CocrTaB

Oeticmesyrwuwee geuecmaeo: fluconazole;
1 TabneTka comepkUT paykonazona 200 mr;

scnomMoz2ameibHble seuw,ecmaea: Kanblus ruapodocdart, KpaxMana KyKypy3HBIH,
KPEeMHUS OTUOKCHU[ KOJJIOUIHBIN, MarHus cTeapaT, HaTPpUsd KpaxMmasa (Tum A), HaTpus
naypuincynbdat, Metunmnaparuagpokcubensoat (E 218), mponunnaparuapokcrubeH3oaT
(E 216), Tanbk, Kkpacutenb [Torco 4R (E 124).

JIekapcTBeHHas1 GpopMa

TabneTku.

OcHoBHble (pu3uKOo-XuMuuyecKue ceolicmaa: IJII0CKue, KPyriiblie Ta0JIeTKX PO30BOTO
IIBETa C BKPAIJIEHUSIMHU, CO CKOIIIEHHEIMU KPasiMHU, C JINHUEH pa3jioMa C OJHOH
CTOPOHEI U T'JIaJIKKEe C OPYIrOH.

dapMakoTepaneBTHYECKasi Ipynmna

[TpoTuBOTrPUOKOBLIE CPEACTBA OJISI CUCTEMHOT0O MIpUMeHeHus. [Ipou3BogHbIe TpHUA30JIa.
Kopg ATX JO2A CO1.

®dapMaKOAMHaAMHUKa

MexaHU3M OEHCTBUS.

®TyKOHA3011 SIBISIETCS IPOTUBOTPUOKOBEIM CPENCTBOM KJjlacCca TPUA30JIOB.
[TepBUYHBEIM MEeXaHU3MOM €ro OeNCTBUS SIBISIETCS MoaaBieHue rpubkosoro 14-anbda-
JIAaHOCTEPOJI-AeMEeTUINPOBaHUS, OIIOCPEAOBAaHHOTO IUTOXpoMoM P450, uTo aBisgeTcs
HeOThbeMJIEMBIM 3TalloM OMOCHMHTE3a rPUOKOBOT0 3procrepona. AKKyMmynsauus 14-
anbda-MeTUI-CTEPOJIOB KOPPEJIUPYET C ITOCIEAYIOIIel IIOTeEPEN 3procTeposia
MeMOpaHOM rpuOKOBOM KJIETKH U MOKET OTBeYaTh 3a IIPOTUBOIrPUOKOBOM
AKTUBHOCTHIO pryKoHa30s1a. OIIYKOHA30JI SIBJIIeTCs 00Jiee CeJIeKTUBHLIM K I'PUOKOBLIM
bepmenToB nuToxpoma P450, yeM K pa3nuyHBIM cucTeMaM (epMEeHTOB LIMTOXpOMa
P450 MinexonuTaroImnx.

[TpumeHenue prykoHa3osa B go3e 50 MI B CyTKU B TedeHUe 28 mHeU He BIUSET Ha
YPOBEHb TECTOCTEPOHA B IIJIa3Me KPOBU Y My2KYMH U/IU Ha YPOBEHb 9HOOTEHHBIX
CTEPOUOOB y XKEHIIIUH PEeNPOAYKTUBHOTO Bo3pacTa. ®iykKoHa30i B go3e 200-400 mr B
CYTKHU He NPOSBISIEeT KIIMHNYECKU 3HAYNMOTO BIIUSHUS Ha YPOBEHb 9HOOTE€HHBIX
crtepounoB unu orBeTa Ha ctumynsinio AKTT (AKTT) y 3mopoBeiX OOPOBOIBIIEB



MY2KCKOTO II0JIa.

HccnegoBaHre B3aUMOAENCTBUSA C @HTUIIMPUHOM IPOAEMOHCTPUPOBAIIO, YTO
npuMeHeHue 50 Mr ¢pyKoHa30j1a pa30BO UJIUM MHOTOKPaTHO He BIUSET Ha
MeTabo0JIM3M aHTUIIUPHUHA.

Yyscmaeume1bHOCMb in Vvitro.

®yKoHA3051 in Vitro meMOHCTPUPYET IIPOTHBOTPHUOKOBOM aKTUBHOCTHIO B OTHOIIIEHUH
BuOoB Candida Hanboee 4acTo BcTpedaromuxcs (Bkimodas C. albicans, C.
parapsilosis, C. tropicalis). C. glabrata peMOHCTpUPYET IINPOKUMN OUama30H
YyBCTBUTEJIBHOCTU K (PIIYKOHA30J1y, Torga Kak C. krusei eCTb K HEMY PE3UCTEHTHOMU.

Takxke (IyKOHA30II in vitro feMOHCTPUPYEeT aKTUBHOCTh KakK npoTuB Cryptococcus
neoformans u Cryptococcus gattii, Tak ¥ IPOTUB SHOEMUYHBIX IIJIECHEBLIX TPUOOB
Blastomices dermatitidis, Coccidioides immitis, Histoplasma capsulatum n
Paracoccidioides brasiliensis.

Bzaumocgsa3b papmakokuHemu4yeckux u papmMakoOuHaMu4eckux ceolicms.

CormacHO pe3yJbTaTaM UCCJIEJOBAaHUU Ha XKMBOTHBIX, CYILIECTBYET KOPPETALUI
Mmexnay MIIK u 3¢pdpeKTUBHOCTHIO ITPOTUB 3KCIIEPUMEHTAaJIbHBIX MOfieJieli MUKO30B,
BhI3BaHHBIX BugamMu Candida. CoryiacHO pe3yibTaTaM KJIMHUYECKUX UCCIIeNOBaHUY,
CyIIeCTByeT JIMHelNHas 3aBucuMoCTh Mexkay AUC u mo3ou paykoHa3osna (mpuMepHo 1:
1). Takzke cyIiiecTByeT IIpsiMasi, HO HeocTaTo4Hasa CBsaA3b Mexkay AUC unm go30u U
[IOJIOZKUTEJIbHOU KJIMHNYECKOU OTBETOM Ha JIeueHVe OpaJIbHOI0 KaHOuIo3a U B
MEHbIIIEN CTENEeHH - KaHOAUAeMUU. AHAJIOTUYHO JIedeHUsI NHQPEKIINM, BEI3BaHHBIX
IITaMMaMH, K KOTOPHIM (QIIYKOHA30JI AEMOHCTPUPYET BEICOKYI0 MIIK, meHee
YOOBJIETBOPUTEJILHBIM.

MexaHu3M PE3UCTEHTHOCTH.

MuxkpoopranusMsl poga Candida 0eMOHCTPUPYIOT MHOTOUYHCJIEHHBIE MEXaHNU3MBbI
PE3UCTEHTHOCTHU K a30JIbHBIM IPOTUBOTPUOKOBEIX CPelcTB. PIyKOHAa30II
OEeMOHCTPUPYET BEICOKYI0 MIIK mpoTuB miTaMMOB I'prO0OB, KOTOPhIE UMEIOT OOUH UJIU
0oJjiee MeXaHMU3MOB PE3UCTEHTHOCTH, YTO OTPHUILIATENIbHO BIUSET Ha 9(PPEeKTUBHOCTS in
ViVo U B KIIMHUYECKOM IMpakTuKe. Coo0Iamoch 0 CiydasiX pa3BUTHUS CyIlepUHMEKIINH,
BeI3BaHHOU Candida spp., opyrumu 4eMm C. Albicans BugaMu, 4aCTO HEYyBCTBUTEJILHEL
K (pnykoHa3zony (HanpuMmep Candida krusei). 17151 iedeHUsI TaKUX CIIy4aeB CIeayeT
MIPUMEHSTH allbTePHATUBHLIE IIPOTUBOTPUOKOBLIE CPEACTRA.

®dapMaKOKHHETHKA



dapMaKOKMHETHUYEeCKHUe CBOMCTBaA (PpIyKoHa30Js1a Mogo0Hb IPY BHYTPUBEHHOM U
IepopajgbHOM ITPUMEHEHUH.

AGcopOIIHs.

®dnyKoHa30J1 XOPOIII0 BCaChIBAaeTCS IIPU IepopajibHOM IIPUMEHEHUHU, a YPOBEHbD
ImpelapaTa B IJTa3Me KPOBU U CHCTEMHas OMOOOCTYIIHOCTh NpeBhIIaioT 90% ypoBHS
(bnmykoHa3o05a B mj1a3Me KPOBH, YTO HOCTUTAETCS IPU BBEOEHUH IIpelapara.
OpmHOBpEMEHHBIM IPUEM ITHINY He BIUSET Ha BCcaChiBaHME IIpenapaTa IIPu ero
IIepopanbHOM IIpUMeHeHUU. MaKcuMaribHasd KOHIIEHTPaIUs B I1a3Me KPOBU
mocturaetcs depes 0,5-1,5 gaca nocre nmpueMa npenaparta. KoHIleHTpanus B I1jila3mMe
KPOBU IIpONOpIHOHaIbHa g03€e. PaBHOBEeCHas KOHIIeHTpalus Ha ypoBHe 90%
OOCTUTaeTCs Ha BTOPOU OEHb JIeUeHHUS IIPU NPUMEeHEeHUH B ITIEPBHIM JeHb HarPy304YHOU
OO3HI BIBOE MPEeBHIIIaeT OOBIYHYIO CYTOYHYIO JO3Y.

Pacnipegenenue.

O0BeM pacrpepesieHtss IPUMePHO paBHa 00IIeMy CcoepKaHWI0 BOOLI B OPTaHU3MeE.
Casi3bIBaHUue ¢ OejIKaMH I1J1a3MBl KpoBU HU3Koe (11-12%).

®dyKOHa30JI XOPOILIO IPOHUKAET BO BCE UCCIeAyeMble JKUOKOCTU OpraHu3Ma. Y pOBEHb
dbyKoHa3o0sa B CIIOHE U MOKPOTe Mogo0eH KOHIIEHTPAllMM IIpelapaTta B IJla3Me
KpOBHU. Y OOJIBHEIX TPUOKOBEIM MEHUHTUTOM YPOBEeHb (PJIYKOHA30J1a B CIIMHHOMO3T OBOM
KUakKoctu gocturaet 80% KOHIIEeHTpalLuu B IIJIa3Me KPOBHU.

Bricokue KOHIIeHTpanuu (pIyKoHa30Jjla B KOXKe, IIPEeBHIIAIINe CBIBOPOTOYHEIE,
OOCTUTAIOTCA B POTOBOM CJIO€, Snujepmuce, gepMme u nore. Oj1yKoHa30I1
HaKalJuBaeTCs B poroBoM cjioe. [Ipu npuMmeneHuu B go3e 50 mr 1 pa3 B CyTKU
KOHIIeHTpauusa ¢pyKoHa3oia mocie 12 mHel nedeHUs cocTaBisina 73 MKI/T, a yepe3 7
OHEU II0CJie 3aBepIllIeHus JIedeHUsI KOHIIeHTpalus BCe ellle cocTasisna 5,8 MKr/r. [Ipu
npuMeHeHuu 003wl 150 Mr 1 pa3 B Hefesio KOHIIeHTpalus GpIyKoHa30sa Ha 7 JeHb
JIeYeHUus cocTaBisana 23,4 MKT/T 4yepe3 7 OHEU Nocjie IPUMEeHEHUS CIIeOYIONEed D03kl
KOHIIeHTpall1s BCe elle cocTasnsgana 7,1 MKr/r.

KonueHTpanusa ¢GiayKoHa30ja B HOTrTSX nmocye 4 MecsneB npuMeHeHus 150 mr 1 pa3s B
HepeJo coctaBnsinia 4,05 MKT/T B 3TOPOBBIX JOOPOBOBIIEB U 1,8 MKT/T Ipu
3abo0sieBaHUSAX HOTTEH; GJIIYKOHA30JI OIIpeerisijicss B oOpa3iax HOorTel yepes3 6
MeCSIIeB [10CJIe 3aBEePILIeHUSA Tepaluu.

MeTaboau3M.

®dnykoHa3on MeTaboMu3UpPyeTCss He3HAaUYUTENbHO. [Ip1 BBeJeHUU [N03bl, MEYEHOU
pPafroaKTUBHBEIMU U30TONaMHU, TOJIBKO 11% ¢pnyKoHa3051a BEIBOOAUTCS C MOYOMU B
“3MeHeHHOM Buge. ®IyKOHA30JI SIBJISETCS CeIeKTUBHBIM MHTUOUTOPOM N30hePMEHTOB



CYP2C9 u CYP3A4, a Takxke unruobutopom ¢pepmenrta 2C19.

BriBemeHue.

