COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 24 .04 2025 N= 10954

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA "0

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Jleetuparneram, 100 mr/mit, pacTBOp JUTsl MpUeMa BHYTPb.

2. KAYMECTBEHHBINA U1 KOJTMYECTBEHHbBINA COCTAB

JleicTBy1OlI[€€ BEIIECTBO: JIEBETUPALIETAM.

Kaxnapiit Mt npenapara coaepxkut 100 mr ieBeTupanerama.

BcrnomoratenbHble BelecTBa, HaJM4YUe KOTOPBIX HAJ0 YYUTHIBATh B COCTaBE JIEKAPCTBEHHOI'O
mpernapara: MeTHIaparuapoKcuOeH30atT, MPONIINaparuApOKCHOeH30aT, TIIUIIEPOIT, MATBTHTOJI,
HaTpuil (cM. pasnen 4.4).

[TonHbIM IepeyeHb BCIOMOTaTeIbHbBIX BEIIECTB MPUBENIECH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
PactBOp 11 nprema BHYTpb.

[Ipo3paunblii OECIIBETHBIN pacTBOP C XapaKTEPHBIM 3aI1axoM.

4. KIMHUYECKUE JAHHBIE

4.1. IToka3aHus1 K NPUMEHEHHUIO

[Ipenapar JleBeTnpaneraMm rnokasaH B KaueCTBE MOHOTEpAUU IIPU JICUECHUU:

— MapUHUaIbHBIX MPHUMAIKOB C BTOPUYHOM TeHepaim3anueid Wik 0e3 TaKOBOW y B3POCIBIX U
HOJIPOCTKOB C 16 JIET C BepBbIE TUAarHOCTUPOBAHHOM SMUJIETICUEH.

B cocraBe nonosHUTENbHON TEpaUK IpU JICUCHUU:

— MapUUaIbHBIX TPHUMAJAKOB C BTOPUYHON TeHepaiu3anueid Win 0e3 TaKOBOH Yy B3POCIBIX,
MOJPOCTKOB, JIETE 1 MIIAJICHIIEB cTapiie 1 MecsIa ¢ SNUIICTCUEN;

— MHOKJIOHHUYECKHX CYJIOpPOr Y B3pOCHBIX U TMOJPOCTKOB cTapiie 12 JieT ¢ OBEHUIIbHOU
MHOKJIOHMYECKOM AIHUICIICUECH;

— IEPBUYHO-TEHEPATU30BAHHBIX CYAOPOKHBIX TOHUKO-KIIOHUYECKUX MPUIIAJIKOB Y B3POCIBIX U
MOJPOCTKOB cTapiie 12 JIeT ¢ HANONaTUYECKON TeHepATM30BAHHOMN SMUIICTICUEH.

4.2. PexxuMm 103MpOBaHNs U CNIOCO0 MPUMEHEHUs!

PexxuM 103upoBaHus

Iapyuanvnsie npucmynoi
Pexomenayemble 10361 miisi MOHOTepanuu (¢ 16 JeT) u B cocTaBe JOMOTHUTEIBHOW Teparuu

COBIMAAAaOT U COOTBCTCTBYIOT YKA3aHHBIM HHIKC.
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Bspocnvim ¢ 18 nem u noopocmxam (om 12 0¢_17 ﬂenéﬂé:'}zu%ﬁ%@%%ﬂg'id_ ﬁé:lﬁgggHHe

clieflyeT HauMHaTh ¢ cyTouHoi 70361 1000 mr, paznenenHoi Ha 2 npuema (rmo 500 mr 2 pasa B
cytkn). OnHaKo, MO peleHuio Bpaya, UCX0/Is U3 TpeOyeMoro MpoTHBOCYIOPOKHOTO 3 dexra u
MOTEHITMATBFHOTO MMOOOYHOTO JIEHCTBHS, HAYAIBHYIO 03y MOKHO CHU3UTH 0 250 MTr 1Ba pasa B
cyTku. Uepes nBe Helelu 103y MOKHO MOBBICUTH 10 S00 Mr /1Ba pa3a B CyTKU. B 3aBUCUMOCTH OT
KJIMHUYECKON PEeaKIMU U MEePEeHOCHMOCTH Iperapara CyToyHast 1032 MOXKET ObITh yBEJINYEHA JI0
makcumanbHoi 3000 mr (mo 1500 mr 2 pasza B cytku). M3menenue 103l Ha 250 mr wim 500 mr
2 pa3a B CyTKH MOET OCYIIECTBIATHCS Kaxable 2-4 Heaenu.

