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COOTBETCTBYET 3KCNEPTHOMY OTYETY

I1O MEJULITMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O ITPEITAPATA
DJIIYKOPYC®

PerncrpauuonHnbiii HOMep:

Toprosoe naumenopanue: duyxopyc®

Me:xkayHapoaHOe HeMIATEHTOBAHHOE WJIH IPYNNHPOBOYHOE HAMMEHOBaHHe: (DIyKOHA30
JlekapcrBenHasi popma: pacTBop 11t UHY3HIA.

Cocras nHa 100 mur:

Heticmsyrowee sewgecmso. Giuykonazon — 0,2 .

Bcnomocamenvnvie seugecmesa: natpust ximopuna — 0,9 r, Boga s uabekuuii — 10 100 mo.
Onucanue: Mpo3pavHblilt OeCUBETHBINM WIH CO CIIETKA JKEITOBATHIM OTTEHKOM PacTBOP.
@apmakoTepaneBTHYeCKasi TPyIIa: MPOTUBOIPUOKOBbIE MpemapaThl A CHCTEMHOTO
[IPUMEHEHUS, IIPOM3BO/IHBIE TPUA30JIa U TETPazoa.

Kon ATX: JO2ACO1.

®apMaKoJIOTHYEeCKHE CBOIiCTBA

Dapmakoounamuxa

@i1yKOHA30J1, TPHUA30JbHOE IPOTHUBOIPUOKOBOE CPEIICTBO, SIBISETCS MOIIHBIM CEJIEKTHBHBIM
MHIMOUTOPOM CHHTE3a CTEPOJIOB B KIIETKE I'PUOOB.

Ero ocHOBHOW MexaHHM3M [EHCTBUS 3aKIIOUAeTCsl B HMHTHOMPOBAHUHM OMOCPEIOBAHHOM
rpUOKOBBIM  IUTOXpoMOM  P450  peakuum  gemetwnupoBanus  l4-adpda-maHoctepona,
SBIISIONICHCS KIIOYEBBIM dTAmoM OHOCHHTE3a sprocrepona B rpubax. Hakormnenue 14-anbda-
METHJICTEPOJIOB KOPPENUPYET ¢ MOCACAYIOUIEH MOTEpPEl Sprocrepona, BXOAAIIETO B COCTAB
KJIETOYHOW MeMOpaHbl TPHOOB; 3TOT MPOILIECC BOSMOXKHO JIEKUT B OCHOBE MPOTHBOTPUOKOBOTO
neiictBus ¢daykoHaszona. [lokazaHo, yTo ¢uykoHa3zon 6oyiee CeIeKTHBEH IO OTHOIICHUIO K
dbepmenTam cemericta ruToxpoma P450 rpuboB, 4eM Mo OTHOIICHUIO K Pa3IUYHBIM EepMEHTaAM
cemericTBa nutoxpoma P450 mMiekonurarommx.

®dnykoHazon 007aaeT BBICOKOW CHENUGUYHOCTHI0O B OTHOLIEHWM TPHOKOBBIX (EPMEHTOB,
3aBUCUMBIX OT mutToxpoma P450. Tepanus ¢aykonazonom B goze 50 mr/cyT B TeueHue [0
28 nHell He BIHAET HAa KOHIIGHTPAIMIO TECTOCTEPOHA B IUIa3ME KPOBU Yy MYKYUH WIH
KOHIICHTPAIMI0 CTEPOUJOB Yy KCHIIMH JAEeTOpPoaHOro Bospacra. daykoHazon B no3e 200—
400 Mr/cyT HEe OKa3bIBaCT KIIMHUYCCKH 3HAYMMOTO BIHSHUS HA YPOBHHU 3HJIOTEHHBIX CTSPOH/IOB
M HX PEaKklUMI0 Ha CTUMYJLILIMIO anpeHokoprukorponHoro ropmona (AKTI) y 3m0poBbix
MY>KYHH-T00pOBOJIBIIEB.

HccnenoBanusi B3aUMOJACHCTBUS C AHTUNHMPUHOM [IOKa3aidM, YTO HU OJHOKPATHBIMA, HU

MHOI'OKpaTHBbIH ITpueM 103 (urykoHasosa 1o 50 Mr He BIMSIET Ha €ro MeTaboIu3M.
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@CZDMCZKOKMHEMU'{GCKaﬂ/d)aDMaKOauHaMulieCKC A-SACUHCHMOCHTD

B uccnenoBaHusIX Ha KUBOTHBIX BBISIBICHA 3aBUCUMOCTb MEKIY 3HAYEHHUSIMH MHUHHMAJIBHON
uHruoupyromeil konuentpanuu (MUK) u spdexTHBHOCTBIO B OTHOLIEHUH SKCIIEPUMEHTAIBHBIX
MHKO30B, 00YyCJIOBJICHHBIX TpuOkom pona Candida. B KIMHMYECKHX HCCICIOBAHUAX HMEIO
MECTO mpakThyecku nuHeiHoe otHowenue 1:1 wmexay AUC u posoi  ¢uiykonasona.
CymecTByeT XOTs U NpsMasi, HO HETIOIHAsl B3auMOCBsI3b Mexay nokasarenem AUC unu 10304 u
YCHEWHBIM KIMHUYECKHM OTBETOM KaHAWA03a POTOBOM IOJOCTH W B MEHBIIEH CTENEHU
KaHIUJACMHUU Ha TEparnio. AHAIOTUYHBIA METOJ JICYCHHUS B MEHBIICH CTEIEHU ITOAXOAUT IS
JedeHUs MHGEKUHA, BRI3BAHHBIX ITaMMaMu ¢ Beicokoit MUK durykonazona.

Muxpobuonozus

®yKoHA307 MPOJEMOHCTPUPOBAN MPOTUBOTPUOKOBYIO AKTUBHOCThH iM Vifro B OTHOILIEHUU
pacupoCTpaHCHHBIX B KIMHUYECCKOW mpakTuke BujioB rpudka Candida (Bxmouasi C. albicans,
C. parapsilosis, C. tropicalis). C. glabrata neMOHCTPUPYET MOHMKCHHYIO YYBCTBUTCIBLHOCTH K
dbaykoHazony, B To Bpems kak C. krusei umeeT IMPUPOIHYIO YCTOWYMBOCTH K BO3ACHCTBHIO
¢baykonazona. MUK wu »snuaemuonorundeckoe moporooe 3HaueHne EUCAST (ECOFF)
baykonazona qis C. guilliermondii Benue, yem ans C. albicans. HegaBHO NMOSBUBIINECS BHIBI
rpubka C. auris OTHOCHTEIBHO YCTOMYMBEI K BO3JCUCTBHIO (UIYKOHA30J1a. Y CTAHOBJICHA TaKXKe
aKTHBHOCTH (hiIyKoHa3oxma in vitro B otnomennn Cryptococcus neoformans u Cryptococcus
gattii, a TaKXke TPOTUB OHHAEMHYECKHUX IUIECHEBBIX TpUOKOB Blastomyces dermatitides,
Coccidioides immitis, Histoplasma capsulatum w Paracoccidioides brasiliensis.

[Ipn BHYTpUBEHHOM BBE/JCHHM (IYKOHA30JI MPOSBISCT aKTHMBHOCTh HA PA3IMYHBIX MOJCISX
rpuOKOBBIX MH(QEKIU y XMBOTHBIX. [Ipo/leMOHCTpHUpOBaHA AaKTHBHOCTH TIIperapara Ipu
ONMOPTYHUCTUUECKUX MHUKO3aX, B TOM uHcle BbI3BaHHBIX Candida spp. (BKItouas
reHepaIU30BaAHHBIN KaHIUI03 Y JKUBOTHBIX C MOJABIEHHBIM HUMMYHUTETOM); Cryptococcus
neoformans (BKio4asi BHyTpuuepenusie nudpexnmm); Microsporum spp. u Trychophyton spp.
YcTaHOBNICHA TaKKe€ AaKTUBHOCTh (DIIYKOHA30Jla HAa MOJCIIX JHIACMHYCCKUX MHKO30B Y
KUBOTHBIX, BKJIIOUas HH(DEKIUU, BbI3BaHHbIE Blastomyces dermatitides, Coccidioides immitis
(BruTIOYAst BHYTpUUEpenHble uHhekuun) u Histoplasma capsulatum y >KUBOTHBIX C HOPMAJIbHBIM
Y TIOJTABJICHHBIM UMMYHHUTETOM.

Mexanusmot pazgumust pe3uCMEHMHOCIU K d)JZVKOHCIS’OJlV

Y 00b14HO BOCHpUMMYMBBIX BHIOB Candida namboiiee 4acTo BCTPEYAMOIIMNACS MEXaHU3M
YCTOMYMBOCTH BKIIOYACT LIENEBbIC (DEPMEHTHI A30JI0B, KOTOPBIC YYACTBYIOT B OHMOCHHTE3E
sprocreposia. MexaHu3M PE3UCTCHTHOCTH CBS3aH CO CHIDKCHHOW YYBCTBHTEIBHOCTBHIO
(dhepMeHTa-MHUIIICHH K UHTHOUPYIOIIEMY BO3ACHCTBUIO (TyKOoHAa30s1a. ToUYeuHbIC MyTaIlMU B TEHE

ERG11, kogupyrouiem pepMEeHT-MHUILICHb, IPUBOAAT K BUJOM3MEHCHUIO MHUIICHU M CHH)KCHUIO
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ahGuHHOCTH K a307aM. Y BeMUYEHHE SKCIpecCH-Fera-ERGH HpHBoAHTK-HPOAYKHHH-BHICOKHX
KOHIEHTpauui (epMeHTa-MUILLIEHH, YTO CO3JAET MOTPEOHOCTh B YBEIMYEHHUH KOHLEHTPALUU
(bi1ykoHa30/la BO BHYTPHKJIETOYHOH >KUAKOCTH Ui MOAABIEHUS BCEX MOJEKYN (epMeHTa B
KIIETKE.

Bropoil 3HauMTENbHBI MEXaHU3M PE3UCTEHTHOCTH 3aKIHYaeTCs B AKTUBHOM BBIBEICHUH
¢iyKoHa30Ma M3 BHYTPUKJIETOUHOTO IIPOCTPAHCTBA IIOCPEACTBOM AKTHUBAIMM OBYX THIIOB
TPaHCIOPTEPOB, YUACTBYIOLINX B aKTHBHOM BBIBeZleHUU (3(itokce) mpenapaToB U3 IpuOKOBOH
KJIeTkd. K TakuM TpaHCIoprepaM OTHOCHTCS TJIaBHBIM NOCPEIHUK, Koaupyemblid renamu MDR
(MHOKECTBEHHOM JIEKAQpPCTBEHHOM YCTOMYMBOCTH), M cynepcemeirictBo ATd-cBs3bIBaroLeit
KaCCEeTHI TPaHCIIOPTEPOB, Koaupyemoe reHamMmu CDR.

['unepakcnpeccuss reHa MDR NpUBOAUT K Pe3UCTEHTHOCTH K (DIYKOHA3011y, B TO Ke Bpems
runepakcipeccus resos CDR MoXKeT IPUBOJMTH K PE3UCTEHTHOCTH K PA3IUYHBIM a30JIaM.
Pesucrentnocts k Candida glabrata o6p1uHO oriocpesioBana runepakcipeccueii resa CDR, uro
IPUBOJIUT K PE3UCTEHTHOCTU KO MHOTHM a30J1aM.

Coobmanoce o ciaydasx cynepuHdexuuu Bumamu Candida, otmuuneiMu ot C. albicans,
KOTOpble YacTo o0JagaroT TOHIKEHHOH  BocmpuuMuuBocThlo (C.  glabrata) wmum
PE3UCTEHTHOCThIO K uiykonazony (manpumep, C. krusei, C. auris). Takue MHPEKIMU MOTYT
110TpebOBaTh AIbTEPHATUBHON ITPOTUBOTPUOKOBOI TEpAIINU.

HOZDaHuqule SHAYEHUA YyecmeumejibHocmu

Ilorpaunynele 3HaYeHus 4yBcTBUTEIRHOCTH (cornacuo EUCAST)

OcHOBBIBasICH Ha aHanu3e (apMakokuHeTH4Yeckux/papmakoauHamuieckux (OK/D]]) naHHBIX,
4yBCTBUTEIBHOCTH in vitro u knmuHnueckoM oreere, EUCAST-AFST (EBponeiickuit komuTeT 1o
OIpENeIEHUI0 YYBCTBUTENBHOCTH MHUKPOOPraHU3MOB K aHTUMUKPOOHBIM IIperaparaM —
MOJKOMHUTET TIO OINpPENEIeHUI0 YYBCTBUTEIBHOCTH MUKPOOPTaHU3MOB K TNPOTHBOTPUOKOBBIM
mpernapaTraMm) OIpENeNy TPaHUIlbl YyBCTBUTEIBHOCTH K QuykoHazony mis BuaoB Candida
(moxyment «EUCAST Fluconazole rational documenty»; EBponelickuii KOMUTET TIO
OIpENEeIEHUI0 YYBCTBUTENBHOCTH MHUKPOOPTaHU3MOB K AHTUMUKPOOHBIM IpemnaparaMm —
NOJKOMHUTET MO ONpEJeNIeHMI0 UYBCTBUTENBHOCTH K MPOTHBOIPUOKOBBIM IIperaparam
(moxymeHT «Tabnaumpl TOTPaHWYHBIX 3HAYCHWH YYBCTBUTEIHBHOCTH JUISI WHTEPHpETAINN
3HaueHuil MUK»). [Torpanuunble 3HaueHUs ObUTM pa3jiefieHbl Ha HE OTHOCSIUECS K BUAAM,
KOTOpbIC OBbLIM OIpPEACICHBI MPSUMYIIECTBCHHO Ha OCHOBaHUM JaHHbIX PK/D/] u ne 3aBUCAT OT
pactpenenenusi MUK Ui KOHKpETHBIX BHIOB, M CBSi3aHHBIC C BHMJAMM, KOTOpbIE Hamboiee
9acTO BBI3BIBAIOT MH(M)EKIINHU Yy JFOACH. DTH MOTpaHUYHBIC 3HAYCHUS MPEACTABICHHI B TaOIHIIC

HIMXKC.
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[IpotuBorpu6- | ['paHuipl  9yBCTBUTEILHOCTH;, —KOFOPbie—3aBHEAT —OF BT ParHb
KOBbIE Mpemnapa- | Bo30yautens (U</P>) B mr/n YyBCTBH-
THI TeNbHOC-
TH,
KOTOpBIC
HE
3aBHUCAT
or Buma®
U</P> B
MI/JT
Candida | Candida | Candida Can | Candida | Candida
albicans | dublinie- | glabrata dida | parapsi- | tropica-
nsis krus | losis lis
el
dykoHazon 2/4 2/4 0.001/16%* - | 2/4 2/4 2/4

Y — qyBCTBUTEIIbHEIN; P — pe3ucTeHTHBIH.

A — TpaHHIBl YyBCTBHTEIBHOCTH, KOTOpHIE HE 3aBHUCSAT OT BHJa Bo30yaUTENs, ObUIM OIpeEIelIeHb
MIPEUMYIIECTBEHHO Ha ocHOBaHMU AaHHBIX OK/®]] u He 3aBucAT oT pacnpenencuus MUK koHkpeTHBIX BUgoB. OHU
Ipe/Ha3HAYCHBl UCKIIOYUTEIBHO IS NPHUMEHEHUs JUIS OpraHu3MOB, KOTOpBIE HE MMEIOT CIENH(UYECKOTo
HIOTPaHUYHOTO 3HAYEHHS.

