COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 14.12.2023 N= 26256

UHCTHYKLM HOCNEOCBATENEHOCTE 0002)

IO MEJUIIMHCKOMY NTPUMEHEHUIO JTEKAPCTBEHHOI'O ITPEITAPATA

Kenaiipa-sepo®

PerucrpanuoHHbIi HOMeP:

Toprosoe HaumenoBanue: Kenaiipa-sepo®

Me:xkayHapoaHOe HeIATEHTOBAHHOE WJIHM IPYNIIUPOBOYHOE HAMMEHOBAHMe  JICBETHPAIlETaM

JlekapcTBeHHas popma: TaOICTKH, TOKPHITHIE TUICHOYHON 000JI0YKOI

Cocras

CocraB Ha 01HYy Ta0JIeTKY
eticmeyrowee sewjecmeo:
JleBeTnpaneram

Bcnomoeamenvuvie eewecmea.

[Kpaxman KyKypy3HbIi

[ToBUAOH (MOAMBUHUIIUPPOJIUIOH)
KpemHUS AMOKCUA KOIIOUIHBIHN (a3pOChiT)
Tanbk

Marnus creapar]

Bcnomoeamenvuvie eeuecmea.

Cmech 151 TOKPBITHS TUIEHOYHOM 000JI0UKOM

CEpOro LIBETA:

[['umpomeno3a (TUAPOKCUITPOITMIIMETHIIEILITIONI03a)
JlakT03BI MOHOTHIPAT

Maxporon (nonustuneHrukoss 4000)

Turana guokcup

XKenesza okcu yepHbIi

Kenesa oxcu >KeNTHIN

250 mr 500 mr 1000 mr

07151 NOAYYeHUs madIemKu-10pa

maccou
324 5mr  650,0 mr 1300 mr
58,0 Mr 116,0 Mmr  232,0 Mr
7,0 MT 15,0 mr 30,0 mr

4,0 mr 8,0 Mr 16,0 Mr
5,0 Mr 10,0 mr 20,0 mr
0,5 mr 1,0 Mr 2,0 M
07151 nOy4UeHusi maoiemxu,
HOKPbIMOLL NIEHOYHOU 00010YKO,
Maccou
670,0 Mr

334,5 mr 1340 mr

10,0 mr

28,0 %
36,0 %
10,0 %
24,94 %
0,250 %
0,250 %
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(MOCHEEHepATENBHOCTE 0002)

AJIOMUHHUEBBIN J1aK Ha OCHOBE

KpacuTells HHIUTOKapMHHA |
CMech 1Jis TOKPBITHUS TUIEHOYHOW 000JI0YKOM 20,0 mr

JKEJITOroO OBETA:

[[umpomeniosa (THIPOKCUTTPOITHIMETHIIIEIUTION03) 28,0 %
JIakTO3BI MOHOTHIPAT 36,0 %
Maxporon (momuatuneHrukos 4000) 10,0 %
Turana quokcun 22,87 %
Kenesa okcua KpacHbIN 0,04 %
ANIOMUHHUEBBIH JaK HAa OCHOBE 3,090 %

KpacuTelisl XMHOJIMHOBOTI'O YKEJITOrO |
CMmech i1 TOKPBITHS TUICHOYHOM 000JI0UKOM 40,0 mr

0eJIoro LBeTa:

[Tumpomernosa (THIPOKCHITPOTTHIMETHIIIICIUTIONI03a) 28,0 %

JIakTO3BI MOHOTHIPAT 36,0 %

Makporod (noaudTuneHraukoas 4000) 10,0 %

Turana quokcua] 26,0 %
Onucanue

TabneTku, MOKPHITHIE TIIEHOYHOW 0007I04YKO0I ceporo 1Bera (s 103UpoBKU 250 Mr), KenToro
nBera (s mpo3upoBku 500 mr) u Gemoro mBera (st mo3upoBku 1000 mr), mpomonroBaTtsle,
JIBOSIKOBBIITYKJIBIE C PUCKOM.

Ha nonepeunom paspese sapo TabaeTku 6e10ro Uiy noyTH 0enoro 1BeTa.

(I)apMaKOTepaHeBTI/I‘leCKaﬂ rpynmna: MPOTHUBOIMUICIITUICCKOC CpCACTBO; Apyrue

MPOTHUBOSMUIICIITUICCKHUE CPEACTBA

Kox ATX: NO3AX14

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

JleBeTupaneram — JeiicTBylolee BelecTBo nmpenapata Kenaiipa-Bepo® sBseTcs MPOM3BOIHBIM
nuppoiuaoHa  (S-oHaHTHOMEp O-3THII-2-0KCOo-1-upponuauHaneTraMuna), 10 XUMHYECKOMH

CTPYKTYPEC OTIINYACTCA OT U3BCCTHBIX IMTPOTHUBOSMUIICIITUYCCKUX JICKAPCTBECHHBIX CPCACTB.
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(MOCNEOOBATEN

MexaHu3M IeHCTBUS

MexaHu3M JCUCTBHS JIEBETHpAleTaMa JI0 KOHIA HEe U3y4YeH. JKCIEPUMEHTHI iN VItro u in vivo
TIOKa3aJIM, 4TO JICBETHpAIleTaM HE BJIUSCT HA OCHOBHBIC XapPaKTEPUCTUKU KICTOK M HOPMAJIbHYIO
HEWPOTPAHCMHUCCHIO.

UccnenoBanus in Vitr0 mokas3aiu, 4TO JIGBETHpAleTaM BIHSCT HAa BHYTPHHEHPOHAIBHYIO
KoHIeHTpamuio HoHoB Ca?*, wacTuyno Topmosst Tok Ca?* wepes kamambl N-Tuma u cHuKas
BBICBOOOXK/ICHHE KAJIbLIUS 3 BHY TPUHEHPOHAIBHBIX Jieno. KpoMe Toro, JieBeTupareraMm 4aCTuIHO
BoccTaHaBiuBaeT TOkU 4epe3 AMK u rimnuH-3aBHCHMBIE KaHAIbI, CHUKEHHBIE IMHKOM U [3-
kapOonmuHamu. Tarke B HCCIeJOBaHUSAX IN VItr0 OBUIO OIpE/ieNeHO, YTO JIeBETHpaleTaM
CBSI3BIBACTCSl CO CHENM(UYECKUM yYacTKOM B TKAHU TOJOBHOI'O MO3ra. MecTo CBSI3bIBaHUSI
IpencTaBsieT co0oi Oelok 2A CHHANTHYECKUX BE3UKYJ, KOTOPBIA MPEIIOJIOKHUTEIHHO
y4YacTBYET B CIIMSHUH BE3UKYJI U HK301IUTO3€ HEHPOTPAaHCMUTTEPOB. JIeBeTHpaleram u CBI3aHHbIE
AHAJIOTU Pa3JINYaOTCS CPOJCTBOM CBS3BIBAHHUSA C OCITKOM 2A CHHANTHYECKUX BE3UKYJ, KOTOPOE
KOPPEJUPYET CO CTEIEHBIO IPOTUBOAMMUIICTITHYESCKO 3aIUTHI B 2y IMOTCHHOM MOJISITH SITUIICTICUU
y MbIIIei. TOT (haKT MO3BOJISET MPEANOIOKHUTh, YTO B3AUMOICHCTBHAE MEXK/TY JICBETUPAI[CTAMOM
U OenkoM 2A CHHANTHUYECKHX BE3WKYJ, OYEBHIHO, BHOCHT BKJIAJ B IPOTHBOCYIOPOKHBIN
MEXaHU3M JICHCTBUS MpernapaTa.

q)aDMaKOZ[I/IHaMI/I‘-IeCKI/Ie Bd)d)eKTBI

JleBeTupaneraM HHAYIUPYET MPOTHBOAHIICTITUYECKYIO 3aIIUTy B Pa3sHOOOPA3HBIX KHUBOTHBIX
MOJIEJISIX apLUHaIbHBIX U IEPBUYHO-TEHEPAIIN30BAHHBIX IIPUIIAJKOB, HE IIPOSBIISASA IIPU ATOM IIPO-
KOHBYJILCUBHOTO JieiicTBUsA. OCHOBHON MeTa0OIMT JIeBETHpaLleTaMa He aKTHBEH.

VY nropei aKTUBHOCTH JIeBETHpalleTaMa B OTHOLIEHHM SIWIENICUM W C MapUUalbHBIMU, U C
reHepaIM30BaHHBIMU  MpUMAAKaMu  (AUWIENTU(OPMHBIX  pa3psioB/(poTonapokcu3ManbHON
peaKIMn) MOATBEPKIAAET ero MMPOKHUH hapMaKoIoruyeckuii mpopusb.

Kinuanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

Jononnumenvnas mepanus npu 1e4eHuy napyuaibHulX NPUNAOK08 ¢ MOPULHOU 2eHepanuzayuelt
unu 6e3 makosou y 83poCivlX, NOOPOCMKO8 U Oemell ¢ 4-x 1em ¢ snunencuei

D¢ dekTuBHOCT JIeBeTHpalieTaMa y B3pOCIbIX Obla MOJATBEPXKIE€HA B TPeX ABOWHBIX CIEIbIX
1a11e060-KOHTPOJIMPYEMBIX UCCIEI0BAHMIX 10 MpuMeHeHuto B 1o3e 1000 mr, 2000 mr u 3000 mr
B CYTKH, pa3[€JICHHON Ha JiBa MpUEMa, C MPOJOIKUTEIBHOCTBIO JieueHHus 10 18 Hexenb. bouio
MOKa3aHO, YTO COOTHOIICHWE TMAIMeHTOB, KOTOpble mpoaeMoHcTpupoBamn 50 % wu Oonee
CHIDKEHHME YacCTOThI MapIHAIbHBIX MPHUMAIKOB B HEJENI0 OTHOCUTENIFHO UCXOJHOTO YPOBHS MPH
npreMe mocTostHHON 103wl (12/14 nenens) cocrasuna 27,7 %, 31,6 % u 41,3 % y manueHToB,
npuHUMaBIIKX JeBeTupaneram B go3e 1000, 2000 wnmmu 3000 mr coorBeTcTBeHHO, U 12,6 % y

ManucHTOB, IPUHUMAaBIINX nnaue6o.
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1Y OTUETY

Ileduampuueckasn nonynayus

DddexTuBHOCTH JIeBeTHpaIieTama y jaereid (B Bozpacte oT 4 10 16 ner) Obuia ycTaHOBIIGHA B
JIBOMHOM CJICTIOM IIJIAle00-KOHTPOJIMPYEMOM HCCIIEIOBAHUM JIMTEIIBHOCTBIO 14  Henenb,
BKJItouaBlieM 198 mauuenTtos. [lanueHTs! JaHHOTO KHccIeI0BaHUS TPUHUMAIIH JIEBETUpAIleTaM B
MOCTOSTHHOM J103¢ 60 MI/KT/CyT (B ABa IpHieMa).

44,6 % manueHTOB, MPUHUMABIIUX JIeBeTHpaleTam, u 19,6 % nanueHToB, MoTyJYaBIINX IU1anedo,
npoaemMoncTpupoBad 50 % u Ooilee CHUKEHHE YaCTOTHI MaPIHATBHBIX MPUTIAAKOB B HEJIEITIO
OTHOCHUTEJIbHO UCXO0HOTr0 YpoBHs. Ha hoHe mpogomxkaromierocs nonrocpounoro gedenus 11,4 %
MAlMeHTOB HE MMENH TIPUIIAJIKOB B TEUCHHE, 110 KpaliHel mepe, 6 mecsieB u 7,2 % — B TeUeHHE,
no Kpaitneit mepe, 1 roza.

