozamenvhvie eewjecmesa:

Harpus xmopun 9,0 mr

Bona nis napexuuii 1o 1,0 mn
Teoperudeckas ocMoJsIpHOCTD: 315 MOcwm/It.

Onucanue

[Tpo3paunblit OeCIBETHBIN pacTBOP.

dapmakoTepaneBTHYeCKasi I'PyNna. MPOTHBOTPUOKOBBIE CPEICTBA CHCTEMHOIO JCHCTBUS;

MIPOM3BOIHBIC TPHUA30J1a U TETPa30Ja.
Kon ATX: JO2ACO1

DapMaKoJIOrHYecKue CBOMCTBA

Dapmaxoounamuka

OyKOHA30JI, TPUA30JIbHOE MPOTHBOTPHUOKOBOE CPEICTBO, SBISIETCS MOIIHBIM CEJCKTHBHBIM
WHTUOUTOPOM CHHTE3a CTEPOJIOB B KIIETKE TPHOOB.

Ero ocHOBHOM MexaHuW3M JEHCTBHS 3aKJO4aeTcss B MHIHOMPOBAHMM OIMOCPEIOBAHHOM
rpuOKoBbIM  1UTOXpoMoM  P-450  peakumm  nemermwnupoBanHus  14-anbdananocrepona,
SIBJISTFOIIIEHCST KITFOUEBBIM ITArioM OMOCHHTE3a »procTeposia B rpubdbax. Hakommenue 14-anbda-
METHJICTEPOJIOB KOPPETUPYET C TOCIEAYIOUIe MoTepel Iprocreposa, BXOJSIIETO B COCTaB
KJIETOYHOM MeMOpaHbl rpUOOB; 3TOT MPOIECC, BOSMOXKHO, JISKUT B OCHOBE MPOTHBOIPUOKOBOTO
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nerictBust (aykoHazona. [lokazano, 4To ¢uyKOHA30T OOJCE CCIICKTUBEH 110 OTHOMICHUIO K
dbepmenTaM cemelictBa 1uroxpoma P-450 rpuOoB, YeM IO OTHOIICHUIO K pPa3IuYHBIM
dbepmeHnTaM cemeiicTBa nutoxpoma P-450 MiiekonuTaronux.

@®nykoHazos 00NagaeT BBICOKOW CHEUM(UYHOCTBIO B OTHOLICHMHM TPHOKOBBIX (PEPMEHTOB,
3aBUCUMBIX OT mutoxpoma P-450. Tepamusi dhaykoHazonom B go3e 50 Mr/cyt B TedeHHE 10
28 nHell He BIUSET HA KOHIUEHTPALMI0O TECTOCTEpOHA B IIa3Me€ KPOBU y MYXKYMH WIH
KOHLEHTPALMIO CTEPOUIOB B IJIa3Me€ KPOBM Y JKEHILIUH JAETOPOAHOrO Bo3pacta. DiyKoHa30J B
no3e 200-400 mr/cyT He OKa3bIBaeT KIMHUYECKU 3HAYMMOTO BJIMSHUS Ha YPOBHHU SHJIOTEHHBIX
CTEpOMIOB M HMX PEaKIUI0 Ha CTUMYJLIIHIO aapeHokopTukorpornHoro ropmona (AKTT) y
3JI0POBBIX MYKUHMH-A00pOBOIIbLEB. VccnenoBanus B3aMMOACHUCTBUS C aHTUITMPUHOM TTOKa3aJH,
YTO HU OAHOKPATHBIA, HU MHOTOKpPATHBIN MpueM 1103 (piykoHa3omna mo 50 Mr He BIHSET Ha ero
METa0O0IIN3M.

3asucumocmo napamenipoe d)aDMClKOKMHemuKu u d)apmakoc)uHamuKu

B uccrnenoBaHusaX Ha JKMBOTHBIX BBISBJICHA 3aBHCHUMOCTb MEXIY 3HAYEHHUSIMH MHHHUMAJIbHOM
uHru6upyromeit konnenrpaunu (MHUK) u 3¢ ¢eKTHBHOCTHIO B OTHOLIEHUH 3KCIIEPUMEHTAIBHBIX
MHKO30B, 0OYCJIOBIICHHBIX IpuOkoMm poxa Candida. B kimHHYECKHX HCCICIOBAaHHSX HMEIO
MECTO TpakTHuecku JmHelHoe oTHomenme 1 : 1 mexay AUC u nmosoit duykonasona.
Cy1ecTByeT X0Ts U IpsiMasi, HO HEIOJIHAs B3aUMOCBs3b Mex 1y nokazateneM AUC unu 10301 u
YCHEIHbIM KJIMHUYECKUM OTBETOM KaHAM103a POTOBOM IOJOCTH W B MEHBIIEH CTENECHU
KaHIUJAEMHH Ha Tepanuio. AHAJIOTMYHBIM METOJ| J€UeHUsI B MEHbIIEH CTENEHU MOAXOIUT IJIf
JedeHus: nH(QEKINi, BbI3BaHHBIX mTaMMamu ¢ Beicokoit MUK ¢uykonaszona.

Muxpobuonozus

®rykoHa301 TMPOAEMOHCTPHUPOBANl TPOTHBOTPUOKOBYIO AKTHBHOCTH IN Vitr0 B OTHOLICHHH
HanboJyiee pacpOCTPAHEHHBIX B KIMHUYECKON mpakThke BumoB rpuOka Candida (Bkimrouas
C. albicans, C. parapsilosis, C. tropicalis). Jlna rpuboB poma C. glabrata wu
C. guilliermondii MUK ¢nykonasomna siBisiercst 6oiee BEICOKOH, B TO BpeMs kak C. Krusei umeer
NPUPOIHYIO YCTOHYMBOCTh K (urykoHa3onmy. HemaBHo mosiBuBHIMecss Buibl rpuOka C. auris
OTHOCUTENIbHO  yCTOMYMBBI K  BO3JACHCTBUIO  (pilyKOHa30jla.  YCTaHOBJIEHAa  TaKXKe
qyBCTBUTEIBLHOCTh (uIyKoHa3o0ia 1IN Vitro B ortHomenun Cryptococcus neoformans wu
Cryptococcus gattii, a Takxke NpPOTHB 3HICMHYCCKMX IIJICCHEBBIX TIpuOKkoB Blastomyces
dermatitidis, Coccidioides immitis, Histoplasma capsulatum u Paracoccidioides brasiliensis.

[Ipy BHYTpUBEHHOM BBeIE€HUU (PIIYKOHA30J MPOSBIISAET aKTUBHOCTh HAa PA3IMUHBIX MOJEINSAX

rpuOKOBbIX MH(EKIMl y KUBOTHBIX. [IpogemMoHCTpupoBaHa AakTUBHOCTH Tpernapara Ipu
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OINMTOPTYHUCTHYCCKUX MHKO3aX, B TOM UYHCIE  BBIBBAHABIX — Candida—spp.—(Brimouas
reHepaaM30BaHHbIM KaHAWI03 Yy KMBOTHBIX C IIOJABICHHBIM MMMyHHTeTOM), Cryptococcus
neoformans (Bkitodasi BHyTpuuepenubie uHdekuun), Microsporum spp. u Trychophyton spp.
VYcraHOBIICHA TAKKE aKTHBHOCTD (DIIyKOHA30J1a Ha MOJICIISIX SHAEMHUYIHBIX MHKO30B Y )KUBOTHBIX,
BkIovyas mH(pekuuu, Bei3BaHHbIe Blastomyces dermatitidis, Coccidioides immitis (Bxirouas
BHyTpHuepenubie uHMekmuu) u Histoplasma capsulatum y KHBOTHBIX ¢ HOPMAaJIbHBIM W
O/IaBJICHHBIM HMMYHHUTETOM.

Mexanuzmbvl pazeumus pe3ucmeHmHoCmu K Gb]lVKOHClS’O]lV

Y o00buHO BocmpuuMuKBbIX BuaoB Candida namboiee 4acTo BCTpEYaOIIMiiCS MEXaHH3M
YCTOMUMBOCTU BKJIIOYACT IIeJIeBble (PEPMEHTHI a30JI0B, KOTOpbIE YYaCTBYIOT B OHOCHHTE3€
sprocreposia. MeXaHM3M PE3HCTEHTHOCTH CBSI3aH CO CHMIKCHHOW UYyBCTBHTEIBHOCTHIO
(depMeHTa-MHIIEHN K HHTHOUPYIOIIEMY BO3ICHCTBUIO uryKoHa30a. ToueyHble MyTalluu B T€HE
ERGI11, xomupyromeM GpepMeHT-MHUILIEHb, TPUBOAIT K BUAOU3MEHEHHUIO MHUILICHH U CHUKCHHUIO
adbduHHOCTH K a3oynaM. YBenuueHue oskcnpeccun reHa ERGI11 mpuBoautr k mpoayKuuu
BBICOKMX KOHIEHTpauud (epMeHTa-MUILIEHH, YTO CO3JaeT IMOTPEOHOCTh B YBEJIWYECHUU
KOHIIGHTpalu# (IyKOHA30JIa BO BHYTPHKJIETOYHOMN KHIKOCTU JUIS TOAABICHUS BCEX MOJEKYI
(dbepMeHTa B KIIETKE.

Bropoii 3HauMTENBHBII MEXaHM3M PE3UCTEHTHOCTH 3aKJIIYaeTCsl B aKTUBHOM BbIBEJICHUH
¢diyKkoHa301a M3 BHYTPUKIETOYHOIO MPOCTPAHCTBA IOCPEACTBOM AaKTHBALIUM [JBYX THUIIOB
TPaHCIIOPTEPOB, YUACTBYIOLIUX B aKTUBHOM BbIBeJIeHUU (3 uirokce) npenaparoB U3 rpuOKOBOI
kiaeTku. K TakuMm TpaHcmopTepaM OTHOCHUTCSI TJaBHBIH TOCPETHHK, KOTUPYEMBIH TE€HaMH
MHOXECTBEHHOW JiekapcTBeHHOM ycroitumBoctu (MDR), wu cymepcemeiictBo AT®-
CBSI3BIBAIOIIICH KacCeThl TPAHCIOPTEPOB, KOJUPYEMOe T'eHaMu pe3ucteHTHocTH rpudos Candida
K a30J10BbIM aHTHMUKOTHKaM (CDR).

['unepakcnpeccus rena MDR mpuBoIuT K pe3nCTEHTHOCTH K (PIIyKOHA30Jy, B TO K€ BpeMs
runepakcnpeccus reHoB CDR MoxkeT npuBoANTh K pE3UCTEHTHOCTH K Pa3IMYHBIM a30J1aM.
PesucrentHocts k Candida glabrata ooeruno omocpenoBana runepskcnpeccueii rera CDR, 4to
MPUBOJIUT K PE3UCTEHTHOCTH KO MHOTMM aszojaM. Jlima tex mramMmoB, y koTopbix MUK
ornpezensercs Kak mpoMexyrouHas (16-32 mr/m), pekoMeHayeTcsi MPUMEHSATh MaKCUMallbHbIE
710361 (ITyKOHA30J1a.

Candida krusei cnemyer paccmarpuBaTh Kak pE3HCTEHTHYIO K (urykoHaszomy. MexaHu3M
PE3UCTEHTHOCTH CBS3aH CO  CHW)KCHHOW YYBCTBUTEIBHOCTHIO  (epMEHTAa-MUIICHH K

WHTUOMPYIOIEMY BO3/IEHCTBHIO (hIyKOHA30J1a.
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Hozepanuunvie 3Hauenus 4¥yecmeumebHoCmu

THoepanuunvie snauenus wyecmseumenvrnocmu (coenacno EUCAST)

OcHoBbIBasich Ha aHanm3e (papMakoKuHeTHYeCKUX/papmakoguHamudeckux (OK/DJ]) naHHBIX,
qyBCTBUTEIBHOCTH IN Vitro u kimanyeckom otBere EUCAST-AFST (EBpormeiickuii KOMUTET 110
OINPENICIEHNUI0 YYBCTBUTEIIBHOCTH K AaHTUMHUKPOOHBIM IIpenapaTtaM — [OAKOMHUTET I10
OIPENICIEHNI0 YYBCTBUTEIBHOCTU K MPOTUBOTPUOKOBBIM IpernaparaM) ONPEAETIHSI TPaHUIIbI
qyBCTBUTENbHOCTH K (irykonaszonmy ans BumoB Candida (moxyment «EUCAST Fluconazole
rational document (2013 r.)» — penmakuus 2; EBpomnelickuii KOMHTET IO OINPEACICHUIO
YyBCTBUTEIBHOCTH K AHTUMHUKPOOHBIM IIpernaparaM — MOJKOMHMTET [0 OIpEaesICHUIO
YyBCTBUTEIBHOCTH K NPOTUBOTPUOKOBBIM IpenapaTaM (HOKyMEHT «Tabmuipl NOrpaHUYHBIX
3HaYeHWH UyBCTBHTEIBHOCTH s wWHTeprperanun 3Hadennd MUK (2018-02-12)» -
penakius 9.0). IlorpaHuuHble 3HA4YCHUs] OBUIM pa3[elieHbl HAa HE OTHOCSIIUECS K BHIAM,
KOTOpBIE OBIIIH OTPEIEIICHBI IPEUMYIIECTBEHHO Ha OCHOBaHWY NaHHBIX OK/D/] u He 3aBHUCAT OT
pacripenesnenuss MUK 1uis KOHKpPETHBIX BHIOB, M CBS3aHHBIE C BHMJAMM, KOTOpble Hauboiiee

4aCTO BBI3BIBAIOT I/IH(I)GKI_II/II/I y J'IIO,Z[CIZ. OTH INOTPAaHUYHBIC 3HAYCHUA IMPCACTABICHBI B Ta6J'II/II_[C

HUXKCE.
rpaHI/II_[LI YYBCTBUTCIIBHOCTHU, KOTOPBIC 3aBUCAT OT BUIA rpaHI/II_UpI
IIpotuso- B0o30ynutens (U</P>) B Mr/n YyBCTBUTEJIBHOCTH,
rpHOKOBEIC Candida | Candida | Candida | Candida | Candida |<° °P™° fe 3aBUCHT
npenaparsl . . . o ot Buga™ (U</P>)
albicans | glabrata krusei |parapsilosis| tropicalis B MO/
dryKoHa301 2/4 0,002/32* - 2/4 2/4 2/4

Y — qyBCTBUTENbHBIN, P — pE3UCTEHTHBII.
A — IpaHUIB YyBCTBUTEILHOCTH, KOTOPBIE HE 3aBUCAT OT BHJA BO30YIUTENs, ObLIN ONMpeIeeHbl
MIPEUMYIIECTBEHHO Ha OocHOBaHMM JaHHbIX DK/DJ[ u He 3aBuciaT oT pacnpenenenus MUK
KOHKPETHBIX BUJ0B. OHU IIpeAHA3HAYEHbl UCKIOYUTENBHO JUUI IPUMEHEHHUs I OpPTraHU3MOB,
KOTOpbIE HE UMEIOT CHEeNN(UIECKOTO MOIPAaHUYHOT0 3HAUCHHUSL.

IIpouepk — HE pPEKOMEHAYETCS IPOBOAUTH WCIBITAHHUS HA YYBCTBUTEIBHOCTb, IIOCKOJIBKY
JTAHHBIN BUJ TUIOXO MOAIAETCS TEPAUU YIOMSHYTHIM JIEKAPCTBEHHBIM IPEIApaTOM.

