CocrTaB

Oeticmsyrwuwee geuecmaeo: piaykoHason (fluconazole);
1 TabneTka comepkUT paykonazona 200 mr;

8cnomoz2ameibHble geu,ecmaeda: 1akTo3a, [eJUIIJ103a MUKPOKPUCTaJUInYeCcKas,
noBupnoH K30, Tanbk, Marsus cteapaT, HaTpuUus KpaxMmarsa (Tuml A), HaTpus
KpOCKapMesso3a.

JIekapcTBeHHas1 GpopMa

TabneTku.

OcHogHble pu3uko-xumuyeckue ceoticmaa: 6enble, KPyTJjble CO CKOIIEHHBIMU KpasMu
TabIeTKU C IMHUEN pa3jioMa C OQHOM CTOPOHHI.

dapMakoTepaneBTHYECKasi IpyIimna

HpOTI/IBOl"pI/IﬁKOBBIe CcpencCTBa OJisd CUCTEMHOTI' O IIPDUMEHEHHN . HpOI/I3BOJIHBIe TpHua30JIia.
Kop ATX JO2A CO1.

®dapMaKOOUHaAMHUKa

MexaHU3M JEeUCTBUS.

®nyKoHa3071, IPOTUBOrPUOKOBOE CPENCTBO KjlacCa TPHUa30JI0B - MOIIHBIN 1
CeJIeKTUBHBIN MHTHOUTOP IPUOKOBEIX (pepMEeHTOB, HEOOXOOUMEIX MJISI CUHTEe3a
aprocreposna. [IepBUYHLEIM MeXaHU3MOM €r0 OeNCTBUS SIBISETCS IIOJaBJIeHHUE
rpubKoBoro 14 anbda-n1aHOCTEPOI-0EMETUIINPOBAHMS, OTIOCPEIOBAHHOIO IIUTOXPOMOM
P450, uyTo IBIsIETCS HEOTHEMJIEMBIM 3TAlloM OMOCHHTE3a 'PHOKOBOT0 3pProcTeposia.
Arkymynanus 14 anbpa-MeTUI-CTEPOJIOB KOPPEIUPYeET C MOCIeOyIIen IIoTepen
aprocrepoiia MeMOpaHou rPOKOBOM KJIETKM 1 MOXKET OTBeYaTh 3a IPOTUBOTPUOKOBOM
aKTUBHOCTHIO ryKoHa30s1a. OIIYKOHA30JI SIBJIIeTCs 00Jiee CeJIeKTUBHBIM K I'PUOKOBLIM
bepmenToB nuToxpoma P450, yeM K pa3/IuyHBIM cucTeMaM (epMEeHTOB IIMTOXpOMa
P450 mnekomnuTamIImnX.

[IpumeHeHMe p1yKOHa30ia B 0o3e 50 MI' B CyTKHU B TedyeHue 28 ONHEeHN He BIUSET Ha
YPOBEHBb TECTOCTEPOHA B IIJITa3Me KPOBU Y MYKUYHWH UJIK Ha YPOBEHb 9HOOT€HHBIX
CTEPOUOOB Y XKEHIIIUH PEeNPOOyKTUBHOTO Bo3pacTa. ®inyKoHa30i B go3e 200-400 mr B
CYTKHU He NPOSABISAET KIMHNYECKH 3HAUYUMOTO BIIUSHUSA Ha YPOBEHDb S9HAOT€HHBIX
CTEepPOUIOB UM OTBeTa Ha cTumMynsainio AKTT y 3mopoBbeIX MOOPOBOIBIIEB MYKCKOT'O
osa.



HccnemoBanue B3aMMOOEMCTBUS C aHTUIIHPHUHOM IPOAEMOHCTPHUPOBAJIO, UTO
npuMeHeHue 50 Mr GIIyKOHa30J1a pa30BO UIX MHOTOKPATHO HE BJIMSIET Ha
MeTabo/Iu3M aHTUIIUPUHA.

YyBCTBUTEIBHOCTS in vitro.

®dnykoHa301 in vitro meMoHCTpUPyeT MPOTUBOTPUOKOBYI0 aKTUBHOCTBIO B OTHOIIIEHUU
BugoB Candida Hambonee yacTo BcTpedaromuxcs (Bkmodass Candida albicans,
Candida parapsilosis, Candida tropicalis). C.glabrata gemorCTpUpPYyeT IMKUPOKUU
quana30H YyBCTBUTENILHOCTHU K (prIyKOHa301y, Torga Kak Candida krusei ecte K HeMy
PE3UCTEHTHOM.

Takxke (IyKOHA30II in vitro JeMOHCTpUPYyeT aKTUBHOCTh KakK NpoTuB Cryptococcus
neoformans u Cryptococcus gattii, Tak ¥ IPOTUB 3HOEMUYHHBIX IIJIECHEBLIX TPUOOB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum u
Paracoccidioides brasiliensis.

dapmakonoruyeckue - PapMaKOKMHETHKA.

CormacHO pe3yJbTaTaM UCCJIEJOBAaHUU Ha XKMBOTHBIX, CYILIECTBYET KOPPETALUI
Mmexnay MIIK u 3¢pdpeKTUBHOCTHIO ITPOTUB 3KCIIEPUMEHTAaJIbHBIX MOfieJieli MUKO30B,
BhI3BaHHBIX BuAgaMu Candida. CorymacHo pe3yibTaTaM KJIMHUYECKUX UCCIIEOOBaHUY,
CyIIeCTByeT JIMHelNHasa 3aBucuMocTh Mexkay AUC u mo3o# priykKoHa30s1a (IpUMEePHO
1:1). TakKe cyliecTByeT ONpsiMasi, HO HegocTaTo4Has cBsA3b Mexkay AUC unm go3ou u
[IOJIOZKUTEJIbHOU KJIIMHNYECKOU OTBETOM Ha JIeUueHVe OpaJIbHOIr0 KaHOuIo0o3a U B
MEHbIIIEN CTENEeHH - KaHOAUAeMUU. AHAJIOTUYHO JIedeHUsI NHQPEKIINM, BEI3BaHHBIX
IITaMMaMH, K KOTOPHIM (QIIYKOHA30JI AEMOHCTPUPYET BEICOKYI0 MIIK, meHee
YOOBJIETBOPUTEJILHBIM.

MexaHu3M PE3UCTEHTHOCTH.

MuxkpoopranusMsl poga Candida JeMOHCTPUPYIOT MHOTOUYKCJIEHHEIE MEXaHNU3MBbI
PE3UCTEHTHOCTU K a30JIbHBIM ITPOTUBOTPUOKOBLIX CpefacTB. OITYKOHA30JI
OEMOHCTPUPYET BBEICOKYI0 MIIK mpoTuB IITaMMOB I'puO0OB, UMEIOIIUX OOUH WU Oojiee
MEXaHN3MOB PE3UCTEHTHOCTH, YTO OTPHUIlATEJIbHO BIUseT Ha 3¢ (HEeKTUBHOCTD in vivo u
B KJIMHUYECKOM nmpakTuke. CoolIasock 0 CiydasX Ppa3sBUTUS CYyIepUuH@eKIInu
Candida spp., To, vem Candida Albicans BumamMu, 4aCTO HEUYBCTBUTEIBHEI K
dnykonasony (HanmpuMmep, Candida Krusei). [I71 me4eHUsI TaKUX CIIy4aeB ClIeoyeT
MIPUMEHSTH allbTePHATUBHLIE IIPOTUBOTPUOKOBLIE CPEACTBA.

®dapMaKOKHHETHKA

dapMakKOKMHETHUYeCKHUe CBOMCTBA (PpIyKoHa30Js1a Mogo0H TP BHYTPUBEHHOM U
IepopajgbHOM IPUMEHEHUH.



AGcopOirus.

®yKOHaA30/I XOPOIIIO BCAaChIBAE€TCS IIPHU IEePOPaIbHOM IIPUMEHEHNH, 8 YPOBEHbD
ImperapaTa B IJla3Me KPOBU U CHUCTEMHas OMOOOCTYITHOCTh NpeBuIiIaioT 90% ypoBHS
(pnnykoHa3o0ma B rj1a3Me KPOBH, YTO OOCTUTAETCA IPU BBEOEHUH IIpelapara.
OpHOBpEMEHHBIY IPHEM IIUINY He BIUSAET Ha BCaChlBaHMeE IIperapaTa IIpU ero
IIepopanabHOM ITpUMeHeHU. MaKcuMaribHasd KOHIIEHTPaIus B I1a3Me KPOBU
mocturaetcsa yepes 0,5-1,5 gaca nocine npueMa npenaparta. KoHlleHTpanus B I1jila3Me
KPOBHU IIPONOPIIMOHAalIbHA J03€e. PaBHOBeCHas1 KOHILIeHTpalus Ha YpoBHE 90%
OOCTUTaeTCs Ha BTOPOU [eHb JIEUeHUS NIPU IPUMEHEHUHU B IIEPBBIM J€Hb HAaTrPY304YHOU
OO3bI BABOE MpPEBHINIaeT OOBIYHYIO CYTOYHYIO JO3Y.

Pacnpepgenenue.

O06BeM pacrpefesieHrss IPUMePHO paBHa 00IIeMy coepKaHuI0 BOOLI B OpTaHU3Me.
CBsi3piBaHME C OeIKaMU ITa3Mbl KpoBu HuU3Koe (11-12%).

®1yKOHA30JI XOPOIO IPOHUKAET BO BCE UCCJIeAyeMble XKUAKOCTU Opraiu3Ma. YPOBEHb
¢bnykoHa3o0ma B CJIl0OHE U MOKPOTE ITono0eH KOHIIEeHTpalluM IIpenapara B jia3Me
KpOBHU. Y OOJILHBIX TPUOKOBEIM MEHUHTUTOM YPOBEHDb (PIIyKOHa30Jia B CIUHHOMO3T OBOM
Kuagkoctu gocturaet 80% KOHIIeHTPalluM B IIIa3Me KPOBHU.

Bricokue KOHIIEHTPAIIUuH (bHYKOHaBOJ'Ia B KOZKe€, IIPEBHIIIAI0IIEe CEIBOPOTOYHEIE,
OJOCTHUT'AIOTCs B POIOBOM CJI0€, 3IIuaepMuce, nepMe u 110Te. q)J'Iy'KOHaISOTI
HaKallJIuBA€TCA B POTOBOM CJIO€.

MeTaboau3mM.

®dnykoHa3on MeTab0MM3UPyeTCs He3HAaUYNUTENbHO. [Ipy BBeJeHUU [T03bl, MEYEHOH
panroaKTUBHBIMU M30TOIIaMu, TONMBKO 11% (rnykoHas3osia BEIBOOUTCS C MOYOM B
“3MeHeHHOM Buge. ®IyKOHA30JI SIBJISETCS CeJIeKTUBHBEIM MHTUOUTOPOM M30DEePMEHTOB
CYP2C9 u CYP3A4, a Takxke uHruouropom ¢pepmenrta 2C19.

DKCKpelus.

[lepuop nonyBeiBefeHUS PIyKOHA30JIa U3 j1a3Mbl KPOBU COCTaBiseT 0Kojio 30 4acos.
Bomnbiast yacTh mperapaTa BRIBOOUTCS ITouykaMu, mpudyeM 80% o3kl 00HaApyKUBAETCS
B MO4Ye B Hen3MeHeHHOM Bupe. KnmupeHc prykoHa30la IponopLuuoHaaeH KINPEeHCYy
KpeaTuHUHa. LITUpKymupyomux MeTab0oIuTOB He 0OHapyKeHO.

[InMuTenbHBIN TEePUOM IMOTYBLHIBEIEHNS IpelapaTa U3 IJIa3Mbl KDOBU HaeT
BO3MOKHOCTH Pa30BOT'0 IIPUMEHEHUS ITperapaTa IIpyU BaruHAJIbHOM KaHOUOO3e, a
TaKXe MpUMeHeHMe ITpernapaTta 1 pa3 B Hefleso IIPpU APYTUX ITOKa3aHUaX.

I[ToyeuyHass HEJOCTATOYHOCTE.