B mmane0o-KOHTPOIUPYEeMbIX KIMHHYECKUX HCCICJOBAHUSAX NPUHUMAIH ydactue 35 nereit
mianme 1 roga ¢ maprualbHBIMHU TPUIAIKAMU, U3 KOTOPHIX TONBKO 13 ObulM B BO3pacTe
<6 MecsLeB.

Monomepanus npu neuenuu napyuarbHuLIX NPUNAOKO8 C 8MOPUYHOU 2eHepanuzayuel uiu oe3
makoeou y nayuenmos ¢ 16 niem u cmapuie ¢ 8nepsvie OUACHOCMUPOBAHHOU dNULENCUell
OddexTuBHOCTh NIEBEeTHpalleTaMa B MOHOTEpanuu Oblia comoctaBuMa ¢ 3((HEKTHBHOCTHIO
KapbamaszenuHa C KOHTPOJUPYEMBIM BBICBOOOXKICHHEM B MApaJUICNbHBIX TpPYyMNNax IpU
MIPOBEICHUH JABOMHOTO CJIETIOr0 MCCIe0BaHus Ha 576 manuenTtax ¢ 16 JieT u crapiie ¢ BIepBbie
WIA HEJAaBHO MAarHOCTUPOBAHHOM smmiiernicueld. B mccnenoBanmne ObUTM BKIIIOYCHBI MAITUCHTEHI
TOJIBKO C HECHPOBOIMPOBAHHBIMU TaplUaIbHBIMU MPHUIAJKAMU WM Te€HEPaTu30BaHHBIMU
TOHHKO-KIIOHHYECKUMHU TpumnaakamMu. [larueHTsl ObUM paHIOMU3HPOBAHBI B TPYIIIHI JCUCHUS
KapOaMa3enmmHOM ¢  KOHTPOJIMPYeMbIM  BbICBoOOXkIeHHMeM 10 400-1200 mr/cyr wim
nesetupaneramom 1mo 1000-3000 Mr/cyT npoAomHKUTENBHOCTRIO 10 121 Hepenu B 3aBUCUMOCTH
OT OTBETA.

OTtcyTcTBUE IPUMAIKOB B TeUEHUE 6 MECSIIEB OBLIIO OTMEUEHO Y 73 % ManueHTOB, MPUHUMAIOIINX
neBeTupaneram, u 72,8 % mNanuMeHTOB, NMPUHUMAIOIIMX KapOaMa3enuH C KOHTPOJIUPYEMBIM
BBICBOOOXKJICHHEM; CKOPPEKTHPOBaHHAsh a0CONIOTHAS pa3HHULA MEXKIY KypcaMu JICUCHHS
cocraBmia 0,2 % (95 % mnoBeputenbHblii nHTEpBan: 7,8—8,2). Bonee MONOBHHBI NAlUCHTOB HE
MMENH MPUMAIKOB B TeueHue 12 mecsies (56,6 % u 58,5 % mnarueHToB Ha JieBeTupaleraMe 1 Ha
KapbaMaszenuHe ¢ KOHTPOJIUPYEMBIM BBICBOOOXKIEHUEM COOTBETCTBEHHO).

IIpy  w3ydeHMHM  [aHHBIX  pPEANBHOM  KIMHMYECKOW  NPAKTUKH,  COMYTCTBYIOIIHE
MPOTUBOSMUIIENTHUECKUE TIpernaparbl MOTJIM OBITh OTMEHEHBl Y OrPaHUYEHHOrO YHCIa
MAIMEHTOB, KOTOPbIE OTBETUJIN HA JOTMOJHUTENBHYIO TepPAHIo JIeBeTUpaneTaMoM (36 B3pOCIBIX

MaIMEeHTOB U3 69).
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¢ 12 nem u cmapuie ¢ 108eHUNLHOU MUOKTIOHUYECKOU Snuiencueli

OddexTuBHOCTh JeBeTHpalieTaMa ObUIa YCTAaHOBJIIGHA B JBOWHOM cIlenoM Iutane0o-
KOHTPOJIMPYEMOM HCCIIEJJOBAaHUH MPOJIOJIKUTENILHOCTIO 16 Henenb A MalueHToB ¢ 12 et u
cTapuie ¢ WIAMONATUYECKOW MeHepaTu30BaHHOW SIUJIETICHeH ¢ MUOKIOHHYECKUMHU CYAOpOraMu
IPHU Pa3IMYHBIX CUHAPOMAX. BOJBIIMHCTBO MAIIMEHTOB UMENO IOBEHUIIBHYIO MHUOKJIOHHUYECKYIO
SMUJICTICHIO.

B nanHom mccnenoBanum qo3a jeBetuparerama cocrapisia 3000 mr/cyt B n1Ba mpuema. 58,3 %
NAIMEHTOB, NMPUHUMABIIMX JieBeTHpaneram, u 23,3 % mauueHToB, NPUHHUMABIIUX IUIanebo,
uMenu, mo kpadHed wmepe, 50 % yMeHbIIEHHE KOJUYECTBA JHEHM C MHUOKIOHHMYECKUMU
NPHUITAIKAMHA 32 HENIEN0. B TedeHHWe MpoaoDKAIOIIerocs ToJrocpoyHoro JedeHus 28,6 %
MAIMEHTOB HE UMENIM MHOKIIOHHYECKUX CyI0pOr B T€UEHHE, 110 KpaiiHel mepe, 6 mecsiues, u 21 %
MAaIMEHTOB — B T€UEHHE, M0 KpaiiHeit mepe, 1 roaa.

Lononnumenvnas mepanus 05l e4eHus NepeUdHO-2eHePaIU308aAHHbIX MOHUKO-KIOHUYECKUX
NPUNAOK08 y 83POCbIX U NOOPOCMKOS ¢ 12 1em u cmapuie ¢ UOUONAMUYECKOU 2eHePaTU308AHHOU
anunencuetl

OddexTuBHOCTh INleBeTHpalleTaMa Obljla YCTAHOBJIEHA B 24-HENENbHOM JBOMHOM CJETOM
1ae00-KOHTPOJIMPYEMOM  WCCIICIOBAaHUHM,  BKJIFOYABIIEM  B3pPOCIBIX, TOJIPOCTKOB U
OTPAaHUYEHHOE YHUCJIO JETEW C MIAMONATUYECKOW TeHEPATTM30BAHHOM SMWJIETICUEH C MEPBUYHO-
reHepann3oBaHHbIMU ToHUKO-KIoHMYecKuMU (I1I'TK) mpunankamu ¢ pa3auuHbIME CHHIPOMaMHU
(roBeHWJIbHAsE MUOKJIOHWYECKas SIUJIeTICHsl, IOBeHWIIbHAsT abcaHC-dMUIIeTCusi, eTcKas abcaHc-
SMWICTICUS WIH STHICTICUS ¢ TeHEPaTN30BaHHBIMH TOHUKO-KIIOHHYECKAMHU CYJIOpOTaMHu TIpU
npoOyxaeHun). B aToM uccrienoBanuu cyTouyHas j103a jgesetupanerama coctasisia 3000 mr/cyT
JUTSL B3POCIIBIX U MTOAPOCTKOB Witk 60 MI/KI/CYT /Ui JeTeid, pa3aeneHHas Ha [Ba IpueMa.

72,2 % mnanueHTOB, MPUHUMABIIUX JieBeTupaneram, u 45,2 % NalMeHTOB, MPUHUMABIINX
mane6o, moKazajid yMEHBIICHUE YacTOThl MPHUMAAKOB B TeueHue Hexenu Ha 50 % u Goinee y
nanuentoB ¢ [II'TK npunaakamu. B mpomgomxkaromemMes nonarocpouynom HaomogeHuu 47,4 %
MAIMEHTOB HE UMETN TOHUKO-KIOHUYECKHX MPUTIAJKOB B T€YCHHE, TI0 KpaitHel Mepe, 6 MecsIIeB,
u 31,5 % manueHToB HEe UMETN TOHHKO-KIOHMYECKHX MPUMAJAKOB B TE€UEHUE, MO KpaitHel mepe,
OJTHOTO TO/1a.

DapmakoKkunemuxa

He nabmtonanocs 3aBucuMocTd (papMaKOKUHETUKHU OT T0JIa, Pachl U BPEMEHU CYTOK.
BcaceiBanue

JleBetuparieraMm  00ylajlaeT  BBICOKOM  pPacTBOPUMOCTBIO W TMPOHHIAeMocThio.  Ero

(bapMakOKMHETHUECKUH TNpoQuib  SBISETCd JIMHEHHBIM M XapaKTepu3yeTcs HHU3KOM
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OCTaeTCsi IOCTOSHHBIM I10CJIE MHOTOKpPaTHOI'O BBeJEHHUs Ipemnaparta. Hukakux pasznuuuid,
CBSI3aHHBIX C [TOJIOM, PACOM MJIH IIUPKAIHBIM PUTMOM, BBISIBJICHO HE ObUT0. JIeBeTupaneramM nMeeT
COTOCTaBUMBINA (PapMaKOKMHETUYECKUH NpOo(duib y 370POBBIX JOOPOBOJBILEB U MALUEHTOB C
SIUJIETICUEN.

3a cueT MOJIHOTO U JIMHEHHOr0 BCAChIBAHMS YPOBHHM JIEBETHpALETaMa B IJIa3M€ KPOBU MOXKHO
npezcKa3aTh M0 NPUHUMAEMOW BHYTpPH J03€, BBIPRKEHHOW B MI/KI Macchl Tena. [loaromy
HEO0OXO0IUMMOCTh KOHTPOJISI yPOBHEH JIeBeTHpalleTaMa B IjIa3Me KPOBU OTCYTCTBYET.

Jns B3pocibIX W JAETed omnpeneseHa 3HauyuMas KOppeysLMs MEXIy KOHIEHTpalHeu
JeBeTHpaleTaMa B CIIOHE U IUIa3Me€ KPOBHU (COOTHOILIEHWE KOHLIEHTPALMU B CIIIOHE U IJIa3Me
KPOBH BapbHpOBAJIO B Auarna3zoHe oT 1 mo 1,7 mpu mpuMeHeHHH TaOJIEeTOK IS pueMa BHYTPh
cnyctd 4 yaca mocie rnpremMa pactBopa Jijis mpueMa BHYTpPb).

CreneHp BcachlBaHMSI HE 3aBUCUT OT JI03bl M BPEMEHM IpuUeMa NUIIM. BHOJOCTYNHOCTH
cocraBisier npuMepro 100 %. MakcumanbHas kKoHieHTpanus B 1uiasMe (Cmax) JOCTHTaeTCS
yepe3 1,3 4 mocie nepopaibHOrO Mprema JjieBerupanerama B o3¢ 1000 Mr u ipu 0JHOKPATHOM
npueme coctaBisier 31 MKr/mi, mocie MOBTOpHOro mpuemMa (2 pasa B CyTKH) — 43 MKI/MIL
PaBHOBECHOE COCTOSIHME AOCTUTAETCS Yepe3 2 CyTOK IIPU IBYKPATHOM IIPUEME Mperapara.

Pacnpenenenne

Cesi3pIBaHUE JIEBETHpAIleTaMa M €ro OCHOBHOTO METAa0OJHUTa ¢ OeKaMU IJIa3Mbl COCTABIISACT
menee 10 %. O6bem pacnpenenenus (Vq) cocrapiser npumepHo 0,5-0,7 j/kr.

