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Toprosoe HasBanue npenapata: L-I[ET®

JeiictByromee Bemectso (MHH): neBorieTpr3rHa JUTHIPOXIOPH]

JlekapcTBeHHasi popma: TablIeTKH, OKPHITHIE MNIEHOUHON 060J109KO

Cocras:

Kaxxnas tabnerka, NOKpHITas MIEHOYHOU 000JI0YKOM, COAEPIKUT:

aKmueHoe 6eujecmeo: NeBOLIETUPU3UHA TUTHIPOXIIOPU - S MT;

ecnomozamenbHble 6eujecmsea:; MUKpOKpUcTamimyeckas neiuiroiosa PH 102, kpockapmenosa HaTpus,
KOJUIOMAHBIM IMOKCH I KpeMHU, cTeapaT Maraus, Onanpaii [I 85G51300 3enenslit, ounineHHas Boja.
OnmucaHue: Kpyrible, [ABOSKOBBINYK/Ible TaOJETKH 3€JI€HOr0 LBETa, IMOKPBITHIE ILIEHOYHOM
000JI0YKOH.

dapmakoTepaneBTHYeCKAasl IPYNIAa: aHTUTHCTAMUHHbBIE CPEICTBA U1 CHCTEMHOTO MPUMEHEHHS,
TPOU3BOIHBIE ITUTIEPA3HHA.

Koxg ATX: RO6AE09

®apMaKoJIOrH4ecKHe cBOicTBa

Dapmakoounamuka

Mexanusm Oeiicmeus

JleBouetupusuH, (R)- sHaHTHOMEp LIETUPU3UHA, SBISETCS MOIIHBIM U CEJICKTHBHBIM aHTAarOHHCTOM
nepudepryeckux Hi-penenropos.

Hccnenopanus cBA3bIBaHUS N10Ka3aly, YTO JEBOLETUPU3UH 00nagaeT Beicokod adduuHoCcThIO K Hi-
peuenrtopam yenoseka (Ki = 3,2 umons/in). AQpduUHHOCTE NeBOLETHPU3HHA B 2 pa3a BBILIE, YEM Y
nerupusuHa (Ki = 6,3 uHMmons/n). JleBoueTHpu3uH JuccoLUupyeT oT Hi-perenTopos ¢ mepuoaoM
nonypacnaza 115 + 38 muH.

ITocne ogHOKpaTHOrO NMpHéMa JIeBOLIETUPU3UH N0Ka3bIBAET 3aHATOCTE perentopa 90% uepes 4 yaca
u 57% yepes 24 yaca.

®apMakoJMHAMUYECKHE HCCIIEIOBAaHUS Ha 3J0POBBIX J00POBOJBIAX JEMOHCTPHUPYIOT, UTO IpPHU
MOJIOBUHE 03Bl JIEBOLETUPU3UH 00JIaflaeT CpPaBHUMOW € LETUPU3MHOM aKTUBHOCTBIO, KaK B
OTHOLIEHWH KOXKH, TaK U B OTHOIIEHUH HOCA.

Dapmakodunamuyeckue sgh@exmor

QapmakoJMHaMUYeCKas AaKTHBHOCTh JIEBOLETUPM3MHA U3yyalach B  pPaHAOMU3UPOBAaHHBIX
KOHTPOJIUPYEMBIX UCCIIEIOBAHUSX.

B cpaBHUTENBHOM HCCIIEOBAaHUM BIMSHUSA JEBOLETUPU3MHA 5 MI, Je3iopaTajinuHa 5 Mr U mianebo
Ha BbI3BaHHBIE TMCTaMMHOM 00pa30BaHHE BOJABIPEH M MATEH, NMPUMEHEHHE JIEBOLETHPHU3MHA
NPUBOJUIIO K 3HAUUTEIBHOMY YMEHBIIEHHIO 00pa30BaHus BOJNABIPEH U NsATeH, 3G GeKT KOToporo 6bL1
CaMbIM BBICOKHMM B IepBeie 12 yacoB U npoaosnkainock B teueHue 24 yacos (p <0,001) no cpaBHeHUIO
¢ ruianebo U Ae3/10paTaJuHOM.

Hauano neiicTBus JIEBOLETHPU3UHA B J103€ 5 MI IPU KOHTPOJIE CUMIITOMOB, BRI3BAHHBIX MBIIBLOH,
HabJro1anock yepe3 1 yac mocie npuemMa rnpenapara B Iiane60-KOHTPOIUPYEMBIX UCCIEIOBAHUAX
Ha MOJIEIM KaMephl [U1s CTUMY LUK aJlIEPreHOM.

UccnenoBanus in vitro (Metonsl kamep bolieHa W KIETOYHBIX CIOEB) IIOKa3bIBAlOT, YTO
JICBOLIETUPU3UH HHTUOMPYET DOTaKCHH-HHIYLMPOBAHHYIO TpPAHCOHAOTENHANIbHYI0 MUIPALHIO
903MHO(QUIOB 4Yepe3 KIETKH KOXH U JErkux. DapMakoOUHAMHUECKOE 3KCIIEPUMEHTAIbHOE




UCCIIENIOBAHUE in Vivo (TEXHUKA KOXKHBIX KaMep) M0Ka3ajlo TPH OCHOBHBIX HHTHOUpPYomuX sddekra
J03bI JIEBOLIETUPU3KHA 5 MT B IIEPBBIE 6 4YaCOB MHAYLIUPOBAHHOM MBUIBLION PEAKIMH 110 CPABHEHMIO C
mwiane6o y 14 B3pOCHBIX MALMEHTOB: MHrUOMpoBaHWe BeICBOOOXHeHUss VCAM-1, monynsiws
MPOHHUIIAEMOCTH COCYJIOB U YMEHbILIEHHE Habopa 303MHO(UIIOB.

Knunuueckas agppexmusnocme u bezonacnocmo

OddexTuBHOCTE U 6E30MAaCHOCTH JIEBOLETHPU3UHA Oblia MPOJEMOHCTPMPOBAHA B HECKOJIBKHMX
JBOMHBIX CJIENBIX IUIALE00-KOHTPOIUPYEMBIX KIWHUYECKUX HCCIENOBaHUSAX, MPOBOAUMEIX Ha
B3pOCJIBIX MAlWEHTaX, CTPAJalollMX CE30HHBIM AaJUIEPrMYeCKUM pPUHHUTOM, XPOHHUYECKUM
aJNIEPrUYeCKUM PUHUTOM HIIM KPYIJIOTOAWYHBIM aJUIEPTUYECKHMM PUHUTOM. BBIIO MoKa3aHo, 4To
JICBOLICTUPU3UH 3HAYHTENIBHO YMEHBINAET CUMITOMBI aJUIEPTUUECKOT0 pUHHTA, BKIIOYAs
3aJI0)KEHHOCTh HOCAa B HEKOTOPBIX UCCIIEIOBAHUSX.