ITpouepk — He peKOMEHIyeTcsl HMPOBOAUTH UCHBITAHMA HA YYBCTBHTEIBHOCTH, IIOCKOJIBKY JaHHBIH BHJ IUIOXO
II0JI/IacTCs Tepallui YIIOMAHYTHIM JIEKapCTBEHHBIM NIPENapaToM.

* Becp C. glabrata otnocutcst k [ xareropun. MUK mnporus C. glabrata cienyer HHTEpIPETHPOBATH Kak
PE3UCTEHTHBIE, €CIM OHHU IpeBbimaoT 16 mr/a. Karteropus uysctBuTenbHoctu (<0,001 mr/m) mpennasnaueHa
HPOCTO JUIS TOTO, YTOOBI H30eKaTh OMHO0YHOH KiIaccuduKanuu mTaMMoB «I» Kak mraMMoB «Sy.

I - HyBCTBHTENBHEIH, ¢ TIOBBINICHHBIM BO3JICHCTBHEM: MUKPOOPTaHU3M KilaccHpUIupyeTcs Kak UyBCTBUTEIBHEIMH, C
HIOBBIIICHHBIM BO3/ICHCTBHEM, KOT/Ia CYIIECTBYET BBICOKAas BEPOSATHOCTH TEPANEBTHYECKOTO yCIIEXa, IMOCKOIBKY
BO3/ICHCTBHE arcHTa YBEIHIUBACTCS 32 CUET KOPPEKTHPOBKH PeKUMa JO3HPOBAHUS WIN €T0 KOHIICHTPAIINU B MECTE
HHQEKITHH.

IlorpaHuyHbBIe 3HAYEHUS YYBCTBHTEIBLHOCTH (COTJIACHO KPHUTEPHUIM I/IK.HC)

[lorpanuunbie 3HAYCHHUS] YYBCTBHTEIBHOCTH K (DIIyKOHa30dy, MpH3HAHHBIE WMHCTUTYTOM

Knunnueckux u Jlabopatopusix Ctannaptos (MKJIC), ykazaHsl B TaOauIe HUKE.
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Candida Species Koutponsubre Toukir-MPKkateropHiHHTepHpPeTaHHH-(VMF/-T)
UysctBuTtenapHoCTh (U ) qJ[3* PesuctentHocTs (P)
C. albicans <2 4 >8
C. glabrata® - <32 >64
C. krusei® - - -
C. parapsilosis <2 4 >8
C. tropicalis <2 4 >8

A — UyBCTBUTEIBHOCTH JI0303aBUCHMAs: BOCIPHUMUYHMBOCTE 3aBHUCHT OT JOCTIKCHHS MAKCHUMAIBHO BO3MOKHOTO
VPOBHSA B KPOBH. B3pocibIM ¢ HOpMaNbHOH (GYHKIHEH MOUeK U TEIOCIONKECHHEM MOTYT MOTpeGOBaThCS JIO3BI
(bykoHa3051a, NPEBHIIAIONIHE CTAHIAPTHYIO TO3UPOBKY (6 MI/KI//ICHB).

b — B oTHOmEHNN (ayKOHA30IIa 3TH PEKOMEH/IAIIMN OCHOBAHEI Ha OOIIMPHOM OIIBITE JICUCHUS CITU3UCTHIX 000I0UeK
W WHBAa3WBHBIX WHGEKIHH, Be3BaHHBIX Candida spp. Ecim msonsat upentndunuposan xak C. glabrata, a MUK
COCTaBIAET <32 MI/J, CIEAYET ONPEAEIUTD, IOIXOUT JIH (BIYKOHA30]I B KOHKPETHOM KIHMHHYECKOM KOHTEKCTE. B
9TOM cly4ae NallHeHTHl JIOJDKHBI IMONy4YaTh MAKCHMAIBHYIO JIO3UPOBKY (uIyKoHa30i1a. MoKeT OBITh IIOJIe3Ha
KOHCYIBTAIIUS CIEIHATUCTA [0 BEIOOPY peKUMa MaKCHMAITEHOH JTO3HPOBKH.

B — Ilpexnonaraercs, uto n3oudatsl C. krusei obnafaloT BHYTPEHHEH YCTOHIHBOCTHIO K (MIIYKOHA30IY, HO3TOMY HX

MUK me CJICAYCT UHTCPIPCTUPOBATEL € UCIIOJIL30BaAHNUECM HaHHOﬁ IIKAJBI.

Hocpanuunvie suauenus uyscmeumenvsocmu co2nacno kpumepusim FDA (Tpebosanus FDA

CLIA ons USPI)

Food and Drug Administration (FDA) Coeaunennsix IllTaToB AMEpUKH MNpHHHUMAET
norpanuunslie 3HadeHuss U u P UKJIC; xoTs He npusHaeT TepMHUHOJIOIHIO 4/[3 U pacieHuBaeT
»TH 3HaueHus kak "mpomexxyrounsie” (I) (https://www.fda.gov/STIC).

Dapmarkokunemuxa

dapmakokuHeTHKa (IIyKOHA30J1a CXOJHA NPH BHYTPUBEHHOM BBEJEHHUM M IIPHEME BHYTPb.
KoHneHTpanus B miiazMe KpOBH MPOTIOPITMOHANBHA 03¢ U A0cTUTacT MakcuMmyma (Cmax) uepes
0,5-1,5 4 mocne mpuema ¢GIyKOHA30JIa HATOIIAK, & TIEPHO/I MOTYBBIBEICHUS COCTABIISICT OKOJIO
30 4. 90 % paBHOBECHOM KOHLIEHTpAlUUU AOCTUTrAlOTCA K 4-5-My IHIO MOCJIe Hayana Tepanuu
(Ipu MHOTOKPATHOM MpHEME TMpenapaTa OJJUH pa3 B CYTKH).

Beenenue ynapHoii 10361 (B 1-if 1eHB), B JIBa pasza MPEBBIMIAIONICH OOBIYHYIO CYTOYHYIO JI03Y,
JienaeT BO3MOXKHBIM goctuxkeHne 90 % paBHOBECHOHM KOHIEHTpalmu ko 2-Mmy jHI0. O0beM
pacnpeneneHus TpHOIIKACTCS K OOIIeMY COACPKAHUIO BOABI B opraHuszMe. CBs3bIBaHHE C
OemkaMu u1a3mbl KpoBu — HU3Koe (11-12 %).

dyKoHa30J1 XOPOIIO MPOHUKAET BO BCE XUJKOCTH opranu3ma. KoHneHTpanuu ¢aykoHazona B
CJIFOHE U MOKPOTE CXOJHBI C €r0 KOHIICHTPAIIUSAMHU B TJIa3ME KPOBU. Y MAIIUCHTOB C TPHOKOBBIM
MEHUHTUTOM KOHLEHTpPALMU (DIyKOHA30/1a B CIUMHHOMO3TOBOHM YKHJIKOCTH COCTaBISIIOT OKOJIO

80 % oT ero KOHLEHTpALHil B I1J1a3M€ KPOBH.
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B poOroBom CJo¢C, IJBIHMACPMHCEC, IACPMC U —HOTOBOH—HAKOCTH—HOCTHTOTCH—BbICOKHE—

KOHIEHTPALUH, KOTOPBIE MPEBBIIIAIOT CHIBOPOTOUHbIE. DIYKOHA30J1 HAKAITIUBAETCSI B POTOBOM
cinoe. [Ipu npueme B qo3e 50 Mr olMH pa3 B CyTKH KOHLEHTpauus (iaykoHazosa yepe3 12 gHei
cocTaBisieT 73 MKI/T, a uepe3 7 QHEH mocie MpeKpameHus JeueHus — Toybko 5,8 Mkr/r. Ilpu
pUMEHEHUH B 03¢ 150 Mr ouH pa3 B HEACIIO KOHIEHTpauus (IyKoHa30Ia B pOrOBOM CJIO€ Ha
7-i neHpb coctapinseT 23,4 MKI/T, a yepe3 7 IHeH nocie npuemMa BTOpoi J03bl — 7,1 MKI/T.
[IpemapaT BBIBOOWTCS, B OCHOBHOM, Tmoukamu;, mnpuMepHo 80 % BBeIEHHOH H03bI
oOHapyXHBacTCsi B MOYE B HEU3MCHCHHOM Buze. Kmmpenc uykoHaszona HponopruoHAICH
KIMPEHCY Kpearnnuna. Llupkynupyroimue MeTabonuTsl He 0OHAPYKEHBI.

JInmuTenbHBIA MEepHoJ MOMYBBIBEAEHHUS U3 IIA3Mbl KPOBH TMO3BOJSET MPUMEHATH (BIIyKOHA30I
OJIUH Pa3 B CYTKHU WU OJIMH Pa3 B HEJIENIO — MPH JPYTUX MOKa3aHUsAX.

B xoxe ucciienoBanus GpapMakoKMHETUKH ¢ ydacTueM 10 >KEeHIMH, BPEMEHHO WIH MTOJHOCTHIO
PEKPATUBIINX KOPMIICHUC TPYJIBIO, OICHHBAIA KOHIICHTPAINIO (DIYKOHA30Ja B IJIA3ME KPOBU
U TPYIHOM MOJOKEe B TeueHue 48 4vacoB mociie OJHOKpaTHoro mpuema 150 mr mpemnapara
®aykopyc®. ®nykoHazon Obl1 0OHApPYXkKEH B TPYJHOM MOJOKE B CpeaHell KOHIEHTpaLUH,
cocTapistoniel mpubnuzutrensHo 98 % OT KOHLEHTpauuu (IyKoHa3o0ja B IUTa3Me€ KPOBU
matepu. CpemHsisi THUKOBas KOHIEHTPANMs B TPYJHOM MOJOKE cocTaBisuia 2,61 wmr/m 1o
VCTEUEHUH 5,2 4acoB I10CIIE IIPHEMA IIperiapara.

dapMakoKHHETHKA V JeTel

V nertei OBLIH IMOJYYCHBI CIEAYIOIIUE 3HAUCHHNA d)apMaKOKI/IHCTI/I‘{eCKI/IX IapaMETpPOB:

Boszpact Jo3za (Mr/kr) Iepuox [Tnomans noa KpuBoi
MOJTYBBIBEIEHUS (Yac) | «KOHIEHTPALHS -
BpEMSI» (AUC)
(MKT-4/MIT)
11 nueii — 11 Mec OpHokpaTHO — B/B |23 110,1
3 MI/KT
5 netr — 15 et MHorokpatHo — B/B | 17,4%* 67,4*
2 MI/KT
5 ner— 15 ner MuorokpatHo — B/B| 15,2% 139,1*
4 Mr/Kr
5 ner— 15 net Mmuorokpatao — B/B | 17,6* 196,7%*
8 MI/KT

* [IOKa3aTelb, OTMEUYEHHLIH B ITOCIEAHUN ICHD

HenonommeHnubm aetsm (okoito 28 HeAenb pa3BuTHs) (HIyKOHA30J BBOIMIA BHYTPUBEHHO B J103€
6 MI/KT KaxIbplid 3-i ACHB OO BBEICHUS MAKCUMYM 5 1103 B TO BPEMsi, IIOKA JIETH OCTABAIKCH B
OTJICJICHUM HHTEHCHUBHOW Tepanuu. CpeauHuil nepuoj MOJIyBbIBEACHUS COCTaBiIsl 74 4 (B
npenenax 44-185 u) B 1-it 1eHb, C yMEHBIIICHUEM Ha 7-U JIeHb B cpeaHeM 10 53 | (B mpesenax

30-131 4) u Ha 13-i1 neHb B cpemneM 70 47 4 (B mpeaenax 27—68 ).
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3HaueHNE TUIOMIAIN IO KPUBOU «KOHIICHTPAILE
npeaenax 173-385 Mkr-u/mi) B 1-i meHpb, 3aTeM yBequuuBaiochk A0 490 Mkr-u/mia (B mpeaenax
292-734 mkr-a/mi) Ha 7-d OeHB U CHUXKAIIOCHh B cpenHeM a0 360 Mkr-u/min (B mpeaenax 167—
566 mxr-u/mi) k 13-my aHio.

O6beM pacnpenenenus coctapisut 1183 mu/kr (B mpenenax 1070-1470 mn/kxr) B 1-# neHp, 3ateM
yBenuuuBaics B cpeanem ao 1184 mu/kr (B mpemenax 510-2130 mu/kr) Ha 7-i AeHb U 10
1328 mur/kr (B ipenenax 1040—-1680 mur/kr) Ha 13-1i AcHb.

dapMaKOKHHETHKA Y MOKMIBIX HAIIMEHTOB

Beuto ycTaHOBIIEHO, YTO MIPH OJHOKPATHOM IMpHUMeHeHUuU (iaykoHazona B go3e 50 Mr BHYTpPb Y
MOXUJIBIX MAIlMEHTOB B Bo3pacTe 65 JIET W cTapile, HEKOTOPBIE U3 KOTOPBIX OJHOBPEMEHHO
OpUHUMAIN JInypeTukd, Cmax JgocTHTanach uepe3 1,3 9 1mociie npueMa M coCTaBisuia
1,54 wkr/mi, cpennue 3HadeHus AUC — 76,4420,3 wmkra/mi, a CpeIHUN MEPHO
nonyBbiBeieHUsT — 46,2 4. 3HaueHUs 3TUX (HPapMAKOKUHETHUECKUX MapaMeTpOB BHIIIE, YEM Y
MOJIOJIBIX IIalIUCHTOB, 4YTO, BEPOSATHO, CBA3aHO C TOHMKCHHOW IIOYCHYHOW (PYHKITUCH,
XapaKkTepHOW Ul IOXKWIOro Bo3pacTa. OJIHOBPEMEHHBIM IPUEM JIMYPETUKOB HE BBI3BIBAI
BbIpakeHHOTO M3MeHEHHUSI AUC U Cax.

Knupenc kpeatununa (74 MI/MUH), TOpOUEHT (IyKoHa307a, BHIBOAMMOTO MOYKAMHU B
HensMeHeHHoM Bujie (0-24 4, 22 %) u nmoueunslii kiupenc ¢uykonaszona (0,124 mn/mun/kr) y
HIOKUJIBIX TTAIIMEHTOB HUIKE 110 CPABHEHHIO C MOJIO/IBIMU.

Iloka3aHusi K NpUMeHEeHNI0

dykoHa3011 MOKA3aH A JIEUeHUs CIAeIVIOMUX 3a00JeBaHUN V B3POCIBIX:

— KPUNTOKOKKOBBIN MCHHHTUT;

— KOKIIUTMOUIOMHKO3;

— WHBA3WBHEIA KaHIUI03;

— CIM3UCTBIA KaHAUAO3, B T.4. opodapuHreanbHBI KaHAWAO3, KAHIWIO03 MHILEBOAA,
KaHIUAYPUS] U XPOHUUECKHUI KOKHO-CITU3UCTBINA KaHIHA03;

— XPOHHUYECKHH aTpoPuUecKuil KaHAMI03 POTOBOM MOJOCTH (CBSA3aHHBIN C HOIIEHHEM 3YOHBIX
MIPOTE30B), KOT/1a COOIIOICHHS TUTHEHBI TIOJIOCTH PTa WIX MECTHOTO JICHEHUS HEA0CTATOYHO.

OyKOHA30d TTOKA3aH JJIst HDOd)I/IJIaKTI/IKI/I CICAVYIOITHUX 3a00JIeBaHUH Y B3POCJIbIX !

