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UHCTPYKUWUSI MO MEAUIUMHCKOMY ITPUMEHEHHUIO
L-LIET®

Toprosoe na3pauue npenapara: L-Lier®

JeiicTeyiouee Bemecrso (MHH): nepouernpusnia aurnapoxaopun

Jlekapersennas Gpopma: TabaeTku, NOKPLITHIE MIEHO4HOH 0607104 KO

Cocras:

Kanas Tabnerka, MOKpbiTas nieHoYHoii 000104KOMH, COAEPIKUT:

aKmMuGHoE Gelyecmeo. NEBOLETHPH3HHA M HAPOXIIOPH/L - 5 MT;

GCnoMO2amenshble Geujecmea; MHUKPOKPUCTANAMUECKas LENI0I03a, KPOCKapMeno3a Hatpus,
cTeapat MarHus, KOMIOMAHBIA Anoken kpemuns, Onaapaii 11 85G5 1300 3eneHblii, BOJA OYHILICHHAs.
Onucanue: Kpyrisie, ABOAKOBBINYKble TaGNETKH, NOKPBITEIC TIEHOUHOH 0GONOYKOi, 3e/1eHoro
BeTA,

dapmakoTepaneBTHUECKAsi rPyNna: AHTHIHCTAMHMHHbIC CPEICTBA V1A CHCTEMHOTO NPHMEHEHHA,
TPOH3BOAHBIE MUIIEPA3HHA.

ATX koa: ROGAE09

DapMaKoJIOrHuecKHe CBOHCTBA

DapmakoOuHamMura

Mexanusm deticmeus

JlepoueTnpusut, (R)- sHaHTHOMEp LETHPH3HHA, ABISETCA MOUHBIM H CE/CKTHBHBIM AHTarOHHCTOM
nepudepuyeckux Hi-peuentopos.

MccaeioBanHa CBA3LIBAHMSA NI0KA3a/IH, YTO NeBoLeTHpH3nH obnanaer Beicokoii apdunHoCTHIO K Hi-
peuentopam uenogeka (Ki = 3,2 umonn/n). AQPHHHOCTE NIEBOLETHPH3HHA B 2 pasa Bbllle, 4eM Y
uetnpuzuna (Ki = 6,3 umons/n). Jlepouetupuann auccounupyer ot Hi-peuenTopos ¢ nepHoaom
nonypacnazga 115 = 38 mun.

IToc/ie 0AHOKPATHOTO BBEAGHHS JIEBOLIETHPH3HH NOKA3LIBAET 3aHATOCTH peuentopa 90% uepes 4 yaca
1 57% uepes 24 uaca.

DapMakoAMHAMUUECKHE HCCNIe0BaHM Ha 3/I0pOBbIX A00pOBONBLAX NACMOHCTPHPYIOT, YTO MpH
MOMOBHHE 03k IEBOLETHPU3HH 00N1aZaeT aKTHBHOCTEIO, CPABHHMOMN C LETHPH3HHOM, Kak B KOMKE,
TaK ¥ B HOCY.

Dapmarxodunamuyeckue sgghexmot

dapmakoaMHAMMYECKas AKTHBHOCTb  I€BOLETHPHM3MHA  M3ydyanach B PaHAOMHU3HPOBAHHBIX
KOHTPOJAHPYEMBIX HCCIE/0BAHUAX.

B CpaBHHTEILHOM MCCAEAOBAHHH BIMAHMUS EBOLETHPH3HHA 5 MT, 1€3710paTajiuHa 5 Mr' 1 naauedo
HA BBI3BAHHBIE CMCTAMMHOM OOpasoBaHue BOJJbIPEH W MATEH, NPUMEHEHHE AEBOLETHPH3MHA
MPMBOJKIIO K 3HAYHTEIBHOMY YMEHBIIEHHIO 00pa3oBanius BOABIPeH 1 NATEH, s dexr koToporo Obin
caMBIM BHICOKHM B nepBbie 12 uacos 1 npogoskanock B redenne 24 uacos (p <0,001) o cpasHenuio
¢ naauebo U aesnoparaaHHoOM.

Hayano 1eHCTBHS NEBOLIETHPH3MHA B 03¢ 5 MI NPH KOHTPOJE CHUMNTOMOB, BbI3BAHHBIX MBUIBLOH,
HaGmoaanock uepes 1 yac mocae npuema npenapara B r1aue60-KOHTPOIMPYEMBIX HCCASA0BAHHAX
Ha MOJIENH KaMEphl 1 CTUMYJISLIMH &JLIEPreHOM.

WUccnenoBanust in vitro (MeToas kamep boiifigHa M KACTOYHBIX CJIOEB) MNOKA3bIBAKOT, 4TO
NIEBOLETHPU3UH HMHTHOMPYET 9J0TAKCHH-WHAYUMPOBAHHYIO TPAHCIHAOTENHABHYI0 MHIPALKIO
303MHO(MIOB 4Yepe3 KNeTKH KOKM W J€rkux. PapMakoAHHAMHUYECKOE IKCMEPUMEHTAILHOS



uCCe0BaHKe in vivo (TeXHHUKA KOXHBIX KaMep) MoKasano TPH OCHOBHbBIX HHruOHpyowmx addexra
JI03bI IEBOLIETHPH3HHA 5 MI" B NepBsie 6 4acoB MHAYLUPOBAHHOMN NLIALLOH PeaKLMH Mo CPABHEHHIO C
mnaueGo y 14 B3pochbX nauueHToB: WHruOupoBanue sbicBoOOKAeHHs VCAM-1, moaynsauus
MPOHMLIAEMOCTH COCY/IOB M YMEHblLeHHe Habopa 203WHO(HIIOB.

Kaunuvecxan sghgpexmusrnocme u besonacnocms

D¢dexTuBHOCTE M GE30MACHOCTH JEBOUETHPH3MHA Oblla MPOAEMOHCTPUPOBAHA B HECKOJIBKHMX
NBOMHBIX ChenbIX MIauebo-KOHTPOAUPYEMBIX KIMHUYECKUX HCCNEeOBaHUAX, MPOBOAMMBIX Ha
B3POC/IBIX MALMEHTAaX, CTPajalOMX CEe30HHBIM aNJePrHYeCKUM DHHHTOM, XPOHHYECKHM
aNNepruyeckuM PHHHTOM WIH KPYPJIOTOAHYHBIM aIepruYeckuM pHHUTOM. bbINO nokasaHo, 4To
NCBOLETHPH3UH  3HAUMTENBHO YMEHbUIAET CHUMNTOMbLl AJNCPrUYECKOro PHHMTA, BKIKOYaAs
3a10)KEHHOCTh HOCA B HEKOTOPBIX HCC/IEA0BAHMIX.

