MHWHUCTEPCTBO 3/IPABOOXPAHEHW S PECITYBJIMKHY BEJIAPYCb

HUHCTPYKIIUA
110 IIPUMCHEHHUIO JICKAPCTBCHHOT'O cpeacrTea
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Topronoe Ha3BaHMHC! MOHTCMGH o
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MesKTyHApOIHOE HENATEHTOBAHHOE Ha3BaHHe: MOHTeNyKacT (montelukast)

Onucanue:

OBasbHEIE, IBOSAKOBBITYKIIBIE TAONETKH, PO30BOTO IBETA, C PABUPOBKON «4» ¢ OJJHOW CTOPOHBL
JlonmyckaeTcs HaJlM4ue BKpaIuieHn# (J031poBKa 4 Mr).

Kpyriibie, 1BOSIKOBBIMYKJIbIE TabJIETKH PO30BOrO IIBETA, C IPABUPOBKOH «5» € OJHOW CTOPOHBL
JlonyckaeTcst HaJIM4ue BKparieHu (03MpoBKa 5 Mr).

CocraB: 1 xxeBaTenpHas TabJIeTKa COACPKUT:

Axmusnvle 6ewjecmea: MOHTENYKACT (B BUE MOHTeTyKacTa HaTpus) — 4,0 Mr uu 5,0 Mr

Bcnomozamenvuvie  6ewecmsa: wmannuton (E421), nemmonoza MHKPOKpHUCTAJUTHUECKad,
TUIPOKCHIIPOMMIIIEIUIION03a, KPOCKApMEIIo3a HATpHWs, apoMaTH3aTop KiIyOHMYHBIA, acmapram
(E951), xene3a okcun kpacHsii (E172), marnus creapart.

(I)opma BBIITYCKa: TaOJIETKY KeBaTEIbHBIE.

®apmakoTepaneBTHYeckas rpymma: Cpeacrsa juisl jedeHHs OOCTPYKTHBHBIX 3a0osieBaHUM
IBIXaTeNbHBIX MyTeld. [Ipoure cpeacTBa Ut Je4eHHs OOCTPYKTHBHBIX 3a00JI€BaHMH JIBIXATEIBHBIX
IyTeH U CHCTEMHOTO IPUMEHEHHS. AHTarOHUCTBI TIEHKOTPHEHOBEIX PEIETITOPOB.

Kox ATX: R03DCO3.

dapmMakoJ0ruecKne cBoiicTea

Dapmaxoounamuxa

I{ucreununossie newkotpuensl (LTCs, LTDs, LTE4) ABAsAIOTCS MOIMHBIMA BOCTIAJINTEIBHBIMH
3IK03aHOMAMH, BBICBOOOXIAIOMIMMHUCS W3 Pa3IUYHBIX KIETOK, BKIKOYas TYy4YHBIE KICTKH H
303MHOQMIBL. OTH BaXHbIE INPOACTMATHYECKHE MEJMATOPhl CBA3BIBAIOTCS C IMCTCHHUIIOBBIMH
nerikoTpuenoBbiMM  penentopamu  (CysLT), KOTOpple HaxomATCs W OKa3blBalOT [CHCTBHE B
IBIXAaTENBHBIX IIyTAX, BKIIOYas OpOHXOCMA3M, BbIIETICHHE CEKpeTa CIM3HMCTOH 000I04KOH,
IIPOHHUIIAEMOCTh COCY/IOB, IPUBJICUEHHE S03UHODHUIIOB.

MoHTeNnyKkacT SBISE€TCS AaKTUBHBIM BEMIECTBOM, KOTOpPOE MpH MEPOpalbHOM NPUMEHCHHH
CBA3BIBAETCA C BEICOKOHM apuHHOCTBIO U cenekTuBHOCTHIO ¢ CysL T -penentopamu. B KinMHUYECKHX
HCCIIEIOBAHMAX MOHTEIYKAacT MHrMOMpoBan GpoHXoCIasM, Bbi3BaHHBIH HHramammed LTDy, B gose S
MI. DBpoHxomunmaTtamus HacTynmaja B TeYeHME 2 YacoB IIOCJIE IEpOpAIbHOIO IMPHMEHEHHA.
Bpouxopacmupsomuii 3¢ ek, BbI3BaHHBIA -aroHHCTaMH, OOMONHAICA 3(¢dekToM MOHTETyKacTa.
JleueHWe MOHTENYKACTOM HHTHOMpYET Kak paHHIOK, TaKk H MO3JHIO ¢a3pl OpoHxocmnasMa
BCJIEACTBHE aHTHIEHHOM CTHMYJSUMH. MOHTEIyKacT, 0 CPaBHEHHMIO C Iiaunebo, CHUXAeT ypOBEHb
303WHOGUIOB B Mepudepryeckod KPOBH Yy B3pOCIBIX U AeTei. B oTOenbHOM HCCIeOBaHHMH IIpH
JICYUEHUY MOHTEIYKACTOM CYLIECTBEHHO CHHXXAIOCH KOJMYECTBO J03HHOMHIIOB B JABIXATENbHBIX IMyTAX
(oIpezieNIeHo MO aHaIN3y MOKPOTHI). Y B3POCIEIX M JIeTel B BO3pacTe OT 2 J0 14 JIeT MOHTENYKACT, 110
CpaBHEHMIO ¢ manebo, CHWXal YPOBEHb J03MHOGUIOB B MepUEepHIeCKOH KpOBH, YiIydlasd
KJIMHUYECKUH KOHTPOJIb aCTMEI.

B ncce[oBaHMAX C YUaCTHEM B3POCIBIX MOHTENyKacT B o3¢ 10 mr 1 pa3 B CyTKH, IO CpPaBHEHHUIO
¢ muanebo, MNPOJEMOHCTPUPOBAT 3HAYMTE/ILHOE YIIyJIICHHE IIOKa3aTels YTPEHHEro O®BI1
(u3MeHeHHe oT ucxonHoro Ha 10,4 % no cpapHenumio ¢ 2,7 %), yrpeHHeH MaKCUMAaIbHOM 00BEMHOU
ckopocts Beoxa (MOCB) (M3MeHeHHe OT MCXOXHOTO Ha 24,5 J/MHH IO CPaBHEHHUIO € 3,3 n/mMuH) K
3HAYUTENBHOE YMEHBIICHHE OOMero MoKasarens IIPHMEHEHHs [-arOHHCTOB (H3MCHEHHS OT
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ucxomHoro: -26,1 % o cpaBHeHUIO C -4,6 %). OGneryeHye THEBHBIX ¥ HOYHBIX CUMIITOMOB aCTMBL,
[10 OLIEHKAM TIALMEHTOB, BBUIO 3HAYHTENBHO JTYYIINM, YeM MPH IIPEMEHEHHH I1aneto.

WccrnenoBaHuss C y4acTHEM B3pOC/IBIX  IMAllMEHTOB TIPOIEMOHCTPHPOBATIA  CIIOCOOHOCTB
MOHTEJTYKacTa JOMOJHITH KIMHAYECKUH 3P (EKT HHraAIMOHHBIX KOPTHKOCTCPOHIOB (% u3MeHeHHd
OT MCXO/HOTO MoKa3aTesl U1 HHTATAIMOHHOTO GEKJIOMETa30Ha B KOMOUHAIIMH C MOHTETYKaCTOM I10
CPaBHEHMIO ¢ GEKIIOMETa30HOM, COOTBETCTBeHHO, st ODBI: 5,43 % no cpasHeHuo ¢ 1,04 %,;
npuMeHeHHe P-aroHnctoB: -8,70 % mo cpaBHeHHIO ¢ 2,64 %). Ilo CpaBHCHHIO C MHIALUHOHHBIM
GexnomerasoHoM (200 MKr 2 pasa B CYTKH, CIEHCEPHOE YCTPOHCTBO), MOHTEIYKAacT
IPOIEMOHCTPHpOBan Gonee OBICTPBINH HAYaibHBI OTBET, XOTS HA MPOTSHKEHHH 12-HENENBHOro
HCCIENOBaHUs OEKJIOMETA30H TNPUBOAUI K Oonee BBIPAKEHHOMY CpPEIHEMY TEPalCBTHUCCKOMY
sdpdexty (% H3MEHEHHS OT MCXOIHOTO JUIs MOHTENyKacTa IO CPaBHEHHIO C OCKIOMETa30HOM,
cooTBeTcTBeHHO, 11t ODB1: 7,49 % mo cpasrenuto ¢ 13,3 %; npumenenue p-aronucta: -28,28 % mo
cpaBHeHHIO ¢ -43,89 %). OmHako mpu CpaBHEHHMM C OEKIOMETa30HOM, y OOJBLIEro KOJMYECTBA
TAIAEHTOB, TIOJIyYaBIINX JICYCHHE MOHTETYKACTOM, JOCTUTHYT NOJ0OHBIH KIMHMYECKHi OTBET (T.C., ¥
50 % mMaMeHTOB, MONY4YaBIIMX JIeYeHHWE OEKIOMETA30HOM, IOCTHTHyTO yiyumeHus OO®BI
npu6msuTensHo Ha 11 % wmm Gofble O CPaBHEHMIO ¢ MCXOIHBIM, B TO Bpems Kak y 42 %
TIAIMEHTOB, OIYYaBLIMX JEIEHNE MOHTEITYKACTOM, IOCTHTHYT TaKOH XK€ OTBET).

