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OBILIASI XAPAKTEPUCTHKA JJEKAPCTBEHHOTI'O I PATA

Mpukas N

1. HAMMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEIIAPATA
Hesnoparagun Kpka, 5 Mr, TabeTky, MOKPHITHIE INIEHOYHOH 000109K0H
2. KAYECTBEHHBIN 1 KOJUYECTBEHHBII COCTAB

JeHCTBYIONES BEIIECTBO: A€3JI0paTaanuH.

Kaxas TabneTka, IOKPhITast INIEHOYHOH 000I0YKOH, CONEPKUT 5 MT e3/10paTauHa.

BcrnomorarenpHble BEIECTBA, HATHYHE KOTOPBIX HAAO YYHUTBHIBATH B COCTABE JEKAPCTBEHHOTO
Ipemapara: JJakTo3bl MOHOTHpAT — 16,15 mr/Tabnerka (cM. pazaen 4.4.).

[TonHBIN TIepeYeHb BCIIOMOTAaTEIbHBIX BEIIECTB IPUBEIECH B paszene 6.1.
3. JIEKAPCTBEHHAS ®OPMA
TabneTkH, MOKPHITHIE TUIEHOYHOH 000JI0UKOH.

Kpyrisle, cO CKOIIEHHBIMH KpasMH TaOleTKH, MOKpPBHITBIE IIJIEHOYHOH OOOJIOYKON CBETJIO-
royry0oro 1Bera.

4. K/IMHUYECKHUE JAHHBIE
4.1 Tloxa3zaHusi K IPUMEHEHHIO.

[Ipenapat Jlesnopatamus Kpka mokasaH B3pOCIbIM H MOAPOCTKAM B Bo3pacTe 12 JieT u crapiue
JUTsL 0OJIeTYeHHs] CUMIITOMOB:

- aJIEpruYeckKoro puHuTa (cM. paszen 5.1).

- KpamuBHUIG! (M. pa3nen S.1).

4.2 PexuMm J03HPOBAaHHUSA H CN0CO0 MPHMEHEHHS.

PexxuM 103upoBaHusd

Bspocavie u noopocmxu (6 6ospacme om 12 nem)

PexomenoBanHas no3a npemnapara Jlesnoparaaus Kpka — ogHa TabneTka B CyTKH.

Tepanuioo HHTEPMUTTHPYIOLIETO AUIEPIMYECKOTO PUHHTA (HAIMYME CHMITOMOB B TEYCHHE
MeHee 4 nHeH B HENETI0 WM MeHee 4 Helenb B rofJy) CIEAyeT IPOBOJUTH IIOCIIE OLIEHKH
aHaMHe3a naideHTa. JleueHHe MOXKHO IIPEKpaTHTh II0CJIE HCYE3HOBEHHS CHMIITOMOB H
BO300OHOBHTh TIPH HX IIOABICHUH. B cllydae IEpCHCTHPYIOLIETO AJIEPIHYECKOr0 PHHHTA
(HanMYHe CHMIITOMOB B TeueHue 4 nHedl u Oosee B Henemo WM Gonee 4 Henenb B TOXY)
HanMeHTaM MOJKET OBITh IPEUIOKEHO MPOIODKEHHE JICUeHHs Ha IPOTSHKEHHH BCETO IIEpHOa
BO3[IEMCTBUS aJlJIEpPIeHA.

Jemu \
ONBIT KIMHAYECKUX HCCIIeI0BaHUN 3P PEKTUBHOCTH [1€3/10paTaJiuHa ¢ y4acTUEM TIOAPOCTKOB B
Bo3pacTe oT 12 1o 17 et orpanuyed (cM. paszensi 4.8 u 5.1). 108 |
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Besonacnocts u 3¢ dexTrBHOCTL Npenapara Jlesnoparanun Kpka, 5 Mr, TabneTku, NOKpHITHIE
IUIEHOYHOM 000JI09KOH, y ieTeil B Bo3pacTe 10 12 JeT He yCTaHOBIIEHEI.

Crnocob npuMeHeHus

Jlns mpuemMa BHYTpb.

I[IpenapaT MpUHUMAIOT HE3aBUCUMO OT MPHEMa TTHIIIH.

4.3 IIpoTHBONOKA3aHHUS.

FI/II’IGP‘I}’BCTBHTCHLHOCTL K JAe3jI0paTafluHy WK JIOpaTaduHy, HJIH K JIIO6OM}’ H3
BCIIOMOT'aTEJIIbHBIX BEIIECTB, IEPEUUCIICHHBIX B pa3aeiie 6.1,

4.4 OcoOble yka3aHHs1 H MePbI NPEIOCTOPOKHOCTH NIPH MPHMEHEHHH.

B ciyuae rmouedHON HEXOCTATOUHOCTH THKETOH CTCNEHH NE3NOPATAIMH CIEAYET IPUMEHATE C
OCTOPOXKHOCTBIO (CM. pazzaen 5.2).

JlesnopaTajiuH CefyeT Ha3HAYATh ¢ OCTOPOKHOCTBIO TAIIMEHTAM C CYAOPOTaMH B JIHYHOM HITH
CeMEHHOM aHaMHese, IPeX/e BCEro, NETAM MIaIIIero Bo3pacra (cM. paszen 4.8), IIOCKOJIBKY
OHHU 0oJiee TOABEPKEHBI PHCKY TOABJIECHHS CyAOPOT MpPH JICUEHHH Ie3/opaTatuHoM. Jlevaruit
Bpad MOXET PaCCMOTPETh HEOOXOAMMOCT NPEKPAIEHHUs [IPUEMA Ie3/I0pATaI{HA y [ALUEHTOB,
KOTOPBIE HCIIBITHIBAIOT CYIOPOTH BO BPEMS JIEUEHHUS.