6-MecsuHOe KIMHMYeckoe uccneaoBanue y 551 B3pocnoro naumenra (Brmouas 276 nauueHTos,
MOJYY4BUIMX  JICBOUSTHPH3MH), CTPAJAIOWMX  KPYMJOTOAMUHBIM — QJJICPTHYECKHM  PHHHTOM
(CMMNTOMBI MPUCYTCTBYIOT 4 [HA B HEHEMO B TEYEHHE HE MEHee 4 nocne/oBarTe/bHbIX HelleNb) 1
CeHCHOMAM3UPOBAHHBIX K K/IELaM A0MalHEH NI K NbUIbLE TPaBBl, M0Ka3aJIo0, YTO JICBOLETHPH3UH
B J103€ 5 MT b1/ KIHHUYECKH M CTaTHCTHYECKH 3HaYnTeNbHO Oonee addexTBHbIM, ueM niauedo, Ha
(pone cuukenus obwero Oanna CHMITOMOB AMIEPrHYECKOrO PHHHUTA HA MNPOTHKEHHH BCeil
MPOJOJUKHTENBHOCTH HecneoBaHus Oes kakoif-nubo Ttaxuduaakcuu. B Teuenuwe Bcero nepuoaa
MCCNEA0BAHHS IEBOLETUPU3HH 3HAUNTENBHO YNYHIIAA KA4ECTBO KU3HH MALMEHTOB.

B nnauefo-KOHTPONMPYEMOM KJIMHUYECKOM HCCHIEIOBAHMY, BiUouaomemM 166 nauueHTos,
CTPAIAlOLIMX XPOHHUECKOH HAHONATHYECKOH KpanuBHHLICH, 85 nauueHToB noayyanu niauebo, a 81
NALMEHT - JICBOLCTHPHU3HH B 103€ 5 M O/IMH pa3 B JIEHb B TEUEHHE LIECTH HEJeNb.

Jleuenue NEBOUETUPH3MHOM NMPHBEIO K 3HAYUTENLHOMY CHWXKEHHIO HHTEHCHBHOCTH 3yJ1a B TEUCHUE
NepBOH HEASAM M B TEYEHHE BCEro nepuoja NeveHus no cpaBHeHHio ¢ nuauedo. JlesoueTnpusnn
TaKke npusen K 6onee 3HAUUTENLHOMY YAYULICHHIO KAUECTBA JKU3HH, CBA3RHHOIO CO 3I0POBLEM, 110
OLIGHKE JEPMATOJIONMYECKOr0 MH/eKca KauecTra JKH3HH N0 CpaBHEHHIO ¢ rutauedo.

Xponuyeckas vaMonaTuyeckas KpanuBHHUA Oblna W3yueHa B KAUECTBE MOAEAM il KPanWBHMULL.
[TockonbKy BbICBODOKAEHHME THCTaMMHA siBasercs (aKTOpOM MNPUYWHBL TIPH  KpanuBHHLE,
OKUAAETCs, 4TO JieBoueTHpU3HH Oyner sddexTHBHBIM B obecnedyeHHH CHMNTOMAaTHUECKOro
obnerueHus nNpu APYrHX COMYTCTBYHOUIMX 3a00JIeBaHMAX, COMNPOBOXKAAIOMMX XPOHHYECKYIO
HAHOMATHYECKYIO KParuBHHLLY.

OKI" He nokasano BaMsiHue JeBoueTHpusuna Ha unrepsan QT.

Jemu

BesonacHocts u  3)EKTHBHOCTbL JIEBOLETUPU3WHA Yy JleTeif M3yyanuck B JABYX miaueGo-
KOHTPOAMPYEMbIX KIMHHUYECKUX MCCHENOBAHMAX, BKIIOUAsS NALMEHTOB B Bodpacte oT 6 10 12 ner,
CTPAJAIOIMX OT Ce30HHOrO M MHOTOJETHEro anjaepruyeckoro pUHHUTA, COOTBETCTBEHHO. B obomnx
MCCNEOBAHUAX MCBOLETUPHIMH 3HAUMTENBHO YAyUllan CUMNTOMBI M YAy4lIan Ka4yecTBO MKHM3HH,
CBA3AHHOE CO 3/10POBHEM.

Y gereit B Bospacre 10 6 neT KAuHH4YecKas Oe30MacHOCTL Oblna yCTAHOBNCHA W3 HECKOJIBKMX
KPaTKOCPOUHBIX MK J0JTOCPOUHbBIX TEPANEBTHUECKHX HCCIEA0BAHMIA:

— OJIHO KJIMHMYECKOe Heceei0BaHue, B KOTopom 29 aereli B BozpacTe 0T 2 A0 6 NIeT ¢ anlepruueckum
PHUHUTOM MOJYYanH NeBOLETUPH3MH no 1,25 Mr ABa pasa B IeHb B TeYeHHE 4 Heleb;

— OJIHO KIHMHHYECKOe Hccneaopanue, B kotopom 114 nereit B Bospacte or | a0 5 ner ¢
a//lepry4eckuM  PHHHTOM MIM  XPOHHYECKOH WAMONaTHYeCKOM KpanuBHUUEH nonyyanu
NEBOLETUPU3MH 1,25 Mr JBa pa3a B JeHb B TeUCHHE 2 HEJe/b;

— OJHO KJMHHYECKOE HCcnegoBanue, B KOoTopoM 45 nerei B Bo3pacte oT 6 a0 11 mecaues c
alIePrHYecKUM PHHMTOM WJIHM  XPOHHMYECKOM HAHONATHHeCKOM KpanuBHUUEH nojy4anw
NEBOLETHPH3HUH 10 1,25 Mr 0AMH pa3 B AHb B TEUCHHE 2 HEZleNb;



— oo anuTenbHoe (18 MECALEB) KNMHUYECKOE HCCeJ0BAHHUE JICBOLIETHPH3HHA C BKJTIOUYEHUEeM 255
CyOBEKTOB C aTONMYECKUMK NPOABNEHHAMH B BO3PACTE OT 12 no 24 mecsues.

Mpoduap GezomacHocTH Obl1 AHANOTHYEH TOMY, Kotopblii HabGnmojancs B KpaTkKOCPOUHBIX
HCCIeI0BAHUSX, TPOBEACHHBIX Y AeTei o1 1 1o 5 neT.