Mertaboausm

JleBeTupaneraM HEAKTUBHO MeETa0ONM3UPYyETCsT B 4YelloBeuecKoM opranu3me. OCHOBHBIM
MeTabonuueckuM mmyTeMm (24 % ot 103bl) ABIsAETCS (PEpMEHTHBIN THAPOIIN3 AlleTAMUIHON FPYIIIHL.
O6pa3oBanue mepBuuHOro Meradomura Uch LOS57 mpoumcxomut 6e3 ydacTuss H30(pepMEHTOB
uroxpoma P450 neuenn. Metabonut uch LO57 sinsiercst hapMakoIOrn4ecKi HEaK THBHBIM.
Kpome Toro, Obuio ompeneneHo JBa BTOPOCTENEHHbIX MerabonuTa. [lepBbiii oOpaszyercs npu
TUAPOKCHIIMPOBAHUM MUPPOJINI0HOBOTO Koyibua (1,6 % 103blI), a BTOPOW — MpU PACKPHITHH
nuppoiaugoHoBoro kombua (0,9 % no3sl). Ha gomo  japyrux HeuIeHTH(QUIMPOBAHHBIX
KOMITOHEHTOB MpUX0oAuTcs TosbKo 0,6 % m03bl. JleBeTupaieram U €ro OCHOBHOW MeTaboJIUT He
MOJIBEPraroTCs B3aHMHOMY SHAHTHOMETPUYECKOMY MTPEBPAICHUTO iN VIVO.

B ycnoBusix in VItro neBeTHpaiieTraM M €ro OCHOBHOW METa0OJHMT HE MOJABISIOT OCHOBHBIC
uzodopmel ruroxpoma P450 neuenu yenoeka (CYP3A4, 2A6, 2C9, 2C19, 2D6, 2E1 u 1A2),
akTuBHOCTH Timokyponuntpancdepas (UGT1AL u UGT1AG) u 3MOKCHIHONH THUAPOKCHIIA3HI.

Kpome Toro, jieBeTrparietaM He BIHMSET Ha MIIOKYPOHU3AIMIO BAIBITPOSBOI KUCIIOTHI iN Vitro.
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B KynbType remaronuToB YelOBEKa JIEBETHPALETaM ks b sttt rébnoe

CYP1A2, SULT1E1l u UGT1Al unu BooOmIe HE M3MEHSUI MX aKTHBHOCTHU. JleBeTwpareram
Bb3bIBa Jierkyro uHIykmmio CYP2B6 u CYP3A4. Ha ocHoBaHWMU pe3yJbTaTOB OILCHKU
B3aUMOJICHCTBUI C OpAIbHBIMH KOHTpPAICIITUBAMH, TUTOKCHHOM M Bap(aprHOM B YCIOBHSX iN
Vitro u in ViVO He OXKHIAaeTcs 3HAYMMOM HMHIAYKIHUH (EPMEHTOB B YCIOBHSX IN Vivo. Takum
00pa3oM, BEpOSITHOCTh B3aMMOJICHCTBHS JIEBEeTHpAIleTaMa C IPYTUMH BEIIECTBAMH U Ha000POT
SABJISIETCS MAJIOBEPOSITHOM.

BriBenieHue

[epron momyssiBeaeHus (T1/2) U3 MIa3Mbl KPOBU B3POCIIOr0 YeIOBEKA COCTaBIsIeT 7+1 4 U He
3aBUCHT OT JO03bI, CIoco0a BBEIEHUS WM 4YacTOThl BBeleHUS. CpenHss BETUYMHA OOIIEro
kiupeHca cocranisier 0,96 mu/mMuH/kr. OCHOBHOM ITyTh BBIBEICHUS MIOYKaMHU B cperareM 95 % ot
10361 (okosto 93 % oT 103bI BHIBOAMTCS B TeueHHe 48 dvacoB). BreiBenmenue ¢ dexanusmu
coctapisaeT 0,3 % oT TO3EI.

OO0muii ypoBeHb BBIBEICHUS JICBETUpAIIETaMa M €0 OCHOBHOTO METabO0JIMTa ¢ MOYOU B TIEPBHIC
48 w4acoB coctaBiasier 66 % u 24 % oOT 03Bl COOTBETCTBEHHO. IlodeuHbll KIHMpeHC
neBetuparietama u Uch LO57 cocrasnsier 0,6 u 4,2 MJI/MUH/KT COOTBETCTBEHHO, CBHICTEILCTBYS
0 TOM, 4YTO JIeBETHpAleTaM BBIBOAUTCS IyTeM KIyOOuKoBOW (UIbTpalluu ¢ MOCHEAYIOLIEi
KaHAJIBIIEBOU peadcopOlrei, a TakKe, YTO IEPBUYHBIA META0OIHUT MpernapaTa TakKe BHIBOJIUTCS
MyTeM aKTUBHOW KaHAIBIICBOW CEKPEIMH B JOMOJTHCHHE K KIYyOOYKOBOW (HIIbTpaIHH.
BriBenenue geBeTHpanerama KoppeaupyeTcs ¢ KIUPEHCOM KpeaTHHHHA.

Y nayuenmos noowcunoeo eospacma Tiz yBenuuuBaercs Ha 40 % u cocraBiser 10-11 4, uro
CBSI3aHO C HapyIIeHuEeM (YHKITUH IMOYCK Y ITOW KaTETOPHH JIFOJICH.

VY nayuenmos ¢ umapywenuem @ynkyuu nodex KIUPEHC JEBETHpalleTaMa M €ro IMEePBHUYHOTO
MeTabonuTa KOppemupyeT C KIMPEHCOM KpeaTuHuHa. [losToMy mamueHTam ¢ TOYE4HOMN
HEJOCTAaTOYHOCTHIO PEKOMEHIYETCs MOAO0pP 03Bl B 3aBUCUMOCTH OT KJIIMpPEHCa KpeaTuHuHa. B
TEPMHUHAIBHOM CTauy MOYEHYHOM HEIOCTATOYHOCTH y B3POCIBIX MAalMEHTOB T1/2 cOCTaBIsET
25 vacoB B mepHoa MEXAy ceaHcamu muaim3a u 3,1 Waca BO BpeMs auanm3a. B TeucHwme
4-yacoBoro ceaHca quanusa ygansercs 10 51 % neBeruparierama.

Y nayuenmog c HapyuieHuem @hyHKyuu neveru IETKON U CpeIHEN CTENeHEeH TsHKEeCTH 3HAUMMBIX
W3MCHEHUH KIIMpEHCca JICBeTHpaIieTaMma He MPOUCXO0IUT. Y OOJIBITUHCTBA MAIUEHTOB C TSDKEITBIMU
HapyIICHUSIMH (DYHKITUHM TICUCHH TPH COIyTCTBYIOMIEH MOYECYHONW HEJOCTATOYHOCTH KIIHPEHC

JICBCTHUpALCTaAMa CHUKACTCSA ooiee uem Ha 50 %.



COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 14.12.2023 N= 26256
Temu (4-12 nem) (NOCNEOOBATENLHOCTL 0002)

T y nereit B Bo3pacte 4—12 jiet mocie 0AHOKPATHOTO IEPOPATILHOTO BBEICHUSI ITpernapara B 03¢
20 mr/Kkr Macchel Tena cocTaBiisieT 6 yacoB. OOmMI KIUPEHC JieBeTuparerama y aereid 4—12 yer
npumepHo Ha 30 % BbIlIEe M HAXOIUTCS B IPSIMON 3aBUCUMOCTH OT MAcCChI TeJa.

[Tocie MHOTOKpaTHOTO TEepopaabHOTO MpuMeHeHus (1103a oT 20 1o 60 MI/KI/CyTKH) y JeTel ¢
smtericuedt (ot 4 1o 12 ner) neeruparieram ObICTPO BcachiBaiicsi. [IukoBasi KOHIIGHTpAUs B
mwiazme Habmogamack uepe3 0,5-1,0 wac mocnme mnpumema. HaGmromanock nuHEHHOE,
MPOMOPLUOHAIIBHOE /103€ YBEIHMUEHUE MMKOBON KOHIIEHTPALIMH B IJIa3M€ U TUIOIIA U 101 KPUBOM.
[Tepuon momyBBIBEACHUS COCTAaBUII OKOJIO 5 yacoB. Kaxkymuiics o0t kiupeHc 0bu1 paBeH 1,1

MJI/MUAH/KT.

IToxka3zaHusi K IPUMEHEHU IO
B kadyecTBe MOHOTEpanuy JeBETUpaIeTaM TTOKa3aH JJIs JICUCHHUS
— MapUyajIbHBIX MPUIAJIKOB C BTOPUYHON reHepain3anuend min 0e3 TaKOBOM y B3POCIBIX U
MOJPOCTKOB € 16 JIET C BIIEpBbIC TUATHOCTUPOBAHHOM AMUJICTICUECH.
B cocTaBe 10MOMHUTENBHON TEpANUU JIEBETUPALIETAM TOKa3aH IS JICUCHHUS:
— TMapUyaIbHBIX MPUIAIKOB C BTOPUYHON reHepain3anyend min 0e3 TaKOBOU Yy B3POCIBIX U
neTel ¢ 6 JIET ¢ IUIECIICUEH;
— MHOKJIOHHYECKHX CyIOpOT Yy B3pPOCIBIX U MOAPOCTKOB crapiuie 12 JeT ¢ IOBEHWIbHOMI
MHUOKJIOHHYECKON DITHICTICHEH
— MEpPBUYHO-TEHEPAIN30BAHHBIX CYJIOPOXKHBIX TOHUKO-KIIOHUYECKUX TMPHUMAAKOB Yy
B3POCJBIX M TMOAPOCTKOB cTapmie 12 Jer ¢ WANONATUYECKOW TeHepaTn30BaHHOU

SITMJIETICUEH.

Hponmononca:;annn
— IloBeImennas YYBCTBUTCIIBHOCTE K JICBETHpaAUCTaMy WIHW APYIrUM MPOU3BOAHBIM

IMUPPOJIMIO0HA, a TAKKE K BCIIOMOTaTCIIbHBIM BEIICCTBAM

C 0CTOPOKHOCTHIO
— TlamumenTts! moXunoro Bo3pacra (crapiie 65 jier)
— 3abosieBaHUs IEUYCHU B CTAJIUU JEKOMITCHCAIIHH

— IloueyHas HETOCTaTOYHOCTH



COOTBETCTBYET JKCMEPTHON
o 14122023N226256
IpuMeHeHne BO BpeMsi 0epeMEeHHOCTH H B IIEPHOT rpyisorowerapmmmsaimt | o J002)

1Y OTUETY

Kenwunvl 0emopoonozo eospacma

JKeHIMHBI AETOPOTHOTO BO3pACTa JOJDKHBI MOJyYUTh KOHCYJBTALMIO crenuaincra. B cioyyae,
KOIJa >KEHIIMHA IUIAHUPYeT 3a0epeMeHeTbh, 11eJIecO00pa3HOCTh NMPUMEHEHUs JIeBeTUpaleTama
clleflyeT pacCMOTpeTh MOBTOPHO. Kak u B ciydyae npuMeHEeHUsl JpyTuX MPOTHBOIIMIEHTHYECKIX
IpenapaToB, cienyeT u30eratb BHE3AIHOTO MPEKpalleHus pueMa JieBeTHpaleraMma, OCKOJIbKY
3TO MOXET MPHUBECTH K SHWICHTHYECKUM IPHUIATKaM, KOTOPhIE MOTYT HMETh CEphEe3HbIE
HOCJIEICTBHS JUIsl J)KEHIIMHBI U HEPOXJIEeHHOro pedeHka. [Io Mepe BO3MOXKHOCTH IpeIIOYTEHNE
clleflyeT OT/laBaThb MOHOTEPAIIMH, IOTOMY YTO Tepanus HECKOJIbKUMH ITPOTUBOAIMICITUYECKUMU
npenapaTtamMi, B CPaBHEHHHM C MOHOTEpPANUei, MOXKET OBITh CBsI3aHA C TOBBIIICHHBIM PHCKOM
BPOKJICHHBIX TOPOKOB PA3BUTHS.

bepemennocmo

AHaJn3 3HaYUTENBHOTO 00bEMa JAHHBIX MOCTPErUCTPALMOHHBIX UCCIIEIOBAaHUHN y O€peMeHHBIX
JKEHIIWH, TTOJIy4aBIINX MOHOTEpamnuto JieetupaieramoM (6osee 1800 xeHIUH, Cpein KOTOPBIX
6onee 1500 momywanu mpenapar B T€4eHHE 1-To TpuMecTpa OEpEeMEHHOCTH), HE MOATBEPIMII
YBEJIMYEHUE PUCKA TSDKEIIBIX aHOMAJIMM pa3BUTHS. MIMEIOTCS TOJIBKO OrpaHUYCHHbIE JTAaHHBIE O
HEBPOJIOTUYECKOM PA3BUTUHU JI€TEH, YbM MAaTEpH MOIy4aId MOHOTEPAIIUIO JIEBETHPALIETAMOM BO
BpeMs OepeMeHHOCTH. TeM He MeHee, TeKYIIHE SMTUAEMUOJIOTHIECKUE UCCIIETOBAHHS (C y9acTHEM
okoisio 100 nereif) He MpeANoOIaraoT MOBBIILIEHHOTO PUCKA HApYLIEHUs WU 3aJ€pKEK HEPBHO-
NICUXUYECKOTO Pa3BUTHSL.