— peUUAMBBI KPUIITOKOKKOBOIO MEHHHIMTA y TALIMEHTOB C BBICOKMM PHCKOM PELUIUBA;

— penuuBbI opoapruHreanbHOro KaH/aua03a 1 Kauanuao3a nuiieoaa y BUY-nadunmupoBaHHbIx
MAalACHTOB C BBICOKUM PHUCKOM PEIUANBA;

— a8 npo(UIAKTHKM KAHAUAO3HBIX HHGEKUMH Yy TAUMEHTOB C HIPOAOJDKUTEIBHOM
HEUTpoIeHUEH (TaKuX KaK MalMEHTHl ¢ reMo0acTo3aMu, NPOXOISMILIMMH XHUMHOTEPAITUIO, WK

NAaIUCHTHI, MPOXOAAIINC TPAHCIUIAHTAINIO TCMOIIOOTHYUCCKHUX CTBOJIOBBIX KJ'IGTOK).
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®dyKoHa30J1 MOKa3aH ISl MPUMEHEHUS Y JOHOHEHHbK-HOBOPOKACHHbE MiaACHHeB; AeTeH H
MOJAPOCTKOB B Bo3pacte oT O go 18 ner.

®ayKoHa307 NPUMEHSIOT AT JIEYEHHUs CIM3UCTOro KaHauao3a (opodaprHreaabHOro KaHAua103a
M KaHAu[03a I[HUINEBOJA), WHBA3MBHOI'O KaHIM103a, KPUITOKOKKOBOI'O MEHMHIHTA U
npOoQUIAKTUKY KaHIMIO3HBIX MH(EKIMH Y MAlMEHTOB C OCIa0JICHHOH MMMYHHON CHCTEMOH.
®aykoHa3071 MOXKHO NIPHMEHATh B KaUeCTBE MOJAEP/KUBAIOIIEH Tepanuy AJs MpeIoTBpaIleHUs]
penrIBa KpUNTOKOKKOBOTO MEHUHTUTA y AeTel ¢ BHICOKUM PUCKOM PELIUIHBA.
IMpoTuBonoka3anus

— IloBblIeHHAsT YyBCTBHTENBHOCTH K (DIIYKOHA30Jly, OPYTMM KOMIIOHEHTAaM IIperapara WiId
a30JIbHBIM BEILIECTBAM CO CXOAHOM (PIIyKOHA301y CTPYKTYpOIi;

— OJTHOBPEMEHHBIN MpHeM TepdeHaarHa BO BpeMs MHOTOKPATHOTO MPUMEHEHUs (ITyKOHa3071a B
noze 400 wmr/cytr u OGonee (cM. pazaen «BzauMoJeHCTBHEC C JPYTUMH JICKapCTBCHHBIMH
Cpe/CTBaMM»);

— OJHOBpPEMEHHOE MpHMEHEHHe ¢ I[penapaTamy, YyBeluuumBaromuMuH uHTepBal QT u
METa0OIM3UPYIOILUMHUCST ¢ nomoupio H3ohepmeHTa CYP3A4, TakuMH Kak LU3ampuz,
acTeMHU30Jl, IPUTPOMHULIMH, NMUMO3UA U XMHUAMH (CM. pasgen «BzaumoneicTBue ¢ IpyrHMHU
JICKapCTBCHHBIMH CPEJICTBAMI).

C 0CTOPOKHOCTBIO

— IleyeHOYHAs HEOCTATOYHOCTD;

— MOYEYHAasl HEIOCTaTOYHOCT;

— TIOSABJICHWE CHIMM Ha (OHE MpHUMEHEHHs (IyKOHA30Ja Yy NAIMEHTOB C IOBEPXHOCTHOU
rpuOKOBOI NH(EKIMEH 1 NTHBA3UBHBIMU/CUCTEMHBIMU I'PUOKOBBIMY MHEKIUSIMU;

— OJJHOBpEMEHHOE IpUMeHeHue TepdeHa iuHa U GpaykoHasona B 1o3e MeHee 400 Mr/cyT;

— MOTEHUHAIBHO MPOAPUTMUYECKHUE COCTOSHUS y MALUEHTOB C MHOXXECTBEHHBIMH (haKTOpaMu
pucka (opraHudyeckue 3a0OJICBaHMSI CEpJlla, HAPYIICHUS DJICKTPONIUTHOro OajaHca U
CIOCOOCTBYIONIAs Pa3BUTHIO MOAOOHBIX HAPYIIIEHUH COMYTCTBYIOIIAs Teparnus).

IIpnmMeHeHune pu 6epeMEHHOCTH M B EPUHO TPYAHOr0 BCKAPMJIUBAHUSA

AZIeKBaTHBIX U KOHTPOJMPYEMBIX MCCIENOBaHUN NpUMEHEHHUs (IIyKOHa3oya y OepeMeHHBIX
KCHIIIMH HE MMPOBO/IAIOCH.

Bo Bpemsi GepeMeHHOCTH TNpHMEHEHHs (IyKoHa30da cleayeT u30erarth, 3a HCKIIOUYCHHEM
CIly4yaeB TSKCJIBIX M IOTCHLUUAIBHO YIPOXKAIOIMX KHU3HU TI'PUOKOBBIX HH(EKIHMHA, KOrga
OXH1aeMast IOJb3a JICUCHMS AJI1 MATEPH [IPEBBIILIACT BO3MOKHBIN PUCK AJIS TIOA.
Heo6xonnmo paccMoTpeTh d(PGEKTUBHBIC METOABI KOHTPAIECHIIMK Y KCHITHH JICTOPOTHOTO

BO3pacTa B TEUEHHE BCErO MEPHUOAA JICYCHMsS] M TNPUOIN3UTEIBHO B TeueHHEe Henenu (S5-
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6 I[epuomOB IOJYBLIBEACHUS) IIOCIC MPUHSEHsI—HOCHeAHSH —#03bl—HpeHapara—(eM—pasaer
«DapMaKOKHMHETUKA»).

Coobmanock 0 ciaydasx CaMOIPOM3BOJIBHOIO abopTa M pa3BUTUSA BPOKACHHBIX aHOMAIHUH y
MJIQJICHLIEB, YbH MaTepH Hoiydanu (iykoHa3on B go3e 150 Mr oIHOKpaTHO WM IOBTOPHO B
IIEPBOM TPUMECTPE OEPEMEHHOCTH.

OmnucaHsl c1y4ad MHOYKECTBEHHBIX BPOXKIEHHBIX IOPOKOB Y HOBOPOKJECHHBIX, MAaTEPH KOTOPBIX
Ha TPOTSHKEHUH OOJNBIIEH YacTH WM BCEro IEpBOTO TPUMECTpa IOIyYald Teparuio
¢rykoHazonom B BeICOKOM 03¢ (400—-800 mr/cyrt). Beuin oTMEUEHBI CleayIOIUEe HAPYIICHUS
pasBuTHs: Opaxunedanus, HapymICHHC pa3BUTHS JIMICBOW YacTH 4Yeperna, HapYIICHUE
(dbopMHpOBaHUs CBOJA Uepena, BOIYbS M1acTh, UCKPUBIECHUE O€APEHHBIX KOCTEH, HCTOHYEHHE U
yIIMHEHUE pedep, apTpOrpHUIo3 U BPOKIAEHHbIE TOPOKH CepALIa.

@irykoHa3071 0OHAPYKUBAETCS B I'PYJAHOM MOJIOKE B KOHIIEHTpAUUsX, OJM3KUX K IJIJA3MEHHBIM
(cM. pazyien «DapmakokuHeTuka»). Ilepuos 1osyBeIBe/IeHUs [Iperiapara U3 Ipy/HOTO MOJIOKA
NpUOJIM3UTENBHO PaBeH NEPUOLY NOTyBbIBEAeHHUS U3 ma3Msbl — 30 yacos. [Ipeanonaraemas go3a
¢dnykoHazona, moriomaemas MIaAeHUeM (C Yy4eToM TOro, 4TO CpeAHee KOJIUYECTBO
noTpedIseMoro MoJIoKa cocTaBiseT 150 MII/KT eXeJHEBHO), U pacCUUTaHHasl B COOTBETCTBUU CO
Cpe/IHEeH MUKOBOHM KOHIICHTpAIMEH Mpemnapara B TPyJHOM MoJioke, coctasiser 0,39 mr/kr B
JIeHb, 4TO Npudin3nutensHo paBHO 40 % pPEKOMEH/IOBAaHHOM HEOHATalbHON J103blI (I AeTei
miafue 2 Heaenb) win 13 % pexoMeHI0BaHHOW MIIaJeH4YecKOi 03Bl IIPU JIEYEeHUU KaHIua03a
ciu3ucThiX. KopmileHWe Tpyapl0o MOXKHO HPOAOJIKHUTB TOCIE IpUeMa OJHOKPAaTHOM 03B
¢nykonazoma B 150 mr. He pexoMeHayeTcs KOPMHUTH I'PYJIBIO IOCIE MHOTOKPATHOTO Ipuema
WK TIpreMa BBICOKOU 71036l (urykoHaszona. [Ipu mpuHATHU pelleHus 0 Ha3HAa4YeHUHU Mpernapara
®aykopyc® Ha (oHe IrpyIHOro BCKAPMIMBAHHUA CIeAyeT NPMHUMATh BO BHUMAHHE CIETYIOIIHIE
(bakTOpbI: MOJNB3Y TPYAHOTO BCKApMIIMBAHUS [UIS 3[0POBbS U PAa3BUTHUSI MJIAJIEHIIa COBMECTHO C
KITMHWYECKIMH TOKAa3aHUAME JUI HasHadeHus Ipenapata daykopyc® 1 BO3MOKHOCTD Pa3BUTHS
JOOBIX TOTEHIMAIBHBIX MOOOYHBIX 3(P(EKTOB y MiajleHIa WIM BIUSHHE COIMYTCTBYIOIIEH
NaTOJIOTUU MaTepU Ha 310pOBbE MJIAIEHIIA.

Cnoco0 npuMeHeHH s U 103bI

BHyTprBeHHbIE HHY3UH.

Tepanuio MOXXHO HauyuMHaTh JI0 TIONYYEHHUS pPE3yJbTaTOB IOCEBA M JPYTHX J1abOpaTOPHBIX
uccnepoBanuii.  OpHako ~ OPOTHBOTPHOKOBYIO — Tepamuio  HEOOXOAMMO  HM3MECHHTH
COOTBETCTBYIOLIMM 00pa3oM, KOTAa Pe3y/IbTaThl ITUX HCCIECJOBAHUI CTAaHYT U3BECTHBIMH.
®nykoHa3071 MOXKHO TNPHHUMATh BHYTPh WJIM BBOJUTH BHYTPHMBEHHO ITyTeM HWHQY3HH CO
cKopocThio He Oosiee 10 mur/muH; BbIOOp cmocoOa BBEACHHUS 3aBUCUT OT KIMHHYECKOTO

cocrosiHug nauuenrta. [Ipu nepesoje nauuMeHra ¢ BHYTPMBEHHOI'O Ha IIEPOPAIbHBIM IIPUEM
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npenapara ¥ Ha000pOT U3MEHEHHS CYTOUHON [163bi-He-Fpedyeres—B-pactBope-irykoHasofa At
uH(py3ui cogepxutcs 0,9 % pactBop HaTpus xjgopuzaa; B kaxasix 200 mr (pnakon Ha 100 mn)
coAep>kUTcs 1Mo 15 MMosb MOHOB HaTpHs U XJopa. IloaToMy y manueHToB, KOTOPBIM TpeOyeTrcs
OrpaHUYCHUE NTOTPEOICHUS HATPHUS WU )KUIKOCTH, HEOOXOAMMO YUYHUTBHIBATHE CKOPOCTH BBEACHUS
KHUJIKOCTH.

CyrouHas mo3a (IykoHa3osa 3aBHCHUT OT XapakTepa U TspkecTH rpuOkoBoi mHdpexuuu. IIpu
UHOEKIUIX, TpeOYIOIKUX MOBTOPHOrO NpHEMa Ipenapara, JedeHHe clenyeT NMpoJoKaTh A0
MCUC3HOBCHHS KIIMHHMYCCKUX MM JIA0OPATOPHBIX MPU3HAKOB AKTUBHOM IPUOKOBOI HHpEKIUH. Y
naupeHToB ¢ BUY-uH(eknueld u KPUINTOKOKKOBHIM MEHHHTHTOM WM PELHIUBUPYIOIIUM
opodapuHreaqbHbIM KaHAWJ030M OOBIMHO HEoOXOoAuMMa MOAJAEpKUBAIOIIAs Tepamus A
npo¢UIAKTUKY PEUUANBOB HH(EKLINH.

IIpuMenenue v B3pOCIIbIX

HDI/I KPUIITOKOKKOBOM MCHHUHIUTC W KPHUIITOKOKKOBBIX I/IHd)CKIlI/HIX II‘[)VI‘OI71 JJOKAJIN3alluiu B

NepBBIN JeHh OOBIUHO MPUMEHAIOT mpenapat B gAo3ze 400 Mr, a 3aTeM IPOJOIKAIOT JIeueHHE B
no3e 200400 Mr omuH pa3 B CYTKH. JIMTENBbHOCTh JI€UEHHSA KPUNTOKOKKOBBIX HHQEKIUH
3aBUCUT OT HAIWYHMs KIMHUYECKOTO M MHUKOJIOTMYECKOro 3¢dekTa; Nnpu KpUOTOKOKKOBOM
MEHUHIUTE JIEUEHUE OOBIYHO IIPOJIOJIKAIOT 110 KpaiiHel Mepe 6—8 Hesenb. B ciywasx nedenus
YIPOJKAIOIIUX KU3HU UHPEKIINN CYTOUHYIO /103y MOXHO yBEJIHUYUTH /10 800 mr.

Jns HDOd)I/IJIaKTI/IKI/I peOMINBa KPUIITOKOKKOBOI'O MEHUHIUMTA Y MAMCHTOB C BBICOKHUM PHUCKOM

peLuanBa, Mocie 3aBeplieHHs TOJTHOTO Kypca NepBUYHOTO JIeYEeHUs, Tepanuio (IIyKoHa30JI0M B
J03e 200 Mr/cyT MOKHO MPOAOIIKATH B TEUEHUE HEOMPE/ICICHHOTO NIEPHUO/1a BPEMEHH.

IIpy KOKIMIMOWIOMHMKO3E€ MOXKET MOTpeOoBaThcs NpPUMEHEHHE mnpenapata B ao3e 200-

400 mr/cyt. Jlng HEKOTOpBIX HH(DEKIMiA, B 0COOEHHOCTH C TIOpaXeHHEeM MO3TOBBIX 00OJOYEK,
MOXeT paccmaTpuBaTbcs nAo03a 800 Mr B CYTKH. J{IUTENBHOCTH TeEpamuu ONpeaeseTcs
WHIUBUTYATEHO U MOXKET COCTaBIATH 11-24 mec.

HDI/I KaHIWACMUHN, JUCCCMHUHHUPOBAHHOM KAHAMAO3C MW JAPVIHMX HWHBA3WBHBIX KAaHIWMJIO3HBIX

UHOEKIMIX Hachlmarmas ao3a cocraisger 800 Mr B TepBHIA JeHb, TMOCIeAyoNas m03a
400 Mmr/cyT. JITHTETBHOCTD TEPAITUH 3aBHCHT OT KIIMHHYECKOH 3(h(heKTUBHOCTH.

OOmas pekoMeHJaNnusl MO JUTUTCILHOCTH JICUCHUS KaHJUJACMHUHN 2 HEJCIH TOCTE IMEPBOTO
OTPHUIATCIILHOTO PE3yJIbTaTa IOCEBA KPOBM W WCYC3HOBCHUS TMPU3HAKOB W CHMIITOMOB
KaHIUIEMUH.

Jleuenue cruzucmozo kanouoosa

- IIpu opodapuHreanbHOM KaHIKMI03€ Hackimaromas n03a cocraruser 200400 Mr B nepBsIii

neHb, nocaeaywomas aosza: 100-200 mr onuH pa3 B cyrku B TedeHue 7-21 nusa. Ilpu
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HGOGXOI{I/IMOCTI/I nanucHTaM € BbIPAXKCHHbBIM—HOAGBHACHHSM—HMMYHHOH @"}’HLHHH FACHSHIC
MOJKHO IIPpOAOJIKATh B TCHECHHEC oonee JJIUTCIIbHOIO BPEMEHMH.