Y nmanueHTOB C HIOYEYHOU HEJOCTAaTOYHOCTBIO TAXKEJION CTEIleHU (CKOPOCTh
KJIIy0O4YKOBOM ¢unbTpanuu <20 MJI/MUH) IEePUOM ITOTYBEIBEIeHUs yBenuuuBaeTcs ¢ 30
4acoB 1o 98 yacos. [109TOMy 3TOM KaTErOpUHU MMallieHTOB HEOOX0AMMO YMEHBIIUTD
no3y (pnykoHa3osa. OIyKOHa30J yaansdeTcsa IyTeM reMoaraln3a, B MEHbIIEeW CTeIeH
- IIyTeM MHTpalepuToHeasbHas Auann3a. CeaHc reMoauranmia NPOLOIKUTEIIbHOCTHIO
3 4aca cCHUKaeT ypoBeHb (PIIYKOHAa30Jia B j1a3Me KpoBu Ha 50%.

IlanmeHTHl TOXKKUJIOTO BO3PacTa.

HN3meHeHUsT GpapMaKOKMHETUKY Yy MAIIMEHTOB II0KMJIOT0 BO3pacTa 3aBUCST OT
rmapaMeTpoB QyHKITUU TTOYEK.

IToxa3zaHnus

JleueHue makux 3abosesaHull y 83pOCablX KAK:

e KPUIITOKOKKOBBI MEHUHTHUT;

e KOKIIUANOUOOMHUKO3;

e MHBA3UBHBIE KAHOUOO3;

e KAHAUIO03 CIU3UCTHIX 000JI0YEK, BKIII0OYAsd KaHONA03 POTOTJIOTKHA U KaHAUI03
MMUIeBOAa KaHOUAYPUS, XPOHUYECKUM KaHOUI03 KOXKHU 1 CIIU3UCTBIX 000JI04eK;

e XPOHUYECKUU aTpoPpruuecKu KaHOUO03 (KaHOMOO03, BEI3BAHHBINM UCII0JIb30BAHUEM
3yOHBIX ITPOTE30B) ITPU HE3(PGEKTUBHOCTU MECTHBIX CTOMATOJIOTUYECKUX
TUTUEHUYECKUX CPELCTB;

e BarvHaJIbHBIM KaHOUO03, OCTPHIN UJIM PELUOUBUPYIOLINY, KOTOa MeCTHas
Tepanus sIBIseTCS HeyMeCTHON;

e KAHOUIO3HBIM OaIaHUT, KOTIAa MeCTHAs Tepamus sSBJISeTCsS HeyMeCTHOM’;

e 1epPMaTOMHUKO3BI, BKJIIOUAsI MHUKO3 CTOI, MHUKO3 I'JIaAKON KOXKHU, ITaXOBOU
OepPMaTOMUKO3; PA3HOLBETHRIN JIUINAW M KaHOUOO3HbIEe MH(PEKIINU KOXKH, Korga
IMOKa3aHO MPUMEHATH CUCTEMHYIO TEePaIunio;

e MepMaTOPUTHO OHUXOMHUKO3, KOTAa IpUMeHeHNe APYTUX JIeKapCTBEHHBIX CPENCTB
HEyMEeCTHO.

ITpoguaakmuka makux 3a601e8aHuUll Y 83POCAbIX KAK:

peruauB KPUIITOKOKKOBOTO MEHMHTHUTA Yy MTAIlUEHTOB C BLICOKMM PUCKOM €ro
Pa3BUTHS;

penuanB KaHOKWO03a POTOTJIOTKY UM IuilieBoma y BUY-uHUIIMPOBAaHHBIX
HalleHTOB C BBICOKUM PHUCKOM €r0 Pa3BUTHS;

CHUXKEHNe YaCTOThHl PelAUBOB BarnHaJIbHOTO KaHauOo3a (4 unu 6ojee ciaydas B
rom);

npodunakTKa KaHOANAO3HBIX MHPEKIINHN y MallleHTOB C OJIMTEeIbHOU
HeUTpoIeHuen (HarpuMep, IMalleHTh CO 3JI0KaueCTBEHHBIMU 3a00JIeBaHUSIMU



KPOBH, KOTOPEIE IIOJIYYAlOT XMMHUOTEPAIITHUIO UJIN ITalTMEHTHI IIPKU TPaAHCIIJIaHTAIITUX
TeéMOIIO9THYECKHNX CTBOJIOBBIX KJIeTOK).

€TH.

[TpuMeHATHL Ipenapat B ¢opMe TabIeTOK JaHHOM KaTEerOpuy IallieHTOB MOXKHO
TOTHa, KOrfa JAeTu CIIOCOOHBI 6€30I1acHO IIPOTJIOTUTh TabIeTKy, 0OBIYHO BO3MOIKHO B
BO3pacTe OT 5 JIeT.

[IpenapaT IpUMEHSATh OETIM [JIS JIeYeHUI KaHOUI03a CIU3UCTHIX 0001049€eK
(KaHOMOO03 POTOTJIOTKY, KaHAUA03 MUIeBOa), MHBa3UBHBLIX KaHAU030B,
KPUIITOKOKKOBOTO MEHUHTUTA U OJI IPOPUITaKTUKN KaHOUAO03HBIX MHPEKIUN y
MMaleHTOB CO CHUXKEHHBIM UMMYHUTETOM. [IpemapaT MOKHO IIPUMEHSATh KakK
MMOANEPKUBAIOIIYI0 TEPAIUIO OJIsI IPenaynpexRaeH!sT peluanBa KPUIITOKOKKOBOTO
MEHUHTUTA Y JeTEN C BLICOKUM PUCKOM €T0 Pa3BUTUS.

Tepamnuio MOXKHO HAaYMHATh A0 MOJTYUYEeHUs Pe3yJIbTaTOB KyIbTYPAIbHBIX U APYTUX
1aGopaTOPHBIX UCCIIEIOBAHMM; TIOCIIE MOJTYYEeHUsI Pe3yJIbTaTOB aHTHOAKTEePHUaIbHYIO
Teparruio ciiegyeT CKOPPEeKTUPOBATh COOTBETCTBYIOITUM 00pa30oM.

IIporTuBONIOKAa3aHUA

e TUIIEPUYYBCTBUTEILHOCTh K (DIIYKOHA30JTY, APYTUX a30JIbHEIM COEOUHEHUN UJIN K
J11000M M3 BCIIOMOTaTEIbHBIX BEIlIeCTB IIperapara;

e OMHOBPEMEHHOE NTpUMeHeHue (pIyKOHa30jla U TeppeHaguHa IalfueHTaM,
KOTOpHIE IIPUMEHSIOT (PJIyKOHA30JI MHOTOKpPaTHO B fo3ax 400 MI/CyT U BHILIE;

e OJHOBPEMEHHOE IpUMeHeHre (pJIyKOoHa30Jia U APYTUX JIeKapCTBEHHBIX CPEJICTB,
KOTOpbIe YOIUHSIOT nHTepBaa QT u MeTabonmu3upyoTCs C IMOMOIIbI0 (hepMeHTa
CYP3A4 (mampumMep, u3anpuaga, aCTeMHU30J1a, TMMO3KOa, XUHUOWHA U
9PUTPOMMUIINHA).

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBIMH CPEeICTBAMH H IPyrue BHIbI
B3aMMOIEeHUCTBUH

[IpoTMBOMOKAa3aHO OJHOBPEMEHHOE MpUMeHeHre (PIyKoHa30Jla U HuXKeyKa3aHHbBIX
JIEKapPCTBEHHBIX CPEICTB.

Luzanpud: cooObiianu 0 pa3BUTUU TOOOYHBIX peaKIui CO CTOPOHHI Cepalla, B TOM
YuCJie 0 MTapOKCHU3MaJIbHOM XKeJIyHOYKOBOM TaXMKaAPOUM THUIIA «IIUPY3T» V IIAllUEHTOB,
KOTOPLIE OOHOBPEMEHHO MPUMEHANHN (PIyKoHa301 u 1u3anpuna. OoHOBpeMeHHOe
npuMeHenue 200 mr ¢piykoHasosa 1 pa3 B cyTku u 20 Mr nm3anpuga 4 pa3a B CyTKH
IIPHUBOOMIIO K 3HAUUTEJIbHOMY IIOBBIIIIEHUIO YPOBHS LI3allpuaa B IJla3Me KPOBU U
yonuHeHue nHTepBasia QT. OgHOBpeMeHHOe ITpUMeHeHne (pIyKoOHa30J1a ¥ nu3anpuia



IIPOTHBOIIOKA3AHO.

TeppeHaduH: n3-3a CIydaeB PA3BUTHUS TAKEJIbIX CEPOEYHBIX apPUTMUM, BEI3BAaHHBIX
yonuHeHHeM nHTepBana QTc y malmeHTOB, KOTOPbIe IPUMEHSIOT a30JIbHBIE
MTPOTUBOTPUOKOBLIE JIEKAPCTBEHHBIE CPECTBA OMHOBPEMEHHO C TepheHaguHoM, ObIITH
IIPOBEJEHEl UCCIeN0BaHUs B3aUMOLOENCTBUSA 3TUX IpenapaToB. [Ipu npuMeHeHUNU
¢dnykoHaszomna B go3e 200 MI B CYyTKU He BHISIBJIEHO yOJINMHeHUe nHTepBasna QTc.
[TpumeHeHue pryKoHa3oia B Ho3ax 400 Mr B CyTKM WM BhIIIE€ 3HAYUTEIBHO
MIOBHIIIIAET YPOBEHDb TepdeHaarHa B IJTa3Me KPOBHU IPU OOHOBPEMEHHOM IIPUMEHEHUN
9TUX IIpenapaTtoB. COBMeCTHOe IpUMeHeHre (IyKOoHa30a B mo3ax 400 MT UM BHILIE
c TeppeHagUHOM MPOTHUBONOKa3aHo. [Ipu npuMeHeHNN (PIyKOHAa30J1a B J03aX HUXKE
400 MT B CyTKH OJHOBPEMEHHO C TepheHagUuHOM CIIeAyeT IMPOBOAUThH TIIaTEIbHBIN
MOHUTOPUHT COCTOSHUS MallueHTa.

AcmeMu30./1: COBMECTHOe ITpuMeHeHue (GIyKoHAa30/Ia U aCTeMU30JIa MOXKET
VMEHBIIUTh KJIMPEHC aCTeMH30J1a. BEI3BAHHOE 3THM IIOBBIIIEHNE KOHIIEHTPAI[UH
acTeMu30JIa B IIJla3Me KPOBH MOXKET IIPHUBECTH K yayInHeHnio uuTepBaia QT u B
PEeOKHX CIIy4Yasix - 0O ITapPOKCU3MaIbHOHN XKeJyIOUYKOBOM TaXUKAPOUK THUIIA «IIUPYIT».
OnHOBpeMeHHOe IIpuMeHeHre (GpIyKoHa30/Ia U aCTeMKU30J1a IIPOTHBOIIOKA3aHo.

ITumo3ud u xuHUOUH: COBMECTHOE IIpUMeHeHne QIyKOHa30Jla U TUMO3UAa UIu
XUHUAMHA MOXKET IIPUBOAUTH K YTHETEHUIO MeTaboIM3Ma MUMO3Uaa UIU XUHUAUHA.
[ToBrIIIeHNE KOHIIEHTPAIIMU TUMO3UAa UJIM XUHUAWHA B IJTa3Me KPOBU MOIKET
BBI3BaTh yajuHeHue nHTepBana QT u B peOKux ciydasix IPUBOOUTH K Pa3BUTHUIO
IMapoKCHU3MaJbHOU XKeJIyIOYKOBOM TaXUKapAuU TUMa «IupyaT». OgHOBpeMEeHHOe
nmpuMeHeHMre GIyKOHa30J1a ¥ TMMO3Ua UJIN XUHUWHA IIPOTUBOIOKAa3aHo.

IpumpomMuuuH: ODTHOBPEMEHHOE IIPUMEHEHNE 3PUTPOMUIINHA U PIIYKOHA30/1a
MOTEeHIIMAaJIbHO MOXKET IMIPUBOOUTE K IIOBLIMIEHUIO PUCKA PA3BUTHUS
KapauoTOKCUYHOCTH (yanuHeHHe nHTepBasna QT, mapokcu3mManbHas Kelygo4KoBas
TaxHKapOus TUIIa «IIUPYIT»), U, KaK CJIeOCTBUE, K BHE3allHOU CepOeYHOU CMEPTH.
[TpruMeHeHVEe KOMOMHAIIMY OAHHBIX JIEKAPCTBEHHBIX CPEMICTB IIPOTHBOIIOKA3aHO.

He pekomeHOyemcsi 00HOB8peMeHHOoe NpuMeHeHue (PaYKOHA301d U HUMCEYKA3AHHbIX

/1€KapCcmeeHHbIX cpedcma.