B 12-HeenbHOM, IUIaNe50-KOHTPOTHMPOBAHHOM HCCIIEN0BAHMH C Y9aCTHEM JeTel B BO3pacTe OT 2
J0 5 JIeT MOHTEeNyKacT B Jo3e 4 Mr 1 pa3 B CyTKM yJyd4llaj IIOKa3aTeld KOHTPOJS acTMBbI, M0
cpaBHEHMIO C Iane6o, HE3aBUCHMO OT  CONYTCTBYIOUIEH  KOHTPOJNMPYIOIICH — Tepaluu
(KOPTHKOCTEPOMALI IS MHTANALMI/paclbUICHHMss ~ WIM  HaTpdss  KpOMOIJIMKAar Ui
MHTAJIAIUR/pacbuienns). 60 % NAlMeHTOB He IOJNyYald KaKoH-TMOO KOHTPONHPYIOUICH TepamuHy.
MoHTenykacT ocnabisi IHEBHBIE CUMITOMBI (BKJIIOYas Kallejb, XPHIBI, 3aTPYIHEHHE IBIXaHHSA U
OTpaHMYEHHE AKTUBHOCTH) M HOYHBIE CHMIITOMBI, 110 CPaBHEHHMIO C mane6o. MoHTenyKacT Takxke
CHH)KQJI YaCTOTY HCIOJIB30BaHUS [(-arOHHCTOB «I10 HEOOXOMUMOCTHY» M HEOTIONKHOrO IMPUMEHCHUA
KOPTHKOCTEPOMIOB TpH YXYIIIEHHH TEYEHHMS aCTMBI, 1O CPaBHEHMIO ¢ Iiauebo. Y NalMeHTOB,
TONYYaBIINX MOHTEIYKacT, ObUIO GOJiblliee KONHYECTBO NHEH Ge3 MPOSBICHUH acTMblL, HY€M Y
ToNTy4aBUINX Iane6o. TepanesTrueckuit 3¢ GexT ocTUrascs nocne npueMa MepBoi N03bL.

B 12-MecsuHOM IIane60-KOHTPOIHPOBAHHOM HCCTIEOBAHHMH C YIacTHEM JeTelf B BO3pacTe OT 2
10 5 JIeT ¢ acTMO# JIETKOH CTENEHH TSHKECTH M JITH30AUIECKIMHU 00OCTPEHHUSMH, MOHTEIYKAacT B 03¢
4 mr 1 pa3s B cyTku 3HauuTeNbHO (p<0,001) yMeHbIIan rofoBYIO YacTOTY SMH3010B 000CTPEHHUS (30)
acTMBl no cpaBHeHmIo ¢ ruiane6o (1,66 D0 mo cpasHeHmio ¢ 2,34 20, cooTBeTcTBEHHO), [0
Onpe/IeNe kI KakK >3 MoC/eI0BaTelbHbIX JHEH ¢ JHEBHBIMH CHMIITOMaMH, TPEOYIOIMMH IIPHMEHCHHS
B-arOHKMCTOB HJIM KOPTHKOCTEPOUIOB (IIEPOPAIBHBIX MM MHTAISLHMOHHDIX), HIM TOCIHTAIH3ALHUS 10
npuuMHe acTMBbI]. [IpOLEHT CHUXEHHMst roJoBoro nokasarens OO coCTaBUI 31,9 %,c95% 1 16,9;
44.,1.

B 1m1ane6G0-KOHTPOIMPOBAHHOM HCCIIENOBAHHMY C yU4acTHEM JeTed B BO3pacTe OT 6 MeCsIeB 0 5
€T, Y KOTOPHIX TEYEHHE acTMBI GBUIO MHTEPMHUTTHPYIOIIMM, HO HE NEPCHCTUPYIOLINM, JICUCHHE
MOHTENIYKacTOM MPOAOJDKANOCH B TedeHHe 12 MecsreB mo cxeme 4 Mr 1 pa3 B CYTKH HIH 12-
JIHEBHBIMH KypCaMH, C HA4alloM KaXIOTo Kypca IIPH BO3HHKHOBEHHH SMH307a HHTEPMHUTTHPYIOMHX
cumnToMoB. He HabmoAanock BBIP&KEHHOTO OTIMYHA Yy IIAMECHTOB, IOJY4YaBIIMX JICYCHHE
MOHTENYKacToM B 03¢ 4 Mr wWrm Iuianef6o, OTHOCHTENbHO KOJIMYECTBA JMHU30I0B aCTMEL,
NepexoNAlkX B MPHUCTYN aCTMBI (YTO ONMPEAETCHO KaK SMH30[ aCTMbl, TpeOYIOMMH HCIIONb30BaHMS
MEIUIHHCKUX PECYPCOB, TAKMX Kak BHEIUIAHOBOE MOCEINEHHE Bpaya, IyHKTA HEOTJIOKHOH MOMOIIM
WIM TOCHUTAIM3ALUs, WM JIEYEHHs ¢ TPUMEHEHHEM [E€POPalbHbIX, BHYTPHBEHHBIX WU
BHYTPHMBILIEYHBIX KOPTHKOCTEPOUIOB).

B 8-HeziebHOM MCCIIENOBAHHMH ¢ YYacTHeM JeTell B Bo3pacTe oT 6 10 14 jeT MOHTETyKacT B 03¢
5 Mr 1 pa3 B CyTKH, [0 CpaBHEHHMIO C Mane6o, CyleCTBEHHO YITydllal PECIHPATOPHYIO (YHKIIHIO
(O®B1 8,71 % mo cpasrenuio ¢ 4,16 % m3MeHEHHEM OT MCXOAHOTO IOKA3aTelNls; M3MEHEHHE OT
MCXOHOTO MoKasaTens yrperHeit MOCB 27,9 n/MuH no cpasrenuio ¢ 17,8 1/MHH) B CHHXKaJ YaCTOTY
TIpUMEHERHS B-arOHHCTOB «TI0 HEOGXOMMMOCTH» (M3MEHEHHE OT HCXOJHOrO MOKa3aTelIs: -11,7% 1o
cpaBHeHHIO ¢ +8,2 %).

B 12-MecsSYHOM HCCIEIOBAHMM CpaBHEHUS 3(G(EKTHBHOCTH MOHTENIYKacTa ¥ HHIAALHOHHOTO
(TyTuKa3oHa [ KOHTPOJIA acTMBI y J€Tell B BO3pacTe OT 6 no 14 net ¢ mepCUCTHPYIOIIEH acTMOH
JIErKOH CTEMEHM TSKECTH MOHTeNyKacT Obul He MeHee OS(QEKTHBHBIM, HeEM Gy THKa30H,
OTHOCHTEJIHO YBEIWUYCHHS, B MPOLEHTHOM BBIPAXKEHHH, KONHYECTBA JHEH 6e3 NpPUMEHEHU
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HEOTJIOXKHOTO IIperapara Jiis JIeUeHus acTMBbl (IepBHYHAsA KOHEeYHas T04Ka). 3a 12-MecaYHbIH nepuon
NeyeHHs, NpOLEHTHBIH MOKa3aTelbh KONMYecTBa HHed Oe3 NPUMEHEHHMS HEOTVIOKHOM Tepanuy
yBenmumMncs B cpemHeM ¢ 61,6 mo 84,0 B rpymme MoHTenykacta u ¢ 60,9 mo 86,7 B rpymnme
¢nytukazoHa. B rpymnmax oTiIMYME CPEIHEKBAIPATHYECKOTO "(LS) yBenuueHHs, B TMPOLEHTHOM
BBIPAXXECHHH, KOJMYECTBA IHEH Ge3 NpHUMeHeHHs HEOTNIOKHOH Tepamuu OBUIO CTaTHCTHYECKH
sHauuMbM (-2,8 ¢ 95 % JU -4,7; -0,9), HO B mpexenax IpeABApPUTENHHO YCTAHOBICHHOH
KJIMHHYECKO# (He MeHblIe) 3¢ PEeKTHBHOCTH.