* 3uauntenbHoe umcio uHpekuuit BbiBano C. glabrata, mis xoroporo 3mauenunss MUK
(iryKoHa301a COCTaBIAIOT 2-32 MI/J IPH OTCYTCTBUU MEXAaHU3MOB PE3UCTEHTHOCTH.

[TockonbKy CylIecTByeT Majo JIEKAPCTBEHHBIX CPEACTB, MOAXOMSALIMX IS JISUSHUsT MHPEKIUHA
MOUEBBIBOJIALINX MyTeH M MHPEKIUN CIU3UCTBIX 000JI0YEK, MOJIEKAIINX JICUEHUIO B YCIOBHSIX

MEPBUYHON MEAMIIMHCKON TOMOIIH, (DIyKOHA3071 MOXKET OBITh MOIXOIAIMM BbIOOpOM. B

cinydasix, Koraa (IyKOHA30 SIBISETCS €AMHCTBEHHBIM JOCTYHMHBIM IMPOTHBOTPHUOKOBBIM
4
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CpeACTBOM Ui JieueHuss wuH(EKIuid, BBIBBAHABIX —C.  glabrata,—™MoskeT ToTpeGoBaTHCH
pUMeHeHHe 0oJiee BHICOKOM JT03bI IIpernapara.

Henocrarouno nokas3aTtenbCTB TOTO, YTO CIEAYIOUIME IITAMMBI SIBJISIOTCS XOPOIIMMH
muIeHsMu i Tepanun ¢urykonasonom: C. dubliniensis, C. guilliermondii.

Toepanuunvie 3nauenus yyscmseumenvHocmu (coenacuo kpumepusm UKJIC)

[Torpanuunbie 3HayeHus: yyBcTBUTENbHOCTU (U), mpusHanubie MHcTHTYyTOM KimHuueckux u
Jla6opatopubix CranmaptoB (MKJIC), omuHakoBbl, 3a uckiaroueHuem Buga C. glabrata, mis
KOTOPOTO HE YCTAaHOBJIEHBI IOTPaHUYHbIC 3HAYeHHs Y, TOJNBKO NPU3HAHO MOTPAHUYHOE
3HaueHue u/l3 (dyBcTBUTENbHBIN go0303aBucuMbIi) < 32 wmr/n. UKJIC Takxke ompenenser
norpanu4Hoe 3Hadenue u/l3, pasHoe 4 wmr/m, mis BugoB C. albicans, C. parapsilosis u
C. glabrata, u > 8 mr/n kak 3HaueHue pesucteHtHocTH (P) mnst atux Tpex BumoB (MHCTUTYT
Kinunnueckux u  Jlabopatopubix CrangaptoB (MKJIC)). HopmaTuBHBIE MOKa3aTelu
OTIpeieNIeHus] IPOTUBOTPUOKOBOM YYBCTBUTEIHLHOCTH TUIECHEBBIX TPHOKOB. 1-if Biyck. MKJIC
nonosiaenrne M60 (ISBN 1-56238-828-2 [Print]; ISBN 1-56238-829-0 [Electronic]). WuctutyT
Knunnueckux u JlaGopatopusix CranmaptoB, 950 Bect Bamnu Poyxn, Crout 2500, Baiine,
[TercunsBanus 19087 CIIIA, 2017).

lloepanuunvie 3nauenus uyecmeumenvhocmu coenacio kKpumepuim FDA  (Tpebosanus
FDA CIIIA ons USPI)

Food and Drug Administration (FDA) Coenunennbix IlltaToB AMepukH NpPHHAMAET
norpannuynbie 3HadeHuss Y um P UKIIC; xors He wucnonp3yer TepMuHOJIOTHIO 4Y/[3
paccMarpuBaeT 3TH 3HaueHHs Kak «mpomexyTtounsie» (1) (https://www.fda.gov/STIC).
DapmakoKkunemuxa

®dapMakokrHEeTHKa (IIyKOHA30JIa CXOJHA NPHU BHYTPHUBEHHOM BBEJCHUU U TMPHUEME BHYTPb.
KonrenTpanus B mia3mMe KpoBH MPOIMOPIMOHANIBHA J103€ U JocTuraeT MakcuMyMa (Cmax) gepe3
0,5-1,5 gaca moce nmpuema ¢urykoHa30J1a HATOIIAK, a Iepro T moryBeiBeeHus (T1/2) cocTaBseT
okoJ10 30 yacoB. 90 % paBHOBECHOI KOHILEHTpAIMU JAOCTUraeTcs K 4-5-My JHIO Mociie Hayana
Tepanuu (IpU MHOTOKPATHOM TpueMe Tpernapara 1 pas B CyTKH).

Brenenue «ymgapHoi» m03sl (B 1-#1 1eHB), B 2 pa3a MPEBBIMIAIOIICH OOBIYHYIO CYTOUYHYIO J103Y,
Jies1aeT BO3MOKHBIM JTocTikeHne 90 % paBHOBECHOW KOHIEHTPALUU KO 2-My JTHIO TEPAIUU.
O6wem pacnpezneneHus NpUOIMKAeTCs K 00LIEeMy COJEpXKaHHUI0 BOJbI B opraHu3me. CBs3biBa-
HUE ¢ OeKamMHu 1a3Mbl KpoBU — Hu3Koe (11-12 %).

@1yKOHA30J1 XOPOIIO MPOHUKAET BO BCE JKUIKOCTU opranu3ma. Konnenrpanuu ¢iaykoHaszona B

CJIFTOHEC U MOKPOTE CXOAHEBI C €TI0 KOHICHTpAaIWsAMHA B IIJIa3ME KPOBH. v MaIMECHTOB C FpI/I6KOBBIM
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MCHHHIUTOM KOHICHTpalunu (bJ'IYKOHaSOHa B CIIMHHOMO3IOBOM AKHNAKOCTH COCTAdB/IAKOT OKOJIO
80 % OT ero KOHIIEHTpalUi B TJ1a3Me KPOBH.

B poroBowm croe, sanuaepmuce, 1epMe U NOTOBOM JKUJIKOCTU JTOCTUTAIOTCS BBICOKHE KOHIIEHTpPA-
[IMU, KOTOPBIEC MPEBBIIIAIOT CHIBOPOTOUHBIC. DITyKOHA301 HaKAIIMBAETCs B poroBoM cioe. [1pu
npueme B 103¢ 50 mMr 1 pa3 B CyTKH KOHIIEHTpaIrus (IyKoHa30J1a B pOrOBOM cjioe yepe3 12 aHei
cocTaBisieT 73 MKI/T, a 4epe3 7 JHEH mociie MPeKpameHus JIieueHuss — ToJibko 5,8 Mkr/r. [Ipu
npuMeHeHur B o3¢ 150 mr 1 pa3s B Hemenro KOHICHTpaIus (IyKOHA30JIa B pOTOBOM CIIO€ Ha
7-1 neHpb coctapiseT 23,4 MKI/T, a uepe3 7 JHEH mocie mpruemMa BTOpoi 10361 — 7,1 MKI/T.
[Ipenapat BbIBOAMTCSA, B OCHOBHOM, IToukamu; rpumepHo 80 % BBenEeHHOM 103bI 0OOHAPYKUBA-
eTcsl B MOYe B HEM3MEHEHHOM Buje. KiupeHc ¢uiykoHa3os1a mponopiuoHaieH KIUPEeHCy Kpea-
tuHuHa (KK). Hupkynupyromue metaboinTel He 00HAPYKEHBI.

JlmarenpHbIi T1/2 U3 TUTa3MBI KPOBU TIO3BOJISIET MPUMEHATH (UIyKOHa30J1 1 pa3 B cyTku mwiu 1 pa3
B HEJIENIO — MPU JPYTUX IMOKA3aHUSAX.

B xone uccnenoBanusi papmakoknHeTHKH ¢ ydactueMm 10 KEHIMH, BPEMEHHO WJIM MOJHOCTHIO
MPEKPATUBIIUX KOPMIIEHUE TPY/IbIO, OLIEHUBAIM KOHIIEHTpAIUIO (PIIyKoHAa30J1a B MJIa3Me KPOBH U
TPYAHOM MOJIOKE B TeUeHHE 48 4acoB mocie ogHokpaTHoro npuema 150 mr npenapara. dnykona-
3011 ObUT OOHapyKeH B TPYJTHOM MOJIOKE B CpEeIHEH KOHIIEHTPALlMH, COCTAaBIAIOLIEH MpuOIn3u-
TenbHO 98 % OT KoHILEeHTparuu ¢GIyKOHa30/1a B Mia3Me KpoBU marepu. CpemHss MUKOBas KOH-
HEHTpalys B TPYJHOM MOJIOKe cocTaBisia 2,61 Mr/m mo ucredeHuu 5,2 4acoB IMOCIe Mpuema
npernapara.

DapmakoKunemura y 0moeabHvlX ZPynn nayueHmoe

Dapmaxokunemuxa y oemeti

V neren ObLIH IMMOJIYUCHBI CIICAYIOIHUEC 3HAUCHUS (I)apMaKOKI/IHeTI/I‘{eCKI/IX nmapaMeTpoB:

[Tmomaaes moa KpuBoOi
Bo3spacr Jlo3a (MT/KT) Ta2 (qac) ?;;ﬁ;figajg’)l-
(MKT-u/M)
11 mmeit — 11 mecsres OnHOKpaTHO — B/B 3 MI/KT 23 110,1
5 met — 15 net MHOTOKpaTHO — B/B 2 MI/KT 17,4* 67,4*
5 netr — 15 net MHOTOKpPAaTHO — B/B 4 MI/KT 15,2* 139,1*
5 netr — 15 net MHOTOKpaTHO — B/B 8 MI/KT 17,6* 196,7*

* [MOKa3aTeNlb, OTMCUCHHBIN B ITOCICIHUM I€Hb

HenonomeHHbIM AeTsaM (0KoIo 28 Henenb pa3BUTHs) (IIYKOHA30J1 BBOAWIN BHYTPHUBEHHO B J0-
3¢ 6 MI/KT KaX/IbIi 3-i IeHb 0 BBEACHUS MAaKCUMYM 5 7103 B TO BpPeMsl, TIOKa JICTH OCTABAJIMCh B
oTneneHnu nHTeHcuBHou Tepanuu. Cpeanuit T1 cocTaBnsin 74 vaca (B mpenenax 44-185 gacon)
B 1-ii n1eHb, C yMEHbIIIEHHEM Ha 7-i1 eHb B cpeaHeM 1o 53 dacoB (B npeaenax 30-131 yaco) u

6
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Ha 13-# geHs B cpenneM 110 47 yacoB (B npeaenax 27-68 9acos).

3nauennie AUC cocrtapisio 271 mkr-g/mi (B npenenax 173-385 mkr-u/mun) B 1-i 1eHb, 3aTeM
yBeMuuBaiock A0 490 Mkr-u/mi (B npeaenax 292-734 mkr-u/mi) Ha 7-i JI€Hb U CHHKAIOCh B
cpeareM a0 360 Mkr-u/mi (B mpeaenax 167-566 mMxr-u/mi) k 13-my aHio.

O6nem pacnpeneneHus coctasisut 1183 mur/kr (B mpenenax 1070-1470 mur/kr) B 1-ii 1eHb, 3aTeM
yBenuuuBajics B cpearem 1o 1184 mu/kr (B mpexemax 510-2130 mur/kr) Ha 7-H JIeHb W 110
1328 ma/kr (B mpenenax 1040-1680 mur/kr) Ha 13-ii neHb.

DapmakokuHemuKra y nayueHmos NoNCUL020 803pacma

bbuio ycTaHOBIIEHO, YTO MPU OJTHOKPATHOM MpUMEHEHUH (IIyKoHa30ia B 03¢ 50 Mr BHYTPH Y
MOKUJIBIX TAIIMEHTOB B BO3pacTe 65 JeT W crapiie, HEKOTOpbIe U3 KOTOPHIX OJHOBPEMEHHO
OpUHUMaIu AuypeTukd, Cmax AocTHranach uepe3 1,3 wyaca mocie mnpuemMa U COCTaBisIa
1,54 mxr/mi, cpennne 3Hauenus AUC — 76,4 + 20,3 mkr-u /M, a cpeqauit Ti2 — 46,2 gaca.
3HaueHus 3TUX (HaPMAKOKMHETUICCKUX TapaMETPOB BBIIIE, YEM y MOJIOABIX MAIMEHTOB, YTO,
BEPOSATHO, CBSI3aHO C MOHIKEHHOM MOYeuHON (PYHKIIMEH, XapaKTepHO! Ui MalMeHTOB MOXKUIIO-
ro Bo3pacta. OTHOBPEMEHHBIN IPUEM TUYPETUKOB HE BBI3bIBAI BhIpaskeHHOro n3menenus AUC
1 Cmax. KK (74 Mn/mun), nponieHT (iaykoHa3051a, BHIBOJIUMOTO TIOYKaMH B HEH3MEHEHHOM BH/IE
(0-24 4, 22 %), u mouyeuHslit KIupeHc puykonaszona (0,124 MII/MUH/KT) Y TAIIMEHTOB TTOXKUIOTO

BO3pacTa HUXKE 11O CPABHCHHUIO C MOJIOJBIMHU.

Iloxka3zanus K NPUMEHEHHIO

na neuenus cneoyrougux 3a0onesanuii Yy 63poCjiblX.

® KPHUINTOKOKKOBOI'O MCHUHTHTA;

®  KOKIIUJNOUJIOMHKO3a;

® WHBA3WUBHOT'O KaH/W03a;

e KaHIMJI03a CIM3UCTBIX O0OJIOYEK, B T.4. Opo(dapWHTEalbHOTO KaHIMI03a, KaHAWI03a
NHIIEBO/IA, KAHIUYPHU H XPOHUYECKOTO KaHU/103a KOXKH U CIM3HCTBHIX 000JI0YEK;

® XPOHHYECKOr0 aTpOPHUYECKOr0 KaHIUI03a POTOBOM TMOJOCTH (CBSI3AaHHOTO C HOIICHUEM
3yOHBIX TIPOTE30B), KOTJa COOJIOJEHHS THUTHEHBI ITOJIOCTH pPTa HMJIM MECTHOTO JICUCHHS
HEIOCTaTOYHO.

Hna npod)uﬂakmuku CJ1eOVIoOnUX 3a0071e8AHUIL Y 63DOCIIbIX:

® PELUAMBOB KPUIITOKOKKOBOIO MEHMHIUTA Y MAIMEHTOB C BBICOKUM PUCKOM PELUINBOB;
e penuauBOB OpodapUHTEATbHOTO KaHIWA03a W KaHauao3a mnwmeBoga y  BUHY-

MH(OUIUPOBAHHBIX NAI[IEHTOB C BBICOKUM PUCKOM PELHINBA;



COOTBETCTBYET SKCNEPTHOMY OTHETY

ot 15.02.2024 N= 2

(NOCNEQCBATENEHOCTE 0003)

o

e i TPODUIAKTUKM KaHAWIO3HBIX WH(EKONI y HMallCHTOB C HNPOJAOJDKUTCILHON
HEUTpONEHNEH (TaKUX KaK MaIlMeHTHI C TeMOOIACTO3aMHU, MPOXOASIINE XUMHOTEPATUIO, HITH
HaLUCHTHI, IPOXOISIIIE TPAHCILIAHTAIHIO TEMOIIOITHYECKUX CTBOJIOBBIX KIIETOK).

®dnykoHa30I1 MOKa3aH JJIsl IPUMEHEHHS Y JIOHOIICHHBIX HOBOPOJK/IEHHBIX, MIIQJICHIIEB, ETeH U

NOJIPOCTKOB B Bo3pacte oT 0 1o 18 ner.