DapMaKoKuHeMuKa

QapMaKOKMHETHKA /NeBOLETHPH3MHA JIHHEliHA, HE 3aBHCMT OT JO3bl M BPEMEHH, C HHU3KOH
BapHabeibHOCTBIO MeKay CyOBeKTamu. dapMaKoKHHeTHYeCKHH npoduiib TaKkoH JKe, Kak W TMpH
NPHMEHEHHH OAHOTO SHAHTHOMEPA WJM, KOTAA TNPUMEHAETCA B BHAC LETHPH3NMHA. XupanbHoi
HHBEPCHH HE NPOMCXOAUT B npouecce abcopOuun 1 3MHMUHALIMH.

Beacweanue

JlegoueTnpusnH OGBICTPO W MHTEHCMBHO BCACBIBACTCA MOC/IE MEPOPANLHOrO npuéma. [luk
KOHLEHTpaunu B niasme jgocturaercs uepes 0,9 4 mociae mpuema. VYeroituMBoe COCTOSTHHE
pocThraercs uyepe3 aAsa AHA. [TMK KOHUEHTpaLMH, KaK MpaBuio, 270 ur/ma u 308 ur/mn nocne
OIHOKPATHOTO W MOBTOPHOIO NpUeMa 5 M OIHOKPATHOI JHEBHOH 103bl, cooTBeTcTBEHHO. CTEneHb
BCACHIBAHMS HE 3aBHCHT OT JI03bl M MOpHeMa MHUM, HO NHK KOHLUEHTPALWH CHHKACTCA H
3a/IePIKHMBACTCS.

Pacnpedenenue

HeT aHHBIX HM O pacrnpee/ieHnH B TKAHAX Yel0BeKd, HH O MPOXOXKACHHE JCBOLCTHPUINHA HEPEs
remarosHuedanuueckuii Gapbep. V Kpbic M coDak, cambie BLICOKME YPOBHH KOHUCHTPAaUMH
HAXOAATCSA B MEUYCHH U noyKax, cambie Huskue B oraenax LIHC.

JlesoueTnpusnn Ha 90% cpszbiBaercs ¢ Oenkamu ruiasmel. Pacnpenesienie IeBOUCTHPHIHHA HOCHT
orpaHHyeHHBbIH XapakTep, NOCKoAbLKY 00beM pacnpeeneHs CoCTaBIIeT 0,4 n/kr.

Memabonusm

Crenenb MeTaGonn3Ma JEBOLSTHPH3MHA Y Mlofel coctapiser meHee 14% OT 103bl, M MOITOMY
OKMIACTCH, YTO pPa3jindus, BO3HMKAIOUME B pe3yibTare rEeHETHHYEeCKOro nonumopdusma MM
OZIHOBPEMEHHOTO NpHeMa HHrHOUTOPOB (hepMEeHTOB, GyayT HesHauuTenbHBIMH. Merabonnueckue
NyTH BKIIOUAIOT apomarHyeckoe okucnenne, N- i O-1ealkninpoBaHHE ¥ KOHBIOTALHIO TaypHHa.
[lyTu geankunupoBaHusi B OCHOBHOM ONOCPEAOBAHbI uzodepmertom CYP 3A4, B TO Bpems Kak
apOMATHYECKOE OKHCICHHE BKIIOYACT MHOKECTBEHHbIC WK HeHACHTUHLIMPOBAHHBIE H30(OPMBI
CYP. JlesoueTupu3nH He OKasbiBaj BIHIAHHA HA AKTHBHOCTH nsohepmentos CYP 1A2, 2C9, 2C19,
2D6, 2E1 u 3A4 B KOHUEHTPAUMAX, 3HAYMTEIBHO NPEBBIAIOUNX MHKOBBIC KOHUCHTPALHH,
JIOCTHTHYTBIE TI0C/E NPHEMA J103b1 5 MI [IEpOpaLHO.

M3-32 ero HH3KOTO METaboiM3Ma M OTCYTCTBHS MeTalo/M4ecKoro MoTeHuMana WHrHGHPOBaHM
B3AUMOICHCTBHE JEBOLETHPH3UHA C APYIHMH BELIECTBAMH WM HA00OPOT MasoBEPOATHO.
Buigedenue

[TepHo MONYBBIBEACHMS U3 M171a3Mbl Y B3POC/IBIX COCTABAALCT 7.9 + 1,9 yaca. [Tepuoji nosyBEIBEACHNA
y MaJIeHbKHX AeTelH Kopoue.

Cpenuuii o6mmii knupenc cocrasaser 0,63 Ma/Mui/Kr. OCHOBHOI NyTh BbIBEACHHS IEBOLETHPH3HHA
1 ero MeTaboNUTOB ¢ MOUOI, cocTapiser B cpeaHem 85,4% oT 103bl. BeIBEASHHE C KAJIOM COCTABIACT
nauwb 12,9% ot 1036, JIeBOUETHPH3HH BBIACAACTCA KaK myTeM K1yOOUuKOBOH (QuAbTpaUry, TaK u
MyTeM aKTUBHOH KaHANIbLEBOH CEKPEeLIHH.

Touweunan nedocmamo4Hocno

KnupeHc neBOUETHPH3MHA KOPPENHPYET C KJIMPEHCOM KpeaTHHHHA. [TosroMy pexkoMeHAayeTCs
HACTPOWTH MHTEPBAIBI JO3HMPOBAHMS JEBOLUETHPH3HHA, MCXOAd OT KIMPCHCA KpeaTMHHHA ¥
NALKMEHTOB C YMEPEHHOI M TsKenoil nouedHoil HepocTaTounocTsio. Tlpy anypuu TEPMUHAJBHOM
CTa/M| TP TIOYEUHOH HEAOCTATOMHOCTH OOUIMH KIHPEHC YMEHBLIACTCS npubausutensHo Ha 80%
M0 CPAaBHEHMIO C HOPMAJBHBIM COCTOAHMEM. KONNYeCTBO IEBOLETUPHU3NHA BEIBEIICHHOTO BO BPEMA
CTaHAAPTHOM 4-UacoBOH MPOLELYPbl reMOIHaNN3a COCTaBHo <1 0%.