- HpI/I XPOHHYCCKOM aTDO(bI/I‘ICCKOM KaHaAua03€ ITIOJIOCTH PpPTa, CBA3aHHBIM C HOIICHHCM

3yOHBIX [IPOTE30B, Mperapar 0ObIYHO IPUMEHSIOT B j103¢ 50 MI OJIMH pa3 B CYTKH B TCUCHUC
14 nHel B coueTaHUM ¢ MECTHBIMU aHTHUCEIITUUECKUMU CPEICTBAMU 17151 00pabOTKH MpoTe3a.
- Ilpu xanmuaypuu >¢dekTuBHas A03a o00bMHO cocTapaser 200—400 wmr/cytr mnpu
IUVTATENTBHOCTH JIeYeHHs OT 7 10 21 AHsA. Y MauMeHTOB ¢ TSKEIbIM HapylleHHeM (¢ YHKIIMH
HMMYHHOﬁ CHUCTCMBbI MOXXHO HUCIIOJIB30BAThH 6OJICC AJIUTCIIBHBIC IICPHUOABI TCPAIIUH.

- Ilpu XpoHMYECKOM KOXKHO-CAM3WCTOM Kanaujgose npumenstor 50-100 mr B cyrku 10

28 ,HHCI;'I JIedeHusA. B 3aBHCHMOCTH OT TSDKECTH JISUeHHS I/IH(beKHI/II/I HIJIH COMMYTCTBYROILIETO
HapylIcHuA HMMYHHOﬁ CHUCTCMBI H I/IH(i)CKI_II/II/I MOKHO HCIOJIB30BaTh OoJiee JINUTCIIBHBIC

IIEPUO/IbI TEPAIIHH.

- [pu kamamao3e numieBoia Haceimaromas j1o3a 200400 Mr B nepBbIil JA€Hb, MOCICAYIONIAS
no3za 100-200 mr B cytku. Kypc nedenns cocrapnsger 14—30 quel (10 JOCTHKEHHUS PEMUCCHH
KaHaAua03a nuiieBoaa). IIpu HeoOXOIUMOCTH, MAallMEHTaM C BBIPAKEHHBIM IOJABICHHEM
HMMYHHOH (YHKIUU JIEYEHHE MOKHO IPOJOJKATh B TeUeHHE 00JIee NIUTEIRHOTO BPEMEHH.

- U1t npouIIaKTUKY PeuIMBOB opodapuHreanbHOro kanano3a y BUY-undunupoBanabx

HAIMEHTOB C BEICOKMM PHUCKOM pelianBOB (uiykoHa3oun npuMenstorT 1o 100-200 mr B cyTku
wnu 200 Mr 3 pasa B HEJEII0 B TEUEHHE HEONPEIENEHHOr0 epHoa BPEMEHH y MallHEHTOB C

XPOHUYECKH MOHUKEHHBIM UMMYHHUTETOM.

- Jlns mOpenoTBpallieHUs PEUMIUBOB KaHAuao3a nuiieBona y BUY-unbunmpoBaHHBIX
MAIMEHTOB C BBICOKUM PUCKOM PElUANBOB (piaykoHa30m npuMeHstoT o 100200 mr B cyTku
unu 200 Mr 3 pasza B HEJIETIO B TEYEHHUE HEOIPEIENIeHHOTO MEPHOa BPEMEHH Y MAllHEHTOB C
XPOHUYECKH MOHUKEHHBIM UMMYHUTETOM.

JInst mpoUIAKTUKN KAHIWIO3HIX MHOEKIINH YV TAITUEHTOB ¢ MPOAQJLKATENLHON HEUTPOIICHUEH

pexkoMeHIyemast 1o3a paykonazona cocrabiuser 200—400 mMr onuH pa3 B CYyTKU B 3aBUCUMOCTH
OT CTEeNeHW pHUCKa pPa3BUTHSA TPUOKOBOU HHGpekuuu. I MalueHTOB C BBHICOKHM PUCKOM
reHepaln30BaHHON WHGEKUNU, HalnpuMep, ¢ BBIPAKEHHOH WM [UIMTEIBHO COXpaHsIoLecs
HelTponeHue, pekomenayemast aoza coctaBusier 400 mr oauH pa3 B cyTku. DiaykoHazond
MNPUMCHSAIOT 3a HCCKOJIBKO )IHCfI A0 OKUAAaCMOr'o pasBUTHUSA HGfITpOHeHI/II/I U, MMOCJIC YBCIUYCHUS

3

yucia neiirpoduios 6oxee 1000 B MM, Teuenue mpoaoIDKaIOT eiie 7 THEeH.

IIlpumenenue y neren

Kak 1 npu cX0aHBIX HHPEKIUAX Y B3POCIBIX, JUIUTENBHOCTh JIEUEHUS 3aBUCUT OT KJIMHUYECKOTO
U MHKoJoruueckoro sddexra. ¥ aeredl cyrodHas Ao3a Ipenapara He JOJKHA NPEBBINIATH

TAaKOBYHO ISl B3POCIIBIX.
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DI1yKOHA30JI IPUMEHSIOT €KEJAHEBHO OJIMH Pa3 B-CyFKH:

IIpn kaHauAO3€ CHU3UCTBIX O000OIOYEK peKoMeHAyeMas [d03a (IyKOHa30/Ia COCTaBISET
3 wmr/kr/cyt. B mepBeli AeHb C Ledp0  Oonee OBICTPOrO JOCTH)KEHHS PaBHOBECHOM
KOHIICHTPALMU MOXKHO IIPUMEHSATh YAAPHYIO 103y 6 MI/KI/CYT.

Juisa nedeHus MHBAa3MBHOIO KAaHAUA03a U KPUIITOKOKKOBOI'O MEHHMHIMTA PEKOMEHIyeMas 103a
cocTaBisieT 6—12 MI/KI/CyT B 3aBUCIMOCTH OT TSIKECTH 3a00JIeBaHHSL.

Jns monaBieHHWs penuaAuBa KPUNTOKOKKOBOTO MeHMHruta y neredl OonbHbix CIIMJom
PCKOMCHI0OBaHHAs 1032 (IIYKOHA30JIa COCTABISACT 6 MI/KI/CYT.

JLtst npoduIakTHKY TPUOKOBBIX MH(MEKINH Y TS ¢ TOJaBICHHBIM UMMYHHTETOM, Y KOTOPBIX
PUCK pa3BUTUS HUHOQEKUUH CBA3aH C HEUTpoNeHueld, pa3BUBAIOUIClics B pe3ylbTaTe
HUTOTOKCUYECKOM XHUMHUOTEpanuu WM JIy4eBOM Tepamuu, TNpenapar MOpUMEHSIT [0
3-12 wr/kr/cyr B 3aBHUCUMOCTH OT BBIPQXCHHOCTH U JUTUTCIBHOCTH COXPAHCHUS
VH/YIUPOBAHHOM HEHUTponeHUH (CM. 103y JUIS B3pOCHBIX; JUIS JIeTe ¢ [Oo4YeqHOM
HEJOCTATOYHOCTHIO — CM. JJ03Y /I MAIMEHTOB ¢ MMOYEYHON HEAOCTATOYHOCTHIO).

Iogpoctku (ot 12 mo 18 ner)

B 3aBucmMocTH OT Beca W Bo3pacTta momOuWpaeTcs ONTHMaibHas ngo3a. [lo naHHBIM
(hapMaKOKMHETHKHU Y JieTel 00Jee BEICOKUN KIUpeHC (iyKoHa30ia, ueM y B3pocibix. Jloza 100,
200 u 400 mr y B3pOCIBIX COOTBETCTBYET Ji03¢ 3, 6 u 12 MI/Kr/cyT y Aereil Juis MOIy4eHUs
COMOCTAaBUMOT'O CHCTEMHOTO BO3/ICHCTBUSL.

IIpumenenue v nerei B Bo3pacte oT 0 go 27 nHel

Y HOBOpOXJICHHBIX (DITYKOHA301 BBIBOIUTCS MeasieHHO. B mepuon ot 0 mo 14 nmHell xu3Hu
mpernapar MpUMEHSIOT B TOH ke 7103€ (B MI/KT/CYT), UTO U ACTAM 0oJiee CTapIIero Bo3pacra, HO C
UHTEpBAJIOM 72 4 (MaKkcHManbHas A03a 12 MI/KI/CYT He JOKHA OBITh TpeBblleHa). JleTaMm B
Bo3pacte oT 14 nmo 27 mHel Ty ke 03y BBOIAT ¢ HHTepBaioM 48 4 (MakcHUMaibHas [103a
12 Mr/kr/cyT HE NOMKHA OBITH TIPCBBINICHA).

IIpuMenenue v OKMILIX JIIOIeH

[Ipu OTCYTCTBUU MPU3HAKOB MOYEYHOM HEJOCTATOUHOCTU (DIYKOHA30J MPUMEHSIOT B OOBIUHOM
noze. llanyeHntaM ¢ MoOYeyHOM HENOCTATOYHOCTHIO (KIMpEHC KpeaTWHHHA <50 MII/MUH) 703y
npenapara KOppeKTUPYIOT, KaK OMUCAHO HUXKE.

IIpruMeHeHre v TAIMEHTOB C MOYEYHOU HEJOCTATOYHOCTRIO

IIpu omHOKpaTHOM NpHEME M3MCHEHUS J03bl He TpeOyercs. Y MauueHTOB (BKIIOYAs JICTEH) C
HapymeHueM (YHKOMM TOYeK TIPU MHOTOKPATHOM NPHWMCHEHHMH IIpenapara CleayeT
MEPBOHAYAILHO BBECTH yJapHyIO 703y oT 50 mr no 400 mr, mocie 4ero CyTouHyw 103y (B

3aBHCHMOCTH OT MOKa3aHMs) YCTAHABINBAIOT COTJIACHO CIEAYIOIIEH Tabaule:
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Knupenc kpearnauna (MJ1/MUH)

e T D '_I |_]li |

Pat s Fat s taal

111.}\11_;\/111 y\d\ulvl\dl/_l,_y CMOTT AVJDI

> 50
<50 (6e3 nuanuza)

T'emonnanus

100 %
50 %

100 % nmocie xaxaoro reMoauain3a

HaI_II/IeHTI:I, HaxooAmHeCsa Ha reMoaualnnic, OOJIKHBI MOJIYYaThb 100 % peKOMeHHyeMOﬁ J03bI

nocjae KaXJoro ceaHca auainza. B A€Hb, KOTAa AHUAJIN3 HE IIPOBOAUTCS, MATUCHTBI AOJI>KHBI

[0JIy4aTh YMEHBIICHHYIO (B 3aBUCUMOCTH OT KJIMpPEHCa KpeaTHHUHA) 103y lIpenapara.

VY npereit ¢ HapymeHHeM (PYHKIMH ITOYEK CYTOYHYIO 03y Iperapara ClIeAyeT YMEHBIIUTH (B TOH

xKe HpOHOpL{HOHaﬂbHOﬁ 3aBUCHUMOCTH, YTO H VY B3pOCJ'ILIX), B COOTBCTCTBHU CO CTCIICHBIO

BBIPA)KEHHOCTH MMOYEYHOMN HCAOCTATOYHOCTH.

IlprnMeHeHME YV TAIIMEHTOB ¢ HEJIOCTATOYHOCTRIO d)VHKHI/II/I INEYCHU

HmeroTest orpannveHHBIC JaHHBIC IPUMEHECHHUS (DITYKOHA30J1a y MAIUEHTOB C HEIOCTATOYHOCTHIO

GbyHKIIMM TeyeHH. B cBs3u ¢ 3TUM, MpU NPUMEHEHHH Ipernapara y [aHHOM KaTeropuu

ManueHTOB, CIICAYECT CO6J'IIO)IaTB OCTOPOKHOCTD.

ITo0ouHoOe neiicTBHE

Pestome nmpodrig 6e30macHOCTH

Coo0mianoch 0 cilydasx JeKapCTBEHHOHN peaklny ¢ S303MHO(PHIINEN U CUCTEMHBIMU CUMIITOMaMU

(DRESS- cunapom) B CBsA3H € JeueHHEM (IYKOHA30JI0M (cM. pazaen «OcoOble yKazaHUs).

Kpurepuu onieHKH 4acTOThI: 04eHb HacTele > 10 %; yacteie >1 % u < 10 %; Hevacteie > 0,1 % n

<1 %; penxue > 0,01 % u < 0,1 %; ouens peaxue < 0,01 %; yacToTa HEM3BECTHA — HEBO3MOYKHO

onpeaCiinTL Ha OCHOBC HMCIOIIUXCSA JaHHBIX. HepeHOCI/IMOCTB npcnapara OOBIUHO OYCHb

Xoponias.

B xinumHmueckux u ITOCTMApPKETHHI'OBBIX (*) HCCICOOBAaHUAX (1)HyKOH83OJ'Ia OTMEYAIHu

CICAYIOIIHC 1M0OOYHEIC PCAKIM:

Co cmopoHbl HepsHOU cucmembl: yacmvle - TONOBHAA 0ONb; Heuacmvie - TOIOBOKPYKEHHE™,

Cy,Z[OpOFI/I*, HU3MCHCHUC BKyCEl*, mapecCTe3us, 6CCCOHHI/II_[8., COHJIUBOCTD, pedkue - TpEMOD.

Co CHIOpPOHbL nuweeapumeﬂbHozZ cucmemsl.

ygcmoele - O0ONb B KUBOTE, Auapes, TOIIHOTA,

pBOTa*; HEYACTHIC - METCOPU3M, JUCICICHUS®, CYXOCTh CJIM3UCTON OOOJOYKH TOJIOCTH PTa,

3amnop.

Co CMOpOHbL eenam06uﬂuapH0ﬁ cucmemsl. yacmsle - IOBBINICHUC CBIBOpOTO‘IHOﬁ AKTUBHOCTH

amuHoTpancpepas (amannnamunorpancdepassl (AJIT) u acnapratamunorpanchepasst (ACT)),

menoyHo  gocdarasbl; Heuacmoie

X0JiecTa3, JKENATyxa®, TMOBBIIICHUE KOHIICHTPAIUU

ounnpyOuHa; pedkue - TENaTOTOKCUYHOCTh, B HEKOTOPBIX CIIy4asiX C JICTAJbHBIM HCXOJIOM,

HapylweHue (QyHKUMU [EYCHU™, relaTuT™, renaroueuIosPHbI HEKpOo3™, renaToue/ospHoe

I[MOBPCIKACHUC.
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Co cmoponbl KOJCHBIX HOKPOBOG: HACMblE - 'ehibi—HeHacHbie—KONHbHA 3y, KpanHBHIHE;
MOBBILIEHHOE NTOTOOTAEIEHHE, JIEKAPCTBEHHAS ChIIb (BKIIIOYAs CTOUKYIO JIEKAPCTBEHHYIO ChIIb);
peoxue - SKC(HOIMATUBHBIE MOpPaKEHUsS KOXU*, BKIrovas cuHApoM CrTuBeHca-J[)KOHCOHA U
TOKCUYECKUN DIMACPMAIBHBIM  HEKPOJINU3, OCTPBIM I'€HEPAIM30BAHHBIA 3K3aHTEMATO3HBIN
yCcTyje3, OTeK JHLa, IONeUus™; uyacmoma Heusgecmua - JIEKapCTBEHHAs CBIIb C
no3uHODUIHEN u cuctemMHor cumnToMatukoi (DRESS-cunapom).