Ipenapar [Jlesnopatanun Kpka coaepuT aktosy. IlanmueHTsl ¢ PEAKAMH HACIIENCTBEHHBIMH
3a00JIeBaHMAMH, TAKUMH KaK HEIEPEHOCHMOCTB TalaKTO3BI, JAKTA3HAS HeJOCTATOYHOCTH HJIH
CHHIPOM ~ManbabCOPOUMH TIJIFOKO3BI M TaNaKTo3bl, HE OMKHBI IPHHHMATH JAHHBIH
JIeKapCTBEHHBIH Ipemnapar.

JlaHHBIH JIEKAPCTBEHHBIA IMpemapar COAEPKHT MeHee 1 MMOIb Hatpus (23 Mr) B omHo#
TabJIeTKe, TO €CTh MPAKTHYECKH HE CONEPXKUT HATPHSL.

4.5 BszammopgeiicTBHe ¢ apyrumu JIEKADCTBEHHLIMH TIpeNapaTaMH H [Jpyrue BHIbI
B3aHMOJEHCTBHA.

B xone KIMHHYECKHX HCCENOBAHUH COBMECTHOTO MPUMEHEHHS TabIETOK Ne3I0paTaiuHa c
OPUTPOMHIIMHOM MM  KETOKOHA30JIOM KIMHHYECKH 3HAUUMBIX B3auMOMEHCTBHH He
Habmoganock (M. paszaen 5.1).

ITayuenmer 0emckoeo 6o3pacma
VccnenoBanus B3anMO/IeHCTBHS IPOBOIHIIICH TOJBKO C yYACTHEM B3POCIBIX IAHEHTOB.

B xone knmHMYecKoro hapmMakoIoru4ecKoro UCCIenoBaHus TabIeTOK Ji€3710paTaiHa, KOTOPHEIE
NpUHHMATH ONHOBPEMEHHO C alKOrojieM, He Habmomanoch ycuieHus 5(deKTa aIKorojs,
CHMJKAIOMIETO paboTocnocobHoCTh (M. paszen 5.1). Tem He MeHee, B IIOCTPErUCTPALHOHHBIN
IEPUOJ MPHUMEHEHHs COOOWIANOCh O CIyyYasX HENEPEHOCHMOCTH AJIKOTOJS M MHTOKCHKAITHH.
[losToMy pexomenmyercst CoGIOMATE OCTOPOXKHOCTE OpH OJHOBPEMEHHOM IIPHMEHEHHH C
AIKOTOJIEM.

4.6 @epTHIBLHOCTH, GEpPEMEHHOCTH H JIAKTALMS.

BepemenHocTh

3HAUUTE/IbHOE KOJMYECTBO JAHHBIX, IOJNYYCHHBIX NPH W3y4eHHH BIHUSHHSA HA OepeMeHHBIX
KeHIuH (Oonee 1000 ciyyaes GepeMEHHOCTH), CBUIETENLCTBYET O TOM, YTO Ae30paTafiiH He
BBI3BIBAET IIOPOKOB Pa3sBUTUS M HE IPOSBIAET TOKCHYHOCTH IS IUTOMA H HOBOPOXKIEHHOTO, .
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Pe3ynpTaThl HCCIIEOBAHUM HA XMBOTHBIX HE YKa3bIBAIOT Ha HAIMYUE MPSAMOTO MM KOCBEHHOTO
BPEHOTO BO3[CHCTBHS Ha PENpPOMYKTHBHYIO (QYHKUHIO (cM. paszmen 5.3). B kadectBe Meps!
IPEZOCTOPOXKHOCTH ~ PEKOMEHIyeTCss Hu30eraTb INPUMEHEHHS ME3/I0paTafidHa BO BpeMs
OEpEMEHHOCTH.

KopmieHnue rpypio

Y HOBOPOXICHHBIX/MJIAJICHIIEB, HAXONALIUXCS HA TPYJHOM BCKAapMIIMBAHHH, MAaTEPH KOTOPBIX
NpHHUMAM Tpemapar, ObUl OOHapy)XXeH [e3nopaTajuH. BnusHue nae3nopaTaiuHa Ha
HOBOPOJKIICHHBIX/MIIAICHIIEB, HAXOSIIMXCS HA TPYAHOM BCKApMJIMBAHHM HE M3y4eHO. Pemenue
O MpEeKpPall€HWH TPYAHOrO BCKAPMIIMBAHUS MM OTMEHE/BO3JEPKAHMH OT IPHMEHEHHS
ie3nopaTaqguHa HEOOXOAMMO MPUHMMATh C YYETOM IIOJIB3bI TPYIHOTO BCKAPMITHBAHHS VIS
pebeHKa U MOJIb3bI TePATUH JIJISl KEHIHHEL.

DepTUIBLHOCTD

OTCyTCTBYIOT JaHHBIE O BIIMSHUHU Ha PEIPOAYKTUBHYIO QYHKIIMIO Y MYXKIHH U YKEHIIHH,

4.7 BinsiHMe Ha CMOCOGHOCTH YNPABJATH TPAHCHOPTHBLIMH CPEJCTBAMH H paboraTth ¢
MeEXaHH3MAaMH.

CornacHO KJIMHUYECKHM HCCIICJOBAHUAM, ME3IOPaTafHH HE OKA3bIBAeT MIIH OKA3bIBACT
HE3HAYUTEIbHOE BIHSAHHE Ha CIOCOOHOCTh YIPAaBIATH TPAHCIOPTHBIMH CPENCTBAMH U
MexaHu3MaMu. [[auueHToB caexyer mpouHGOPMHPOBATE O TOM, 4TO GOJBIIMHCTBO MAIMEHTOB
HE WCIBITBIBAIOT COHJIMBOCTB. TeM He MeHee, IOCKONBKY peaKiHs Ha BCE JIEKAPCTBEHHBIE
CpEeACTBa HOCUT WHIMBHYalbHBIM XapaKTep, PEKOMEHIYETCs, YTOOBI MAlHEHTBI BO3AEPKAIHICH
OT JeATENBHOCTH, TpEOYIOIeH yMCTBEHHOH aKTHBHOCTH, HANPHMEP, OT YIIPABICHHUS
TPaHCIIOPTHBIMHA CPEICTBAMH HJTH pabOThl C MEXAHM3MaMH, JIO TeX 0P, II0Ka OHH HE ONMPEeNIAT
COOCTBEHHYIO PEaKIHIO OPraHM3Ma Ha JIEKAPCTBEHHBIN Ipernapar.