Hemu

Hauusle gapmakoKuHETHUECKOrO HeeneaoBanua y 14 nereii B Bospacte ot 6 10 11 net ¢ maccoii Tena
B auanasone ot 20 ao 40 kr npu nepopanbHOM npuéMe pa3oBOil 03Bl JIEBOLETHPH3MHA 5 Mr
MOKa3bIBaIOT, UTO 3HaueHUs Cnax ¥ AUC npumepHo B 2 pasa Brilie, yeM Habionaemele y 3J0pOBBIX
B3pOC/bIX 100pPOBOJILLEB B MepekpecTHoM HcenenosaHuu. Cpeanee 3HaueHHe Crmex cocTaBasn 450
ur/n 3a 1,2 yaca, HOpMann30BaHHbIH Bec, o0 KnupeHe Tena 6ui1 Ha 30% Gonbiue, a nepHon
nojiyBbiBeACHHA Ha 24% KOpoue B 3TOH JAETCKOH NOnyasiuu, 4eM y B3pOCIbIX.
CneuuanuszmpoBaHHbie (PapMaKOKHHETHYECKHE UCCIeN0BAHMS B IETCKMX MONYAsSLUMAX Maaaie 6 ner
HE MPOBOJAMINCHL. PeTpocneKTHBHBI NONYJAUMOHHBIH (apMAKOKMHETHYECKHHT aHanu3 Obll
nposezieH y 323 cyosexros (181 pebenok B Bospacte ot 1 10 5 ner, 18 gereii B Bospacre ot 6 10 11
net u 124 B3pocabix B Bospacte ot 18 g0 55 ner), KoTOphle MOAyYand OAHOKPATHBIE MM
MHOrOKpaTHble A03bl JIEBOLETHPH3HHA B Axanasone oT 1,25 mr ao 30 mr. JlaHHble, nojyyeHHBIE W3
3TOrO aHa/NM3a, NMoKasaiu, YTo npuMenHeHue 1,25 Mr oMK pas B ACHb y IeTei B BO3pacTe 0T 6 MecsALeB
[0 5 AeT, KaK 0XKHAAETCs, NPUBEET K KOHLUEHTPAUMH B NJ1a3Me KPOBH, aHANOrMYHOM KOHLEHTPaLUH
Y B3POCILIX, MONYHAIOWMX 5 MI' OAAMH pa3 B [€Hb.

[Toocunsie modu

DapMAKOKMHETHUYECKHE JaHHBIC Y TOKWABIX JroAeH orpanudenst. [locne oaHOKpaTHOro
€KEeHEBHOro repopansHoro npuema 30 mr neBoueTHpusvMHa B TeyeHue 6 aHell y 9 nauueHToB
Noxunoro sospacra (65-74 roga) odwuit Knupenc 6el1 npuMepHo Ha 33% HMKE 10 CPABHEHHIO C
TaKoBBIM y DoJiee MOIOABLIX oA, Bbio nokaszaHo, 4To pacnonokeHHe paueMHYecKoro LeTHPH3HHA
3aBUCHT OT )YHKLIMM NOYEK, & HE OT BO3pacTa. DTO OTKPhITHE TAKIKe NPUMEHHMO K JIEBOLETHPH3HHY,
TAaK KaK JEBOLETHPH3MH H LUETHPH3HH 00a NpeMMyLLECTBEHHO BBIBOAATCS ¢ MOYOM. [Toaromy a03y
NIEBOLETHPU3MHA CIICAYET KOPPEKTHpOBaThL B COOTBETCTBHMM C (YHKUMEH NOYeK y MalMeHTOB
MOKHIIOro BO3pacra.

['endepran npunadiesncrHocms

DapMakOKHHETHUECKHE pe3ynbTarhl Anst 77 nauuenTos (40 myxuns, 37 sKeHIMH) OLUTH OLEHEHB! HA
npeAMeT NOTeHUManbHOro BAMAHKA nosa. Ilepuoa nosypacnaga Obi1 HEMHOTO KOpOYE Yy JKEHILMH
(7,08 £ 1,72 4), yem y Mmyxuun (8,62 £ 1,84 4), 02HAKO CrIKCHHBIH NEPOPANbHEIN KAHPEHC Y
akenwmn (0,67 + 0,16 ma/mMun/Kr) conocraBuM ¢ TakoBbIM Y MyacauH (0,59 + 0,12 ma/mun/kr). Te xe
CYTOYHbIC 103bl M MHTEPBANLI MEKAY A03aMM MPUMEHNMBI A5 MYKUYHUH M HKEHLIHH ¢ HOPMaJIbHO#
dyukumeii noyex.

Pacosas npunadnescnocms

Biuanye pacekl Ha NEBOLETHPH3MH He M3y4yanock. [TOCKONBKY NEBOLETHPU3MH B NEPBYIO OYepedb
BLIBOJAWTCS M3 OpraHW3Ma MOYKaMH, M HET CYLIECTBEHHLIX pPACOBBIX pa3ziMuMii B KJIHpeHce
KPeaTHHHHA, HE OJKMAACTCA, YTO (PAPMAKOKHHETHUECKHE XapaKTePUCTHUKH JIEBOLETHPH3MHA OyayT
pasnuyuaThCs y pasHeIX pac. HUKaKuX pacoBeIX pasnuuuii B KHHETHKE PALIEMHYECKOro LETHPH3HHA
He Habnanock.

”8‘(@"0 YHAA HeQOCMAMOYHOCID

PapMaKOKHHETHKA /JEBOUETHPH3MHA Y MALHEHTOB ¢ HApYLIEHHAMH (YHKLUMK TeyeHu He Obina
usyuanach, [laumentsl ¢ XpoHuueckumu 3a00neBaHMAMHM MNeYeHH (renaTouesTIoNApHbI,
X0/IeCTaTHYECKKi W Gunuapublil Luppo3s), nonyyasiuue 10 uau 20 Mr paLEMHYECKOr0 COEAMHEHUS
LETUPH3NHA B BH/E OJHOKPATHOMN A03bl, MENIH yBEJIHUCHHE Nepuoja nonyssiBeaeHns Ha S0% npu
YMEHbLIEHHH KaupeHca Ha 40% no cpaBHEHUIO CO 30POBLIMHU CYOBEKTaMH.,
Dapmaroxuremuyeckue/hapmaroounamuyeckue 63aumodeticmeus

BoszelicTBue Ha BeI3BaHHBIE FUCTAMHHOM KOKHBIE PeakilMH He KOpPpenupyeT ¢ KOHUEHTpaluei B
nnaasme.



IMokasanus K npHMeHeH 10

L-Ller® mnokasaH A7 CHMITOMATHYECKOrO JEYEHMS aIeprU4ecKoro puHuTa (BKIIOYas
KPYTJIOrOMYHBIi ajl/IeprudecKuii PHHNT) 1 KPaniBHULB! y B3POCIBIX W ACTel B BO3pacTe OT 6 T H
crapiue.

Cnocod npuMeHeHHst 1 10351

Bspocavie u nodpocmuu 12 nem u cmapuue

Pexomengyemas cyTouHas A03a cocrasasier S mr (1 TabaeTka, nokpeiTas nagHoYHOH 060104KOM).
Hooicunsie modu

Koppekims 103bl PEKOMEHAYETCH Y MOKHABIX NAUMEHTOB C YMEPEHHOM M TSKENOH MOueHHOH
HeZOCTATOYHOCTBIO (eM. paszen «[loueuHas HEOCTATOYHOCTE) HHKE).