MoHnTtenykacT W (IyTHKa30H TakKe yIyulllal¥ KOHTPOJb aCTMBI CIIEAYIOIIHX BTOPHUYHBIX
TIEPEMEHHBIX, OLCHUBABIINXCS HA POTSIKEHUH 12-MeCAYHOr0 IIepruoa JeYeHHUs.

O®BI1 ysemnumica ¢ 1,83 no 2,09 n B rpynme moHTtenykacta u ¢ 1,85 no 2,14 i B rpymme
¢ayTukaszoHa. Mexrpynnosoe oTauume nokasatens LS oTHocuTenbHo yBenuuenus OPB1 cocraBuio
-0,02 1 ¢ 95 % U -0,06; 0,02. Cpennee yBeIHYCHHE MO CPaBHEHHIO C HCXOIHBIM B
nporrosuposBanHoro O®B1 cocrasuio 0,6 % B rpymme jedeHUs MOHTETyKacToM H 2,7 % B rpymme
nedenus ¢nyrtukasoHom. Otiamume nokaszarens LS OTHOCHTENBHO H3MEHEHHsS IO CPaBHEHHIO C
ucxoaHbM % npordosuposantoro O®B1 Guio cymecTBeHHBM: -2,2 % ¢ 95 % JIU -3,6; -0,7.

TIpoLIeHTHBIM TOKa3aTeNb KOJNMYECTBA JHEH C NMPUMEHEHHeM [-aroHHCTa CHU3MIOCH ¢ 38,0 m0
15,4 B rpynne moHtenykacta u ¢ 38,5 no 12,8 B rpynne ¢ayTvkazoHa. MeXrpynmnoBoe OTIHYHE
nokasarens LS OTHOCHTEIBHO MPOLEHTA AHeH ¢ IpUMEHeHHeM P-aroHKCTa ObUT0 3HAYMMBIM: 2,7 € 95
% AN 0,9; 4,5.

[TponeHTHBIMH mMOKa3aTelb KOJMYECTBA IIAMEHTOB C IPHCTYNIOM AacTMBl (IIPUCTYN acTMBI
ompefeNieH Kak MepuoJ YXYALIEHHS TEeUeHHs acTMbl, TpeOyIOIIMH JIEYEHHS IEpOpabHbIMU
CTEpOMIaMH, He3aIJITAHHPOBAHHOTO MOCEIIECHHS Bpaya, OCEEeHUs MMyHKTa HEOTIOXHOW MOMOLIN HITH
FOCIUTAIM3AIMA) COCTaBUI 32,2 B TIpymne MoHTeqykacta W 25,6 B rpynne (uyTHKa3oHa,
ko3¢ dunment pacxoxaenus (95 % JIW) sHaunTensHblii: paseH 1,38 (1,04; 1,84).

B nepuon uccnenoBanus CHCTEMHBIE (B OCHOBHOM, [IEPOPATBHBIE) KOPTHKOCTEPOUIBI IIPUMEHSITH
17,8% nauuenToB B rpymnme MouTenykacta u 10,5 % B rpynne ¢uryTHKa3oHa. MEXIPYyNnoBoe OTJIMYHE
nokaszarens LS 6su10 3HauuMeM: 7,3 % ¢ 95 % 1IN 2,9; 11,7.

3HauNTENbHOE CHMDKEHME MOKa3aTels OpOHXOCIa3Ma, CBS3aHHOTO € (U3MYECKOH Harpy3ko#
(B®H), nabmonanock Ha 12-# Henene MCCIENOBaHUA Y B3POCIBIX (MakcHManbHOe cHukeHne OPB1
22,33 % m1a MOHTENyKacTa 1o cpaBHeHHto ¢ 32,40 % mns miane6o; BpeMs 10 BOCCT2HOBJICHHS B
npenenax S % ot ucxomHoro O®B1 cocraBuno 44,22 MUHYTHI [0 CPaBHEHHIO C 60,64 MEHYTBI). DTOT
3¢ deKT 6T MOCTEIOBATENBHBIM HA TIPOTSHKEHNH 1 2-HenenbHOro nepuosa uecnenopanus. CHIKEHHE
B®H Taxxe 6510 MPOJEMOHCTPUPOBAHO B KOPOTKOM HCCIIEHIOBAHUM C yJaCTHEM JCTeH B BO3pacTe OT
6 1o 14 ner (MakcumaneHoe cHmkenne O®B1 18,27 % mo cpaBHenmo ¢ 26,11 %; Bpems 1o
BOCCTaHOBJIeHHs B mpeaenax 5 % ot ucxomgHoro O®PBI1 cocraBuio 17,76 MHHYT MO CPaBHEHHIO C
27,98 muHyT). Dddekt B 000HX HCCIeAOBaHUAX ObUI NPOAEMOHCTPUPOBAH K KOHIlY HHTEpBala
J03upoBaHus npenapara (1 pa3 B CyTkn).

VY nanueHTOB ¢ YyBCTBHUTEIBHOCTHIO K ACIHUPHHY, ITOJYyYaBUIHX OJHOBPEMEHHO MHTIALHMOHHBIC
/MM TIepopasIbHbIE KOPTHKOCTEPOHIIBI, JIEYEHHE MOHTEIYKAaCTOM, II0 CPaBHEHHIO ¢ Mianebo,
HPUBOIHIIO K 3HAYMTEIHHOMY YJYUIICHHIO KOHTPOJIS aCTMBI (M3MEHEHHE OT HCXOAHOTO NOKa3aTeId
O®BI 8,55% no cpaBHeHHMIO C -1,74% U U3MEHEHHE OT HCXOAHOTO B CHHXEHHMH OGIIEr0 MPHMEHCHUS
aronucra -27,78% no cpaBHeHu1o ¢ 2,09 %).

Dapmakoxunemuxa

Bcacvisanue

MoHurtenykact 6bicTpo abcopOupyeTcs MOCHe MepopaibHOro npuMeHeHHs. [l TabneTok,
TIOKPBITHIX TICHOYHOM 060J104KOM, 110 10 Mr, cpeaHss MakcumanbHas KOHUEHTPaHs (Crmax) B ILIa3MeE
KpoBH gocturaercs depe3 3 uaca (Tmax) MoOCIe NpPHMEHEHHs Ipenapara B3pOC/IBIMH HATOIIAK.
BHOZOCTYIIHOCTB NpH TIEPOPATHHOM MPHMEHEHHH B cpefiHeM cocrapiseT 64 %. Ilpuem 00ObIYHON
NI He BIMSET Ha GHOIOCTYIHOCTH NpPH MEPOPATBLHOM NpPUMEHEHHH M Ha Cmax. [lis TabneTox
)EBATENBHBIX, MO0 5 MI, Cpax OOCTHrasach 4epe3 2 4Yaca MoOCjie NpHeMa HaTOLAK y B3POCIBIX.
BHOZOCTYIIHOCTE TIPH TIEpPOPANLHOM IIPHMEHEHHH B CPETHEM COCTaBiIsa 73 % u cHIKanack 10 63 %
P IIpHEMe CO CTAaHIAPTHOM MHUILEH.

ITocre mpreMa HaTOIAK TabJIeTOK XKEBATENbHBIX, 10 4 MT, ICThbMH B BO3pacTe OT 2 10 5 neT, Crax
JOCTHTaNIach depe3 2 4aca rocye npuema npenapata. CpenHee 3Ha4YCHHE Cnax (66%) Gonee BEICOKOE,
a cperntee Cpin 601€€ HU3KO€, YEM Y B3POCIIBIX 110CIIE MTPUEMA tabneTkH B 1o3¢ 10 Mr.




Be3zonacHocTh ¥ 3(G(MEKTHBHOCTh OBUIM IOATBEPKICHBI B’ KIMHHYECKHX HCCIECIOBAHHAX TIPH
IPHMEHEHUH TableTOK, MOKPHITHIX obooukol, 10 mr, xceBareqbnbxx‘ TabneTtox 4 Mr U 5 Mr
HE3aBHCHMO OT IpHEMA IHLIIK. o '

Pacnpeoenenue

MonTenykact Ha 6onee uyeM 99 % cBsspBacTCd C OelKaMH IUIa3MBl  KpOBH. O6beM
pachpele/ieHHsl MOHTEIYKacTa B DPaBHOBECHOM COCTOSHHH COCTABJIAET B CPEAHEM 8-11 nmTpoB.
HccnenoBanus Ha KphIcax ¢ OPUMEHEHHEM DaJMOAKTHBHO MEYEHOro MOHTEJYKAcTa yKasbIBalOT Ha
MUHHUMAJIBHOE DacTpe/ie/leHue NpH TPOHMKHOBEHHUH depe3 reMaTodHIe(panmuyeckuit 6apsep. Kpome
TOro, KOHIICHTPAIMH PaIMOAKTHBHO MEYEHOro BELIECTBA 4yepe3 24 yaca IOC/Ie MPHEMA 03B! 6511H
MHHHUMAJIBHEIMH BO BCEX JPYTUX TKaHSX.