[Tepuop nonyBEIBeOeHU (pJIyKOHA30JIa U3 IJIa3Mbl KPOBU COCTaBisAeT 0K0J10 30 Jacos.
Bonbillas wacTh nmpemnapaTa BEIBOOUTCS ITo4YKaMu, ImpuiyeM 80% BBeOEeHHOU OO3EI
oOHapy2KHMBaeTCs B MOYe B HeM3MeHeHHOM Bupe. KnupeHc ¢iykoHa3omna
ITPOIIOPIIMOHAJIeH KIIMPEeHCY KpeaTUHUHA. LIUpKyIupyIoIux MeTaboIuToB He
00HapyXKeHO.

IInMuTenbHBIN TEePUOM IIOIYBLEIBEIEHUS IpelapaTa U3 IJIa3Mbl KDOBU TaeT
BO3MOKHOCTH Pa30BOT'0 IIPUMEHEHHUS ITperapaTa IpyU BaruHAJIbHOM KaHOUOO3€e, a
TaKXe MpUMeHeHNe ITperapaTta 1 pa3 B Hefeso IIpyu APYTUX ITOKa3aHUaX.

[ToyeyHass HEJOCTATOYHOCTb.

Y nmauyeHTOB C IOYEYHON HEOOCTaTOYHOCTHIO TSAXKEION CTeneHU (CKOPOCTh
KJIy00ouKOBOM punbTpaumu <20 MJI/MUH) IepUO[ IIOJIYBEIBEeOeHUs yBenuuuBaeTcs ¢ 30
4acoB 1o 98 wacos. [109TOMYy 3TOM KaTEerOpUH MMallieHTOB HeOOX0AMMO YMEHBIIUTD
no3y ¢praykoHa3zona. ®IyKoHA30J yaansaeTcs IIyTeM IreMOoauasmn3a, B MeHbIIel CTeIeHU
- IyTeM UHTpallepuToHealbHasa quanu3a. CeaHC remMoamnanuia IpPOaOJIKUTEIbHOCTHIO
3 4aca cHUXKaeT ypoBeHb (PIIYKOHa30J1a B j1a3Me KpoBu Ha 50%.

HN3meHeHUsT GapMaKOKMHETUKH Yy MMAllMEeHTOB II0XKHUJIOT0 BO3pacTa, OUeBUOHO, 3aBUCST
OT MMapaMeTpPoB QPYHKITUHU ITOYEK.

IToxa3zauus

JleueHue Takux 3aboyieBaHUM y B3POCIIbIX, KaK:

e KPUIITOKOKKOBHIM MEHUHTUT;

e KOKLIMOUOHULO3;

e HBa3UBHbIE KAHOUI03;

e KAQHOUIO03 CIU3UCTHIX 000JI0YEK, BKJTI0OYAsd KaHOU03 POTOTJIOTKY U KaHAUI03
NMUIlleBoa, KaHOAUOYPHUS, XPOHUUYECKUU KaHAUO03 KOXKHU U CIIM3UCTHIX 000I049€EK

e XPOHUYECKHM aTpopuuyecKrii KaHONUO03 (KaHOUO03, BEI3BAHHBINM MCIIOIh30BaHUEM
3yOHBIX ITPOTE30B), ITPU HE3DHEKTUBHOCTH MECTHBIX CTOMATOJIOTUYECKUX
TUTMEHUYECKUX CPECTB;

e BarvHaJIbHBIM KaHOUO03, OCTPHIY WU PELUOVBUPYIOIINY, KOTa MeCTHasd
Tepanus He YMEeCTHA;

e KAHAUIO3HBIM OajlaHUT, KOTHa MeCTHAas Tepallus He SBIJISeTCs 1ienecoo0pa3Ho;

e IepPMaTOMHUKO3HI, BKIII0Yasi MUKO3 CTOI, MUKO3 I''TaAKOM KOXKU, TaX0BOU
OepMaTOMUKO3, Pa3HOIBETHRIM JIMINIA U KaHOUOO3HbIe NHPEKIINU KOXKH, Koraa
IIOKa3aHO IPUMEHSITh CUCTEMHYIO TepaIuio,



° I[epMaTO(bI/ITHO OHHUXOMHKO3, KOT'Ha IIPUMEHEHNE JPYIuX JIEKapPCTBEHHLBIX CPENCTB
HE ABJIAETCA I_IeJ'IeCOO6pa3HBIM.

[TpodunakTrKa TakKux 3a00jieBaHUM y B3POCIILIX, KakK:

penmruoruB KPUIITOKOKKOBOTI'O MEHUHTUTA Y IIAllTMEHTOB C BEICOKKMM PHUCKOM €TI0
Pa3BUTHUI,

penuanuB KaHOUO03a POTOTIOTKY UITH MUIIleBoAa y manueHToB ¢ BUY ¢ BEICOKUM
PHUCKOM €r0 Pa3BUTHUS;

CHU2KEHHNEe YaCTOThl PelIUUBOB BarnHaIbHOT0 KaHaumo3a (4 unu 6ojee ciaydaen
B I'OJI)
npodunakTuKa KaHOAUAO03HBIX MHPEKIINHN y MallueHTOB C OJIUTEIbHON

HeﬁTpOHeHHefI (HaHpI/IMep Yy IMIallU€HTOB CO 3JIOKA4YE€CTBEHHBIMU 3a00J1eBaHUSIMU
KPOBH, KOTOPEIE ITOJTYHYAIOT XUMHUOTEPAIINUIO UJIN Y ITallUEHTOB IIPpHU
TPAHCIIJIAHTAIIUU T'€MOIIO3TUYECKHUX CTBOJIOBBIX KJIETOK).

emu.

[TpuMeHSATHL IpenapaTt B ¢opMe TabJIETOK JaHHOM KAaTEerOpHH IIaIllieHTOB MOXKHO
TOTHa, KOrfa JAeTu CIIOCOOHBI 6€30TIacHO IIPOTJIOTUTh TabIeTKy, 0OBIYHO BO3MOIKHO B
BO3pacTe OT 5 JerT.

d1r03aK IIPUMEHAIOT JeTAM OJId JIEHEeHHNd KaHOMO03ad CIIM3UCTHIX 000JI04eK (KaHJII/I)IOIS
POTOTI'JIOTKH, KaHONOO03 OUIleBOOa), MHBA3WBHBIX KaHOHUI030B, KPHUIITOKOKKOBOT' O
MEHHUHTHUTa U OJIA HpO(bI/IJIaKTI/IKI/I KaHOHUOO3HBIX I/IH(l)eKLIHfI Yy IIallMeHTOB CO
CHU2KEHHBIM UMMYHHUTETOM. HpenapaT MOZKHO ITPUMEHATH KaK IMOOOEP2KUBAIOIITYIO
TePaIIruio OJIsd IIPEOYIIPeXKIOCHUA peIUuIBa KPDUIITOKOKKOBOTO MEHUHTUTA Y meTeu c
BBICOKHYM PHUCKOM €I'O PA3BUTHUA.

Tepamnuio ®m03aK MOXKHO HaYMHATD [0 IMOTYYEHUS Pe3yIbTaTOB KYJIbTypPaIbHEIX U
OpyTuX 1abopaTOPHBIX UCCIIeAOBaHMUM; IIOC/E IOJIyYeHUs Pe3yIbTaToB
aHTMOaKTepHabHYI0 TePAIIUIo ClIelyeT CKOPPEKTUPOBATh COOTBETCTBYIOIIUM
oOpa3zomMm.

IIporuBONIOKa3aHUA

e ['MIIepYyBCTBUTENBHOCTD K (PIIYKOHA30JIy, APYTUX a30JIbHLIM COeOUHEHUN UITH K
11000M M3 BCIIOMOTaTEIbHBIX BEIllECTB Ipelapara.

e OOmHOBpEMEHHOE IpUMeHeHre (QIyKOHa30/Ia U TepdeHaanHa naueHTamM,
KOTOpPBIE TPUMEHSIOT (PJIyKOHA30JI MHOTOKpAaTHO B fmo3ax 400 Mr / CyT u BHIIIIE
(cormacHO pe3ynabTaTaM HCCIEOOBaHUsI B3aUMOIOENCTBUS MHOTOKPaTHOTO
IPUMEHEHUST).



e OmHOBPEMEHHOE IpUMeHeHNe (QIYKOHA30/Ia U APYTUX JTeKapCTBEHHBIX CPENCTB,
KOTOpbIe YOIUHSIOT nHTepBaa QT u MeTabonMu3upPyI0TCs C IMOMOIIbI0 (hepMeHTa
CYP3A4 (mampuMep u3anpupa, acTeMru30ja, INMO3Uga, XUHUONHA, aMUOdapoHa
U SPUTPOMHUIINHA).

B3auMoOaeHCTBHE C IPYTHMH JIEKapCTBEHHBLIMH CPEICTBAMH H IPpyrue BUAbI
B3aMMOIEeHUCTBUHA

ITpomusonoka3aHo 00HOBPEeMEeHHOe NpuMeHeHue pAYKOHA301d U HUMNCEeYKA3AHHbIX

/AeKdpCmeeHHbBIX cpe@cme.

Luzanpud. Coo06I111a1oCh 0 Pa3BUTUHU ITOOOUYHBIX PEAKIIUM CO CTOPOHEI Cep/lla, B TOM
4uCJie 0 MTapOKCHU3MaJIbHOM XKeJIyHOYKOBOM TaXUKaAPAUM THUIIA «IIUPY3T», Y MAIlUEeHTOB,
KOTOpPBLIE OOHOBPEMEHHO MPUMEHANN (PIIyKOHA30/ U Im3anpun. KoHTponupyeMmoe
HUCCIIefoBaHUe MIPOAEeMOHCTPUPOBAJIO, YTO OOHOBpeMeHHOe npuMeHeHue 200 Mr
¢dnykoHazona 1 pa3 B cyTku u 20 MT 1im3anpuga 4 pasa B CyTKU IPUBOOUIIO K
3HAYUTEJIbHOMY MOBLIIIIEHUIO YPOBHS LIM3allpua B IJlTa3Me KPOBU U YOJIMHEHUE
uHTepBana QT. OgHOBpeMeHHOe IpUMeHeHue (hIyKOHa30JjIa ¥ Iu3anpuaa
MIPOTHUBOMIOKa3aHo (CM. «[ITpOTHBOIIOKa3aHUSI»).

TeppeHaduH. V13-3a ciydaeB Pa3BUTHUS TAXKEJIbIX CEPOEYHBIX aPUTMUM, BEI3BAaHHBIX
yonuHeHneM nHTepBana QTc y maumeHToB, KOTOPbIE IPUMEHSIOT a30JIbHEIE
MIPOTUBOTPUOKOBHIE IEKAPCTBEHHBIE CPECTBA OMHOBPEMEHHO C TepheHaguHoM, ObIITH
MIPOBEIEHHl HCCIEeN0BaHusI B3aUMOIOENCTBUS 3TUX IIpenapaToB. B xome ogHOro
HUCCJIeqOBaHUs IIPU MpUMeHeHun PpIyKoHa3o0sa B go3e 200 Mr B CYyTKU He BHISIBJIEHO
yonuHeHue nHTepBana QTc. [Ipyroe ucciegoBaHre Npu IpuMeHeHUU (QIYKOHA30j1a B
po3ax 400 mr u 800 Mr B CyTKU IPOAEMOHCTPUPOBAJIO, YTO IIpUMEeHeHne (PIIyKOHa30Js1a
B mo3ax 400 MI B CyTKH UJIY BHIIIE 3HAYUTEJILHO MIOBHIIIIAET YPOBEHDb TepheHaauHa B
IJla3Me KPOBU IIPU OOHOBPEMEHHOM NMPUMEHEHUH 3THUX ITpernapaToB. COBMeCTHOE
npuMeHeHUre ¢pyKoHa3oma B mo3ax 400 Mr unm Beillle ¢ TepheHaguHOM
IPOTHUBONOKa3aHo (cM. «[IpoTuBOmOKa3aHus»). [Ipu npumeHeHnuu GpiIyKoHa30/a B
mo3ax Huxke 400 MT B CyTKM ODHOBPEMEHHO C TepheHaOguHOM CIIeayeT IPOBOOUTH
TIAaTeIbHBI MOHUTOPUHT COCTOSHUSA HallleHTa.

Acmemu3oa. CoBMeCTHOe IpuMeHeHue GJIYKOHA30/Ia U aCTeEMU30JIa MOXKET
YMEHBIIUTh KJINPEHC aCTeMH30JIa. BEI3BaHHOE 3THUM IIOBHIIIIEHHE KOHIIEHTPAITUH
aCcTeMM30JIa B MJjIa3Me KPOBU MOXKET IPUBECTH K yIInHeHuI0 nuTepBana QT u B
PeOKuX Caydasx - 40 IapOKCHU3MaJIbHOM XKeTyIOYKOBOU TaXUKAPOUU TUIIA «IHUPYIT».
OnHOBpeMeHHOe ITpuMeHeHne QIYKOHAa30Jla U aCTeMU30JIa IIPOTUBOIIOKAa3aHOo.