DyKoHa30J1 IPUMEHSAETCS IS JISUEHUs KaHJU103a CIIM3UCTBIX 0005104eK (0po(apuHIeanbHOro

KaHJ1/103a U KaH[K1/103a MHIIeBO/a), HHBA3UBHOIO KaH/U/103a, KPUITOKOKKOBOTO MEHHHTUTA U

npo(UIAKTUKY KaHIUIO3HBIX HHPEKINUH Y MaIEHTOB C 0CIa0JICHHON HMMYHHOM CHCTEMOIA.

CDJIYKOHaBOJI MOXHO IMPUMCHSATH B Ka4YCCTBC HOI[IIGp)KI/IBaIOHIGf/'I TCparnu s NpeaoTBPAIICHUA

peuunuBa KpUIITOKOKKOBOI'O MCHHUHI'UTA Y IleTeﬁ C BBICOKMM PUCKOM pCI/UBa.

IIpoTuBONOKAa3aHMS

e [loBbimeHHas YyBCTBUTENBHOCTh K (IyKOHA30Jy, IPYrMM KOMIIOHEHTaM IpernapaTa WiIH
a30JIbHBIM COETIMHEHUSIM CO CXOTHOH (PIIyKOHA30ITy CTPYKTYpOH.

e OpnHOBpeMEHHBIM mpueM TeppeHaiuHa BO BpEeMs MHOTOKPAaTHOIO MPUMEHEHUs
¢drykonazona B nmo3e 400 mr/cyt m Oonee (cMm. pasgen «BsaummoneilcTBue ¢ ApyrumMu
JIEKapCTBEHHBIMU CPEJICTBAMU).

e OnHOBpEeMEHHOE TPUMEHEHHE C Tpenapatamu, yanuHsomumu uHTepBan QT n
MeTabonmu3upyrommMucs ¢ mnomomipio m3odpepmenta CYP3A4, TakuMmu Kak [H3anpwH,
aCTEMU30J1, SPUTPOMUIIMH, MUMO3HU ¥ XHHUAMH (CM. pa3zien «B3aumopeiicTBue ¢ IpyruMu

JICKAapCTBCHHBIMU Cpe)ICTBaMI/I»).

C 0CTOPOKHOCTBHIO

e JleyeHoYHas HEIOCTATOYHOCTD.

e JloyeyHas HETOCTATOYHOCTb.

e JlosBieHue cbinM Ha (OHE NMpHUMEHEHHs (IyKoHa30ja Yy MAIMEHTOB C IMOBEPXHOCTHOU
rpuOKoBOl HH(EKIMel 1 NTHBAa3UBHBIMHU/CUCTEMHBIMH IPUOKOBBIMH HH(EKIIUIMH.

e  OpHoBpeMeHHOE MpUMeHeHue Tepdenaauna u Gaykonaszona B 1o3e meHee 400 mr/cyT.

e JloTeHUMANTBbHO MPOAPUTMHUYECKUE COCTOSHUS Y MALUEHTOB C MHOKECTBEHHBIMU (haKTOpaMH
pucka (opraHuueckue 3a00JIeBaHUsI CepAla, HapyIIEHUs JJICKTPOJUTHOTO OamaHca H

CIOCOOCTBYIOIIAst Pa3BUTHIO MTOJOOHBIX HAPYIIEHUH COMYTCTBYIOLIAs TEPAIIUs).

IIpumeHeHnne npu 0epeMEHHOCTH M B IEPHO/ TPYIHOI0 BCKAPMJINBAHUS

AJIEKBATHBIX U KOHTPOJUPYEMBIX HCCIEAOBAHUN MpUMEHEeHUs (IykoHa3oda y OepeMEeHHBIX
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KEHIIIUH HE MPOBOAWIOCH.
Bo Bpems OepeMeHHOCTH MpUMEHEHHs (IyKoHa3oma ciexyer u30erarb, 3a HUCKIIOYCHHEM
CIIy4aeB TSKENBIX M MOTCHIUAIBHO YTPOXKAIOUIMX JKU3HM TPHOKOBBIX WHQEKIUH, Koraa
OKHJaemasl 1oJb3a JISUEHU /1711 MaTepy IPEBbIIIAeT BO3MOKHBIN PUCK JUIS 10/,
HeoOxomumo paccmorpers 3¢ (eKTHBHBIE METOAbl KOHTPALEMNUIUU Y KEHIIUH JETOPOJIHOTO
BO3pacTa B TEYEHHE BCEro IepHoja JIEYCHUS M NPUOJIM3UTEIPHO B TEYCHHE HEIeNd
(5-6 mepuomOB MOJIYBBIBEACHHUS) IMOCIC MPHHATHS TOCIEAHEH 03Bl Mperapara (CM. pasien
«DapMaKOKUHETHKA).

Coo0mranocs 0 cilydasx CaMOMPOHM3BOJIBHOTO abopTa U Pa3BUTHUSL BPOXKICHHBIX aHOMAIHH Yy
MJIaJICHIEB, YbH MaTepH Hoiyudanu (aykKoHazon B o3¢ 150 Mr ogHOKpaTHO WM MOBTOPHO B
MIEPBOM TPUMECTPE OEPEMEHHOCTH.

Onucanbl ciiydal MHOXKECTBEHHBIX BPOXKJIEHHBIX IOPOKOB Y HOBOPOKJIECHHBIX, MAaTEPU KOTOPBIX
Ha NpPOTSHKEHUM OOoJblIEH YacTW WM BCEro IMEpBOro TPUMECTpa MOIyYald TEPaIUIo
¢dykonazonoM B BeicOKOU no3e (400-800 mr/cyT). bbuin oTMeueHBl Clieqyrolue HapyIIeHUS
pa3Butusa: Opaxunedanus, HapylIeHHE pa3BUTHs JIMIEBOM dYacTW depema, HapylIeHUe
(dbopMupOBaHUs CBOJA Yepera, BOIUbsl 1aCTh, UICKPUBIIEHUE OEIPEHHBIX KOCTEH, HCTOHUEHUE U
yAJMHEHHE pedep, apTPOrpuIio3 U BpOXKIEHHBIE TOPOKHU CEPILa.

dykoHa3051 00HAPYKUBAETCSA B IPYIHOM MOJIOKE B KOHLEHTpALMX, OJM3KUX K IJIa3MEHHBIM
(cM. paznen «PapmakokuHeTHKa»). [leproa mosayBeIBeeHHS NpenapaTa U3 IrpyAHOrO0 MOJOKa
NpUOIM3UTENBHO paBeH NEpUOAy MOoNyBbiBeAeHUs u3 IiasMbel — 30 gacoB. [lpenmonaraemast
no03a (QuiykoHa3oJa, TOrJoaeMass MIIaJieHIeM (C y4eToM TOro, YTO CpEeAHEE KOJIHYECTBO
notpedsieMoro Mosioka coctaBiseT 150 MII/Kr ekeIHeBHO) U pacCUUTaHHAs B COOTBETCTBHHU CO
CpelHel NMUKOBOW KOHIEHTpalMel mpernapara B IpyJIHOM Moiioke, coctaBisier 0,39 MI/kr B
JIeHb, YTO MPUONMM3UTENHHO paBHO 40 % peKOMEHJOBAaHHOW HEOHATAJIBHOM M03bI (I JeTei
Myaame 2 Heaenb) wik 13 % pexoMeHI0BaHHOW MIIaJACHUYECKOW 036l MPH JICYCHUU KaHIUI03a
CIIM3UCTBIX.

KopMmienne rpyapio MOKHO NMPOJODKUTH IMOCHE MpUeMa OJHOKPAaTHOW 103kl (DIyKOHa30ja B
150 mr. He pekomeHnayercs KOPMHTH TPYAbK) IIOCIE€ MHOTOKPAaTHOIO IpHeMa WIM HpHeMa
BBICOKOM /103bl (QuiykoHa3oisa. [Ipu NpuHATHM pelleHus 0 Ha3HAUYEHUWHU TNpernapara Ha (¢oHe
IPYIHOTO BCKapMJIMBAaHUS ClEyeT NPUHUMATh BO BHUMaHME cienyromue (akTOphl: IMOJIb3Y
TPYAHOIO BCKApMIIMBAHMS IS 370POBbSl M Pa3BUTHS MJIAJIEHLIA COBMECTHO C KIMHUYECKUMH
MOKAa3aHUSMU JJIs Ha3HAUYEHHUs IpernapaTa U BO3MOXKHOCTb Pa3BUTHUS JIIOOBIX MOTEHIUAIbHBIX

no0oYHbIX 3(P(EeKTOB y MIIAJCHIIA WM BIUSHUE COIYTCTBYIOIIEH MaTOJOTUHW MaTepu Ha
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3JI0POBBE MIIAJICHIIA.

Cnoco0 npuMeHeHHsI U 103bI

BuyTpuBennsie nupy3un.

Tepanuio MOXXHO HAYMHATH JI0 TOJYYEHHUs pE3yJbTaTOB IOCEBA M APYTUX JIAOOPATOPHBIX
ucciaenoBauuii.  OnHaKo  NPOTUBOIPUOKOBYIO  Tepamuio  HEOOXOAMMO  H3MEHUTH
COOTBETCTBYIOIUM 00pa3oM, KOTJa pe3yJabTaThl ITUX HCCIEIOBAHNN CTaHYT NU3BECTHBIMH.
@OyKOHA30J1 MOXKHO MPUHHAMATh BHYTPh WJIM BBOJAWUTH BHYTPUBEHHO IyTeM HHQY3HH CO
cKopocThi0 He Oomee 10 Mi/mMuH, BBIOOp crocoba BBEICHHUS 3aBUCHUT OT KIMHHYECKOTO
cocTosHus nanuenta. [Ipu nepeBojie manueHTa ¢ BHYTPUBEHHOIO BBEAEHUS HA MEpPOpalbHBIN
IpUeM Ipernapara Wid HaoOOpOT U3MEHEHMs CYTOYHOM 103bl He Tpedyercs. B pactBope
dnykonazona s uHpy3uit coxepxkurcs 0,9 % pactBop HaTpus xyopuna; B Kaxabix 200 mr
(pmaxon ma 100 M) comepkutcs mo 15 MMOJIb HOHOB HaTpus U xJyiopa. [loaTOMy y manuenTos,
KOTOPBIM TpeOyeTcsi OTrpaHWYCHHE TOTPEOJNCHUsT HATPUS WM JKUIKOCTH, HEOOXOAMMO
YUUTBIBaTh CKOPOCTh BBEJICHUS KUAKOCTH.

CytouHas n03a (IyKOHa30J1a 3aBUCUT OT XapakTepa U TsKeCTH IpuOkoBoil mHpexuuu. [Ipu
UHQEKIHIX, TPeOYIOIMX MOBTOPHOTO MpHeMa Ipenapara, JedeHHe CJeIyeT MPOAOIDKATh 10
MCYE3HOBEHUS KIMHUYECKUX WM JIaDOpAaTOPHBIX MPHU3HAKOB aKTHBHOM I'pHOKOBOM MH(EKIUH.
VY nanuentoB ¢ BUY-undeknueid 1 KpUNTOKOKKOBBIM MEHMHIMTOM MM PELUIUBUPYIOIUM
opodapuHreaqTbHbIM KaHIUA030M HE00X0AuMa MOJACP KUBAIOLIast Tepanus Uil MpOPUIaKTHKH
peluIMBOB UH(PEKIINH.

Ilpumenenue y 63pocavix

Hpu KpUunnoKOKKO60M MeHUH2ume U KpunmoKOKKOB8blX HH¢€KI4M}DC Opyeod Jokaausayuu B
NepBBId J€Hb OOBIYHO MpUMEHs0T B Jo3e 400 mr, a 3aTeM MPOJOIDKAIOT JICYCHHE B J03€
200-400 mr 1 pa3 B cyTku. JAIUTETHHOCTH JEUSHHS] KPUNTOKOKKOBBIX MH(EKIHA 3aBUCUT OT
HaJIM4YUd KIMHUYCCKOTO WU MHUKOJIOTHYCCKOI'O B(i)(l)eKTa; IIpru KPUIITOKOKKOBOM MCHHHTHTC
JedeHrne OOBIYHO TMPOJOIDKAIOT, IO KpaiHed Mepe, 6-8 Hemenb. B ciydasx nedeHus
YTPOKAIOIIUX KU3HU HHPEKIUN CYTOUHYIO JO3Y MOXKHO YBEIUUUTH 10 800 M.

s npogpunakmuxu peyuousa KpunmokoKK08020 MeHuH2uma y MaueHTOB ¢ BRICOKUM PUCKOM
penuarBa, IMociie 3aBEPIICHHS ITOJIHOTO Kypca MEPBUYHOTO JICUSHHS, TEpANio (IyKoHA30JI0M B
no03e 200 MT/cyT MOKHO MPOJIOJKATh B TEUSHUE HEOTPEIEIICHHOTO TIEpHO0ia BPEMEHH.

Ilpu  Kokyuououoomukoze MOXKET TOTpedOBaTbcd MNpPUMEHEHHE IpenapaTa B J03€
200-400 wmr/cyt. Jlns HEKOTOpHIX HHGEKIHM, B OCOOCHHOCTH C TOPaKEHHEM MO3TOBBIX

obosouek, MoxkeT paccmarpuBaThesa n03a 800 Mr B cyTku. J[IUTEIBHOCTH Tepanuu
10
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onpeaeNnseTcsa UHANBUIYaIbHO U MOXKET COCTaBIBITE I 1-24 MEC.

Ilpu kanouoemuu, OUCCEMUHUPOBAHHOM KAHOUOO3e U OpYyeUX UHBA3UBHBIX KAHOUOO3HBIX
unghexyusax Hacelmaromas mo3a cocrariasier 800 Mr B TepBBIA JCHB, MOCIEAYIOMIAs 032
400 mr/cyT. AmuTensHOCTh TepaNuy 3aBUCHT OT KIMHUYECKOH 3(dekTuBHOCTH.

OO0mass pekoMeHAalus MO JUIMTEIbHOCTU JICUCHUS KaHAMJIEMUU — 2 HEAENU IOCcIe MepBOro
OTPULIATENILHOTO pe3ysbTaTa MOCeBa KPOBM U HCYE3HOBEHUS MPHU3HAKOB M CHUMIITOMOB
KaHIUJIEMHH.

Jleuenue kanouoo3za cauzucmou 060a104KU

Ilpu opogapuneeanvnom xramouoose wnHacwimaromas pgo3a. 200-400 mMr B mepBblid JICHB,
nocneaytomas no3a: 100-200 mr 1 pa3 B cytku B Teuenue 7-21 gueit. Ilpu HeoOxoammocTy,
MaIMEeHTaM C BBIPAXKEHHBIM ITOJIaBJICHHEM UMMYHHOW (YHKIIUH JICYCHHE MOKHO TPOJIOJIKATH B
Te4YeHue 0oJiee JUINTEIIbHOTO BPEMEHH.

Ilpu xponuyeckom ampoghuueckom KaHoudose noiocmu pma, CBI3aHHOM C HOUICHHUEM 3yOHBIX
MPOTE30B, Mpenapar o0bIYHO MPUMEHSIOT B Ao3e 50 mr 1 pa3 B cyTku B TeueHue 14 nHeill B
COUYETAaHUH C MECTHBIMU aHTHUCENITUYECKUMU CPEICTBAMH ISl 00pabOTKH MpoTe3a.