eTH
Iloopocmkam (om 12 0o 17 nem) c maccoii mena menee 50 ke u demsam cmapuie 1 mecsya
Bpau nmomkeH BbIOpaTh Hambosee MOAXOJAIIYI0 (OpPMY BBITYCKAa W JO3MPOBKY Ipernapara B
3aBUCUMOCTH OT HEOOXOAMMOM 103bI, MAaCChI Te€JIa U BO3pACTa MallUEeHTA.
[IpuMeHeHHe B pexxUMe MOHOTEpANUU
bezonacHocth U 3¢ (eKTUBHOCTH JIEKapCTBEHHOIO Ipemapara JleBeTwpaneram y JeTed H
MOJPOCTKOB 10 16 J1eT B pe’kuMe MOHOTEPAIINU HE YCTaHOBJIEHBI.

JlaHHBIE OTCYTCTBYIOT.

Hemsm 6 6ospacme om 6 mecayes 0o 23 mecsayes, demsam & gospacme om 2 nem 0o 11 nem u
noopocmkam om 12 nem 0o 17 nem ¢ maccoti mena menee 50 ke

Jleyenue ciaexyer HaUMHATH € 10361 20 MI/KT MaccChl Telna, pa3aeseHHol Ha 2 mpuema (1o 10 mr/kr
Macchl Teja 2 paza B CyTKH). B 3aBUCHMOCTH OT KIMHHUYECKOW pPEaKIMu U MEPEHOCHMOCTH
mpernapara CyTouHas 103a MOKET ObITh yBennueHa Ha 10 MI/Kr Macchl Tena 2 pa3a B CyTKH KasK/IbIe
2 menenu 1o 30 mr/kr 2 pasa B cytku. 3menenue 1036l Ha 20 Mr/kr (mo 10 Mr/kr maccel Tena
2 pa3a B CyTKHM) Macchl Teja MOXET OCYLIECTBIATHCS Kaxzable 2 Henenu. Creayer NpUMEHSITh
MUHHUMAJIbHYIO (P PEKTHBHYIO 103y SIS BCEX TTOKA3aHMM.

Jlyist Bcex moka3aHuil CM. BBIIIE MYHKT «B3pocivim ¢ 18 niem u noopocmram (om 12 0o 17 nem) ¢
Mmaccoti meaa 6onee 50 key.

PexomenyeMblie TO3UPOBKH ACTSIM C 6 MECAIICB M TTOJIPOCTKAM:

Havannuas no3a: MaxkcumMaJjnLHasg 103a:
Macca Tesa
10 mMr/kr 1Ba pa3a B CyTKH 30 Mr/kr aBa pa3a B CyTKH
6 xr) 60 mr (0,6 mi1) 1Ba pa3a B CyTKH 180 mr (1,8 M) nBa pasa B cyTKu
10 xr) 100 mr (1 M1) 1Ba pasa B CYTKH 300 mr (3 M1) ABa pasa B CyTKH
15 kr) 150 mr (1,5 mi1) 1Ba paza B cyTku | 450 mr (4,5 M) 1Ba pasa B CyTKH
20 xr 200 mr (2 mu1) 1Ba pasza B CyTKU 600 mr (6 mu1) 1Ba pa3a B CyTKH
25 kr 250 mr 1Ba pasza B CyTKH 750 Mr aBa pasza B CyTKH
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ot 50 xkr® 500 mr 1Ba pa3a B CYTKU (Ot %"’g&%ﬂrwj_ EE%‘BTMI 3

() JTersim ¢ Maccoii Tena 25 Kr MM MeHee MPEANOYTHTENLHO HAYMHATH JIEUYeHHe C MpUeMa
pactBopa JleBetupaneram 100 Mr/mi BHYTpb.
@ JTo3npoBka st ieTeid M MOJPOCTKOB C MAaccoi Tena Gonee 50 Kr Takas xe, Kak U Y B3POCIbIX.