Houeunas HedOCMamoyHocmo

WHTepBaibl I03MPOBAHMA AOMKHB! GbITh M10400PaHbl HHAWBHAYANBHO, B COOTBETCTBUH C DYHKIHMEH
novexk. OGpatutech K cieayiouleil Tafiauue W OTKOPPEKTHpYiiTe A03Yy, Kak ykasaHo. YToObl
MCMOIB30BATL 3Ty TAOMHLY J03HPOBAaHMs, HEOOXO0AMMAE OLEHKAa KIHMpeHCa KpeaTHHHHA MalkeHTa
(CLer) B ma/mun. CLer (Ma/MuH) MOKET ObITh OLEHEH M3 OMpeje/ieHHsl KPeaTHHHHA CHIBOPOTKH
(Mr/an) ¢ nenons30BaHKeM creytoeil Gopmynbi:

= [140 - Bospact (romsn)] x sec Tema (kr)

= (x 0,85 w1 sKeHIIHK)
72 x KpeaTHHHH chIBOpoTEH (Mr/aT)

Koppexuyust Q0361 y nayuenmos ¢ HapyuenHoil Qynkyueil noyex:

Knupene
DyHKuMs nouex KpeaTHHUHA, Jlo3a 1 yacToTa JI03HPOBAHUA
MJI/MHH.
Hopmanbhas QyHKUMA NOYEK >80 | Tabnerka 1 pa3 B AHb
Flapyuierus Jierkoi creneiu 50-79 | Tabnerka | pa3 B 1€Hb
Hapywenus yMEpeHHOMH CTENeHH 30-49 1 Tabnerka 1 pa3s B 2 aus
Hapyienus TsuKen0l creneHu <30 1 Tabnerxa 1 pa3 B 3 aua
repmuHanpHas  cragns  3abonesanua<lo POTHUBOMOKA3aHO
nouek (NALMEHTbI, KOTOPLIE HAXOAATCS
Ha anajuse)

Y nereil ¢ HapyweHHOW (yHKUMEH NOueK 10328 A0MKHA KOPPEKTHPOBATHCH WHAMBUAYANILHO B
3aBHCHMOCTH OT [I04YE€YHOr0 KAMPEHCa NalMenTa v ero Macchl Tesa.

Ieuénoynan nedocmamoynocmo

Koppekims 10361 He TpeGyeTcs y NAUHEHTOB ¢ HCKIIOUHTEIBHO NEYEHOUHOH HEA0CTATOUHOCTBIO. ¥
NALMEHTOB € MEYEHOYHOM HEeAOCTATOYHOCTBIO M MOYEHHOH HEeJOCTATOYHOCTLIO PEKOMEHJyeTcs
KOppPeKTHpOBaTh 403y (cM. paszen «[loueuHas HEJOCTATOUHOCTEY BBILLE).

Memu

Memu ¢ eoszpacme om 6 0o 12 nem

Pekomenayemas cyTounas 103a coctasaser 5 mr (1 Tabnerka, MOKpbITas NAEHOUHOH 000N0YKOH).

V nereii B Bospacte OT 2 10 6 JeT HEBO3MOIKHO CKOPPEKTHPOBATH JI03HPOBKY NpPUMEHsis TabneTKH,
NOKpPLITbIE MAEHOYHOH 00onouKoi. JIns HUX PEKOMEHAYETCs HCMOJb30BaTh MNEAHATPHUECKYHO
neKapcTBeHHY10 opMy JeBOLETHPH3HHA.



Cnoco6 npumenenus

TaGnerku, nokpeiTble NAEHOUHOH 000N0YKOM, NPHHUMAIOT BHYTPb, MPOrATBIBAA USJIHKOM H
3anuBas JKHAKOCTLIO, HE3ABMCHMO OT NMpHEMa nuuiy. PexoMeHayeTcs NpUHAMAaTE CYTOHHYIO A03Y 3a
OJIMH pas.

IIpodonoicumensHoCHo NPUMEHEHUA

IMepemerxaiomuiicss aniepryyeckuil puHUT (CHMNTOMbI, BO3HHMKAIOLIME MEHEE HeThIpex JHel B
HeJeNIO WM MeHee YeThIPeX Heenb B roAy) CeAyeT eYUTh B COOTBETCTBHH C 3a00/eBaHHeM 1 ero
anaMue3oM. JleueHne MoKeT GbITh NPUOCTAHOBAEHO NOC/IE HCUE3HOBEHHA CHMITTOMOB H MOJXKET OBITh
BO300HOBJIEHO NOCJAE TOBTOPHOrO NOABAEHMA cuMNTOMOB. B cayyae KpyrioroauuHoro
anjepruyueckoro puHMUTa (CHMITOMBI NPOABAAIOTCA Gosiee 4eTLIpEX AHEH B HEACIO WK Gonee
yeTsIpex Heaedb B rojy) MalMeHTy MOKET ObiTh MPEeIoNeHa HEeNpepbiBHAA Tepanud B Nepuol
BO3/ACHCTBHSA aJlJICPreHOB.

MMeeTcst KTMHHYECKUH OMBIT MPUMEHEHNs 1EBOLETHPHINHA ATUTENbHOCTLIO HEe MeHee 6 MecsLes.
[Tpu XpoHHUECKO#H KpanuBHULE H XPOHHYSCKOM ajlleprHYeCKOM PHHUTE CYLIECTBYET KJIMHHUCCKHH
OMNBIT IPUMEHEHHs LeTHPU3HHA (palieMara) ¢ NPOAOIKHTE/IBHOCTLIO 10 OAHOrO roa.

[MoGounere aeitcreus

B TepaneBTHYECKHX HCCIEA0BAHHAX CPEAH KEHLIMH U MYXKUHH B BO3pacTe OT 12 no 71 ropa, 15,1%
MAUMEHTOB B rpyNne NpuemMa JeBOUETHPH3MHA B J03€ 5 Mr, MMeNH 1o KpaliHel Mepe OLHY
HeOIaronpUATHYIO peakLrio Ha npenapar no cpasHennio ¢ 11,3% B rpynne rnaue6o. 91,6% u3 aTHx
no6GoYHBIX peakiuui OblIH JCrKHMH K YMEPEHHBIMU.

B TepaneBTHUECKMX MCCIENOBAHUSX, MPOLEHT OTCEBA H3-3a MOBOUHBIX PeaKiuil Obi 1,0% (9/935)
npH npueme JeBoLeTHpH3KHa B A03e 5 mr 1 1,8% (14/771) 8 rpynne niauebo.