6-MecsYHOE KIMHMYECKOe HccneoBaHue y SS51 B3pocioro mauueHta (BKirouyas 276 Mal@eHTOB,
TMOJy4YaBIIMX JIEBOLETUPU3UH), CTPAfAIOIUX KpPYTJIOTOJWYHBIM  alJIEprHYECKUM PUHHTOM
(CMMIITOMBI NPUCYTCTBYIOT 4 [HA B HEJEIO B TEUCHHE He MeHee 4 MOCIeN0BaTEebHBIX HEAENb) U
CEHCHOMIM3MPOBAHHBIX K KJIeLl[aM JOMaIHE# MbUIH U MbLIbLE TPaBbI, [I0KA3aJl0, YTO JEBOLETUPU3HH
B 7103€ 5 MT ObUT KIMHUYECKU U CTaTUCTUYECKH 3HAYUTENBHO GoJtee 3 (heKTHBHEBIM, YeM Miane6o, Ha
¢oHe cHKeHHs oOmero Oamia CHMITOMOB aJUIEPrHYECKOTO PUHMTA HA TpPOTSKEHMH BCEH
NPOJIOJKUTENBHOCTH MccieloBaHus 0e3 kakoi-nubo Taxuduinakcuu. B TeueHue Bcero mepuona
MCCJIEIOBaHN S JIEBOLIETUPU3UH 3HAUUTENIBHO YJIyulllai KaueCTBO XKU3HHU MallUEHTOB.

B mnnane6o-koHTpoauMpyeMoM KIMHMYECKOM HCCIIEIOBAHMM, BKJIIOYAOmEeM -166 NanueHToB,
CTpafaroIMuX XpOHUYECKON UUONAaTHUECKON KpauBHULIEH, 85 nmauueHToB nosyyanu mianebo, a 81
NAlMENT - JIEBOLETUPU3HH B 103€ 5 MT OJIMH pa3 B ICHb B TEYCHHUE LIECTH HEJEIb.

Jleuenue neBOLETUPU3MHOM NPUBENO K 3HAYUTEIHHOMY CHHKEHMIO HHTEHCUBHOCTH 3y/1a B TEUEHUE
TMEpPBOW HEJIENIM U B TEYEHHWE BCETO INEPHOJA JIEYEHUS 110 CpaBHEHMIO C Iuiane6o. JleBoueTrpusun
TaK)Ke MPUBEJ K 60Jiee 3HAUNUTETEHOMY YJTy4lIEHUIO Ka4eCTBAa )KU3HH, CBSI3aHHOTO CO 3[I0POBLEM, T10
OLIEHKE JIEpMATOJIOTHYECKOr0 UHAEKCA KayecTBa KU3HHU 110 CPABHEHHIO ¢ IIIanedo.

XpoHuyecKkas MAHONaTHYecKas KpalnuBHULA OblIa M3ydYeHa B KAueCTBE MOIENU JUIs KPariBHUILIGL.
ITockonbKy BBICBOOOXKIEHHE THCTaMHHA SBISETCs (DAKTOPOM TNPUYMHBI TPH  KPalUBHHUIIE,
OXXMJAETCs, 4YTO JIEBOLETUPU3UH Oyner 5((EeKTUBHBIM B OOECMEYEHHUH CUMIITOMATHYECKOrO
o0JieryeHuss MNpU Jpyrux COINYTCTBYIOLUIMX 3a00JIeBaHUAX, COMPOBOXKIAIOMIUX XPOHUYECKYIO
UAMONATUYECKYIO KPalUBHULLY.

OKT He nokazano BIUsHUE JeBOLETHpU3UHA Ha uHTepBan QT.

emu

be3onacHocts M 3ddexkTHBHOCTH NEBOLETHMpPH3MHA Yy JeTell u3y4yanuch B JBYX Iuianebo-
KOHTPOJIMPYEMBIX KIMHUYECKUX UCCIIEOBaHMAX, BKIIIOUas MalMeHTOB B Bo3pacte oT 6 no 12 ner,
CTpajialolli¥X OT CE30HHOTO M MHOTOJIETHErO ajJIeprH4ecKoro pUHUTA, COOTBETCTBEHHO. B 00oux
UCCJICZIOBAaHUAX JICBOLICTUPU3UH 3HAYUTENIBHO YJy4lllal CHMITOMBI M YJIyullajl KaueCTBO >KM3HH,
CBSI3aHHOE CO 3/10POBHEM.

VY nereit B Bo3pacte [0 6 seT KiIMHUUYecKas 0€30MacHOCTh OblIa YCTaHOBJIEHA W3 HECKOJBKUX
KpPaTKOCPOYHBIX UJIU IOJIFOCPOYHBIX TEPANEBTUYECKUX MCCIIeIOBAHMIA:

- OJIHO KJIMHHYECKOE HUCCIIEIOBaHKE, B KOTOPOM 29 fieTeli B BozpacTe OT 2 J10 6 JIeT C aJlIepruuecKum
PHHHUTOM I0JIy4aJiy JIECBOLETUPU3KH 10 1,25 Mr /iBa pa3a B JIeHb B T€UEHUE 4 HEJelb;

- OJIHO KJIMHMYECKOE UCClie[loBaHuE, B KOTOpoM 114 nereit B Bo3pacTe oT 1 10 S €T ¢ aJiepruyeckum
PUHHUTOM WJIM XpOHUUYECKON HAMONATHYECKON KpanuBHULEH MOJyyaly JeBOLeTUpU3nH 1,25 Mr aBa
pasa B IeHb B TeYEHUE 2 HEEIb;

- OJJHO KJIMHHMYECKOE HCClel0OBaHHEe, B KOoTopoMm 45 nereit B Bo3pacte oT 6 no 11 mecsueB c
aIJICPTUUYECKUM  DUHUTOM WM XPOHMYECKOH UIMOMATUYeCKOH KparnuBHULEH MOIydatu
JIEBOLIETUPU3UH 1O 1,25 MT OJ1H pa3 B IeHb B TEYEHHUE 2 HEJEIb;




- OJHO AnuTenbHOe (18 MecsaneB) KIMHUYECKOE HCCNeJOBaHHE JEBOLIETUPU3MHA C BKIFOUEHHEM
255 cyOBEKTOB ¢ aTONMYECKUMH MPOSBICHUSMHU B Bo3pacTte oT 12 10 24 MecsLes.

Ilpodune OGesomacHoCTH OBUT aHANOTMYEH TOMY, KOTOPHIA HAGNOANCs B KPaTKOCPOYHBIX
UCCJIEIOBAHMAX, IIPOBEIEHHBIX y AeTel oT | 10 S ner.

DapmaKoKuHemuka

®apMaKkOKUMHETHKA JIEBOLETHPU3MHA JIMHEWHA, HE 3aBHCHT OT 03Bl M BPEMEHH, C HHM3KOM
BapuabeNbHOCTEIO MeXy cyObekTamu. @apMakOKMHETHYECKHH NMPODHMIb TaKoM e, Kak U Ipu
NPUMEHEHUH OIHOI0 3HAHTUOMEpAa WIIM, KOrjJa NMPUMEHSETCs B BUAE LETHPH3MHA. XHpaTbHOU
WHBEPCUH HE INPOUCXOJMUT B npoliecce abcopOIMU U STHMMUHALIUY.