4.8 HesxenaTe/bHbIE peaKIHH.

Pestome mpoduns 6e3omacuoctu

B Xone KIMHMYECKHX HCCIENOBAHHI MALMEHTOB C HECKONBKMMH 3a60JIEBAHUAMH, BKIIOYAS
QUIEPTUYIECKUH PHHUT W XPOHHYECKYIO HIMONATHYECKYIO KPAlMBHHILY, KOTOPhlE NPHHUMAIHA
PEKOMEHIyeMYIO [103y Iperapara 5 MI B CyTKH, HeXelaTelbHbIE pEaKIUH, CBS3aHHbIE C
MPUEMOM  [I€3710paTafiHa, OBUIM 3aperHCTPHPOBaHbl y 3% MAIMEHTOB MO CPABHEHHIO C
NaluKueHTaMH, MOMydaBIUMH Itanebo. Haunbonee yacTEIMH HeXelaTeTbHBIMH PEAKIHSIMH 10
CPaBHEHMIO C MJI1ane60 ObUIH MmaTosoruyeckas ycranocts (1,2 %), cyxocts mosnoctd pra (0,8 %)
4 rosoBHas 6015 (0,6 %).

eTH
B KiIMHHYECKOM HCCIIEOBAHHH C yd4acTHeM 578 IOAPOCTKOB B Bo3pacte oT 12 no 17 ner
HauboJlee YacTol HEXKENaTeIbHONH peakiueil ObUTa TONOBHAS GONb; OHA OTMEYANACH y 59 %
MALUCHTOB, I0JIy4aBIINX NE3I0paTaiuH, u 'y 6,9 % manueHToB, MoMyYaBIIHX MIane6o.

TabnuyHoe pe3roMe HeXenaTeIbHbIX PeaKIHil

HacToTa 3aperuCTpUpOBaHHBIX HEXXeNaTeIbHbIX PEAKIHH B X0/ KIMHUYECKUX HCCIEIOBAHUN B
CPaBHEHHH C IUTaNe00 W APYTHX HEXeNaTelbHBIX DPeakHil, 0 KOTOPHIX COOBMANOCH B
MOCTPErHCTPAllMOHHBIH NEPHOJ, yKasaHa B Tabmuue Huwxe. MHbOpMAIUS 0 HekenaTelbHbIX
PeaKUHMsX H3JI0XKEHA B COOTBETCTBUM C CHCTEMHO-OPraHHOM KiaccHbUKalMedl M 4acTOTOH
BCTpeuaeMocTH. Kareropuu gactotsr: oyeHp dacto (>1/10), wacto (>1/100, Ho <1/10), HewacTo
(=1/1000, O <1/100), pemxo (>1/10000, no <1/1000), ouens penko (<1/10000) u wacrora
HEM3BECTHA (MCXOIS K3 HMEIOMXCA [aHHBIX, YacTOTy BO3HHKHOBEHHS  OIPEIEITHTE
HEBO3MOYKHO). '
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CUCTEMBI

Ouens peako

Cucmemno-opzannwiil knacc Yacmoma Heoicenamenvuvie peaxyuu, cesazanHwle ¢
603HUKHOBEHW npUMeHeHUueM 0e310pamaduna
Hapywenns merabonusma u nuranus | Yactora [ToBbIIeHHBIH anneTHT
HEHU3BECTHA
ITcuxuyeckue HapyleHUs Ouenb peako FanmouunHaumu
YacToTa Hapyiuenue nosenenus, arpeccus
HEU3BECTHA
Hapywienus co croponsl HepBHO# | YacTo I'onoBHas 60np

I'onoBokpykeHue, COHJIMBOCTb,
OeccoHHHLa, TICHXOMOTOpHas
THTIEPAKTHBHOCTD, CYOPOrH

Hapyenus co cTopoHs! cepaua

OueHsb penko

Taxuxapaus, cepaueduenue

OueHs peaxo

Yacrora VY nnunenue unrepsana QT
HEHM3BECTHA
JKenynouHo-kuiueuHsle Hapymenus | Yacto Cyxoctb nonoctu pra

Bone B 061aCTH JKUBOTA, TOLIHOTA, PBOTA,
AHUCIICTICHA, zudapex

Hapyluemm CO CTOpPOHBI II€YEHH H
JKETYEBBIBOAALIMX I'lyTCﬁ

OueHp penko

[ToBbllIeHHE ~ aKTHBHOCTH  (epMEHTOB
NIEYEHH, YBEIIMUEHUE YPOBHS OHIHpYOHHa,
renaTuT

YacrtoTa Kenrtyxa

HEH3BECTHa
Hapymenus co croponsl koxu u | YactoTa [loBbIIEHHAs YyBCTBUTENBHOCTD K CBETY
MOJKOXCHBIX TKaHEH HEW3BECTHA

Hapy1ieHust co CTOpOHBI MBILIEYHOIH,
CKEJIETHOU U COeqUHUTEbHON TKaHH

OueHs penxo

Muanrus

OOwMe HapylleHHS W peakLWH B
MecTe BBEEHHs

Yacro
OueHs peako

[ToBeIlIEHHAs YyTOMIISIEMOCTB

Peakuuu runepuyBCTBHUTENBHOCTH (Takue
Kak aHapHIaKTHYEeCKas peakuus,
AHCMOHEBPOTHYECKHH OTEK, OABILIKA, 3V,
CBIIb H Kpan1BHHULIA)

Yacrora ActeHus
Heu3BecTHa
JlabopartopHbie U | Yactora YBenuueHue Beca
UHCTPYMEHTAJIbHBIE TaHHbIE HEHU3BECTHA

€TH

Jlpyrue HexelaTenbHbIE PEAKIUH, O KOTOPBIX COOBIIATOCH B MOCTPErHCTPALHOHHbIH IepUoa y
AETEH C HEM3BECTHOM YacToTOH, BKMOYamH B ces ymmHeHue uHTepBana QT, ApUTMHIO,
Opanukap/uio, HapyIIeHHE IOBEEHHS H arPecCHIO.