KAMHHUECKME TepaneBTHYeCKHe MCIBITAHNS NEBOLETHPUIHHOM TMPOBOAMANCH HA 935 nauueHTax,
NPUHUMAIOUIMX TpEnapar B PeKoMeHayemoi mose S5 mr exeauesHo. B oroi rpynne, o
BO3HUKHOBEHNM MOGOYHBIX Peakiuii Ha JeKapCTBeHHbIH npenapar, coodwalocs ¢ KO3 duLHeHTOM
1% nau Gonee (obiee: >1/100, <1/10) npu npueme 5 Mr IEBOUETHPU3MHA WK TIALEGO:

HpeanourHTeNbHLII Ilnauebo JleBouernpusun S mMr
TePMHH (n=771) (n=935)
Tepmunoaorns IloGounpix

Peaxuuii BO3

Tonosuas 60k 25 (3,2%) 24 (2,6%)
CoHIMBOCTD 11 (1,4%) 49 (5,2%)

Cyx0CTh BO PTY 12 (1,6%) 24 (2,6%)

Ycranocts 9 (1,2%) 23 (2,5%)

HaGaionanuck caydau peakux nobouHsix peakuui (peaxo> 1/1000, <1/100), Takie, Kak acTeHHs UIH
00Mb B HBOTE.

YactoTa BO3HUKHOBEHMS CEJATUBHLIX MOOOYHBIX PeaKLMil, TAKHX KaK COH/IMBOCTL, YCTanOCTh H
acTenus Habmoaanack B uenom yawe (8,1%), npu npueme 5 Mr ICBOLETUPHIHHA, YEM NPH NpHeMe
naauedo (3,1%).

Hemu

B aByx nnaue6o-KOHTPOIMPYEMBIX HCCAeL0BaHUAX y jaeTeil B Bospacte or 6 n0 11 mecdues u B
pospacre oT 1 roga 1o 6 net, 159 cyObexram ObII0 HA3HAYCHO NCUCHHE JICBOUETHPU3HHOM B 103¢€
1,25 Mr eXeQHEeBHO B TeyeHue 2 Heaenb M 1,25 Mr JBa pasa B AeHb cooTBeTcTBeHHO. [puBeaéHHas
yacToTa NOGOYHLIX PeaKumii Ha eKapeTBeHHbIe cpecTBa Oblia oTMedeHa Ha yposHe 1% niv Gonee
110 JIEBOLETHPHIUHY UAM nnauedo.



Cucremubiii Rjaace OpraHos n Inauedo (n=83) Jlesouerupusuu (n=159)
NPeANnOYTHTEILHBII TEPMHUH

ey nouno-kHieynbIe HAPYLICHHS

Juapes 0 3(1,9%)

PsoTa 1(1,2%) 1(0,6%)

3anop R 2(1,3%) L
Ha pymeuﬁs? CO CTOPOHBLI  HEPBHOI

RCIIC'I'CM bl

COHAMBOCTD o 2(2,4%) 3(1,9%)

Ilenxuveckue pacerpoiicrsa

Hapyenus cha 0 2(1,3%)

Y nereii B Bospacte 6—12 ner GbiiM NpoBeNCHE! JABOHHBIE ClEMNbIE n1auedo-KOHTpoIHpyeMbIe
HCCICAOBAHNMA, B KOTOPBIX 243 pebeHKy HA3HAYAN0Ch 5 MI' IEBOLETHPU3HHA €XKEHEBHO B TEYeHMHe
PA3IHYHBIX NEPHOA0B BpeMenH oT | Hexenn 10 13 wepens. Creylomas yactota noGOUHBIX peaKiuii
Obina oTMeueHa Ha yposie % niu Goltee 1o eBOLETHPH3UHY WK nnaLe6o.

HpeanoyTurensuslii Ilnauebo Jesonernpusun 5 mr
TEePMHH (n = 240) (n = 243)

Ionoexas 6oap 5(2,1%) 2(0,8%)

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

Tocmmapremunzoguie uccnedoeanun

Hixenepeuncnennsie noGovHble peakiiny NPUBE/ISHB! M0 YaCTOTE NpOosABACHUA, HYACTOTA NOBOUHBIX
peakuui knaccupuuupyercs Takum obpasom: oueHs uacto (>1/10); yacto (=1/100, <1/10); Heuacro
(=1/1,000, <1/100); peaxo (=1/10,000, <1/1,000); ouens peako (<1/10,000), neu3BecTHO: HEe MOKET
ObITb YCTAHOBIEHA MYTEM HMMEIOLLMXCS AaH HBIX:Hapywenus co cmopowust ummynnot cucmemol:
HEW3BECTHO: FHNEPYYBCTBUTEILHOCTD, BK/IIOUYAs aHaduAaKCHIO.

Hapywenus memaboausma u numanusi: HeN3BECTHO: NOBHILLCHHBIH ANTETHT.

Heuxuyeckue pacempolicmea: HeM3BECTHO: arpeccHs, QKUTALMA, FaJNIOUMHALIAK, JenpeccHs,
0eCCOHHMLIA, CYHLIMAATBHBIE MBICIH, HOYHBIE KOLLIMApBI.

Hapywenus co emoponvt nepenoii cucmeasi; Hen3BecTHO: CYIOpOTH, MapeCTE3HH, ION0BOKPYIKEHHUE,
0OMOpOKH, TPEMOp, JAHCTEB3HS.

Hapywenus co cmoponst opzana ciyxa u 1a6upunma: Hen3BecTHO: BEPTHIO.

Hapywenua co cmoponst opeana 3penus: Hen3BecTHO: 3PUTENbHLIC HAPYILEHHUS, TOMYTHEHHE 1101
3pEHUS.

Hapywenus co cmopons: cepoya: wewssectHo: cepauebuenne, TaxXUKapaMa.

Hapywenus co cmoponvt dwixamensnoit cucmenst, Op2anoG 2pyOHON KAEMKU U CPeOOCMEHUs:
HEH3BECTHO: O/IbILIKA.

Kenydouno-xuuteunvie napywenus; HeW3BECTHO: TOIIHOTA, pBOTa, Juapes.

Hapywenun co cmoponst nevenu u ACENYECHIBOOANYUX NYINEll: HEU3BECTHO: renaTHT.