IMvmo3upn u xuHuauH. COBMECTHOe IIpuMeHeHue (GIyKoHa30J1a U MUMO3Ua UIn
XUHHAOUHA MOKET IPUBOOUTH K YTHETEHUIO MeTabonu3Ma MUMO3Uga UIU XUHUOUHA,



XOT$S1 COOTBETCTBYIOILIUX UCCIeNOBaHuM in vitro u in vivo He nipoBoguiu. [1oBuillieHre
KOHIIeHTPpAlM¥ NUMO3Ua UIU XUHUOWHA B [1Jla3Me KPOBU MOXKeT BEI3BaTh YOJIMHEHUE
uHTepBasna QT ¥ B peOKux ciaydasix IIPUBOOUTH K Pa3BUTUIO IaPOKCHU3MaIbHOU
KeJIyOOYKOBOM TaXMKapOUM TUIla «ITUPYST». OMHOBpEMEHHOE IPUMEHEHNE
(prykoHa3o0ma u nuMO3uaa UIN XUHUANHA IIPOTUBOIIOKA3aHOo.

IpumpomuuyuH. OGHOBPpEMEHHOE IIPUMEHEHNE 3PUTPOMUIIMHA U (DITyKOHA30J1a MOXKET
MIPUBOOUTH K MOBLIIIEHUIO PUCKA PAa3BUTUSI KapOUOTOKCUYHOCTH (YOJIUHEHHNE
nHTepBasna QT, mapoKcu3MaabHOU XKeJTyqOYKOBOM TaxUKapOUuU TUIA «IUPYIT») U, KakK
CIIe[ICTBUE, K BHE3aITHOM CepaedyHou cMepTu. [I[puMeHeHre KOMOMHAIIUN 3TUX
JIEKapCTBEHHBIX CPELOCTB IIPOTUBOIIOKA3aHO.

AmuodapoH. OgHOBpeEMEHHOE TPpUMeHeHre (PIyKOoHa30Jla C aMAOgapOHOM MOXKET
IIPUBECTU K YyTHETEHUIO MeTabom3Ma aMmuogapoHa. HaGmmomasncst cBsi3b MEXIY
IIpUMeHeHreM aMuoapoHa U yajnuHeHueM uaTepBaia QT. OgHoBpeMeHHOe
npuMeHeHre (PIyKOHa30Jla U aMrogapoHa IPOTUBOIIOKa3aHo (CM.
«[TpoTuBOIOKa3aHUSI»).

He pekomeHOyemcsi 00HOB8peMeHHOoe NpuMeHeHue GaYyKOHA301d U HUMCEYKA3AHHbIX

JAeKdpCmeeHHbLIX cpedcme.

I'anogpanmpuH. ®TyKOHA30J1 MOKET BEI3BATh ITOBHIIIIEHNE KOHIIEHTPAIUU
raiodaHTpUHA B IJlTa3dMe KPoBHU 3a cueT yrueTeHuss CYP3A4. OgHOBpeMeHHOE
IIpUMEHEHMEe 3TUX JIEKAPCTBEHHBIX CPEACTB MOXKET IIPUBOAUTD K IIOBLILIEHUIO PUCKa
pPas3BUTHUSA KapOUOTOKCUYHOCTH (yanmHeHue naTepBana QT, mapokcu3ManbHas
XKeJIyOo4yKOoBas TaxUuKapOus TUIla «IIUPYIT») U, KaK CJIeACTBUE, K BHE3allHOUN
cepmeuyHoi cMepTHu. CrnenyeTt usberath NpuMeHeH!sI KOMOMHAIIUY TaHHBIX
JIEKapCTBEHHBIX CPENCTB.

CosMecmHoe npumeHeHue (YKOHA3044 U HUMCEYKA3AHHbIX /1eKAPCMBEHHblX

cpedcme mpebyem 0CMopPoOICHOCMU U KOPpPEeKuUU 003bl.

BausaHue Opyaux sekapcmeeHHblx cpedcme HA (pa1YKOHA301.

HccaedosaHue B3auMOIeHCTBUS IIPOIEMOHCTPUPOBAJIN, YTO IIepOopaIbHOe
mpuMeHeHHue QIyKoHa30jla OQHOBPEMEHHO C eoH, IPpHeMOoM IIUMeTHOWHA, aHTaIlug0B
WJIM TIOCJIeOYIONIUM 00JIyYeHreM BCero Teja I IIepecagky KOCTHOTO MO3Ta He uMeeT
KJIMHUYECKU 3HAUYMMOTI'0 BIUSHUSA Ha abcopOiuio piykoHa3ona.

PugamnuuuH. OgHOBpEMEHHOE TpUMeHeHUe PIyKOoHa30Ja U pudpaMOuuHa
npuBonuio K curxkeHuto AUC Ha 25% u cokpalllaeT nepuo[ MolyBbIBEOEeHUST
¢dnykonazona Ha 20%. [ToaTomy [Ojid manueHTOB, IPUHUMAIOIINX pPU(PaMIUINH,
ClIeoyeT pacCMOTPETD 11eJIecO0O0Pa3HOCTh MTOBHIIIEHUS 03k (IIyKOHA30I1a.



I'udpoxsaopmuasud. B uccnemoBanum papMaKOKMHETUYECKOTO B3aUMOOENCTBUS
OOHOBPEMEHHOE MHOTOKpPaTHOEe NPUMeHeHNe TUAPOXJIOPOTHa3uaa Y 3qOPOBBIX
noOpOBOJIBIIEB, TTOTy4YaBIINX (IIyKOHA30J1, IIOBBIIIAI0O KOHIIEHTPaIuio (hJIyKOHa30J1a B
miaa3me KpoBu Ha 40%. Takue rmapaMeTphl B3aUMOAEUCTBUS He TPeOyIOT U3MEeHEeHUH B
pexxumMe Oo3UpoBaHMuA (pJIyKoHa30Ja y MallieHTOB, KOTOPhElE OOHOBPEMEHHO ITOTy4aioT
MOYETOHHBIE CPEJICTBA.

BausiHue ¢paykoHazona Ha Opyaue 1eKkapcmeeHHble cpedcmaed.

®nyKoHa3011 ABASIETCS MOUITHBEIM MHTruouTopoM pepmenTta 2C9 mutoxpoma P450 (CYP)
u yMmepeHHBIM uHruoutopom CYP3A4. ®nykoHa3on saBiaseTcsa uaruouropom 2C19. B
OOMOJIHeHUe K HabmogaeMbIM / JOKyMEeHTaIbHO ITOATBEPKAEHHBIX B3aUMOOEUCTBUMH,
ONMKMCAaHHBIX HHUXKE, ITPY OOHOBPEMEHHOM IIPUMEeHEeHUHU C (pJIyKOHA30JI0M CYIIIEeCTBYET
PHCK MOBHIIIEHUS B IIJla3Me KPOBU KOHIIEHTPAIUU APYTUX COeOUHEHUM, KOTOPhIe
MmeTabonusupyiorcsa CYP2C9, CYP2C19 u CYP3A4. [TosToMy IPUMEHSTh TaKue
KOMOMHaIIMM IIperapaToB CIeOyeT C OCTOPOXKHOCTHIO; IIPU 3TOM HEOOXOOUMO
THIaTEIbHO HaOII0OaTh 3a COCTOSHUEM ITallueHTOB. YTHeTaloIlllee NelCTBUE
dbyKoHa3o0sa Ha pepMeHTHI COXpaHsIeTCs B TeueHue 4-5 CyTOK IocJjie ero
IIPUMEHEHUS B CBA3U C €r0 OJIUTEJIbHBIM II€PUOLOM IIOJIYBBIBEIEHUS.

AnvpenmaHusaom. B ciiydae OMHOBPEMEHHOTO IPUMEHEHUS albpeHTaHUa B 1o3e 20
MKT / KT 1 ¢yIyKoHa30i1a B go3e 400 Mr 3mopoBEIM J0OPOBOJIbIIaM HabJII0qanoch
nBykpaTHoe yBenudeHue AUC10, Bo3MOKHO, u3-3a nuHrubuponauus CYP3A4. Moxert
noTpeboBaThCI KOPPEKTUPOBKA A03HI allb(peHTaHUa.

AmumpunmuauH, HopmpunmuauH. OIyKOHA30J YCUJINBAET OeUCTBUE
aMUTPUNTUINHA U HOPTPUNTUINHA. PEKOMEHOyeTCS U3MePSITh KOHIIEHTPAIIuU 5-
HOPTPUNTUIUHOM U / MU S-aMUTPUIITUJIMHA B Hadajie KOMOMHUPOBAHHOMN Tepaluu u
yepe3 1 Hepeno. B ciiyyae He0OXOAMMOCTH ClIeQyeT OTKOPPEKTUPOBATH AO3Y
aMUTPUIITUINHA /| HOPTPUIITUIINHOM.

AmpomepuyuH B. OnpHOBpeMeHHOEe IpUuMeHeHKe (QIyKoHa30ja U aMmdoTepuiiuia B
MHQUIIMPOBaHHBIM MbIIIIaM C HOPpMaJIbHBIM UMMYHUTETOM ¥ UHOUIIMPOBAaHHLIM
MBIIIIaM C HOHU2KEHHBIM UMMYHUTETOM Jajio CIeOyIollne pe3yIbTaThl: C aggUuTHUBHBIN
MMPOTUBOTPUOKOBLIM 3hGdeEKT npu cucteMHol nadekiuu C. albicans, orcyTcTBUE
B3aMMO[ENCTBUS ITPU BHyTpHuUepenHou nHdekruuu Cryptococcus neoformans u
aHTAaroHMU3M [BYX IIpemnapaToB IIpu cucTeMHoOu nH@pekuuu Aspergillus fumigatus.
KnuHn4yeckoe 3HaYeHMe Pe3yIbTaTOB, ITOJIYYEeHHBIX B XOO€ 3TUX UCCIEI0BaHUMH,
HEU3BECTHO.

AHmuxkoaeayaaHmosl. Kak u Ipu IpUMeHEeHUH OPYTUX a30JIbHLIM ITPOTUBOTPUOKOBBIX
CpenCcTB IIPU OMHOBPEMEHHOM MpuMeHeHuu (GIyKoHa30j1a ¥ BapdapuHa cooOIIamochk O
Cydasx pa3BUTHS KPOBOTEUYEHHUH (IreMaTOMBI, HOCOBOT'O KPOBOTEUEHHUS, XKEJTyOOYHO-



KHUIIIEYHBLIX KPOBOTEYEHUM, TeMaTypPUU U MEJIeHBI) B COUYEeTAaHUHU C YOJIMHEHUEM
MIPOTPOMOMHOBOTO BpeMeHHU. [Ipu oqHOBpeMeHHOM NpuMeHeHuu (pJIyKoHa3oJjia u
BapdapuHa HabJII0ganoCch AByKpPaTHOE OBHIIIIEHNE TIPOTPOMOUHOBOTO BPEMEHH,
BEPOSITHO, BCIIENCTBUE yrHeTeHUs MeTabonu3Ma BapdapuHa uepe3 CYP2C9. Cnenyert
TIIaTeJIbHO KOHTPOJIMPOBATh ITPOTPOMOMHOBOE BPEMS V ITallMeHTOB, OOHOBPEMEHHO
IPUHUMAIOIINX aHTUKOATy/ITHTE KYMapruHOBOTO UJIU MHOAHEOUOH. MoxXeT
MoTPeboBaTLCS KOPPEKIIUS O3kl aHTUKOATYJISTHTA.

ben3o0ua3zenuHbl KOpomKoz20 delicmaus, Hanpumep mMudal3oiam, mpua3oadM.
HasxHauyeHue (priykoHa30s1a N0OCje NepopalbHOr0 IPUMEHEHU MUa301aMa
IPUBOOWJIO K 3HAYUTEJIbHOMY ITOBBIILIEHNIO KOHIIEHTpalluu MUuga3ojgaMa U K YCUJIIEHUI0
IICUXOMOTOPHBIX 9pPekToB. OmHOBPEMEHHOE ITpuMeHeHre QryKoHa3osa B mo3e 200
MI' ¥ Mupa3o0JjiaMa B Jo3e 7,5 Mr mmepopajibHO NPUBOAMIIO K IOBHIIIeHU0 AUC u
Iepuona ImoJjlyBeIBeleHUs B 3,7 U 2,2 pa3a COOTBETCTBEHHO. [IpuMeHeHUue
(¢dnykonaszona B go3e 200 mr / cyT u 0,25 Mr TpmalojaMa IIepopajbHO IPHUBOOUIIO K
nosrilieHno AUC u nepuoga IIOJIyBLIBeJeHUs Tpua3oiaMa B 4,4 u 2,3 pasa
COOTBETCTBEHHO. [Ipu 0OmHOBpEeMEeHHOM IIPpUMeHEeHUHU (PJIyKOHa30Jla U Tpuasojgama
HabJII01aI0Ch ITOTEHIIMPOBAaHME U IIPOJIoHTalus 3¢ GHEKTOB TprualojiaMa.