I'anoppaHmpuH: GpIyKOHA30JI MOXKET BBI3BATh ITOBHIIIEHNE KOHIIEHTPAIIUKT
rajodaHTpHUHA B IIJlTa3Me KPOBHU 3a cueT yrueTeHuss CYP3A4. OgHOBpeMeHHOE
IIpUMEHEeHNE 3TUX JIEKaPCTBEHHBIX CPENCTB IIOTEHLIMAIbHO MOXKET IIPUBOAUTH K
MMOBHINIEHUIO PHCKa Pa3BUTUS KapOUOTOKCUYHOCTHU (yanuHeHUe nHTepBana QT,
MapoKCcHU3MaJllbHas XKeJlyJoYKoBasd TaXuKapaus TUIIa «IIUPY3T»), ¥ KaK CIeOCTBUe, K
BHE3aITHOM cepreuHor cMepTHu. CrnenyeT usberaTh MpuMeHEeHUsT KOMOMHAIIUY TaHHBIX
JIEKapCTBEHHBIX CPENCTB.



CoBMeCTHOe mpuMeHeHue (GpIyKoHa30J1a ¥ HUXKEeYKa3aHHBIX JIEKapCTBEHHBIX CPEMICTB
TpeOyeT OCTOPOXKHOCTH.

Amuo00apoH: ODHOBPEMEHHOE IPUMEHeHVe (PIIyKOHa30Jla C aMUOgapOHOM MOXKET
MIPUBECTHU K yonuHeHuio nuutepBasna QT. [Ipu HeoO6XOOUMOCTH COBMECTHOTO
npuMeHeHUs GpIyKoHa30/Ia ¥ aMuogapoHa Heo0XoauMo CcOOIomaTh OCTOPOXKHOCTS,
0COOEeHHO IIpH IpuMeHeHuHu (pJIyKOoHa30J1a B BRICOKUX mo3ax (800 mr).

CoBMecCTHOe mpuMeHeHue (PpIyKoHa30J1a ¥ HUXKEeYKa3aHHBIX JIEKapCTBEHHBIX CPEMICTB
TpebyeT OCTOPOIKHOCTH M KOPPEKIIUU TO3HI.

BausaHue Opyaux sekapcmeeHHblx cpedcme Ha (paAYKOHA301.

KnuHu4ecku 3HaYUMOTO BIIMSHUS Ha abcopO1uio (pyiyKoHa3oja IIpU ero nepopaabHOM
MIPUMEHEeHUHN He UMEeIOT OJTHOBPEMEHHBIN IIPUEM ITUIIY, IIMMETUANH, aHTAIluIbI, a
TaKKe JIydeBasi Tepalus BCEro yyacTKa Tejia (IIpu Imepecajgke KOCTHOTO MO3ra).

PugamnuuuH: ofHOBpEMEHHOE IIpUMeHeHue (HIyKOHa30ja U pupaMInuiiniaa
npuBoguiio K cauxeHunio AUC Ha 25% U cokpalljaeT Iepuof I0J1yBEIBEAEHU A
(pnykonaszona Ha 20%. [TosTOMy [OJid MallieHTOB, IPUHUMAOLUIUX PU(PaMIIAIINH,
cleayeT PacCMOTPETH 11e1eco00Pa3HOCTh MOBHIIIIEHUS OO03b (PIIyKOHA3071a.

I'udpoxsopomuas3ud: B uccinemoBaHuu GapMaKOKHHETHUYECKOT 0 B3aUMOIEMCTBUSI
OOHOBPEMEHHOEe MHOTOKpaTHOe IMPUMEeHEeHNe THAPOXJIOPOTHA3U A Y 3TOPOBBIX
n0OPOBOIBIIEB, ITOJTYYaBIIUX (PJIYKOHA30JI, ITIOBHIIIAI0 KOHIIEHTpaIuio ¢GpJIyKoHa30/a B
miaa3mMe KpoBu Ha 40%. Takue mmapaMeTphl B3aUMOOEUCTBUS He TPeOyIoT U3MEeHEeHUH B
pexumMe Oo3upoBaHusa GpIyKOoHa30Ja y MallieHTOB, KOTOPhlE OMHOBPEMEHHO ITOTy4YaioT
MOYEroHHbIE CPEACTRaA.

BausHue ¢payKoHa301a Ha Opyaue jeKapcmeeHHble cpedcmead.

®JIyKOHA3011 SIBJITETCS MOILIHBIM MHTUOUTOPOM hepmeHTa 2C9 nimtoxpoma P450 (CYP)
u ymepeHHBIM nHruoutopom CYP3A4. Takxke GhIyKOHA30J ABJISETCI UHTUOUTOPOM
dbepmenTa 2C19. Kpome 3a(UKCHPOBAHHLIX U OIIMCAHHLIX B3aUMOOENCTBUM, KOTOPHIE
IIpUBEOEeHbl HUXKEe, CyLIeCTBYeT PUCK MOBHIIIEHUS B IIJJa3Me KPOBU KOHIIEHTPAUuu
OPYTUX coeguHeHunM, KoTopelie MeTabonusupymorca CYP2C9, CYP2C19 u CYP3A4 npu
OOHOBPEMEHHOM IIPUMEHEHUHU uX C (GIyKoHa30I0M. [ToaTOMy IPUMEHSATH TaKue
KOMOMHAIIMM IIperapaToB CIeOyeT C OCTOPOXKHOCTDIO; IIPU 3TOM HEOOXOOUMO
TIIaTeIbHO HaOII0OaTh 3a COCTOSSHUEM ITallMeHTOB. B CBSI3U C OIUTEILHBIM I1€PUO0M
nonyBeIBegeHMS (QIIyKOHA30JIa ero yrHeTallllee JeiCcTBUe Ha (epPMEHTHI COXpPaHsIeTCs
B TeyeHue 4-5 CyTOK.

Ab(peHmaHus0M: ODTHOBpEeMeHHOe MpuMeHeHue GIyKoHa3oJ1a B mo3e 400 Mr u
anbpeHTaHuIa B Ho3e 20 MKI/KT COIIPOBOXKOAETCS OBYKPATHBIM yYBEeJIMUEHUEM



noka3aTtenss AUC10 (Bo3aMmoxkHO, myTeM unruobupoBanus CYP3A4). 3To BLI3BIBAET
HeoOXOaMMOCTh B KOPPEKIINK O03bI albeHTaHuIa.

AmMumpunmuauH, HopmpunmuauH: GIYKOHA30JI YyCUIUBAET IeNCTBUE
AMUTPUNTUIVNHA U HOPTPUNTUINHA. PEKOMEHIOYEeTCSI U3MEPSITh KOHIIEHTPAIINU 5-
HOPTPUNTUIUHOM U/UMHU S-aMUTPUNTUINHA B Hayajle KOMOMHUPOBAHHOM Tepanuu U
yepe3 1 HemdeJTio Iocje ee Havyasa. B ciydyae He0OOXOOMMOCTHU CIegyeT
OTKOPPEKTUPOBATh 103y aMUTPUNTUIINHA WU HOPTPUNTUIINHA.

AmpomepuyuH B: 0mHOBpEMEHHOEe IpuMeHeHHe (QIIyKOHa30ja u aMmdoTepuiinHa B
WHQUIMPOBAHHEIM MBIIIIAM C HOPMAaJIbHEIM UMMYHUTETOM U MH(MUIIUPOBAHHEIM
MBIIIIaM C HOHUXKEHHBIM UMMYHUTETOM IIPUBEJIO K TAKUM pe3yJibTaTaM: HeOOJIbIION
aOOUTUBHBIA IPOTUBOTPUOKOBEIM 9pdeKT npu cucteMHol nHpeknuu Candida
albicans, oTcyTcTBHE B3aUMOOENCTBUS IIPU BHyTpHUUeperrHou nHdekuu Cryptococcus
neoformans 1 aHTarOHMU3M [BYyX ITpellapaToB IIPU CUCTeMHOU nHPeKuu Aspergillus
fumigatus. KnuEn4yeckoe 3HaUyeHUEe 3TUX PE3yJIbTAaTOB HEU3BECTHO.

AHTUKOAryJssHTH KakK U IIPU IPUMEHEHUHU OPYTUX a30IbHbIM IPOTUBOTPUOKOBBIX
CPE[CTB IPU OJHOBPEMEHHOM ITpUMeHeHUHN (QIIyKOHa30J1a 1 BapdaprHa coolmianu o
cny4dasx pa3BUTHUS KPOBOTEUYEHUM (reMaToMa, HOCOBOE KPOBOTEUYEHHUE, XKETyOOYHO-
KHUIIIeYHOEe KPOBOTEYEHHEe, TeMaTypPusi U MOJIOTHIM) Ha (poHe yOJInHEeHUS
MMPOTPOMOMHOBOTO BpeMeHHU. [Ipu oqHOBpeMeHHOM NpuMeHeHuu (pJIyKoHa3oJjla u
BapdapuHa HabJII04anoCch AByKpPaTHOE OBHIIIIEHNE TIPOTPOMOUHOBOTO BPpEMEHH,
BEPOSITHO, BCIIECTBUE yrHeTeHUs MeTabonu3Ma Bapdapura depe3 CYP2C9. Cnenyert
TIIaTeJIbHO KOHTPOJIMPOBATh ITPOTPOMOMHOBOE BPEMS V ITAllMEHTOB, OOHOBPEMEHHO
MMPUHUMAIONIUX aHTUKOATYJISHTE KyMapHUHOBOT'O UJIN MHAAHOWOHA. MOXKeT
MoTPeboBaTLCST KOPPEKIIUS O3kl aHTUKOATYJISTHTA.

Ben3onua3enuHbl KOPOTKOI'O OEeUCTBUSA, HAIpUMep, MUa30jiaM, Tprual3ojaM:
Ha3HaveHMe (PIIyKOoHa30Jia I0oCjie IepoparlbHOro IpUMEeHEeHU Muga3ojlaMa
IPUBOOWJIO K 3HAYUTEJIbHOMY ITOBBIILIEHNIO KOHIIEHTpalluu MUuga3ojgaMa U K YCUJIIEHUI0
IICUXOMOTOPHBIX 9pPeKkToB. OmHOBPEMEHHOE ITpuMeHeHne QrykKoHa3osa B mo3e 200
MI ¥ Mupa3oJjiaMa B Jo3e 7,5 Mr mmepopajibHO IPUBOAMIIO K IOBHIIIeHU0 AUC u
Iepuona IojlyBeIBeleHUs B 3,7 U 2,2 pa3a COOTBETCTBEHHO. [IpuMeHeHUue
(pnykonaszona B go3e 200 mr/cyT u 0,25 MTr Tprua3ojiaMa IIepopajibHO IPUBOAUIIO K
nosrilieHno AUC u nepuoga IIOJIyBLIBeOeHUs Tpua3oiaMa B 4,4 u 2,3 pasa
COOTBETCTBEHHO. [Ipu OJHOBpEMEHHOM IIpUMeHeHUH (PJIyKOHa30Jla U Tprua3sojaMa
HaOJII0ganoCch MOTEHIIMPOBaHUE U IIPOJIOHTalusa 3(p@peKToB Tpra3ojiaMa.

Ecnu manueHTy, KOTOPHIM NPOXOOUT KypC JieueHus: (IyKOHA30JI0M, CIIeayeT
OOHOBPEMEHHO HAa3HAYUTH Tepamnuio 6eH30arua3enuHaMu, JO3Y IIOCJIEIHUX CIIeyeT
YMEHBITUTh ¥ YCTAHOBUTH HAOJIEXKAIIUM HaaA30p 3a COCTOSTHHEM MallieHTa.



Kap6Gamazenun ¢pnayKoHa30J1 yrHeTaeT MeTab0sm3M KapOaMa3elnHa U BHI3bIBAET
MTOBHINIIEHNE YPOBHS KapOaMa3enuHa B CBIBOPOTKe KpoBu Ha 30%. CyliecTByeT pUCK
Pa3BUTHS IIPOSIBIIEHUN TOKCUYHOCTU CO CTOPOHHI KapOaMa3enuHa. MoxeT
nmoTpeboBaThCSI KOPPEKTUPOBKA A03H KapbaMa3enrHa B 3aBUCUMOCTH OT YPOBHS €T0
KOHIIEHTpalluM U OEeNCTBUSA Ipelapara.