Bceacvisanue

JleBoueTHpusuH OBICTPO M MHTEHCHBHO BCAChIBAaeTCA IOCNEe MepopaibHOro mnpuéma. ITuk
KOHLEHTpalUuK B IulasmMe pocturaercs ueped 0,9 4 mocne npuema. YCTOHUHMBOE COCTOSIHUE
Jocturaercs uepe3 asa JAHA. IIMk xoHuneHtpanuu, xak npasuiio, 270 ur/mn u 308 Hr/mi mocie
OJTHOKPaTHOI'0 ¥ MOBTOPHOrO NpHEMa 5 MI' OJHOKPATHON JHEBHOMW 03B, COOTBETCTBEHHO. CTENeHb
BCAaChIBaHWsSl HE 3aBMCUT OT JO03bl M IpUeMa MHIH, HO INHUK KOHLEHTpALMH 'CHHXKAeTCA U
3aIepyKUBaeTCsl.

Pacnpeodenenue

Her naHHBIX HM O pacrnpeleneHUH B TKaHSX YeJOBeKa, HU O MPOXO0XKIECHUE JICBOLETHPU3UHA Yepe3
remarosHuedaniueckuii Gappep. Y. Kpblc M cobak, camble BBICOKME YPOBHH KOHLEHTPALUH
HaXoZATCs B [IEUYEHH U NOoYKax, camble Hu3kue B oTaenax [THC.

JleBoueTnpusuH Ha 90% cBa3biBaeTCA ¢ OenkaMu miuasMsl. PacnpeneneHue JeBOLETUPU3UHA HOCHT
OrpaHMYEHHBIN XapaKTep, MOCKOJIbKY 00beM pacripenenenus cocrapiuser 0,4 ji/kr.

Memabonusm

Crenenp MeTabonaM3Ma JIEBOLETUPH3UHA y NIOfel cocTaBiser MeHee 14% OT 103BI, U MO3TOMY
OXXKMJIAeTCsl, 4YTO pas3jiMuhsA, BO3HHMKAIOIIHWE B pe3yJbTaTe IEHETHYECKOro mnonumopdusma HiIu
OJIHOBPEMEHHOI'0 IpUeMa MHTUOMTOPOB (GepMEHTOB, OyoyT HE3HAUMUTENBbHBIMH. MeTaboanuuecKue
IyTH BKJIFOYAIOT apOMaTHYeCKoe okucieHue, N- u O-IeankHiMpoBaHUe U KOHBIOTALMIO TaypuHA.
[Tyt peankuaMpoBaHHs B OCHOBHOM omocpenoBaHbl uzopepmentom CYP 3A4, B To BpeMs Kak
apOMaTH4YE€CKOE OKUCIEHUE BKIIIOYAEeT MHOKECTBEHHBIE W/WITH HEUACHTU(DULIUPOBAHHEIE H30(OPMEI
CYP. JleBoueTupusuH He OKa3bIBaJl BIUSIHUS Ha akTHBHOCTH u3odepmentoB CYP 1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 B KOHUEHTpaLMsX, 3HAUUTENBHO MPEBBILIAIOIINX [HUKOBBIE KOHLEHTPALWH,
JOCTUTHYTBIE NOCJIe MPUEMa 03Bl 5 MI IEPOPaBHO.

HM3-3a ero Hu3koro Merabojau3Ma H OTCYTCTBHS MeTabONMYECKOro MOTEHIMana WHrHOMpOBaHUs
B3aMMOJIEHCTBHUE JIEBOLIETUPH3UHA C IPYTUMHU BEILIECTBAMY WJIM HA00OPOT MaJIOBEPOSITHO.
Buigeoenue

[Tepron nosyBbIBEICHUSA H3 IIa3MBIl Y B3pOCIBIX cocTaBiseT 7,9 + 1,9 yaca. [Tepuo nosyBeIBeeH S
y MaJICHbKHX JETEU KOpOoYe.

Cpenuuii o6muii knupeHc cocrasiset 0,63 Mi/MuH/Kr. OCHOBHOIM MyTh BBIBEICHHSI JIEBOLIETUPU3HHA
1 ero MeTaboJUTOB C MOUYOM, cocTaBisieT B cpeiHeM 85,4% OT no3b1. BeIBeieHHE C KaJIOM COCTABIISET
mumb 12,9% ot no3bl.- JIeBOLETUPHU3KUH BBIAENSETCS Kak IyTeM KIyOOYKOBOM (uibTpauuH, Tak U
IIyTeM aKTUBHOW KaHaJIbIIEBOM CEKpELH.

Iloyeunas Hedocmamo4yHocmy

KnupeHc neBoLeTUpU3UWHA KOPPENUPYET C KIUPEHCOM KpeaTMHHMHA. [103TOMy pexoMeHIyerTcs
HACTPOWTh HWHTEPBAJIbl JO3UPOBAHUS JIEBOLIETUPU3UHA, HCXOAA OT KIUpEHCca KpeaTHHHWHA Y
NAlUEHTOB C YMEPEHHON U TSKEJION MOYEeYHOM HEeNOCTAaTOYHOCTHIO. IIpu aHypuu TepMHUHAJIBHOM
CTaJuy MpH NMOYEYHOH HEAOCTATOYHOCTH OOIUI KIMPEHC YMEHbLIaeTcs npuoiausutensHo Ha 80%
II0 CPAaBHEHUIO C HOPMAaJIbHBIM COCTOsiHMEM. KonuecTBo eBOLeTHPU3NHA BEIBEIEHHOTO BO BpeMs
CTaHAapTHOU 4-4acoBO MpoLeaypsl reMoanannsa coctapuio <10%.