Co cmopoHbl opeano8 KpoeemeopeHus U IuM@amuieckou cucmemvl™: pedkue - JEUKONEHUS,
BKJIFOUAsi HCHTPOTICHUIO M arpaHyIOUTO3, TPOMOOLUTOIICHUSI, AaHCMHSL.

Co cmoponuvl ummyHnnot cucmemsl *: anadurakcus (BKJIIOYas aHTHOHEBPOTHYECKHUH OTEK).

Co cmoponvl cepoeuno-cocyoucmoti cucmemst™: peokue - ysenndenne uaTepBaia QT Ha DKT,
apUTMUS XKeTyI0YKOBasi TAXUCUCTONHYECKAs TUTIA «TUPYIT» (cM. pazaen «Ocobble ykazaHusm»).
Co cmopounbt obmena eewjecms™: pedkue - TOBBIIMICHUEC KOHICHTPAIIMH XOJCCTCPUHA H
TPUTJIUIIEPU/IOB B IIJIa3ME€ KPOBM, TMITIOKAJIUEMMUS; YACMOMA HeU38eCmMHA - CHU)KCHUE alllIeTUTA.
Co cmopoHbl onopHo-08uzamenbHO20 annapama: Heiacmsie - MUAITHSL.

IIpouue: Heuacmoie - c1aDOCTh, ACTEHHUS], TOBBILIEHHAS YTOMIISEMOCTD, TUXOPaKa, BEPTHUTO.

Y HEKOTOpBIX MAllUEHTOB, OCOOEHHO C Cepbe3HbIMU 3abosneBaHusMH, TakuMu kak CIIWJ wnu
pak, npu JedeHuu (QIIYKOHA30JIOM M CXOJHBIMHM IIpenaparaMyd HaOOJaIMCh W3MEHEHHS
1I0Kazareled KpoBH, (QPYHKIMM IOYeK M IedeHM (cM. pasaesl «OcolOble yka3aHUs»), OJHAKO
KJIMHAYECKOE 3HAUEHHE 3TUX U3MEHEHHUU U UX CBA3b C JICUEHUEM HE YCTAaHOBJICHBI.
Ilepeno3upoBka

CUMNOTOMBI: TAJUTIONMHAIINY, TAPAHOUIATBHOE [TOBE/ICHHE.

Jleuenue: cumnToMaTuueckoe — (POPCUPOBAHHEIN nuype3. ['eMonanu3 B TeUCHUE 3 U CHIDKAET
KOHIEHTPALHIO B I1a3Me Ipuonu3utensHo Ha 50 %.

B3aumopneiicTBue ¢ IpyruMu JIeKAPCTBEHHBIMH CPeACTBAMH

OnHOKpaTHOEC WJIM MHOTOKpAaTHOE TpUMEHeHHEe QurykoHazoja B go3e 50 mMr HE BIMsICT Ha
MeTabonu3M GeHazoHa (AHTUIMPHHA) IPU UX OJTHOBPEMEHHOM MPUMEHEHUH.

Oonoepemennoe  npumenenue  (hiaykonaszona  co  CAeOYOWUMU  Hpenapamamu
HPOMUBONOKA3AHO:

[lM3anpua: mnpu OJHOBPEMEHHOM NPUMEHEHUM (IyKoHa3oda M IU3ampuia BO3MOXKHBI
HEKENATEeNbHbIE  PEaKlMu CcO CTOPOHBI  cepilla, B T.4. aApUTMHUS  KEIy/I04KOBasI
TaXUCHUCTOIMYECKasi Tuma «mupy3a™» (torsade de pointes). Ilpumenenue dmykonazona B 103e
200 mr 1 pa3 B cyrku u nusanpuaa B go3e 20 mr 4 pasza B CyTKM IPUBOAUT K BBIPAKEHHOMY
YBEIMYCHHUIO TUIA3MEHHBIX KOHIICHTpauui Iu3anpuaa u ysenuueHnio nHtepBana QT wa DKI.

OnHOBpEeMEHHOE MPUMEHEHHE U3anpraa U (UIyKOHA30J1a IPOTUBOIOKA3aHO.
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Tepdenanuu: nmpu OTHOBPEMEHHOM MPUMCHCHHH—a30AbHbR—HPOTHBOFPHOKOBbIX—CPeACTB—H
TeppeHaIrHa BO3MOXKHO BO3HHUKHOBEHHE CEPbE3HBIX apUTMUN B pe3yjibTaTe YBEIHUYEHUS
untepBaia QT. [Ipu npumenenun ¢urykonaszona B goze 200 mr/cyt yBenumueHus uHTepBasia QT
HE YCTaHOBIICHO, OJHAKO, NpuMeHeHue Qurykonazona B go03ax 400 Mr/CyT U BBIIIE BBI3BIBACT
3HAYUTEIILHOC YBEJIIMYCHHUE KOHICHTpAaUuu TepdeHaauHa B IuiazMe KpoBu. OTHOBPEMEHHOE
npuMeHeHue ¢GuykoHasona B go3ax 400 mr/cyt u 6onee ¢ TepheHaInHOM MPOTHBONOKA3aHO (CM.
paznen «IIpotuBonokazanusy). Jleuenue durykoHazonoM B go3ax MeHee 400 Mr/cyT B coueTaHuu
¢ TepSHAAMHOM CIICAYST IPOBOAMUTD MO TIIATEIBHBIM KOHTPOJICM.

ACTeMH30J1: OJHOBPEMEHHOE IPUMCHEHHE (PIyKoHa30ma C aCTEMHU30JIOM WM JAPYTHMMH
npenaparamMy, MeTabOIH3M KOTOPBIX OCYIIECTBISAETCS CHCTEeMOM muTtoxpoMa P450, moxer
COIIPOBOX/IAThCS TMOBBIIIEHHEM CHIBOPOTOUYHBIX KOHIIEHTpaluil STux cpenacts. lloBbieHHbIE
KOHIICHTPAIIMX aCTEMM30JI1a B TUTA3ME KPOBH MOTYT IPUBOJAUTH K y/UIMHEHHIO nHTepBaia QT u B
HEKOTOPBIX CIIy4asiX K Pa3BUTHIO apPUTMUH KEIIYJIOUKOBOU TAXMCUCTOJNYCCKON THUIIA «ITHPYITH
(torsade de pointes). OnpHoBpeMeHHOe NpUMEHEHHE acTeMu3ona U QuykoHaszoma
MPOTUBOMOKA3aHO.

[IuMO3UA: HECMOTPS Ha TO, YTO HE MPOBOAWIOCH COOTBETCTBYIOIIUX UCCIEIOBAHUM in Vitro WU
in vivo, OJHOBPEMEHHOE IIpUMEHEHHE (IyKOHa30Ja W MHMO3MJIAa MOXET I[PUBOIAUTH K
YTHETEHHUIO MeTaboIM3Ma IuMo3uia. B cBOIO ouepe/ib OBBIIIEHUE 11JIa3MEHHBIX KOHIEHTPAllUH
MUMO3HUJa MOXKET MPUBOAUTD K YAJIMHEHUIO HHTepBasia QT U B HEKOTOPBIX CIIyYasX K pa3BUTHIO
APUTMHH  KETYHOYKOBOH TaXHCHUCTOJIMUYECKOW Tuma «mupysT» (torsade de pointes).
OnHOBpEeMEHHOE MPUMEHEHHE MTUMO3H/1a U (PITYKOHA3071a TPOTUBOMOKA3aHO.

XWHUJMH: HECMOTPSI Ha TO, YTO HE IMIPOBOAUIIOCH COOTBETCTBYIOIIMX UCCIEI0OBAHUH in Vitro Un
in vivo, OIHOBPEMEHHOE NpHUMeHeHue (IyKoHa30Jla U XUHUIMHA MOKET TakkKe MPUBOAMTH K
yrHeTeHW0 MeTabonu3Ma XuHuAuHA. [IpuMeHeHUe XHHHMJWMHA CBSA3aHO C YAJHHEHHEM
uaTtepagza QT ®w B HEKOTOPHIX CiIydasiX C pPa3BUTUEM AaAPUTMHH  HKEITYJ0YKOBOU
TaXUCUCTONNYECKON THNa «mupyaT» (torsade de pointes). OpHOBpeMEHHOE NpPUMEHEHHE
XUHUIUHA U (IIyKOHA3071a MPOTUBOMOKA3aHO.

OPUTPOMHUIIMH: OJHOBPEMEHHOC IMPHUMCEHCHHUC (I)J'IYKOHaSOHa U SPUTPOMHIIMHA ITOTCHIHUAJIBHO

MPUBOUT K MOBBIIIEHHOMY PUCKY Pa3BUTHUS KapJMOTOKCUYHOCTH (yanuHeHue mHteppana QT,
torsade de pointes) M, BCIEACTBHE 3TOrO, BHE3AMHON cepaeuHoW cMmepTH. OAHOBpPEMEHHOE
npuMeHeHHE (ITyKOHA30J1a U SPUTPOMULIMHA POTHBOIIOKA3aHO.

Cnedyem cob61100ame OCMOPONCHOCHb UM U30ezamb 00HOBPEMEHHO20 NPUMEHEHUA C

daykonazonom:
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AMHO/IapOH: INIPUMEHEHHE aMHUOJIAPOHA aCCOHMHpPOBanech—e—yiyHiHeHHeM—unrepaana—QT-
Cnenyer coOm0gaTh OCTOPOXKHOCTh MpPH OJAHOBPEMEHHOM INPUMEHEHUH (¢uIyKoHa3ola W
aMHOJapoHa, B OCOOEHHOCTU MPH MpHEME BBICOKOU 1036l (hiaykoHazomna (800 mr).

JleMOOpeKcaHT: OJHOBPEMEHHOE IIPUMEHEHHE (UIYKOHA30J1a IPUBOAUT K YBEJIUYECHUIO Cmax H

AUC nembopekcanra npumepuo B 1,6 m 4,2 paza COOTBETCTBEHHO, YTO, KaK OXHAACTCH,
IPUBEET K YBEITMUEHUIO pHCKa MOOOYHBIX peaklHi, TAKUX KaK COHINBOCTh. Cnenyer u3beratsb
OTHOBPEMEHHOTO MpUMeHeHHs GIIyKOHA30J1a U JIEeMOOpEKCaHTa.

Cnedyem cobnwo0ams OCHOPONHCHOCHIL U, 603MOXNCHO, KOPPEKMUPOSAmMb 003bl HPU
00HOBPEMEHHOM RPUMEHEHUU CIeOYIOWUX NPEnapamos u (hiyKonazona:

Hpenapambz, BAUAOUUE HA d)JZVKOHGB’OJZ

I'mapoxnopoTHa3ug: MHOTI'OKpaTHOSC MPHMCHCHHUEC THUAPOXJIOPOTHA3WAd OAHOBPEMCHHO C

(ITyKOHA30JIOM TPHUBOJUT K YBEIHMYCHHUIO KOHIICHTpAIMM (DIyKoHa30Ja B IUIa3ME KPOBH Ha
40 %. DddexT Takol cTENCHW BBIPAKCHHOCTH HE TPEOyeT M3MCHEHHS PEeXUMa JO3WPOBAHUS
¢IykoHa30/Ia y MAlMeHTOB, MONYYAIOINX OJHOBPEMEHHO IUYPETHKH, OJHAKO Bpady CIlexyeT
3TO YYHUTHIBATH.

PudaMnounuH: oZHOBpeMEHHOE NpHMEHeHHe (IykoHazona W pH}aMOHLMHA NPUBOIUT K
camwkennto AUC na 25 % ¥ JUIMTensHOCTH TIepro/ia MoNTyBeIBeicHUs ¢urykoHaszoia Ha 20 %. Y
[AIEHTOB,  OJHOBPEMEHHO  INPHUHHUMAIONMX  pUPAMIIUIAH, HEOOXOJMMO  YYHUTHIBATH
1eN1eco00pa3HOCTh YBENUYEHUS 0361 (PIyKOHA301a.

Hpenapambz, Hd Komopwlie sausaem d)ﬂVKOHCZSOﬂ

®dnykoHa307 SBISETCS YMEPEHHBIM UHTHONTOpOM n3opepmenToB 2C9 u 3A4 nuroxpoma P450
(CYP). ®aykonazon Takxke spisercs mHruOutopom uszodepmenta CYP2C19. Kpome Toro,
IIOMHUMO MEePeYUCIeHHBIX naanee 3(PQeKToB, CYIIEeCTBYeT PUCK MOBBILIEHHUS B IUIa3Me KPOBU
KOHIIEHTPAUUH U JPYTUX JIEKapCTBEHHBIX CPEACTB, MeTaboIM3UpYEMBIX H30(hepMEHTaMU
CYP2C9, CYP2C19 u CYP3A4 npu 0JHOBPEMEHHOM NPUMEHEHUH ¢ QuyKoHa30s0M. B cBs3u ¢
OTHM, CJICTYET COONIOMATh OCTOPOKHOCTh MPH OTHOBPEMCHHOM TPUMEHCHUU TMEPECUHCICHHBIX
[penapaToB, a MpU HEOOXOAUMOCTH MOAOOHBIX KOMOWHAIMHA MAallMEHTH! JOJDKHBI HAXOIUTHCS
NOJ TINATENbHBIM MEAULMHCKUM HaOmoaeHueM. Creayer y4WThIBaTh, YTO HHTCHOUPYIOIIMI
sbdexT daykoHazoia coXpaHAeTcs B TCUCHUE 4-5 MHEHW TMOCIC OTMEHBI MpernapaTa B CBSI3H C
JUTATEITHHBIM TICPHOJIOM TIOJTYBHIBC/ICHHS.

AndeHTaHuI: OTMEYAeTCsl YMCHBILICHHE KIUpeHca U o0beMa paclpelesiCHusi, YBEIWYCHHE
Hepuosia TONYyBBIBEACHHA aid(eHTaHuia. Bo3MoxHO, 3TO CBA3aHO ¢ WHIHOMpPOBAHUEM
nzopepmenta CYP3A4 pnykonazonom. MoxkeT noTpeboBaThess KOppeKIns 1036l an(eHTaHnma.

AMUTPUNITUINH, HOPTPUNTWIMH: YyBenuueHue d¢ddexrta. KoHieHTpauuioo S-HOPTPUNTHINMHA

/Wi S-aMUTPUIITWIIMHA MOXHO UW3MEpUTh B Hauyale KOMOMHHUPOBAHHOM Tepamuu C
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¢iryKoHa30JI0M U Yepe3 HeAemo rmocie Havanal-Hpu-HeobxoanMoctH-cAeAyeT KOppeKTHpoBath
7103y aMATPUIITWINHA/HOPTPUIITUIHNHA.

Amdbotepunus B: B ucciegoBaHusX Ha MbIIax (B TOM YHCIE, ¢ UMMYHOCYIPECCHEH) ObLIN

OTMEUEHBI CIICIYIOIINE PEe3yIbTAaThl: HEOOJBIION I IUTUBHBIN IPOTUBOIPHUOKOBEIN 3 dekT npu
cucteMHor umHpekuuu, BeiBaHHOW C. albicans, OTCYTCTBUE B3aHMMOJCHCTBUS IIpPH
BHYTpUUYEpENHON HHGeKuuy, BbI3BaHHOW Cryptococcus neoformans W AHTaroHW3M IIpH
cucTeMHON MH(peKLUUu, BbI3BaHHOU A. fumigatus. KmuHUYeckoe 3HaUeHHe JAHHBIX PE3yJIbTAaTOB
HE SICHO.