Eiokamopbl Kaavuuesvlx KAHA/108: HEKOTOPHIe aHTAarOHUCTHL Kanblus (HUGpEeOunuH,
HCpaOUIIUH, aMJIOOUIINH, BeparnaMuil u genogunut) Mmetabonusupyercss GepMeHTOM
CYP3A4. ®nyKOoHA30JI IOTEHIIMAJILHO MOXKEeT IIOBHIIIaTh CUCTEMHYIO 9KCIO3UILIUIO
0JI0KaTOPOB Ka/IbIIMEBHLIX KaHaJIOB. PEKOMEHAyeMbIN TIIaTeJIbHbBIM MOHUTOPUHT
pa3BUTUS TOOOYHBIX peaKIUu.

Llenekokcub Mpu OOHOBPEMEHHOM IIpUMeHeHUuu ¢prykoHa3osna (200 Mr B CyTKM) U
1enekokcuda (200 mr) Cmax u AUC 1enekokcuOa IIOBHIIIAIUCE Ha 68% u 134%
COOTBETCTBEHHO. [Ipu OJHOBPEMEHHOM NPUMEHEeHUH IleT1eKoKcuba 1 (prykKoHa3osa
MOKEeT ITOTpeboBaThCS YMEHbIIIeHUEe 03kl 1eJIeKOKCcHuOa BOBOeE.

Llukaopocghamud: omHOBpEMEHHOE IPpUMeHeHMe MuKiIopochamuaga 1 GiIyKoHa3oIa
ITPUBOOUT K ITOBBIIIEHUIO YPOBHS OMNMUpPyOrHaA U KpeaTUHUHA B CHIBOPOTKE KPOBU. OTHU
mpernapaThl MOXKHO IIPUMEHSATH OOHOBPEMEHHO, YUUTHIBasA BO3MOXKHBIA PUCK
TTOBHIIIIEHUSI KOHIIeHTPaIuyu OunupyorHa U KpeaTUHUHA B CHIBOPOTKE KPOBH.

®eHmaHu: coobitanu 00 OOHOM JIeTaJIbHOM CJlydae BCJIEOCTBUE UHTOKCHUKAIIUU
(peHTaHMIIOM M3-3a BO3MOXKHOU B3aUMOEUCTBUE MeXOYy (PEeHTaHUIIOM U
(pnykora3zonoMm. ®P1yKoHaA30JI 3HAQUUTEIBHO 3aMeIsgeT 3JIUMUHANNI0 (peHTaHuIa.
[ToBriIIeHVE KOHIIEHTPAIUU (peHTaHUJIa MOKET IPUBOAUTH K YTHETEHUIO ObIXaHUS,
II09TOMY CJIefyeT TIIaTeJIbHO KOHTPOJIUPOBATh COCTOsTHUE NTanyeHTa. MoxeT
nmoTpeboBaThCs KOPPEKIUS N03bl PeHTaHUIa.

HHezubumopvsl 'MI'-KoA-pedykmas3sbl: OMTHOBPEMEHHOe ITpuMeHeHne pIyKoHa3osa u
uHruoutopoB 'MK-KoA-penykTa3sl, KoTopble MeTabonu3upyiorcss CYP3A4
(aTopBacTaTHH ¥ CUMBACTATUH), UTH UHTUOUTOPOB ' MI'-KOA-penyKTas3sl, KOTOPhIE
MmeTabonusupyorca CYP2C9 (dpmayBacTaTiH), MOBHIIIAET PUCK Pa3BUTUS MUOIIATHUHU U
pabgomuonusa. B cnydae He0OXOOUMOCTH OJHOBPEMEHHOTO IPUMEHEHUS 3TUX
IIpenapaToB cJiefyeT THIaTelIbHO HaOMIogaTh 3a NallieHTOM OTHOCUTEJIBHO
BO3HUKHOBEHUSI CUMIITOMOB MUOIIATUM 1 PaOOOMMOIN3a U IPOBOAUTH MOHUTOPUHT
ypoBHs K®K. B ciiyuae nosrilieHus ypoBHsa KOK, a TakXKe IIpu NOLO3PEHUN UJIU
BHISIBJIEHUY MUOIIATUN/PabaoMUOIN3a NTPUMeHeHUsT UHruouTopoB I'MI'-KoA-
penyKTa3bl cileqyeT IIPeKpPaTUTh.

Onanapub: ymepeHHble nHruouTopsl CYP3A4, Takue Kak (pIyKOHA30J1, TOBBIIIAIOT
KOHIIEHTpAIINIO ojlarapuly B IJTa3Me KPOBU OJTHOBPEMEHHOE ITPUMEHEHHNE He
pekoMeHpayeTcs. Eciiu HeBO3MOXKHO 130eKaTh MIPUMEHEHUS TaHHONM KOMOMHAIINY,



oo3y ojanapuly HeoOX0oauMo yMeHbIUTh 00 200 MT ABaXKOLI B CYTKH.

HmmyHocynpeccopbl (Hanpumep, 4UuK/A0CNOPUH, 38ePOAUMYC, CUPOAUMYC U
makpoaumyc).

IlukaocnopuH: pIyKOHA30JI 3HaYUTEIBHO IOBHIIIaeT KOHIleHTpauuio u AUC
HUKJIocIopuHa. [Ipy ogHOBpeMeHHOM ITpUMeHeHuu (piIiyKoHa3oia B mo3e 200 mMr/cyT u
IIMKJIOCIIOPUHA B Ho3e 2,7 MI/Kr/cyT Habmomanock yBenuueHrue AUC LHUKIIOCIIOPUHA B
1,8 pa3a. 9Ty npenapaTbl MOXKHO IIPUMEHATH OOHOBPEMEHHO IIPU YCJIOBUU
YMEHBIIIEHUS OO3bl UKIJIOCIOPUHA B 3aBUCUMOCTU OT €TI0 KOHIIEHTPalluu.

Jeepoaumyc: GIyKOHA30JI MOXKET MOBHIIIIaTh KOHIIEHTPALMIO 3BEPOJINMYycCa B
CLIBOPOTKE KpPOBU IIyTeM uHruoupoBaHus CYP3A4.

Cupoaumyc: GIyKOHA30JI ITOBLIIIaeT KOHIIEHTPAIMI0 CUPOJIMMYyCa B IJla3Me KPOBH,
BEPOSITHO, IIYTEM NofaBieHus: MeTabonu3mMa cuponumyca pepmertTom CYP3A4 u P-
TJIUKONIIPOTEUH. JDTHU IIpenapaThl MOXHO IPUMEHATH OOHOBPEMEHHO IIPU YCIIOBUU
KOPPEKTUPOBKHU JO3BI CUPOJIMMYyCa B 3aBUCUMOCTHU OT YPOBHS KOHIIEHTPALIUU U

3¢ deKToB OT mpueMa IIpenapara.

Takpoaumyc: PpIyKOHA30JI MOXKET MOBHIIaTh KOHIIEHTPAlU TaKPOJIuMyca B
CHIBOPOTKE KPOBHU [0 5 pa3 IIpU ero nepopajbHOM IIPUMEHEHUU U3-3a [IOAaBIeHUS
MeTabonu3Ma Takponumyca pepMmenToMm CYP3A4 B kumteuHnuke. [Ipy BHYTPUBEHHOM
IIPUMEHEeHNH TaKpoJimMyca He HabJioanoch 3HaYUTEIbHBIX U3MEeHEHUN
(papmakokuHeTUKHU. [I0BHINIEHHBIE YPOBHU TaKPOJIMMYyCa aCCOLMUPYIOTCSA C
He(@POTOKCUYHOCTHIO. [103y TaKpoIuMyca OJjisi IepopaalbHOro IPpUMEeHEHUs ClIenyeT
CHUZXKATh B 3aBUCUMOCTHU OT KOHIIEHTPAl¥U TaKPOJIUMyca.

JIozapmat: GrIyKoHa30JI MOOaBJIsSIeT IIPeBpallleHre JJ03apTaHa B er0 aKTUBHOTO
MmeTabonuTa (E-31 74), uyto oO6ycimoBnuBaeT OOIBIIYIO YaCTh aHTAaroHM3Ma K
penenTopaM aHruoTeH3uHa Il npu npuMeHeHUU j1o3apTaHa. PekoMmeHayeTcs
OCYWIECTBJIATh HOCTOSSHHBI MOHUTOPUHT apTEPUaIbHOIO JaBJIEHUS y ITallieHTOB.

MemaodoH: GyKOoHa30JI MOKeT IIOBHIIIIATh, KOHIIEHTPAIUI0 MeTaJoHa B ChIBOPOTKE
KpoBu. [Ipu omMHOBpeMEHHOM ITPUMEHEHUU MeTafoHa U (GJIYKOHA30/1a MOXKET
moTpeboBaThCSI KOPPEKTUPOBKA OO3bLI METagOHa.

HecmepouoOHble npomugosocnaaumevHbvle npenapamult (HIIBII): npu
OOHOBPEMEHHOM IIpuMeHeHUuu ¢ ¢pnykoHasonoM Cmax u AUC ¢pnypburnpodpera
noswImanuch Ha 23% u 81% COOTBETCTBEHHO 110 CPaBHEHUIO C COOTBETCTBYIOIIUMU
ImoKa3aTeIsIMU IPpU IPpUMeHEeHUU TOJIbKO GiaypOunpodeHa. AHAJIOTUYHO IPU
OOHOBPEMEHHOM IIpUMeHeHUuHU (pJIyKoHa30ja ¢ panemMudeckum noynpodperom (400 mr)
Cmax u AUC ¢papMakoJIoTUYeCKM aKTUBHOTO n3oMepa S - (+) - ubynpodeHa
noBbIanuchk Ha 15% u 82% COOTBETCTBEHHO I10 CPaBHEHUIO C COOTBETCTBYIOIIUMU



TMOKa3aTeJIsIMU ITPU ITPUMEHEeHUH TOJIbKO palreMuieckoro ubympodeHa.

®yKoHaA30J1 MOTEHIUAIbHO CIIOCOOEH ITOBHIIIAThL CUCTEMHYIO 9KCIO3UIINIO APYTUX
HIIBII, koTopsie MeTabonu3upyotcsa CYP2C9 (HanpuMep, HalIPpOKCEH,
JIOPHOKCHKaMa, MeJIOKCMKaMa, JuKilodeHaka). PeKoMeHOyeTCs IepUuOgnYeCKU
OCYILIECTBJIATH MOHUTOPUHT ITOOOYHBIX PEaKUM ¥ TOKCUUYECKUX IPOSIBIIEHUH,
cBsizaHHbIX ¢ HIIBII. MoxkeT rmoTpedoBaThCsi KOPPEeKTUPOBKa mo3sl HITBII.

deHumouH: GpIYKOHA30/ yrHeTaeT MeTabonu3M GeHuTONHa B IIeYEeHH.
OpmHOBpeMeHHOe MHOTOKpaTHoe npuMeHeHue 200 Mr ¢piaykoHasomna u 250 Mr
(beHEMTOMHA BHYTPUBEHHO IIPUBOAUT K NMOBHIIIeHUI0 AUC24 peruTonHa Ha 75% u C
min Ha 128%. [Ipu omHOBpPEMEHHOM IIPUMEHEHUH 3TUX JIeKaPCTBEHHBIX CPEOCTB
cienyeT IMMPOBOOUTHL MOHHUTOPUHT KOHIIEHTpaluu (eHUTOUHA B CBIBOPOTKE KPOBU BO
n3bexkaHue Pa3BUTHS TOKCUYECKOTI0 HelcTBUS (eHUTONHA.

IIpedHu30H: coobItanm o ciaydae, Korfa y MalueHTa IIocjie TPaHCIUIaHTalluu IeYeHn
Ha (oHe MpUMeHeHUs TpegHN30Ha pa3BUach OCTpas HEJOCTATOYHOCTDH KOPHI
HAAMMOYEeYHUKOB, BO3HUKIIIEH II0CJIe ITPeKpallleHusT TPeXMEeCIYHOT0 Kypca Teparuu
drykoHazomoM. OTMeHH (GJIyKOHA30J/1a, BEPOSITHO, BEI3BAJIO YCUIEHNE aKTUBHOCTH
CYP3A4, uyTo mpuBEJO K YCKOPEeHUI0 MeTabonu3Ma npegHu3oHa. CiaeayeT TIaTeIbHO
CIIeOUTh 3a MallMeHTaMHU, KOTOpPhble Ha MPOTSIXKEHUU OJINTETbHOT0 BpEMEHU
OOHOBPEMEHHO MPUMEHSIOT (PJIYKOHA30JI U MPEIHU30H, C 1Ie/IbI0 IPeaynpeXaeHnus
pPa3BUTUS HEJOCTATOUYHOCTU KOPHI HAAIIOYEUYHUKOB II0CJIe OTMEeHHI (PIIyKoHa3o0Ja.