JleBeTupareraM MOKHO IPUMEHSTh BO BpeMsi OEpeMEHHOCTH, €CJIH MOCTe TIIATEIbHON OLIeHKU
€ro MpHUMEHEHHE TPU3HACTCS KIMHUYECKH HEOOXOAMMBIM. B 3TOM ciydyae pekoMeHIyercs
IPUMEHSTh MUHUMANbHYIO 3 ()EKTUBHYIO 103Y.

OU3M0IOrHYecKre H3MEHEHUS B OPraHU3Me KEHIIIMHBI BO BpeMsi 06peMEHHOCTH MOT'YT BJIMSTh Ha
KOHIIGHTPALMI0 B IUIa3Me Kak JieBeTupaleramMa, TaK M JPYIMX MPOTHBOSMUICIITHYECKUX
npemnapatoB. Bo BpeMsi OepeMEHHOCTH OTMEUYEHO CHIDKEHHE KOHIICHTPAILlMH JIEBETHpaIieTaMa B
mwiasMe. OTO CHUXKEHHE Oojiee BbIpaX€HO B TpeTbeM TpuMmecTpe (1o 60 % ot 06a3oBoit
KOHIIGHTpallul B TEYEHUE TPEThero TpumecTpa). JleueHue neBeTHpalneTaMoM OepeMEHHBIX
CJIeZyeT MPOBOAUTH O OCOOBIM KOHTPOJIEM.

Ilepuoo epyonoeco eckapmauearus

JleBeTupamneTaMm BBIACTSETCS C TPYAHBIM MOJOKOM, TO3TOMY TPYAHOE BCKapMIIMBAHHE IIPH
JICYCHHUH TIpernapaToM He pekomeHayercs. O1HaKo, ecii JIeYeHre JIeBEeTHPalleTaMOM HE00X0IUMO
B IE€pPHOJ TPYTHOTO BCKapMJIMBAaHUS, COOTHOIIEHHE PHCK/TIONb3a JIEUCHUS JIOJDKHO OBITh

THIATCIIBHO B3BCIICHO OTHOCHTCIIBHO BaAXKHOCTU KOPMIICHUS.



COOTEBETCTEBYET ZKCNEPTHON
ot 14.12.2023 N= 26256
(NOCNEQCBATENEHOCTE 0002)

DepmunbHocmo

1Y OTUETY

B wuccnenoBaHusx Ha >KMBOTHBIX HE OOHApy)XEHO BIMAHUS Ha (epTUIbHOCTh. KinmHMuyeckue
JTAHHbIC BIIMSAHUS Ha (QEPTHIBHOCTh OTCYTCTBYIOT, IOTCHIMAIBHBIA PHCK JJs 4YeJOBeKa

HCHU3BCCTCH.

Cnocod npuMeHeHus U 103bl

BuyTpb, HE3aBHCHMO OT NpUEMa IMHULIH, 3al1MBasl JOCTATOYHBIM KOJIUYECTBOM )uakocTu. I[locie
premMa BHYTPb BO PTY MOXKET OLLYIaThcs FOpbKUI NPUBKYC jeBeTupanerama. CyTOUHyIO 103y
npenapara JeJIAT Ha JjBa IpHeMa B OJJMHAKOBOM Jj03€.

Hapyuanvuvie npucmynoi

Pexomenyemble 10361 a1 MoHOTepanuu (¢ 16 jieT) U B cocTaBe JIONOJIHUTEIBLHOW Tepamnuu
COBIIAJIAI0T U COOTBETCTBYIOT YKa3aHHBIM HUKE.

Bce nokasanus k npumenenuio

Bspocnviv (18 1em u cmapwe) u noopocmrkam (om 12 0ol7 nem) ¢ maccou meaa boaee 50 k2

Jleyenue cnenyer HaumHaATh ¢ cyTouHo 10361 1000 mr, paznenennoit Ha 2 mpuema (o 500 mr 2
pa3a B cyTku). OfHaKo MO pelIeHHIO Bpaya, UCXOAs U3 TpeOyeMoro MpOTHUBOCYIOPOKHOTO
3¢ ¢dexTa U NOTEHIMATIBHOTO NOOOYHOI0 ACHCTBUS, HAYAJIbHYIO 103y MOXKHO CHM3HUTh 10 250 Mr
2 paza cytku. Uepes 2 Henenu 103y MOKHO MOBBICUTH A0 S00 Mr 2 pa3a B CyTKH.

B 3aBucumocTu OT KIMHMYECKON peaklMy U MEPEeHOCHMOCTH IpernapaTa CyTOYHas 1032 MOYKET
ObITh yBEIMUEHa 10 MakcuManbHOI — 1500 mr 2 pa3a B cyTku. Mi3mMeHeHue 10361 Ha 250 Mr win
500 Mr 2 pa3a B CyTKH MOKET OCYIECTBIATHCS Kaxaple 2—4 Henemnu.

Oco0ble TPVIIILI TAIUEHTOB

Tayuenmol nodicuno2o 6o3pacma u nayueHmvl ¢ Hapyuienuem QYHKYuu novex

ITockonbKy neBeTHpaneraM BBIBOJUTCSA U3 OpraHuM3Ma IIOYKaMu, [P HA3HAYEHUHU IIperapara
RAYUEHMAM C NOYeUHOl HeOOCMAMOYHOCMbIO U NAYUEHMAM NONACUNO20 803PACMA 103y CIEIYeT
KOPPEKTHPOBATh B 3aBUCUMOCTH OT BeJIMUMHBI KinpeHca kpeatuHuHa (KK).

Kimpenc kpearnHuHa JIi MYKYMH MOXHO PAacCUMTaTh, MCXOAS W3 KOHLEHTpalUU

CBIBOPOTOYHOTO KPEaTUHUHA, 10 CIeayromiel Gopmye:

[140 — BospacT (rozml)] X macca Tesa (kr)
72 X KKcypopor (MI/01)

KK (Ms1/MuUH) =

K.]'II/IpeHC Kp€aTHuHHWHA IJId XCHIIWH MOXHO PAaCCUUTATh, YMHOXUB ITOJTYYCHHOC 3HAYCHHC HaA

koaddurment 0,85.
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COOTBETCTEYET 3KCNEPTHOMY OTUETY
ot 14 'IE:EGEEI M2 :lE_:FE B
3arem KK KoppekTHpyeTcs ¢ ydeToM ILIOMdIu roséptiockntena: (FIHY o | éhlnlrotueit

dbopmye:

) KK (Ms1/MuR)
KK (Mn/mMun/1,73 M*) = T o) x 1,73
OOBEKTa

Koppexmupoexa 00361 0151 63pocibix.

Ioueunas nedocmamoyHocms KK Peoicum 0ozuposanus
Hopma >80 ot 500 o 1500 mr 2 pa3a B CyTKH
Jlerkas 50-79 ot 500 1o 1000 Mr 2 pa3a B CyTKH
YMepeHHas 30-49 ot 250 1o 750 mr 2 pa3a B CyTKH
Tsoxenas <30 ot 250 1o 500 mr 2 pa3a B CyTKH
TepmuHaiibHast cTaust - ot 500 zo 1000 mr 1 pa3 B cytku®
(marmeHTHl, HaxoxsIwMecs Ha auammse)

1) B nepsslii 1eHb JeUeHHs PEKOMEH IyeTcsl IPUEM HachIaoIei 10361 750 Mr.
@ Tlocne ananusa peKOMEHIYETCs IPUEM JOTIONHUTENBHON 10361 250500 Mmr.
THayuenmoi ¢ Hapywenuem hyHKyuy neyeHu 1eekou u cpeoHell CmeneHu msxicecmu
Koppekuus pexxuma 103upoBaHus He TpeOyeTcsl.
Iayuenmovr ¢ 0EKOMNEHCUPOBAHHBIM — HApYWIEHUeM  (QYHKYuUU nevyeHu U  NOYeuHOuU
He0oCmamoyHOCmbio
Y nDanmMeHToB € JEKOMIICHCHPOBAHHBIM HapylIeHHeM (QYHKIUM TE€YCHH W TOYSYHOU
HEJ0CTAaTOYHOCTBIO CTENEHb CHIDKEHUS KIMpEHCAa KpeaTMHHMHA MOXKET HE B IIOJIHOM Mepe
OTpa)kaTb CTENEHb TSKECTH IMOYEUHOW HEAOCTATOYHOCTH. B Takux cilyyasx NpH KIHpeHce
kpeaTrHuHA <60 Mi1/Mun/1,73 M? pekoMeH IyeTcs COKpaleHHe CyTouHoi 10361 Ha 50 %.

eTH
Bpau nomxen BbIOpaTh Hanbosiee MOAXOIALIYIO (OPMY BBIMYCKa M JO3MPOBKY Ipernapara B
3aBHCHUMOCTH OT HEOOXOMMOI1 J103bl, MACCHI TeJla U BO3pacTa MalueHTa.
[Tpenapat B TabneTkax He MpeJHa3HayEeH /s IPUMEHEHHs Y MJIa/IeHLIEB U JIeTel 10 6 JeT.
Bce nokasanus k npumenenuro

Hemsm ¢ 6 nem u noopocmram (om 12 0o 17 nem) ¢ maccou menra menee 50 ke JeUe€HUE CAEAYET

HAuMHATh C CyTOYHOM 710361 20 MI/KT Macchl Telna, pa3/ieieHHoi Ha 2 npuema (1o 10 Mr/kr Maccsl
Tena 2 pasza B cyTku). Mi3amenenue no3bl Ha 20 Mr/kr maccel Tena (mo 10 Mr/kr maccel Tena 2 pasza
B CYTKH) MOKET OCYILIECTBIISATHCS Kax/ble 2 HeIeIN A0 JOCTUKEHUS PEKOMEHTyeMON CyTOYHOM
1036l — 60 mr/kr maccsl Tena (mo 30 mMr/kr maccel Tena 2 pasa B cyTkH). [Ipu HemepeHocumocTu
PEKOMEHIyEMOW CYTOYHOM J103bI BO3MOXHO €€ CHIKeHue. ClelyeT NpUMEHITh MUHUMAJIbHYIO
3 exTHUBHYIO 103y. Bpau nomkeH Ha3HAYUTDH MpenapaT B Haubosee MoaAXosmeil J03UpoBKe B

3aBUCUMOCTH OT BO3pacTa, MaCChbI TCJia MallUCHTAa U HCO6XO,[[HMOI>1 TepaHeBTI/IquKOﬁ J03bI.
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COOTBETCTEYET ZKCMNEPTHOMY OTYETY
ot 14 'IE:ECIE.Ei Mz ._I-_""I- N
B cBs3u ¢ OTCYyTCTBHEM HYKXHOM JTO3MPOBKH TAOJICTKH 'EE—@QE%%@&IEA?‘ E{H?II‘:.]I’I‘C-[IEI-H/I'SILIZI[éTeﬁ

BECOM MEHEE 25 KI MpH Ha3HAUYEHUHU J103bI MeHee 250 Mr, a TakKe ISl MalMEeHTOB, UMEIOIINX
TPYAHOCTH IIPU TJIOTAHUH.