Memabonuszm

MonTenykacT  akTUBHO  Merabonmsupyercs. B uccnenoBaHMAX — IIpH  NPUMEHCHHH
TEpAIeBTHYECKHX 03 KOHIIEHTpAIMU MeTabOoIUTOB MOHTETyKacTa B IIa3Me KPOBH - HHXKE Npeea
o0Hapy’KeHHs IIPH PABHOBECHOM COCTOSIHMHU Y B3POCJIBIX M JICTEH.

In vitro WccnenoBaHMs Ha MHKpOCOMax IIEYEHH YEJIOBEKA YKA3bIBAIOT Ha TO, YTO IMTOXPOMBI
P450 3A4, 2A6, 2C8 u 2C9 npuHMMAIOT yuactve B MeTaboim3Me MoHTenykacTa. [lo pesynbraram
NOIOJNHATENLHEIX  MCCIIEIOBaHMM MHKPOCOM TIEUEHHM 4EJIOBEKa [n  Vitro, TEpaneBTHYECKHE
KOHIIEHTpAIlM¥ MOHTETYKAacTa B TUIa3Me KPOBH HE MHIMGHPYIOT LHTOXpoMbl P450 3A4, 2C9, 1A2,
2A6, 2C19 unu 2D6. Postk METab0JIMTOB B TEpAIEBTHYECKOM 3 HEKTE MOHTEYKAcTa - MUHAMATIbHA.

Buigeoenue

Tl1a3MeHHBIH KIHPEHC MOHTEYKAcTa Y 3M0POBBIX B3POCIBIX COCTABIISET, B CPEAHEM, 45 MI/MUH.
ITocse mepopadbHOrO MPUMEHEHHS PaIMOAKTHBHO MEYEHOTO MOHTenyKacTa 86 % paanoakTHBHOCTH
BRIBOAUTCS B TedeHWe S5 mHell ¢ kamoM M <0,2 % - ¢ Mo4Yoil. YuMThIBasZ OHOMOCTYIHOCTB
MOHTENIYKAcTa II0CJIE TIEPOPAIEHOTO MPUMEHEHHs, 3TO yKa3hIBacT Ha TO, YTO MOHTENYKAaCT H €ro
MeTa0OIUTHI BEIBOASTCS, TPAKTHYECKH MTOJIHOCTBIO, € XKETUBIO.

B psine MCCIeNOBaHMHA, IEPHO MOTYBEIBEACHAS MOHTENyKacTa Konebancs ot 2,7 10 5,5 4acoB y
3JI0POBBIX MOJIOBIX JiroeiH. PapMakOKHHETHKA MOHTEIYKacTa IIOYTH JIMHEHHa s IEPOPABHBIX 1103
1o 50 mr. Hukako#t pasHuns! B papMakOKHHETHKE He OBUIO OTMEYEHO MEXIY NPHEMOM Ipernapara
yTpoM MM BeuepoM. IIpH OXHOKpaTHOM TNpHeMe a03upoBkM 10 Mr MOHTeNyKacTa B CYTKH,
HaboaeTcs HeOONMBIIOE HAKOILIEHHE HCXOIHOTO IpernapaTa B miasMe (~14%).

Ocobennocmu y pasiudHblx 2pynn Nayuenmos

Her HeoO6XOAMMOCTM B KOPPEKIMM JO03Bl Yy JIMI MOXHJIOrO0 BO3pacTa MM MAUCHTOB C
HApYIIEHUAMM (YHKIMM TIeYeHW OT JIeTKOH 10 yMepeHHO# cremeHu TsbkecTH. Mccnenosanus ¢
y4acTHEM HAlHEHTOB C HApyUEHASIMH (yHKIHH NOYeK He MPOBOAMINCE. [I0CKONBKY MOHTENYKACT U
ero MeTaGOJNUTBl BBIBOIATCS C JKETUBIO, HE MPENoJaraeTcs, 4ro OyJaeT HeoOXOAUMON KOppeKIus
J03b] MOHTENYKAcTa y TNMAMEHTOB C HapyUICHWSIMH (QyHKIHMH MoYeK. HeT AaHHBIX OTHOCHTEIIHHO
(hapMaKOKHHETHKY MOHTENyKacTa y MAIHEHTOB C TKeNoi (popmoit HapyeHus GyHKIuK nedeH: (>9
no mkaie Yainna - [1s10).

ITpx NpYMEHEHNH BBICOKHX 103 MOHTemykacTa (B 20 1 60 pa3 npeBhIIAIONIHAX PEKOMEHI0BAHHYIO
03y IS B3POCIBIX) HABIIONANOCh CHUMKEHHE KOHIEHTpallik TeodHUIMHA B IIa3sMe KPOBH. DTOT
3pdexT He HabIIOKAIICS TIPU IPUMEHEHHMH TIpeTiapaTa B peKOMeH10BaHHo# 1o3e 10 Mr 1 pa3 B CyTKH.

TIpoduns KOHIEHTpAalMM MOHTEIyKacTa B IUTa3Me Iocie mnpueMa TalleToK, MOKPBITBIX
obonoukoii 10 Mr, cxoxuii y moapocTkoB > 15 ner u Mmomomplx Jnoxe#. Jlosuposka 10 mr
pPEKOMEHIOBaHa [UIs MpHeMa NalnueHTamMu > 15 jieT.

dapMaKOKHHETHYECKUE HCCIIEIOBaHHUS TIOKA3bIBAIOT, YTO MPOQHUIN KOHUEHTPAlMK MOHTETyKacTa
B IUIa3Me KPOBH I10C/Ie IPHMEHEHHUS KeBaTeNbHBIX TabIeTOK 4 MT y IIEIHATPUIECKUX NALHEHTOB 2 -5
JIET W JKEBATENbHBIX TaOJeTOK 5 MI y MEIMAaTpHUYECKHX NAaUMeHTOB 6-14 JeT cXOxu ¢ npoduieMm
KOHIIGHTPAllM¥ MOHTEITYKAcTa B IUIa3Me KPOBH UIs TabNeToK, IOKPHITBIX obomoukoit 10 wmr, y
B3POCIBIX MAIHEHTOB. TakuM 06pasoM, skeBaTeIbHbIE TabJIeTKU 5 MI' HOJDKHBI OBITH HCTIOMB30BAHDI Y
NeAUaTPUYECKUX MalueHToB 6 - 14 jer U )KeBaTelbHbIE TabneTkH 4 Mr y IneauaTpH4eCKHX
MAIMEHTOB 2 - 5 JIET.

IMoka3zaHusi K NPMMEHEHHIO
MOHTEME]] Ta6ieTky xeBaTeibHbIe 4 MT [I0Ka3aH JUIA TPUMEHEHHs Y ACTeH OT 2 no 5 ner.
MOHTEME]] Ta6eTKH jkeBaTeNbHbIE 5 MI' [IOKa3aH /IS IPUMEHEHUs y IeTeH OT 6 no 14 ner.




IpemapaT noka3aH UIA JiedeHHs acTMBl (KaK MNOMONHHTENbHAs Tepanus) y INalUeHIOB ¢
NEPCUCTHPYIOMEH acTMOi OT Jerkod OO0 yMEPEHHOH CTENEeHH TSXKECTH, KOTOpas HENOCTAaTOYHO
KOHTPOJNMPYETCS NPHEMOM MHIASIIMOHHBIX KOPTHKOCTEPOUIIOB, & TAKXKE Y KOTOPBIX IPHMEHEHAE B-
arOHMCTOB KOPOTKOTO JEHCTBHS «IMO0 HEeoOXOOMMOCTH» He obecmednBaeT JIOCTAaTOYHOTO
KJINHUYECKOTO KOHTPOJISl aCTMBI.