B Xome peTpocmeKTHBHOTO — OGCEpPBAMOHHOIO  HCCIENOBAaHHMS — O€30IacHOCTH  6bula
3aperHCTPUPOBAHA MOBBIIIEHHAS YacTOTa HOBBIX CYIOPOXKHBIX IMPHCTYIIOB y MAIHEHTOB B
Bo3pacte ot 0 1o 19 5eT, KOTOphble MPHHUMAIN NE3/OPATAMH, [0 CPABHEHHIO C IIEPHOAMH
BPEMCHH, KOI/la MAallMeHThl HE NPMHUMANH Ae3nopataauH. Cpenu mereit B Bospacte 0 — 4 roza
CKOPPEKTHPOBAHHBIH abCOMOTHBIA MPUPOCT cocTaBua 37,5 (95% moBepHTebHbI HHTEpBa
(1) 10,5-64,5) ma 100 000 yenoseko-net (YJI) npu (GOHOBOH YacTOoTe HOBBIX MpHUCTYNOB 80,3
Ha 100 000 YJI. Cpenn maumentos B Bospacte 5 — 19 ner CKOPPEKTHPOBAHHBIN abCOMIOTHBIN
npupoct coctasun 11,3 (95% U 2,3-20,2) wa 100 000 YJI mpu doroBoit uactote 36,4 Ha
100 000 YJI. (cm. paspmen 4.4.)

Coo01enne o0 Mo103peBaeMbIX HeXeTaTeqbHbIX PEaKIHIX
Baxuo coobmark o0 10K03peBacMBIX HEXKENATENBHBIX DEAKIHSX —IOCHe PETHCTpaliy
JICKapCTBCHHOTO Ipenapara ¢ Leblo 00€eCleYeH s HelPepPhIBHOrO MOHUTOPHHTA COOTHOIIEHHS,
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«I0JIB3a-PUCK» JIEKAPCTBEHHOIO mpemnapara. MeIMIIMHCKMM pabOTHHKAM pPEKOMEHIYEeTCs
coo0maTk 0 JHOOBIX MOJO3PEBAEMBIX HEXKEIATEIbHBIX PEaKUHsAX JIEKApCTBEHHOTO Mperapara
uepe3 HallHOHATbHBIE CHCTEMBI COOOINEHHS O HEXEIAaTeIbHBIX PeaklUsIX rOCyJapcTB — WIEHOB
EBpa3zuiickoro 3KOHOMHYECKOI'0 CO03a.

Pecnybnuka benapych

220037, MuHck, ToBapuineckuii nep., 2a

YII «lleHTp 3KCIepTU3 U UCHIBITAHUM B 3PABOOXPAHEHHH »

Tenedon ornena papmakonanzopa: +375(17) 242-00-29; daxc: +375(17)242-00-29

On. noura: repl@rceth.by, rceth@rceth.by

https://www.rceth.by

4.9 Ilepeno3upoBka.

[Ipodunp HexenaTenpHBIX peakIMil, CBS3aHHBIX C NepPe03UPOBKON IIPENapaToM, KOTOPBIE
HAOJfO/IAJIACh B MOCTPETMCTPALMOHHBIA TEPHOM, AHAIOTHYEH NpoQUITI0  HeXenaTeIbHBIX
peaKuil Mpu NPUMEHEHHH TEPANeBTHYECKUX 103, HO CTEIEHb TSYKECTH SIBICHUS MOXET GBLITh
BBIIIIE.
CHMITOMBI
B Xo/le KIMHHYECKOTO HCCIIE0BAHHUs MHOTOKDPATHBIX 03 JesnoparaguHa (mo 45 Mmr, B IeBATH
pa3 Gosblle KIHHHYECKOM N03bI), He HaOMIOMAOCh KIMHHYECKH 3HAUHMBIX 3¢ eKToB.
Jleyenue
B ciyuae nepeno3supoBKH NPUMEHSIOT CTAaHIAPTHEIE MEpBI 110 yAaJIeHUI0 HeaOcopOupPOBAHHOTO
NEUCTBYIOLIETO BEIIECTBA. PEKOMEHYEeTCSl CUMIITOMATHYECKOE 1 MIOEP KU BAIOIIIEE JIEUECHHE.
JleanoparajMH HE BBIBOMHUTCS I[YTEM TeMOMMANH3a; HEH3BECTHO, BHIBOMUTCS JH OH yTeM
[IEpUTOHEATHLHOTO THAJIA3A.

eTH
[Tpoduse HexenaTeNbHBIX peakIHi, CBSI3aHHBIX C IIepeI03UPOBKOM IpemapaTtoM, KOTOpHIE
HaOJIONANKCh B IIOCTPErHCTPALMOHHBIA MEPHOJ, aHAIOTHYeH IpOGHIII0  HEXeNaTeIbHbIX
peaKkuui IpH NPUMEHEHUM TEPaleBTHYECKHX 103, HO CTEleHb TSIKECTH SBICHUS MOXET GBLITH
BBIIIIE.