Ecnu manueHTy, KOTOPHIM IPOXOOUT KypC JiIeueHus: (IIyKOHa30JI0M, CIIeayeT
OOHOBPEMEHHO HAa3HAYUTH Tepamnuio 6eH30ara3enrnHaMu, JO3Y IIOCJIEIHUX CIIeyeT
YMEHBITUTh ¥ YCTAHOBUTH HaOJIeXKAIIU HaaA30p 3a COCTOSTHHEM MallieHTa.

KapbamazenuH. ®nyKoHa30J1 yrHeTaeT MeTabonu3M KapOaMa3elnrHa U BEI3EIBAET
TIOBHIIIIEHNE YPOBHS KapOaMa3enurHa B CHIBOPOTKe KpoBU Ha 30%. CyliecTByeT pUCK
Pa3BUTUS IIPOSIBJIEHUHM TOKCUYHOCTH CO CTOPOHBI KapOamMasenuHa. MoxkeT
moTpeboBaThCI KOPPEKTUPOBKA M03bI KapOaMa3enrHa B 3aBUCUMOCTH OT YPOBHS €T0
KOHIIEHTPAIINK U TeHCTBUS Ipelapara.

Bbaokamopul Kaavyuesvix KaHas108. HeKOTOphIe aHTarOHUCTHL Kanbliusd (HU(peouInH,
WCPAOuIINH, aMJIOOUNUH U ¢penonaunni) Metabonu3upyetcsa depmentom CYP3A4.
®nyKoHa30/1 MOTEHIIHAIbHO MOXKET TTOBBIIIIaTh CUCTEMHYIO 9KCITIO3UIINI0 OJI0KAaTOPOB
KaJIbIIMEBBIX KaHAJIOB. PEKOMeHOyeMbIU TIATENbHLIM MOHUTOPHUHT PA3BUTHUA
MOOOYHBIX PEAKIIUH.

Ilenexokcub. IIpu omHOBpeMeHHOM ITpuMeHeHUU ¢GiykKoHasona (200 Mr B CyTKHU) U
nenexkokcuda (200 mr) Cmax u AUC 1ienekokcuOda IIoBHIIIAIUCh Ha 68% u 134%
COOTBETCTBEHHO. [Ipy OMHOBpEMEHHOM IIPUMEHEHNHU leTeKoKcuba 1 GpryKoHa3ona
MOZKET IMOTPeboBaThCSI YMEHBIIIEHUE O3H 11eJIeKOKCcuba BOBOE.

Lukaopocgamud. OmHOBPEMEHHOE MPUMeEeHeHNe MUuKIodpochamMuga 1 GIyKoHa30Ia
ITPUBOOUT K ITOBHIIIIEHUIO YPOBHS OMNMUPYOHMHA U KpeaTUHUHA B CHIBOPOTKE KPOBU. ITU
ImperapaThl MOXKHO MMPUMEHSATH OOHOBPEMEHHO, YUUTHIBAsI PUCK ITOBBIIIIEHUS



KOHIIeHTpaluuu OunmupyorHa ¥ KpeaTUHUHA B CHIBOPOTKE KPOBHU.

®eHmaHu. Coobi1rtanochk 00 OOHOM JIeTaIbHOM ClIydae MHTOKCUKAIUU (eHTaHUIIOM
BCJIECTBME BO3MOKHOI'O B3aUMOOEeUCTBUS (heHTaHuIa u GpIyKoHas3ona. K Tomy ke, B
KMCCJIEJOBAaHNY C YYaCTHUEM 3OOPOBBIX JOOPOBOIBIIEB OBIIIO TOKA3aHO, YTO (hIIYKOHA30II
3HAYUTENLHO 3aMeIsail SNUMUHAINUI0 GeHTaHuma. [IoBeIIIIeHEe KOHIIEHTPalluu
dbeHTaHMIa MOXKET IIPUBECTH K YTHETEHUIO OBIXaHUsI, II0O3TOMY CJIeyeT TIIaTeILHO
KOHTPOJIMPOBATL COCTOSIHME TMallieHTa. MoXeT IMoTpeboBaThCs KOPPEKITUS TO3bI
berTanumna.

HHeubumopwl 'MI'-KoA-pedykma3ssi. CoBMECTHOE IpuMeHeHue GJIYKOHA30/1a U
uHrnoutopoB 'MI'-KoA-penykTassl, KoTophle MeTabonu3upyioTcsa CYP3A4
(aTopBacTaTHH ¥ CUMBACTaTUH), UTh UHruOUTOPOB 'MI'-KOA-penyKTassl, KOTOPhIE
MeTabonu3upywTcsa CYP2C9 (dhmayBacTaTHH), MOBHIIIAET PUCK PA3BUTUS MUOIIATHUU U
pabgomuonusa. B cnydae He0OXOOUMOCTH OJHOBPEMEHHOTO TPUMEHEHHUS 3TUX
IIpenapaToB cjiefyeT THlaTelIbHO HaOIogaTh 3a NallieHTOM OTHOCUTEJIBHO
BO3HUKHOBEHHUS CUMIITOMOB MUOIIATHUHM 1 PabmoMMOIN3a U IPOBOAUTh MOHUTOPUHT
ypoBHs K®K. B ciiydae IOBHILIEHNS YPOBHSI KpeaTUHKHUA3E], a TaKXKe I[IpU
OUArHOCTUPOBAHUU UJIM MOO3PEHUM Ha MUONATHIO / pabooMUONIN3 TPUMEHEHUST
nuHrn6uTopoB 'MI'-KOoA-penyKTassl ClIenyeT NPeKPATUTh.

HmmyHocynpeccopbl (Hanpumep UUuK/A0CNOPUH, 38€POAUMYC, CUPOAUMYC U
makpoaumyc).

IukaocnopuH. ®1yKOHA30J1 3HAUYUTEJIBHO ITOBHIIIAET KOHIIeHTpanuoo u AUC
LMKJIOCTIOpUHA. [Ipy ogHOBpeMEeHHOM NpUMeHeHuHu (prykoHa3osna B go3e 200 mr / cyT
Y ITUKJIOCIIOPWHA B Ho3e 2,7 Mr / Kr / cyT Habmomanock yBenuuenmne AUC
nuKJiocnopuHa B 1,8 pa3a. 9Ty npenapaThl MOXKHO IIPUMEHITH OODHOBPEMEHHO IIPU
YCJIOBUU YMEHBIIIEHUS 003kl IUKJIOCIIOPHUHA B 3aBUCUMOCTH OT €ro KOHIIeHTpalluu.

Jeepoaumyc. OIYKOHA30JI MOXKET IIOBHIIATh KOHIIEHTPAILUIO 9BEPOIUMYyCa B
CLIBOPOTKE KpPOBU IIyTeM HHruoupoBaHus CYP3A4.

Cupoaumyc. ®1yKOHa30JI MOBHIIAET KOHIIEHTPAaUD CUPOJINMYyCa B IIJla3Me KPOBH,
BEPOSITHO, IIYTEM NofaBieHus: MeTabonusmMa cuponumyca pepmertTom CYP3A4 u P-
TJIUKONIPOTEUH. JTHU IIpenapaThl MOXHO IPUMEHATH OOHOBPEMEHHO IIPU YCIIOBUU
KOPPEKTUPOBKU OO3BI CUPOJIMMYyCa B 3aBUCUMOCTHU OT YPOBHS KOHIIEHTPALIUU U

3¢ heKTOoB mpernapara.

Takpoaumyc. OIyKOHA30JI MOXKET IIOBHIIIATH KOHIIEHTPALMM TaKPOJIUMyca B
CBIBOPOTKE KPOBU [0 5 pa3 IIpU ero nepopajbHOM IIPUMEHEHUU U3-3a [IOAaBIeHUS
MeTabonu3Ma Takponumyca pepmenToMm CYP3A4 B kuimeuHnuke. [Ipy BHYTPUBEHHOM
MIPUMEHEHUH TaKpoJimMyca He HabJoaaoch 3HaYUTETbHBIX U3MEHEHUN



dbapmMakoKruHeTUKHU. [10BHIIIIEHHBIE YPOBHU TAaKPOIUMYCa aCCOLMUPYIOTCSI C
He(PPOTOKCUYHOCTHIO. [[03y TaKpoIuMyca IJis IepopabHOr0 IPUMEHEHUS CIIeayeT
CHUXKATh B 3aBUCUMOCTH OT KOHIIEHTPALIMHU TaKpPOJILMYyca.

JIozapmat. ®1yKOHa30J1 yrHeTaeT MeTab0JIM3M 103apTaHa K ero aKTUBHOTO
MeTabonuTa

(E-31 74), yTo 00ycoBauBaeT OOJIBIIYIO YaCTh aHTAarOHM3Ma K pelentopam
aHruoreHsuHa Il mpu npuMeHeHUU 103apTaHa. PEKOMeHOyeTCsa OCYILIeCTBIATH
IIOCTOSTHHEIM MOHUTOPUHI apTEpPUaIbHOIO JaBJIeHUs y IallueHTOB.

MemadoH. ®1yKOHA30JI MOXKET MIOBHIIIaTh KOHIIEHTPAIIUIO MeTaloHa B ChIBOPOTKE
KpoBu. [Ipu omHOBpeMEeHHOM IIPUMEHEHUU MeTafoHa U (GJIYKOHA30/1a MOXKET
MoTpeboBaThCSI KOPPEKTUPOBKA OO3LI METAAOHA.

HecmepouoOHble npomugogocnaaumenvHvle npenapamut (HIIBII). TIpn
OOHOBPEMEHHOM IIpuMeHeHuu ¢ ¢pnykoHasonoM Cmax u AUC ¢pnypoburnpodera
noBelanuck Ha 23% u 81% COOTBETCTBEHHO I10 CPaBHEHUIO C COOTBETCTBYIOIIUMU
IMOKa3aTesIMU IIPU IPUMEeHEeHUHU TOJIbKO ¢ypounpodeHa. AHAIOTUYHO IIPU
OOHOBPEMEHHOM IIpUMeHeHUuu pIyKoHa30ia ¢ paremMudeckum nbymnpoperom (400 mr)
Cmax u AUC ¢apMakoIoTHYeCKN aKTUBHOI'O n3oMepa S - (+) - ubynpodeHa
noBwImIanuch Ha 15% u 82% cOOTBETCTBEHHO IO CpaBHEHUIO C TAKMMU ITOKa3aTelsaIMU
IIPY IIPUMEHEHUU TOJILKO palleMUuYecKoro ubymnpodeHa.

®nyKoHa30/1 IOTEHIHAIbHO CIOCO0EH ITOBHIIIAThL CUCTEMHYIO 9KCIIO3UIINIO APYTUX
HIIBII, koTopsie MeTabonusupyiotrca CYP2C9 (Hanpumep HalpoKCeHa,
JIOPHOKCHKaMa, MeJIOKCMKaMa, JukKiodeHaka). PeKoMeHOyeTCsa IepuoagudecKu
OCYILIECTBJIITH MOHUTOPUHT ITOOOYHBIX PEAKIIUN ¥ TOKCUYECKUX POSIBIICHUH,
cBsizaHHbIX ¢ HIIBII. MoxkeT rmoTpe®oBaThCsi KOPPEeKTUPoBKa mo3sl HITBII.

®eHumouH. OITyKOHA30J1 yrHeTaeT MeTabonu3M ¢GeHUTOUHA B ITIeYEHMU.
OpmHOBpeMeHHOe MHOTOKpaTHOe npuMeHeHue 200 Mr ¢piaykoHasona u 250 Mr
(beHUTOMHA BHYTPUBEHHO IIPUBOAUT K NOBHIIeHUI0 AUC24 peruTonHa Ha 75% u C
min Ha 128%. [Ipu omMHOBPEMEHHOM IPUMEHEHUHU 3TUX JIEKAPCTBEHHLIX CPEJICTB
ciegyeT IIPOBOOUTH MOHUTOPUHT KOHIIEHTPAIlMM (PeHUTONHA B CBIBOPOTKE KPOBU BO
n3bexkaHue Pa3BUTHUS TOKCUYECKOTr0 NercTBUS (eHUTONHA.