emu
JlanHble hapMaKOKMHETHYECKOTo UccleoBanus y 14 nereii B Bo3pacte ot 6 10 11 jiet ¢ Maccoii Tena
B nuanaszoHe oT 20 g0 40 xr mpu nepopanbHOM NpUEME pa30BOM H03BI JIEBOLIETHPU3UHA 5 MT
TMIOKa3BIBAIOT, YTO 3Ha4eHHUsI Cmax 1 AUC npumepHo B 2 pasa BbllIe, YeM HaOJtoaeMble Y 310POBBIX
B3POCJIBIX J0OpPOBOJIBLIEB B MEpPEeKpecTHOM HccienoBaHud. CpeaHee 3HaueHHE Cmax COCTaBIISI
450 ur/ n 3a 1,2 yaca, HopManM30BaHHEI Bec, 00U KIMpeHe Tena 651 Ha 30% Gosblie, a nepuos
N0JTyBEIBECHHS Ha 24% Kopoye B 3TOH NETCKOM MOMyJIALUH, UM Y B3POCIBIX.
CrenyanusupoBaHHble hapMaKOKHHETHYECKHE UCCIEN0BaHUS B IETCKUX MOMYJIALMAX Miaie 6 jJer
HE MpPOBOAMINCH. PeTpOCneKTUBHBIN MOMyNALMOHHBIN (apMaKOKMHETHYECKHM aHaiu3 ObLI
nposeneH y 323 cyonektoB (181 pebeHok B Bospacte oT 1 10 5 ner, 18 pmereit B Bo3pacre ot 6 10
11 ner m 124 B3pocneix B Bo3pacte oT 18 mo 55 ner), KOTOpele MoJydYanu OJHOKPATHBIE WIIH
MHOT'OKpAaTHEIE NO3BI JIEBOLIETUPU3KHA B Auamna3zone ot 1,25 mr no 30 mr. JlaHHBIE, TOJyYEHHBIE U3
9TOr0 aHajM3a, MoKa3aliy, YTo NpUMeHeHue 1,25 Mr 0J1H pa3 B IeHb Y JieTell B BO3pacTe OT 6 MecsleB
J0 5-JIeT, KaK 0)KMJIaeTcsl, MPUBEJET K KOHLIEHTPALMHU B [J1a3M€ KPOBH, aHAJIOTMYHOM KOHIEHTPALMH
Y B3pOCIIBIX, [TOJyYaloIKX 5 MI' OJJUH pa3 B JEHb.

LHooicunvie 1100u

@®apMaKOKMHETHYECKHE JaHHbIEe Yy TMOXHWIBIX JIIOAeW orpaHuyeHsl. Ilocie OIHOKPAaTHOrO
€XKEJHEBHOIro mnepopajibHoro npuema 30 Mr JieBolleTUpU3MHA B TeYeHHe 6 AHel y 9 mauueHToB
TMOKUIIOro Bo3pacTta (65—74 rona) obmuii kupeHe 06T MpuMepHO Ha 33% HuKe 10 CPaBHEHHIO C
TaKOBEIM y 6oJiee MOJIOJIBIX IO IeH. BBI10 moka3aHo, 4TO pacroioKeHHe palleMHYECKOT0 ETUPU3UHA
3aBMCUT OT QYHKIMHU [T0YEK, a HE OT BO3pacTa. DTO OTKPHITHE TAKXKe MPHMEHHUMO K JIEBOLIETHPH3HHY,
TaK Kak JIEBOUETHPU3UH U LIETUPU3UH 00a NMPEUMyILECTBEHHO BHIBOAATCS ¢ MO4oi. [ToaTomy mo3y
JIEBOLIETUPH3NHA CJIEJlyeT KOPPEKTHPOBaThb B COOTBETCTBUM C (YHKIHMEH [MOYEK y MallMEeHTOB
M0XKMJIOr0 BO3pacTa.

L'endepnasn npunadnexcrocno

DapMaKOKMHETUYECKHE pe3yabTaThl uis 77 nauueHToB (40 MysxuuH, 37 skeHIIUH) ObLIH OLIEHEHB] Ha
IpeAIMET MOTEHUHWANBHOr0 BIMsAHUs noa. Ilepuon monypacnana 6611 HEMHOTO KOpOUe Y JKE€HIIMH
(7,08 £ 1,72 4), uem y mysxuuH (8,62 + 1,84 u), oqHAKO CriAXXEHHBINH MEPOPANBHBINA KIUPEHC Y
xeHmuH (0,67 = 0,16 ma/mMun/kr) conoctaBuM ¢ TakoBbIM Y MyxuuH (0,59 + 0,12 mu/mun/kr). Te xe
CYTOYHBIE JI03bl ¥ MHTEPBAJIbI MEXAY J03aMU MPUMEHUMBI Ul MY)KYUH U XKEHLIMH C HOPMalIbHOM
GbyHKIMelH moYexk.

Pacosas npunaonescnocme

BiusHue packl Ha JE€BOLIETUPU3MH HE M3y4anock. [I0CKONBKY JIEBOLIETHPU3UH B MEPBYIO OYEPE/b
BEIBOJIMTCS W3 OpraHM3Ma IOYKaMM, U HET CYILECTBEHHBIX pAacOBBIX pa3/IMYUii B KIUpPEHCE
KpeaTHHWHA, HE 0XMIAETCs, 4TO (papMaKOKUHETMYECKUE XapaKTePUCTHKU JIEBOLETUPU3UHA Oy Iy T
pasyiMyaThCs y pas3HbIX pac. HMKakuX pacoBBIX pa3iHuyuii B KHHETHUKE PalleMHUYECKOTO LIETHPU3UHA
He HabJI01an0Chk.

Ileuenoynas nedocmamounocms

DapMaKOKMHETHKA JIEBOLIETUPU3MHA y MAlMEHTOB C HapyIIeHUsAMH (YHKLUHH NeYeHH He Obuia
usyyanacb. [lalMeHTBI ¢ XpOHWYECKMMH 3a00J€BaHUAMU Me4yeHH (TenaToLeIUIFOISPHBINI,
XOJIECTAaTUYECKUHN U OUIMapHbIi Luppo3), noiyydasmue 10 unu 20 Mr paLieMUyecKoro CoeJUHEeHUs
LETUPU3MHA B BUJIE OJJHOKPATHON /103bl, UMEH YBEIUUEHHUE NEpUoaa noyBeiBeaeHus Ha 50% npu
yMEHBLIEHUH KirpeHca Ha 40% 1o cpaBHEHUIO €O 30POBBIMU CyObEKTaMMU.
Dapmakoxuremuyeckue/apmaKoOuHaMuyecKue 83aumooeiicmeus

BosgnelicTBie Ha BBI3BaHHBIE THCTAMUHOM KOXKHBIE peakLUd He KOppelupyeT ¢ KOHLEHTpaluel B
iasme.




IToxa3aHusi K IPUMEHEHHIO

L-Ilert® nokasan [i1d CHMOTOMATHYECKOTO —JICUEHHS aJUIepruyecKoro puHUTa (BKIIKOYAs
KPYTJIOTOJUYHEIH a/JIEpriyeCKUi PUHUT) U KPAlTMBHHULBI Y B3POCIIBIX U JETel B BO3pacTe OT 6 JIET U
cTapiue.

Crnioco0 npuMeHeHHsI U J03bI

Bspocnvie u noopocmiu 12 nem u cmapuwe

Pexomeniyemas cytouHast 1o3a coctaiset 5 Mr (1 Tabierka, NOKpEITas MIEHOYHON 060109KOH).
Hooicunvle n100u

Koppexuys 10361 peKOMEHAYETCsl Y MOXHJIBIX MALHUEHTOB C YMEPEHHOM W TSXKENOM MoveuHoi
HEJI0CTaTOYHOCTEIO (cM. pa3zaen «IlouedyHas HeIOCTaTOYHOCTE) HUXKE).