5. ®APMAKOJIOTHYECKHE CBOMCTBA

5.1 ®dapmakoauHAMHYeCKHe CBOHCTBA.

@apmaxomepanesmuyeckas — epynna:  AHTUTHCTAMHHHEIE CpeAcTBa I  CHCTEMHOTO
IIPUMEHEHHUS.

Koo ATX: RO6AX27.

Mexanusm neiicTBus U hapmakoauHamMuueckue 3dhdherTr!

Jlesnopatajun  ABIAETCS ~ INMTENBHO  MEMCTBYIOIIMM  CeJEKTHBHBIM 610KaTopom
nepupepudeckux HI1-rHCTAMHHOBBIX PELENTOPOB U HE 06TaMaeT CeaTHBHBIM sddexrom. IIpu
[IPUEME BHYTPH AE€3JI0paTaluH CENIEKTHBHO OIOKHpyeT mepudepudeckue H1- rucraMuHOBBIE
PELENTOPEL, IOCKOIBKY OH HE IIPOHUKAET B IIEHTPATbHYIO HEPBHYIO CHCTEMY.

B uccnenosanusx in vitro ObUIE IPOIEMOHCTPHPOBAHBI aHTHAJUIEpIrUYeCKUe CBOMCTBA
AesnopaTalnta, B T. 4. MHTHOMPOBaHHE BBICBOOOXIEHHUS IPOBOCHATHTENBHBIX LUTOKHHOB, K
KOTOpbIM OTHOCATCS MHTepnedikunbl WJI-4, WJI-6, UJI-8 u WJI-13, u3 TyuHBIX KIETOK ©
0aso(uioB B OpraHM3Me dYelOBeKa, a TaKXKe HHTHOHPOBAHHUE JKCIIPECCUH  aTe3HOHHOM
MOJIEKYJIbl P-CeJIEKTHHA Ha IOBEPXHOCTH 3HIOTENHATBHBIX KIeTOK. KIHHHMYeCcKas 3HAUYMMOCTS
3THUX HaOJIIO/ICHUI HesCHA.

Kinnnueckast s dexTuBHOCTS M 6€30m1acHOCTE
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B Xoze KIMHIYECKOro ucceJoBaHMs MHOTOKPATHBIX 1103 JIe3/1opaTanita (10 20 MI eXeTHEeBHO
B TeueHHe 14 qHeH) He HAOMIOLANOCH CTATHCTHYECKH HIIH KIHMHHYECKH 3HAYHMOTO BIMSHUS Ha
CEpICHHO-COCYUCTYIO CHCTeMy. B kinnuveckoM $hapmMakoIorud4eckoM HCCIEIOBAHHH, B XOJIE
KOTOPOro AE3JI0paTaiiH BBOAUIIH B IO3UPOBKE 45 MT B CYTKH (B [A€BATH pa3 BBIIIE KIMHHUECKOH
J103bl) B TEYEHHUE JIECATH THEH, He HAOMIONAIOCH Y UTHHEHUS unTepBasia QTc.
-He Habmonanocy KIHHHYECKH 3HAYHMBIX H3MEHEHHH KOHIIEHTpALlMU [E3/I0paTaJiiHa B IUIa3Me
KpOBH B XOJ€ HCCIENOBAaHHH B3aMMOJEHCTBHS MHOTOKDAaTHBIX J03 KETOKOHA301a U
SPUTPOMHIIMHA.
Jlesnopatanus mI0X0 MPOHUKAET B HEHTPAIBHYIO HEPBHYIO CHCTeMY. B Xone koHTpomupyempbIx
KIHHUYCCKUX HCCIIEN0BaHUH IPU [IpUeMe PEKOMEHIYEMOit 0351 5 MT B CYTKH He HabJIIONANoCh
TNOBBIIIEHHOH YaCTOTBI Clly4aeB COHIMBOCTH IO CPaBHEHHIO C IIane6o. IIpu npueme
OZHOKPaTHOH CYTOYHOH 03Bl 7,5 MI [e3jopaTaquHa B XOJ€ KIHHMYECKHX HCCIIEJOBAaHUN HE
OTMCHAJIOCH BIIUAHHS Ha IICHXOMOTOpPHBIC GyHKIHH. B Xoze Hcclen0BaHus OMHOKPATHOMN H035I
Y B3pOCJIBIX YCTAaHOBMJIM, YTO [€3/I0paTafliH B JI03€ 5 MI HE OKa3blBaeT BIMSHHS HA
paboTOCIIOCOOHOCTE B YCIOBHAX IIOJNETa, BKIHOYAS YCHIIEHHE CYOBEKTHBHOM COHIMBOCTH HIIH
YXYZALEHHE CIIOCOOHOCTH BBIOJIHATE 3a/1a9H, CBA3AHHBIE C TTOIETOM.
B xone xmMHHKO-hapmMakonoradeckux Hccie 0BaHHI YCTaHOBHJIH, YTO OJHOBPEMEHHOE
TIPHMCHEHHE TIperrapata C ajiKorojeM He MPUBOJAMIO K YXYNIEHHIO pPaGOTOCIOCOGHOCTH,
BBI3BAHHOH aJIKOTOJIEM, HITH K YBEJIHYEHHIO COHMBOCTH. He GbUI0 0OHapyXEHO CYLIECTBEHHOH
PasHHULBL B pPe3y/lbTaTaX ICUXOMOTOPHBIX TECTOB MEXAY TIPYNNaMH, [PHHEMABIINME
Ag3NOpaTaliH H Ianebo, HE3aBHCHMO OT TOTO, NPHHHMATH JIH HX MO OTHCIbHOCTH HITH C
AJIKOTOJIEM.
Ilpu mpuemMe ne3noparaquHa MalHEHTAMH C AIIEPTHYECKUM PHHUTOM OTMEYalIoCh OO/IerYeHue
TAKAX  CHMITOMOB, KaK 4HXaHHe, BBUICICHAS M3 HOCA M 3yl, a TaKke 3yl B [Jasax,
CJIE30TEICHUE U IIOKpACHEHHUE, 3y1 Heba. JlesnopaTanun obecnednBan 3 ¢eKTHBHbLH KOHTPOJIb
CHMIITOMOB B Te4eHHE 24 4acoB.