Ilpu xanoudypuu 3pdextuBHas m03a 00br9HO cocTtaBisier 200-400 Mr/cCyT npH JTUTEILHOCTH
nedeHus 7-21 ngHeill. YV NanUEHTOB C TsDKENbIM HapylleHHeM (PYHKIMM MMMYHHOM CHCTEMBbI
MOYKHO UCIIO0JIb30BaTh 0o0Jiee JUINTENIbHbIE TIEPUO/Ibl TEPAITHH.

Ilpu xponuueckom KodHcHO-causucmom kanouoosze npuMmensor 50-100 mr B cyTku 0 28 nHei
JedeHus. B 3aBUCMMOCTH OT TSDKECTH JiedeHUs] MHPEKUNUU WM CONMYTCTBYIOLIETO HapyLICHUS
MMMYHHON CHCTEMBI U MH(EKIIMU MOYKHO MCHOJIb30BaTh 00JIee JINTENbHbIE TEPHO/IbI TEPATIHH.
Ilpu xanouoose nuujesooa Haceimatomas j103a 200-400 Mr B nepBblil A€Hb, MOCETYIOMAs 1032
100-200 mr B cytku. Kypc newenus cocrabnser 14-30 nHelt (10 IOCTHIKEHUS PEMHUCCHH
KaHauao3a nuienBona). [Ipm HeoOXOAMMOCTH, NaleHTaM C BbIPAXEHHBIM [0/IaBICHUEM
MMMYHHON (YHKIMH JIEYEHHE MOKHO MPOI0JIKATh B TeUeHUE 0oJiee JITUTENbHOIO BPEMEHH.
Hna npoghunaxmuxu peyuougos opoghapuneeanrvHoeo kanoudoza y BUY-mHGUIIMPOBAHHBIX
NAIMEHTOB C BBICOKUM PHCKOM peruauBoB (uykoHazon npumenstor no 100-200 mMr B cyTku
unu no 200 Mr 3 pasza B HEJIETO0 B TEUEHUE HEONPEICICHHOTO MEPUO/Ia BPEMEHU Y MAIlUEHTOB C
XPOHHYECKH IMOHKEHHBIM HMMYHHUTETOM.

s npedomepawenus peyuougos kanouodoza nuujeeooa y BUY-uHOUIIUPOBaHHBIX MAI[IEHTOB
C BBICOKMM PUCKOM pelUIuBOB ¢uiykoHaszon npuMenstor mo 100-200 mr B cytku mwiu 200 mr
3 pa3a B HeJENI0 B TEUEHHE HEONPEJECIIEHHOTO Nepro/ia BpEMEHHU y MAllMEeHTOB C XPOHUYECKU

IMOHWXCHHBIM UMMYHHUTCTOM.

11
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s npogunakmuku  KaHOUOO3HGLIX  UHQEeRGUL — y NAYUCHMOE ¢ NPOOOIICUMeN6HO
Helimponenuell pekoMeHayeMas no3a (iykonaszomna coctasisier 200-400 Mr onuH pa3 B CyTKH B
3aBUCHUMOCTH OT CTEIICHU PUCKA Pa3BUTUS IPrOKOBON mH(peKumu. [[1si manueHToB ¢ BHICOKUM
PUCKOM TeHEpaTu30BaHHOW WHGEKIHH, HAmpuMep, C BBIPAKCHHOW WM JUTUTEIBHO
COXpaHSIONICHCS] HEHTPOIIEHHEH, pekoMeHayeMas no3a cocraBiser 400 mr 1 pa3 B CyTKw.
@DI1yKOHA30J1 MPUMEHSIOT 32 HECKOJIBKO JHEU /10 0’KUIAaeMOro pa3BUTHsI HEUTPOIIEHUU U, TTOCTIE
YBeIMUueHHs 4ucia HenTpodunos 6oee 1000 B MM, Tedenue IPoOIOIKAIOT ere 7 JHEHl.

Ilpumenenue y oemeii

Kak u npu cxoHbIX HHGEKIUAX Y B3POCIBIX, JITUTEIBHOCTD JICYCHHSI 3aBUCHT OT KIIMHUYECKOTO
U MHUKosoruyeckoro 3ddexra. s mereit cyrouHas ao3a mpemnapara He JOJKHA MPEBBIIIATH
TaKOBYIO JJis B3pociibiX. [Ipenapar npumMeHsIoT exxeqHeBHO 1 pa3 B CyTKHU.

Ilpu kanouoose cauzucmoix 060104eK peKOMEHIyeMas 103a Iperapara COCTaBIsIeT 3 MI/KI/CyT.
B mepBrIif 1eHb ¢ menbio 0osee ObICTPOrO JOCTHKEHHS PABHOBECHOH KOHIICHTPALMH MOXKHO
MPUMEHUTD «YJapHYIO» 03y 6 MI/KT.

Mna neuwenus uHBA3UBHO20 KAHOUOO3A U KPUNMOKOKKOB020 MEHUH2UMA PEKOMEHIyemas [103a
cocraBisieT 6-12 MI/KT/CyT B 3aBUCHMOCTH OT TSDKECTH 3a00JICBaHHUS.

s nooaenenusi peyuousa KpunmoKkOKKO6020 MeHuneuma Yy oemet, Ooavuvix CIIH][om,
PEKOMEH/I0BaHHasI 71032 MpernapaTa COCTaBIseT 6 MI/KT/CyT.

na npogpunaxmuxu epubroevix uHgexyuil y netei ¢ moaaBIeHHbIM UMMYHHUTETOM, Y KOTOPBIX
PUCK pa3BUTUS MHQPEKIUU CBSI3aH C HEWTpPOINleHWEH, pa3BHUBAlOIIClcd B pe3yJibTaTe
IUTOTOKCUYECKOW XUMHUOTEpalmuy WM Jy4eBOW Tepamuu, T[penapaT MIPUMEHSIOT IO
3-12 wmr/kr/cyT B 3aBUCHMOCTH OT BBIPQXKEHHOCTHM M JUIUTEIBHOCTH COXPaHECHHS
UHAYIMPOBAHHOW HEWUTpomeHuu (CM. 103y Il B3pOCHBIX; Ui JeTed C TMOYeyHOMH
HEJ0CTAaTOYHOCTBIO — CM. JI03Y JUIS MAlMEHTOB C OYEYHON HEI0OCTATOYHOCTBIO).

Ilpumenenue y noopocmkos 6 go3pacme om 12 0o 18 nem

B 3aBucumoct OT Beca M Bo3pacTa mojOupaercs ontuManbHas jgo3a. [lo gaHHBIM
(apMaKOKMHETUKH y JeTel Oojee BBICOKMH KIMpeHC (iykoHazona, yeM y B3pocibiX. Jlo3a
100, 200 1 400 Mr y B3pOCIIBIX COOTBETCTBYET /103€ 3, 6 1 12 MI/KI/CyT y neTelt 1Jisd MOoTydeHUs
COTMOCTaBUMOTO CHUCTEMHOTO BO3/IEHCTBUSI.

Ilpumenenue y oemeit 6 eozpacme om 0 0o 27 oueit

VY HOBOpPOXIEHHBIX (DIIyKOHA307 BBIBOAWUTCS MeieHHO. B mepuon ot 0 no 14 nHeit xu3Hu
npenapar MPUMEHSIIOT B TOH e J103€ (B MI/KI/CyT), UTO y JIeTel 0oJjiee CTapIiero Bo3pacra, HO €

WHTEpBajoM 72 Jyaca (MakCUMalibHas 103a 12 MI/Kr/CyT He MOoKHA OBITh TIpeBbIlIeHa). [leTsaMm B
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Bo3pacte 14 o 27 nHell Ty K€ 103y BBOIAT C UHTCPBAIOM 48 HaCOB (MAKCUMAIGHAN 1034
12 Mr/kr/cyT HEe TOKHA OBITH TIPEBBIIICHA).

Ilpumenenue y nayuenmoes noxicuno2o éo3pacma

[Ipu oTCyTCTBHH TPU3HAKOB MOYEYHON HEJOCTATOYHOCTH Mpenapar MPUMEHSIOT B OOBIYHOUN
no3e. Ilammentam c¢ mouewHoi HemoctatouHocThio (KK < 50 mui/mMuH) nmo3y mnpemapara
KOPPEKTUPYIOT, KaK OMUCAHO HUXKE.

Ilpumenenue y nayuenmoe ¢ noueuHoil HedoCmamo4HoOCHbIO

[Ipy OIHOKpaTHOM NPUMEHEHHH HW3MEHEHUsS 103bl He Tpelyercs. Y MalMeHTOB (BKIIOYast
neTeil) ¢ HapyuieHHeM (yHKIUU MOYeK NMPH MHOTOKPATHOM IPUMEHEHUH Ipernaparta cleayeT
MepPBOHAYANILHO BBECTH «yAapHyio» 103y oT 50 mr mo 400 mr, mocie 4ero CyTouHyio 103y (B

3aBHCUMOCTH OT I10Ka3aHMs) yCTaHABIIMBAIOT COIJIACHO CIENYOIEeH Tadiuie:

Kimpenc kpeatnauHa (MJ1/MUH) [IpoueHT pekoMeH1yeMOM 1035l
>50 100 %
<50 (6e3 remoiuanu3a) 50 %
I'emonunanus 100 % mocne Kakaoro reMoauain3a

[TaniueHnThl, HAXOAAIIMECS Ha reMoAuannie, NoJbKHbI noiydark 100 % pexomeHayeMon 03B
MocJie KaXJIOro CeaHca auaiin3a. B JieHb, Korjga Iuanu3 He MPOBOIUTCS, MAIUEHTHI JOJKHBI
MoJTy4aTh yMeHbIeHHYIO (B 3aBucuMocTH oT KK) 103y npemnapara.

VY nerteii ¢ HapyiieHHeM (QYHKIIMH MOYEK CYTOUHYIO 03y Tpernapara cjieayeT YMEHbIIUTh (B TOi
Ke TMPOMOPIMOHAIBLHONW 3aBHCHMOCTH, YTO M y B3POCIBIX) B COOTBETCTBHH CO CTEIEHBIO
BBIPAXCHHOCTH TIOYEHYHON HEIOCTATOYHOCTH.

Ilpumenenue y nayuenmog ¢ HeOOCMAamouHOCMbI0 YYHKYUU NeYyenu

HmeroTcss  orpaHWYeHHBbIE  JaHHbIE  TpUMEHEHUs  (UIyKoHa3ola y  TAlHeHTOB  C
HEJOCTAaTOYHOCTRI0 (PYHKIMH TTeYeHH. B CBSI3W ¢ 3TUM NIpW MPUMEHEHHUH Npernaparta y JaHHON

KaTCropruu nanueHTOB CICAYCT CO6J'IIO)IaTI) OCTOPOKHOCTE.

IHo0ounoe neiicTBHE

YacToTa pa3BUTHS HEXENATSIbHBIX PEaKIHiA OCIe MPUMEHEHHS ITperapara KI1acCU(pUIIMPOBaHa
10 CHCTEMHO-OPTaHHBIM KJIacCaM B COOTBETCTBHHM CO CIIOBApeM JUIS PETYyJIATOPHOM
nesrenpHocTH MedDRA ¢ yka3aHHeM 4acTOThI MX BO3HHKHOBEHHS, COTJIACHO PEKOMEHIAIUIM
BO3: ouens wacto (> 1/10), gacro (> 1/100, vo < 1/10), Hewacto (> 1/1000, HO < 1/100), penko
(> 1/10000, o < 1/1000), ouenp pemko (< 1/10000), wacroTa Heus3BecTHa (Ha OCHOBAHUU
UMEIOIINXCS JAHHBIX OIEHUTh HEBO3MOXKHO).

[TepenocumocTh (urykOHAa30J1a OOBIYHO OYE€HB XOPOIIIasl.
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B KIMHHWYECKMX H TIOCTPETHUCTPAMOHHBIX (*) HCCICIOBAHMIX — QIIYROHA30E  OTMCUaTH
ClIeyroIIHe MOOOYHbIE PEAKIIUU:

Hapywenua co cmopouvl HepeHol cucmemvl: HYaCTO — TOJOBHAs OOJb; HEYACTO —
TOJIOBOKpYKeHHE™, cymoporu™, m3MeHeHue BKyca*, mapecTe3us, OCCCOHHHIIA, COHIUBOCTD,
pPEenKo — TpEMOop.

Kenyoouno-kuuieunvie HapyuieHus. 4acto — OONb B KHBOTE, Ouapes, TOIIHOTa, pBOTa*;
HEYacTO — METEOPU3M, IUCHETICUs™, CyXOCTh CITU3UCTON 000IOYKH MOJIOCTH PTa, 3aI1op.
Hapywenua co cmoponsl neuenu u #cenuesvigo0AWux nymei. 4YacTo — TOBBIIICHUE
CBIBOPOTOYHOH  aKTUBHOCTH aMuHOTpaHcdepa3 (amanuHamuHoTpancdepazsl [AJIT] wu
acnapratamuHoTpancdepassl [ACT]), menounoit docdaraspl; HEHACTO — XOJeCTas, Kenryxa*,
MOBBIIIIEHUE KOHIIEHTPAIUY OMIMPyOrHA; PEIKO — TeNaTOTOKCUYHOCTh, B HEKOTOPBIX CITyYasx C
JeTaTbHBIM UCXO0M, HapylIeHne QyHKIUH MEYSHN ™, remaTuT™, renaToleuTIoNI PHbIA HeKpo3™,
TeraToLeIUTIOISIPHOE TIOBPEKACHHUE.

Hapywenus co cmopoHbl K0dicu 4 NOOKONHCHBIX MKAHell: YaCTO — ChIlb; HEYAaCTO — KOXKHBIN 3y,
KPanuBHUIA, TMOBBIIIEHHOE TMOTOOT/EICHHUEe, JIEKAPCTBEHHAs ChIb (BKJIIOYAs CTOUKYIO
JICKApCTBEHHYIO CHINb); PEAKO — 3KC(oNMaTHBHBIE MOPAKEHUS KOXKH*, BKIOYAs CHHIPOM
CruBeHca-J[>KOHCOHAa M TOKCHMYECKHM 3MUAepMalbHbI HEKPOJIU3, OCTPBI I'€HEpaIn30BAHHBIN
HK3aHTEMAaTO3HBIN IyCTyJle3, OTEK JMIA, alonenus™; yacToTa HEM3BECTHAa — JIEKapCTBEHHas
CBITIb C 03UHO(MIHMEH 1 ccTeMHOM cuMnTomarukoi (DRESS-cunapom).

Hapywenus co cmoponvl opeanoe kposemeopeHus u IuUMpamuyeckol cucmemvl™. peaKko —
JICWKOTICHHS, BKITIOYast HEUTPOTIEHHUIO U arPaHyJIOIUTO3, TPOMOOIUTOICHNUS, aHEMUSI.
Hapywenus co cmoponvl ummynHou cucmemul™. aHadunakcust (BKJIIOYasi aHTMOHEBPOTUYECKUIA
OTEK).

Hapywenus co cmoponvl cepoya u cocyoog. peako — yBenudeHue wuHTepBama QT Ha
anekrpokapauorpamme (DKI'), apuTMusi >kemyIo4KoBass TaXHUCHCTONUYECKAs THIIA «ITUPYIT»
(cM. pazmen «Ocobble yKazaHUs).