Hemu 6 6o3pacme om 1 mecsaya 0o 6 mecayes

HavanbHas neueOHast 103a paBHA 7 MI/KT JBa paza B CYTKH.

B 3aBucMMOCTM OT KIMHUYECKOM >(PQPEKTUBHOCTH M TEPEHOCHMOCTH, 1032 MOXET OBbITh
yBeJIWYCHA Ha 7 MI/KT ABaXbI B ICHb KXKJIbIC 2 HEACIU 10 PEKOMEHAYeMOM 10361 21 MI/KT 1Ba
pa3a B cyTku. VI3MeHeHwue 103bI He JODKHO MPEBBIIATH TUTFOC HITH MUHYC 7 MI/KT JjBa pa3a B CYTKH
Kaxaple aBe Henenu. CieayeT Ha3Ha4aTh MUHUMAIBHYIO 2 ()EKTUBHYIO J103Y.

Jledenue mutaJieHIIEB ClielyeT HauWHATH C MpUMeHeHus mpenapara Jleserupaneram, 100 mr/mo,
pacTBop AJIs IpueMa BHYTPb.

PexoMeHnmamuu mo J03MpOBKE JJIsl IETE€il B Bo3pacTe oT 1 10 6 MecsI1eB:

Macca Tesa HavanbHas no3a: MaxkcumajibHas 103a:
7 Mr/Kr 1Ba pa3a B 1eHb 21 mr/kr aBa pa3a B JieHb
4 xr 28 mr (0,3 mut) ABa pas3a B IeHb 84 mr (0,85 mur) 1Ba pasa B ICHb
S kr 35 mr (0,35 M) 1Ba pasa B ICHb 105 mr (1,05 mur) aBa pa3a B 1eHb
7 xr 49 mr (0,5 mut) 1Ba pa3a B JICHb 147 mr (1,5 M) 1Ba pa3a B IeHb

Jlo3upoBaHue pacTBOpa OCYUIECTBIISIOT C TOMOIIBIO MEPHBIX IIMPULIOB, BXOAAIIUX B KOMILIEKT
MOCTaBKU Tpernapara.

Hmerorcs mmpuibl HOMUHAIBHOM BMECTUMOCTBIO:

* 10 M (cootBercTByeT 1000 Mr neBetuparerama) u ¢ 1ieHou aenerus 0,25 mur (COOTBETCTBYET
25 Mr) nmst AeTei B Bo3pacTe 4 JIET U CTaplle, MOJIPOCTKOB M B3POCIIBIX;

* 3 M (cootBercTByeT 300 Mr) c¢ nenoit aenenust 0,1 M (coorBercTByeT 10 Mr) mms neteit B
BO3pacte oT 6 MecsLeB 10 4 NeT;

* 1,5 M (coorBerctByeT 150 Mr) u nenou aenenust 0,05 M (COOTBETCTBYET S5 MT) AJiA JeTel B
BO3pacTe oT 1 Mecsua 10 6 MecsIeB.

OTMepeHHYIo 103y TMpernapara pa3BoAsT B CTaKaHEe BOJBI HIIH ACTCKOW OYThUTOUKE.

HUncempykyus no 003up06aHu10 pacmeopa ¢ NOMOUWbIO MEPHO2O uinpuya.

* OTKpO¥iTe (PIIaKOH: IS TOT0 HAKMHUTE Ha KOJIAYOK U IIOBEPHHUTE €0 IPOTUB YaCOBOM CTPEIKH
(pucynox 1).
* BcTtaBpTe amanTtep IINpHIIA B TOPIBIIIKO (iakoHa, yOeauTech B XOpolei (uKcanuu, 3aTeM

BO3bMUTE IIMPUI] ¥ IOMECTUTE €0 B aiantep (PUCYHOK 2).
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(NOCNEQCBATENEHOCTE 0003)

* [IepeBepuuTe QIaKOH BBEPX THOM (PUCYHOK 3)).