IIpedHus3oH. CoobI1anock 0 ciydae, KOTrfla y malueHTa MocJjie TPaHCIIaHTalluu
IedyeHU Ha (HOHe NPUMEHEHUS IPeOJHU30Ha pa3BuiIach OCTpas HEZOCTaTOYHOCTh KOPHL
Ha[AIIOYEeYHUKOB, BO3HUKIIEHU [10CJIe IPeKpallleHusI TpPeXMeCIYHOr 0 Kypca Tepanuu
bnykonazonoMm. OTMeHHI (hIyKOHa30J1a, BEPOSITHO, BHI3BAJIO YCUJIEHHE aKTUBHOCTHU
CYP3A4, uTo mpuBEJIO K YCKOPeHUIO MeTabonu3Ma npegHu3oHa. CiaeayeT TIiaTeIbHO
CJIEOUTH 3a INallueHTaMU, KOTOPhle Ha IPOTIAXKEeHUU OJIIUTEJIbHOI'O BpeMeHU
OOHOBPEMEHHO IIPUMEHSIOT (JIYKOHA30J1 ¥ MPEOHU30H, C [EeJIbI0 IPeayIpexXaeHus



Pa3BUTHUS HEIOCTATOYHOCTHU KOPH HAAIIOYEYHUKOB IIOC/Ie OTMEHH (piTyKOHa301a.

PugabymuH. ®1yKoHaA30J1 MOBHIIIAET KOHIIEHTPaluio pudadyTrHa B CHIBOPOTKE
KpOBHU, UTO IpuBOauT K yBenuuenuio AUC pudabytura mo 80%. I[Tpu ogHOBpeMEeHHOM
npuMeHeHUU QIIyKOHa30J1a U pudabyTruHa cooOIIansoCch 0 Cliy4dasiX pa3BUTUS YBEUTA.
[Tpu mpuMeHEeHUU TaKO¥M KOMOMHALIMY JIEKAPCTBEHHBIX CPEACTB CIeAyeT YUUTHIBATh
CUMIITOMBI TOKCUYECKOTO elcTBUs pudadyTHuHa.

CaxkeuHasup. ®nykoHa3oi noseitaeT AUC u Cmax cakBUHaBUpPa NpuMepHOo Ha 50% u
55% COOTBETCTBEHHO M3-3a MOMaBJIeHUsT MeTaboInu3Ma CaKBUHaBUpPa B IeYeHU
depmenTom CYP3A4 u uepe3 uHruObupoBanue P-rmukonporerHa. BlauMomencTBus
MeXOy (pIyKOHa30JI0M U CaKBUHaBUPOM / PUTOHABUPOM He UCCJIefOBajii, IO3TOMY
OHHU MOTYT OBITH OOJIee BeIpazKeHHBIMU. MOKeT NoTpeboBaThCSA KOPPEKTUPOBKA OO3HI
CaKBHHaBHPa.

ITpou3soOHble cyabhoHUAMOYEeBUHbL. [Ipy OMHOBPEMEHHOM IIpUMeHEeHUU (PIIYKOHA3011
ITPOJIOHTUPYET IIEPUO]I ITOJTyBbIBEAEHU S ITePOPATbHBIX ITPOU3BOTHBIX
CcynbGOHHUIMOYEBUHEI (XJIOPIIPOaMuaa, rmudeHKIaMuma, TIUIIU3Uaa U TOJI0yTaMuIy)
ITPYU WX MPUMEHEHUH 300POBLIM TOOPOBOJIbIIaM. PEKOMEHIYEeTCSI MPOBOOUTD
PETYISIPHBIM KOHTPOIb YYPKY B KPOBU M COOTBETCTBYIOIIMM 00Pa30M CHUXKATh H03Y
ITPOU3BOIHBIX CYTb(POHUIMOUYEBHUHEI IPH OTHOBPEMEHHOM IIPUMEHEHUHU C
(bnykoHazomom.

TeouaauH. Tlpumenenue ¢piaykoHasosna no 200 Mr B TedyeHnue 14 gHel OPUBEIIO K
CHU2KEHWIO CPeJHEero KJIMpeHca TeopUusarHa B niaa3Me KpoBu Ha 18%. IlammeHTH,
KOTOpPBIE IIPUMEHSIOT TeO(PUIIIMH B BEICOKHUX H03aX MM UMEIOUINX ITOBLIIIEHHBIA PUCK
Pa3BUTHS TOKCUYECKUX MPOSBIIEHNN TeODUIIINHA 110 APYTUM IIPUYHUHAM, CIIEOyEeT
YCTaHOBUTH HaA30pP II0 BBEISIBIIEHUIO IIPU3HAKOB PA3BUTUSA TOKCUUECKOTO OEeUCTBUSI
TeopuInrHa. Tepanuio cieayeT U3MEHUTD IIPU IIOSIBIIEHNHN TPHU3HAKOB TOKCUYHOCTH.

Ankanoudvl 6bapeuHka. ®PITyKOHA30J1, BEPOSITHO, M3-3a nHruOupoBanuss CYP3A4, moxeT
BBLI3BIBATH ITOBHIIIEHNE KOHIIEHTPAIIUY aJIKaJIOuI0B OapBUHKA B IJTa3Me KPOBU
(HampuMep BUHKPHUCTHHA ¥ BUHOJIACTHUHA), YTO IPUBOOUT K PA3BUTHUIO
HENPOTOKCUUYECKUX 3(PPEKTOB.

Bumamun A. Coo011anoch, 4TO y IalueHTa, KOTOPLIM OOMHOBPEMEHHO IPUMEHSI
TPAHCPETUHOEBY KUCJIOTY (KHUCJIOTHas ¢popMa BUTaMuHa A) 1 (PIIyKOHA3071,
Habmofanuch MOOOYHEIE PeaKIIMK CO CTOPOHEI IIeHTPaIbHOM HepBHOM cucTteMbl (LIHC)
B (popMe IICeBOOTYMOP I'OJIOBHOT'O MO3Ta JaHHBIU 3P (PEKT ucye3 I10Cjie OTMEHHI
(pnykoHa3o0ma. 3TU 1eKapCTBEHHBIE CPEACTBA MOXKHO MPUMEHSATH OOHOBPEMEHHO, HO
cienyeT IIOMHUTH O PUCKe BO3HUKHOBEHUS ITOOOYHBIX peakiuii co ctopousl LIHC.



BopukoHa3oa (uHeubumop CYP2C9, 2C19 u CYP3A4). OgHOBpeMEHHOE ITPUMEHEHME
BOpPUKOHa30ja BHYTPh (1o 400 Mr Kaxawlie 12 gyacoB B TedyeHue 1 gHsi, 3atem 1mo 200
MTI Kaxkable 12 yacoB B TedeHue 2,5 gHs) U QiayKoHa3o0sa BHYTPb (400 Mr B IIepBHIA
meHb, 3aTeM 110 200 Mr Kaxknawie 24 4yaca B TeueHUe 4 gHel) IPUBEJIO K IIOBBIIIIEHUIO
MaKcuMalbHOU KOHIeHTpauuu u AUC BopuKoHa30a B cpegHeM a0 57% (90% IU:
20%, 107%) u 79% (90% OH: 40%, 128%) cooTBeTCTBEHHO. Hen3BeCTHO, IIPUBOOUT
CHHUZKEHNEe JO03Hl ¥ / UJIM YaCTOTH IIPUMEeHEeHUsI BOPUKOHa30/1a Ui (paykKoHa3osa K
yCTpaHeHUI0 TaKoro a¢gdekTa. [Ipu npuMeHeHUH BOPUKOHA30I1a Imocie GiayKoHa3osia
clenyeT IMTPOBOOUTDL HAOIOMEeHUS IO Pa3BUTHUIO MTOOOYHBIX 3((HEKTOB,
aCCOLIMUPOBAHHBIX C BOPUKOHA30JIOM.

3udosyduH. ®nykonason noBeiaeT C max u AUC 3ugoBynuHa Ha 84% u 74%
COOTBETCTBEHHO, UTO 00yCIIOBJIEHO CHUXKEHHUEM KIIMpPeHca 3UO0BYANHA IPUMEPHO Ha
45% 1ipu ero nepopajabHOM IIPpUMeHeHuU. [lepruop NoIyBEIBEOEeHUS 3UNOBYONHA ObII
TaKxXe MMPoaJieH npuMepHo Ha 128% mocre npuMeHeHusT KOMOUHaNUU QIyKoHa30sa u
3umoByAauHa. [lallMeHTHl, KOTOPhIE ITPUMEHSIOT TaKyi0 KOMOMHAIINIO JTeKapCTBEHHBIX
CPEe[nCTB, clienyeT HabJIofaTh II0 Pa3BUTUIO TOOOYHBIX PeaKIiii, CBI3aHHBIX C
IIPUMEeHEeHNEeM 3UAOByOIUHA. MOKHO PaCCMOTPETH 11e71€CO000Pa3HOCTh CHUXKEHUS MO3bI
3UOOByOUHA.

A3umpomuuyuH. [ITpyu OMHOBpEMEHHOM IIpUEMeE Pa30BOM IPUMEHEHUHN a3UTPOMUIIMHA U
(pnykonaszona B go3ax 1200 mr u 800 MI COOTBETCTBEHHO HUKAKNX 3HAYMMBIX
(bapMakoOKMHETUYECKUX B3aUMOOENCTBUM BHISIBIIEHO He ORIJIO.

ITepopaavHble KoHMpauyenmuaesl. [Ipu npuMeHeHUU (pIyKoHa30sa B mo3e 50 Mr
BJIMSTHUSI Ha YPOBEHb TOPMOHOB He OBIJIO, TOTHa KaK IIPH IIpUMeHeHuH (HIyKOHa30Jj1a B
mo3e 200 mr B cyTku Habmomanock yBenuuenue AUC saTuHHUISCTPaguosa Ha 40% u
JileBOHOprecrperna - Ha 24%. 9TO CBUOETEILCTBYET O TOM, YTO MHOTOKpPaTHOEe
npuMeHeHUe GpIIyKOHa30/Ila B YKa3aHHBIX J03aX BPSAM JIM MOXKET BIUATH Ha

9 HEeKTUBHOCTHh KOMOMHUPOBAHHOI'O II€POPAIbHOI0 KOHTPAlIEIITURA.

Heaxagpmop. OmHOBpEMEHHOE IIPUMEHEHNE C UBaKaGTOPOM, YCUITUTEIIEM
MYKOBHCITUO3HOTO TpaHCMeMOpaHHOro perynstopa npoBogumoctu (CFTR),

w

MIOBHIIIAJIO 9KCIIO3UIINI0 MBaKagpTOpy B 3 pasa, a TUAPOKcuMeTunuBakadprtopy (M1) -
1,9 paza. [l mauueHTOB, KOTOPElEe OMHOBPEMEHHO IPUMEHSIOT YMEPEHHEIE
uHruoutopsl CYP3A, Takue Kak QIyKOHaA30J1 U SPUTPOMULINH, PpEKOMEHOYETCS
CHUKEeHUe O03H mBakadTopy 0 150 Mr oguH pa3 B CYTKH.

OcobeHHOCTH IIPAMEHCHHA

Hepmamogumus. CormacHO pe3yjibTaTaM UCCIIeqOBaHUS (PIIyKOHAa30J1a a1 JIeYeHUS
nepMmaTtoputuu y geteu, GpIyKOHA30JI He IPeBHIIaeT rpu3eoyabBUH 10



9¢hGHEKTUBHOCTHU, U OOIIUM ITOKa3aTelnb 3G GEKTUBHOCTU COCTaBisieT MeHee 20%.
[TosTomy ®mi03aK He ClieoyeT NPUMEHATD OIS JIeUeHUsI OepMaTOQUTUH.

Kpunmoxokko3. [Joka3aTeabCTB 3¢p(HEeKTUBHOCTH (PIIyKOHA30J1a OJIS JTeYeHUsI
KPUIITOKOKKO3a APYTHUX JIOKATN3alui (HallpuMep JIETOYHOTO KPUIITOKOKKO3a U
KPUIITOKOKKO3a KOXKU) HEeOOCTaTOYHO, ITI03TOMY PEKOMEHOAINM 110 J030BOT0 pexXuMa
IJIs1 JIeYeHUsI TaKuX 3a00jieBaHUM HET.

I'rybokue sHOemMuuecKue Muko3wbl. [loka3aTenbCTB 3HEeKTUBHOCTU QIIYKOHA30JI1a IOJIst
JledyeHus Opyrux GopM sHOAEMHUYHBIX MHKO30B, TaKMX KaK IMapaKOKIHUOiONIOMIKO3,
TUCTOIIJIa3MO03 ¥ KOXKHO-TUM(paTUUYECKUN CIIOPOTPUX03, HEJOCTATOYHO, IIO3TOMY
PeEKOMeHOallu¥ 10 JO30BOT0 pexXuMa OJIs JIeYeHusT TakKuX 3a00oieBaHuil HeT.

IToueuHas cucmema. TTalueHTaM C HapyllleHueM (YHKIIMY II0YEeK IperapaT ciaeayeT
IIPUMEHSITH C OCTOPOXKHOCTHIO (cM. Pazmesnr «Cnoco6 mpruMeHeHus U TO3bI»).