AHTHKOAryISHTBI: KaK W JPYI'HE IPOTHBOTPHUOKOBBIC CpeAcTBA (MPOM3BOAHEIC a30JIa),

(bIyKoHa30J, IPU OJHOBPEMEHHOM MPHUMEHEHUH C Bap(hapHHOM, MOBBHIIMIAET MPOTPOMOMHOBOE
Bpems (Ha 12 %), B CBSI3U C YeM, BOBMOXHO Pa3BUTHE KPOBOTEUEHHUH (FeMAaTOMBI, KPOBOTEUEHHS
M3 HOCA U JKEJIYy/OYHO-KHUIIIEYHOr0 TPaKTa, 'eMarTypus, MelieHa). Y MalMeHTOB, MOJIY4aroninx
AHTUKOAr'yJISHThl KYMapHHOBOI'O M HWHJAHJIMOHOBOTO psijia U (IIYKOHA30J, HEOOXO0/HUMO
MOCTOSTHHO KOHTPOJIMPOBATh MPOTPOMOUHOBOE BpeMs B MEPHOJ TepaluHu U B TeueHue § gHeil
nociie OJHOBPEMEHHOTO MpUMeHeHHs. Takke clelyeT OLEHUTh LenecooOpa3HOCTh KOPPEKIUH
JI03bl JAHHBIX AHTUKOATYJISIHTOB.

ABHWTPOMUIIMH: TIPH OJTHOBPEMEHHOM IPUMEHEHUU BHYTPH (DIIYKOHA30J1a B OJTHOKPATHOW J103€

800 MT ¢ a3UTPOMHUIIMHOM B OJTHOKpaTHOM /103¢ 1200 Mr BhIpakeHHOTO (DapMAKOKMHETHUECKOTO
B3aUMOJIEHCTBUS MEXy 00OMMHU IpenapaTaMy He YCTaHOBIIEHO.

benzonuazenuunl (KOPOTKOTO JAEUCTBHSA): IOCIE IIpu€Ma BHYTPb MHJAa30JaMa, (bJ'IyKOHa3OJ'I

CYIICCTBCHHO YBEIMYMBACT KOHIICHTPAIMIO MHUIAa30J1aMa U ICUXOMOTOPHBIC 3((DEKTHI, mpudem
9TO BAMSHHUE 0OJiee BHIPAKEHO MOcie npueMa (IyKoHA30/Ia BHYTPh, YEM MPU €r0 MPUMCHEHUH
BHYTpUBEHHO. [Ipu HEOOXOOUMOCTH COMYTCTBYIOIIEH Tepanuu OeH301ua3eiHaMH TAIl[HeHTOB,
OPUHUMAKIIKX (GIYKOHA30M, cleayeT HabmoJaTh ¢ Ielbl OIEHKH Ienecoo0pa3HOCTH
COOTBETCTBYIOINIETO CHIDKCHUS J103bI OeH3oauazenuHa. [Ipm OJHOBPEMEHHOM MPUMCHCHHUH
OJIHOKPATHOMU 10361 Tpuasojama, Guykonazon yBennuunbaer AUC Tpuazonama npuOIH3UTEIHLHO
Ha 50 %, Cmax — Ha 20-32 % u mepuon moayBbiBeaeHus Ha 25-50 % Omaromapsi yTHETEHHIO

MeTaboau3Ma TpHua3oJiaMa. MoxeTt HOHa,Z[O6I/ITLCH KOppEKIHA O03bI TpHA30JIaMa.

KapGamaszenun: (¢aykoHa3on  yrHeraeT MeTa0oauM3M — KapOama3enMHa W TOBBIMIACT
CBIBOPOTOUHYIO KOHIICHTpanuio kapdamazernimaa Ha 30 %. HeoOxoammo y4YuTHIBATHR PHUCK
pa3BUTUS TOKCUYHOCTH KapOamaszenmua. CiieqyeT OLCHHTh HEOOXOAMMOCTh KOPPEKLHUHU O3B
KapbamasenuHa B 3aBUCUMOCTH OT KOHICHTpauu/3Qdexra.

BJ'IOKaTODI)I MCJICHHBIX» KAJBHUCBBIX KAHAJIOB! HCKOTOPHIC AHTArOHWUCTBI KaJIbIMCBBIX

KaHajoB (HU(EeAUNHH, UCPAJUNHH, aMJIOAUNNH, BepanaMui U GEeNoAUNHH) MEeTab0IN3UPYIOTCS
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nzodpepmerntom CYP3A4. dnykoHa3on yBenulHiBaet—eHETEMIYIO—SKEHOSHEHOAHTaFOHHETOB
KaJIbIIMEBBIX KaHAIOB. PEKOMEHI0BaH KOHTPOJIb pa3BUTHs OOOYHBIX 3 (HEKTOB.

HeBupanus: coBMeCTHBIN npueM (PryKoHa301a 1 HEBUpAINIMHA YBEIMUUBAET NPUOITU3UTEIBHO Ha
100 % »3KCrO3ULMIO HEBUpANIMHA IO CPABHEHHUIO C KOHTPOJIBHBIMHM JAHHBIMU 10 OTACIBHOMY
IPUMEHECHUIO HeBUpanuHa. [3-3a puCKka TOBBIICHHOTO BBIJACICHUS HEBUpPAIMHA TIPU
COMYTCTBYIOIIEM TPUMEHEHUH JIEKapCTBEHHBIX MpPENapaToB HEOOXOAUMBI  HEKOTOPHIE
MPEeIOCTOPOKHOCTH U TIIATENbHOE HaOMIOIeHNE 3a TTallUeHTaAMH.

LIMKIIOCTIOPUH: Y MALKUEHTOB C TPAHCILIAHTHPOBAHHOW IIOYKOW, NMpUMEHEHHE (IIyKOHa30Jla B

no3e 200 Mr/cyr npuBOAMT K MEIJICHHOMY IIOBBIIICHHWIO KOHLIEHTPALUU LUKIOCIIOPHUHA.
OnHako, NpU MHOTOKPAaTHOM IpHUMEHeHHH ¢uiykoHazona B go3e 100 Mr/cyr u3MeHeHHs
KOHIIEHTpaUMH LUKIOCIOPUHA Y PELUIUEHTOB KOCTHOTO Mo3ra He HaOmoganocs. llpu
O/IHOBPEMEHHOM IIPUMEHEHUU (UIYKOHA30J1a U IIUKJIOCIIOPHHA PEKOMEH/IYETCSI KOHTPOIUPOBATh
KOHIIEHTPAIMIO [IUKJIOCIIOPHHA B KPOBH.

OBEpOIUMYC: XOTS JaHHOE B3aUMOACHCTBUE HE OBIJIO U3YUEHO i1 Vivo WIH in vitro, PIyKoHa301
MOKET MOBBIIATh KOHLUEHTpPALMH 3BEpOJIMMYyca B IUIa3Me€ KPOBU IyTeM HWHTHOMPOBAaHUS
CYP3A4.

Huknodochamua: npu OJHOBPEMEHHOM TpUMEHeHUH [ukiodochammuna u  QGirykoHazomna

OTMEYaeTCs YBEIMYEHUE ChIBOPOTOYHBIX KOHIEHTpalui OmnupyOuHa u KpeaTuHuHA. [lanHas
KOMOMHaIMsg JOMyCTHMa C YYeTOM pHCKa YBEIMYEHUS KOHLIEHTpauuid OunupyOuHa W
KpEaTUHHHA.

denTanun: umeercs coobiieHHE 00 OJHOM JICTAJBHOM HCXO/E, BO3MOYKHO CBSI3aHHOM C
O/THOBPEMEHHBIM NMpUMeHeHUeM (eHTaHuaa U ¢urykoHasona. [Ipennonaraercs, 4To HapymeHUs
CBsI3aHBl C MHTOKCUKalued ¢eHTtaHunoM. bbuto mokazaHo, 4TO (UIyKOHA30J 3HAYUTEIBHO
yIUIMHAET BpeMs BbiBeleHus (eHTaHuna. CaelyeT yUUThIBaTh, YTO TMOBBIIIEHHE KOHIEHTPAILIUU
(dbeHTaHUIa MOXKET MPUBECTU K YTHETCHUIO JTbIXaTEIbHON (QYHKITUH.

lanodanTpuH: (ayKoHa301 MOXET YBENWYMBATh KOHIIGHTpAIMIO Tano(aHTpWHA B IIa3Me
KpOBH B CBs3u ¢ HHruOupoBaHueMm wuzodepmenta CYP3A4. Bo3MOXHO pa3BUTHE apUTMHU
KETyIOYKOBOH TaXMCUCTONMUYECKOHN THHa «mupysT» (torsade de pointes) mpu 0JHOBPEMEHHOM
IpUMEHEHNH ¢ (PITyKOHA30JI0M, KaK U ¢ APYTMMH [IPOTUBOIPUOKOBBIMHU NpernapaTaMH a30JI0BOT0
psifa, MO3TOMY COBMECTHOE MPUMEHEHHE UX HE PEKOMEHYETCS.

Wurubutopst  'MI-KoA-penykrasel: mpu OJHOBPEMEHHOM MPHMEHCHHH (PIIyKOHA307a C

unruouropamu I MI'-KoA-penykrassl, MmerabonusupyeMeiMu u3opepmentom CYP3A4 (Takumu
KaK, aTOpBacTaTUH M cUMBAcTaTHH) uian uzodepmentom CYP2D6 (takumu kak, ¢iayBacTaTHH
(CHMKEHHUE TEYEHOYHOT0 MeTa00M3Ma CTATHHOB)), PUCK PAa3BUTHS MUOTIATUX U pabaoMUOIN3a

yBeIMUuBaeTcs (B 3aBUCUMOCTH OT A03bl). B cityyae HeoOX0AMMOCTH OJHOBPEMEHHOW Tepanuu
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YKa3aHHBIMH IIperapaTtamMy, CiIeayeT Halo a b HaHHeHToB—6—Hebio—BbHBACHHS-CHMHITOMOB
MHOIIATHH U padaomuonnsa. HeoOXoauMo KOHTpOIMpOBaTh KOHLEHTPALMIO KPEAaTHHUHKHUHA3HI.
B cayuae 3HauMTENBHOrO YyBENMYEHHS KOHLEHTPALMU KpPEaTHMHUHKUHA3bl WM  €CIIU
JMArHOCTUPYETCS WIM HMEETCS II0A03PCHHE Ha DPAa3BUTHE MHOINATUM MM DPa0AOMHOIN3A,
tepanuio uHruoutopamu I'MI'-KoA-penykrassl cienyer npekparutb. MoryTr morpedoBarbes
Oonee Huszkue a03b1 MHTHOMTOPOB ['MI-KOA-peaykraswl, Kak yKa3aHO B HHCTPYKLUHHU IIO
MEIUIUHCKOMY MPUMEHEHHIO CTATHHOB.

Ho6pyrunub: ymepennsie uHruouropsl mszodpepmenta CYP3A4, rtakume kak (ryKoHA30:,
YBEIIMYMBAIOT KOHLICHTPALMIO UOPYTHHUOA B IIa3ME U MOTYT IMOBBIIIATH PUCK TOKCUYHOCTH.
Ecnu npuMeHeHHs npenapaToB B KOMOMHALUMU He yaaeTcsl n30eXaTh, HEOOXOAUMO YMEHBIIUTh
703y HOpYyTHHHUOA, KaK YKAa3aHO B HHCTPYKIHMH 10 MEAULIMHCKOMY IPUMEHEHUIO UOPYTHHUOA, U
00eCIeYHTh TIATESIFHOC KIIMHUYCCKOE HAOIIOICHHE.

I/IBaKad)TOD (OTACIRHO WM B COYCTAHMM C MPCHAPATAMHU TOI'0 KE TEPANCBTUYCCKOrO KJacca):

OJHOBPEMEHHOE MPUMEHEHHE ¢ UBaKa(TOPOM, MOTEHUUATOPOM PETyasTopa TpaHCMEMOpaHHOM
npoBoIUMOCTH npu MykoBucuugose (CFTR), noBelmano ypoBeHb BO3AeicTBUs MBakadTOpa B
3 pa3a, a ypoBeHb BO3AeHCTBUA ruapokcuMeTHiI-uBakapTopa (Ml) — B 1,9 paza. Heobxoaumo
CHM3HTDH 103y MBakadTopa (OTJICIBHO WIM B KOMOMHAIMM), KaK yKa3aHO B MHCTPYKIMHU IO
MEMIMHCKOMY IIPUMEHEHUIO UBaKadTopa (0T/eIbHO UM B KOMOUHAIIUH).

JlozapTaH: (baykoHa301 yrHeraeT MeTaOOMU3M JI03apTaHa A0 €ro akTUBHOro Merabonuta (E-
3174), xoTopelii OTBe4yaeT 3a OONBIIYI0 YacTh 3(PQeKTOB, CBA3AHHBIX C AHTArOHU3MOM
anruoren3uH-II peuentopos. HeoOxomum peryaspHblil KOHTPOIb apTEPUATLHOTO TABICHUS.
JlypasusioH: ymepeHHble nHruoutopsl u3opepmenta CYP3A4, takue kak ¢urykoHa3oll, MOTYT
yBEIUUMBaTh KOHLEHTpAalMIO Jypa3uJoHa B 1ua3Me. Ecniu npuMeHeHus npenapaToB B
KOMOUHAIMU He yJaeTcs u3bexarb, HeOOXOJUMO YMEHBIIUTh J03Y JYpa3HIOHa, KaK yKa3aHo B
WHCTPYKIIUU TI0 METUITMHCKOMY IPUMEHEHHIO JTYPa3HIOHA.

MertanoH: (GaykoHa307d MOXKET YBEIMYHMBATH IUIA3MECHHYIO KOHIICHTPAIMIO MeTajoHa. MoxeT

HOHaI[O6I/ITLC$I KOppCKOUA 0351 METAA0HA.

Hectepounnble npotuBoBocnanuTenbHbie npenapaThl (HIIBID): Cnax 1 AUC ¢uypOunpodena
yBenuuuBatores Ha 23 % u 81 %, coorBercTBeHHO. AHaNOrM4HO Cmax M AUC
(hapMaKkoIOoTHYECKH aKTUBHOTO u3zomepa [S-(+)-udynpodeH] mopbmanuck Ha 15 % u 82 %,
COOTBETCTBEHHO MPH OJHOBPEMECHHOM IPUMCHEHHUHM (IYKOHA3071a C  PALECMHYCCKUM
ubynpodenom (400 mr).

[lenekokcub: TpU OJHOBPEMEHHOM NpHUMEHeHUH (QuykoHasona B noze 200 wmr/cyt u
nenekokcnba B go3e 200 Mr Cmax 1 AUC nenexkokcuba yeenmuuaroTcs Ha 68 % u 134 %

COOTBETCTBEHHO. B JaHHOM KOMOMHALIMHM BO3MOXHO CHHXKEHHUE 03Bl LIEIEKOKCHOa BABOE.
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HecMoTpsi Ha OTCYTCTBHE Lie/ICHANPABICHHBIX HeeHeAOBaHHH-PAYIKOHA3IOF MOKET YBEAHHBATD
cucteMHyr0 okcrosunuro apyrux  HIIBII, merabonmsupyembix uzodepmentom CYP2C9
(HampuMep, HAINpPOKCEH, JIOPHOKCUKAM, MEJOKCHKaM, AuKIo(eHak). MokeT MmOHagoOUThCA
koppexkuus no3sl HITBIL

[Tpn ognoBpemennom npumenernn HIIBII u ¢urykonazona nmanueHTs! J0JDKHBI HAXOUTHCS MO
TIIATENbHBIM MEIUIMHCKUM HaOMIONEHUEM C IENbI0 BBIABIEHHUS M KOHTPOJS HEXeTaTelbHbIX
SIBJICHUH W MPOSBJIEHUS TOKCUYHOCTH, cBa3aHHbIX ¢ HIIBII.