* HammorauTe mimpwuil HeOOIBIITNM KOJIMYECTBOM PACTBOPA, MOTSHYB MOPIICHh BHU3 (PUCYHOK 4),
3aTeM HaXXMHUTE Ha MOPIICHb BBEPX, JIJIsl yIaJIeHUs My3bIpbKOB BO3/lyXa (PUCYHOK 5).

* 3aMOJTHUTE IIITPHIL PACTBOPOM, TIOTSHYB MOPIIEHB JI0 ICICHHUS, COOTBETCTBYIOIIETO KOJTHUECTBY
MUJUTHJIMTPOB PACTBOpPA HAa3HAYEHHOW BpavyoM J103bI (PUCYHOK 6).

* [lepeBepHHTE (DI1aKOH TOPIIBIIIKOM BBEPX U BBITAIUTE LIMPUI] U3 aJanTepa.

+ CozepxuMoe IINPULIA BBEIUTE B CTAaKaH C BOJOW MM JETCKYyI0 OyTHUIOYKY, HaJaBUB Ha
MOPIIIEHB JI0 yropa (PUCYHOK 7).

* BrineiiTe moJHOCTBIO BCE COACPKUMOE CTaKaHa (MJTH JETCKON OYTHUTIOYKH).

* [IpomoiiTe mmpuI Booi (pUCYHOK 8).

* 3akpoiite (hIaKOH MIACTHKOBOW KPBIIIKOH.

Oco0ble rpyInel NALKMEHTOB

Tayuenmsl ¢ noueuHo HedOCMAamoyHOCMbIO

[TockonbKy JieBeTHUpaleTaM BBIBOJUTCS M3 OpraHW3Ma IMOYKaMH, NP Ha3HAuUCHWH Iperapara
NalKMeHTaM ¢ TTIOYEYHON HEJIOCTaTOUYHOCTHIO U MAIMEHTaM MOXKHUIIOro Bo3pacTa (65 JeT u crapiie)
03y CIeIyeT KOPPEKTHPOBATh B 3aBUCUMOCTH OT BETUYMHBI KJIMPEHCA KPeaTHHUHA.

Kmupenc kpearmnmaa (KK) mis MyXYuH MOXHO pacCUMTaTh, UCXOIS W3 KOHICHTPAIHH

CBIBOPOTOYHOTO KpeaTUHHHA, 10 clenyomen Gopmye:

[140 - Bo3pacT (ronbl)] X macca tena (Kr)
72 % KK yypopor (MI/2T)

KK (mn/mMun) =

KK 1151 s)keHIIIMH MOKHO PacCUMTaTh, YMHOXKHMB TTOJIydeHHOE 3HaUeHUE Ha ko3 dunmeHT 0,85.
3arem KK koppektupyercss ¢ yderom ruiomanu mnoBepxHoctu Tena (IIIIT) mo crnemyromei
dbopmye:

KK (mi1/mun)
IIIIT o6wekTa (M)

KK (Mn/mun/1,73 M?)= x1,73
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KK (ma/mun/IL,73 Mz)': OCT E%g’)ﬁ'l?ﬂ\l- ﬁ{?&ﬁi}'&'&éﬂﬁﬂ Ja3]

IMouyeuynas
HEJ0CTATOYHOCTh
Hopma >80 oT 500 go 1500 mr 2 pa3a B cyTKH
Jlerkas 50-79 ot 500 go 1000 mr 2 pa3a B CyTKH
YMmepeHHas 30-49 oT 250 o 750 mr 2 pa3a B CyTKu
Tsoxenast <30 oT 250 go 500 mr 2 pa3a B CyTKH

TepMuHanbHas craaus

(marueHThl, HaXOAAIIMeCs Ha - ot 500 o 1000 mr 1 pa3 B cytku™*

nuanuse™)

* B IePBBIN JCHB JICUCHUS PEKOMEHIYETCs IIPUEM HachIaronei 10351 750 Mr.
** mocne quanu3a peKOMEHIYeTCs MPUEM JOTIOTHUTEIBHOM 10361 250—500 Mmr.