PugabymuH: GIyKOHA30JI IOBHIIIAEeT KOHIIEHTPAIIUI0 pru¢abyTrHa B CRIBOPOTKE KPOBH,
yTo npuBoAuT K yBenudeHuto AUC pudabytura go 80%. [Ipu omHOBpEeMEHHOM
nmpuMeHeHUH GIIyKoHa30sa 1 pudabyTruHa coobIIIaoch 0 CIIy4YasiX pa3BUTHUE YBEUTA.
[Tpu mpuMeHeHUU TaKOM KOMOMHAIINY JIEKAPCTBEHHLIX CPEACTB CIeayeT YYUTHIBATh
CUMIITOMBI TOKCUYECKOTO eMCcTBUS pudadyTruHa.

CaxeuHasup: ¢pnykoHa3oin noBeimaeT AUC 1 Cmax cakBUHaBupa IIpuMepHO Ha 50% u
55% COOTBETCTBEHHO U3-3a MOMaBIeHUS MeTaboIu3Ma CaKBUHaBUpa B IeYeHU
depmenTom CYP3A4 u uepe3 uHrubupoBaHue P-rmukonporernHa. BlauMoaenicTBusS
MexXkay (pJIyKOHa30JI0M ¥ CaKBUHABHPOM / PUTOHaBUPOM He MCCJiefoBajiaCh, I03TOMY
OHU MOTYT OBITH OOJIee BhIpaKeHHLIMU. MoKeT NoTpeboBaThCsI KOPPEKTUPOBKA MO3bI
CakBUHaBUpa.

ITpou3BoOHble CYAb(OHUAMOYEBUHbL: OTHOBPEMEHHOE IpUMeHeHHe (QIIyKOHa30J1a C
OpaJbHBIMU IPOU3BOOHBIMU CYIb(QOHUIMOYEBUHEI (XJIOPIIpOIaMuy, TTMOeHKIIaMuz,
TIIUINKA3UI U TOJIOyTaMHu[) IPUBOAUIIO K ITPOJIOHTAlIMM IIepuoa UX IOTyBHIBEIEHU .
PekomeHOyeTCs MIPOBOOUTDL PETYISPHBLIM KOHTPOJIb Caxapa B KPOBU U
COOTBETCTBYIOIIIMM 00pPa30M CHUKATh MO3Y IMIPOU3BOMHBIX CYIbMOHUIMOYEBUHBI ITPU
OOHOBPEMEHHOM NPUMEHEHHUHU C (QIYKOHA30JIOM.



TeouaauH: mpuMeHeHue prnykoHasosa no 200 Mr B TeueHue 14 mHel IpPUBEO K
CHU2KEHUIO CpPeJHero KJInpeHca TeopUusIrHa B miaa3Me KpoBu Ha 18%. IlamueHTH,
KOTOpPBIE ITPUMEHSIOT TeO(PUJIIMH B BEICOKUX M03aX MM UMEIOUINX ITOBLIIIEHHBIM PUCK
pPa3BUTHUS TOKCUYECKUX ITPOSBJIEHNN TeO(pUIIINHA 10 APYTUM INpPUYNHAM, CJIeqyeT
YCTAaHOBHUTH HAA30P II0 BHISIBIEHUIO IPHU3HAKOB Pa3BUTUS TOKCUUYECKOTO JAEeHMCTBUS
TeodunnrHa. Tepanuio ciegyeT U3MEHUTD IIPU MOSBJIEHUH IIPU3HAKOB TOKCUYHOCTH.

Ankanouodusl bapsuHka: pIIyKOHA30JI, BEPOSITHO, U3-3a nHrubtuposanus CYP3A4 moxkeT
BBI3LIBATH ITOBHIINIEHNE KOHIIEHTPAIIMY aJIKaJloua0B OapBUHKA B IIJTa3Me KPOBU
(HampuMep, BUHKPUCTUHA ¥ BUHOIACTUHA), YTO IIPUBOOUT K PA3BUTHUIO
HEeUPOTOKCUYeCKUX 3(pHEeKTOB.

Bumamun A: coob1iianu, 4TO y malueHTa, KOTOPhIM OMHOBPEMEHHO TPUMEH ST
TPaHCPETUHOEBY KUCJIOTY (KHCJIOTHasA ¢hpopMa BUTaMuHa A) U (PJIIyKOHA3O07I,
Habomanuck No00YHBIE peakuu co cTopoHbl LIHC B hopme mceBOOTYMOP T'OJIOBHOTO
MO3Tra, UCYe3 IOCJie OTMEHH! (PIIyKOHa30J1a. OTHU JIeKapCTBEHHBIE CPEACTBA MOXKHO
IPUMEHSATH OQHOBPEMEHHO, HO CJiefyeT IIOMHUTH O PUCKE BOSHUKHOBEHUS ITOOO0YHBIX
peaxkmuu co ctopousl LTHC.

BopukoHa3oa (uHeubumop CYP2C9, 2C19 u CYP3A4): ogfHOBpEMEHHOE ITPUMEHEHNE
BOpUKOHa30J1a BHYTPH (110 400 Mr kaxpawle 12 yacoB B TeueHue 1 nHs, 3ateM 110 200
MT Kaxkpable 12 4acoB B TedeHue 2,5 gHel) U ¢paykKoHa3om1a BHYTPh (400 Mr B IIepBHIU
meHb, 3aTeM 110 200 MT Kaxanle 24 4aca B TedeHUe 4 JHel) IIPUBEIO K IIOBHIIIEHUIO
MaKcuMallbHOU KOHIeHTpaluuu u AUC BopuKoHa30a B cpenHeM a0 57% (90%
OM:20%, 107%) 1 79% (90% [OU:40%, 128%) coorBeTCTBEHHO. HeusBecTHO,
MIPUBOOUT CHUXKEHNE MO3LI U/UITH YaCTOThl MIPUMEHEHNSI BOPUKOHA30JIa UITH
(nnykoHa3o05ma K ycTpaHeHHUI0 TakKoro a¢ddekTa. [Ipu npuMeHeHUN BOPUKOHA30JIa I10CIie
¢bnykoHa3oma ciaegyeT IpOBOOUTEL HAOIIOOEHUS 110 Pa3BUTUIO TOOOUYHBIX 9(pPeKTOB,
aCCOLIMUPOBAHHBIX C BOPUKOHA30JI0OM.

3upoBynuH: piykoHa3o: noBeiaeT C max u AUC 3ugoByauHa Ha 84% u 74%
COOTBETCTBEHHO, YTO 00yCJIOBIIEHO CHUXKEHNEM KIUpeHca 3UA0ByAuHa IPUMEPHO Ha
45% mpu ero nepopajabHOM IPUMeHeHUU. [lepuo moTyBeIBeeHUsT 3UI0ByIuHA OBI
TaKKe IpoAJieH IpuMepHo Ha 128% mocne npuMeHeHUsT KOMOMHauu GIyKoHa30Jja 1
3umoByAOuHa. [lallMeHTHl, KOTOPbIEe ITPUMEHSIOT TaKyi0 KOMOMHAIINIO JTIeKapCTBEHHBIX
CPEe[CTB, clienyeT HabJoOaTh 110 Pa3BUTUIO TOOOYHBIX PeaKIuii, CBI3aHHBIX C
MpuMeHeHUEeM 3U0ByANHAa. MOKHO pPacCMOTPETH 11eJIeCO00Pa3HOCTh CHUXKEHUS HO3bI
3UO0ByOUHA.

A3UTPOMUILIMH IPU OOHOBPEMEHHOM IIPHEME PA30BOM IIPUMEHEHUU a3UTPOMUIINHA U
¢pnykoHnaszomna B go3ax 1200 mr u 800 MI COOTBETCTBEHHO HUKAKNX 3HAYMMBIX
(apMaKOKMHETHYECKHUX B3aUMOOEUCTBUM BBISIBIIEHO HE OBIIIO.



IlepopaavHble KOHMpayenmuebl: IpU IpUMeHeHUN PIyKoHa30sa B go3e 50 mr
BJIMSTHUSI Ha YPOBEHb TOPMOHOB He OBIJIO, TOTHa KaK IIPU IIpuMeHeHuU (HIyKoHa30JjIa B
mo3e 200 mr B cyTku Habmomanock yBenuuenue AUC saTuHUISCcTpaguoina Ha 40% u
JIeBOHOPTecTpena - Ha 24%. 9To CBUAETEJIbCTBYET O TOM, YTO MHOTOKpPaTHOE
npuMeHeHUe (pJIyKoHa30Jjla B YKa3aHHBIX J03aX BPs[ JIM MOXKET BIUATH Ha

9 HEeKTUBHOCTh KOMOMHUPOBAHHOI'O II€POPAIbHOI0 KOHTPAIIEIITHBRA.

Heaxkagpmop: omHOBpeMEHHOE IIPUMEHEHNE C UBaKa(pTOPOM, YCUIIUTETIEM
MYKOBHCITUJO3HOTO TPAaHCMEeMOPaHHOTO PEeryasiTopa MPOBOAMMOCTH, ITIOBBIIIIAET
9KCHO3UIUI0 nBakadpTopy B 3 pa3a, a rugpokcuMeTtunuBakadprTopy (M1) - B 1,9 paza.
[I71g manimeHToB, KOTOPhle OOHOBPEMEHHO IPUMEHSIOT YMEPEHHBIE HHTUOUTOPBI
CYP3A, Takue Kak ¢GpJIIYKOHA30/I U 3PUTPOMUIINH, PEKOMEHYETCS CHUXKEHUE T03bI
nBakadpTopy Ao 150 mr 1 pa3s B CyTKH.

OCco0eHHOCTH IPUMEHEHU ST

Iepmamogpumus. U3BeCTHO, 4TO ITIPYU IIpUMeHEeHUU (HIyKOoHa30JIa OJid Je4eHUus
oepMaToOpUTHUH y AeTel IIOCIeIHNIN He IPeBHIIIaeT rpu3eodyIbBUH 10
9(HEeKTUBHOCTHU U OOIIUI MOKa3aTenb 3ppeKTuBHOCTH cocTaBiseT MeHee 20%.
[TosTomy pryKOHA30II He ClieAyeT NPUMEHATH OIS JIeUeHUsI IepMaTOPUTUN.

Kpunmoxokko3s. [loka3aTeabCTB 3¢ HeKTUBHOCTH (PIIyKOHA30J1a OJIS JTeYeHUsI
KPUIITOKOKKO3a APYTUX JIOKanu3aluul (HalrpuMep, J1eroYHOro KPUIITOKOKKO3a U
KPUIITOKOKKO3a KOXKH) HEeJOCTAaTOYHO, ITI03TOMY PEKOMEHOAIINM 110 J030BOT0 pexXuMa
IJIsI JIeYeHUsI TaKuX 3a00jIeBaHUM HET.

I'nybokue sHOemuveckue Muko3ul. [loka3aTenbCTB appekTuBHOCTU HIyKOHA30Ia A1
JIeYyeHus Opyrux GopM dHOEMHUYHEIX MUKO30B, TAKUX KaK ITapPaKOKIHUIiOMOOMIKO3,
TUCTOIIJIa3MO03 ¥ KOXKHO-TUM@paTUUECKUN CIIOPOTPUX03, HEJOCTATOUYHO, IIO3TOMY
PEKOMEeHOAlluH 10 JO30BOT0 pexXuMa OJIs JIeYeHusT TakKuX 3a001eBaHui HeT.

IToyeuHas cucmema. ITarueHTaM Cc HapylleHreM QYHKIIMU ITOYEK IperaparT CIeayeT
MIPUMEHSTH C OCTOPOXKHOCTBIO.