Iloyeynas Hedocmamournocme

WurtepBanel 103MpoBaHus HOMKHEI OBITH MOA0OpaHbl HHANBUAYAJIBHO, B COOTBETCTBUM C (yHKIUEH
noyek. OOpatuteck K cienyiomei TabinuUe M OTKOPPEKTHpYyiiTe 103y, KaK ykaszaHO. YUTOOEI
MCII0NIb30BaTh 3Ty TabJMIly JO3UpPOBaHUs, HEOOXOJUMa OLEHKa KIMpeHCa KpeaTHHHHA Mal{eHTa
(CLecr) B Ma/mun. CLer (MJI/MHH) MOXeT OBITh OLIEHEH M3 OTPEEICHUs] KPEaTHHHHA CHIBOPOTKH (MT
/ A1) ¢ UCTONB30BaHKUEM ClieayIome Gopmy bt

[140 - Bospact (roasn)] x sec Tena (xr)
CLer= (x 0.85 ma sxeHITHH)
72 X KpeaTHHHH CBIBOPOTKH (Mr/1m)

Koppekuus 10361 y NalMEHTOB ¢ HApYIIEeHHO’ QyHKIMEN nmovek:

Knupenc
DyHKIMSA TIOYEK KpeaTHHUHA, Jlo3a ¥ yacToTa J03UPOBAHUS
MJI/MUH.
HopMmaneHas QyHKIMS oyek >80 1 Tabnerka 1 pas B AeHb
Hapymenns jerkoii crenenu 50-79 1 Tabnetka 1 pa3 B ieHb
Hapymenus ymepeHHO#H cTernenu 30-49 1 Tabnerka 1 pa3 B 2 qus
HapyH.IeHldﬂ TSOKEJION CTEIEHHU <30 1 Tabnerka 1 pa3 B 3 THS
TepMUHAIbHAs ~ CcTagusl 3aboJjieBaHHA
noyex (MalHeHThl, KOTOpble HaxoasTcs< 10 [TpoTHBOMOKa3aHO
Ha JHaJIN3E)

Y nereif ¢ HapyleHHOM (yHKIMeH MOouYeK [03a JOJKHA KOPPEKTHPOBATECS WHIMBHAYAILHO B
3aBHCHMOCTH OT [TOYEYHOr0 KJIMpEHca MalleHTa U ero Macckel Teja.

Ileyénoynas nedocmamournocmo

Koppexkuus 10351 He TpeOyeTcs y MalueHTOB ¢ HCKIIOYUTENBHO MEY€HOYHOM HEI0CTaTOYHOCTRI0. Y
MalMEHTOB C IEYEHOYHON HEeJO0CTaTOYHOCTBIO M IMOYEYHON HEIOCTATOUHOCTHIO PEKOMEHIYeTCs
KOPPEKTHUPOBATh 103y (cM. pazfen «[louedyHas HEAOCTATOYHOCTEY BEIIIE).

Hemu v

Lemu 6 éo3pacme om 6 0o 12 nem

Pexomennyemas cytouyHas no3a cocranisiet S mr (1 tabnerka, moKpeiTas IIEHOYHOH 000JI0UKON).

V nereii B Bo3pacte OT 2 10 6 €T HEBO3MOXKHO CKOPPEKTUPOBATh JO3UPOBKY NPUMEHS TabJeTKH,
MOKpBITEIE TIEHOYHOH 000504Koi. [l HUX pPEKOMEHIYeTCs MCIOJIb30BaTh MEJUAaTPHYECKYHO
JNIeKapCTBEHHYIO ()OpPMy JIEBOLIETHPH3HHA.




Crnocob npumenenus

Tabnerky, noKpeITEIE MIEHOYHOH 000J0YKOM, MPUHUMAIOT BHYTPb, MPOIJIATHIBAS LETMKOM M
3anuBasi XXMIKOCTBIO, HE3aBUCUMO OT Npuéma nuiy. PekoMeHayeTcs NpuHUMAaTh CyTOYHYIO 103y 3a
O/IMH pa3.

IIpooonoicumenvrocms npumenenus

Ilepemesxarolmuiics anaepruyeckuii pUHUT (CHMIITOMBI, BO3HHMKAIOIIME MEHEE YETHIpEX OHEH B
HEJIeJTI0 WJIK MEHEE YETHIPEX HEJE/Ib B I'OJy) CIIEAYET JICUUTh B COOTBETCTBUU C 3a00JI€BAHUEM U €T0
aHaMHe30M. JIeueHHe MOKeT OBITh TPUOCTAHOBJIEHO OCIIE UCUE3HOBEHHUS CUMITTOMOB U MOJKET OBITh
BO300HOBJIEHO TIIOCJ€ IMOBTOPHOTO IOSABICHHS CHMIITOMOB. B ciyyae KpyrJOroJd4HOTO
aJlJIEPrUYeCcKOro pHHUTA (CHUMIITOMBI MpOSIBISIIOTCS Oojiee 4YeThlpeX AHEH B Hemelio Wiu Oolee
YEThIpEX HEJENb B TOJy) MAalMEeHTY MOXET OBITh NMpeaioKeHa HerpepbiBHAs Tepanus B MEPHOJ
BO3/ICHCTBUSA aJUIEPTEHOB.

Wmeercs KIMHUYECKUH OMBIT NPUMEHEHUs JIEBOLETUPU3UHA IJIUTENBHOCTHIO HE MEHee 6 MECSIIEB.
Ilpu XpoHHYECKOH KpanMBHULIE U XPOHUYECKOM aJNIEPrUuecKOM PHHUTE CYLIECTBYET KIMHUYECKHM
OIBIT MPUMEHEHHUS LIETUPH3KHA (paLiemMara) ¢ NpOJOKUTENBHOCTEIO 10 OJJHOTO rojia.

IToGounble gelicTBUS

B TepaneBTHYECKUX HCCIEIOBAHUAX CpEeH XKEHIIMH U MYX4KH B Bo3pacte ot 12 10 71 roaa, 15,1%
MallMeHTOB B TIpyIIE IpHeMa JIEBOLETHPU3UHA B J103€ 5 MI, UMENM MO KpaiHedl mepe OnHY
He0JIaronpUATHYIO peaKiUIo Ha Ipenapar 1o cpasHeHuto ¢ 11,3% B rpynne miane6o. 91,6% u3 stux
NOOOYHEIX peakLuii OBUIM IETKUMHU U YMEPEHHBIMH.

B TepaneBTHYECKHX HCCIIELOBaHHUAX, MPOLEHT OTCEBA M3-3a MOOOUHKIX peakuuii 6611 1,0% (9/935)
NpU NpreMe JeBoUeTUpH3MHa B 1o3e S5 Mr U 1,8% (14/771) B rpynne nnaie6o.