eTH
O deKTUBHOCTh nHe3/0opaTaqWHA B BHOE TabIETOK B XOA€ HCCIIEIOBAHUNH C yYacTHEM
IIOIPOCTKOB B BO3pacTte oT 12 1o 17 et He ObLIa OIHO3HAYHO IPOAEMOHCTPHPOBAHA.
Kpome ycranoBreHHOH KiaccHOUKAME CE30HHOTO u KPYTJIOTOAMYHOIO aJJIEprH4ecKoro
PHHHTA ~ MOXHO  TaKKe  BBIICIMTE HHTEDMHTTHPYIOIIMI — aileprudeckuif  pHHHT W
HEPCUCTHPYIOLIMH aIIePrHIeCKUil PHHHT B 3aBUCHMOCTH OT MPOIOIDKUTENBHOCTH CHMITOMOB.
VIHTepMUTTUPYIOIMI aJUTeprudeckuii pUHAT O3HAYAET IIPUCYTCTBHE CHMIITOMOB B TEYEHHE
MeHee 4 IHeH B HEMEJIO WM [IPOJOIIKUTENLHOCTBIO MeHee 4 Henelb B roxy. Ilepcuctupyromuii
QJINIEPruYeCKUi PHHUT 03HAYAET IIPUCYTCTBHE CHMIITOMOB B TedeHHe 4 u 6olee JHEH B HEMIENIO
1 IIPOJIOJDKUTENIBHOCTBIO OoJiee 4 Hezelb B roy.
Hesnoparammn s ¢dexTHBHO O6eryaer COCTOSHHE NAHEHTA ¢ CE30HHEIM aJJIEPrUYeCKHM
PHHATOM, 9TO IOATBEPXKAAeTCS OOMWMM O6allloM B ONPOCHHKE KAYeCTBA IKU3HHU pu
PUHOKOHBIOHKTHBUTE. HanbGombiume ynydimenns Habmonanuce IIPH BBIIOJHEHUH PAKTHUECKUX
1 TIOBCETHEBHBIX 3a/1a4, OTPaHHYEHHBIX CHMIITOMAMH.
bbuta u3ydena XpoHudeckas HamomaTHuecKas KpalmMBHUIIA B KaYeCTBE KIIMHUYECKOH MOENH
KpalUBHHUIEL, [IOCKONBKY NaTOQU3HONOTHA 3abONEBaHMs ONWHAKOBA, HE3ABHCHMO OT
STHOJIOTHH, a TaKXe B CBA3H C TEM, YTO NALHEHTOB C XPOHHYECKHMH 3a00JCBAHHSMHU Jerde
MPOCIEKTUBHO HabpaTrh JUIA y4acTHs B JAHHOM HCCIIEOBAHMUH. ITockonbky BBICBOGOMIEHME
THCTAMHHA  ABIACTCSL NPUYMHOM DPa3sBUTHSL BCEX THNOB KpPAIHBHHUIGL, OXHJAETCS, UTO
AC3I0paTaiH MO3BOMUT 3Q(HEKTHBHO OGIErYHTH CUMNITOMBI IIPH JOpYTUX BUJIAX KPANUBHHUIIBL, a
HE TOJIBKO IIpH XPOHHYECKOH HIMONATHYECKOH KpalHBHHIE, COTNACHO DPEKOMEHIALMAM B
KIIHHHYECKHX PYKOBOJICTBAX.
B Xxozme nByx muane6o-KoHTponHpyeMbIX Hcceq0BaHMSX IPOJOIDKUTEILHOCTHIO IECTh HEENb
C y4YaCTHMEM IaUMEHTOB C XPOHHYECKON HIOMOMATHYECKOL KpanuBHHULIEH ~YCTAaHOBUIM, YTO
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nesnoparaiud 3(QGEKTUBHO 0Oneryaer 3yJ M YMEHBIIAET pa3Mep M KOJMYECTBO YYacTKOB
BBICBINIAHUS. K KOHIly MEPBOTO Kypca NpHeMa Ipenapara. B XoIe KaXIoro HCCIeJOBAHUS
s¢dexr coxpansics B TeueHne 24 4acoB mocne NpHeMa Jo3bl npenapara. Kak u B Xofe Apyrux
UCIBITAHUA aHTUTMCTAMHHHBIX IIPENApaToB JUIs JIEYEHHS XPOHHYECKOM HAHMONATHYECKOH
KPaNUBHHUIIBI, OBUTIO UCKIFOYEHO MEHbINEe KONHYECTBO IAMEHTOB, y KOTOPHIX HE OTMEYAIOCh
OTBETa Ha BBEJICHUEC AHTHIMCTAMHMHHBIX IIpenapatoB. Y 55% man@eHToB, NPUHUMABIIHX
Ae3nopatajiit, HaOMOAAIOCh yMeHbINeHHe 3yna Gonee yem Ha 50% mo cpaBHeHMIO ¢ 19%
MAalUEeHTOB, MpUHUMAaBIIKMX Iuianebo. Ilpu mnpHeme pe3nopaTaguHa TakkKe OTMEYANOCh
3HAQUUTEIPHOE YMEHBIICHHE BIUSHHUA Ha COH H JHEBHYIO AaKTHBHOCTH, YTO H3MEPHIH IO
4eThIpeXOaIbHOM IIKase, HCIOIb3yeMO# ISl OLEHKH JaHHEIX TepeMEHHBIX 3HAYeHHI.