Hapywenus co emoponst novek u movesvieodsuyux nymeil; HeM3BECTHO: AN3YPHA, 3aEPIKKE MOYH.
Hapywenus co cmopoust kodicu u nodkodIcHo kiemyamxy; HeM3BeCTHO: aH FHOHEBPOTHYECKHH OTEK
(puKCHPOBAHHOE NCKAPCTBEHHOE BLICHINAHKE, 3YA, ChiMb, KPANMBHULIA,

s



Hapywenus co cmopounst Mulueunot, ckeaemuoii it coeOuHUmMenbHOT MKany: HEW3IBECTHO: MHaNrus,
apTpanrusi.

Obyue napywenus u peaxyuu 6 mecme 66e0eHU: HEU3BECTHO: OTEK.

Jlabopamopusie u uncmpymenmanvuvie Oannvie: HEH3BECTHO: YBEJAMUEHHE Beca, HapylleHue
(DYHKUMH NIeYeHH.

Onucanue 6u10pannbix NOGOYNBIX peaxyutl.

[Tocae npexpaiuenus npuéma nesoLeTHpusnHa 65111 cooBLIEHHS 0 3yJe.

[Iporuponokazauus

— TPUNCPUYBCTBHTE/LHOCTh K JICBOLETHPU3MHY, UETHPU3UHY, K THAPOKCH3MHY, K ApYruM
NPOM3BOAHBIM MUMEPAsHHA HIIH APYTHM KOMIOHEHTaM, HCNOJL3YEMBIX B Npenapare.

— NpH TAXKENOI NOYEUHOH HENOCTATOMHOCTH, U KIMpPEHCE KpeaTHHMHa MeHee yeM 10 Ma/MuH

JlekapcrBeHHbIE B3aUMOAEHCTBHS

WccnenoBannii B3auMOCHCTBHS N@BOLETHPU3MHA HE MPOBOAMIOCH (BK/IIOUAf MCCIENOBAHUA C
uuaykropamu CYP3A4). Mcenenosanus ¢ pauemMH4eckuM LETHPH3HHOM MOKa3ailH, Y4To He ObLI0
KJAHHHUCCKH 3HAUMMBIX HEXKENATeNLHBIX B3aUMOJEHCTBUIT (C AHTHMMPHHOM, A3MTPOMHLIMHOM,
UMMETHAMHOM, AHA3CNAMOM, SPUTPOMHLIUHOM, MIHIH3HIOM, KETOKOHA30/10M U MCeBA0IPEAPHHOM).
HeGonowoe cHmwkenne knmpenca uetpusuua (16%) HaGmonanoch B HCCAGNOBaHMM ¢
MHOIOKpaTHBIMM A03amH Teoduamina (400 Mr oauH pa3s B JeHL), B TO BpeMs Kak JIHCIO3MLUS
TEO(PUIIMHA HE MEHAJAach NP CONYTCTBYIOWMM NPUMEHEHWH LETHPH3HHA. B HecnemoBanum ¢
NPHMEHCHUEM HECKOJBKMX 1103 puToHaBupa (600 Mr aBa pasa B JieHs) 1 Letupususa (10 Mr B aeHs)
CTeneHb SKCMO3HLMK LeTHPH3HHa Obiaa ysenuueHa npumepHo Ha 40%, B TO BpeMs KaK JUCHO3HIMS
puToHaBupa Obiia cierka usmenena (-11%) npu conyrersyiowem npuéme UETHPH3MHA.

Creneub BeachiBaHmus ACBOLETHPHINHA HE YMEHBLUACTCA NPH OJIHOBPEMEHHOM MpHeMe ¢ MULLeii,
XOTA CKOPOCTb BCACHIBAHUS CHIKACTCH.

Y IMnNepuyBCTBHTENBHBIX — NAUMEHTOB  OAHOBPEMEHHOE  NPHMEHEHHE UCTHPHU3HHA WK
JEBOLUETHPH3UHA H cnupra WiM Apyrux jenpeccantoB LIHC mower okaswiBarh aeiicTBHE Ha
UCHTPANBLHYIO HEPBHYIO CHCTEMY, XOTS OBIIO MOKA3aHO, YTO PALEMUYECKHIl LETHPH3MH He
NOTEHLUPYET ACHCTBHE anKorons.

Ocobbie yrazanns

Pekomenayercs npuHHMaTh Mepbl NPEAOCTOPOIKHOCTH TIPH  OJIHOBPEMEHHOM MPUMEHEHHH C
ankoronem (eMm. pazjen «JlekapeTeHHbIe B3aHMOACHCTBHAY).

Crenyer nposiBasTh OCTOPOKHOCTb Y NAUMEHTOB C NPeAPacHoNaraioLuMHu (bakTopamu 3agepiku
MOYH (Hanpumep, NOBPEXKAEHHE CIHHHOTO MO3ra, MUIIEPNAAa3HA NPeACTATENBHOM JKeNe3bl), TaK Kak
JI€BOUETHPH3HH MOJKET YBENHUNTE PHCK 3aTEPIKKH MOUM,

Crenyer cobmoaarh OCTOPOKHOCTh Y NALMEHTOB ¢ 3NUJCNcHell y MALHEHTOB C MOBLILLEHHOH
CYAOPOIKHOH rOTOBHOCTBIO, MOCKONBKY EBOLETHPHIHH MOKET BbI3BATH 060CTPEHHeE.

Peakuus na anneprugeckue KoskHsle NpoGel NOAABAACTCA AHTHIHCTAMUHHBIMMU npenaparamu, 1 nepes
MX BBUIONHEHHEM Tpedyercss nepuoa «euiMbeiBaHus» (oT 3 ameit). Ilauments: c peAKHMH
HAC/IEACTBEHHBIMK 3a00€BAHMAMM HEMEPEHOCHMOCTH rafakToskl, AeduunTta nakTass Jlanna unm
ManbabcopOuMi rIOKO3bl M rajakTo3bl HE AOMKHBI MPUHUMATH 3TOT NeKapCTBEHHBIH npenapar.
[Mocne npekpauienns npuéma NeBOUETHPHUIHHA MOXKET BO3HUKHYTb 3Yy[, AaXKe €ClM 3TOT CHMITOM
OTCYTCTBOBAJ A0 Hauyana aeueHms. BO3MOIKHO CIOHTAHHOE UCYE3HOBEHHE CHMNTOMOB. B HEKOTOPBIX
Cy4asX CUMMTOMBI MOTYT ObITh HHTEHCHBHBIMM M MOJKET NOTPEOOBATLHCS BO30GHOBNCHHE NCUSHHS.
[Tocne Bo30GHOBACHNA NEUEHNS CHMITOMBI JO/KHBI HCUE3HY Th.