HedocmamouHocmb Haono4yeyHuko8. KeToOKOHa30J1, KaK U3BECTHO, BLI3BIBAET
HEeIOOCTAaTOYHOCTDb HAAIIOYEeUYHUKOB, U 9TO TaKKe MOXKET KacaThCs (PpIyKoHa30J1a, XOTs
HabmiomaeTcs peako. HegocTaToYHOCTh HAOIIOYeYHUKOB, CBSI3aHHAS C
OOHOBPEMEHHEIM JIedeHHeM IIPeIHu30HOM, ONKMCaHHas B pa3jese BinusHue
dbyKoHa30sa Ha Opyrue JIeKapCTBEHHBIE CPeACTBa pa3fera «B3auMopaencTBue
OPYTUMH JIeKapCTBEHHBIMU CPEeOCTBAMU 1 OPYyTrue BUOLI B3aUMOIEHCTBUM ».

I'enamobuauapHol cucmembl. ITantneHTaM ¢ HapyluieHueM QYHKIIUY ITeYeHU npenapar
CllefyeT MIPUMEHSTh C OCTOPOXKHOCTEIO. [IpuMeHneHre QriyKoHa30j1a aCCoOUUpPOBaIoch



C BOBHMKHOBEHUEM PEOKUX CJIy4aeB Pa3BUTUSA TAXKEJIOU renaTOTOKCUYHOCTH,
BKJIIOYas JIeTaJIbHbIE CTy4dau, TJIaBHBIM 00pa30M y MallMeHTOB C TSIKEeJIbIMU
OCHOBHBIMU 3a00JIeBaHUAMU. B ciydasx, Korga pa3BUTHUE TellaTOTOKCUYHOCTHU
aCcCOIIMUPOBAJICI C IpUMeHeHUueM (PJIyKOHa30J/1a, He OTMEY€EHO ee IBHOU 3aBUCUMOCTH
OT 00Illel CYTOYHOU [03bl, IJIUTEJILHOCTY Tepalluy, I10Jla UM Bo3pacTa alueHTa.
OOBIYHO IenaTOTOKCUYHOCTD, BEI3BaHHasA (PrIyKoHa30J10M, 0OpaTUMa, a ee IPOSIBJIEHUS
MCYe3aloT I0CJie IIPeKpallleHus: Teparuu.

[MTaneHTHl, Y KOTOPBIX ITPY ITpUMeHeHnU (HIyKoHa30s1a HabJIiogaloTCs OTKJIOHEHU ST
pe3ynbTaToB QYHKIIMOHAJILHBIX P00 ITeYeHu, ClIeyeT YCTaHOBUTh TIaTEIbHOE
HaOofeHne 10 Pa3BUTUIO 00JIee TSIXKEJIOT0 MoPaXKeHus IeUYeHu.

[TareHTOB ciaeayeT MPOUHGOPMHUPOBATL O CUMIITOMAaX, KOTOPhLIE MOTYT
CBUIOETEJIbCTBOBATh O CEPLE3HOM BIMSHUN Ha MeYeHb (BHIpaxKeHHas aCTeHHUs,
aHOPEKCHs, IIOCTOSTHHAS TOIITHOTA, PBOTA U XKeJITyXa). B TakoM ciyyae mpuMeHeHUs
dbnykoHa30J1a ciegyeT HeMeaJIeHHO IPEKPATUTh U MPOKOHCYTbTUPOBATHCS C BPAYOM.

CepoeuyHo-cocyducmas cucmema. HeKOTOpPHIE a30Jibl, B TOM 4HKCJie U (PIyKOHA307I,
acconuupyTcs ¢ yonuHeHueM nHtepBaia QT Ha OKI'. ®1yKOHAa30J1 BEI3bIBAET
yonuHeHue uHTepBana QT myTeM MHruOMPOBaHUS TOKA MOHOB Uepe3 KajlueBhle
KaHasbel BHyTpeHHero BuinpsMienus (Mkr). Yonunenue untepsasna QT, BbI3BaHHOE
OPYTUMHU JI€KaPCTBEHHLIMU CPeACTBaMU (TaKMMM KaK aMUOOapPOH) MOXKET
YCUJIMBAThCS BCJieACcTBUE nHrubupoBanus pepmenTa CYP3A4 mmutoxpoma P450.
Coob611anock 00 o4eHb pedKuX Caydasax yonuHeHre uHTtepBana QT u
IapOKCHU3MaJIbHOU XKEeJIyOOUYKOBOU TaXUKapAUU TUIlA «IIUPYST» IPU IPUMEHEHUU
dbykoHazosna. Takue cooOIIeHUsT KacalluCh MallMeHTOB C TSXKeJIBIMU 3a00JIeBaHUSIMU
IIPY COYeTaHUM MHOTUX (PaKTOPOB PUCKA, TAKUMHU KaK CTPYKTYpPHbIE 3a00IeBaHUsI
cepala, HapylIeHUus 3JIEKTPOJIMTHOTO oOMeHa ¥ OQHOBPEMEHHOE TPUMEHEHNEe OPYTUX
JIEKapPCTBEHHBIX CPEOCTB, BAUAIOMIUX Ha HHTepBas Q-. [lanueHTH C TUIIOKaIueMUEN 1
TAXKEJION cepaedYHON HeJOCTaTOYHOCThIO UMEIOT MMOBBIIIEHHBIU PUCK BO3HUKHOBEHU A
KHW3HEHHO ONAaCHBIX XKeJTYOOYKOBBIX apUTMUU U ITapPOKCU3MaJIbHOU XKeJTyLOYKOBOU
TaXUKapOuU TUIIA <IIUPYIT>.

®IyKOHA30II CllefyeT C OCTOPOXKHOCTBIO IPUMEHSTH MTallleHTaM C PUCKOM pPa3BUTUSA
aputmMuii. OMHOBPEMEHHOE IIPUMEHEHME C JIEKapPCTBEHHBIMU CPENCTBaMU,
posToHTUPYIOT nHTepBan QTc u meTabonu3upyioTcs ¢ momoibio pepmenta CYP3A4
nutoxpoMma P450, npoTuBOIOKa3aHO.

I'anogpanmpuH. 'anodaHTpuH saBnseTcsa cyoctpaTtoM pepmenTa CYP3A4 u
posioHTupyeT nHTepBan QTc npu MpUMEeHEeHUN B PEKOMEHIOBAaHHBIX
TepamneBTUYECKUX Io3ax. OmHOBpeMeHHOe MpuMeHeHre rajodaHTpruHa U
dbyKoHa30la He PEKOMEHOyeTCH.



Csaedyem cob6.1100amb OCMOPOHCHOCMb NPU 0OHOBPEeMEHHOM NPUMeHeHUU

¢dYyKOHA304a U aMUOOAPOHA.

Annepeuveckue peakuuu. [Tpu npuMeHeHUU QIyKoHa30J1a PegKo CO00IIaaoch O
Pa3BUTUM TAaKUX 9KCHOIMATUBHBIX KOXKHBIX peakKul cuHApoM CTuBeHCa-I[[?>KOHCOHa U
TOKCUYECKUU 3NMUAepMalibHbIM HeKposu3. [laumenTsl, 6onbHbie CITHM oM, Goree
CKJIOHHBI K Pa3BUTHIO TAXKEJIBIX KOKHBIX PeaKIuil IpU NPUMEHEHNN MHOTHUX
JIEKapCTBEHHBIX CpeacTB. Eciu y malueHTa ¢ TIOBEPXHOCTHOM I'puOKOBOM MHGpEKIINEN
MOSIBISIIOTCS BBICHIIIAHUS, MOXKHO CBA3aTh C IpUMeHeHueM (QIyKOHa30J1a, JajlbHeulIee
IpUMEHEHMe IIpenapara CjienyeT nIpekpatuts. Eciu y manueHsTa C
MHBA3UBHOM/CUCTEMHOM I'PUOKOBOM MH(QEKIMEN MOSBISIOTCS BHICHIIIAHUS Ha KOXKe, 3a
€ro COCTOSSHUEM HYZKHO TIIaTeIbHO HaOIogaTh, a B Cllydyae pa3BUTHUS OyJII€3HBIX
BBICHIIAHUUW UJIM IIOJIMMOPGHOMN 3pUTEMEI IPUMeHeHU (QIIyKOHa30Jj1a ClenyeT
IPEKPaTUTh.

I'unepuyscmeumeivHocmbs. B pegkux ciydasix coo0Ianu O pa3BUTUHU
aHa(puIaKTUYEeCKUX pPeaKInui.

Llumoxpom P450. ®nyKoHa301 SABISAETCSA MOIIHBIM HHTHOuTOopoM pepmerta CYP2C9 u
yMmepeHHBIM uHruoutopom ¢pepmenta CYP3A4. Takxke pr1yKoHA3011 SIBISETCSA
unrubutopom pepmernta CYP2C19. CnenyeT Habm0gaTh 3a COCTOSHUEM ITAllMEHTOB,
OOHOBPEMEHHO IIPUHUMAKIUX (PIYKOHA30JI U IperapaThl C y3KUM TepaneBTUYEeCKUM
OKHOM, MeTabonusupytomuxcsa ¢ yaactuem CYP2C9, CYP2C19 u CYP3AA4.

TepgeraouH. CnenyeT TIIATEIILHO HAGIIOOATh 3@ COCTOSTHUEM MallieHTa IpHU
OOHOBPEMEHHOM ITpUMeHeHUM TepdheHanrHa 1 GrayKoHa3osa B fo3e MeHee 400 Mr B
CYTKH.

BcnomozamenvHble seuecmad.

ITpenapam codepocum nakmo3sy. Ecnu y malieHTa yCTaHOBJIEHA HETIEPEHOCHUMOCTD
HEKOTOPBIX CaXapoB, ClIedyeT IPOKOHCYILTUPOBATLCS C BpauoM, IIpexae 4yeM
IIPHHUMATh 9TOT IIpelapar.

CnoCcoOHOCTH BJIUSITHh HAa CKOPOCTH PEaKIIHH MIPH YIIPaBJI€eHHUH
ABTOTPAHCIOPTOM MJ/IM PadoTe C MeXxaHUu3MaMH

HccnemoBauuii BIUSHUA PJIyKOHA30/1a Ha CIIOCOOHOCTD YIIPaBIATh aBTOTPAHCIIOPTOM
WUJIM OPYTUMU MeXaHu3MaMM He ITPOBOOUIIH.

[MTanmeHTOB cienyeT IPOUHGOPMHUPOBATL O BO3MOXKHOCTH PAa3BUTHUS I'OJIOBOKPYKEHUS
WUJIV CYOOM IIpU NPUMEHeHUs mpernaparTa. [Ipy pa3BUTUU TAaKUX CUMIITOMOB He
PEeKOMEHyeTCs YIIPaBJIATh aBTOTPAHCIIOPTOM UM paboTaTh C MEXaHU3MaMHU.



IIppuMeHeHHe B mMEepHO]] 0EPEMEHHOCTH H/IH KOPMJIEHHUS I'PYIbIO

BEepemeHHOCMbB

O6cepBallMOHHOE KCCIeNOBaHNe I0Ka3aio IOBHIIIEHHLIN PUCK CIOHTAHHOTO abopTa y
KEHINNVH, IT0JIy4YaBIInX (PJIyKOHA30JI B TedyeHue | Tpumectpa.

Co00111a710Ch 0 MHOTOYHCJIEHHBIX BPOKIEHHBIE TAaTOJIOTUHN ¥ HOBOPOXKIEHHBIX
(BKiTro4uasi Opaxutedanus, OUCIIIA3UI0 YIITHOM PAaKOBUHEI, Ype3MEPHOE YBEeJIMYeHUE
rmepegHero poOHWUYKAa, UCKPUBJIEHHE Oegpa), MaTepu KOTOPHIX MPUHUMAIU BEICOKHE
mo3bl piykoHas3osa (400-800 Mr/cyT) B TedeHUe O KpaHel Mepe Tpex unm 0ojee
MeCsIIeB IS JledeHne KoKuauouno3a. CBsa3b Mexky npuMeHeHreM (GJIyKoHa30/1a 1
9THUMHU CIIy4dasiMU He OmIpenesieH.

HccnemoBaHUs Ha XKMBOTHBIX perOHYKTHBHOﬁ TOKCHUYHOCTH.

He cnenyeT mpuMeHSTh OOLIYHBIE O3Bl (DIIYKOHA30JIa ¥ KPATKOCPOUYHEIE KYPCHI
jleueHus GJIYKOHA30JIOM B IIepuon 6epeMeHHOCTH, 3a UCKII0UeHHeM KpalHen
HEeoOXOOUMOCTH.

He cnemyeT npuMeHSATh BEICOKHME OO3bI (DIIYKOHA30JIa U/UIH OJIUTEIbHBIE KyPChI
edyeHuss GIIyKOHA30JI0M B Ilepuop 0epeMeHHOCTH, 3a UCKIIIOUYEHUEM JIeYeHUs
UHpEKIUY, ITIOTEeHIIHAaIbHO YTPOXKaKIIue KU3HU.