KinHnueckne TepaneBTHYeCKHe UCMBITAHHS JIEBOLETHPU3UHOM MPOBOAMIKCE Ha 935 manmenrax,
NPUHHMAIOIIUX MpenapaT B pPEKOMEHAyeMOoil mJo3e S5 Mr exenHeBHO. B aroif rpymme, o
BO3HMKHOBEHMH MOOOUHBIX peaKlUii Ha IeKapCTBEHHBIH Mpemnapar, coo01anocs ¢ KoadhHuneHToM
1% nnu Gonee (obmee: >1/100, <1/10) npu npreme S5 Mr JICBOLIETUPH3UHA WK M1a1e60:

IIpeanouTHTENLHBIH

TEPMHH. - | Ilnaue6o JleBoneTnpusuH 5 Mr
Tepmunonoruss IloGounwix | (n=771) (n=935)

Peaxknuii BO3

["onoBHas 606 - 1253.2%) 24 (2.6 %)
CoHJIMBOCTh 11 (1.4 %) 49 (5.2 %)

CyxocTb BO pTY : 12 (1.6%) 24 (2.6%)

VYcranocts 9 (1.2 %) 23 (2.5 %)

Habnronanuce cinyvan penkux no6ouHsIX peakuuii (peako> 1/1000, <1/100), Takue, Kak aCTEHUS U
60J1b B JKUBOTE. i

YacToTa BOZHMKHOBEHUS! CEJAaTUBHBIX MOOOYHBIX peaKkiMi, TaKMX KaK COHJIMBOCTh, YCTaJOCThb W
acTeHus Haburoganace B LesnoM yaie (8,1%), npu npueme S Mr JeBOLETHPU3UHA, YeM NPU Npueme
miaue6o (3,1%).

Jlemu

B nByx mnnane60-KOHTpONUpPyEeMbIX HUCCIEA0BaHUAX y JeTel B Bo3pacTe oT 6 no 11 mecsues u B
Bo3pacte oT 1 roga 1o 6 net, 159 cy6bekram Ob1I0 Ha3HAUYEHO JieYeHe JIEBOLETUPH3UHOM B J103€
1,25 Mr exxeiHEeBHO B TeueHHe 2 Helenb U 1,25 Mr /iBa pasa B IeHb COOTBETCTBEHHO. [IpuBenéHHas
4acToTa NOOOYHBIX peaKLyii Ha IeKapCTBEHHbIE CpeicTBa Obljla OTMeUeHa Ha ypoBHe 1% uiu Oonee
10 JICBOLETUPU3UHY WIIH T1anedo.



E::;;r::;:enuﬁ:;c;epmsf - " IInane6o (n=83) JleBouerupusun (n=159)
KenynouHo-KHIIeYHbIE HAPYIIEHHST

Jnapes 0 3(1.9%)

PBora 1(1.2%) 1(0.6%)

3amnop 0 2(1.3%)

HapymieHnss co0 CTOPOHBI HepPBHOI

CHCTEMBI

CoHnuBoCTh 2(2.4%) 3(1.9%)

ITcuxuyeckue paccrpoiicTea

Hapymenus cHa ' 0 2(1.3%)

V pereit B Bo3pacte 6—12 ner GbUIM NpPOBEIEHBI ABOMHBIC ClENble IIALE60-KOHTPOIUPYEMbIE
MCCJIE/IOBaHMUs, B KOTOPEIX 243 peOeHKy HazHayanoch 5 MT JIEBOLIETUPU3HHA €XKEIHEBHO B TCUCHHE
pas3IM4HBIX NIEPUOI0B BpeMeHH oT 1 Hezenu 10 13 Henens. Cnenyromias yacTota NoOOYHBIX peakiui
Obu1a OTMEYeHa Ha ypoBHe 1% uiu 6oJiee 10 JIEBOLETUPU3UHY MK M1aLebo.

IIpeanouruTeNHLHBINH IInane6o JleBouerupusun 5 mr
TEePpMHH (n=240) (n =243)

["onoBHas 60J1b 5(2,1%) _ 2(0,8%)

COHJIUBOCTH 1(0,4%) 7(2,9%)

IHocmmapkemunzosvie ucciedoganus

HwxenepeuncneHHble MOO0YHBIE peaKLMM MPUBEIEHBI 110 YaCTOTE MPOSBJIEHHS, YaCTOTa ITOOOYHEIX
peakyi Knaccuuuupyercs TakuM o0pa3zoM: oyeHs yacto (> 1/10); yacto (> 1/100, < 1/10); newacto
(=1/1,000, < 1/100); peaxo (> 1/10,000, < 1/1,000); ouens peaxo (< 1/10 OOO), HEU3BECTHO: HE MOKET
OBITh YCTAHOBJIEHA ITyTEM UMEIOIUXCS TaHHbIX:

* Hapywienus co cmopomvl uMMYHHOTU CUcCmembl

HewnsBecTHO: rUnepyyBCTBUTENIBHOCTD, BKIIFOUast aHaUIAKCHIO

* Hapywienus memabonuszma u numanus

HeusBecTHO: MOBBILIEHHBIH anmneTuT

* [lcuxuyeckue paccmpoiicmea

HeusgecTHoO: arpeccus, akuTalus, raulFOLMHALIMY, Aenpecchs, 6eCCOHHULA, CYyUIMAANbHbIE MBICITH,
HOYHBIE KOLIMaphl

* Hapyuienus co cmoponvl Hep8HOUl cucmembl

HewnssectHo: cynoporu, mapecte3uu, rojloOBOKpyKeHue, 00MOPOKHU, TPEMOP, AUCTEB3USI

* Hapywenus co cmoponvl opzana ciyxa u 1abupunma

HewuspecTHo: BepTHTrO

* Hapywenus co cmoponvl opzana 3peHus

HewusBecTHO: 3puTenbHBIC HApYyIIEHHs, TOMYTHEHHUE M0JIS 3pSHUS

* Hapywenus co cmoponvel cepoya

HewusBectHo: cepauebuenne, Taxukapaus

* Hapyuwierusi co cmopoHsl 0biXxamenbHOU CUCHEMbL, OP2AHO8 2PYOHOU KNemKU U Cped0CmeHUs.
HewusgecTHo: ofpiika

* JKenyoouno-kuweurnvie HapyuieHUs,

HewusBecTHo: TOIIHOTA, pBOTA, AUApEs

* HapyweHusi co cmoponsl neyeHu u Jicea4eable00auux nymeti




HewussectHo: renatur

* Hapyuienus co cmopoHsl nouex u Mo4eevl800Suux nymei

HeuspectHo: 1u3ypus, 3aepixka MOYH

* Hapywenus co cmoponsl K0ty u ROOKOICHOU KIemYamKy

HewnspecTHO: aHMMOHEBPOTHUECKHI OTEK, (PUKCHPOBAHHOE JIEKAPCTBEHHOE BbICHIMAHKE, 3y, ChIllb,
KpanuBHULA.