Hapywenua memabonusma u numanusn™: peaKko — MOBBIIICHHE KOHLEHTPAIMU XOJECTePHHA U
TPUTIIAIIEPUIOB B TUIA3Me KPOBH, THIIOKATHEMHST; 9aCTOTa HEU3BECTHA — CHUIKCHHUE aIeTHTA.
Hapywenus co cmopoHbl MbluleuHOU, CKeIemHOU U COeOUHUMENbHOU MKAHU. HEeYacTo —
MUAITHUSL.

IIpouue: HewacTo — cnabocTb, aCTEHUS, MOBBIIICHHAS YTOMJISIEMOCTb, JINXOPAIKa, BEPTHUTO.

Y HEKOTOpHIX MAIMEHTOB, OCOOCHHO C Cephe3HBIMU 3a0osieBaHusIMU, TakuMu Kak CITN]J] wmm

pak, mpu JiedeHHMH (IYKOHA30JI0M M CXOJHBIMH IpernapaTaMd HaOIIOAATUCh W3MEHEHUs
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o

n (CM. PdsAC]1 &OTOOBIC YRasdHU YY), OJHAKRO

KJIMHAYECKOE 3HAUYCHHE dTUX U3MEHEHHNH U X CBA3b C JCUCHUEM HE YCTAHOBJICHEIL.

Ilepeno3upoBka

Cumnmomsi: UMEIOTCS COOOIICHHSI O Teperno3upoBKe (IykoHa3o0la, U B OJHOM CIydae y
42-neTHero nanyueHTa, MHQUIIMPOBAHHOTO BUPYCOM UMMYHOIe(DHUITMTa YeI0BEKa, IOCiIe MpueMa
8200 Mr ¢rykoHa30J1a MOSBHINCH TAJUTIOIMHAIIMN W TTapaHou1ajbHOe noBeaeHue. [lanmueHT Obut
FOCIUTAIIM3UPOBAH, €T0 COCTOSTHUE HOPMAJIM30BAJIOCH B Te€UeHUE 48 4acoB.

Jleuenue: B cilydae TMepeO3UPOBKUA MPOBOJUTCS CHUMITOMATHYECKOE JICUeHHE (B TOM YHUCIE
MOJJICP>KUBAIOIIME MEPHI U TPOMBIBAaHUE JKEITYIKa).

@1yKOHA30J1 BBIBOAUTCS B OCHOBHOM IOYKaMH, MO3TOMY (POPCUPOBAHHBINA JAUYpPE3, BEPOSATHO,
MOXXET YCKOPHUTH BbIBeZieHUE Tpenapara. CeaHc remMoauanusa JUTMTEIBHOCTBIO 3 Yaca CHIKAET

KOHIICHTpaluio (IyKOHa30Ja B TIa3Me KpoBH npuMepHo Ha 50 %.

B3aumopeiicTBue C APYIrdMHU JEKAPCTBEHHBIMHU CPEACTBaAMHA
OI[HOKpaTHOG HJIX MHOTI'OKPATHOC IIPUMCHCHHUC (1)J'IYKOH3.3OJ'I8. B 103€ 50 mMr He BIMSET Ha

MeTabonu3M GpeHa3zoHa (AHTUIHPUHA) IPU UX OJTHOBPEMEHHOM IMPUMEHEHHH.

Oonoepemennoe  npumenenue  (Qaykonazona  co  clAeOyIOWUMU  Rpenapamamu
nPOMUBONOKA3ZAHO
[uzanpuo: Tnpu OJHOBPEMEHHOM MpUMEHEHUH (IyKOoHAa30lla M UU3alpHAa BO3MOXKHBI

HCXKCJIIATCIIbHBIC  PCaKIUU (¢{0) CTOPOHEIL T.4.

cepaua, B apUTMHSL  KeITyJ04KOBas
TaXHCUCTONNYeCKas Tuma «mupydt» (torsade de pointes). [Ipumenenue QaykoHaszona B 103€
200 mr 1 pa3 B cyTku u nmsanpuga B 1o3e 20 Mr 4 pasza B CyTKH NPUBOAUT K BBIPAKECHHOMY
YBEJIMYEHHUIO JIa3MEHHBIX KOHIEHTpaLUUi Iu3anpuaa u yBenuueHuro uHtepana QT na OKI.
OnHOBpeMeHHOE MPUMEHEHHUE IU3anpuia 1 (IyKoHa30J1a MPOTUBOIIOKA3aHO.

Tepgpenaoun: mpu OMHOBPEMEHHOM NPHUMEHEHHH a30JIbHBIX MPOTHBOTPHOKOBBIX CPEICTB M
TepeHaHa BO3MOXXHO BO3HHKHOBEHHE CEPHE3HBIX apUTMUH B pE3yJbTaTe yBEIUYCHUS
untepBasia QT. [Ipu npumenenun iaykonasomna B 1o3e 200 mr/cyTt yBennueHue uHrepana QT
HE YCTAaHOBJIEHO, OJJHAKO MpHUMeHeHHe (IykoHa3ona B go3ax 400 Mr/cyT W BbIlIEe BBI3BIBAET
3HAYUTEBHOE YBEIMYCHUE KOHIIEHTPAINY TepdeHaTuHa B TUIa3Me KPOBH.

OnnoBpemeHHOe TpuMeHeHue GaykoHa3zona B go3ax 400 mr/cyt m Oosee ¢ tepdeHannHOM
npoTHBONOKa3aHo (cM. pasaen «lIporuBonokazanus»). Jleuenue GpaykoHa30JI0M B J03aX MEHee
400 Mr/cyT OAHOBpPEMEHHO C Tep(peHaTMHOM CJeyeT MIPOBOJUTh MO/ TIIATEIbHBIM KOHTPOJIEM.

Acmemu3on: OTHOBpPEMEHHOE TMpUMEHEHHe (QIIyKOHa30jla € acTeMHM30JIOM WU JAPYyTUMHU
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COOTBETCTEYET i:-i'_l‘i' CMNEPTHOMY OTYETY

ot 15.02.2024 N= 2883

(MOCNEQOBATENEHOCTE 0003)

npenaparamu, MeTaboJIu3M KOTOPBIX OCYHIECTBIBIETCH CHCTEMON MUTOXpOMA  P=450, MOKCT
CONPOBOXKIATHCS MOBBIMICHUEM CHIBOPOTOYHBIX KOHIEHTpauuil 3TuxX cpenact. [loBbimieHHBIE
KOHIICHTPALlMU aCTEMH30J1a B IJIa3Me KPOBU MOTYT IPUBOJIUTH K yuIMHeHHIO nHTepBana QT u B
HEKOTOPBIX CIy4asx K Pa3BUTUIO apUTMHHU >KEITYAOYKOBOH TaXMCUCTOIMYECKON TUIIA «ITUPYIT»
(torsade de pointes). OxpHoBpeMEHHOE NPUMEHEHHE acTeMu3ona ©  (IIyKOHa30Ia
IPOTHUBOITOKA3aHO.

TTumo3uo: HECMOTpPS HA TO, YTO HE MPOBOIMIOCH COOTBETCTBYIOIINX MCCIIEIOBAHUN B YCIOBHIX
In vitro wiu in Vivo, oTHOBpeMEHHOE pUMEHEHHEe (IIYKOHA30J1a U TUMO3KIa MOXKET IPHBOIUTH
K YTHETeHUIO Merabomu3mMa mNHMO3MJa. B CBOIO ouepenp MOBBILICHHE IUIa3MEHHBIX
KOHLIEHTPALUI MHMO3HMJa MOXET NMPUBOIUTH K yJUIMHEHHIO MHTepBaia QT M B HEKOTOPBIX
Clly4asix K Pa3BUTHIO apUTMHU JKEITYJOYKOBOM TaXMCHCTOIMUYECKON THIa «mupyd T» (torsade de
pointes). OqHOBpeMEHHOE IPUMEHEHHE MMMO3K/Ia U (PIyKOHA30J1a IPOTHBOIIOKA3aHO.

XuHuOuH: HECMOTPS HA TO, YTO HE MPOBOAMUIIOCH COOTBETCTBYIOIINX MCCICIOBAHUN B yCIOBUSAX
in vitro wam in Vivo, 0JHOBpEMEHHOE MpUMEHEeHHe (IyKOHA30Jla U XHHUIUHA MOXKET TaKKe
NPUBOJUTH K YrHETEHHIO MeTabonu3ma XuHHAMHA. [IpuMeHeHWe XWHHUAMHA CBS3aHO C
ynnuHeHueM uHTepBaga QT M B HEKOTOPBIX CIy4asX C pa3BUTHEM ApUTMHH KeITyTOYKOBOU
TAXUCHCTOIMYECKOW THUMa «mupy3™ (torsade de pointes). OmHOBpeMEHHOE NPUMEHEHHUE
XUHUJMHA U QIIyKOHA30J1a POTUBOIOKA3aHO.

Opumpomuyun: OJHOBPEMEHHOE NMpHUMEHEHHE (PIyKoHa30ja U SPUTPOMHULIMHA MOTEHLIUAIBHO
NPUBOIUT K TOBBIIIEHHOMY PUCKY Pa3BUTHS KapIUOTOKCHYHOCTH (ymiamHeHue mHTepBana QT,
torsade de pointes) u, BciencTBUE ITOTrO, K BHE3AMHOW cepieyHoi cmepTH. OIMHOBPEMEHHOE
nprMeHeHHe (IIyKOHa30J1a U SPUTPOMUIIMHA TPOTUBOIIOKA3aHO.

He pexomenodyemcsa ucnonv3zoeams ciedyloujue 1eKapCcneeHHvle cpeocmea

T'anogpanmpun: QIryKOHA30JI MOXKET YBEIMYMBATH KOHICHTPALMIO TANTO(paHTPHHA B IUIa3Me
KpoBH B cBsizu ¢ uHruOuposanueM uzopepmenta CYP3A4. Bo3MoXHO pa3BUTHE apUTMUU
KETYZ0YKOBOW TaXMCUCTOIMYECKON THIa «upyd T» (torsade de pointes) mpu ogHOBpeMEHHOM
IPUMEHEHHH C (PIIyKOHA30JI0OM, KaK U C IPYTMMHU IPOTHBOIPUOKOBBIMHU ITperapaTaMH a30JI0BOTO
psizia, TO3TOMY COBMECTHOE MMPUMEHEHUE X HE PEKOMEHTyeTCsl.

Cneoyem coonrwoams 0CmoposcHOCMb RPU 00HOBPEMEHHOM RPUMEHEHUU C (PJIYKOHA30710M
Amuodapon: TIpUMEHEHHE aMHOJapOHa acCOIMHUPOBAIOCH C YyJUIMHeHHMeM uHTepBaia QT.
Crnenyer coOmrofaTh OCTOPOXKHOCTH IPH  OJHOBPEMEHHOM TPUMEHEHUH (iykoHa3ona u
aMuoJapoHa, 0OCOOEHHO B Cllydae MpUMEHEHHS (IyKOoHa30/1a B BEICOKUX /103ax (800 mr).

Jlembopexcanm: 0OqHOBpEMEHHOE MPUMEHEHHE ¢ (PITYKOHA30JI0M MPUBOIUT K YBETHMUYEHUIO Cmax
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nu AUC nembopekcanta npumepHo B 1,6 u 4,27 pa3a COOTBETCTBCHHO, UTO, KAK OKUIACTCH,
NPUBEJIET K YBEJIMUCHHUIO PUCKA MOOOYHBIX PEaKIuil, TAKUX KaK COHIUBOCTh. Ciemyer nzberaTh
OJTHOBPEMEHHOTO MPUMEHEHHS (DIIyKOHA30J1a 1 JIEeMOOpEKCaHTa.

Cnedyem cobnwooams O0CMOPONCHOCHb U, 603MOMCHO, KOPPEKMUPO8amy 003bl NpU
00HOBPEMEHHOM RPUMEHEHUU CIe0YIOUUX NPEnapamos u hiyKonazona

IIpenapaTsl, BIASIOIINES HA (bJ'IVKOHa3OJ'I

T'uopoxnopomuasud: MHOTOKpPaTHOE TPUMEHEHHE TUAPOXJIOPOTHA3UIA OJHOBPEMEHHO C
(GIIyKOHA30JI0M TPUBOAMT K YBEIWYCHHUIO KOHIICHTpamuu (DIyKOHa307a B IUIa3Me KPOBHU Ha
40 %. Dddekt Takoil cTENeHH BBHIPAKEHHOCTU HE TpeOyeT M3MEHEHUs peXUMa JTO03MPOBAHUS
¢diykoHa30/1a y MAlMEeHTOB, MOJyYaIOIUX OJHOBPEMEHHO TUYPETHKH, OJHAKO Bpady ClEdyeT
3TO YUUTHIBATh.

Pugpamnuyun: omxHOBpeMEHHOE NpHMEHEHHE (IyKOoHa30jda W pudaMIUIMHA TPUBOIUT K
camwkennro AUC Ha 25 % wu mmurensHOocTH Ti2 duykonasona Ha 20 %. Y ManMeHTOB,
OJIHOBPEMEHHO NPUHUMAIONUX pUGDAMIUIUH, HEOOXOAMMO YUYUTHIBATH 11€JecOo00pa3HOCTh
yBEIMYEHUS 10361 (QIIyKOHA30IIa.

Ilpenapamui, Ha Komopble enusem d)]lVKOHClS’OJZ

DiryKOHA30JT ABISIETCS YMEPEHHBIM HHrHOUTOpOoM n3opepmeHToB 2C9 u 3A4 muroxpoma P-450
(CYP). ®nykonason Ttakke siBisiercss uHruouropom msodepmenta CYP2C19. Kpome Toro,
IOMUMO TE€PEUYHCICHHbIX aajee 3(P(PEeKTOB CyIIECTBYET PUCK IOBBIINIEHHUS B IJIa3Me€ KpPOBH
KOHIIGHTPAallMM W JPYTUX JIEKapCTBEHHBIX CPEJICTB, META0OIM3UPYEMBIX H30(epMEeHTaMH
CYP2C9, CYP2C19 u CYP3A4, npu oqHOBpEMEHHOM NPHUMEHEHNH C (IIyKOHa30710M. B cBsi3n
C 3THM ClIelyeT COOJII0JaTh OCTOPONKHOCTh MPU OJHOBPEMEHHOM MPUMEHEHHUH MEePEUUCICHHBIX
IpenapaToB, a MpU HEOOXOJUMOCTH MOJOOHBIX KOMOMHAIMK MALMEHThl JOKHBI HaXOIUThCS
1O/ TIIATEIFHBIM METUIIMHCKUM HaOmrogeHueM. Criemayer yduThIBaTh, YTO WHTHOHMPYFOIIUA
s dext diurykoHazona coxpaHseTcs B TeUeHHE 4-5 AHEH Tociie OTMEHBI TIperapaTa B CBSI3H C €T0
JIUTENBbHBIM T1/2.

Angpenmanun: ormedaercsi yMeHbILIEHHE KIUpEeHca U o0beMa pacmpeseneHus, yenudenue Tie
andenranuna. Bo3MoxxkHO, 3TO cBs3aHO ¢ uHrubupoBanuem wuszopepmenta CYP3A4
baykoHa3010M. MOKET MOTPeOOBATHCS KOPPEKITHS A03bI ali(heHTaHHIIA.