KopmaeHue 2pyo0vio

®nyKoHa30/I IPOHUKAET B TPYOHOE MOJIOKO U IOCTUTAeT KOHIIEHTPAIINM, OJIM3KUX K
KOHIIeHTpPAaIlusAM B IIJla3Me KpoBU. KopMeHue rpyabio MOKHO IIPOOOIZKaTh IOCIe
OOHOKPATHOTO MpuMeHeHusd QIyKoHa30ja B go3e 150 mr.

KopMuTh rpyabpio He peKOMEHyeTCs IIPU MHOTOKPaTHOM IIpUMeHeHUuHu (pJIyKoHa3oia
WUJIV TIPU IPUMEHEeHUHN BBICOKUX 03 (pJIyKOHa3o0Ia.

Pertenue o mpuMeHeHUH ITpellapaTa B IIepuod KOPMJIEHUS I'PYObIO CIIeayeT
MMPUHUMAaTh Ha OCHOBAHUM y4YeTa IIPEUMYIIEeCTB I'PYOIHOT0 BCKAPMJITUBAHUS IS
3[I0POBBLSI U Pa3BUTUS pebeHKa, KIMHUYEeCKON HeoOXOOMMOCTU NPU Ha3HAYEeHUU
dbnykoHa3oma MaTepu U JTIOOBIX TOTEHIIUAJILHBIX HEOTAaronpusaTHLIX BO3OENCTBUM Ha
pebeHKa, CBSI3aHHBIX C (DITYKOHA30JI0M, IOCTYIaollel U3 MOJIOKOM MaTepH, UJin
COCTOSTHHEM €€ 3[I0POBBAI.

depmusbHOCMb

W3 uccnemoBaHUl Ha XKUBOTHBIX U3BECTHO, YTO (PIIYKOHA30JI HE BIIUSII Ha
bepTUIBbHOCTD ¥ CaMIIOB U CAMOK KPEIC.



Cnoco0 mpuMeHeHHUsI U 1035l

[IpenapaT IpUMEHSTH llepopajibHO. [IpreM npenapaTa He 3aBUCUT OT ITpUeMa ITHIIH.

CyTouHas mo3a ¢pIyKOoHa30Jla 3aBUCUT OT BUA U TAXKeCTU I'puOKOBOM MHpeKIuU. [1pu
HeoOXOOUMOCTU MHOTOKPATHOI'O IIPUMEHEHU IIpelapaTa iedeHus NHGEeKIIun
cliefyeT MPOMOIXKAaTh [0 MCUYEe3HOBEHUS KIIMHUYECKUX U J1TaO0PaTOPHBIX IPOSBIIEHUN
aKTUBHOCTU IpubKoBoi mHpeKknu. HepocTaToyHas MPONOIKUTEIBHOCTD JIEYEeHU
MOZKET ITPUBECTU K BO30OHOBJIEHUIO aKTUBHOT'0 MH(PEKIITMOHHOTO ITPOoIlecca.

B3pocvle.

Kpunmokokkos.

JleueHue KpunmoKOKK08020 MeHUH2uma: Harpy3o4Has go3a cocrtaBiseT 400 Mr B
nepBbeil geHb. [TloggepzxkuBatomas go3a - 200-400 mr/cyT. IIpogonXKUTETbHOCTD
JledeHusI OOBIYHO COCTaBiIsAEeT He MeHee 6-8 Hemenb. [1pu nHPEKIUIX, yrpoxKaouX
KW3HYU, CYTOYHYIO 103y MOXKHO yBeIu4duTh 00 800 Mmr.

[TogmepzkuBarlilasg Tepanus OJid IPeOynpexXaeHUs peluanBa KPUITOKOKKOBOTO
MEHUHTUTA y MallieHTOB C BEICOKUM PUCKOM €T0 Pa3BUTHUA: PEKOMEHOyeMas go3a
coctasiseT 200 Mr/cyT B TedeHUEe HEOTPaHUYEHHOTO BpPEMEHU.

Kokuuduoudomukos. PekomeHnyemas ngo3a coctasnsgeT 200-400 mr/cyT.
I[TpogonKUTENBHOCTD JiIedeHus cocTaBinsgeT 11-24 Mecsilia UMM OOJIbIle B 3aBUCUMOCTHU
OT COCTOSIHMS IManueHTa. [[1s1 TedyeHusT HeKOTOPhIX GopM MHDEKITur, 0COOeHHO s
JIeYeHUsI MEHUHTHUTA, MOXKeT OBITh IiejiecooOpa3HbIM ITpuMeHeHue no3kl 800 Mr/cyT.

HHeasusHble kaHOuOo03. Harpy3ouyHas mo3a cocTtasnsieT 800 MI B IepPBHIU OEHb.
[MToopmepxxkuBatoiias go3a - 400 mr/cyt. OOBIYHO peKOMeHayeMasi IPOaOIXKUTETbHOCTh
Jle4eHUs KaHOUOEMUM COCTaBJIAEeT 2 HeOeJIu I10CJie IePBhIX HeraTUBHBIX PEe3yJIbTaTOB
IMoceBa KPOBHU U MCYE3HOBEHUS ITPU3HAKOB U CUMIITOMOB KaHOUOEMUH.

KaHoudo3 causucmuix 060s104exk.

Kanguno3 poTorjaoTKu: Harpy3oudHas go3a cocTtasisgeT 200-400 Mr B IepBbIY [€HBD,
nopgmepzxuBaroiias go3a - 100-200 mr/cyT. IIpogonKuUTeIbHOCTD JIEYUEeHUS COCTaBIsAET
7-21 meHb (DO DOCTUXKEHUS PEMUCCHH), HO MOXKET OBITh YBeIUdeHa [JIs MallueHTOB C
TSKEJTBIM UMMYHOOE(QUITUTOM.

Kaugupo3s nuieBoga Harpy3ouHas go3a cocTanisgeT 200-400 Mr B ImepBbIY [€HbD,
nopgaepxkuBatoiiasa go3a - 100-200 mr/cyT. IIpogonKUTEeIbHOCTD JIEYUeHUS COCTaBIsAET
14-30 oHel (OO OOCTUXKEHUSI PEMUCCUU), HO MOXKET OBITh YBeJIMYeHa OJIs IallueHTOB C
TSAXKEJIBIM UMMYHOOE(QUILIUTOM.



Kanpunypuu pekomeHnayeMmas no3sa coctasuseT 200-400 Mr/cyT B TeueHue 7-21 gHewn.
[71g TallMeHTOB C TSIXKEJIBIM UMMYHOOe(pUIUTOM IIPOOOJIKUTEILHOCTD JIEYEHUS MOXKET
OBITH YBeJIMYEHa.

XpoHUYECKNH aTpopuYeCKUd KaHOUA03 peKoOMeHayeMas go3a coctasnsgeT 50 Mr/cyT B
TeuyeHue 14 mHeu.

XpoHUYECKUM KaHONI03 KOXKHU U CIIM3UCTHIX 000JI0YEK peKoMeHayeMasl mo3a
coctasnsgeT 50-100 mr/cyT. IIpogonKUTENBbHOCTD JIEUEHUS COCTaBIsAeT A0 28 OHEeU, HO
MOKeT OBITh yBeJIM4eHa B 3aBUCUMOCTH OT TSI2KECTHU U BuAa MHGEKIUYN UIU IPU
CHUXKEHUU UMMYHHUTETA.

[MpepynpexpgeHus pelyuauBa KaHOUO03a CIU3UCTHIX 000JI0YeK Y ImanueHToB ¢ BUY,
KOTOpPbI€ UMEIOT BBICOKUM PUCK €Tr0 Pa3BUTHUS.

Kauaupmos poTorioTky, KaHAUOO03 NMUIEeBOda: peKoMeHayeMas go3a cocrasisieT 100-
200 mr/cyT unu 200 mr 3 pa3a B Hefenw. [IpoOOomXKUTEIbHOCTh JIeYEeHUs SABIISIeTCS
HeOTpaHU4YEHHBIM [JI ITAallM€HTOB C ITIOOaBIeHHBIM UMMYHUTETOM.

[TpodmnakTKa KaHAUAO3HLIX NHPEKIINN y HallieHTOB C AJINTEeIbHON HEUTPOIIEHUEMN.
Pekomenpyemas go3a cocraBnseT 200-400 mr. JleyeHue cienyeT Ha4yuHATh 3a
HECKOJIbKO OHEU OO0 OXKUIOAaeMOT0 Pa3BUTHSA HEUTPOIEHUN U IIPOOOIXKaTh B TedeHue 7
OHEeM mociie MOBBIIIeHUs Yrciia HeuTpodumos 6omee 1000/mm3.

I'eHumasavHble KaHOUOO3Wbl.

OcCTphIlM BarvHaJIbHBIM KaHOU03, KAHOUOO3HBIM OalaHUT peKoMeHayeMas 003a
coctaBnsgeT 150 Mr ogHOKpPATHO.

JleyeHure u npodumakTiKa PEeIUONBUPYIOIINX BarUHAIbHBIX KaHOUO030B (4 u 6oJsee
9MIM30/10B 3a00JIeBaHUs B I'0Jl) peKoMeHayeMas mo3a coctasisieT 150 mr 1 pa3 B 3 gHSA.
Bcero cnengyeT npuMeHUTh 3 0O3HI (1-11 meHsb, 4-i1 meHb U 7-u geHb). [locie aToro
clenyeT IPUMEHATh MoagepxKuBawIlyto no3y 150 Mr 1 pa3 B Hefeo B TedeHue 6
MECSIIEB.

IlepmamomuKo3uol.

MwuKO3 CTOII, MUKO3 TI'JIafKOW KOXKH, ITaX0OBOM IepPMaTOMMKO3, KAHOAUOO3HbIE NHPEKITUU
KOXU peKoMeHayeMas fo3a coctaBiseT 150 mr 1 pa3 B Hemesto unu 50 mMr 1 pa3 B
CyTKHU. [IpOOOmKUTENBPHOCTD JIEUEHUS COCTaBnsaeT 2-4 Hemenu. JledeHMe MUKO3a CTOI
MOXKEeT [JIUTBECS [0 6 Henellb.

PasHouBeTHEIN nuillaii: peKoMeHayeMas go3a coctasnsaeT 300-400 mr 1 pa3 B Hefero
B TeyeHue 1-3 Hegenb unu 50 Mr B CyTKHU B TedyeHUe 2-4 HeOellb.



IepMaTopuTHO OHUXOMHKO3 peKOMeHOyeMas mo3a coctasnseT 150 mr 1 pa3 B
Hepeo. JledeHre cnenyeT NPOOOJKaTh, IOKa Ha MecTe HHPUIITMPOBAHHOTO HOT'TS HE
BBIPACTET 3OPOBLIM. [I/151 OTpacTaHMUS 3MOPOBHIX HOTTEM Ha PyKaX 1 Ha OOJIbIINX
rIajabliax HOT OOBLIYHO HeoOxXomouMo 3-6 MecsIieB U 6-12 MecsIieB COOTBETCTBEHHO.
OnmHaKO CKOPOCTh POCTa HOTTEM y NMallieHTOB MOXKET OLITh Pa3HOU M 3aBUCETH OT
Bo3pacrTa. [locre yCIeIHoro jje4eHus OJINTENbHBIX XPOHNYeCcKUX nHpeKiui popma
HOT'TS MHOT'Da OCTaeTCsA U3MEHEHHOMU.

Jemu.

I[TpuMeHSTH mIpernapaTt B GopMe TabJIeTOK HaHHOM KaTerOpuu IMallieHTOB MOXKHO
TOTa, KOrfa JAeTu CIIOCOOHBI 0€e30IIacHO IIPOTJIOTUTh TabIeTKy, 0OBIYHO BO3MOIKHO B
BO3pacTe OT 5 JIeT.

He cnenyet npesBhHIIlIaTh MAKCUMAJIbHYIO CYTOYHYIO 103y 400 Mmr.

Kak 1 mpu AHaIOTUYHBIX UHPEKIUSIX ¥ B3POCIIBIX, IIUTETPHOCTD JT€YeHUSI 3aBUCUT OT
KJIMHUYECKOU M MUKOJIOTMYeCKoe OTBeTa. [IpenapaTt npuMeHsATh 1 pa3 B [eHb.