* Hapywernusi co cmopombvl MbluleyHOM, CKelemHOU U COeOUHUMENIbHOT MKAHU
HewuspectHo: Muanrus, apTpanrus

» Obwue HapyuieHus U peaxyuu 6 Mecme 66e0eHUs

HewusBecTHO: oTek

* Jlabopamopnvie u uncmpymenmanvusle OaHHbIE

HewussectHo: yBenuueHue Beca, HapylIeHHe GYHKLIUH MTEYEeHH

Onucanuie BeIOpaHHBIX NOOOYHBIX peaKIUit

ITocne npekparuenus npuéMa JeBOLIETHPH3MHA OBUTH COOOIIEHUS O 3y /€.

IIporuBonoka3anus

- ['unepuyBCTBUTENBHOCTh K JIEBOLETHPU3UHY, LETHPU3UHY, K THIAPOKCU3UHY, K JPYTHUM
MPOM3BOAHEIM ITUIIEPA3HHA UM JIPYyTUM KOMIIOHEHTaM, UCIOJIb3yEMBIX B Ipernapare.

- IIpu Tsxenol noyeyHo! HeJOCTATOUHOCTH, U KIIMPEHCe KpeaTHHHHA MeHee yeM 10 Mi1/MuH

JlekapcTBeHHBIE B3aUMO/ACHCTBHS

Hccnenosanuii B3auMOJESHCTBUS JIGBOLIETUPU3MHA HE IMPOBOJAMIOCH (BKJIFOYas HCCIENOBaHUS C
unaykropamu CYP3A4). MccnenoBaHus ¢ palleMUUeCKMM LIETUPU3MHOM MOKa3ald, YTo He ObUI0
KJIMHUYECKM 3HAUMMBIX HEXEJIaTeJbHbIX B3aUMOJCHCTBUH (C AHTUIMPHUHOM, a3UTPOMHIIMHOM,
LIUMETHANHOM, Ma3eNaMoM, 3pUTPOMHULIMHOM, INIUTHU3UIO0M, KETOKOHA30JIOM M MCEBA03DEAPUHOM).
Heb6onpiioe cHuwkeHue kiaupeHca ueTupusuHa (16%) Habmomanoch B MCCIEIOBAaHUH C
MHOTOKpaTHBIMM Jo3amu TeouiuinHa (400 Mr oauH pa3 B J€Hb), B TO BpeMs KaK AMCIIO3HLIUSA
TeoQUIIMHA HE MEHsUIach NMPH CONYTCTBYIOIIMM NPUMEHEHHWH LETHMpPU3MHA. B HCCleOBaHUU C
NPUMEHEHUEM HECKOJIBKUX 1103 puToHaBupa (600 Mr iBa pasa B AeHb) U LeTHpusuHa (10 Mr B feHB)
CTENeHb 9KCIO3ULIMU LIeTUpU3HHA Obli1a yBenuueHa npuMepHo Ha 40%, B TO BpeMsl KaK JHUCIIO3ULUSA
puTOHaBHUpa OblIa cierka u3mMeHeHa (-11%) npu comyTcTByOIEM NpUéMe LIETHPU3UHA.

Crenenb BcachlBaHMs JICBOLETUPU3MHA HE YMEHBIIAETCS NMPU OJHOBPEMEHHOM INpUEME C MHIIEH,
XOTsI CKOPOCTh BCACHIBaHHUS -CHUKAETCS.

Y runepuyBCTBUTENBHBIX IMAl[MEHTOB OJHOBPEMEHHOE TNpHMEHEHHe LETHPU3MHA - HIH
JIEBOLETUPU3MHA W cnupTa unu Apyrux genpeccantoB [[HC moxer oka3eiBaTh [JeiicTBHE Ha
LEHTPaJbHYIO HEPBHYIO CHUCTEMY, XOTA OBLIO IOKa3aHO, YTO paleMHUYEeCKUH LETHPU3UH He
MOTEHLMPYET JACHCTBUE alKOroJIs.

Oco0ble ykazaHust

PexomeHnayercs mnpuHHUMaTh Mephbl MPEAOCTOPOIKHOCTH NPU OJHOBPEMEHHOM IPUMEHEHHU C
ankorosueM (cM. pasnen «JlekapCcTBeHHBIE B3aUMOJICHCTBUS ).

Cruenyer nposiBIATE OCTOPOKHOCTh y MAaLMEHTOB C MpeApacrnoyiararoliiMyi (akTopaMy 3aJepiKKU
MO4YH (HarpUMep, MOBPEXkIEHUE CIMHHOIO MO3ra, TUIepIuia3us NpecTaTe/IbHON Kese3bl), TaK Kak
JIEBOLETUPU3UH MOXKET YBEJIIUYUTH PUCK 3aJCPKKH MOYH.

Cnenyer cobmoiaTh OCTOPOXKHOCTH y MAI[HEHTOB C SMUJIETNCUEH U y TMAlMEHTOB C MOBBILICHHON
CyIOpPOKHOH rOTOBHOCTBIO, TTOCKOJIBKY JIEBOLIETUPU3MH MOXKET BBI3BaTh 000CTpEHHUE.

Peaxnus Ha annepruyeckre KoXKHbIe MpoObI MOAABSAETCS aHTUTMCTaMUHHBIMY [IpenapaTaMu, 1 repes
UX BBHINOJHEHHWEM TpedyeTcsi Mepuoj «BbIMBIBaHUS» (0T 3 pHel). IlaumeHtel ¢ peakumu
HacJIeCTBEHHBIMU 3a00JIeBaHUSIMU HETEePeHOCUMOCTH TalakTo3sl, Jedunura nakrtassl Jlanna uiau



MaibabCopOLIMH TIFOKO3Bl M TallakKTo3bl HE JIOJDKHBI NMPUHUMATh STOT JIEKAPCTBEHHBIN Mpenapar.
ITocne npexpaiueHus npuéMa JIEBOLETUPU3UHA MOXKET BOHUKHYTH 3y, AaXe€ €CJIA 3TOT CUMIITOM
OTCYTCTBOBAJ JI0 Hayajia JeuyeHHs. Bo3M0)KHO CIOHTaHHOE HCUE3HOBEHUE CUMIITOMOB. B HEKOTOPBIX
Clly4asX CUMITOMBI MOTYT OBITh HHTEHCUBHBIMU U MOJXKET MOTPeOOBaThCs BO30OHOBIICHHUE JICUEHHS.
ITocne BO306GHOBICHUS IEUEHUSI CUMITTOMBI JJOJDKHBI HCYE3HYTh.

Jlemu

Hcnone3oBanue jeKapcTBEHHOH (OpPMEI B BU/e TaOJIETOK, MOKPHITHIX IUIEHOUHOM 060JI04KOM He
PEKOMEHJyeTesl JIETAM B Bo3pacTe A0 6 JIeT, TaKk Kak 3Ta JIeKapCcTBEHHas (opma Ipernapara He
obecrieuriBaeT HajJexallell ajanTalud J03bl. PEeKOMEHIyeTCsl HCIOJb30BaTh MEAMATPUYECKOH
JIEKapCTBEHHOMH (DOPMBI JIEBOLIETUPHU3HHA.