Hetsm ¢ maccoit Tenma 6omee 50 Kr JO3UPOBAHKUE OCYHIECTBISIOT MO CXEME, MPUBEIACHHON IS
B3POCJIBIX.

Jlemu ¢ noueunoil HedOCmMamouyHoOCmbIO

JeTsiM ¢ moYeyHon He0CTATOYHOCThIO KOPPEKIIMIO JIO3bI JIEBETUpAlleTaMa CJIeTyEeT MPOU3BOIUTh
C YYETOM CTEIEHHU MTOYCYHON HETOCTATOYHOCTH.

Kmupenc kpearununa (Mi/MuH/1,73 M?) MOXeT OBITH OIGHEH HAa OCHOBAHHU OIPEJCICHHUS
CBIBOPOTOYHOTO KpeaTHHUHA (MT/T) ISl TOIPOCTKOB | JICTEH, UCIIOJB3YS CISAYIONTYIO0 (hopMyITy

(popmymna IIBapma):

, Poct (cM) X ks
KK (Ma/mun/1,73 M%) = KK (mr/pa)
CBIBOPOT

ks = 0,55 nns nereii Menee 13 jeT ¥ MOAPOCTKOB skeHCKOro moja; ks=0,7 s moapocTkoB
MYIKCKOTO T0JIa.

Hozuposanue 0nst demetl u nodpocmkos gecom meree 50 ke ¢ HapyuieHuem QyHKyuu noyex:

Pescum oozuposanus

Ioueunas nedocmamournocmuv| KK (mn/mun/1,73 m?) Jlemu cmapuie 4 1em u noopocmxu

maccou mena menee 50 ke

Hopma >80 10-30 mr/kr 2 pa3a B CyTKu
Jlerkas 50-79 10-20 mr/kr 2 pa3a B CyTKu
YMmepeHHas 3049 5—15 mr/kr 2 pa3a B CyTKu
Tsoxenas <30 5—-10 mr/kr 2 pa3a B CyTKu
TepMunanbHas cragus — 10-20 mr/xr 1 pa3 B cytkn O

(MarMeHThI, HaXOAAIIEeCs Ha

® 15 Mr/kr pekOMEH0BaHHAs HATPY304HAs 1032 B TIEPBBIi J1€Hb ICUEHMS.

@ PexomennoBaHHas OJAEPKUBAIONIAs 103a MOce quann3a 5—10 mr/kr.

Ipumenenue 6 pesicume MoHomepanuu

be3zonacHocTh U 3 peKTUBHOCTE JieBeTUpalleTaMa y JCTeH M MOJPOCTKOB 0 16 JieT B pekume
MOHOTEpAINUy HE YCTaHOBIICHBI.

JlaHHBIE OTCYTCTBYIOT.

Ipumenenue 6 cocmage 0ONOIHUMENLHOU Mepanuu y MiadeHyes 8 opacme om 6 0o 23 mecsayes,
demeiti (om 2 0o 11 nem) u noopocmxos (om 12 oo 17 nem) c maccoii mena menee 50 ke

Jns nereit mianme 6 JieT peKOMEHAYeMOU JIeKapcTBEHHOM (OpMOil sABISETCS pacTBOp MAJis

IIpUeMa BHYTPb.
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COOTEBETCTEBYET JKCNEPTHON
o 14122023N226256
Jlns IpUMeHeHus y JeTeil oT 6 JeT npu Heod onHMoéHi-'ﬁp;I%rgé-:EkﬁTﬁgE@ 950 M -3, He

¥ OTYETY

KpaTHblx 250 Mr, B Tex ciydasX, KOI/Ia PEKOMEHAYEMYK J03y HEBO3MOXHO IPUHATh
HECKOJIbKUMH Ta0JIETKaMH, a TaKkKe B CIIydae HECIIOCOOHOCTH MAIMEHTA MPOTJIOTUTH TaOIeTKY
cleyeT MPUMEHSTh Mpenapar JieBeTupaierama B popme pactBopa s npuema BHyTpb. [Ipu Bcex
MOKA3aHUSAX CJEIyeT HCIOIb30BaTh MUHUMAIbHYIO 3(dexTuBHyro no3y. lns peGenka umu
IOJIPOCTKA C Maccoll Tena 25 Kr HadaibHas jAo3a coctaBiusier 250 mr 2 pasa B CyTKH, a
MakcuMaibHas 103a — 750 mMr 2 pa3a B CyTKH.

s neteit ¢ maccoii Tena ot 50 Kr ciieyeT UCIOoJIb30BaTh TY K€ J03Y, UTO U JJIsl B3POCIBIX, MPU
BCEX MOKa3aHMSIX.

Ilpumenenue 6 cocmage 0onoinumenbHoOU mepanuu y miadeHyes 6 ozpacme om 1 0o 6 mecayes
PactBop nns mpuema BHYTpb SIBISIETCSI PEKOMEHJOBAHHOM JIEKapCTBEHHON (GopMoil ais
MPUMEHEHHUS y MIIAJICHIIEB.

Eciu Tpelyercs mpekpaTuTh NpUeM Mpernapara, TO OTMEHY JIEYEHHS pPEKOMEHAYeTCs
OCYIIECTBIISITh TIOCTETICHHO, YMEHbINasg pa3oByo 103y Ha 500 mr kaxnaeie 2—4 wemenu (y
B3pOCJBIX M TOAPOCTKOB BecoM Ooubiie, yeM 50 kr). Y gerell CHIKEHHE O3Bl HE JIOIDKHO
npesbimath 10 MI/KT Macchl Tena 2 pa3a B CyTKH KaK/ble 2 HEJelu.

ConyTcTByIOIME MPOTUBOAMMICHTHYECKUE Mpernaparsl (B MEpUOJA MEepeBoja MalMeHTOB Ha
TEpAaIuIo JIEBETUPALIETAMOM) KEJIATEIbHO OTMEHSAThH [TOCTEIIEHHO.

Hmeromuecs: cBeJieHUs O MPUMEHEHUH TpenapaTa y JIeTeid He CBUICTEIbCTBYIOT O KaKOM-JIHOO
€ro OTpULATEIIbHOM BIMSHUM Ha pa3BUTHE U IMOJIOBOE co3peBaHue. OHAKO OTHaJICHHbIE
NOCJEICTBHS BIUSHUS TEpaluM JEBETUPALlETAMOM Ha CIIOCOOHOCTh JeTed K OO0y4YeHMIo, MX
MHTEJJIEKTyaJIbHOE Pa3BUTHE, POCT, (PYHKIMM SHIOKPUHHBIX JKeje3, MOJOBOE pa3BUTHE U
(bepTUIBHOCTh OCTAIOTCSI HEU3BECTHBIMH.

[Taupentam c¢ 3a0ojeBaHMAMU MOYEK M HEKOMIIEHCUPOBAaHHBIMH 3a00JIeBaHUSMM IE€YEHU
pEeKOMeHyeTcsl HCClleloBaHUe (YHKUMHU TOYEK Iepes HadainoMm JiedeHus. llpu HapymeHun
(GYHKIMH TOYEK MOXKET MOTPEOOBATHCS KOPPEKITUS JO3BI.

B cBsi3u ¢ uMmeronmMucs COOOIIEHUSIMM O CIy4yasX CyMIMJA, CYMIUAAIbHBIX HAMEPEHWH u
NOMBITOK CyHMIMJA IpPU JICYEHHUU JIEBETUPALIETAMOM CIIEIYeT NpPENyNpeXkaaTb MalUeHTOB O
HEOOXOIMMOCTH HEMEJUIEHHO COOOLIaTh JiealleMy Bpauy O MOSBICHHU JIIOOBIX CHMITOMOB

ACMPECCUN U CYHIUOAJTBbHBIX HaMepeHHfI.

ITo0ouyHoOE nelicTBHE
[IpencraBieHHBIN HUXKE TPOMUITL HEXKENATEIBHBIX SIBJICHUN OCHOBaH Ha aHAlM3€ Pe3yJIbTaToB
1a11e00-KOHTPOJIUPYEMBIX KIIMHUYECKUX HCCIICIOBAHUH, a TaKxe OIIBITE

MOCTPETUCTPATUOHHOTO MPUMCHCHHUA JICBECTUpALCTaMa. CaMBIMH 4YacTBIMH HEXXeJIaTEIbHBIMHU
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COOTBETCTEYET 3KCNEPTHOMY OTUETY
o 14122023N226256
peakiMsaMd  ObLIM  HA30(APUHTUT, COHIMBOCTb, (FiAbeianr " o | Eioimisemocts  u

rojoBokpyxenue. [Ipopunp 0e30macHOCTH JieBeTUpAlleTaMa B IIEJIOM CXOJEH ISl Pa3sInIHBIX
BO3PACTHBIX TPy B3POCIBIX U JETCH.

HexenarenbHble peakluu MEPEUUCIICHbl TI0 CUCTEMaM M OpraHaM M 4acTOTE BO3HUKHOBCHHS:
o4deHb yacto (>1/10), gacto (>1/100, vHo <1/10), HewacTo (>1/1000, vHo <1/100), peaxo (=1/10 000,
HO <1/1 000) u ouensb penko (<1/10 000); yacrora HeM3BECTHA (YACTOTA HE MOKET OBITH OIICHCHA
M0 UMEIOLIUMCS TAHHBIM).

Ungpexyuonnvie u napazumapHvie 3a601e6aHUs: OYCHb YACTO — HA30(DapHHTHUT;, PEAKO —
uH}EKIuu.

Hapywenusa co cmoponvl kposu u aumghamuyeckoll cucmembsl. HEYACTO — TPOMOOIIUTONICHHUS,
JICHKOTICHHS; PEIKO — TTAHIIUTOTICHHSI, arPaHyJIOIMTO3, HEHTPOTICHHS .

Hapywenus co cmoporvl uMmyHHOU cucmemspl: PEAKO — JCKApCTBEHHAS ChIITb C Y03HHOPHIIUEH 1
cuctemHubiMu cumntoMamu (DRESS), rumnepuyBCTBUTEILHOCTD (BKIIIOYAsi aHTHOHEBPOTUYCCKHUI
OTEeK U aHa()MITAKCHIO).

Hapywenus co cmopoHvl obmena 6ewjecmé U NUMAHUs. 9acTO — aHOPEKCHS, HEYacTo —
YBEIIMYCHUE MACCHI Tella, CHUKEHUE MACChI Tella; PEAKO — TUIIOHATPHUEMUSI.