MOHTEME]] Ttaxxe MoxeT ObITh Tepamued BbIOOpa BMECTO HH3KHX [103 HHIaIALHOHHBIX
KOPTHKOCTEPOUIOB Y NALMEHTOB ¢ EPCUCTHUPYIOIIEH aCTMOH JIErKOW CTENEHHU TSKECTH, Y KOTOPBIX 32
nocjeHee BpeMs HE OBUIO CEPhe3HBIX MPHCTYMOB aCTMBI, TPEOYIOIMX MPHUMEHEHUS MEPOPATBHBIX
KOPTHKOCTEPOUIOB, @ TaKXe Yy GOJIBHBIX, KOTOphlE HE CIIOCOOHBI HCIOJIB30BATh MHIAIALHOHHBIC
KOPTUKOCTEpOUABI (cM. paszfen «Crocob NPUMEHEHUS U T03bD)).

MOHTEME]] Taxxke mokazaH i OpOQUIAKTHKA acTMbl, NPH KOTOPOH JOMHHHPYIOILIHM
KOMITIOHEHTOM SABJISIETCS OPOHXOCHa3M, BEI3BAHHBINA (pU3NUECKOH Harpy3Koi.

Cnoco® npuMeHeHHs H 103bI

TabneTku >xeBaTeNbHbIE 4 MT:

Jlo3a juig neTeidl B BO3pacTe OT 2 [0 5 JIET COCTaBiseT | jkeBaTelabHYIO TabJeTKy 4 MI' B CYTKH,
BeuepoM. HeT HeoOX0IMMOCTH B KOPPEKIIMH 03I B 3TOH BO3pacTHOM IPYIIIE.

Tabnerku >xeBaTeIBHBIE 5 MT:

Jlo3a s metedi B Bospacte oT 6 10 14 net cocrapiseT 1 xkeBaTenbHyIO TabIETKY 5 MI B CYTKH,
BeuepoM. HeT Heo6X0IMMOCTH B KOPPEKIIMH H03bI B 3TOH BO3pacTHOH IpyIIe.

IMpenapar MOHTEME]] B nexapctBeHHO# gopMe TabIETKH KeBaTeIbHbIE HE PEKOMEHIOBaH AT
IPUMEHEHHs Yy JeTell B Bo3pacTe 10 2 JieT.

Oror npenapaT peGEHOK HODKEH MPHHMMAaTh TOJIBKO I0J HAOMIONEHHEM B3POCIBIX.
MOHTEME/] cneayer npuHAMATH 3a 1 Yac A0 NpHeMa ITULIH WK Yepes 2 9aca MOociie €bl.

Obwue pexomeHoayuu.

Tepanesruueckoe BosaeiictBue mnpernapata MOHTEME]l Ha nokasatend  KOHTPOJA
OPOHXHATBHOM aCTMBI Pa3BHBAETCA B TEUECHHE OQHOTO IHS. [lalMeHTaM clieqyeT COOOLIUTD, YTO UM
HeoOxoaumo mpuHuMaTh npenapat MOHTEME]], naxke eciu yxanoce AOCTHYb KOHTpPOJIS aCTMBIL, a
TaKXe B NEPHOJBI YXYIIIEHHUS TEUCHHS aCTMBI.

HeT HE0OXOAMMOCTH B KOPPEKIMH HO3bI LT MAMEHTOB C HAapyIICHHEM QYHKIMH MOYEK HIH C
HapylleHHsMH (YHKIHHM ITI€YEHH OT JIETKOM 10 YMEPEHHOM CTENEHM TMXeCTH. HeT naHHBIX
OTHOCHTENBHO MNALMEHTOB C TKENOM (opMod HapyureHus (yHKUuM nedeHd. JlosupoBka JUId
MaJIbYHKOB U I€BOYEK OJUHAKOBAs.

MOHTEME]] kax mepanus 6v160pa 6Mecmo HU3KUX 003 UHSANAYUOHHBIX KOPMUKOCMEPOUOOE
npu nepcucmupyioujeti acmme 1e2Kot CmeneHu mAaxcecmu.

MoOHTETyKacT He PEeKOMEHIOBAH KaK MOHOTEpanus Ul MalUeHTOB C NEPCHCTHPYIOIIEH acTMOH
YMEDEHHOH CTENEHM TSOKECTH. I[IpMMeHEHHe MOHTENYKacTa KaK aJbTePHAaTHBHOM Tepanuu
HH3KOJI030BBIM HHTAISIHOHHBIM KOPTHKOCTEPOMIAM Y IeTeil ¢ IepCHCTHUPYIOIIEH aCTMOW JIErKOH
CTEIEHH TSXKECTH CIEIYeT pacCMAaTPUBAThH TOJNBKO VIS MALIMEHTOB, Y KOTOPBIX 32 MOCJIEHEE BPEMA HE
OBbLIO CEpBE3HBIX MPHCTYIIOB aCTMEI, TPEOYIOIHX NMPHMEHEHHS MEPOPANbHBIX KOPTHKOCTEPOHIOB, H
KOTOpBIE He CIIOCOOHE! HCIOMb30BaTh HHTAISIIHOHHbBIE KOPTHKOCTEPOHAR! (CM. pasaen «[lokasaHus K
TIpAMeHEeHHUIO»). [lepcucTipyromas acTMa JIETKOH CTENEHH TSOHKECTH ONpEe/iesieHa KaK BO3HHKHOBCHHUE
CHMIITOMOB acTMBI Yale, 4eM | pa3 B HEIEJIo, HO pexe, 4eM | pa3 B IeHb, BOSHUKHOBEHHE HOYHBIX
CHMIITOMOB 4allle, YeM 2 pasa B MecsIl, HO pexe, ueM | pa3 B HeJIeN0, HopMallbHast QYHKLHS JIETKHX B
neprogax Mexay snu3onaMu. Eciu Kk KOHTPOJIEHOMY MOCEILEHHIO He YIal0Ch JOCTHYb JOCTaTOYHOTO

KOHTPOJS acTMEI (OOBIYHO Ha MPOTSKEHHMH | Mecsia), ClelyeT PaccMOTPETh HEOOXOAMMOCTH B

JIOTIOJIHATEIBHON WM APYrod  NPOTUBOBOCHAIUTEIBHOM  TEpaldd,  OCHOBBIBAACH  HA
IOC/IEOBATENHON CHUCTEMe JiedeHHs acTMbl. CreqyeT IEepHOJMYECKH OILEHHBAaTh COCTOSHHE
NallEHTOB OTHOCUTENBHO KOHTPOJIS aCTMBI.

MOHTEME[ xax npogunaxmuxa acmmbsl y nayuenmos @ ozpacme om 2 00 5 i1em, y KOMOopbix
OCHOBHBIM KOMNOHEHMOM ACMMbl A6NSemCs GPOHXOCNA3M, 6b136aHHbIl PUUUECKOT HAZPY3KOU.

Y nalHeHTOB B BO3pacTe OT 2 10 5 JjeT GPOHXOCHAa3M, BBI3BaHHBIH (DH3M4ECKON HArpy3KOH,
MOXET OBITh OCHOBHHIM IIPOSBIEHHEM [EPCUCTHPYIONIEH acTMbl, MPH KOTOPOH Tpebyercs
IIPUMEHEHNE MHTAIALHOHHBIX KOPTHKOCTepoua0B. COCTOSHHE MAlMEHTOB CICAYET OLCHHUTH HCpE3
2—4 Hemenu Je4YeHWs MOHTenykacToM. Ecim moctaTo4HOro oTBeTa HE AOCTHTHYTO, CIEAYCT
PaccMOTPETH BOIIPOC O NOMOIHUTEIBHOM HIIH IPYrod TepanuH.

Jleyenue npenapamom MOHTEME]] ¢ 3a8ucumocmu om Opy2ux Memoooe Ne4enus acmmoi.



Eciu npenapar MOHTEME]] NpUMEHSIOT Kak JOMONHHTENBHYIO TEPANMIO [pPH JICYCHHH
HHTATAIHOHHEIMH KOPTHKOCTEPOHIaMH, IIpenapaToM MOHTEME}I HE CclefyeT pesKo 3aM6H$ITI:
HHTASALHOHHEIE KOPTHKOCTEPOHIE! (CM. pasaen «Mepbl npezxocmpoxcnocm») .

B ciyyae mpomycka OYepeiHOTO IpHeMa IpenapaTa MallueHT J0JDKEH IPHHATh CIEAYIOmyTo zx03y
npenapara B 00br4HOE BpeMs. [TallHeHT He NO/DKEH NIPUHAMATE JBE 03Bl HOJPSL.

IobouHoe neiicrBHe

MOHTENIYKACT NPUMEHSICS B KIMHAYECKHX HMCCICIOBAHUAX y NAUMEHTOB C NEPCHCTHPYIOMICH
acTMOM:
« TaGJIETKH, TOKPHITHIE MIIEHOUHOH 060/10uKol, 1m0 10 Mr, - npubmusuTensHo y 4000 manueHToB B
BO3pacte 15 5eT U cTapiie;
« TaGJIETKH JKeBaTeNbHBIE 110 5 MT - mpubu3uTensHo y 1 750 neteit B Bo3pacte oT 6 1o 14 ner;
* TaGJIETKH XKeBaTebHble 1o 4 Mr - y 851 peGeHka B Bo3pacTte OT 2 10 S JIeT.