Amumpunmunun, Hopmpunmuaun: ysenuueHue 3¢pdexra. KoHueHTpanuo S-HOPTPUNTHINHA
W/WIM  S-aMUTPUNITHIIMHA MOXKHO H3MEpPHTh B Hadajle KOMOWHUPOBAaHHOM Tepamuu C
¢bi1ykoHa30J10M U 4epe3 Heaemto nocie Havana. [Ipn HeoOxonauMocTH ciieyeT KOppeKTUpOBaTh

03y aMUTPUNITUIMHA/HOPTPUNITHIINHA.
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Ampomepuyun B: B UCCAEAOBAHUSAX HA MBIMAX (B TOM YHCIE C UMMYHOCYIPECCHE) OhTH
OTMEYEHBI CIIEAYIOIINE PEe3yIbTaThl: HEOOBIIOW aJINTUBHBIN TPOTUBOIPUOKOBBIN 3¢pdexT npu
cuctemHoii uHpekuuun, BbBBaHHOW C. albicans, orcyrcTBue B3amMoneicTBUS —IpH
BHYTpUYEpeHONH uWH(eKkuuu, Bb3BaHHOW Cryptococcus neoformans u aHTaroHu3sMm mpu
cuCTeMHO uH(ekuuy, Bei3BaHHOM A. fumigatus. Kimanueckoe 3HaueHHe JaHHBIX PE3yJIbTATOB
HE SICHO.

Aumuxoaeynaumel: Kak W JApyrde MPOTUBOTPUOKOBBIC CcpencTBa (MIPOU3BOMHBIC a3071a),
(1yKOHA301 MPH OJHOBPEMEHHOM IMPHMEHEHHH C Bap(papuHOM MOBBIIIAET MPOTPOMOMHOBOE
BpeMs (Ha 12 %), B CBSI3U C 4eM BO3MOXKHO pa3BUTHE KPOBOTEYEHHUI (reMaToMbl, HOCOBBIE
KPOBOTEUCHHMSI, KEIYJOYHO-KHUIIEUHbIE KPOBOTEUEHUS, I'eMaTypHs, MeJeHa). Y IalueHTOB,
MOJYYAlOIINX AHTHKOATYJSIHTBI KyMapHHOBOTO W WHAAHAMOHOBOTO psa H  (PIyKOHA30I,
HEOOXOIMMO TOCTOSIHHO KOHTPOJHMPOBATH MPOTPOMOMHOBOE BpEeMs B IEPHOA TEpalud U B
Te4eHWe & JHEH Tocie OJHOBPEMEHHOTO TpUMEHEHHUs. Takke cieayeT OLCHUTH
11eJ1eCO00Pa3HOCTh KOPPEKLMH J103bl JAHHBIX AHTUKOATYJISTHTOB.

A3zumpomuyun: IpU OJHOBPEMEHHOM NPUMEHEHUU BHYTPb (UIyKOHA30J1a B OAHOKPATHOW J103€
800 Mr ¢ a3UTPOMHUIIMHOM B OJTHOKpaTHOH g03¢ 1200 Mr BeIpaskeHHOTO (hapMaKOKHHETHYECKOTO
B3aUMOJICHCTBHS MEX Ty 000MMH TIpenapaTaMy He YCTaHOBIICHO.

benzoouazenunvi (kopomkozo Oeticmeus): 1ocie NMpUeMa BHYTPh MHIa3zoama (IIyKOHA30I1
CYLIECTBEHHO YBEJIMUYMBACT KOHIIEHTPALUIO MHJIa30JlaMa U IICUXOMOTOPHBIE 3(P(eKThI, mpuuem
3TO BIUSTHHE OoJiee BBIPAXKEHO Mocie mpueMa (iaykoHa3ojia BHYTPh, YEM TPU €T0 IPUMEHEHUN
BHYTpHBEHHO. [Ipn HEOOXOIMMOCTH COIMYTCTBYIOIIEH Teparnuu OeH30/IMa3eMHaMU TTallieHTOB,
OpUHUMAIUX (IyKOHa30J, cieayeT HaOIroJaTh C LENbI0 OLEHKH LelecooOpa3HOCTH
COOTBETCTBYIOIIETO CHMXKEHMs J103bl OeH3o0[uazenuHa. llpu OJHOBpEeMEHHOM NPUMEHEHUHU
OJIHOKPATHOM JI03bI TpHa3oiama QurykoHa3os yeennauBaer AUC Tpuaszonama npuOIH3UTEIIEHO
Ha 50 %, Cmax — Ha 20-32 % wu Ti2 — Ha 25-50 % Onaromapss yrHeTEHUIO MeTaboHM3Ma
Tpuazonama. MokeT MOHaJOOUThCS KOPPEKIHS J03bI TpHa30ama.

Kapbamazenun:  dnykonazon yraeraer Meraboim3M — KapOamasenuMHa W TOBBIIIAET
CHIBOPOTOUHYIO KOHIeHTparuio kapbamazenunHa Ha 30 %. HeoOxommmo y4YUTHIBaTH PHUCK
pa3BUTHs TOKCHYHOCTH KapOamasenuHa. CienyeT OIeHUTh HEOOXOAMMOCTh KOPPEKIMH 03I
KapOamasenuHa B 3aBUCMOCTH OT KOHIIEHTpauu/3gekra.

bnoxamopuvr «meonennvixy xanvyuesvix xananos (BMKK): nexoropeie BMKK (nudenunum,
UCPAaJUNUH, aMJIOJUNUH, BepanamMmil U QeNoAUNHUH) MeTaboNIU3UPYIOTCS H30(PEPMEHTOM

CYP3A4. ®nykoHazon yBenuuuBaeT cucTeMHyro »skcno3uiuio BbMKK. PexomenaoBan
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KOHTPOJIb Pa3BUTHS TOOOYHBIX 3(P(HEKTOB.
Hesupanun:  ogHOBpeMeHHbIH  npueM  (UIyKOHa30J1a M HEBUpAlUHA  YBEJIUYMBAET
npubausutenbHo Ha 100 % 5SKCHO3MIMIO HEBUpAlMHA 110 CPaBHEHHMIO C KOHTPOJBHBIMU
JAHHBIMH TI0 OTJICJIbHOMY NPUMEHEHMIO HEeBHpamuHa. M3-3a pucka NMOBBIINIEHHOTO BbIIEICHUS
HEBUpANMHA IPU COMYTCTBYIOLIEM IPHUMEHEHHMHU JIEKapCTBEHHBIX IPENapaToB HEOOXOAUMBI
HEKOTOPbIE IPEJOCTOPOKHOCTH U TIATEIbHOE HAOIIOIEHHE 32 NAllUEHTaMH.

Luknocnopun: y allMeHTOB C TPAHCIUIAHTHPOBAHHOM MMOYKOM NMpUMeHeHHe (hIIyKoHa30J1a B 103€
200 Mr/cyT mpMBOAMT K MEUIEHHOMY TOBBIIICHUIO KOHLIEHTPAIIMH LUKIocTopruHa. OHAKO MpH
MHOI'OKpaTHOM TpUMeHeHUH (iaykoHazona B o3¢ 100 Mr/cyT u3MEHEHHs KOHIEHTpaluu
LUKJIOCIOPUHA y PELUIHEHTOB KOCTHOrO Mo3ra He HaOmonanochk. Ilpu onHoBpeMeHHOM
npuMeHeHnn (hIyKOHa30J71a W HUKIOCHOPHHA PEKOMEHAYETCS KOHTPOJIUPOBATh KOHIIEHTPAIHIO
[UKJIOCTIOPHUHA B IIa3Me KPOBH.

Deeponumyc: X0Ts JaHHOE B3aUMO/ICHCTBHE HE ObUTO M3Y4YeHO IN VIVO wiu in Vitro, ¢giykoHa3omn
MOJKET TIOBBIIIATh KOHIIEHTPALMU 3BEpOJIMMyca B IUIa3M€ KPOBU IIyT€M MHIMOMPOBAHMS
CYP3A4.

Luknogpocghamuo: mpum OITHOBPEMEHHOM TMpUMEHeHHH IkiodochamMuaa u  QurykoHa3ola
OTMEYAeTCsl YBEJIMYCHNE CHIBOPOTOUHBIX KOHIEHTpanuid OWnmpyOuHa W KpeaTHHHHA. JaHHas
KOMOMHAIMs JIONMyCTHMa C Y4YeTOM pHUCKAa YBEJIWYEHUs KOHIEHTpauud OunnpyOuHa W
KpEeaTHHUHA.

Denmanun: WMEETCS COOOIIEHHE 00 OJHOM JIETaTbHOM HCXOJIe, BO3MOXKHO CBSI3aHHOM C
OJTHOBPEMEHHBIM TIpUMeHEeHneM (eHTaHmIa U (iykoHasona. [Ipeamnonaraercs, 4To HapyIIeHHUS
CBSI3aHBl C MHTOKCUKaIMeW (eHTaHWIoM. bpulo moka3aHo, 4To (uUIyKOHA30J1 3HAYUTEIBHO
yIIMHSET BpeMs BbiBeleHUs (peHTanuna. CieqyeT yuuThiBaTh, YTO MOBBIIIEHUE KOHIIEHTPALUU
(eHTaHmIIa MOXKET MIPUBECTH K YTHETCHHIO JIBIXaTEIbHON (DYHKITHH.

Uneubumopor I'MI-KoA-pedykma3zvl: Tpu OJHOBPEMEHHOM TpUMEHEHUH (IyKOHA30/1a C
unruouropamu I’ MI'-KoA-penykrasbl, metabosnuzupyembiMu nzopepmentrom CYP3A4 (tTakumu
KaK aTopBacTaTUH M cuMBacTaTuH) wiu uzopepmenrom CYP2D6 (takumu kak QiryBacTtaTHH),
PHCK pa3BUTUS MHUONATHA W pPa0JAOMHOJNM3a YBEIWYHBAETCS. B cilydae HEOOXOTUMOCTH
OJTHOBPEMEHHOW TEpanuy yKa3aHHBIMH IperapaTaMu clieayeT HaOJIroAaTh MalueHTOB C [ETbI0
BBISBJICHHSI CHMIOTOMOB MHOMATUM U padaomuonuza. HeoOXoauMo KOHTPOIUPOBATH
KOHIIGHTPALMI0 KpEeaTHHUHKHMHA3bl. B cilyuyae 3HAYUTENBHOrO YBEJIMUYEHHS KOHIIEHTPAlUU
KPEaTHHUHKUHA3Bl WM, €CIH JWAarHOCTHPYETCS WM HMMEeTCS TOAO03PEHHE Ha pa3BHUTHE

MUONIATUU WU pabmomMuonu3a, Ttepanuto wuHruOutopamu ['MI-KoA-pemykrasbl ciemyer
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IPEKPaTUTh.
Hopymunu6: ymepennble uHruOUTOphl u30pepmenta CYP3A4, takue kak ¢iIyKoHA30JI,
YBEJIMYMBAIOT KOHLEHTPAIMIO MOPYTHHHOA B IUIa3Me€ M MOTYT IOBBIIIATH PUCK TOKCHYHOCTH.
Ecnu nmpuMenenus npenapatoB B KOMOMHAIIMK HE YAAeTCs N30eKaTh, HEOOXOUMO YMEHBILIUTD
7103y nOpyTHHNOA, KaK yKa3aHO B MHCTPYKLUH 110 MEIULIUHCKOMY NPUMEHEHUI0 HOpYTUHHOA, U
00ecrneynTh TIIATEIbHOE KIMHUYECKOe HAOII0IeHHE.

Jlozapman: (HaykoHa307 yrHETaeT MeTadoiHM3M JI03apTaHa [0 €ro aKTHBHOTO MeTaboiauTa
(E-31 74), xoropelii oTBe4YaeT 3a OONBIIYI0 4YacTh 3(P(PEKTOB, CBA3AHHBIX C AHTATOHU3MOM
anruoreH3uH-11 penenropos. Heo6xonum perysspHblii KOHTPOJIb apTEPUATBHOTO JIaBICHUS.
Memaoon: GykoHa301 MOXKET yBEJIMYMBaTh IJIa3MEHHYIO KOHIEHTpaLMI0 MeTajoHa. Moxer
MOHAZ00HUTHCS KOPPEKIHS JO3bI METaI0HA.

Hecmepouonsie npomusosocnanumenvhuie npenapamsoi (HIIBII): Cmax 1 AUC daypOunpodena
yBenmuunBatorcss Ha 23 % wu 81 % coorBerctBeHHO. AmnamormdHOo Cmax u AUC
(bapMaKoIOTHUECKH aKTUBHOTO u3omepa [S-(+)-ubynpoden] mosbimanuck Ha 15 % u 82 %
COOTBETCTBEHHO IPU OJHOBPEMEHHOM IpUMEHEHHH (IyKoHa30jda C  paleMUYECKUM
udynpodenom (400 mr).

[Ipu ogHOBpeMEHHOM NpUMEHEHHH QuiykoHa3oiga B go3e 200 Mr/cyt u nenexkokcuda B /103€
200 mr Cmax 1 AUC nienekokcuba ypenuuuBarotcs Ha 68 % u 134 % cootBeTcTBeHHO. B 1anHO#
KOMOUWHAIMM BO3MOXHO CHHYKEHHE J03bI LIEIEKOKCHOa BJIBOE.

HecmoTpst Ha OTCYTCTBHE IIeTICHANPABICHHBIX UCCIEIOBAHNN (DITyKOHA30J1 MOXKET yBEITMYNBAThH
cucreMuyto oakcnosunmio apyrux  HIIBII, wmerabommsupyemsix wuzodepmentom CYP2C9
(HampuMep, HANpPOKCEH, JIOPHOKCHKAM, MEJIOKCHKaM, aukiodeHak). MoxkeT MoHan1o0uThCs
koppekuus no3s1 HIIBII.

ITpu ogHoBpemenHoM npumeHennn HIIBII u ¢pykoHazona naiueHTs! JOHKHBI HAXOAUTHCS O
THIATEIBHBIM MEIUIIMHCKAM HaOIIOJICHUEM C IEBI0 BBISABICHHUS M KOHTPOJIS HEKEIATeIbHBIX
ABJICHUM U NPOSBICHUN TOKCUYHOCTH, CBsi3aHHbIX ¢ HIIBII.

Onanapu6: ymepeHHble WHrHOMTOpHl u30odpepmenta CYP3A4, Ttakue kak ¢IIyKoHA301I,
MOBBIINIAIOT KOHIICHTPANMIO oianapuba B miazMe KpoBu. VX OoJHOBpeMEHHOE NMpPHUMEHEHHE He
pexomeHioBaHo. EciM HEBO3MOXKHO H30€KaTh OJHOBPEMEHHOI'O MPUMEHEHMs, HE0OXOAUMO
COKpaTHTh A03y onanapubda 10 200 Mr 1Ba pasa B CyTKH.