Hapywenus ncuxuku: 4acTo — Nenpeccus, BpaXaeOHOCTh/arpecCUBHOCTD, TPEBOTa, OCCCOHHMIIA,
HEPBO3HOCTB/Pa3ApaKUTEILHOCTh; HEYACTO — TOMBITKU CYHIIHJIA, CYHIIUJATbHBIE HAMEPCHUS,
MICUXOTUYECKHE PACCTPOMCTBA, MOBEACHUSCKHUE PACCTPOWCTBA, TAJUTFOI[MHAIINK, THEBIHBOCTS,
CIyTaHHOCTh  CO3HAHMs, OMOILMOHAbHAs  JAOMIBHOCTH/TIEPEMEHYMBOCT,  HACTPOCHUS,
BO30Y’KJeHHE, MAaHWYECKHE aTakd; PEeIKO — CYHIIHI, PacCTPONCTBO JIUYHOCTH, HapyIICHHE
MBIIICHUS, OpeI.

Hapywenus co cmoponsl HepsHOlL cucmembl. 09€Hb 9aCTO — COHJIIMBOCTb, TOJIOBHAS OOJIb; 4acTO
— CyJIOpOTH, HapyIlIEHNE paBHOBECHS, TOJIOBOKPY KEHHUE, JIETApTus, TPEMOP; HEYacTO — aMHE3Hs,
yXyAILIEHUE TaMsITH, HapyIllIeHne KOOpIUHAIINH/aTaKCHsl, TapeCTe3nn, CHIKEHNE KOHIIEHTPAIlUU
BHUMaHUS; PEIKO — XOpPeoaTeTo3, AWCKWUHE3Ws, THUICPKUHE3Ws, HapYIICHHE TTOXOJIKH,
SHIIe(ATIONaTHSI, arTpaBaIis CyJI0por.

Hapywenus co cmoponvl opeana 3penus’. HE4acTo — AUILIONHS, HEYETKOCTh 3PEHHUSI.

Hapywenus co cmoponul opeana cnyxa u 1adupunma: 4acto — BEPTUTO.

Hapywenus co cmoponul cepoya. penko — yuimHenrne natepsaiia QT Ha IeKTpokapanorpaMMe.
Hapywenus co cmopoHvl ObixamenbHOU CUCHEMbl, OP2AHO8 2PYOHOU KIEeMKU U CPEOOCeHUs .
9acTo — Kallellb.

Hapywenusa co cmopoHul d#ceny0ouno-kuueyHo2o mpakma. 4acto — Oojib B JKUBOTE, JIuapes,

JMCIICIICHA, pBOTA, TOIIHOTA, PEAKO — IIAHKPEATHUT.
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COOTBETCTEYET 3KCINEPTHON
ot 14122023 N2 26256
Hapywenus. co cmopouvl newenu u ceny eavicoositi- Hymetr " hewaeto- = Gisuerenme

1Y OTUETY

(YHKIMOHATIBHBIX TPOO MEUEHH; PEAKO — MEYEHOYHAsI HEAOCTATOUYHOCTh, T€NATHUT.

Hapywenus co cmoponvl nouex u mouesvblgoOAwux nymei. PEOKO — OCTpas IoueyHas
HEJOCTATOYHOCTb.

Hapywenus co cmoponvl Kodcu u NOOKOMCHbIX MKAHell: 4acTO — ChIllb; HEYAaCTO — ajomenus,
9K3eMa, 3y]I; PEAKO — TOKCHUECKUH 3MuIepMaibHbIi HeKpoau3, cuaapoM CTuBeHca-/>KoHCOHa,
MHOTO(OpMHast SpUTemMa.

Hapywenus co cmopoHbl ckenemHo-MblueyHOol U COeOUHUMENbHOU MKAHU  HEYaCTO — MBIILICYHAS
€1a00CTh, MUAJITUS; PEIKO — pabIOMHUOIIN3 U YBEIHUEHUE YPOBHS KpeaTHHPOCHOKHUHA3HI B KPOBH.
Obwue napywenus u peakyuu 8 Mmecme 68e0eHUs . 9acTo — aCTEHUS/yCTaIOCTb.

Tpasmbl, uHmoxcuKayuu u OCI0M4CHEeHUs nNPoyedyp : HeYacTo — CIydaiHble TOBPEXKICHU.

OnmncaHue OTACIBHBIX HEXKEIATSIbHBIX PeaKITUM

Puck anopekcuu BblIlIe IPU OAHOBPEMEHHOM MPUMEHEHUH JIEBETHpaIleTaMa U Tolupamara.
B psape cinywaeB HaOmoAanoch BOCCTAHOBJIEHHME BOJIOCSHOIO IIOKpPOBAa IIOCIE OTMEHBI
JeBeTHpaleTama.
B HekoTOphIX cCiy4asX NaHIMTONEHUH PETUCTPUPOBANIOCH YTHETEHHE KOCTHOTO MO3ra.
PacnpoctpaneHHOCTh pabIOMHOIN3a U YBENUYECHUS YPOBHA KpeaTHH(POC)OKHHA3BI B KPOBU
CYIIECTBEHHO BBIIIC Yy IMANMCHTOB W3 SIMOHMU 1O CPaBHEHUIO C TPEACTABHTEISIMU JPYTHX
HallMOHAJIbHOCTEM.
Cnyuan sHiedanonatud OOBIYHO BO3HMKAIM B Hayale JieYeHUs (OT HECKOJNBbKUX JHEU N0
HECKOJIbKUX MECSIIEB) M ObLTH OOPATUMBIMH TTOCIE TPEKPALIECHUS JICUCHHUSI.
B mocrtpeructpaniioHHON MpakTHKE HAOMIOAAIMCh PEAKWE CIIydau pa3BUTHA 00CECCUBHO-
KoMITyJIbcuBHBIX paccTpoiicTB (OKP) y manuenTos ¢ comyrerByromuM OKP wnn neuxuueckumu
paccTpoiicTBaMu B aHaMHE3e.

eTH
[Tpoduns 6e30macHOCTH y 1eTel B I1arie00-KOHTPOIUPYEMBIX KIMHUUECKUX UCCIICIOBAHUSAX OBLIT
COTIOCTAaBUM ¢ MpoduiieM 0€30MMacHOCTH JIEBeTHpalleTaMa Y B3pOCIbIX. Y JeTeil U MOJPOCTKOB B
BO3pacte oT 4 710 16 5eT yaie perucTpupOBAIUCH CIEAYIONINE HeXKeNnaTelIbHbIe PeaKIMK: PBOTa
(ouenp wacto, 11,2 %), BO3Oyx)nenue (uacro, 3,4 %), MepeMEHUYUBOCTh HACTPOCHHsS (YacTo,
2,1%), omommoHampHas JabwiabHOCTH (uwacto, 1,7 %), arpeccuBHOoCTh (uacto, 8,2 %),
MOBEJICHYECKHE paccTpoucTBa (dacrto, 5,6 %) u neraprus (dacro, 3,9 %). Y nereit B Bo3pacte oT
1 wmecsma g0 4 ner damie pPEerUCTPUPOBANIM CIEAYIOIINE HEKelIaTeIbHbIe pPeaKIIHH:
pa3IpakUTEeNILHOCTD (OUeHb yacto, 11,7 %) u HapylieHue koopAuHauu (4acto, 3,3 %).
B nBoitHOoM cnienom miane60-KOHTPOITUPYEMOM HCCIICIOBAHUH, TIETHI0 KOTOPOTO OBLIO TIOKA3aTh,

YTO TMpemnapaT Mo Oe30MacHOCTH He YCTymaeT Iutane0o, OIEHMBAINCH KOTHUTUBHBIE U
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COOTBETCTBYET JKCMNEPTHOMY OTYETY
ot 14.12.2023 N2 26256

Heifponcuxonornueckue 3pQeKTsl IeBeTupanetama y zipr';'ﬁ:agi'agﬂgE%%'%aEﬁﬁéngﬁthn

npuctynamu. [lo pedynpraraMm uccienoBaHHus ObLIO CAETAHO 3aKII0UYEHHUE, YTO JIEBETHpAIeTaM
HE OTJIMYAJICS OT Iutanebo (He yCTynasll eMy) B OTHOIIGHHUHM W3MEHEHHH CYyMMBI OajuloB IO
pasznenam «Baumanue u [lamare» u «KomOuaupoanusiii CkpunuHr [lamsatny mkansr Jleitep-P
(Leiter-R) y mamueHTOB, MPOIICANINX HCCICIOBAaHHE B COOTBETCTBUH C IMPOTOKOJIOM, IO
CPaBHEHHIO C UCXOIHBIM BU3UTOM.

B pesynbTaTe aHanmza noBeJEHUYECKOIO U 3MOLMOHAIBHOIO CTaTyca P MOMOIIHY MPOIIEIIIEro
BaJIMJAIMIO HHCTPYMEHTA — onpocHuka Adenbaxa (Achenbach) — GbLI0 BBISABICHO arpecCUBHOE
MOBEJIEHWE B TpYyIe NalleHTOB, NpUHUMAIONMX JeBeTupalneram. OaHAKO NaIUEHTHI,
NPUHUMABIIKE JIEBETHpAleTaM B XOJAE JAOJTOCPOYHOTO HAOMIOJCHHS B OTKPBHITOH (asze
UCCJIEIOBaHMSI, HE IEMOHCTPUPOBATIN yXYyALLIEHHUS IOBEIEHYECKOT0 M AMOLIMOHAIBHOTO CTaTycCa,
B YaCTHOCTH, [TOKA3aTeIN arpeCCUBHOIO MOBEACHUS HE YXYAIIAINUCH [0 CPABHEHUIO C UCXOIHBIM

YPOBHEM.

Ilepeno3supoBka

Cumnmombi: COHJIMBOCTb, AXUTALMSA, TPEBOXHOCTb, arpeCCUBHOCTb, YTHETCHHE CO3HAHUS,
YTHETEHHUE JIbIXaHUsl, KOMa.

Jleuenue: B OCTpOM IIEPUOAE — HCKYCCTBEHHBIN BBI30B PBOTHI U MPOMBIBAHHME >KEIYJKa C
nocJICAyromuM Ha3HAYCHHUEM AaKTUBHUPOBAHHOI'O  YIJIA. CHGHI/Iq)I/I‘-IeCKOFO aHTHuaA0Ta 1A
nesetupanerama HeT. [Ipu HeoOXOAMMOCTH MPOBOAUTCS CUMIITOMATUYECKOE JICYCHHE B YCIOBUSX
CTallMOHAapa C  MCIOJIb30BaHMEM remoauanu3a (3¢dekTuBHOCTH remoauanusza  JJs

JeBeTuparerama cocranisier 60 %, A1 ero nepBUYHOr0 Metabosmta — 74 %).

B3aumoaeiicTBue ¢ IpyruMu JIEKapCTBEHHBIMH CPEACTBAMU

IIpomusosnunenmuueckue cpedcmea

Pe3ynbrarel AOpPErMCTPAllMOHHBIX KIMHWUYECKUX HCCIEAOBAHUM, MPOBEACHHBIX y B3pOCIBIX,
MIOKa3aJM, YTO JIEBETHpAalleTaM HE BIUAECT Ha KOHICHTPALMIO B IUIa3ME€ HM3BECTHBIX
IPOTUBOAMMIIENITUYECKUX NpenapaToB ((eHuTonmHa, KapOamaszenuHa, BaJbIPOEBOW KHUCIOTHI,
¢denobapbuTana, TaMOTPUKMHA, rabanieHTHHA M MPUMHJIOHA) U 3TH MPOTHUBOIIMUICTITHYECKUE
Ipenaparsl He BIUSAIOT Ha (hapMaKOKUHETHKY JIEBETHpaleTama.