MOHTeNyKacT OLEHUBANICS B KIMHHYECKOM HCCIEAOBAHHM Yy NMAIMEHTOB ¢ MHTEPMUTTHPYIOIICH
acTMOM:
* rpaHy/Ibl 1 XKeBaTeNbHble TabneTky o 4 Mr - y 1 038 xmeteit B Bo3pacTe OT 6 MECAIIEB IO 5 JI€T.

B Xome KIMHHYECKUX HCCIENOBAHUM O CleIylomuX NOoOOYHBIX peaklusX Ha rpenapar
coobmainock yacto (ot > 1/100 mo <1/10) y nauueHTOB, MOJY4aBIINX JICYCHHE MOHTEIYKacToM, a
TaKKe ¢ 6ONbIIEH YacTOTOM, YeM Y MAIlMEHTOB, MOTYyYaBLIMX JIe4eHHe manebo:

Hletn, oT 2 1o 5 ner,

Kiacc cucrem OpraHoB

Bspocisie manuenTsl, |leru, ot 6 no 14 ner,

15 net u crapiue (aBa
12-HenenpHbIX
uccnenoBanus; n=795)

(onHO 8-HEenenbHOE
uccaenosanue, n=201;
IBa S6-HeOEIbHBIX
HCClIeI0BaHus, n=615)

(omHO 12-HenenbHOE
uccienoBanue, n=461;
OJIHO 48-HenenpHOE
uccienosanue, n=278)

rosjoBHas 00JIb

rojioBHas 00JIb

Hapymenus co cTopoHs!
HEpPBHOM
CHCTEMEI

Hapymenus co cTopoHs!| abaoMuHansHas 601k abaoMuHaNIbHAs 6016
ey AOYHO-KUIIEYHOTO

TpaKTa

Hapymenus o6mero Kaxaa
COCTOSIHHSI H CBSI3aHHBIE

co criocoboM

TIpUMEHEHHU IIpenapara

B KJIMHHYECKHX HCCIENOBAHMAX IIPH UTMUTENBHOM JICUEHHH Ha MPOTHKEHMH 2 JIET C y4acTHeM
HeGOJIBIIOr0 KOJIMYECTBA B3POC/IBIX NMALMEHTOB M Ha MPOTSHKEHHH 12 MecsAleB ¢ ydacTHeM JeTell B
BO3pacTe oT 6 10 14 net npo¢us 6€30MaCHOCTH HE MEHSIICS.

B o6memMm, 502 pebGenka B Bo3pacTe OT 2 IO 5 JIET NOJNy4aliM JICYCHHE MOHTEIYKacTOM Ha
NPOTSHKEHHM, KaK MHHMMYM, 3 MecsieB, 338 - Ha mpoTshkeHHMH 6 MecCAleB U 6omee, 534 - Ha
npoTskeHuH 12 MecsaueB W Gosee. [Ipn HpOmIeHHH JedeHHs NpoQHIb G€30MacHOCTH Yy ITHX
NalKUeHTOB He MEHSLICS.

[TocTMapKeTHHTOBEIH OTIBIT IPUMEHEHHUS NIpenapara
O crenyromux moGOYHBIX peaKiusx coo0Ianock B X01€ NOCTMAPKETHHIOBOTO MPUMEHEHHS; PCaKIIUH
yKa3aHBI COTJIaCHO KJIACCaM CHCTEM OPraHOB U CrielHalbHBIM TePMHHAM NO0GOYHBIX peakuuit. YacToTa
onpefieNieHa IO COOTBETCTBYIOIINM KJIMHMYECKHMM HCCIEIOBAHHSIM, HCIONB3Ys CIEAYIOLIEe
IpEMeuaHne: o4eHb gacTo (> 1/10), wacto (> 1/100 - < 1/10), Hewacto (> 1/1000 - < 1/100), peaxo (>
1/10000 - < 1/1000), ouens penxo (< 1/10000), Hen3BecTHO (HENb3s ONPEIETUTH HA OCHOBAHHMH
HMEIOMIUXCS JaHHBIX).

Kiacc cuctem opraHoB [To6oyHBIE peaKLIMK YacToTHAs1 KaTeropHs

UHOEKIUN BEPXHUX OYEeHb YacTo

JIBIXaTENbHBIX MyTEH

Hugpexyuu u unsasuu

Hapywenus co cmoponsl Kposu | TIOBBILIEHUE CKIIOHHOCTH K peaKo
U TUMPamu4eckol cucmembl KpOBOTEYEHHIO,
' TPOMOOLUTONEHHUS




Hapywenus co cmoponsi
UMMYHHOU CUCEMbl

peaxiyu
THIIEpYyBCTBUTEILHOCTH,
BKJTFOUas aHaQHUIIaKTUYECKHUE
peaKkIiu

HEYacTo

503uHOMIIbHAS HHOUIBTpAUL
HeYeHH

O4YCHBb PCAKO

Hapywenus co cmoponbi
RCUXUKU

MaToOJOTHYCCKHUE CHBI, BKJIFOYasA

HOYHBIC KOOIMAaphbl, OecCOHHMIIA,

COMHaMOyTH3M, BO30YXKIEHHOE
COCTOSIHHUE, AKUTAIHs], BKIIIOYast
arpecCHBHOE IOBEACHHUE MU
Bpa)XIeOHOCTD, JIENPECCHS,
TICUXOMOTOpPHAsA
THIIEPaKTHBHOCTH (BKJIHOYas
pa3IpaXuTENHHOCTS,
0eCIIOKOUCTBO B TPEMOP*)

HE1YaCToO

YXYAUCHUE [TaMSITH,
O6CCCCI/IBHO-KOMH}’HBCI/IBHH€
CHUMIITOMBI, HAPYUICHUEC
BHUMAaHUS

penxo

raJUTIOLMHALIMH, AucheMus
(3aukanwue), 1e30pHEHTALINS,
CYHIMIAIBHEIE MBICITH U
noBejieHue (CYHITUAATBHOCTD),
THK

OYCHb PECOKO

Hapywenus co cmoponbi TOJIOBOKPYXXEHHE, COHJIMBOCTh, | HEYACTO
HepeHOU cucmembl TIapecTe3nn/TUIIECTE3 NS,

CYIOpOrH
Hapywenus co cmoponbi cepauedueHne pelKo
cepoya
Hapywenus co cmoponbi HOCOBOE KPOBOTEUEHHE HEeyacTo

PecnupamopHoti cucmembl,
0p2aH08 2pYOHOU KIeMmKU U
cpedocmeHus

cunapoM Yepmxka - Ctpocca,
JleroyHasi 303MHOGHIIHS

OYEHb PEIKO

Hapywenus co cmoponbvi nuapest, TONIHOTA, PBOTA 9acTo
JHCENYOOUHO-KUULEHHO20

mpaxkma CYXOCTb BO PTY, JUCIIETICHUS HEYacTo
Hapywenus co cmopotvi MOBBIIICHHE YPOBHEH 9acTo

2enamoOuNUapHoU cCucmembol

tpancamuHas (AJIT, ACT) B
CBIBOPOTKE KPOBH

remaruT (BKJo4as
X0JIeCTaTHYECKHH,
renaToLesUTIONSIPHBIN, a TaKKe
CMeEIIaHHOE TTOPAKEHHE

O4YeHb PEIKO

MEYEeHH)

Hapywenus co cmoponbl K0XCu | CHIIb 4acTo

U NOOKOJKCHOU KiemHyamxu KPOBOTIOATEKH, KPAUBHHUIIA, HEYACTO
3y
aHrI/IOHeBpOTI/I‘ICCI(I/Iﬁ OTCK peIIKO

y3JI0Basi 3PUTEMA,
MyabTHGOPMHAS SpUTEMA

OUYCHBb PEIKO

Hapywenus co cmoporbl
CKeLeMHO-MbLULEYHOU CUCTNEMDbL

apTpairusa, MUaJIrus, BKIovdas
MBIHICYHBIC CIIa3Mbl

HE4YacTo




U cCOeOUHUMENbHOU MKAHU

Hapywenus co cmoponwi SHype3 y AeTed
MOU4eBbl800sIUel CLUCMeEMbl
Hapywenus obwe2o cocmosnus | THPEKCUS o 9acTo

U CE3aHHbBIE CO CNOCOOOM
npumeHeHUs npenapama

acTeHus1/ YTOMIIAE€MOCTD, HEYaCTO
HEJIOMOIraHHE, OTCK

*
- peako.