I[GT}IM ¢ NoYeUHOU HCAOCTAaTOYHOCTBHIO KOPPCKIHIO JO3bI JICBECTHPALICTaAMa CICAYCT MMPOU3BOJUTH
C Y4CTOM CTCIICHU OYEYHOU HEAOCTAaTOYHOCTH.

Knupenc kpearusuHa (Mi/Mun/1,73 M%) MOXKeT OBITh OIlGHEH HAa OCHOBAHMH OIpEeNeHHs
CBIBOPOTOYHOTO KpeaTHHHHA (MI/IUT) IJIsl TIOAPOCTKOB, JIETEH W HOBOPOXKICHHBIX, HUCIOJB3Ys
cnenyromyto hopmyny (popmyna IlIBapua):

Poct (cMm) X ks

KK (mi/mun/1,73 M2 )=
( TI—T

ks=0,45 myst nereii no 1 rona; ks=0,55 nns neteit no 13 neT U MOAPOCTKOB KEHCKOTO Moa, ks=0,7
JUTS1 IOIPOCTKOB MY3KCKOTO TI0JIa.
Jo3upoBanue i HOBOPOXKICHHBIX, JETEd W TOAPOCTKOB Maccoud Tena MeHee 50 kr ¢

HapylIeHueM (QyHKIUU TOYeK.

Pexxum no3upoBanus
IMoyeunasn KK
Bo3pacr ot 1 10 6 Bo3spacr ot 6 10 23
HeA0CTATOYHOCTh (ma/mun/1,73 m?)
MecsieB MecsileB
7-21 mr/kr 10-30 Mr/kr
Hopwma >80 (0,07-0,21 mu/kr) (0,10-0,30 mu/kr)
2 pasza B CyTKH 2 pa3a B CyTKH
7-14 mr/kr 10-20 Mr/kr
Jlerkas 50-79 (0,07-0,14 mn/xr) (0,10-0,20 mn/kr)
2 pa3a B CyTKH 2 pa3a B CyTKH
3,5-10,5 mr/kr 5-15 mr/xr
YmMepeHnas 30-49
(0,035-0,105 mn/kr) (0,05-0,15 mn/kr)
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3 i B ki T2 prsh T eyt
3,5-7 mr/xr 5-10 mMr/kr
Tsoxenas <30 (0,035-0,07 mu/kr) 2 (0,05-0,10 mn/kr)
pasa B CyTKH 2 pa3a B CyTKH
TepMmuHanbHas cTaaus 7-14 mr/xr 10-20 mr/kr
(marueHThl, HAXOASIIIUECS - (0,07-0,14 mu/kr) (0,10-0,20 mu/xr)
Ha JHAIN3e) 1 pa3 B cyrkn V@ 1 pa3 B cyrkn @@

(1°10,5 mr/kr (0,105 MI1/KT) peKOMEHJ0BAHHAS HATPY304HAs 1032 B IIEPBBIE CYTKH JICUeHHUs
@) 15 mr/xr (0,15 MiI/KT) peKOMEH0BAHHAS HATPY304HAs 1032 B TIEPBBIE CYTKH JICUeHHUs

() pexoMeH10BaHHAs TTOIEPKUBAIOAs 103a TTocie auamu3a 3,5-7 mr/kr (0,035-0,07 mi/kr)
4 pexoMeH10BaHHAs TOIEPKUBAIONIAs 032 TTocie auanu3a 5-10 mr/kr (0,05-0,10 m/kr)

Iayuenmam ¢ napywenuem ynKyuu neueHu 1e2Kotl u cpeoHetl cmeneHeti msxcecmu KOPpeKIuu
peXuMa JO3UpOBaHuUs He TpedyeTcsl.

YV nayuenmos ¢ mssscenvim 0eKOMNEHCUPOBAHHBIM HApYUIEHUEM QYHKYUU NeyeHU U NOYeyHOl
HeO0oCmamoyHOCmol0 CTENIEHb CHWKEHUS KIMPEHCAa KpeaTMHMHA MOXET HE B IIOJIHOM Mepe
OTpakaThb CTENEHb THXKECTH MOYEUHON HEJAOCTAaTOYHOCTH. B Takux ciydasx mnpu KIUpeHce
kpeaTuHuHa <60 Ma/MuH/1,73 pekoMeH1yeTcs CHUKEHNE CyTOYHOU 0361 Ha 50%.