Hemu

Mcnonbsosanme nexapeTeenHoi GOpMBI B BHae TabIeTOK, NOKPHITHIX NAEHOUHONH 0GOIOUKON He



PeKOMEHAYETCs AeTAM B BO3pacTe 40 6 JeT, Tak Kak 3Ta nekapeTBeHHas (opma npenapara He
obecrieunsaer Haanekaileli ajantauuu A03bl. PeKOMEHAYeTCS HMCHONB30BATH neauaTpuyecKoi
JIeKapCTBEHHOMH (POPMbI NIEBOLIETHPU3HHA.

Ilpumenenue npu bepemennocmu u nepuod raxmayuy

bepemennocnis

Haniibie, OTHOCHTEABHO NPUMEHEHHS ICBOLETHPH3NHA Y GepeMEHHBIX JKEHILHH OrpaHHYeHb! (MeHee
300 cnyuaes Gepemennocteii). Tem He MeHee, 1St LETUPH3HHA, paLieMaTa JICBOLIETUPHU3HHA, UMEETCS
AoctatouHo  panHbX (Gonee 1000 cnyuaes GepeMEHHOCTH) OTHOCHMTENLHO NPHUMEHEHHs y
OepeMEHHBIX JKCHUIMH, YKa3blBAIOLIMX HA OTCYTCTBHE BPOKIEHHBIX AHOMAIMI Pa3sBUTHA MAH
3IMOPHO/HEOHATAILHOH TOKCHUHOCTH, McCae10BaHNA HA JKMBOTHBIX He YKA3bIBAIOT HA NpAMOe MK
KOCBEHHOE HEOJIAroNpHATHOE BAMAHHE B OTHOWEGHMH GepPeMEHHOCTH, pasBuTHA dMOpHOHA/MIOAA,
POLOB HJIH MOCTHATANLHOIO PA3BUTHA.

[lpy  HEOOXOAMMOCTH MOMET GbITh PACCMOTPEHO NPUMEHEHHE JICBOLETHPH3HHA BO BpeMs
OepemMeHHOCTH.

Jaxmayun

YCTaHOBACHA 3KCKPEUMs LETHPU3MHA, PALEMaTa JEBOLETHPH3HHA W3 OPraHM3Ma ueoBeKa.
CrieioBaTesisho, SKCKpeLHst ACBOLETHPHUIMHA C FPYAHBIM MOJIOKOM SB/SETCS BEPOATHOM. Y mereit,
HAXOAMLUMXCS HA rPYAHOM BCKapMAHBaHHH, MOTYT HabnoaaThes, NoGOYHbIE peaKLMH, CBA3AHHbIE ¢
niesoueTHpusnHom. [ostomy cnenyer co6a104aTh OCTOPOIHOCTD NP HAZHAYEHHH NEBOLETHPH3IHHA
KOPMS MM JKEHLITHHAM.

Depmunvrocime

Knnnuyeckue naHHble OTCYTCTBYIOT.

Cnocodnocmu  ynpaensme — mpancnopmmusim — cpedcmeom  u opyzumu  MexaHuIMamu
CpaBHHTENLHBIE KIMHHYECKHE HCMIBITAHNS HE BbIIBUIM A0KA3ATENLCTB TOTO, YTO JIEBOLICTHPHU3HH B
PEKOMCHAYEMOH 1103¢ YXYALWAET YMCTBEHHYIO aKTMBHOCTD, PEAKLIHIO WM CIOCOGHOCTH YIPaBsTh
ABTOMOOHIIEM.

Tem He mMeHee, HEKOTOPLIE MALMEHTHI MOFYT HCTIBITBIBATE COHAMBOCTD, YCTANOCTH H ACTEHMIO npu
JICUCHHH  NeBOUETHPH3MHOM. Takum  00pasoM, nNaLMeHTbl, HAMEPEBAIOWMECS YNPaBisTH
TPaHCMOPTHBIM CPEACTBOM, 3aHUMATHCS MOTCHUMANLHO ONACHBIMH BHAAMH ACATEALHOCTH HIH
paboTaTh ¢ MEXaHN3MAMH, JOJDKHBI YUHTBIBATH CBOK PEAKLIMIO HA TEKAPCTBEHHOE CPEACTBO.

Ilepeno3nposka

Cusmnmomor: CHMINTOMB! MEPE/IO3MPOBKH MOTYT BK/IOUATH COHNHBOCTD B3pOCABIX. Y Jiereii
NEepBOHAYANBLHO MOTYT BO3HUKHYTh aXcuTallna ¥ OECIOKOICTBO, CONPOBONKIAIOMIHECS COHIMBOCTEIO,
Hewenue: Creunduueckne aHTHIOTE! NEBOLETHPHIHHA HE HIBECTHDI.

B cnyuae nepeno3MpoBKM PEKOMEHAYETCA CHMITOMATHUYECKOE WM MOAEPIKHBAIOLIEE JIEYEHHE.
Cpasy nocne npuema mnpenapata HeoGXOAMMO MOBECTH MPOMBIBAHME wenyaka. DddexTusHo
NICBOLUETHPU3UH HE BBIBOJUTCH reMOAHATHIOM.

®opma BeIyCKA
10 rabnerox B MBX/AIBIX Gaucrepe. 1, 3 wunu 10 OnucTepoB BMECTE C MHCTPYKUMEH Mo
MEIMLIMHCKOMY NPUMEHEHHIO B KAPTOHHOI YNaKoBKe.

YeaoBust XpaHeHust
XPaHHTDL B CYyXOM, 3aLIMLIEHHOM OT CBETA MECTE NpH Temneparype He Bbiuie 25°C.
XPpaHHTb B HEJIOCTYITHOM A1t ZIeTell MecTe.



Cpok rogHocTH
3 ropa
TMpenapat He CEAYET NPHMEHATH NOC/e HCTEUSHMs! CPOKA FOAHOCTH.

YeaoBust OTYCKA U3 aNTEK
bes peuenTa.

[IponssoauTeIh
Kusum Healthcare Pvt. Ltd.

Anpec
Plot No. M-3, Indore Special Economic Zone, Phase-II, Pithampur, Dist.-Dhar, Madhya Pradesh-
454774, Unaus,

HauMeHoBaHHe ¥ 2Jpec OPraHH3aluH, NPHHHMAOMeH NpeTeH3nH (npeanokenust) Mo
KAYECTBY JEKAPCTBEHHBIX CPEACTB HA TEPPUTOPHH PecniyOnukn Y30ekucraH

UIT 000 «BARAKA DORI FARM»

100100, r. TawkenT, Slkkacapaiickuii paiion, yn. BoGypa, A. 16A

Ten.: + (99878) 150 97 97; dakc: +(99878) 150 97 87

Cor.: + (99893) 388 87 82

E-mail: pv@kusum.uz