Ilo3upoBKa npenapara OeTAM C HapylleHueM QyHKIIUY ITI04YeK IpUBeeHbl HUXKE.
®apMakKOKMHETUKY (PJIyKOHa30Jla He UCCJIef0OBaBIIeMy V OeTel C IO4Ye4YHOuU
HEe0CTaTOYHOCTHIO.

Ilemu 8 8Bo3pacme om 12 aem.

B 3aBHCHUMOCTH OT MacCHI Tejla U TIyOepTaTHOrO Pa3BUTHUS Bpady ClIeQyeT OLIeHUTD,
KaKas mo3a (71 B3POCIIbIX UJIX [OJIS OeTel) SIBISEeTCS ONTUMAJIbHOM OJIs MallieHTa.
KnuHuyeckue maHHBIE CBUAETEIBCTBYIOT O TOM, UTO Y AeTel KiupeHc GIyKoHa3o0sa
BHILIIE I10 CpaBHEHUU CO B3pocnabiMu. [Ipumenenue 0o3 100 unu 200, unu 400 mr
B3POCJIBIM U 003 3 WK 6, unu U 12 Mr/Kr geTsaM IPUBOOUT K OOCTUXKEHUIO
COIIOCTaBUMOM CUCTEMHOU 3KCIIO3ULIUY.

9dbdekTUBHOCTL U 6€30IIaCHOCTh MPUMeHeHUs (hIIyKOoHa30J1a OJid JTe4eHUs
TeHUTaIbHBIX KaHONI030B y IeTel He YCTaHOBJIeHbl. ECciu cyliecTByeT HacyIlHasa
HeoOXOOUMOCTh IPUMEeHEeHUs IIpemnapaTa aeTam (B Bo3pacTte oT 12 go 17 nert), crnengyet
MIPUMEHSATH OOBIYHBIE JO3HI [IJIT B3POCIIBIX.

Ilemu 8 8o3pacme om 5 do 11 aem.

Kanpupos cnu3ucTteix 0001049€K: HadaabHas Jo3a COCTaBNsgeT 6 MI/KT/CyT,
nopgepzKuBarmas go3a - 3 Mr/kKr/cyt. HaganpHYI0 403y MOKHO IIPUMEHSATH B IIE€PBLINA
OEeHb C 1IeJIbI0 OBICTPOTO HOCTUXKEHUSI PAaBHOBECHOM KOHIIEHTPAIINH.



W HBa3uBHEIE KQHOU03, KPUIITOKOKKOBBIM MEHUHTUT [03a COCTABIAET 6-12 Mr/Kr/cyT
B 3aBUCHUMOCTH OT CTEIEHU TSAXKeCTU 3a00jieBaHUs.

HOJIJIep}KI/IBaIOLT_Iaﬂ Tepamnud OJid IIPpenyIrpeXageHnsda pelTngruBa KPUIITOKOKKOBOTO
MEHHUHTHUTA y OeTeu C BBICOKUM PHCKOM €ro pa3BUTHUA: 103d COCTaBJIdET §) MF/KF/CYT B
3aBHCHMOCTHU OT CTEIIeHU TSIKeCTHu 3aboeBaHUsd.

[TpodunakTrKa KaHONO03a y HallMeHTOB C UMMYHOOe(PUIIMTOM: JO03a COCTaBNIsIET
3-12 Mr/Kr/cyT B 3aBUCUMOCTU OT BEIPAXKEHHOCTU U IPOLOJIKUTEIbHOCTHU
UHOYIUPOBaAHHOU HEUTPOIEHUU.

ITauueHmul nos#cu1020 803paAcma.

ITo3y HeoOxoouMO IoaOupaTh B 3aBUCUMOCTHU OT COCTOSTHUS (PYHKIIMU ITOYEK (CM.
Huxe).

HCIU,UQHmbl C No4Yye4yHoli He0oCMamouyHOCMbHo.

®yKOHa30/I BRIBOOUTCS MPEUMYIIIECTBEHHO C MOYOM B HEM3MEHEHHOTO0 Buae. [1pu
pPa3oBOM IMPUMEHEHUUN KOPPEKTUPOBATh 03y (pJIiykoHa3osa He TpebyeTcs. [TarimeHTaM
(BKyIIOYas meTel) ¢ HapylleHueM QYHKINYU ITI0YeK IIPU He0OXOOUMOCTHU
MHOTOKPATHOT'O IIPUMEHEHU S ITpellapaTa B IIePBHIM OeHb JIeUeHUS CJIefyeT IPUMEHSTh
Ha4asbHYI0 003y 50-400 MI B 3aBUCUMOCTH OT TepalleBTUYEeCKUX IT0Ka3aHuu. Ilocie
9TOT0 CYyTOYHYIO OO3Y (B 3aBUCUMOCTH OT ITOKa3aH) CJIedyeT PaCCUUThLIBATh B
COTJIaCOBAaHUU C HUXKECJIeOyiomeM Tabmulie:

KnupeHc kpeaTuHuHa (MJI/MH) [IponieHT OT PEKOMEHyeMOU HO3bL
> 50 100 %
< 50 (0e3 muanmu3a) 50 %
Perynsipubil guanus 100 % mocne KaxKooro guaian3a

[TanimeHTH], HaxOoOdIMeCsa Ha PeryIsaspHOM Ouau3e, OOJIXKHEL nony4datsk 100%
peKoMeHOyeMOM 03kl OCJie KaXKA0ro Auanu3a. B meHb, Korga guanu3 He
ITPOBOAUTCS, TTAllMEHT [OJI2KEH MOIy4aTh A03y, OTKOPPEKTUPOBAHHBIN B 3aBUCUMOCTHU
OT KJIMPEeHCa KpeaTUHUHA.

ITauueHmvl ¢ HapyweHuem GyHKUUU neyeHu.

®IyKOHA30J1 CIIelyeT IPUMEHSTh C OCTOPOXKHOCTLIO MAllieHTaM C HapYIIeHUIMHU
GyHKIIMY TeYeHu, ITOCKOJIbKY HH(pOopMaIuu 110 MpuMeHeHH0 (GIyKOHa30J1a 3TOH
KaTeropuu IalleHTOB HEeJOCTAaTOYHO.

HeTn



[TpuMeHsATH Ipenapat B ¢opMe TabOJIETOK JaHHOM KAaTerOpuH IallieHTOB MOXKHO
TOTAa, KOrfa OeTHu CIIoCOOHBI 6€30IacHO MMPOTJIOTUTE TabJIeTKy, 0OBIYHO BO3MOIKHO B
BO3pacTe OT b JIeT.

Ilepego3upoBKa

Cumnmombl: TalIIOIUHAIIUN U ITapaHOUOaJIbHOE IIOBEJEHHUE.

JleueHue cuMIITOMaTU4eCKoe (B TOM 4YHCJie IPOMEBIBaHUE XKeJlygKa U
nonmepzkuBamwlinas Tepanusi). ®IIyKOHA30JI BEIBOOUTCS B OCHOBHOM C MOYO0U, IO3TOMY
dbopcupoBaHHLIN OUYypPE3 MOXKET YCKOPUTH BEIBeeHUe ITpenapaTa. CeaHc
remMopuann3a IPOOOJIKUTEIbHOCTHIO 3 Yaca CHUXKaeT YPOBeHb (hJIyKOHa30JIa B IIjla3Me
KpoBu Ha 50%.

ITo6o4YHbIE peaKIIuu

Co cmopoHbl cucmembl Kpo8u U AuMpamu4eckol cucmembl: aHEMHUS, arPaHyJI0IIUTO3,
JIEMKOIIeHU ST, HEUTPOIIEHUsI, TPOMOOIIUTOIIEHUS.

Co CMOPOHDbI UMMyHHOﬂ cucmembul: aHa(I)I/IJ'IaKCI/IH.

Memaboauveckue u aauMeHmapHbvle paccmpolicmed: CHUKEHHUe alleTUuTa,
TUIIEePTPUTIAIEPULEMHUSI, TUIIEPX0JIECTePUHEMUSI, TUIIOKaTHEeMHUSI.

Ilcuxuyeckue HapyweHuA: 0eCcCOHHUIIA, COHJINBOCTh.

Co cmopoHbl HepP8HOU cucmeMmbl: TOJI0OBHAs 00JIb, CyOIOPOTH, TOJIOBOKPYKEHHe,
rapecTe3uu, HapyllleHusI BKyca, TpeMop.

Co CMOPOHbBI OpP2aHOB Ccayxa u eecmu6yﬂﬂpHoao annapamdad: BEpPTHUTO.

Co cmopoHbl ceplua: TTapoKcu3MaribHas XKeIyado4YKoBasd TaXUKapAusa TUMA «IUPYIT»,
yonuHeHue nHTepBana QT.

Co cmopoHbl J#ce1y00UYHO-KUWeuyHo20 mpakma: 60/Ib B JKUBOTE, UApPEsi, TOIITHOTA,
PBOTA, 3aI0p, JUCIIEIICHSI, METEOPU3M, CYXOCTh BO PTY.

I'enamobusauapHoll cucmeMbl: TIOBHIIIEHNE YPOBHS allaHMHaMUHOTPaHchepass! (AJIT),
acnapratamuHoTpaHcdepassl (ACT), menounou ¢pocdarasrl, xomecras, KeuTyxa,
TIOBHIIIIEHNE YPOBHS OMIUpyOrHa, TedeHOYHasd HeJOCTaTOYHOCTD,
rernaToUesUIIOJIAPHEIN HEKPO3, FellaTUTHh], FellaToOLe UTIOIIPHOU [TOPaXKeHUs.

Co CmOpOHbI KOXHCU U NOOKONHCHOU MKAHU: CBIIIb, 3yHd, MEOUKAMEHTO3HBIA OepMaTUT
(BkITIO4asi GUKCUPOBAHHBIN MeIUKAaMEHTO3HbBIN JepMaTHUT), KpaIlliBHUIIA, ITOBLIIIIEHHOE
IIOTOOTAENIEHNE, TOKCUUYECKUH SITUAePMalbHBINM HEKPOJnu3, cuHOpoM CTHUBEHCa-



II2)KOHCOHAa, OCTPBIY I'eHepaiu30BaHHEIM 9K3aHTEMATO3HEIU IIYCTYJIEe3,
9KC(ONMMaTUBHEIN OepMaTUT, aHTUOHEBPOTUYECKUU OTEK, OTEK JIMIla, aJIONEenus.

Co cmopoHbI ONOPHO-08U2dMEAbHO20 ANNApama u coeduHumeabHolU MKAaHU:
MHUAJITHS.

O6LU,U€ HaApyweHusAa u pedkuuu e mecme 88edeHUs1: TIOBBIIIIEHHAasT YTOMIIAEMOCTD,
HegoMOraHuUe, aCTeHUs I, JINXOpadKad.

IHemu.

YacToTa U XxapakKTep MOO0YHBIX peaKIIui U OTKJIOHEHUM OT HOPMbI Pe3yIbTaTOB
nabopaTOPHBEIX aHAJIU30B y AeTel, KpOMe TeHUTaJIbHOTO KaHON03a, COIIOCTaBUMEI C
TAKOBBIMU y B3POCJIBIX.

CpoOK rogHOCTH
3 roga.
YcinoBusi XxpaneHusi

XpaHUTh IIPU TeMIlepaType He Bhile 25 °C.

XpaHUTh B HEJOCTYIIHOM [JIs IeTel MecTe.
YnakoBka

ITo 4 TabneTku B 61uCcTEpPe B KAPTOHHOM yIIaKOBKeE.
Kareropus ormycka

ITo penenrty.

IIpousBoouTtennb

KYCYM XEJITXKEP IIBT JIT[.

MecTOHaxOXKIOeHHe IIPOMU3BOOHUTEJISA B €ro aapec MeCTa OCylleCTBIICEHHUSA
oesiTeJIbHOCTH

[TnoTt Ne M-3, Uunmop Cremen MkKoHOMUK 30yH, @eniz-11, [Ilutamnyp, mocratsk. [Ixap,
Mapxbsa [papgemn, ITun 454774, Uenus.

HcTouHMK HHCTPYKIIHHA



HNHCTPYKIIUS TeKapCTBEHHOTO CPeACTBa B3siTa U3 0QUIIMaTbHOT0 UCTOYHUKA —
['ocypapCTBEHHOT'O PeecTpa JIEKapCTBEHHBIX CPEACTB YKPaUHHI.
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