Cnooco0 nnpuMeHeHus

Jlns Bcex mokas3aHui

BayTpb, HezaBucumo or mpuema nuiu. CyTOUYHYIO A03y Ipernapara JAesIT Ha JiBa MpueMa B

oauHakoBou no3e. I[locme mpuemMa BHYTph BO PTY MOKET ONIYIIATHCA TOPHKUNA TPUBKYC

JeBeTHupaleTama.

4.3. llpoTuBONOKA3aHUS

— I'unep4yBCTBUTEIBHOCTH K JIEBETUPALIETAMY WM APYTUM MPOU3BOJHBIM UPPOIHUIOHA, WU
K JIF0OOMY M3 BCIIOMOI'aTEIbHbIX BEIIECTB, IEPEUNCICHHBIX B pa3jene 6.1;

— Jlerckwuii Bozpact a0 1 mecsua (6e3omacHocTh M 3)(HEKTUBHOCTH HE YCTAHOBIICHBI).

4.4. OcoOble ykazaHHusl M Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

- MAIIMEHTHI TIOXKUIIOTO BO3pacTa (cTapiie 65 ner);
- 3a6OJ'IeBaHI/I}I II€YCHU B CTaAUH ACKOMIICHCAIIHUH,
- MOYeYHasi HeIOCTATOYHOCTb.

Oco0snle yKa3zaHus

Hapywenue ¢pynkyuu novex
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[TaunentamM ¢ 3a00d€BaHUSIMHA MOYEK U € KOMneHdi%gﬁ%ﬂEMi'%E%&Egé—[:{%;ﬁ'ldﬂ :II;IG:'HCHI/I

pEeKOMEHAyeTCs HccieqoBaHne (YHKIMU TMOYeK mepex HavajuoM JjeudeHus. [Ipu HapymeHun
(GYHKINU TOYEK MOKET MOTPeOOBATHCS KOPPEKIHS TO3BI.

Konuuecmso ¢popmennuix snemenmos Kposu

Cirydan yMEHBIICHUS KOJIMUYECTBA (POPMEHHBIX JIEMEHTOB KPOBH (HEHTPOIIEHHSI, arpaHyJIOLUTO3,
JCUKOIEHHsI, TPOMOOLUTONCHUSI ¥ TAHLIUTOINEHHs) ObUTM ONMUCAHBI B CBSI3U C NPHUMEHEHHEM
JgeBeTupaneramMa. AHaIU3 KpOBH, C TMOJACYETOM (POPMEHHBIX DJIEMEHTOB, PEKOMEH/IOBaH
NalyeHTaM, y KOTOPBIX BO3HHMKAeT CHJIbHAs CIAa00CTh, THUIEPTEPMUS, PEIHUIUBHPYIOIINE
MH(EKINHN NI HAPYIICHHUS CBEPTHIBAHUS KPOBH.

Ocmpoe nopasicenue nouex

B oueHb penkux ciyyasx NpUMEHEHHUE JIeBETHpalleTaMa COIPOBOKAATIOCH OCTPHIM MOpakeHUEM
HOYEeK, Pa3BUBAIOIIAsICS HAYMHAS OT HECKOJBKHX THEH 10 HECKOJIBKUX MECSIIEB.

Cyuyuo

[Ipu nedeHMHM TNPOTUBOSMMICITHUECCKUMH CPEIACTBAMH, B YACTHOCTH JIEBETHUPALIETAMOM,
MOCTYMAIA COOOIIEHUS O 3aBEPILICHHBIX CYMLIHJAX, CYMIUAATIbHBIX MONBITKAX, CYHIHIATEHOM
MBIIUICHUN W TOBEJACHUH. B MeTaaHanmm3e paHIOMHU3UPOBAHHBIX IUIANC00-KOHTPOIUPYEMBIX
UCCIIEJOBAaHUH MPOTHUBOAIMIICITHYECKUX CPEACTB OBIJIO BBISBICHO HEOOJBIIOE MOBBINICHHE
pHUCKa pa3BUTH CYMLMJAIBLHOTO MBIIUICHUS U MOBEACHHUS. MeXaHH3M IMOBBIIICHUSI PUCKA He
U3BECTEH.