5.2 PapMaKOKHHETHYECKHE CBOICTBA.

Abcopbius
Konnenrpanuoo aesnoparagyHa B IUIa3Me MOYKHO ompenenuTs B TedeHue 30 MHHYT mocie

npuema. JlesopaTafiuH XOpOIIO BCACHIBACTCS, MAKCHMAIbHAs KOHIIEHTPAIHS JOCTHIAETCS
IIPUMEPHO 4Yepe3 3 4yaca; TEPMUHATBHBEIH IIEPHOJ IONYBbIBEJEHHS COCTABIAET NPUMEPHO 27
yacoB. CTeleHb KyMyJsIUM Je3JI0paTafiiHa COOTBETCTBYET MEPHOMY IIONYBbIBELECHUS
(mprMepHO 27 4acoB) U KPaTHOCTH IpHEMa OJMH Pa3 B CYTKH. BHOIOCTYIIHOCTE Jie3710paTaauHa
ObUTa IPONOPIMOHATIBHA H03€ Mpenapara B JUara3oHe oT 5 Mr 10 20 Mr.

B xozme (apmakOKMHETHYECKOrO HCCIENOBAHHSA, B KOTOPOM JeMOrpadUdecKHe [aHHBIE
NalMeHTOB OBUIM  CONOCTAaBHMBI C [MONY/IANMEH [AIMEHTOB C OOBIYHBIM  CE30HHBIM
AJUIEPTAYECKUM  PHHHUTOM, y 4% MAUMeHTOB OTMeYanach 6ojee BBICOKAsS KOHIEHTDALMS
nesnoparaguHa. JlaHHBIH IOKa3aTelb MOXKET BapbHPOBAaTh B 3aBHCHMOCTH OT 3THHYECKOMH
IPHHANJIOKHOCTH NIAUMEHTOB. MakcuManbHas KOHLEHTPaIUs Ae3/I0paTaiiHa GbUla IPUMEDPHO B
3 pasa BbllIe IIPUMEPHO Yepe3 7 4acoB, KOHEUHEIH IIEPHOL [IOTYBBIBEICHHS COCTABHI IPUMEPHO
89 uacos. [Ipopuie Ge30macHOCTH y TaKHX CyOBEKTOB He OTIHYANCS OT IPoHIIs 6E30MacHOCTH
y o0LIe oMy AN TalHEHTOB.

Pacnpenenenue

Hesnoparanue ymepeHHO cBs3bBaeTcs (83-87%) ¢ OeKaMH IUIa3Mbl KpoBH. OTCyTCTBYIOT
AaHHBIC O KIMHHYECKH 3HAYHMOM HAKOIUIEHWM JIEKapCTBEHHOIO IIperapara Iocie IpHeMa
Ae3noparaguHa OQUH pas B CyTKH (0T 5 mr g0 20 Mr) B Teuenue 14 nHeit.

buorpancdopmanus

DepMeHTbl, OTBETCTBEHHbIE 3a METAGOJIM3M JE€3J0PATAMHA, €Ile HE YCTAHOBIEHDL, II03TOMY
HEJIB351 IOJHOCTBIO HCKIIOYHTH HEKOTOPHIE B3aMMOJAEHCTBHS C APYTHMH JIEKapPCTBEHHBIMU
npenaparamu. Jlesnoparagun He uHrubupyer CYP3A4 in vivo. B xome uccienoBanuit in vitro
YCTaHOBHIIH, 4YTO JICKAPCTBEHHBIA mpenapar He uHruoupyer CYP2D6 u He sBisercs
CyOCTpaTOM MM HHTHOHTOPOM P-rimkonporenHa.

ONMMHHALUS

B uccnenoBanuu ¢ OHOKPAaTHBIM NPHEMOM JE3NOpATafvHA B [03€ 7,5 MT YCTaHOBJIEHO, YTO
nuia (KUPHBIM BBICOKOKAIOPHMHBIA 3aBTpaK) MWIIH rpedndpyTOBBI COK HE BIMSIOT Ha
pacrpeneneHue ae3nopaTaausa.

[lanyenTs! ¢ HapyIIeHHeM QYHKIHH ITOYeK

CpaBHunM  ()apMaKOKHHETHKY [€3/70paTafiiHa y [AlHUEeHTOB ¢ XPOHHYECKOH MNOYEeYHOH
HenocTatoyHoCTRi0 (XIIH) ¢ hapMakoKMHETHKOH 3[0pOBBIX TOGPOBOMBIEB B XOIE OIHOTO
UCCIICIOBAHKSA OJHOKPATHOH /03bl M B XONE OIHOTO MCCIENOBAHHMS MHOTOKDATHOH [03bl B
HCCIIENIOBAHMA OJTHOKPATHOH O3Bl IKCIO3ULKS A€3/I0paTauHa Oblla IIpuMepHo B 2 1 2,5 pasa
BbIIe y cyOBeKToB ¢ XITH oT serkoif 1o yMepeHHOMU U TSKENOMH CTENEeHH, COOTBETCTBEHHO, YeM
Y 3M0pOBBIX [J0OpOBOJIBLEB. B HCCIeIOBAHWM MHOTOKpATHBIX 03 PaBHOBECHOE COCTOSIHHE
AoCTHranoch nocie 11-ro nus nmpuema mnpemnapara. [1o cpaBHEHHIO O 3HOpOBbWH,\é§’6LeKlTaMH

]
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OKCIIO3HUIMs JIe310paTaiHa Oblia MpHUMepHO B 1,5 pasa Bblime y cyobekToB ¢ XIIH nerkoi u
Cpe/IHEH CTETIEHH TSHKECTH U IIPUMEPHO B 2,5 pasa Belie y cyobekToB ¢ XITH Tsxenoi creneHy.
B xozne oboux uccnenoanuit msmenenus skcnosunuu (AUC w Cmax) mesnopaTaguHa u 3-
CHIPOKCUIE3I0OpaTaqiHa HE SBIISUTHCH KIIMHUYECKH 3HAUUMBIMH.