HedocmamouHocmb Haono4yeyHuko8. KeTOKOHa30J1, KaK U3BECTHO, BLI3BIBAET
HEeIOOCTaTOYHOCTDb HAAIIOYEeYHUKOB, U 9TO TaK¥Ke MOXKET KacaThCs (PpIyKoHa30Js1a, XOTs
HabogaeTcs pegko. HemocTaToYHOCTh HAAIIOYEYHHKOB, CBsI3aHHAS C
OOHOBPEMEHHEIM JIeYeHHEeM IIPEeJHN30HOM, ONMCaHHAas B pa3fesie «BnusHue
dbryKoHa3osa Ha Opyrue JiIeKapCTBEHHBIE CPedCTBa».

I'enamobuauapHas cucmema. IlaumeHTaM Cc HapyuleHueM QYHKIIUU IIeYeHU npemapar
clegyeT NPUMEHSTh C OCTOPOXKHOCTEIO. [IpuMeneHre (priyKoHa30j1a aCCoUUpPOBaIoCh
C PEOKUMHU CIIy4YassMU Pa3BUTUA TAXKEJIOU rellaTOTOKCUYHOCTHU, BKIIIOYas JIeTalbHEIe
ClIy4dawu, TJIaBHBIM 00pa30M y HallMeHTOB C TSAXKeJIBIMA OCHOBHHIMU 3a0o0jieBaHUAMU. B
clly4ae, KOra pa3BUTHe rellaTOTOKCUYHOCTU aCCOLUUPOBAJICS C IPUMEHEHUEM
dbykKoHa30Js1a, He OTMEeYeHO ee IBHOM 3aBUCHUMOCTH OT 001Iel CyTOYHOM IO3HI,
OJINTEJIbHOCTU Tepaluu, 1oJjia UiIu Bo3pacTa maiueHTa. OOBIYHO relaTOTOKCUYHOCTD,
BBI3BaHHAas (IIYyKOHA30JI0M, oOpaTUMa, a ee IPOsBIEeHUS UCYe3aloT II0CTie
IIpeKpalleHus Tepaluu.

[TauueHTH], Y KOTOPBIX ITPY IIpUMEHEeHUU (HIyKoHa30s1a HabJiogaloTCsa OTKJIOHEHU ST
pe3ybTaToB QYHKIIMOHATBHBIX TTPO0 MeYeH!, CIIeayeT YCTAaHOBUThD TIIATEIIbHOE
HabJIofieHue 10 Pa3BUTHIO O0JIee TSKEJIOT0 MOopaXKeHUs IIeYeHU.

[TanmeHTOB cregyeT NPOUHOOPMUPOBATH O CUMIITOMAaX, KOTOPHIE MOTYT
CBULETEJILCTBOBATh O CEPhE3HOM BIUSHUU Ha MeYeHb (BhIpaXKeHHasl aCTeHUs,
aHOPEKCHUs, IOCTOsTHHAS TOLIHOTA, PBOTA UM XKeJTyXa). B TakoM ciyyae MpuUMeHEHU
bnykoHa3omna ciegyeT HeMeOJIeHHO ITPEKPATUTh U MPOKOHCYIbTUPOBATLCS C BPAaYOM.

CepdeuHo-cocyOoucmas cucmema. HeKoTophie a30Jbl, B TOM YUCJiEe U (PIIyKOHA3O0]I,
accouupyloTcs ¢ yonuHenueM untepBasna QT Ha IKI'. Coobmianochk 06 0YeHb PEAKUX
ciaydasix yonuHeHue uHTepBasna QT v mapoKCHU3MalIbHOU KeJTYOOYKOBOM TaXUKapouu



TUTIA «IIUPYIT» IIPHU IpUMeHeHuu ¢GIyKoHa3osa. Takue coolOIeHusT KacalliCh
MaleHTOB C TSAXKeIbIMU 3a00JIeBaHUSIMU IPU COUETaHUU MHOTHUX (haKTOPOB PUCKA,
TaKUX KaK CTPYKTypHbIe 3a001eBaHUs cepflla, HapyIIeHus 3JIEKTPOIUTHOrO oOMeHa U
OOHOBPEMEHHOE IIPUMEHEHUE APYTUX JIEKapCTBEHHBIX CPENCTB, BIUSIOUIUX Ha
uHTepBan Q-.

dmr03aK ciaegyeT C OCTOPOKHOCTHIO IPUMEHATH MallieHTaM C PUCKOM Pa3BUTHUS
aputmuii. OMHOBPEMEHHOE IIPUMEHEHME C JIEKaPCTBEHHBIMU CPEICTBaMU,
posToHTUPYIoT nHTepBan QTc u MmeTabonmu3upyioTcs ¢ momoiibio pepmenta CYP3A4
nutoxpoMma P450, npoTUBOIIOKa3aHo.

I'anogpanmpuH. T'anodaHTpuH saBasieTcsa cyoctpaTtoM pepmenTta CYP3A4 u
nposoHrupyeT nHTepBan QTc npu NpuMeHEHUN B PEKOMEHI0BaHHBIX
TepaleBTUUYeCKUX Ho3ax. OmMHOBpPeEMeHHOe IPUMeEHeHNe raogaHTpUuHa U
(pr1ykoHa30/1a HE PEKOMEHOYEeTCH.

Annepeuveckue peakuuu. ITpu npuMeHeHUu GIyKoHa30Ja pegKo cO00IIaaoCch O
Pa3BUTHUM TaKUX 9KC(HOIMATUBHBIX KOXKHBIX pPeakKiuli, CHkHOApoM CTuBeHcCa-[[2KOHCOHa U
TOKCUYECKUM 3muaepManbHblil HeKponu3s. [TanmeHTs co CITHIoM Gojiee CKIOHHEBI K
Pa3BUTHIO TSIKENBIX KOXKHBIX PeaKIluli MPU NPUMEHEHNN MHOTUX JI€KaPCTBEHHBIX
cpencTB. Ecnu y manueHTa C ITOBEPXHOCTHOM rpuOKOBOM MHGpEKINEH ITOSIBIISIIOTCS
BBICHITIAHUSI, YTO MOXKHO CBSI3aTh C IPUMeHeHHeM (IIyYKOHa30J1a, JajlbHeuIlee
IIpUMeHEeHMe IIpelaparTa cjieayeT npekpaTuThb. Eciu y nanueHTa ¢ MHBa3UBHOU /
CHUCTEMHOM I'puOKOBOM MHPEKIMEelN MOSIBIISIOTCS BBICHIIAHUS Ha KOXKe, 3a ero
COCTOSTHMEM HY2KHO TIIaTeIbHO HaOII0OaTh, a B Clly4ae pPa3BUTHUSA OyJIJI€3HBIX
BHICHITTIAHUY WJIU TTOJTMMOP(QHOM 3puUTEMBI IpUMeHEHHUs (PIyKOHa30J1a ClIeayeT
IPEeKpPaTUTh.

I'unepuyscmeumeivbHOoCcmMb. B pegkux ciydasix coo0Iaaoch O Pa3BUTUHU
aHa(puIaKTUYEeCKUX PeaKIInuiu.

Llumoxpom P450. ®nyKoHa301 SBISAETCS MOIIHBIM nHruoutopoM pepmenta CYP2C9 u
yMepeHHBIM nHruoutopoM pepmenTta CYP3A4. Takxke (p1yKoHaA301 IBASETCA
unruobutopom pepmernta CYP2C19. CnenyeT HabmogaTh 3a COCTOSSHUEM ITAllMEHTOB,
OOHOBPEMEHHO INpuHUMawmux Oro3ak 1 npenapaTtsl C Y3KUM TepalleBTUYEeCKUM
OKHOM, MeTabonusupytommxcs ¢ yaactuem CYP2C9, CYP2C19 u CYP3A4.

TeppeHnaouH. CnegyeT THIaTeIbHO HAOMIOOATh 32 COCTOSTHHEM MallueHTa IIpu
OOHOBPEMEHHOM IpUMEHEeHUHU TeppeHaguHa U piIyKoHa3oa B go3e meHee 400 mr B
CYTKH.

CnoCoOHOCTH BJIMSITHh Ha CKOPOCTH PEaKIIMH NIPH YIIPaBI€eHUH
AaBTOTPAHCIIOPTOM MJ/IM PadoTe C MexXxaHUu3MaMH



HccnepoBanuii BMusHUS npenaparta ®rro3ak Ha CIOCOOHOCTH YIIPaBIIATh
aBTOTPAHCIIOPTOM WJIM OPYTYMU MeXaHW3MaMU He IPOBOLUIIN.

[TauyeHTOB cnenyeT MIPONHGOPMHUPOBATL O BO3MOXKHOCTH Pa3BUTUS I'OJIOBOKPYKEHUS
WUJIV CY[OM IIpU NpuMeHeHue npemnapaTta ®mro3ak. [Ipu pa3BUTHUU TaKUX CUMIITOMOB He
PEKOMEHYETCS YIIPaBJIATh aBTOTPAHCIIOPTOM UM paboTaTh C MEXaHU3MaMH.

HpnmeHeHne B IIepuona 6epeMeHHOCTH HJIX KOPpMJIEHHUA I'PyIbIO

Coo06111a710Ch 0 MHOTOUYHMCJIEHHBIX BPOKAEHHBIE TAaTOJIOTUM ¥ HOBOPOXKIEHHBIX
(BkTto4asi Opaxuliedanusi, JUCIIA3UI0 YITHONW PaKOBUHEI, Ype3MEPHOE YBEIUUEHUE
repegHero pogHUYKa, UCKpPUBIEeHUEe Oefpa, IJIe4O0IPOMeHEeBUM CUHOCTO3), MaTepPH
KOTOPHBIX IPUHKUMAJIM BBICOKHE A03H (ryKoHa3oma (400-800 Mmr / cyT) B TedeHHE II0
KpaliHel Mepe Tpex uiu 6ojiee MecsIieB OJis JedeHre KOKIUaionno3ly. CBsI3b MexXIy
OpuMeHeHNeM (PIyKOHa30Jla U 3TUMU CJIy4YassMU He OIlpenesieH.

HccnenoBaHus Ha XKUBOTHBIX perOHYKTHBHOﬁ TOKCHUYHOCTH.

IlaHHEBIE, IOJIyYeHHBIe B X0O0e OMHOKPATHOTO WX IIOBTOPHOI'0 IPUMEHEHUS
dbnykoHa30sa B 0OBIYHEIX M03aX (<200 MT / CyT) HECKOIBKUM COTHSIM OepeMeHHBIX
XKEeHITUH B TeueHue | TpuMecTpa 6epeMeHHOCTH, He IIPOJAeMOHCTPUPOBAIIH
IIOBBIIIIEHHOT'O0 PHCKA BO3SHUKHOBEHMS MOOOYHEIX PEeaKIui y IIJI0aa.

He cnegyeT npuMeHsSTh OOBIYHBIE MO3bI (PJIYKOHA30J1a ¥ KPAaTKOCPOYHBIE KYPCHI
edyeHuns GIIyKOHA30JI0M B Iiepuop 0epeMeHHOCTH, 3a UCKJIIOUeHuEeM KpaHeu
HeoOXOOUMOCTH.

He cnemyeT mpuMeHSITh BRICOKYE O03bI (PJIyKOHA30J1a U / UIU OJIUTEIIbHBIE KYPChI
neyeHus GIIYyKOHA30JIOM B Ilepuof 0epeMeHHOCTH, 3a UCK/II0UYeHNEeM JIeUYeHHUs
UHGPEKIINHI, KOTOPHIE MOTYT yIPOKaTh KU3HU.

®nyKoHa30J/I IPOHUKAET B IPYAHOE MOJIOKO U HOCTUTaeT HU3KOU KOHIIEHTpAalluK, 4YeM B
1a3Me KpoBu. KopMiieHMe rpyabi0 MOXKHO IIPOJOIXKATh II0C/Ie Pa30BOT0 MPUMEHEHU S
00BIYHOM 03kl (hIIyKOHAa30J1a, 4To cocTaBnsaeT 200 Mr U MeHbIIIe.

KopMuth rpynpio He peKOMEeHAYeTCs ITPU MHOTOKPAaTHOM NMpUMeHeHUU QIyKoHa3o0J1a
WU IPU IPUMEHEHUHU BBICOKUX 003 (priyKoHa3o071a.

®1yKOHA30J1 He BIIUSI Ha (EePTUIILHOCTh CAaMIIOB M CAMOK HMCCJIeAyeMbIX JKUBOTHBIX.
Cnoco0 mpuMeHeHHsI U 1035l

CyTouHas mo3a (pIyKoHa30Jla 3aBUCUT OT BUA U TAXKEeCTU I'puOKOBOM MHPeKIMU. s
OO0JILIIMHCTBA CJIyYyaeB BarMHAJIbHOTO KaHAUA03a JOCTAaTOYHO Pa30BOT0 IPUMEHEHUS



mpertapara.