IlepopanvHvle kommpayenmugvl: TPU OAHOBPEMEHHOM MPUMEHEHHMM KOMOMHHMPOBAHHOTO
NEPOPANTEHOTO KOHTpamenTHBa ¢ (IyKoHa3070M B 03¢ 50 MI CyImIeCTBEHHOTO BIIMSHHS Ha

YpPOBE€Hb TOPMOHOB HE YCTAHOBJICHO, TOTJAa Kak MpU eXeJHEBHOM mnpuMeHeHuun 200 wmr

20



COOTBETCTEYET E_I‘i' CMNEPTHOMY OTYETY

ot 15.02.2024 N= 2883

(NOCNEQCBATENEHOCTE 0003)

¢dnykonazona AUC sTuHMIACTpaanoia U JIEBOHOPIeCTpelld yBeIanBaroTc Ha 40~% u 24~%
COOTBETCTBEHHO, a npu mnpumeHeHuun 300 wmr ¢aykonazona 1 pa3 B Hememo AUC
STUHWIACTPAINOTIA U HOPITHHIPOHA Bo3pacTaroT Ha 24 % u 13 % coorBercTBeHHO. Takum
0o0pa3oM, MHOTOKpaTHOE NpUMEHEHHE (IIyKOHA30JIa B YKAa3aHHBIX /033X BpSA JH MOXET
OKa3aTh BIUsSHUE Ha 3((HEKTUBHOCTH KOMOMHUPOBAHHOTO IEPOPATILHOTO KOHTPALICTITHUBA.
@enumoun: 0OTHOBpPEMEHHOE MpUMeHEeHHEe (IIyKoHa30J1a U (PEHUTOMHA MOKET COMPOBOXKIATHCS
KJIMHUYECKH 3HAYMMBIM IOBBIIIEHHEM KOHIEHTpauuu ¢eHutonHa. B ciaydae HeoOXommmoctu
OJTHOBPEMEHHOT0 NPUMEHEHHsS OOOUX NpEenapaToB CIEAYET KOHTPOJIMPOBATH KOHIICHTPALUIO
(dbeHuTOMHA U COOTBETCTBYIOIIMM O0pa30M CKOPPEKTHPOBATH €ro J03Y C IIeNbl0 00ecredeHus
TEpaneBTUYECKOI KOHIIEHTPAIIH B CHIBOPOTKE KPOBHU.

Hsaxagpmop: T1pu  OAHOBPEMEHHOM TIPUMEHEHWHM C HBakaTOpOM, CTUMYJSTOPOM
MYKOBHCIIHJIO3HOTO perysstopa TpancmemOpannoit mnpoBogumoctu (CFTR), wabmromanock
yBEIIMYEHUE SKCIIO3UINH nBakadTopa B 3 pa3a v SKCIIO3UIHMH THIApOKcuMeTunBakadropa (M1)
B 1,9 pa3a. [lanuenTam, OAHOBPEMEHHO MPUHUMAIOIIUM YMEPEHHbIE HHTUOUTOPHI U30(epMeHTa
CYP3A, takue kak (IyKOHA30J U SPUTPOMHUIIMH, PEKOMEH]IyeTCsl CHIDKEHUE 103kl uBakadropa
70 150 mr 1 pa3 B cyTku.

IIpeonuson: nmeeTcst COOOIIEHNE O Pa3BUTHU OCTPOI HEJJOCTATOYHOCTH KOPBI HAATIOYEYHUKOB Y
nanueHTa Mociie TPAHCIUIAHTAIlMU TeYeHW Ha (oHe OTMEHbl mIpueMa (GIyKoHa3olIa Mocie
TPEXMECSYHOTO Kypca Tepanuu. [IpeanonoxxuTenbHO, MpeKpalleHne Tepaniu GIyKoHa30JI0M
BBI3BAJIO TIOBBINIEHHE akTUBHOCTH u3odepmenta CYP3A4, uyto mnpuBeno K YCKOPEHHUIO
MeTaboJM3Ma MPeTHU30HA.

[TaruenTsl, monydYaromue KOMOMHHPOBAHHYIO TEpanui0 MPETHU30HOM U (PIyKOHA30II0M,
JOJKHBl HAaXOTUTHCS TOJ TIHIATENbHBIM MEIUIMHCKUM HaONIOJCHHEM IpPH OTMEHE IMpuema
(ryKOHA30I1a C ETBI0 OIEHKH COCTOSHHS KOPBI HaJIIOYEYHHKOB.

Pughabymun: ognoBpemeHHOe mpuMeHeHUe (irykoHazona W pudabyThHa MOXKET MPUBECTH K
MOBBIIIIEHUIO CHIBOPOTOYHBIX KOHIEHTpauui mnociueanero a0 80 %. Ilpu oxHOBpeMEeHHOM
npuMeHeHun (aykoHazona U pudadyTHHA OMUCAHBl CIy4au pa3BUTUs yBewTa. [lanmeHTOB,
OJTHOBPEMEHHO TosTydaronux pudadyTuH u GIyKoHa30, HEOOXOAUMO TIIATEIHFHO HAOII01aTh.
Caxsunasup.  AUC  cakBuHaBHMpa  TOBBIIaeTcs  npuOnm3uTesibho Ha 50 %,
Cmax — Ha 55 %, KIMpeHC CakBUHABUpPA yMEHbIIaeTcs mpubam3utenbHo Ha 50 % B CBS3U C
MHTHOMpOBaHUEM IMe4eHOYHoro meradonusma uzodepmeHToM CYP3A4 u uHrHOHpoBaHUEM
P-rmuxomnporenHa. MokeT moHamoOUTHCSI KOPPEKITHS 1036 CAKBUHABHPA.

Cuponumyc: TOBBIILIEHUE KOHIICHTPAIIMN CHUPOJIMMYycCa B IJIa3Me€ KPOBH, MPEAMNOJIOKUTEIBHO, B
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CBSI3W C MHTHOMPOBAHUEM METa0O0JIM3Ma CUPOJIUMYCTa depe3 yrHeTeHNE m3odepmenTa CYP3A%
u P-rmukonporenna. JlanHas KOMOHMHAIMST MOXET TPUMEHSATHCA C COOTBETCTBYIONICH
KOPPEKIHEH 03Bl CUPOIMMYCa B 3aBUCUMOCTHU OT d(h(eKTa/KOHIICHTpAITHH.

Ilpenapamul cynvonuimouesunvl: GIryKoHa30ll, TP OJHOBPEMEHHOM MPUMEHEHUH, IPUBOIUT
K yBelu4yeHuto Ti1, mpenapatoB Cyiab()OHHUIMOYEBHHBI (XJIOpPIpONaMuia, TIHOCHKIaAMUIA,
IMNK3KAa U Ton0yTaMua) Juisl mpuema BHYTpb. [lanmenTam ¢ caxapHbIM AuaOeTOM MOKHO
Ha3HAyaTh OJHOBPEMEHHOE TMpHUMEHEHHe (IykoHa3ola © MEpOpajbHBIX IPErnapaToB
CyJIb(OHMIMOYEBUHBI, HO TIPU OTOM CIEAYeT YYUTBIBaTh BO3MOXKHOCTH  Pa3BUTHS
TUTOTJIMKEMHH, KPOME TOr0, HEOOXOIMM PEryJsipHbI KOHTPOJIb KOHIEHTPALUU TIIOKO3bl B
KPOBH U, TPU HEOOXOIUMOCTH, KOPPEKIIUS O3Bl IPETApaTOB CyJIb(POHUIMOYECBUHBIL.
Takpoaumyc: OTHOBpEMEHHOE TpUMEHeHne (pIIyKoHa30J1a U TaKpouMyca (BHYTPb) PUBOJIUT K
MOBBIIICHUIO CHIBOPOTOYHBIX KOHILIEHTPAIMH MOCIETHEro J0 5 pa3 3a CYeT MHIHOMpPOBAHHSA
MeTa0oaM3Ma TaKpOJIUMYycCa, IPOUCXOAAIIETO B KHUIICYHHKE IOCPEACTBOM H30(hepMeHTa
CYP3A4. 3HaunTenbHbIX HM3MEHEHHH (apMaKOKMHETHKH MpernapaToB HE OTMEUYEHO Ipu
NPUMEHEHUU TaKpoJuMyca BHYTpUBeHHO. OmucaHbl ciydan He(poTOKCHYHOCTH. [lanmeHTos,
OJTHOBPEMEHHO TPHHUMAIOMIMX TaKPOJIMUMYC BHYTPb W (IIyKOHA30J, CIEAYeT TIIATEIbHO
HaOmonate. Jlo3y TakpoinMyca cieayeT KOPpPEKTUPOBATh B 3aBUCHUMOCTH OT CTEIEHH
MOBBIIIIEHUS €0 KOHIIEHTPAILUU B KPOBH.

Teogpunnun: pu OTHOBPEMEHHOM INPUMEHEHUM C (urykoHazosnoMm B go3ze 200 mMr B TedeHue
14 nHel cpemHsisE CKOPOCTh IUIa3MEHHOTO KiMpeHca TeodusuimHa cHuxkaetcs Ha 18 %. Ilpu
Ha3HauYeHUM (IIyKOHA30Jla TAlHMeHTaM, MPUHUMAIOIUM TeOQWIIMH B BBICOKHX 033X, WIH
NalMeHTaM C MOBBIIIEHHBIM PUCKOM Pa3BUTHS TOKCHYECKOIO JEHCTBUSA TEOQWIIMHA CIEayeT
HaOJI01aTh 32 MOSBICHUEM CHMIITOMOB IEpEeI03UPOBKU TEODMIIMHA U IPU HEOOXOIUMOCTH
CKOPPEKTHUPOBATH TEPANHIO COOTBETCTBYIOIINM 00pazoM.

Togayumunu6: >xcno3unus ToGanUTHHIOA YBETUYUBACTCS MPU €r0 COBMECTHOM ITPUMEHEHUHN
C IpenapaTamu, KOTOpbI€ SBISIOTCS OAHOBPEMEHHO YMEPEHHBIMH MHTHOUTOpaMu n3odepmMeHTa
CYP3A4 u CYP2C19 (manpumep, ¢uykoHazon). MokeT MOHATOOUTHCS KOPPEKIHS 03bI
TodaruTHHUOA.

Tonsanman: >KCTO3MIMS ToJjiBanTaHa 3HauuTeNbHO yBenmunBaercs (AUC Ha 200 %, Cmax Ha
80 %) mpu coBMEeCTHOM NHpHUMEHEHMH ToniBanTtaHa, cyocrpara CYP3A4, u ¢nykonasona,
ymeperHoro unruouropa CYP3A4. Ilpu 3ToM CyIIeCcTBYeT PHCK 3HAYMTEIBHOTO YBETUYEHUS
YacTOTHI PAa3BUTHS HEKENATENHBIX SBICHHUN, B YaCTHOCTH, TAKMX KaK MMOBBINICHHBIA IUYpE3,

Acryjaparanvsa MU OoCTpas IodYedHad HEAOCTATOYHOCTD. HpI/I OJHOBPEMCHHOM IIPUMCHCHHUHN
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JaHHBIX Hp€rnapaTtoB CICAYCT YMCHBUIUTL 03y TOJBAIITdHd W BHHUMATCIBHO HAOJIIOAATE 3d
COCTOSIHUEM IaLUEHTA.

Ankanouo  Oapsumka: HECMOTpPS Ha OTCYTCTBHE LEJICHANPABICHHBIX HCCIIEJOBAaHUM,
IpernonaraeTcs, 4To (hIyKoHa30J MOXET YBEJIMYMBATh KOHLIEHTPAIMIO allKaJIOUI0B OapBUHKA
(HampuMep, BUHKPUCTHHA M BUHOJACTHHA) B IJIa3M€ KPOBU M, TaKUM 00pa3oM, MPUBOJIUTH K
HEHPOTOKCUYHOCTH, YTO MOXKET OBITh CBsI3aHO ¢ yrHeTeHneM n3opepmenta CYP3A4.

Bumamun A: umeeTcs cooOIieHue 00 OJHOM Cllydae pa3BUTHSI HEKENATENbHBIX PEaKUUi Co
CTOpOHBI 1HeHTpanbHOM HepBHOUM cuctembl (LUHC) B Buae mnceBaoonyxoid Mo3ra mpu
OJTHOBPEMEHHOM IPUMEHEHUHU IOJHOCTBIO TPAHCPETUHOEBOM KHUCIOTHI U  (PIIyKOHA301a,
KOTOpbIE UCUE3JIH NOCcie OTMEHbI (hiaykoHa3oma. IIpumeHenne qaHHON KOMOMHAIMKM BO3MOXKHO,
HO CJIeIyeT MOMHHUTb O BO3MOXXHOCTH BO3HUKHOBEHMSI HEXKEJIATEIbHBIX PEaKLUN CO CTOPOHBI
[HC.

3udosyoun: mpu OTHOBPEMEHHOM MPUMEHEHHH C (DIIYKOHA30JI0M OTMeuaeTcs NOBbImeHHEe Cmax
u AUC 3unoByauna Ha 84 % u 74 % cootBeTcTBeHHO. JlaHHbIi 2P deKT, BeposATHO, 00YCIOBICH
3aMe/IJICHMeM MeTaboIM3Ma MOCeIHero 10 ero riaBHoro Merabosura. [lo u mocie tepanuu c
npuMeHeHneM (aykoHazona B 1o3e 200 mr/cyT B Tteuenue 15 mueit 6onapabpM CIINIom 1 ARC
(xomruteke, cBsizaHHbpld  co CIIMJlom) ycranoBmeHo 3HaumtenbHOe YyBenmueHne AUC
sunoByauna (20 %).

[TanMeHTOB, MOJyYaAIOMIMX TaKyl0 KOMOHMHALIMIO, CleQyeT HaOJIIoAaTh C LENbI0 BBIABICHHS
10004HbIX 3((HEKTOB 3UIOBYINHA.

Bopuxonazon (uneubumop uzogpepmenmos CYP2CY9, CYP2C19 u CYP3A4): omqHOBpEMEHHOE
npuMeHeHHne BoprukoHasoia (rmo 400 mr 2 pas3a B CyTKHU B IepBbIi eHb, 3aTeM 1o 200 Mr 2 pa3za
B CYTKU B TeueHue 2,5 nHeil) u ¢aykonazona (400 mMr B nepBblil ieHb, 3aTeM 1o 200 mr/cyT B
TeueHue 4 nHel) nmpuBoAMT K yBenuueHHI0 Cmax 1 AUC BopmkoHa3ona B Iula3Me KPOBH Ha
57 % u 79 %, cooTBETCTBEHHO. bbUIO MOKa3aHO, YTO JAAaHHBIM 3PQeKT coxpaHseTcs HpH
YMEHBUICHUH JI03bl W/WJIM YMEHBIIEHHMM KpaTHOCTU MpHemMa Jo00oro u3 MpenapaTos.
OnHOBpeMEHHOE MPUMEHEHUE BOPUKOHA30J1a U (DIIyKOHA30J1a HE PEKOMEH Iy eTCsl.
HccnenoBanusi B3auMOAENHCTBUS MepopalibHbIX (opM (IyKoHa3ojda MpPU €ro OJHOBPEMEHHOM
npueMe ¢ MUIiel, IMMEeTUIMHOM, aHTAI|IaMH1, a TaKXKe MOocje TOTAIBHOro 00IyUYeHus Tea Jyis
MOJArOTOBKM K TEpecajKke KOCTHOTO MO3ra IO0KaszajiM, YTO 3T (PAKTOPbl HE OKa3bIBAIOT
KJIMHUYECKH 3HAYMMOTI'0 BIIMSHUS Ha BCachbiBaHHE (DIIyKOHA307Ia.

[lepeuncnenHple  B3aMMOJEMCTBHS ~ yCTAHOBJEHBI IMPU  MHOTOKPaTHOM  NPUMEHEHHH

¢dirykoHa301a; B3aUMOJICHCTBUS C JIEKAPCTBEHHBIMU CPEJCTBAMHU B pE3yJibTaTe OJHOKPATHOIO
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npueMa (IyKoHa30J1a HEU3BECTHBI.
Bpauam crienyer yuuThIBaTh, YTO B3aHUMOJCICTBHE C APYTMMHU JIEKAPCTBEHHBIMHU CpPEACTBAMHU

CIICHUAJIBHO HE U3Yy4aJlOCh, HO OHO BO3MOXKHO.