Ilpumenenue npu bepevennocmu U 6 REpUOO NAKMAYUU

bepemernocme

JlaHHbIE, OTHOCUTENBFHO NPUMEHEHHsI JISBOLIETUPU3UHA y GepeMEHHbIX KEHIIUH OrPaHHUUYEHEI (MeHee
300 ciyqyaen 6epemenHocTel). Tem He MeHee, I LIETUPU3UHA, palleMaTa JICBOLETHPU3HHA, UMEeTCs
JaocraroyHo JaHHbeIX (6osee 1000 ciaydaeB OepeMEHHOCTH) OTHOCHUTEIBHO MPUMEHEHUS Y
OepeMEHHBIX JKEHIIUH, YKa3blBAIOIIMX Ha OTCYTCTBHE BPOXKIEHHBIX aHOMAWM pa3BUTHs WIH
3MOpHO/HEOHATAILHONW TOKCHUHOCTH. MccnenoBanus Ha )KUBOTHBIX HE YKa3bIBAalOT Ha MPAMOE MK
KOCBEHHOE€ HEOJIaronpHUsTHOE BIHSHHE B OTHOLICHHHM OEpEeMEHHOCTH, pa3BUTUS SMOpHUOHA/MIoNa,
POZIOB MM NOCTHATAJIEHOTO Pa3BUTHS.

ITpy - HEOOXOAUMOCTH MOXET OBITh pPaccMOTPEHO NPUMEHEHHE JIeBOLETUPH3WHA BO BpeMs
OepeMEeHHOCTH,

Jlakmayus

YcraHoBieHa OSKCKpEeLMs IICTHPM3WHA, palemara JIeBOLETUPU3WHA W3 OpraHu3Ma 4YesoBeKa.
CrezoBareabHO, SKCKpPELIUs JIEBOLETUPH3UHA C TPYAHBIM MOJIOKOM SIBIISIETCS BEPOSTHOW. VY JeTeid,
HaxoJAIUXCs Ha IPyJHOM BCKapMJIUBAaHUH, MOTYT HaO/II04aThCs, MOOOYHBIE PEaKI[11, CBA3aHHbBIE C
neBoueTupusuHoM. [ToaTomy cnenyer cobmoaats ocmpomxocm NpY Ha3HAYECHUU JIEBOLIETHPU3HHA
KOPMSILIMM KEHIIHHAM.

DepmunvHocms

Kivnugeckue qaHHbIE OTCYTCTBYIOT.

Bnuanue Ha cnocobnocmb ynpaename AGHMIOMPAHCHOPMOM U Opy2UMU  MEXAHUIMAMU
CpaBHUTENBHBIE KIIMHUYECKHE MCIIBITAHMS HE BBIIBHIIU JI0KA3aTENBCTB TOrO, YTO JIEBOLIETHPU3HH B
PEKOMEH/IyeMOH [103€ yXyIIaeT YMCTBEHHYIO aKTUBHOCTb, PEAKIHIO MJIM CIIOCOOHOCTh YUpPaBJIATh
aBTOMOOHUIIEM.

TeM He MeHee, HEKOTOpbIE MAlMEHTHl MOTYT UCHBITHIBATE COHIMBOCTE, YCTAJIOCTh M QCTEHHIO MPH
JICYEHUH  JIEBOLETUPU3UHOM. - TaxuM o00pa3oM, NAaLUEHTHl, HaMepeBaloIHecss YINpaBlIITh
TPAHCIIOPTHBIM CPEJICTBOM, 3aHUMAThesl MOTEHLMANBHO OINAcCHBIMHM BHAAMH JAEATEIBHOCTH HIIH
paboTaThk ¢ MEXaHU3MaMH, JAOJDKHBI YUHTHIBATE CBOIO PEAKLUIO Ha JIEKapCTBEHHOE CPEJICTRO.

Ilepeno3upoBka

Cumnmomel

CuUMOTOMBI MEPEeIO3UPOBKHM MOTYT BKJIIOYATh COHJIMBOCTH Y B3POCHBIX. Y JeTed repBOHAualbHO
MOTYT BO3HMKHYTb @XHUTaLMs U OECIIOKOMCTBO, COMPOBOIKAAIOILIUECS COHITUBOCTBIO.

Jleuenue

Crienupryeckye aHTUAOTHI JIEBOLIETUPHU3NHA HE U3BECTHEI.

B cnyyae nepemo3MpoOBKM PEKOMEHAYETCS CUMIITOMATHUYECKOe IJIM MOAJEepIKUBAloOllee JieueHUe.
Cpa3y mocie mnpuema mpernapata HEOOXOAMMO ITOBECTH IPOMBLIBAHUE xcenym(a DddexTuBHO
JIEBOHETUPU3UH HE BBIBOAUTCS TEMOIHAIAZOM. :



®opma BbINyCKa

ITo 10 tabnerox B [IBX/TIBIX 6auctepe.

ITo 1, 3 nau 10 6aKMcTEpOB BMECTE C MHCTPYKLMEH MO MEAMLMHCKOMY NMPUMEHEHHIO B KAPTOHHOM
yTaKOBKE.

YcioBusi XpaHeHHUs
XpaHUTh B CyXOM, 3alIUIIIEHHOM OT CBETa MecTe MpH TeMmneparype He Boiie 25°C.
XpaHWTh B HEAOCTYITHOM /IS IETeH MecTe.

Cpoxk rogHocTu
3 roza.
IIpenapat He ciielyeT NPpUMEHATH MOC/Ie UCTEYEHHs CPOKa T'OJHOCTH.

Yci10BuS OTIyCKa U3 aNITEK
bes peuenra.

IIpousBoaurenn
Kusum Healthcare Pvt. Ltd.

IIpousBoacTBEeHHAs MUIOIIAAKA
SP-289(A), RIICO Industrial Area, Chopanki, Bhiwadi, Dist. Alwar (Rajasthan), Wnpus

IIpousBoacTBEeHHAS MJIOMIAAKA
Plot No. M-3, Indore Special Economic Zone,
Phase-II, Pithampur, Dist.-Dhar, Madhya Pradesh-454774, Uugus

HaumcHoBaHHe M ajpec OpraHu3aluH, NPHHHMAalOUIeil NpeTeH3uIl (NMPeLIOKeHUs) II0
Ka4ecTBY JeKapCTBeHHbIX cpeJCTB Ha TeppuTopuH Pecnybiinku Y30ekucran:

HIT OO0 «BARAKA DORI FARM»

100022, Pecniy6nvka Y36ekuctan, r. TamkenT, Skkacapaiickuil paiton, yi. Kuuuk Xanka Wynu, 1.
91.

Ten.: +998 (78) 150 97 97; +998 (93) 388 87 82;

@axc: +998 (78) 1509787

E-mail: pv@kusum.uz
Web-caiit: kusum.uz