[IpH TOSBIEHHH TEPEYHCIEHHBIX MOGOYHBIX PEaKIMH, a TaKkKe peaKluH, HE YKasaHHOH B
HHCTPYKLUH, HEOOX0AMMO 0OpaTHTLCS K Bpavy.

IIpoTuBoONOKAa3aHUA
- IOBBIIIIEHHAS YyBCTBUTEIBHOCTH K KOMIIOHEHTaM IIpernapara.

IlepenosupoBka

Her cnenmanpHOM HMHPOPMALMK O JIEYEHHH MEPEeIO3UPOBKH MOHTETyKacToM. B miHTenbHBIX
HCCIIEIOBAHUAX OTHOCHTEIBHO acTMBI MOHTEJYKAacT HazHayayud B Jo3ax 10 200 mr/cyT B3pOCibIM
TANHEHTaM Ha TPOTSKEHHH 22 Helenb, a B KOPOTKUX HMCCIIEJOBaHMSX - B 103ax fo 900 mr/cyT Ha
NPOTSHKEHHH OKOJNO 1 Helenau, 4To HE COMPOBOXKIATIOCH KIHHUYECKH BBIPAKECHHBIMH OOOYHBIMH
peaKIUsIMH.

Beutk  coobmieHust 06 OCTpoil Mepeno3UpOBKE MOHTEIYKAacTa B XOJA€ I[MOCTMApKETHHIOBOrO
NPYMEHEHHS U KIMHMYECKUX HccenoBanuii. OHYM BKIIIOYAIOT COOOIIECHUS O MPUMCHEHUH B3POCIIBIMH
u metbMu J03bl 1 000 Mr (mpubmmsutensHo 61 Mr/kr y peGeHka B Bo3pacTe 42 MeCAUEB).
Hab6monaBimrecs KIMHHYECKHE H NaGOpaTOpHble W3MEHEHHs ObUIH COIIOCTABHMEI ¢ IpoduieM
6€30MacHOCTH Y B3pOCIBIX U feTel. B GonbluMHCTBE Cly4yaeB Mepe03HPOBKH NOOOUHBIX PEaKUUH HE
Bo3HUKan0. HanGosee 4acTo BO3HMKABIIME MOGOYHBIE PeaKUuH OBUTM COMOCTaBHMBI C NPOGHIEM
0€30IaCHOCTH MOHTEIyKacTa W BKIIOYaTM abIOMUHANBHYIO 005b, COHJIMBOCTD, JXaX1y, FOJOBHYIO
60Jib, PBOTY U IICHXOMOTOPHYIO THIIEPAKTHBHOCTE.

HeH3BeCTHO, BEIBOAMTCS JIM MOHTEIYKAcT M3 OPraHH3Ma NIpH [POBENECHHH IE€PUTOHEATBHOIO
JMaTH3a WIIH FeMOIHaN3a.

Mepb! IPEIOCTOPOKHOCTH NPH PHMEHEHHH

[TaupedTsl MO/DKHBI 3HATH, YTO MOHTENYKAacT A8 NEPOPaIbHOrOo INPHMEHEHHS HHUKOIJa HE
HCIIONB3YIOT VIS JIYEHHUs OCTPHIX MPUCTYIOB aCTMBI, & TAK)KE YTO OHH JOJDKHBI BCETAa MMETH IpH
cebe COOTBETCTBYIOLIMH Mpemapar 3KCTpeHHOH mnomomu. IIpy ocTtpoM @pUCTyne ClemyeT
ACIOJIB30BaTh MHTAIAIMOHHEBIE [B-arOHHUCTBI KOPOTKOTO JAeHCTBHA. IIalMEHTHI MOMKHBI KaK MOXHO
GhICTpee POKOHCYIBTHPOBATECA C JOKTOPOM, €CIH OHM HYXIaroTcs B Gonbirem KomuuecTse f-
aroHUCTa KOPOTKOTO NEHCTBHUSA, UeM OOBIYHO.

MOHTEIyKACT He I0DKEH PEe3KO 3aMEHATh HHTAISIIMOHHEIE MJIH IIEPOPAJIbHbIE KOPTHKOCTEPOUIBL.

HeT maHHBIX, MOATBEPXAAIONIMX, YTO 03 MEPOPAIBLHBIX KOPTHKOCTEPOHIOB MOXET OBITh
CHIDKEHA IIPH OJHOBPEMEHHOM NPHMEHEHUH MOHTETYKacTa.

BhUTH MONy4YeHs! COOOIIEHHS O Pa3BUTHH HEUPOIICHXHATPHIECKUX HEXENATENbHBIX PEaKUHH MpH
IpUMEHEHHH MOHTeaykacta. [lalMeHTH! W Bpauyd JOJDKHBI OLITh BHHMATENIBHBI K IPOABJICHHIO
IICHXOHEBPOJIOTHYECKHX peakiuil. [launeHToB M / WM NHI, OOECNEYMBAIOIIMX YXOZL, CIEHYyeT
NIpOMH(pOPMHUPOBATE 0 HEOOXOAUMOCTH COOOIIATh Bpady O MOSBJICHHM TaKHX M3MEHEHWi. B ciydae
Pa3BUTHS HEHPONCHXMATPUUECKUX HEXKENATEAbHBIX DPEAKUMA Bpady ClelyeT TINATeIbHO OLEHHTH
PUCKH ¥ NOJIB3Y NPOJODKEHHS TCPAii MOHTEITYKacTOM.

B peaxux ciiyyasx y MalHEHTOB, MONYYAIOMMX JIEYCHHE aHTHACTMATHYCCKMMHU IperapaTaMi,
BKJIIOYass MOHTEIYKACT, MOXXET BO3HHKAaTh CHCTEMHas J303MHOGHIHA, HHOIJAa C KIMHAYCCKUMU
NMpOSIBJICHASAMH BacKyJIWTa, XapakTepHoro mis cueapoma Yepmwxa - Crpocca (cocTosiHUE, TIpH
KOTOPOM 9acTO NPOBOIMTCA JIEYEHHE CUCTEMHBIMH KOPTHKOCTEPOUIAMH). OTH ciay4ad 4acTo, HO He
BCeraa, OBUIM CBA3aHBI CO CHM)KEHHMEM JI03bl WJIM OTMEHOW NEepOpalbHOrO0 KOPTHKOCTEPOUIA. Xots
NIPHYMHHASA CBA3b C [PUMEHEHHEM AHTarOHMCTOB JECHKOTPHEHOBBIX PELENTOPOB HE YCTAHOBICHA,
Bpaud JOJDKHBI IIOMHHTH O BO3MOXXHOCTH BO3HMKHOBEHHS Y TAlIMEHTOB 303MHOGUIINH, BACKYJIAPHOH
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CBIIIM, YXYIUICHHS JIETOYHBIX CHMIITOMOB, Kapnnonornqeémx%"ocnoxcﬂenuﬁ n/ﬁnnfﬁéﬁﬁbnamn.
[TanKenTOoB, Y KOTOPBIX BOSHHKIH 3TH CHMIITOMBI, CJleyeT MOBTOPHO obcrnenoBath 1 NEPECMOTPETD
MX CXEMY JIeUeHHS. L e

YV MalMEHTOB C aCIHPHMH-YYBCTBHTEIBHOH acTMOM JleYeHHE MOHTENIYKAaCTOM HE OTMCHACT
HeoOX0IMMOCTH usberarp TIPUMEHCHHUS acrupHHa 128174 OPYTHX HECTEPOUIHBIX
IIPOTHBOBOCHIAUTENBHBIX CPEICTB.

B coctas npenapara MOHTEME]] BX0OHT acrapTaM - HCTOYHHK (eHHTANaHNHA. [TarueHTHI €
deHUNKeTOHypHelt JO/KHBI 3HATH, YTO KaXaas jKeBaTenbHas TabneTka 1Mo 4 MI  CONCPXHT
(eHUNANTAaHUH B KONMYECTBE, SKBUBaJeHTHOM 1,348 wmr ¢enmnananyHa B 1 no03e, a Kaxjaad
JKeBaTelbHas TablleTKa 5 MT COAEPXXHT (EHMNTANaHMH B KOJIMYECTBE, SKBHBANEHTHOM 1,684 mr
dennnananuna B 1 g03€. JleKapcTBEHHOE CPEACTBO CONEPIKUT MeHee 1 MMOIB (23 Mr) HaTpHs B 1 mose
(T.e. MPAKTHYECKH «HE COAECPXKUTY» HATPHUSA).