[Tpu HEOOXOAMMOCTH MHOTOKPATHOTO IPUMEHEeHHUs IIpenapara jieueHuss nHGeKIui
clenyeT IIPOAO0JIKaTh M0 UCUYE3HOBEHUS KIIMHUYECKUX U JTaO0OpPaTOPHBIX ITPOSIBIIEHUN
aKTUBHOCTU I'pubOKOBOY MHGpeKInU. HemocTaTouyHAas IPOOOIXKUTETPHOCTD JIEYEHUST
MOZKET ITPUBECTU K BO30OHOBJIEHNIO aKTUBHOT'0 MH(PEKITMOHHOTO ITPOIlecca.

®TyKOHA30JI IPUMEHSIOT B 3aBUCUMOCTH OT JIEKAPCTBEHHOUM (hOPMBI, IEPOPAIbHO HUJIU
nyteM uHpy3uu. Cnocod mpuMeHeHUs ImperapaTa 3aBUCUT OT KIIMHUYECKOT0
COCTOSIHUS TalumeHTa. HeT He0OXOOUMOCTHY B U3MEHEHUM CYTOYHOM [O3hI IpelapaTa
IIPY U3MEHEHUHU IIYTU ero IPUMEeHEeHUs C IIprueMa Ha BHYTPUBEHHBIN U HAa000OpOT.

TabneTku cnenyeT rIoTaTh eluKoM. [IpreM mmpemapaTa He 3aBUCHUT OT IpHeMa
TTHIITH.

B3pocvle.

Kpunmokokkos.

JleyeHre KPUIITOKOKKOBOI'O MEHHMHIMTA: Harpy3o4yHas go3a cocTtasisgeT 400 mr B
nepshil geHb. [loggepzxkuBatomas go3a - 200-400 mr/cyT. IIpogonXKUTETbHOCTD
JledeHusI OOBIYHO COCTaBiIseT He MeHee 6-8 Hemenb. [1pu nHPEKIUIX, yrpoxkKaIIuX
XKV3HU, CYTOYHYIO J03y MOXKHO yBenuuuTh 10 800 mr.

Honner{HBanmaﬂ Tepanusd OJid IIpPpeayIrnpeXigeHnda pellugruBa KPUIITOKOKKOBOT'O

MEHMHTHUTA Y IIallMeHTOB C BLICOKUM PUCKOM €ro pa3BUTHSA: peKOMeHayeMas go3a
coctasnsgeT 200 MI/cyT B TedyeHrE HEOTPAaHUYEHHOTO0 BpEMEHU.

Koxuuodiou0os.

Pekomenpyemas go3a coctaBisgeT 200-400 mr/cyT. [IpomonKUTEIbHOCTD JIEYUEHUST

cocTtaBisieT 11-24 Mecslia UIX OOJbIIE B 3aBUCUMOCTH OT COCTOSIHHUS HallueHTa. s
JIeYeHUsI HeKOTOPHIX (opM MHGPEKIINKM, OCOOEHHO IJIs JTeUeHUSI MEeHUHTHUTA, MOXKeT
OBITH 1le7Ieco00pa3HbIM ITpUMeHeHue 003k 800 Mr/CyT.

HHea3usHble KaHOUO03.

Harpy3ouHas go3a coctaniseT 800 Mr B repBbid OeHb. [ToggepzkuBaroiias go3a - 400

MT‘/CYT. OOBIYHO peKoMenagyemMas IpoagoIZKUTEJIbHOCTE JIEHEHU A KaHOIUOEMUHU
COCTaBIISIET 2 HEOEIHu IMocie IIEPBBIX HETATUBHLBIX PE3YJIETATOB I'EMOKYJIBTYDHEI
HNCYEe3HOBEHHN A IIPU3HAKOB U CHUMIITOMOB KaHOIUIEMHUU.

KaHouodo3 causucmuix 060s104exk.



KaHango3 poTOrjIOTKU: Harpy3ouyHas go3a cocTasisgeT 200-400 Mr B IepBbIY O€HbD,

nopgpepxkuBatoiiasa go3a - 100-200 mr/cyT. IIpogonKUTeIbHOCTD JIEYeHUSI COCTaBIsAET
7-21 meHb (IO HOCTUXKEHUS PEMUCCHUH), HO MOXKET OBITh YBeIUYeHa [JIs MallueHTOB C
TSXKEJTBIM UMMYHOOE(QUITUTOM.

Kanpupo3s nuineBoga Harpy3o4dHas go3a coctasiseT 200-400 Mr B IepBBIY O€HB,
nopgmepxkuBatoiiasa go3a - 100-200 mr/cyT. IIpogonKuUuTenbHOCTD JIEYeHUS COCTaBIsAET

14-30 oHel (OO MOCTUXKEHUS PEMUCCUHU), HO MOXKET OBITh YBeJIMYeHa [OJIs MallueHTOB C
TSXKEJIBIM UMMYHOOE(DUIIUTOM.

Kasgugypunu pekomeHagyeMmas gmo3a coctaBnseT 200-400 mr/cyT B TedeHue 7-21 gHeEN.

HHH ITIaITUE€HTOB C TAZKEJIbIM I/IMMYHOJIe(i)I/II_[I/ITOM IIPOOOJIZKUTEJIBHOCTDE JIEHEHHNA MO2KHO
YBEIIUYUTE.

XpoHUYECKHH aTpodpUUeCKU KaHOUO03 PeKOMeHayeMas go3a cocTtaBisgeT 50 Mr/cyT B

TeueHue 14 noHeu.

XpoHMYECKMM KaHOMI03 KOXKU U CIIM3UCTLIX 000JI0YEK peKOMeHayeMas 103a

coctaBisaeT 50-100 mr/cyT. [IpogomKUTENbHOCTD JIEUEeHUS COCTaBIsdeT 0o 28 OHeH, HO
MOXKeT OBITh yBeJINYeHa B 3aBUCUMOCTHU OT TSIKECTH U BUAa WHPEKIIUY U CHUXKEHHUE
UMMYHUTETA.

ITpedynpedicoeHus peuudusa KaHOUO03da cau3ucmoix 0b6os104ek y nauueHmos ¢ BUY,
Komopble uMerom 8blCOKUU PUCK €20 pa3sumusl.

KaHguno3 poTOrjioTKY, KaHOWO03 NUIleBOda: peKoMeHayeMas go3a cocrtasiseT 100-

200 mr/cyT unu 200 mr 3 pa3a B Hefelnw. [IpomoIKUTEIbHOCTE JIEYUEeHUA SABJISIETCS
HeOTrpaHUYEHHBIM [JIS ITallMeHTOB C IIOOaBJI€HHBIM UMMYHUTETOM.

ITpopusrakmuka KaHOUOO3HbIX UHGEeKUUull Yy nauueHmoas ¢ 01umenbHou
HeumponeHueu.

Pekomenpyemas go3a cocrainseT 200-400 mr. JleueHue ciienyeT Ha4YUHATH 3a

HECKOJIbKO JHEU OO0 OKUIOAaeMOT0 Pa3BUTHUSA HEUTPOIEHUHU U IIPOAOJIXKaTh B TedeHue 7
IOHEeM MOociie IOBHIIIeHu Yncia HelTpodunoB 6omee 1000/mm 3.

I'eHumasavHble KAHOUOO3WblL.

OcCTphIM BarvHaJIbHBIM KaHONI03, KAHOUIO3HEIM OaJlaHUT peKoMeHayeMas f03a

cocTtaBisgeT 150 Mr ogHOKpPATHO.

JleyeHne u npodUIaKTHKA PEIUONBOB BAarMHAJIBPHOTO KaHOUmo3a (4 unmu 6ojee

clly4aeB B I'ofl) peKoMeHayeMas no3a coctaBnseT 150 mr 1 pa3 B 3 guA. Becero
cilenyeT NpuUMeHUTHh 3 Ho3kl (1-11 meHs, 4-i geHb U 7-i geHb). [locne aToro ciuengyet
IPUMEHATSH ITOANePXKUBAIOIIy0 o3y 150 Mr 1 pa3 B Heflento B Te4eHUeE 6 MeCAILEB.



IlepmamomuKo3ul.

MMKO3 CTOII, MUKO3 I'IaAKOU KOXKH, TaXOBOH JEPMaAaTOMHKO3, KaHOWITO3HEIE I/IHCbeKI_II/II/I

KOXU peKoMeHayemas nosa coctasusgeT 150 mr 1 pa3 B Hegemnto unu 50 mMr 1 pa3 B
cyTKH. [IpOmomKUTENbHOCTE JIEYEeHUSA COCTaBnsaeT 2-4 Hegenu. JledeHUue MUKO3a CTOI
MOZKEeT IOJIUTHCS 0 6 Hemelb.

Pa3HOLBETHRIY NTHUIIal: peKoMeHayemas no3a coctaBasaeT 300-400 mr 1 pa3 B Hegemo

B TeueHue 1-3 Hepenb unu 50 MI' B CYTKU B TeueHUe 2-4 Helellb.

[epMaTopUTHO OHUXOMHKO3 peKOMeHOyeMas mgo3a coctasnsaeT 150 mr 1 pa3 B

Hepeo. JledeHre cnenyeT NpPOAOJIKaATh A0 TeX MOP, TOKa MHPUILIMPOBAH HOTOTh HE
OymeT U3MEeHEHO 3[I0POBLIM. [IJ11 OTpacTaHus 3MOPOBHIX HOTTEM Ha pyKax U Ha
0OJIBIIUX IaJIbIlaX HOT OOBIYHO HeoOxoouMo 3-6 MecsieB u 6-12 MmecsiiieB
CcoOTBeTCTBeHHO. OMHAKO CKOPOCTh POCTa HOTTEH Yy MallieHTOB MOXKeT OLITh PAa3HOU U
3aBUCETH OT BO3pacTa. [locsie yCrnemnHoro je4eHus qJIUTEeIbHBIX XPOHUYEeCKUX
UHpeKIuM (popMa HOT TS UHOTHOA OCTaeTCS U3MEHEHHOM.

ITauyueHmbl NOJHCUI020 BO3pACMA.

I[To3y HeoOxoouMO IoaOMpaTh B 3aBUCUMOCTHU OT COCTOSTHUS (PYHKIIMU ITOYEK (CM.
Huxe).

ITauueHmbul ¢ noye4yHoll HeOOCMAMOYHOCMbIO.

[Tpu pa3oBOM IpUMEHEHUN KOPPEKTUPOBATh N03y (PpJiyKoHa30ia He TpebyeTcs.
[ManyeHnTaM (BKJIIOYas AeTel) C HapylleHueM QyHKIIUY TOYEK ITPU He0OXOOUMOCTH
MHOTOKPaTHOTO IPUMEHEHUS IIpellapaTa B IEPBHIU IeHb JIeYeHUs clieayeT IPUMEHSATh
HayvajbHYI0 703y 50-400 Mr B 3aBUCUMOCTH OT ITIOKa3aHuu. Ilocsie 3TOro CyToO4HyIo
mo3y (B 3aBUCUMOCTH OT MOKa3aHWl) CIeayeT PaCCYUTHIBAThL B COOTBETCTBUM C
Tabnuien 1:

Tabmnuma 1

KaupeHc KkpeamuHuHa (Ma/MUH) ITpoueHm om pekomeHOyemol 003bl
> 50 100%

< 50 (0e3 nuanu3a) 50%

PerynsipHbiil guanus 100% mocie Kazxkagoro guaau3a

[TanimeHTH], HaxOoOdAIMECS Ha PEryIApHOM Ouaiui3e, OOJIXKHEL mony4datsk 100%
PEKOMEHOyeMOH OO3HI IOCJIe KaXKaoro auanu3a. B geHb, Korga guanus He
IIPOBOOUTCS, MAUEHT OOJI2KEH 0JIy4aTh J03Y, OTKOPPEKTUPOBAHHLIN B 3aBUCUMOCTHU
OT KJIUpEHCa KpeaTUHUHA.



ITauueHmvl ¢ HapyweHuem GyHKUUU neyeHu.

®nyKOHa30II CIeayeT IPUMEHSITh C OCTOPOXKHOCTBIO ITallieHTaM C HapyHIeHUSIMUA
(GyHKLIMY TeYeHH, TOCKOIbKY HH(pOpMalluM 110 IpUMeHEeHUI0 (IIyKOHa30j1a 3TOU
KaTeropuu IaleHTOB HeJOCTaTOYHO.

IHemu.
He cnenyet npeBbIIaTh MAKCUMAJIbHYIO CYTOYHYIO 003y 400 Mmr.

Kak u ipu aHanOTUYHLIX NHPEKIINAX ¥ B3POCIBIX, OJIUTEIbHOCTD JIEUEeHUS 3aBUCUT OT
KJIMHAYECKON U MUKOJIOTUYECKOU OoTBeTa. ®Jro3aK NPUMEHAIT 1 pa3 B CYTKHU.