5.3 JlaHHbIE JOKJIMHHYECKOH 0e301aCHOCTH

JleanopataguH  SBJISIETCS OCHOBHBIM AKTHBHBIM  META0OIHTOM jJopataguHa. B xone
JOKIMHUYECKHX HCCICNOBaHUHM Jie3NopaTtajvHa M JIOpaTaIuHa OTMEYaloCh OTCYTCTBHE
Ka4eCTBCHHBIX HWIIH KOJMYECTBCHHBIX Das/M4YUi B NpoQuIe TOKCUYHOCTH MIE3JIOpaTafiiHa M
JIopaTaJiMHa IIPH COMTOCTABUMOM YPOBHE BO3JEHCTBHUS [€3jI0paTaliHa.

JIOKITMHUYECKHE NaHHBIE ITOATBEPXKIAIOT OTCYTCTBHE KAaKOH-ITHOO OMACHOCTH IUIA JIOMEH npu
NpOBEACHHH OOBIYHBIX MCCIENOBaHMI 10 (HApMaKOJOTHM OE30MacHOCTH, TOKCHYHOCTH
NIOBTOPHBIX /103, TI'€HOTOKCHYHOCTH, KaHIIEPOT€HHOCTH, pENpPOAYKTHBHOM TOKCHYHOCTH.
ITonTBEpIKIEHO OTCYTCTBHE KAHIIEPOTEHHOTO MOTEHIHANIA B XOJIE MCCIIeMOBAHUIH Jle3710paTaiiHa
U JIOpaTaJuHa.

6. ®APMALEBTHUYECKHUE CBOMCTBA
6.1 IlepeyeHp BcrioMoraTe/IbHbBIX BELIECTB.

BcnomorarensHble HUHIPEIUEHTEI: LEJUTI0N03a MHKDPOKPHUCTAJUTHYECKas,
THIPOKCHIIPONIUIMETHIILIEILIION03a,  XJIOPUCTOBOJOPOIHAS ~ KHCIIOTA, HATPUs THAPOKCHI,
KpaxMall KyKypy3HBIH, BBICYINEHHBIH, J1aKTO3a MOHOTHIADPAT, TabK, MIEHOYHAS 000104KA:
Omazpait II TomyGo#t (comepHT I1akTo3y MOHOTHIpAT, THIIPOMEIIO3Y, THUTAHA IHOKCHL,
‘Makporon 400, unnuroxkapmun (E132)), Omnanpait [Tpo3payHblit (COTEPKHUT THIPOMENIO3Y H
makporoi 400).

6.2 HecoBMecTHMOCTB.

He npumenumo.

6.3 Cpok rognocru.

$.J1eT.

6.4 Oco0ble MepbI NPEXOCTOPOKHOCTH MIPH XPAHEHHH.

XpaHUTh B OPUTHHAIIBHOMN yIaKoBKe (GIIMCTED) C HEIBIO 3alUThI OT BJIATH.
6.5 XapakTep u cofepxkaHue MEPBUYHON YIAKOBKH.

[To 10 rabnerok B Giuctepe (OITA/AI/TIBX muieHKa U aloMHHHEBAS dospra). 1 umu 3 Gucrepa
C JIMCTKOM-BKJI/IbIILIEM B KapTOHHOM KOPOOKe.

6.6 OcoGble MepbI NpEeJOCTOPOKHOCTH  TIPH  YHHYTOXEHHH  HMCIOJb30BAHHOIO
JEKAPCTBEHHOI0 MpenapaTra HWJIH OTXO0J0B, IOJYy4YeHHBIX II0C/€ MNpPHMEHeHHS

JIEKAPCTBEHHOI0 NIpeNapaTa Win padoThl ¢ HHM.

Het oco0bIx TpeGoBaHMM K yTHIH3ALNH.
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Bech ocTaBIIHiiCs TeKapCTBEHHBIH MpenapaT d OTXO/bI CIeyeT YHHUTOXHUTh B YCTAaHOBICHHOM
TIOPSIZIKE.

6.7. YcnoBusi 0TIycKa H3 anTeK.

be3 penenta Bpaua.

7.  JEPATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

KPKA n.1., HoBo mecto, IlImapremka necra 6, 8501 Hoso mecto, CrioBeHUSs

7.1. IlpencraBuTe/Ib JEpKATE/S PETHCTPALHMOHHOTO YI0CTOBEPEHHUS.

[Iperensuu morpeGuresneli HampaBaATe 1m0 azgpecy: [IpencTaBUTENLCTBO AKIHOHEPHOTO
ObwecrBa «KRKA, TOVARNA ZDRAVIL, D. D., NOVO MESTO» (Pecny6mnuka CroBeHus)

B Pecrybnuke bemapycs: yn. ®ummmorosa 25T, opuc 315, 220114, r. Munck, Pecrny6muka
benapycs, Ten/daxc: +375 740 740 9230, E-mail: info.by@krka.biz.

8. HOMEPA PETUCTPAIIMOHHBIX YIOCTOBEPEHUM

9. JATA NEPBHYHOW PETMCTPAIIMH (IIOATBEPKIEHUS PETUCTPALIUY,
INIEPEPEI'HCTPALIUN)

10. JATA IIEPECMOTPA TEKCTA

OOwmas XapakTepuCTHKa JIeKapCTBEHHOro Ipemaparta Jlesnopatamud Kpka JocTymHa Ha
oHUUMAIBHOM CalTe YHOJHOMOYEHHOro opraHa rocynapctBa — YII «LleHTp 3KcmepTu3 u
HCIBITAHUH B 3/IpaBOOXpPAHEHHH» B HH(POPMAIMOHHO-KOMMYHHKAI[HOHHON ceTu «MHTepHET»

www.rceth.by.
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