B3aumopeiicTBHe ¢ APyrHMM JIEKAPCTBEHHBIMH CPEICTBAMH

MoHTenyKacT MOKHO IIPUMEHATH C APYTHMH IIpenapaTaMy, KOTOpbIe OOBIYHO UCIIOIB3YIOTCS U
NpOQHUIAKTUKM M UIATEJBHOIO JICYEHHs acTMBL B HcclIenoBaHHSX B3aMMOIACHCTBHA C APYTMMH
IpemnapataMH pPEeKOMEHIOBaHHas KJIMHHYECKas 1032 MOHTEJIyKacTa He OKasblBala KIHHHYECKH
CYIIECTBEHHOrO BIMSHHA Ha (hapMakOKMHETHKY TaKHX JEKapCTBEHHBIX CPEICTB, KaK TEOGUILIHH,
TIPEHU30H, NPEIHH30JI0H, TepOpaTbHble KOHTPALENTHBB (3THHHIICTPAIMOI/HOPITUHAPOH 35/1),
TepdeHauH, TMTOKCHH U BapdapuH.

[Inomane mon KpHBOM KoHLeHTpauuun B miasMe kpoBu (AUC) MoHTenxykacTa CHHXKalach
npubmH3uTensHO Ha 40 % y TMALMEHTOB, KOTOpbIE OXHOBPEMEHHO NpHMeHAmH ¢eHoGapouTa.
TTockonbky MoHTemykacT MerabGommsupyercs nocpencteoM CYP 3Ad, 2C8 u 2C9 cmeayer c
OCTOPOXKHOCTBIO Ha3HAYATh MOHTENyKacT, OCOGEHHO AETSM, OJHOBPEMEHHO ¢ MHaykTopamu CYP
3A4, 2C8 u 2C9 takuMu Kak GpeHuTonH, GpeHoGapOHTaNI U pUPaMITHIIHH.

WccrejoBaHus in vitro OKa3aily, YTO MOHTENYKAcT sBysercss MouHbM uHruéuropom CYP 2C8.
OnHako [@HHBIE KIMHHYECKMX MWCCIICIOBAaHUHA B3aMMOJECHCTBUM ¢ mpemaparaMH, B KOTOPbIX
M3y4anioch IPMMEHEHHE MOHTEJYKACTa M DOCHIINTa30Ha (MapKepHbli cy6cTpar, MpencTaBHTENb
[Ipenaparos, MeTaboTU3UPYIOIIUXCS IIPEHMYIIECTBEHHO TIOCPEICTBOM, GYP 2G8),
TIPOJIEMOHCTPHPOBAIH, YTO MOHTeyKacT He HHru6upyeT CYP 2C8 in vivo. IlostoMy He OXHAaeTcd,
YTO MOHTENYKACT OyNeT 3HaYMTENHHO BIMATH Ha METabONM3M IPENapaToB, METabOIH3HPYIOMIHXC
IIOCPEICTBOM 3TOr0 (pepMenTa (HApUMeD, HAKITUTAKCE), POCHTTTHTA30H M PENarinHuL).

VicenenoBanus in vifro mOKa3aiM, YTo MOHTETyKacT spisercs cy6erparom CYP 2C8, 2C9 u 3A4.
JlaHHBIE KJIMHHYECKHX MCCAENOBaHUN B3aUMOAEHCTBMH C mpemaparaMi, B KOTOPBIX H3Yy4aloCh
IpUMeHeHHe MoHTenykacta U remoudposuna (uaruburop CYP 2C8 n 2C9) nponeMOHCTPUPOBAIIH,
4TO reM(pUOPO3UT YCHIHBAET CHCTEMHYIO KCIIO3HIMIO MOHTENyKacTa B 4,4 pasa. IIpu COBMECTHOM
IpUMEHEHHH TeMuOpo3una M ApYruX NOTeHIHalbHbIX HHrH6HTOpoB CYP 2C8, He TpebyeTcs
KOPpPEKLHs 03I MOHTEIYKAacTa, HO CJIEAyeT NPMHMMaTh BO BHMMaHHE BO3MOXHOCTb BO3pacTaHHA
MOOOYHBIX peaKIuii.

Wcxons W3 [AAHHBIX in Vitro, He TpPEIIoNiaraercs BO3HMKHOBEHHE KIMHHUYECKH BaXHBIX
B3aUMOJEHCTBHH ¢ MeHee MOIIHbIMM MHrHOuTopamu CYP 2C8 (manpumep, Tpumeronpum). Ilpu
OJHOBPEMEHHOM TIPHMEHEHHH MOHTEyKAacTa ¢ HTPAKOHa30710M (MOUIHBIM HHTHOHTOPOM CYP 3A4)
He HaboAaeTcs 3HaYUMOT0 YCHIIGHUS. CUCTEMHOM 3KCITO3HIIHH MOHTETyKacTa.

IIpumenenue Bo BpeMst 6epeMEHHOCTH H JIAKTallHH
Bepemennocms. Vccnenosanus Ha JKHBOTHBIX HE JEMOHCTPHUPYIOT BPEJHOrO BO3NCHCTBHS Ha
OepeMeHHOCTh HITH AIMOpHOHATbHOE/ hETATbHOE Pa3sBUTHE.

OrpaHnyeHHas HHPOPMAIIHS, U3 UMeIoLIelcs 6a3bl JaHHBIX OTHOCUTENLHO GepeMEHHOCTEH, He
yKa3blBaeT Ha [PUYAHHO-CNENCTBEHHYIO B3aHUMOCBA3b MEXIy NPUMCHEHHEM  IIperapara
MOHTEME/] u BO3HHKHOBEHUMEM Majb()opMaluii (TaKHX KakK Ae(eKTHI KOHEYHOCTEH), 0 KOTOPhIX
pelKo coo6IIanock B X0/Ie BCEMHPHOTO MOCTMAPKETHHIOBOTO OTBITa IPUMCHCHHS.

MOHTEME]] MOXHO NOpPMMEHATh B IepHOL OEpeMEHHOCTH TOJBKO B Ciydac KpaifHen
He00XOMMOCTH.

Kopmnenue 2pydvio. B MCClIeOBaHHAX HA KPbICax MPOJEMOHCTPUPOBAHO, HTO MOHTEIYKACT
IIPOHMKAET B MOJIOKO.

Heu3BecTHO, TPOHUKAET JT MOHTEIYKACT B IPYIHOC MOJIOKO Y HKEHIIMH.
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MOHTEME]] M0HO NPHUMEHSATH B NMEPHOJ KOPMIICHHS IPYABIO TOJIBKO B TEX CHYHadX,’ ¢cnn
ero IIpAMEHEHHE SBISETCS 6e3yCIOBHO HEOOXOIHMBIM. L o ?

Bansinue Ha CIIOCOGHOCTH K BOKICHHIO aBTOTPAHCIIOPTA M YIIPaBJICHHIO
MeXaHH3MaMH
He oxupaercs, 9ro MOHTeIyKacT OyaeT BIUSTE HA CIOCOOHOCTh MAlUeHTa YNPaBIATh
aBTOTPAHCIIOPTOM WM MexaHu3Mamu. OHAKO B PEIKHX CIlydasX COOOINanock O COHJIMBOCTH WM
TOJIOBOKPYKEHHH.

YcioBus XpaHeHHA
He tpebyet 0cobbIx ycnoBui XpaHEHHUS.
XpaHHATH B HEJIOCTYITHOM JUIs A€TEH MECTE.

Cpoxk roaHocTd
3 roga.
He HCIOIB30BaTh 10 UCTEUEHHH CpOKa FOJHOCTH, YKa3aHHOTO Ha YIIaKOBKE.

YnakoBka

[To 7 eBaTeTbHBIX TaOIETOK B KOHTYPHOM gueiikosoit ymakoske u3 PA/AI/PVC/AL Tlo 2 unu mo
4 KOHTYPHBIX YIIAKOBOK BMECTE C HHCTPYKLIMEH 110 MEIUIIMHCKOMY IIPMMEHEHHIO MIOMEIIAIOT B MAYKy
U3 KapTOHa.

OTnyck U3 anrTek
ITo peuenty Bpaya.

ITIponsBoauTenn
Jla6oparopuoc Jleceu C.JI., Ucnanus.

VnaxoBaHo: MHOCTpaHHOE MPOM3BOACTBEHHOE YHHTAPHOE NpeIpUATHE « Men-uHTepILIacT,
222603, Pecniy6nuka Benapycs, r. Hecsuk, yi. Jlenunnckas, 115, xa6. 204.
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