Omanapu6: ymepennbie uHruOouropsr uszodpepmenra CYP3A4, rakme kak ¢aykoHasodn,
NOBBILAIOT KOHIEHTpAUMIO onamapuda B TurazMe KpoBu. MX OJHOBpEMEHHOE MPUMEHEHHUE HE
pEeKOMeHI0BaHO. Eciay HEBO3MOXHO H30eXaThb OJHOBPEMEHHOTO MPUMEHEHUs, HeOOXOAHMO
COKpaTHTh 03y oJanapuba g0 200 Mr 1Ba pasza B CYyTKH.

IlepopanbHBIE  KOHTPAIICOTHBEI: npu OJHOBPCMCHHOM IPUMCHCHHWHA KOM6I/IHI/IpOBaHHOFO

NEPOPATBLHOTO KOHTpAICITHBA ¢ (DIYKOHA3070M B J03¢ S0 MI' CyNIECTBCHHOTO BIIHMSHHUS Ha
YpOBEHb TOPMOHOB HE YCTaHOBJIEHO, TOIJa Kak MpU eKeJHeBHOM mpumeHeHuu 200 wr
baykonazona AUC 3THHWIDCTpaAMOia U JIEBOHOprecTpena yBenuuuBatores Ha 40 % u 24 %
COOTBETCTBEHHO, a Tmpu mnpumeHeHun 300 Mr d¢aykoHasona oauH pa3 B Hegemo AUC
STUHWIICTPAMOJIA U HOPITUHJIpoHA Bo3pacTtatoT Ha 24 % u 13 % coorBercrBenno. Takum
o0pa3oM, MHOTOKpaTHOE IIPUMEHEHNE (UIYKOHA30J1a B YKA3aHHBIX J[03aX BPs/l JIM MOXET OKa3aTh
BIUSHUE Ha O(PQEKTUBHOCTH KOMOMHHUPOBAHHOTO MEPOPAJBHOTO MPOTHBO3aYaTOUHOTO
CpeacTBa.

@DeHUTONH: OTHOBPEMEHHOE ITPUMEHEHHE (IyKOHa307a U (DEHUTOMHA MOYKET CONPOBONKIAATHCS
KJIMHUYECKN 3HAYMMBIM TIOBBINICHHEM KOHIIEHTparuu (eHuTouHa. B ciaydae HEOOXOAMMOCTH
OTHOBPEMEHHOTO TMPUMEHEHHUSI OOOUX TIpernaparoB cleayeT KOHTPOJIHPOBATh KOHILIEHTPALMIO
(heHUTOMHA M COOTBETCTBYIOIIUM 00pa3oM CKOPPEKTUPOBATH €ro 03y ¢ IENb0 OOecreyeHus
TEPaANEBTUYCCKON KOHIICHTPAITUN B CHIBOPOTKE KPOBH.

IIpe/IHNU30H: UMEETCs COOOIICHNE O Pa3BUTHH OCTPOI HEIOCTATOYHOCTH KOPBI HA/IMOYEYHUKOB Y
nmanueHTa Iocjie TPaHCIUIAHTallMd TedYeHd Ha (oHe OTMEHBl mpueMa QuyKoHa3oja Iocle
TpeXMeCIYHOro Kypca Tepanuu. lIpeAanonokutensHo, MpekpaiieHue Tepanuu GhIyKoHA30JI0M
BBI3BAJIO TOBBINICHUEC aKTUBHOCTH u3zodepmenta CYP3A4, uto mpuBeno K YBEIMUYCHHOMY
MeTaboIM3My MPETHU30HA.

[laruenTsl, MTOIYYAOMIE KOMOWHUPOBAHHYIO TEpANUIO0 NPEIHU30HOM U (HIYKOHA30JIOM,
JOJI’KHBl HAXOJWTHCS IO TINATSIBHBIM MEIUIMHCKUM HAOIOJCHHEM IPU OTMEHE MpueMa
(iIyKoHa30I51a C IIEJIBIO OIIEHKU COCTOSTHUS KOPbI HAJIOUEYHHUKOB.

PudalyTuH: onHOBpEeMEHHOE NpUMEHEHUE (UIyKOHa30ja M pupadyTMHA MOXKET MPUBECTH K

IIOBBILICHUIO CBIBOPOTOYHBIX KOHUeHTpauuid nocieanero a0 80 %. Ilpu opHOBpeMEHHOM
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NpUMEHECHHHU (IIyKoHa301a U pudabyTrHa ONNCaHb-eFyan-yBeHta—HaHHeHToB;, 0 AHOBPEMEHHO
noxyvaronux pudadbyTus u GraykoHa30i1, He0OXO0AUMO THIATENbHO HAOMIOAATh.

CakunaBup: AUC mnosbimaercs npudbauszutenbHo Ha 50 %, Cpax — Ha 55 %, KiaMpeHc
CaKBMHABMpa yMEHbIIAeTCs Ipubim3uTesibio Ha 50 % B CBA3M ¢ MHTHOMPOBAHUEM [IE€YCHOYHOT'O
merabomm3zma m3opepmenta CYP3A4 wu  wunrubuposanmem P-rmuxonporeumna. Moxer
MOHAI00OUThCA KOPPEKLUS JO3bl CAKBHHABHPA.

CHponuMyc: TOBBIILIEHHE KOHLEHTPAUUU CUPOJIMMYca B IUIa3Me KPOBH, MPEAINONIOKUTEIHHO B
CBSI3U C MHI'HOMPOBAHKUEM MeTabomn3Ma cuposimmyca uepes yruerenue nzopepmenra CYP3A4 u
P-rimkonporenna. /lanHnas KOMOMHAIMS MOKET MPUMEHSTHCS C COOTBETCTBYIOIICH KOPPEKIIMEH
JIO3BI CUPOJINMYCa B 3aBUCUMOCTH OT 3 PeKTa/KOHIIEHTpaIHH.

IIpenapaThl CVJ'ILCbOHI/IJ'IMO‘ICBI/IHBIZ Q)HYKOHaBOH, npu OAHOBPEMCHHOM IIPHUMCHCHHUH, ITPUBOAUT

K YBEIUYECHUIO IEPUOJa I[IOJYBBIBEJACHUS IEPOPAIbHBIX IPENAPATOB CYIb(HOHMIMOUYEBUHBI
(xnopuponamuia, mMOEHKIaMuaa, Tunusunjga W tondyramuja). IlanueHtam ¢ caxapHbIM
nuabeToM MOKHO Ha3HayaTh COBMECTHOe TIpuMeHeHHe ¢IIyKoHa30ja U [epOopalibHBIX
npenapaToB CyabGHOHWIMOYEBHHBI, HO MPH 3TOM CJIEeAyeT YUYUTHIBATh BO3MOXHOCTH Pa3BUTHS
TUMNOTIIMKEMHUH, KPOME TOrO, HEOOXOIHUM pPETYISIPHBIH KOHTPONb TJIOKO3bl KPOBHU H, IPH
HEOOXO0/IMMOCTH, KOPPEKIUS 1035l IIPENapaToB CyIb(POHMIMOUYECBUHEI.

Takposiumyc: 0IHOBPEMEHHOE ITpUMEHEHHE (PITyKoHAa30J1a M TAaKpoJIMMyca (BHYTPb) IPUBOJIUT K
MOBBILIEHUIO CHIBOPOTOYHBIX KOHIEHTpAluil MOCIeAHEr0o B 5 pa3 3a cueT UHTUOMPOBAHUS
MeTabonu3Ma TaKpoJuMyca, TMPOUCXOASIIEr0 B KHUIIEYHHKE MOCPEICTBOM H30(epMeHTa
CYP3A4. 3HauurenbHbIX M3MEHEHUH (DapMaKOKMHETHKHM IIPENapaToB HE OTMEUEHO Tpu
IPUMEHEHUH TaKpoJIMMyca BHYTpUBEHHO. OmucaHbl ciaydan HeQpoTokcH4HOCTH. IlanmeHToB,
OTHOBPEMEHHO TMPUHUMAIOUIUX TaKpOJIUMYC BHYTPh U (DIyKOHA307, cCleqyeT TIIATEeIbHO
HaOmomate. /o3y Takponumyca cleayeT KOppPeKTUpOBaTh B 3aBUCUMOCTH OT CTENEHHU
MOBBIIICHUS €T0 KOHIIEHTPAIIUU B KPOBH.

TeodunmuHa: Tpu OTHOBPEMEHHOM NMPUMEHECHHH C (hiykoHa3o0i0M B Jio3¢ 200 mr B TeueHuUe
14 nHell cpemHss CKOPOCTh IJIA3MEHHOTO KIUpeHca TeodhwuinHa cHuxkaercs Ha 18 %. Ilpu
HazHadeHUH GIIyKoHA30/1a MalMeHTaM, MPUHHUMAIOMIUM Teo(UUIMH B BBICOKHX J103aX, HIIH
MalUeHTaM C TOBBINIEHHBIM PUCKOM pPa3BUTHS TOKCHUYECKOIro JEeHCTBUS TEOMUIUINHA, CIEAYET
Ha0JII0/1aTh 32 MOSIBJICHUEM CHMIITOMOB IMEPE/IO3MPOBKU TEOPWIINHA U, TP HEOOXOIMMOCTH,
CKOPPEKTHPOBATH TEPAIMUIO COOTBETCTBYIOLINM 00pa3oM.

TodauuTunnb: Bo3aekcTBHE TOGAMUTHHNOA YBETHUMBACTCS IPH €0 COBMECTHOM IPUMCHEHUH

(o npenaparamMu, KOTOPBIC SIBJIISTHOTCSL OJHOBPCMCHHO YMCPCHHBIMHU PIHFI/I6I/ITOpaMI/I
nzopepmentoB CYP3A4 u CYP2C19 (nmanmpumep, ¢naykoHazon). Bo3MOXHO, MOXKET

IIOHAZ00UTHCS KOPPEKLIMSA 103bl TOPALMTHHUOA.
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ToJsBanTan: BO3ACHCTBUE TOJIBAIITAHA 3HAYUTES 5

80 %) mpu COBMECTHOM NpHUMEHEHUHU TojBamnTaHa, cyoctpata CYP3A4, u ¢aykonasomna,
ymepenHoro uHruouropa CYP3A4. Ilpu »ToM CyIIECTBYET PUCK 3HAYUTEIBHOTO YBEIMYEHUS
YaCTOTHI Pa3BUTHS HEKEIATCIbHBIX SBJICHUM, B YACTHOCTH, TAKUX KaK IOBBILICHHBIN IHYpE3,
Jleruparauys U OCTpas MOo4Ye4yHasi HEAOCTaTO4YHOCTh. I[lpM OJHOBPEMEHHOM IIPUMEHEHUU
JAHHBIX TIpEenapaTroB cjleqyeT YMEHBIUWTHh N03y TOJBAlTaHa M BHHUMATEIbHO HAOMIOOATh 3a
COCTOSIHHEM MallieHTa.

Ankanony OapBUHKa: HECMOTPS Ha OTCYTCTBHE LIEJICHAIIPABICHHBIX  HMCCIICIOBAHMI,

[PEAIIoIaracTcs, YTo (UIyKOHA30J MOXKET YBEIMYMBATH KOHIICHTPALIMIO AJIKAIOWIOB OapBHHKA
(HampuMep, BUHKPUCTHHA U BHHOJACTHHA) B IVIa3Me KPOBH M, TAKUM 0Opa3oM, MPHUBOJIUTH K
HEHPOTOKCUYHOCTH, YTO, BO3MOXKHO, MOXET OBITh CBSI3aHO C YTrHETEHHEM H30¢epMeHTa
CYP3A4.

Buramun A: mmeercs cooOmieHue 00 OJHOM CiIydac Pa3BUTHSI HEKEIATCIBHBIX PEaKIU CO
CTOpPOHBI 1eHTpalbHON HepBHOH cucteMbl (LUHC) B Buae mceBIOONYXOMUM Mo3ra IpH
OJHOBPEMEHHOM TMPUMEHEHUH I[IOJIHOCThEO TPAHCPETUHOEBOM KHCIOTHI H  (PIIykoHa3oa,
KOTOpBIE UCYE3NIU Moche OTMEHBI (iykoHa3ona. IlpuMeHeHne naHHOM KOMOMHAIIMKU BO3MOXKHO,

HO CJICAYCT INOMHHUTL O BO3MOXHOCTH BO3HHUKHOBCHHSA HCKCIIATCIBHBIX peaKHI/Iﬁ CO CTOPOHBI

LIHC.

Bopukonazon (unruoutop uzodepmentoB CYP2C9, CYP2C19 u CYP3A4): oaHOBpeMEHHOE
npUMeHeHne BopukoHasoia (mo 400 mr 2 paza B CyTKU B NEpBBbIil JeHb, 3aTeM mo 200 Mr aBa
paza B CyTKH B TeueHue 2,5 nueit) u dnykonasona (400 mr B nmepBblit ieHb, 3aTeM 1o 200 Mr B
CYTKH B T€UCHHE 4 THEH) y 8 3/I0pPOBBIX UCIBITYEMBIX MYKCKOTO ITOJIa TPUBEJIO K YBEIUUCHUIO
KOHIeHTpauuHl Cmax 1 AUC BopukoHazona Ha 57 % u 79 %, cooTBeTCTBEHHO. bBII0 MoKazaHo,
9T0 JaHHBIA Ah(DEKT coXpaHsAeTcs MPH YMEHBIIEHUU T03bl W/UIU yMEHBLIEHHH KPaTHOCTH
npuema Jo0oro u3 npenaparoB. OMHOBpEMEHHOE MPUMEHEHHE BOPUKOHA30Ja U (UIyKOHa30Ja
HE PCKOMEHTYCTCS.

3UIOBYIMH: TIPYU OJHOBPEMEHHOM IMPUMEHEHHUH ¢ (IIYKOHA30JI0M OTMedaeTcsi MoBbIeHne Cmax
u AUC 3unoByauHa Ha 84 % u 74 %, cooTBeTcTBeHHO. [laHHbIN 3 deKT, BeposTHO, 00YCIOBIEH
CHI)KCHUEM MeTabofm3Ma IMOCICAHETO 0 €ro IIaBHOro meradonura. /o u mocne Tepanuu ¢
npuMeHeHneM QuiykoHaszona B o3¢ 200 mr/cyt B Teuenue 15 nneit 0onpabiM CITHM]Ilom u ARC
(kommieke, cBsizanublii co CIIM[om) ycraHoBineHo 3HauutenbHoe ypenuudenue AUC
suposyauna (20 %).

3a maryMeHTaMu, MOJYyYarIIMMHI TaKyl0 KOMOWHAIINIO, CIAEAYET HAOMI01aTh C IEIbI0 BBISIBICHUS

00OYHBIX 3((HEKTOB 3UOBYIUHA.
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HccnenoBanusi B3aMOACUCTBUS MEPOPATHHBIXpopM—hAyKkoHa30Ha—HPH—eFo—0AHOBPEMEHHIOM
npueMe ¢ MUIIEHN, HUMETUINHOM, aHTalUuJaMHt, a TaKKe MOCHIe TOTAIBHOTO 00Iy4YeHUs Tena s
MOATOTOBKU K [Mepecajgke KOCTHOTO MoO3ra IOKas3add, 4YTO OTH (aKkTOpbl HE OKa3bIBAIOT
KIIMHUYECKH 3HAYMMOTO BIIMSIHUSI HAa BCAaChIBaHME (PIIyKOHA301a.

[lepeunciieHHble  B3aUMOJCHCTBUSL  YCTAHOBIGHBI  [PH  MHOTOKPAaTHOM  IIPUMEHEHUU
¢irykoHaz0/a; B3aUMOJEHCTBUS C JIEKAPCTBEHHBIMU CPEICTBAMU B PE3yJIbTaTe OJHOKPATHOTO
npreMa (HIyKOHA30/1a He U3BECTHBI.