I[lo3upoBKa Ipelapara OJjid JeTel ¢ HapylmeHueM QyHKIUY IO0YeK IIPUBEOEHBl HUXKE.
dapmMakoknHeTHKa (PJIyKOHA30Jla He HCCllefoBajach y IeTeu C I04Ye4YHOou
HEeIOCTAaTOYHOCTHIO.

IIemu 8 s8o3pacme om 12 nem.

B 3aBHCHMOCTHY OT MacCCHI Tejla U myOepTaTHOTO Pa3BUTHUS Bpady CJIeOyeT OIeHUTh,
KaKas mo3a ([OJ1s1 B3POCJILIX UJIH [JIS JeTel) SIBISeTCS ONTUMAJIbHOM OJIs MallieHTa.
KnuHrudyeckue maHHBIE CBUOETEIBCTBYIOT O TOM, YTO y AeTel KJIUpPeHC (pIyKOHa301a
BBIIIIE IO CpaBHEHMIO CcO B3pocnbiMu. [Ipumenenue 0o3 100, 200 u 400 Mr B3pOCIIBLIM U
mo3 3, 6 1 12 MI/Kr geTsaM OPUBOOUT K HOCTUXKEHHUIO COITOCTaBUMOU CUCTEMHOU
9KCIIO3UIUH.

9bdeKTUBHOCTL M 6€30IIaCHOCTh MPUMEHEHUS IpelapaTa reHUuTalIbHbBIX KaHIUO030B V
oeTel He YCTAaHOBJIEHH, HECMOTPS Ha HCYEPIILIBAIOIINe JaHHbIE O IPUMEHEHUHU
¢dnykoHazomna geTsM. Eciu cyliecTByeT HacyIlllHass He0OXOOUMOCTDb ITPUMEHEHU
nmpemnaparta getsaM (B Bo3pacTte oT 12 mo 17 ner), ciegyeT IPpUMeHSITh OOBIYHBIE TO3bI
[J151 B3POCIIBIX.

Ilemu 8 8Bo3pacme om 5 0o 11 nem.

Kanpupmos cnu3ucTteix 00071049€K: HadaabHas Jo3a COCTaBNsgeT 6 MI/KT/CyT,
noagepzKuBamas go3a - 3 Mr/kKr/cyt. HaganpHYI0 403y MOXKHO IIPUMEHSTH B IIE€PBLINA
OEeHb C 1eJibio 60Jiee OBICTPOTO JOCTUIKEHUST PaBHOBECHOM KOHIIEHTPAIIUU.

HMHBa3uBHBIE KAHOKUOO03, KpI/IHTOKOKKOBbe/i MEHMHTHUT 103a COCTaBiseT 6-12 Ml"/Kl"/Cy'T
B 3aBHCHMOCTH OT CTEIEeHH TsIXKeCTHU 3a00JIeBaHUs.

[TogmepzkuBarolllas Tepalus Ojisd IpenynpexXaeHus peuuanBa KPUIITOKOKKOBOI'O
MEHUHIUTA Y OeTel C BBICOKUM PUCKOM €r0o Pa3BUTHUS: J03a COCTaBJIsIeT 6 MI/KI/CyT B
3aBUCHUMOCTH OT CTEIleHHU TSIXKeCTHu 3a00jieBaHus.



[TpodunakTrKa KaHONOO03a y HallueHTOB C UMMYHOAe(pUIIMTOM: J0o3a cocTaBnseT 3-12
MI/KT/CyT B 3aBUCUMOCTHU OT BBIPAa’K€HHOCTHU U MPOAOJIKUTEJIbHOCTU UHAYIITUPOBAHHOU
HeuTponeHuu (cM. 1035l OJisi B3POCIIHIX).

et

[TpuMeHsTHL mpemnapaTt B popMe TabIeTOK 3TOM KaTerOPHUH IMallMeHTOB MOXKHO TOTOa,
KOT[la MeTu CIoCcoOHBI 6€30MaCHO MPOTJIOTUTDL TabIeTKYy, OOBIYHO BO3MOXKHO B
Bo3pacTe oT 5 neT (cM. «Criocob IpUMeHEHUS U TO3bI»).

Ilepego3upoBKa

Honyquo COO6I.T.IGHI/Ie O IIepego3npoBKe (bJIy'KOHa3OJIOM; OOHOBPEMEHHO COO6I.T.IaTIOCI:>
O raJUIIIIVHAIIUAX U ITIaPaHOUOAJIBHOT'O ITIOBEOEHU .

[Tpu mepeno3upoBKe HEOOXOOUMO IIPOBECTH CUMIITOMATHUYECKYIO ITOOIEePKUBAIOIIYIO
Tepanuio U IIpu HeoOXOOUMOCTU IPOMBITH XKETYI0K.

®nykoHa30/1 B 3HAUYUTETHHOU CTEIIeHU BRIBOOUTCS C MO4YOM; GOPCUPOBaHHBIN OUYypPE3
MOXKET YCKOPHUTh BEIBeleHHe npernapaTa. CeaHC reMoanann3a IPOgOIKUTEIbHOCTHIO
3 4yaca CHUXKaeT YPOoBeHb (pJIyKOHa30J1a B IJla3Me KpoBu Ha 50%.

ITobo4YHbIE peaKIIuu

Yarire Bcero (> 1/10) coobimamoch 0 TaKUX MOOOYHBIX PeaKInsIX: T0JIOBHasA 0071k, 00JIb
B XKMBOTE, IUapes, TOUIHOTA, PBOTA, CHIIb, IIOBHIIIIEHNE YPOBHS
anaHnHaMuHoTpaHcdepaswl (AJIT), acmapTaTtamMuHoTpaHcdepa3sl (ACT) u 1Ie10YHOM
docdaTasn KpoBu.

II7151 OlleHKU YaCTOThl BOSHUKHOBEHUS ITOO0OYHBIX PeaKINM UCIONIb3YIOT CIIeOYIONTYI0
KiaccuduKalinio: oueHb 9acTo (= 1/10), gwacTto (ot =1 / 100 go <1/10), HeyacTo (OT
=1 /1000 mo <1/100), pegko (or =1 /10000 mo <1/1000), ouens penko (<1/10000),
YacTOTa Heu3BecTHa (HeBO3MOXKHO OIIEHHUTh Ha OCHOBAHUU MMEIOIINXCS JaHHBIX).

Co cmopoHbl cucmembl Kpo8u U AuM@amu4eckoll cucmemeul.

HeuacTo: anemus.

Penko: arpaHyJIolMTO3, TE€UKOIIEHNSI, HEUTPOIEeHUS, TPOMOOIIUTOIIEHH .
Co cCmoOpoHbl UMMYHHOU cCuCmeMbl.

Penko: anadumnakcus.

Memaboauyeckue u arumeHmapHble paccmpoulcmed.



HeuacTo: cCHUXKeHUe alllleTuTa.

Penko: runeprpurauiiepugeMus, TUIePX0IeCTepUHEMUSI, TUIIOKAINEeMUSI.
Ilcuxuyeckue HapyweHus.

HeuacTo: 6eccoHHMIIa, COHITUBOCTD.

Co cmopoOHbI HePBHOU CucmeMbl.

YacTto: romoBHas 00JIb.

HewacTo: cymoporu, roloBOKpy2KeHUe, TapecTe3un, HapylleHus BKyca.
Penoko: Tpemop.

Co cmopoHbl Op2aHO8 cayxa u eecmubyasipHO20 annapama.

HeuacTo: BepTuro.

Co cmopoHbl cepoua.

Penko: mapokcu3aManbHas XKeJIyOdOYKOBas TaXUKaPOUs TUIIA «IIUPYIT», YOIUHEHHNE
uHTepBana QT.

Co cmopoHbl JHceny00YHO-KUWeYH020 mpakma.

YacTo: 6051 B OPIOIIIHOM IIOJIOCTHU, Auapes, TOIITHOTAa, PBOTA.
HeuacTo: 3amop, OUCIIEIICHUsI, METEOPU3M, CYXOCThb BO PTY.
I'enamobusauapHol cucmembul.

YacTo: : IOBHIILIEHNE YPOBHS aJJlaHUHaMUHOTpaHchepas3sl (AJIT),
acnaptatamuHoTpaHcdepasnl (ACT), menounou pochaTasml.

HeuacTo: x0mecTas, XKeJTyxa, IIOBLIIIIEHNE YPOBHSA OUIUpPyOHUHa.

Penko: meyeHOYHasA HEJOCTATOYHOCTH, FeHaTOHeHHIOHHpHBIﬁ HEeKpPO3, TeIIaTUTHI,
FGH&TOHGJ’IJ’IIOJ'IHPHOI:I IIOpaXKeHus4.

Co cCmopoOHbI KOXHCU U NOOKONHCHOU MKAHU.
YacTo: BHICHIIAHUS.

HewacTo: 3yq, MeOMKaMeHTO3HBIM AepMaTUT (BKiII0o4asi GPUKCHUPOBaHHBIN
MeOVKaMeHTO3HbBIM JepMaTuT), KpalluBHUIIQ, IOBLIIIIEHHOE IOTOOTAEIEHHE.



Pepnko: TokCcuyeckuu snugepMalIbHbIM HEKPOIN3, CHHAPOM CTuBeHCa-I[2KOHCOHa,
OCTPHIM TeHepan30BaHHBIN 3K3aHTEMATO3HEIU YCTyJie3, 9KC(POIUaTUBHBIN
OepMaTUuT, aHTHOHEBPOTUYECKUU OTEK, OTEK JIUIlA, aJIONEeIUs.

Co cmopoOHbI ONOPHO-08U2aME/AbHO20 ANnapama u coeuHuUmenbHol MKAaHu.
HeuacTo: Muanrus.

Obw,ue HapyweHus U peakuuu 8 mecme eg8edeHuUsl.

HewgacTo: moBhIllIeHHasA YTOMJISEMOCTDh, HEJOMOTaHle, aCTeHHUs, TUX0paaKa.

Hanuune kpacutens [Touco 4R (E124) MmoxkeT BEI3BAaTh aJlZIEPTUYECKHE PeaKIlny, a
MeTunnaparuapokcubensoar (E 218) u nponunnaparuapokcudbensoar (E 216) moxkeTt
BBI3BATh a/lIeprudecKue peakinuu (BO3MOXKHO, 3aMeQJIEHHOT 0 THUIIa).

IHemu.

YacToTa u XapakTep MOO0YHBEIX PeaKIuil 1 OTKJIOHEHUH OT HOPMEI Pe3yJILbTAaTOB
1abopPaTOPHBIX aHATU30B B X0Oe KIMHUYECKUX UCCIIeOOBAaHUM C YU4aCTHEM [eTen
COIIOCTABUMBIE C TAKOBBIMH Y B3POCIIBIX.

Omuem o0 nodo3pesaemvix Nob6OUHbIEe peaKuuu.

OT4eT 0 mO03peBaeMbBIX TOOOYHBIE PEAKIIUHU IT0CJIe PETUCTPAIIUU JIEKapCTBEHHOTO
Cpe[cTBa UMeeT BaxXHOe 3HaYeHHe. IDTO IM03BOJISIET MPOBOOUTL HEITPEPHIBHBIHN
MOHUTOPUHT COOTHOIIEHUS MEXIY IT0JIb30M M PUCKaMU, CBSI3aHHLIMU C IPUMEeHeHHUeM
9TOTO Ipenapara. MeauIMHCKUX PAaOOTHUKOB IIPOCSAT OTYUTHIBATHCS O JIIOOBIX
IMoo3peBaeMble ITOOOYHBIE PEeaKIIUU B COOTBETCTBUU C TPEOOBaHUSIMU MECTHOTO
3aKOHO[aTeJIbCTRaA.

CpoOK rogHOCTH
3 romga.
YcnoBusi XxpaHeHUus

XpaHUTH ITpU TeMIiepaTtype He Beiie 25 © C. XpaHUTb B HEJOCTYITHOM IJIS JeTel
MecCTe.

VYnakoBka
ITo 2 TabneTku B 6mucTepe, no 1 6mucTepy B KAPTOHHOU KOPOOKe.

Kareropus ornycka



ITo penenry.
ITpou3sBomourenn
OJIIC Jlumuren.

MecTOHaxo0XaeHHe IIPOHU3BOOHUTEIA H €ro aapecC MeCTa OCylIeCTBIICHHSA
oesiTeJIbHOCTH

JI-56/57, ®eu3 II-II, Bepua Unpactpuan UcteuTt, BepHa, Caincert, ['oa - 403722,
HNupus.

M CTOYHUK MHCTPYKIIMH

HNHCTPYKIIHUS TeKapCTBEHHOT0 CPeACTBa B3sATa U3 OQUIIMATbHOT0 HCTOYHUKA —
['ocymapCcTBEHHOI'O peecTpa JIEKAPCTBEHHLIX CPEICTB YKPAUHHL.
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