Kak u y B3pOCibIX, TaHHBIE B 0JIb3Yy KIIMHUYECKH 3HAYMMBIX JICKAPCTBEHHBIX B3aUMOJICHCTBUH Y
JieTel, MOJTyJaronuX JIeBeTHpaleTam B J1o3e 10 60 MI/Kr/CyT, OTCYTCTBYIOT.

PerpocniekTuBHBIN aHaMU3 (apMaKOKMHETUYECKUX B3aUMOACUCTBUI y JeTel M MOAPOCTKOB C
snuiencuert (ot 4 go 17 ner) moATBepaWII, YTO MPUMEHEHHUE JIeBEeTHpalleTaMa MepopaibHO B

PEXKUME ,ZI[OHOJ'IHI/ITCJ'IBHOﬁ TEpaIrlnyu HE BJIUAIIO HAa PAaBHOBCCHYIO KOHICHTPALUIO B ChBIBOPOTKE
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COOTBETCTEBYET 3KCIEPTHI
oT 1412 2023 Mz 2E

KapbamaszenuHa W BajblpoaTa, MPUHUMAEMbIX OHHO%I;II\;.CE[EJIGE&\I EQEI:'I_I{/II.!',;IIZICE,:' Lo aco

-
6

1Y OTUETY

UMEIOIMMCS JTAHHBIM, KJIMPEHC JIeBeTHpalerama y AeTel, MOodydaroluX JiedeHue (epmeHt-
MHAYLUUPYIOIMMHU [POTUBO3NMIENTHYECKUMH cpeacTBamMu, Ha 20 % Bbime. KoppekTupoBka
J103bI HE TpeOyeTcsl.

Ilpobeneyuo

[Tpo6enenun (o 500 mr 4 pasza/cyTku) sBIsieTCS OJIOKATOM KaHAJBIEBON CEKPELHUU B IMOYKAX,
MIOKa3aHo, YTO OH MHTHOUPYET MOYEYHBIH KIMPEHC OCHOBHOTO MeTaboInTa JIeBeTHpalerama, Ho
He JieBeTHpalerama. TeM He MeHee, KOHLIEHTpalKus OCHOBHOI'O METa00IMTa OCTAETCS HU3KOM.
O>xupaercs, 4To Jpyrue JIEKapCTBEHHbIE CPEJCTBA, IKCKPETUPYIOLINECS IOCPEICTBOM aKTUBHOM
KaHAJIBLIEBOM CEKPELUH, MOTYT CHID)KATh IMOYEYHBIH KIMPEHC OCHOBHOTO MeTabonuTa. Biusnue
JeBeTHpaleTaMma Ha NpoOEHEelM HE W3Yydyaloch; BIMSHUE JIEBETHpaleTama Ha JApyrue
JIEKapCTBEHHbIE MpPENaparhl, 3KCKPETUPYIOIIMECS IyTeM AaKTUBHOW KaHAJIbLEBOW CEKpeLud,
BKJII0Yasl HECTEPOUAHbIE TPOTUBOBOCIAIUTEIbHBIE ITPENAPAThl U CYIb(POHAMM]I, HEU3BECTHO.
Memompexcam

[Tpu ogHOBpEMEHHOM IPUMEHEHHUH JIEBETUpALIETaMa U METOTpeKcaTa OblJI0 OTMEUYEHO CHU)KEHUE
KJIMpEHCca METOTpeKcara, PUBOsILEe K MOBBIIICHNIO KOHIEHTPAllUd METOTpeKcaTa B KpOBH 10
HNOTEHIMAJIbHO TOKCHYECKUX YPOBHEH WM MPOJICHUIO [EpHOoAa MOJJEpKaHUS TaKoH
KOHLEHTpaluuu. Y TAalMeHTOB, MNOJIy4yaromMx o0a JeKapCTBEHHBIX IIpernapara, Ccleayer
KOHTPOJIMPOBATh YPOBEHb METOTPEKCATa U JE€BETHpaLleTama B IJ1a3Me KPOBHU.

IlepopanvHuvle konHmpayenmussl u Opyaue hapmaKoKunemuiecKue 63aumooeucmeus
Jlesetupaneram B cyrtouHoi mo3ze 1000 Mr He BiuseT Ha (apMaKOKHMHETUKY IMEpPOPaIbHBIX
KOHTPALIENITUBOB (3TUHWIACTPAINOJIA U JIEBOHOPrecTpena), a TakkKe He M3MEHSET IoKa3aTellu
SHIOKPUHHON (QYHKIUU (JIFOTEMHU3HUPYIOIIEr0 TOPMOHA U IPOTeCTEPOHA).

Jlesetupaneram B cyTouHoil mo3ze 2000 mr He u3MeHseT (apMaKOKMHETHKY IUTOKCHHA H
Bap(dapuHa, a Takke He MEHSET MPOTPOMOMHOBOE BpEMSI.

JIUroKCHH, TepopalbHbIE KOHTPANENTUBH M BaphapuH HE BIHUSIOT Ha (HapMaKOKHHETHKY
JeBeTHpaleTama.

Cnabumenvuvie cpeocmea

B ormenpHBIX ciydasx cooOmanu O CHIKEeHHMH 3((EeKTHBHOCTH JeBeTHpaleraMa mpu
OJIHOBPEMEHHOM TPUMEHEHHUU OCMOTHYECKOro CJIaOUTENbHOIO CpelcTBa Makporoia ¢
nepopajbHbIM JieBeTupaneraMoM. [losToMy He cienyeT NMpuHUMaTh Makporojl MepopajbHO B
TE€YEHHE OJIHOTO Yaca /10 U B TEUEHUE OJHOTO Yaca I0cJIie IpUeMa JeBeTHpaleTama.

Tuwa u ankozeons

[Tunia He BAMSET Ha CTENEHb BCACHIBAHUS JIEBETHpAlleTama, HO CJerka YMEHBIIAeT CKOpPOCTh

BCaCbIBaHHA.
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COOTBETCTBYET 3K(
ot 14.12.2023 }
TEN

o 100 B A
JIaHHBIX O B3aMMOJICHCTBHY JIEBETHPALIETAMA C hkorontM et EACBA

Oco0ble ykazanus

DRESS cunopom

[IpoTUBOCYIOPOKHBIM mpenapar JIeBETHUpPALleTaM MOXKET BbBI3bIBAaTh PEIKYI0 CEPhE3HYIO
HEXEIATEeNIbHYIO PEaKIUI0 — JIEKAPCTBEHHYIO ChIITb C 303UHOPMIHEH U CHCTEMHBIMHA CHMITTOMAMHU
(DRESS), koTopast MOXKET OBbITh OMACHOM JJIS )KU3HH, €CIIH €€ OBICTPO HE TUarHOCTUPOBATh U HE
OPUCTYNUTh K JedeHuto. OHa MOXKET HayaTbCs C ChIIU, MOXET OBICTPO MPOrpeccHUpoBaTh,
OPUBOJS K TMOBPEXKJIECHUIO BHYTPEHHHUX OPraHOB, YTO TpeOyeT TOCHHUTAIU3alud U MOKET
3aKOHYMUTHCS cMepThio manueHTa. DRESS-cunmpom MoxeT mposBAsTBCS JTMXOPAAKOH, CHINbBIO,
yBEIMUEHUEM JIMM(DATUISCKUX Y3JI0OB WJIM TOBPESKICHHEM BHYTPCHHHX OPIraHOB, BKIIIOUast
MI€YEHb, MIOYKH, JIETKHE, CEPALIC WIH MOKeNyI04HYIo kere3y. Pannue cumntomsl DRESS, Takue
KaK JINXOpaJKa WIH YBETUYEHHbIC JIUM(]aTUYeCKue y3ibl, MOTYT MPUCYTCTBOBAThH Jake TOT[A,
KOT'J1a ChITIb CII¢ HE BUIHA. JTO OTINYACT €0 OT IPYTHX CEPhE3HBIX KOKHBIX PEAKITHI, TAKUX KaK
cugapom Crusenca-J[xoncona (CCJl) u Tokcuueckuil snuaepManbHblii Hekponus (TOH),
KOTOpBIE MOTYT Pa3BUBATHCS MPU MPUEME AHTUKOHBYJIHCAHTOB, MPU PA3BUTHH STUX COCTOSHUMN
CBITIb MOSABIISETCS JOCTATOYHO paHo. [larrienTaM He cneayeT mpekpaaTh IpueM JieBeTupaleraMma
0e3 KOHCYJbTAllMM C JieyalldM BpadoM. BHe3amHoe mpekpalieHue nmpuemMa 3THX IpenapaToB
MOKET TIPUBECTH K CHIDKCHHIO KOHTPOJS HaJ[ JMIJICNTHYCCKHMH MPHUCTyNnamMu. BakHO
HEMEIJIEHHO OOPAaTUTHCS 32 MEIUITMHCKOM TOMOIIIBIO B ClTydae nmoAo3peHus Ha pazsutue DRESS-
cunapoma. [lanueHTsl, y KOTOPBIX MOSBISIOTCS JTHOObIe HEOOBIYHBIE CHUMIITOMBI HIIM PEaKIIUH,
BKJTIOYAsl CBIITb, B JTI000E BpeMs Ha MPOTSHKCHUH MTPHeMa JICBETUpAIleTaMa, JIOJKHBI HEMEIICHHO
00paTUTbCS B OTHENEHHWE HEOTIONKHOM momomru. OOpaiieHue 3a MEIUIIMHCKOW IMOMOIIBIO
HEOOXOUMO TMPHU Pa3BUTHM TAaKUX CUMITOMOB, KaK JHXOpPaJKa, yBeIWYCHHbIE JTUMpaTuyeckue
y37b1, 00Jb B TOpIIE, KOXKHAS ChITb, OTEK JIMIIA WU TJ1a3, O0JIe3HEHHBIE S3BBl BO PTY WU BOKPYT
J1a3, MPoOJIEMBI C TJIIOTAaHUEM WJIM JIBIXaHUEM, IMOKEITEHHE KOXKHU I CKJIep TJa3, HeOOBIYHBIC
CUHSKH WJIH KPOBOTEUCHHSI, CHJIbHAS yCTAIOCTh WM CJIA00CTh, OJIBIIIKA WIIH HENEPEHOCHMOCTh
bu3nYecKuX HArpy3o0K, CHIIbHas MbllieyHas Oonb. JIMxopaaka ¢ ChIBIO M YBEITWYCHHBIE
auMbaTHIEeCKHE Y3JIbl MM OTEK JIHIa — YacThle mposiBneHuss DRESS, Ho y HEKOTOPBIX MalueHToB
CBITTb MOKET OTCyTcTBOBaTh. DRESS cmHApoM 00bdHO pa3BuBaeTcs uepes3 2—8 Helenb Mmocie
Havaja MpueMa Ipernapara, HO CAMITOMBI MOTYT TOSBHTBCS W paHbIIe WIA TO3ke. Moryr
OTMEUaThCs: KOXKHAs peakius (MOXKET M OTCYTCTBOBAaTh) (HampuMep, TeHepallu30BaHHAs ChHIb
WK SKC(OTMATUBHBIN JE€PMATUT), PO03WHO(PHINSA, IUXOpaaka, JUMQaaeHONaTHs, OJHO WU
HECKOJIBKO CHCTEMHBIX OCJIO)KHEHHUH, TaKhe KaK TelaTUT, MUOKApIUT, IICPUKAP/INAT, TAHKPEATHT,

Hedput 1 mHeBMOHUT. DRESS cunipom Taxke HEOOXOAUMO MPaBUIBLHO AUQPHEPESHIIUPOBATH C
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JIPYTUMHU CEPhE3HBIMU KOXKHBIMHU PEaKIUSIMHU. \Aeamunﬂ&&&%ﬂ%rl '171{541_' 'EJTE;

ObIcTpoe pacmo3HaBaHue W panHee JeueHne DRESS BaxkHbl s OmaronmpusiTHOro Mcxona u
CHIDKEHHS] CMEPTHOCTH.