Bpadam crexyeT y4uThIBATH, YTO B3aWMOJACUCTBUE C APYTMMH JICKAPCTBCHHBIMH CPEACTBAMMU
CIIEUUAIBHO HE U3y4ajoCh, HO OHO BO3MOKHO.

Oco0ble ykazaHus

Coobmanoce 0 cilydasx cynepuH(eKInd, BbI3BaHHOM oTaudHbiMH OT Candida albicans
mrammamu Candida, KOTOpbIE 4acTO OOJaAI0T MPUPOTHON PE3UCTEHTHOCTHIO K (hIIYKOHA30ITy
(manpumep, Candida krusei). B 1ojo0HBIX Cilydasix MOXET MOTPEOOBATHCS AJIbTCPHATUBHAS
MPOTUBOTPUOKOBASI TEeparnHsl.

Bo Bpemst OepeMeHHOCTH mNpuUMeHeHHUs (¢uyKoHaszona cieayer u30erarb, 3a HCKIIOYEHHEM
CIly4aeB TSDKENbIX M MOTEHIHAIbHO YIPOXKAIOIIKUX >KU3HH TPUOKOBBIX HHGpeKuii, koraa
OKH1aeMast IoJIb3a JICUCHHUS JUTSL MAaTEPH MTPEBHIINACT BO3MOKHBIN PUCK IS TIIOJA.
Heo6xonnmo paccmoTpers 2¢GQEKTUBHBIC METOABI KOHTPAUCIIIMK Y KEHIMH JIETOPOHOTO
BO3pacTa B TEUEHHE BCEro MNepHoAa JIedeHWs M NpPUONHM3UTEIBbHO B TeueHHEe Hexenu (5-
6 mepuoAOoB IMONYBBIBEIEHUS TNOCIE MNPUHATHSA TMOCIeIHEH [103bl MpemapaTa (CM. pazzen
«ITpumenenue npy 6epeMEHHOCTH U B IEPUO]T TPYTHOTO BCKAPMIIMBAHUS»).

B penkux ciaydasx nmpumeHeHue (DIyKoHa30ja CONMPOBOKIAAIOCh TOKCHYECKUMHU U3MEHEHUSIMHU
MeYeHU, B TOM YHCIIe C JETATBHBIM HCXOA0M, TJIaBHBIM 00pa3oM, y MAIllHeHTOB C Cephe3HBIMU
CONYTCTBYIOIIUMHU 3aboyieBaHUSAMH. B ciydae remaToTOKcHYeckuX 3(QeKToB, CBA3AHHBIX C
pUMEHEHHEM (UIYKOHA30J1a, HE OTMEUEHO MX SIBHOM 3aBUCHMOCTH OT OOIIEH CYTOYHOW /103bI
npenapara, JJTUTSIFHOCTH TEPaIuy, ToJa U BO3pacTa MalueHTa. | enaToToKCH4Ieckoe necTBre
npernapaTa 0ObIYHO OBUIO OOPATHUMBIM; MPU3HAKH €r0 UCUE3AIH MOCHe MPEeKPALeHHs Teparu.
[larmeHTaM, y KOTOpPBIX BO BpeMs JIeYeHHs MpernapaToM HapyLIAloTCs MoKa3aTend (yHKIUU
NCUCHU, HEOOXOMMO HaONOMaTh C ICNBI0 BBIIBICHUS TNPU3HAKOB OO0Jee CEpPhEe3HOTO
MOpaXCHHS TICYCHH. [Ipy TOSIBIICHUN KIMHUYCCKUX MPH3HAKOB HITH CUMIITOMOB TOPAKCHHS
NICYCHU, KOTOPBIE MOTYT OBITH CBSI3aHBI C MPUMEHEHHEM (IyKOHA301a, Tpenapar CleayeT
OTMCHUT.

Kak u mpu nmpuMeHEHWH Jpyrux a3ojioB, (IYKOHA30J B PEIKHMX CIy4asxX MOMKET BBI3BIBATh

aHa(pUIAKTUYECKHE PEAKITUH.
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Bo Bpemst 1nedyeHHs (DIYKOHA30JIOM Y TIGHHOHTOB—B—pPeAkHx —cHydasm—pasBHBAIHEE
AKC(}ONMATUBHBIE MOPAKEHUS KOXKH, Takhe Kak cuHAapoM CTuBeHca-/[>KOHCOHA U TOKCHYECKUM
snuAepManbHbIil Hekponn3. Coo0anocsk O Ciiydasx JIEKApCTBEHHOM peakiuyu ¢ Y03MHO(UINEH
u cucreMHbiMi cumrromamu (DRESS-cunnpom). Ilaumentst ¢ BUY-undexuuein Gonee
CKJIOHHBI K Pa3BUTHIO TSDKEIIBIX KOXKHBIX PEAKLUH IPU NPUMEHEHUM MHOTMX IpenaparoB. [Ipu
NOSBICHUH Y TALMEHTOB BO BpeMs JIEUEHHUS IOBEPXHOCTHOU TI'pUOKOBOH WH(EKIHH CHIIY,
KOTOPYK) MOXKHO CBsI3aTh C IpUMEHEeHHeM (hIyKOHa30ja, Mpernapar cienyeT oTMeHuThb. Ilpu
MOSIBJICHUU CBINH Y TALKUCHTA C MHBA3UBHBIMH WJIU CHCTEMHBIMHA I'PUOKOBBIMH MH(DEKIMUIAMU HX
CJICAYET TIIATSIHFHO HAOMI0AaTh U OTMEHUTH IPETapar MpH MOSBICHUH OYJIC3HBIX MMOPAKCHUIH
WA MHOTO(GOPMHOM 3KCCYAAaTUBHON APUTEMBI.

OnHoBpeMeHHOe MIpuUMeHeHne (prykoHaszona B qo3ax menee 400 Mr/cyT u TepdeHaanHa cienyer
IPOBOJIMTH 110/ THIATEIBHBIM KOHTpoJeM (cM. pazjien «B3aumojelictBue ¢ JApyrumu
JIEKAPCTBEHHBIMH CPEJICTBAMU).

Kak u agpyrue azonbl, ¢yKoHa30J MOKeT BbI3bIBaThH yBenuueHue uHTepBana QT na OKI.
@®nykoHa307 BbI3bIBaeT YyBenuueHue uHTepBana QT mocpeacTBOM HMHIHMOMPOBAaHUSA TOKa
KAJIUEBBIX KAHAJOB BHYTPEHHErO BBIIPAMIICHUA. YBenuueHue uHTepBasia QT, BBI3BaHHOE
JIPYTMMH JIEKapCTBEHHBIMM IIperiaparamMy (TakMMHM Kak aMHOJIapOH), MOXKET OBbITh YCHIIEHO
uHruburopamu uszopepmenra 3A4 muroxpoma P450 (CYP) (cMm. pasnen «BzaumojeiicTBue
JpYTMMH JIEKApCTBEHHBIMU cpeAcTBamMu»). llpu mnpumMeHenun ¢aykoHazona yBeIHUYEHHE
unTepBana QT u MepLaHue UM TperneTaHue XKemyI04KOB OTMEUaIl OYeHb PEAKO Y MALIUEHTOB C
TSOKEJIBIMU 3200JIEBAaHUAMH ¢ MHOXKECTBCHHBIMH (DAKTOpAMH PHCKA, TAKUMH KaK OpTaHUYECKHE
3a00jIeBaHus cep/illa, HApYILICHUs OJJCKTPOJUTHOrO OajlaHca M CIOCOOCTBYIOIIAs PA3BUTHUIO
MOOOHBIX HapYIIEHUH COMYTCTBYOIIAs Tepamnus. [[oBBINIEHHBIN PUCK Pa3BUTHS YTPOXKAIOIIEH
KU3HU KEITyIOUYKOBOH apUTMHUU U MOJIUMOP(HON KEeNyTOUKOBOH TaXWKapIuud MOXKET
BO3HUMKHYTh Y MAlUCHTOB C THUMNOKAIMEMUECH W  TPOTPECCHPYIONICH  CepacHHOMU
HEJ0CTAaTOYHOCThI0. [lo3TOMY TakuM malMeHTaM C MOTEHIMANbHO MPOAPUTMUYECKUMU
COCTOSIHUSIMHU MPUMEHSATH (IIYKOHA30II CIIEYET C OCTOPOXKHOCTBIO.

[larmenTam ¢ 3a0oJeBaHUSIMU TE€YEHM, Cepilla U TOYeK Mepe] MpUMEHEHHeM IIpernapara
PEKOMEH/1yeTCsI IPOKOHCYIBTHPOBATHCS C BPAuOM.

daykopyc®, pacTBop a1 HH(Y3HIT COBMECTHM CO CIEAYIONINMH PACTBOPAMH:

- 20 % pacTBOp AEKCTPO3bI;

- pactBop Punrepa;

- pactBOp XapTMaHHa,

- pacTBOp Kalusl XJI0pHAa B AEKCTPO3E;

- 4,2 % pactBop HaTpus OukapOoHara;
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- aMUHOQY3HH;

- 0,9 % pacTBOp HaTpHs XJIOpUIA.
®aykopyc® MOKHO BBOAMTH B HH(Y3MOHHYIO CHCTEMY BMECTE C OJHHM U3 IEPEUHCIEHHBIX
BBIIIC PAacTBOPOB. XOTs clyda creuu(puueckod HECOBMECTUMOCTH (UIYKOHA30JIa C JIPYTHMMH
CpeACTBAaMH HE OIMCAHBI, TEM HE MEHEE, CMEIINWBATh €ro ¢ JIIOOBIMU APYIMMHU IIperaparamu
nepen nHGy3Held He PeKOMEHTYETCH.

JlokaszarenbcrBa H(GGEKTUBHOCTH (MIYKOHA30/a IPU JIEYEHUH JAPYIMX BUIOB SHAEMUYHBIX
MHUKO30B, TAKHX KaK IMapaKOKIHIUOUAOMHUKO3, CIOPOTPHUXO3 U TUCTOILIA3MO3 OIPAaHHYCHBI, YTO
HE TII03BOJIICT ONPEHCIUTh KOHKPETHBIC PEKOMEHIAIMH 10 JI03upoBaHuio. diykoHazon
SBISIETCS YMEpPeHHBIM HWHruoutopom uzodpepmernta CYP2C9 u ymepeHHBIM HHTHOHTOPOM
nzopepmenta CYP3A4. daykoHazod Takke sABisercsa uHruountopom uzodepmenrta CYP2CI9.
[Ipr O/THOBPEMECHHOW TepanuM JICKAPCTBCHHBIMH IIpENapataMi C y3KUM TEPareBTUUYCCKUM
npodunem, meradbommupytonmmucs m3odepmentamu  CYP2C9, CYP2C19 u CYP3A4,
peKOMeHIIyeTcsl COOMIJaTh OCTOPOKHOCTH (CcM. paszen «B3aumonelcTBHe ¢ JIpYyruMH
JIEKapCTBEHHBIMHU CPEACTBAMUY).

Coo0uianoch 0 pa3BUTHUH HEJOCTATOUHOCTH KOPBI HAATNOYEUYHUKOB Y MAlUEHTOB, MOIYYAIOIIUX
TEpanuio JAPYIMMU a30JlaMH  (HAIpuUMep, KETOKOHA30JI0M). Y MAIUCHTOB, MOIYYarOIIMX
(baykoHa30i1, HAOIIOJAIUCH OOPATUMBIC CIy4an HEJJOCTATOYHOCTH KOPbI HA/AIIOYECYHUKOB.
Kanouoos

HccnenoBanus mokasalnd pacTYUIYH paclpOCTPAaHEHHOCTh HWH(EKUUMN, BBI3BAHHBIX BUIAMU
Candida, otnmaneivu ot C. albicans. DT BUABI 4acToO 00IaAI0T PE3UCTEHTHOCTHIO (HAIIPUMED,
C. krusei n C. auris) Wi NEMOHCTPUPYIOT MOHUXKEHHYIO YYBCTBUTEIBHOCTh K (PIIYKOHA30ILY
(C. glabrata). Takume wHPEKIHH MOTYT NOTpPeOOBATH AIbTEPHATHBHOM MPOTHUBOTPUOKOBOIMA
Tepanuu BcleAcTBue HedddekTuBHOCTH JeueHus. llosTomy crnernmanucraMm, HazHAYaOIIUM
JICUCHHE, CIICAYET YUUTBHIBATH PACIPOCTPAHCHHOCTh PE3MCTEHTHOCTH pa3HbIX BUIOB Candida
baykoHazony (cM. pazzen «PapMakoIMHAMUKAY).

Baunsinue Ha cIOCOOHOCTH K YNPABJIEHHI0 TPAHCMIOPTHBIMHU CPeACTBAMM, MEXaHU3MAMH
[Ipy  OpuMeHeHWW  TperapaTa HEOOXOAUMO  VUWUTHIBATH  BO3MOXKHOCTH  Pa3BUTHS
TOJIOBOKPYKCHUS M CY/IOPOT.

®opma BeIyCKA

PactBop s ungys3uii 2 Mr/mi.

ITo 50 mmu, 100 M1 Bo ¢rakoHBI OPAaHKEBOr0 MM OECLIBETHOTO CTEKJIA BMecTUMOCThIO 100 mur,
TEPMETUYHO YKYTMOPCHHBIC MPOOKAMHU PE3WHOBBIMH, O0XKATHIMHM KOJAYKaMU aTFOMHUHUCBBIMHU
WY KOJITIaYKaMy KOMOMHUPOBAHHBIMU ATFOMIHUEBBIMH € TTACTMACCOBBIMHU KPBIIKAMH.

1 (prakoH ¢ HHCTPYKILKEH O IPUMEHEHHUIO OMEIIAIOT B IIaUKy U3 KapTOHA.



35 ¢nakoHOB ¢ PaBHBIM KOJIWYECTBOM HHCTP)
ro)pupoBaHHOTO KapTOHA (711 CTAIIHOHAPOB).
YcioBusi XxpaHeHHsI

IIpu temneparype He Boiwe 30 °C.

XpaHUTh B HEJOCTYITHOM IS JIeTeH MecTe.
Cpok rognocru

3 rona.

He npuMeHsTh 0 UCTEYCHUU CPOKA TOIHOCTH.
YcnoBus ornycka

OTnycKaroT Mo pelentTy
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Buajesnen perucrpanMoHHOro yaocroBepeHusi/OpraHu3anusi, NPUHUMAKOIIAS [PETEH3UH

norpedurenen

[lybmuunoe aknmoHepHoe oOmIeCTBO «AknmonepHoe Kypramckoe oOIIECTBO MEAUITUHCKHUX

npenapatoB U u3aenuid «Cunre3» (IIAO «CunTtesy), Poccus.

640008, Kypranckas o6i., r. Kypran, npocrnekt Konctutynuu, 1. 7.

Tenedon: +7 (495) 646-28-68
e-mail: info@binnopharmgroup.ru

IIpousBoauTen

[IyOnuuHoe akiuoHepHOe 001EecTBO «AKUHOHepHOe Kypranckoe o01ecTBO MEIULUHCKHUX

npenapaToB U uzgenuii «Cuntes» (ITAO «Cunres»), Poccus.

Kypraunckas o6, r.o. . Kypran, r. Kypran, npocnext Koncrurynuu, crp. 7/27.

Boinyckaomuii KOHTPOJIb KayecTBa

[Iy6nuyHoe akiuoHepHoe 0OIEecTBO «AKIHOHepHOe Kypranckoe o0IIecTBO MeIUIIMHCKHUX

npenapaToB u uznaenuii «Cuntes» (ITAO «Cunres»), Poccus.

Kypranckas 0611, r.0. . Kypran, r. Kypran, npocnekt Koacruryruu, ctp. 7/32.