Oco0ble ykazanus

Coobmanoce 0 ciay4asx cynepuHQeKiun, Bb3BaHHOM oTaununsiMu oT Candida albicans
mwrammamu Candida, KkoTopble yacTo 00JIaal0T MPUPOTHON PE3UCTCHTHOCTBIO K (DIIyKOHA30ITY
(manpumep, Candida krusei). B momoOHBIX ciydasx MOKET MOTPeOOBATHCS albTEPHATHBHAS
IPOTHBOIPUOKOBAsI TEPATTHSL.

Bo Bpemsi OepeMeHHOCTH MpuUMeHeHus (UIyKoHa30ja ciedyeT u30erarb, 3a HCKIIOYCHHEM
CIy4aeB TSDKENbIX M IMOTCHUUAIBHO YIPOXKAFOUIMX JKU3HH T'PUOKOBBIX HH(EKIH, Korjma
OXHIIaeMas TI0JIh3a JICUCHHS /ISl MATEPH MPEBBIIACT BO3MOKHBINM PUCK TSI TLUIOIA.
Heobxomumo paccMoTpeTh 3G (GEKTHBHBIE METOAbI KOHTPAIECIIMH Y JKCHIIWH IETOPOIHOTO
BO3pacTa B TEYECHHE BCEro IEPUOJA JICUCHUS W MNPUOJIM3UTEIBHO B TEUYCHHE HEICIH
(5-6 mepuoJOB MONMYBBIBEICHUS IMOCJIE MPHHATHS IMOCICIAHEH 03Bl mpenapara (CM. pasjeln
«[IpumeHeHune npu OEPEMEHHOCTH U B IEPHOJI TPYAHOTO BCKAPMITBAHUSD).

B penkux ciydasx npuMeHeHHE (DIIyKOHA307a COMPOBOXKAAIOCH TOKCHYCCKUMH H3MCHCHUSIMHU
TIICYCHH, B TOM YHCJIE C JICTAIBHBIM HCXOJOM, TJIaBHBIM 00pa3oM, y MAI[MEHTOB C CEPbE3HBIMU
COMYTCTBYIOIIMMH 3a00NieBaHMsAMH. B cilydae remaroTokcuueckux 3(QeKToB, CBS3aHHBIX C
HpUMEHEeHHeM (IIyKOHA30J1a, HE OTMEUEHO HX SIBHOW 3aBHCHMOCTH OT OOIIel CYTOYHOM 03Bl
Tnperiapara, JUIMTEIbHOCTH TEPAIiK, 1MOJIia W BO3pAcTa MAalMeHTa. | enaToTOKCHYEeCKOe JCHCTBHE
nperapara OOBIYHO OBUIO OOPATHMBIM; MPH3HAKK €r0 HWCYE3aTH MOCIe TPEKPAIICHUS TePAaInH.
[TanmeHToB, y KOTOPBIX BO BpeMs JICUCHHs MPEHNapaToM HapyIIATCs MoKazaread (YHKIHN
TICYCHH, HEOOXOAUMO HAOMIO/ATh C LENbI0 BBIABICHHS MPU3HAKOB 0OJICe CEPhE3HOr0 MOPAKECHHS
nieueHu. [Ipu MOSIBIICHNN KIIMHAYECKHUX MMPU3HAKOB MJIA CHMITTOMOB MTOPAKEHHS [IEICHHU, KOTOPbIE
MOTYT OBITh CBSI3aHBI C IPUMEHEHHEM (DITYKOHA30I1a, IIpernapar ClIeayeT OTMEHUTb.

Kak ¥ mpu mpUMEHEHWH IPYrHX a30JioB, (IyKOHA301 B PEAKHUX CIIydasx MOXKET BbI3BIBAThH
aHa(UIAKTHUCCKUE PEAKIIHH.

Bo Bpemst JeueHuss (IIyKOHA30J0M Yy TMAIMEHTOB B PEOKHX CIyYasX pPa3BUBAIKMCH
9KC(HOTHATHBHBIC MTOPAKEHHS KOXKH, Takue Kak cuHaApoM CtuBeHca-/[)KOHCOHA M TOKCHYECKHIA
snuaepMaibHbil Hekponu3. bonbabie CITM oM Gosiee CKIOHHBI K Pa3BUTHIO TSDKEIBIX KOKHBIX
peaxIuii Mpyu MPUMEHEHUH MHOTHUX TIpenaparoB. [Ipy MOsSBICHNH Y MAIMEHTA BO BPEMsI JICUCHHS
HOBEPXHOCTHON TPHUOKOBOM HMH(EKIWHU CHIMK, KOTOPYID MOXHO CBsi3aTh C HpPUMEHEHHEM

diykoHazoma, mpemnapar cieayeT OTMEHUTh. [Ipu TOSABIEHHWM CBHIIM Yy MAlUEHTOB C
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WHBAa3HWBHBIMU NJIN CUCTEMHBIMHA FpI/I6KOBI>IMI/I /ll-l(i)CKU,l/l}lMl/l HX CICAYCT THIdTC/IbHO HAUJJIIOAdTh
U OTMEHUTh TIpenapar IpU MOSBIEHUM OYJUIC3HBIX MOPAXKEHUH WIM MHOTO(QOPMHOM
JKCCYJAaTUBHON DPUTEMBI.

OnHoBpeMeHHOE TpuMeHeHue ¢urykoHasona B 1o3ax menee 400 Mr/cyT u Tepdenaanna ciemayer
IPOBOJIUTH IOJ TUIATENbHBIM KOHTpojeM (cM. pa3gen «BsammoneiictBue ¢ aApyrumu
JIEKapCTBEHHBIMH CPEJCTBAMUN).

Kak u npyrue azonbl, (haykoHa3071 MOXKET BBI3bIBaTh yBenuueHue uHTepBasa QT ma OKI.
OnykoHa30J1 BBI3bIBaeT yBenuyeHue wuHTepBaia QT mocpencTBoM HHTHOMpPOBaHHMS TOKa
KaJMEBbIX KAaHAJIOB BHYTPEHHEro BBIIPAMICHUA. YBenndeHue uHTepBasa QT, BbI3BaHHOE
JPYTUMH JIEKAPCTBEHHBIMU MIpenapaTtaM (TaKUMH KakK aMHOJApOH), MOXET OBbITh YCHUJIEHO
unruouTopamu m3opepmenta 3A4 nuroxpoma P-450 (CYP) (cm. paznen «BzaumoneiictBue ¢
JIPYTUMHU JIEKapCTBEHHBIMH cpencTBamm»). [lpm mpuMeHeHnn (iaykoHa3o0da yBEIWYCHUE
uHTepBana QT u MeplaHue UM TpeneTaHue KeIyJOUKOB OTMEYald OYeHb PEJIKO Yy MallMeHTOB
C TSKEJIbIMU 3a00J€BAaHUSMU C MHOMKECTBEHHBIMU (haKTOpaMH pPHUCKA, TaKMMHU Kak
opraHuyeckre 3a0o0yieBaHMsl Ccep/lla, HapyIIEHUs IEKTPOIUTHOrO O6ajaHca U COCOOCTBYIOLIAs
pa3BUTHIO TOJOOHBIX HApyLIEHUH comyTcTByrouias Tepanus. [IoBBIIIEHHBIH PUCK pPa3BUTHS
YTPOJKAIOLIEH MKU3HU JKEITyAOYKOBOM apUTMUU U MOJIMMOPQPHON KETyTOYKOBOM TaxuKapIuu
MOKET BO3HMKHYTb Yy NAIUEHTOB C THUIOKAIMEMHUEH M MPOTrPECCUPYIOIIEH CEpAECUHOU
HEZO0CTaTOYHOCThIO. [lo3TOMy TakuMm manMeHTaM C MOTEHUUAIBHO NPOapUTMUYECKUMHU
COCTOSTHUSIMU IIPUMEHSTH (ITYKOHA30JI CIEIyEeT C OCTOPOKHOCTBIO.

[Taruentam ¢ 3aboneBaHMSIMHM TEYEHHU, CEepAlla M IMOYEK Iepe] NPUMEHEHUEM Ipernapara
PEKOMEHIyETCsl IPOKOHCYJIBTUPOBATHCS C BPAUuOM.

@DI1yKOHAa30JI COBMECTUM CO CIEAYIOUIMMH PACTBOPAMHU:

- 20 % pacTBOp AEKCTPO3HI;

- pactBop Punrepa;

- pactBOp XapTMmaHa,

- pacTBOp KaJIMsl XJIOpHA B AEKCTPO3E;

- 4,2 % pactBOp HaTpusi OukapOoOHaTa,

- aMUHO(Y3HH,;

- 0,9 % pacTBOp HaTpHs XIOPHUAA.

DyKOHA30J MOKHO BBOJWUTH B MH(PY3MOHHYIO CUCTEMY BMECTE C OJHUM U3 IEPEUUCIICHHBIX
BbIIIIE PACTBOPOB. XOTA Cily4yau crenupuyeckoil HECOBMECTUMOCTH (pIyKOoHa30jla C JPYTMMH

CpeICTBAaMU HE ONHUCaHbl, TEM HE MEHEee, CMEIINBAaTh €ro C JIIOOBIMU JPYTUMU TpernaparaMmu
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nepen nHPy3ueil He peKOMEHTy€eTCS.
JHoka3zatenbcrBa 3 exTuBHOCTH (PIIyKOHA30Jla TPHU JICYEHUU JPYTHMX BHUIOB JHAEMUYHBIX
MHKO30B, TAKMX KaK MapakOKUUIUOUJIOMUKO3, CIIOPOTPUXO3 U TMCTOILIA3MO3 OFPAHUYEHBI, YTO
HE TI03BOJISIET OIPEAEIUTh KOHKPETHBIE PEKOMEHJAUu 10 jAo3upoBaHuio. DiaykoHaszon
SABISICTCS  yMepeHHbIM uHTHOUTOpOoM u30depmMenta CYP2C9 u ymepeHHBIM HHTHOUTOPOM
nzodepmenta CYP3A4. daykonazon takxke sBisgercs naruoutopom uszopepmenta CYP2C19.
[Ipu onHOBpEeMEHHOM Tepanuu JIEKAPCTBEHHBIMU IMpenaparaMu C Y3KUM TEpaneBTUYECKUM
npodunem, wMerabommsupyrommmucs wuzopepmernramu CYP2CY9, CYP2C19 u CYP3A4,
peKoMeHIyeTcsl CcoOmoaaTh OCTOPOXKHOCTh (cM. paszzmen «BsaumopeiicTBue ¢ Ipyrumu
JIEKaPCTBEHHBIMU CPEACTBAMM).

Coo0mmaioch 0 pa3BUTHH HEAOCTATOYHOCTH KOPBI HAJAMOYCYHUKOB y MAIUEHTOB, MOTYYaONUX
TEepanmuio JPyrUMH a30jlaMu (HalpuMep, KETOKOHA30Ji0M). Y TMAalMEeHTOB, IMOIYYaolnux

(bayKoHa30I1, HAOIIOJATHCH OOpPAaTUMBIE CITydand HEIOCTATOYHOCTH KOPBI HAATIOUYEYHUKOB.

Bansinne Ha cIOCOOHOCTH YIPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMM, MEXaHU3MAMU

[Ipu npumeHeHMM  mpenapara HEOOXOIUMO  YYUTHIBAaTh  BO3MOXKHOCTH  Pa3BUTHS
rOJIOBOKpYXeHHUS U cyjopor. Cienyer coOmoaTh OCTOPOXKHOCTb IPU  YIPABIECHUU
TPAHCMIOPTHBIMU CPEJCTBAMU M TIPH 3aHATHSAX JAPYTMMH TOTEHIIMAIHHO OIACHBIMU BHJIAMH
NEeSTENIbHOCTH, TPeOYIOMIMMH  TOBBIIICHHOW KOHIEHTPAllMd BHUMAHUS H  OBICTPOTHI

MNCUXOMOTOPHBIX peaKHHﬁ.

dopMa BbIITYCKa

PactBop st nHGy3Mit 2 Mr/mit.

ITo 50, 100 mnu 200 M Bo ¢akoHbI MoJaUNponuiIeHoBble (He coaepxkar 11BX), n3rotosieHHbIe
no Texnonoruu "blow-fill-seal" «Bbi1yB-HanoNMHEHNE-TepMeTH3anus» (Bottelpack™).

®aKkoHBI UIMEIOT 2 THIIA.

Tun 1 (Ilomudnak) — ¢raakoHBl NOJUMPONIICHOBBIE C 3alasHHOW TOPJIOBHUHOW, C
CaMOCMaJAIOMIMMCSl  KOPIyCOM, CO IIKaJoW M Memiel-aep)karesiieM, C NpUBApPEHHBIMU
HOJIUIPOINMICHOBBIMHU KonaykamMu. KoJmauku MOTyT OBITh € 2-Msl OTJI€NbHBIMUA CTEPHIBHBIMU
MOPTaMH, 3aKPBITBIMH  3alIUTHBIMHA  TIOJHMIIPONMJICHOBBIMH  3arJIyIIKaMH, JHOO WMETh
2 cTepuSIbHBIX TOPTa, 3aKPBITHIX 3alIUTHOW altOMHUHHMEBOW ¢onproi. B cmyuae ¢ 2-ms
OTJENBHBIMU CTEPHJIBHBIMU MOPTaMHU TPU BCKPHITHMHM OJHOTO MOPTa CTEPUIBHOCTH JPYroro
COXpaHseTcs.

Tun 2 (ITommdmaxk EH) — ¢makoHsl MOIUIPONMICHOBBIE C 3amasHHON TOPJOBHUHOM, C
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CaMOCIMAIAOUMCSl  KOPIYCOM, CO  IIKaJOW W NCTICH-AEPRATCIEM, W TOJOBKOM,
MIpeHa3HAYECHHOM I MPUCOSAMHEHUS CTaHIaPTHOU HH(PY3UOHHOM cucTemMbl. Kaxapiii (iiakon
3aKpBIBAETCS MOJUITPONIICHOBOM KPBIIIKOM, JOMYCKAaeTCsl 00epThIBAaHHE TICHKOIA.

I[To 1 pnakoHy BMecTe ¢ MHCTPYKIMEH 110 MPUMEHEHHIO B MTAYKE U3 KApTOHA.

Jlna cmayuonapos

ITo 36 ¢makonoB mo 50 mmu 100 mMa wm o 20 daakonoB mo 200 My BMECTe C paBHBIM

KOJIMYECTBOM MHCTPYKIIHIA 110 MPUMEHEHHIO B TOHPOKOPOOE M3 KapTOHA.

YciaoBust XxpaHeHUs
I[pu temneparype He Boime 30 °C B OpurdHaIbHOM yrakoBke ((J1akoH B mavke/rohpokopooe).

XpaHUTh B HEJOCTYITHOM IS IETEeH MecTe.

Cpoxk rognocTu
2 roja.

He IMPUMCHATH ITOCJIC OKOHYaHUA CpOKa roaAHOCTH.

YcaoBus ornycka

OTmycKaroT 1o peLenty.

Baajenen perucTpaiMOHHOIO yA10CTOBEpEeHUs!
00O «I'poTeke»

Poccus, 195279, r. Canxr-IletepOypr
WNHaycTpuanbHbIil IpOCHEKT, 1. 71, kopmn. 2, nut. A
Ten.: +7 812 385 47 87

daxc: +7 812 385 47 88

IIpounsBoauTeas/Opranusanus, NPUHAMAOIIAs IPETEH3NH OT MOTPedHuTeIeH
00O «I'porekc»

Poccus, 195279, r. Canxt-IlerepOypr

WHpycTpranbHbI OPOCHEKT, 1. 71, kopm. 2, mut. A

Ten.: +7 812 385 47 87

dakc: +7 812 385 47 88

www.solopharm.com
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