Hapywenue ¢ynkyuu nevenu u nouex

[Tanpentam c¢ 3a0oyieBaHMAMH TIOYEK M JEKOMIICHCHPOBAaHHBIMH 3a00JICBAaHUSAMH I1€YCHH
pPEKOMEH/IyeTCsl HCClieIoBaHUEe (YHKUIMHU TOYEK Iepen HadaioMm JiedeHus. llpu HapymeHun
(GYHKIMU TIOYEK MOXKET MOTpeOOoBaThCss KOppeKIus 1036l (cM. pazznen «Crnocod mpuMeHeHHs U
JI03B1»).

Konuuecmso popmennuvix snemenmos Kposu

Crny4yan yMEHbIICHHS KOJTMYECTBA (POPMEHHBIX HJIEMEHTOB KPOBH (HEHTPOIIEHUS, arpaHyJIOLUTO3,
JICUKOTICHHsI, TPOMOOIUTONICHUS W TIAHLIUTOICHHS) OBLIM OIMCAHBI B CBS3M C NPHUMEHEHHEM
JeBeTHpaneramMa. AHalU3 KpPOBH, C TIOACYETOM (POPMEHHBIX JJIEMEHTOB, PEKOMEHIIOBAaH
NalnyMeHTaM, y KOTOPBIX BO3HHMKAeT CHJIbHAs CJIA00CTh, TUIEPTEPMUS, PEIHMIUBHUPYIOIINE
WHQEKINH WIA HApyIIECHUsI CBEPTHIBAHUS KPOBH.

Cyuyuo

[lpn ne4eHMM NPOTUBOIMMIICITHYSCKUMHU CpPEACTBAMHM, B YACTHOCTH JIEBETHPALIETAMOM,
HOCTYHaJM COOOIICHUSI O 3aBEPILCHHBIX CYUIMIAaX, CYHIUAAIbHBIX MOMBITKAX, CYHUIIHIATIbHOM
MBIIUICHUH W TOBEICHUH. B MeTaaHanmse paHIOMHU3MPOBAHHBIX IUIANE00-KOHTPOIUPYEMBIX
UCCIICIOBAaHUI TMPOTHBOAIHIICTITUYECKUX CPEICTB OBUIO BBISBICHO HEOOJIBIIOE MOBBIIICHUE
pHCKa pa3BUTHS CyMLIUIAIBHOIO MBIIUICHUS W MOBEACHUSA. MeXaHHW3M MOBBIIIEHUS pUCKa HE
U3BECTEH.

Takum o00pa3oMm, TpHU JIEYEHUH JIEBETUPALETAMOM CJIEAyeT OCYHIECTBISATh KOHTPOJIb 32
NpU3HAKAMU JICIPECCUU U/WIH CYUIMIATBHOTO MBIIIJICHUS ¥ TOBEJICHUS, U TIPH HEOOXOJMMOCTH
POBOJUTH HajyIexallee jgeueHue. [laieHToB (M MX OMEKYHOB) HEOOXOIUMO MPEayNpeIuTh O
TOM, YTO B CIIy4ae MOSBJICHHS MPU3HAKOB JCMPECCUH W/HIH CYHIUJATBHOTO MBIIUICHUS WITH
MOBEJICHHS, UM CJIETyeT OOpaTUTHCS K Bpauy.

Henopmanvroe u acpeccusnoe noseoenue

JleBeTupareraM MOXKET BbI3bIBATh NCUXOTUYECKHE CUMOTOMBI U IOBEJIECHUYECKUE HapyLICHMS,
BKJIIOYAs Pa3IpaKUTENbHOCTh M arpecCHBHOCTb. llalMeHTHI, Moslydaroue JeBEeTHpaleTaM,
NOJDKHBI ~ PETYJSIpHO HAOJMIOAAaThCS Ha TIPEAMET BBISBICHUS Pa3BHTHS  OIpPEICIICHHBIX
NICUXUATPUYECKUX TPHU3HAKOB, YKa3bIBAIONIMX HAa BAXKHBIE W3MEHEHHWS HACTPOCHHS W/WIH
anyHocTH. Ecniu Takoe noBesieHre 3aMeUeHo, ClIeyeT pacCMOTPETh MOTEHIMAIBHYIO alalTalluio
K JICUCHHIO MJIH €r0 MOCTENeHHOoe Npekpalienue. Eciu paccmarpuBaeTcs: mpekpalieHie Teparnuu

JIeBeTHpaleTaMOM, ToXKalylcTa, oopaTtutech K pazzeny «Crnocod npuMeHeHUs U JO3bD».
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COOTEBETCTEBYET ZKCNEPTHON
ot 14.12.2023 N= 26256
(NOCNEQCBATENEHOCTE 0002)

1Y OTUETY

Hapacmanue evipasicennocmu cyoopoe

Kak u npyrue mpoTHBOAIWICNITUYECKUE MPENaparhl, JEBETUPALIETAM B PEIKHUX CIy4asX MOKET
YBEJIMYUBATH YaCTOTY WIIH TSDKECTh pUCTynoB. O0 3TOM napagokcanibHOM 3P eKTe Jaie BCEro
c000111aJ710Ch B TE€YEHHE NIEPBOI0 MecsIa Mociie Hayalla mpyueMa JeBeTUpalieTaMa Uil yBeInueHus
JI03bL, U OH ObLT 00OpaTUMBIM TIOCTIE OTMEHBI ITperapaTa Wik CHIbKeHUs 103bl. [larentam cnegyer
HEME/JICHHO TMPOKOHCYJIBTUPOBATHCS CO CBOMM BpadyoM B ClIydae yXYAIICHUS TEUCHUS
3a00JeBaHuUs.

Yonunenue unmepsana QT na sanexmpoxapouoepamme

B pamkax mnocTperucTpallMOHHOrO HaONIOACHUS HaOMIONAIUCh PEIKUE Cilydau YIJIMHEHUs
uaTepBana QT ma DKI'. JleBeTupaneram cieayeT NPUMEHITh C OCTOPOKHOCTBIO Y MAIUEHTOB C
VNTHHEHUEM CKOpPPEeKTHpOoBaHHOTO MHTepBaia QT wim ¢ yke UMEIONTUMCSI COOTBETCTBYIOIIUM
3a0o/ieBaHUMEM Cepala, a Takke OJHOBPEMEHHO C IMpermapaTamH, BIHAIOIMIMMU Ha
CKOppeKTHpoBaHHBIN nHTEpBal QT.

Bcnomozamenvhvie gewjecmea

B cBs3m ¢ HamuumeM B COCTaBe IMpemapara JIAKTO3bl, €ro IMpPUEM IPOTHBOIIOKA3aH TIPU
BPOXKICHHONW HENEPEHOCHMOCTH JIAKTO3bl, JAeduuuTe JaKTa3bl, IIIOKO30-TalaKTO3HOU
MajbabCcopOIuu.

Tleouampuueckas nonynsayus

Wmerommuecs: JaHHBIE O NMPUMCHEHHWHU JIEBETHpAlleTaMa y JCTeH YKa3bIBalOT HA OTCYTCTBHUE
BIIUSHUS TaHHOTO TIperapaTa Ha POCT U TOJOBOE co3peBaHue. TeM He MeHee, JOJITOCPOYHbIE
¢ ¢dekThl Ha CMOCOOHOCTh K OOYYEHHI0, YMCTBEHHBIE CIIOCOOHOCTH, POCT, SHIOKPUHHYIO

(GYHKIHIO, IOJIOBOE CO3PEBAaHUE U IETOPOIHBIN MOTEHIMAI AETEH OCTal0TCS HEU3BECTHBIMHU.

Bansinne Ha cIOCOOHOCTH YNIPABJIATH TPAHCIIOPTHBIMH CPEACTBAMH, MEXaHU3MaMHU
Onunencus BkiIoueHa B [lepedyeHp MEIUIIMHCKUX TNPOTHBOINIOKA3aHUN K  YIIPaBJICHUIO
TPAHCIOPTHBIM CpelncTBOM B cooTBercTBMM ¢ llocranoBinennem IlpaBurensctBa Pocculickoin
Qenepariin - ot 29.12.2014 Ne 1604 «O mnepedHsX MEIULMHCKUX MPOTHUBOMOKA3aHMM,
MEAMIMHCKUX TOKAa3aHUM W MEIUIUHCKUX OrPAHMYEHUN K YIPABICHUIO TPAHCIIOPTHBIM
CPEICTBOM.

Bnusaue mnpemapara JsieBeTHpaneraMa Ha CIIOCOOHOCTh K BOXKJICHHMIO AaBTOTpaHCIOpTa U
YIPaBJICHUIO MEXaHW3MaMH CIEHHUAJIbHO HE M3y4aJoCh. TeM He MEHee, B CHIy pPa3jIudHON
WHAVBUAYaJIbHON UyBCTBUTEJIBHOCTH K IIPENapary y HEKOTOPHIX MALMEHTOB MOTYT BO3HUKHYTh
COHJIMBOCTb U JIPYT'M€ HapyILIeHHsS CO CTOPOHBI IIEHTPaJbHOH HEPBHOM CHUCTEMBI, OCOOEHHO B

Ha4daJi€ TCpalrn U IOCJIC IMOBBIMICHUS T03BbI.
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®opma BBINLYCKA

COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 14.12.2023 N= 26256

(NMOCNEOOBATENEHOCTE 0002)

TabneTku, MOKPHITHIE TIEHOYHOW 0001049K0#, 250 Mr, 500 Mr, 1000 mr.

10 TabieToK MOMEIIAIOT B KOHTYPHYIO SIMEHKOBYIO YIIAKOBKY U3 IUIEHKH NOJMBHUHUIXJIOPUAHON

1 (OB ATIOMHUHUEBOM IMEYaTHOMN JIAKHPOBAHHOM.

3 wm 6 KOHTYPHBIX SYEHKOBBIX YIMakoBOK 1o 10 TabjeToK BMeCTe C HWHCTPYKIHMEH 10

MPUMCHCHHUIO MTOMCHIAIOT B ITAYKY U3 KapTOHA.

YcaoBusi XxpaHeHust
IIpu Temnepatype He Bbite 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETEH MECTE.

Cpok rognocTu

3 rona.

He IIPUMCHATD 110 HCTCUCHHUU CPOKA I'OAHOCTH.

YcaoBust ornycka

OTmycKaroT 1o peLenty.

IIpousBoaurenn

AO «BEPOD®APM»

Aodpec npouszsoocmea: Poccusi, 308013, r. benropon, yn. Pabouas, 1. 14.

Temn.: (4722) 21-32-26; dakc: (4722) 21-34-71

Baanesienr perucTpanuoHHOro yaocroBepeHusi/Opranu3anus, NPUHUMAKOIIAS NPeTeH3Uun

norpeoduresei

AO «BEPODAPM»

Poccus, 115088, r. Mocksa, 2-it FOxxHonopToBbIi nipoe3a, A. 18, ctp. 9, stax 2.

Ten: +7 (495) 797 57 37
daxkc: +7 (495) 792 53 28

E-mail: info@veropharm.ru

https://veropharm.ru
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