Takum o00pa3oMm, TNpH JICUCHWH JIEBETHpAIETAMOM CIEIyeT OCYIIECTBIATh KOHTPOJIb 3a
NpU3HAKaMU JICTIPECCUH | (M) CYUIMIATBFHOTO MBIIIJICHUS U TOBEJCHUS U ITPU HEOOXOIMMOCTH
IPOBOJIUTH HajuIexkamiee jJeueHue. [lareHToB (M1 UX OMEeKyHOB) HEOOXOAUMO IMpPenylpenuTh O
TOM, YTO B CJy4ae MOSIBJICHUS NMPU3HAKOB JIEMPECCHU U (MIIM) CYWIUAATHHOTO MBIIUICHUS WM
HIOBE/ICHUS, M CJIEYET OOPaTUTHCS K Bpady.

Henopmanvhoe u acpeccusnoe nogeoenue

JleBeTupaneraM MOXKET BBI3BIBATH NCUXOTHYECKHE CHMITOMBI M TOBEICHUYECKUE HaApYILICHUS,
BKJIIOYAs Pa3JApakKUTENIbHOCTh M arpecCHBHOCTH. llalMeHThl, Moiydaroniye JeBeTUpaleTaMm,
JOJDKHBI ~ PETYJIIpHO HAOMIOmaTbcsi Ha MPEAMET BBIABICHUS PAa3BUTUS  ONPEICICHHBIX
NCUXMATPUYECKUX TPU3HAKOB, YKa3bIBAIOIIMX HAa BA)XKHbIE WM3MEHEHHS HACTPOCHUS W/WIN
anuHocTH. Ecniu Takoe nmoBeieHne 3aMe4eHo, CIIeyeT pacCMOTPETh MOTEHIIUABHYIO a1allTAIHIO
K JICUCHHIO WJIM €T0 IMOCTENIEHHOE MpeKpalleHue (€ClIi pacCMaTpUBAETCs MPEKPAICHUE Tepariu
JIEBETHUpAIIETaMOM CM. pazzein 4.4.).

Hapacmanue svipasicennocmu cyoopoe

Kak u npyrue npoTHBOSIMMIENTHUECKUE MPEMapaThl, JEBETUPALIETAM B PEIKHUX CIydasX MOXET

YBEIMYMBATH YaCTOTY WJIH TXKECTh MPUCTYNOB. OO0 3TOM mapagoKcaabHOM 3P QeKTe yale BCero
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7103b1, ¥ OH ObLT 00paTUMBIM ITOCJIE OTMEHBI IpernapaTa Wi CHUKEeHuUs 103b1. [lannentam crnemyer
HEMEJJICHHO TPOKOHCYJIBTHUPOBATHCS CO CBOMM BpayoM B cllydae YXYIUICHUS TEYCHUS
3a00JIeBaHU.

Yonunenue unmepsana QT na snexkmpoxapouocpamme

B pamkax mocTperucTpanoHHOrO HaOMIOJACHHS HAOTIOAATUCh PEIKHE CIydau YUITMHECHUS
untepBana QT na OKI'. JleBeTupaneram cieayeT NPpUMEHATh C OCTOPOKHOCTBIO Y MALIUEHTOB C
YJINHEHHEM CKOPPEKTUPOBAaHHOro MHTEpBasa QT minum ¢ yxe MMermuMes COOTBETCTBYIOIINM
3a0o/ieBaHUEM CepJla, a TakkKe OJHOBPEMEHHO ¢ IpenapaTaMu, BIMSIONIMMHU Ha
CKOppekTupoBaHHbIN natepran QT.

DRESS-cunopom

JleBeTnpaneraM MOXET BBI3BIBATH PEIKYIO CEPbE3HYK) HEKEIATENbHYI pPEAKUUI0 -
JIEKapCTBEHHYIO ChIMIb C d03uHO(mMIMerr u cucreMHbiMA cuMmnrtomMamu (DRESS-cunapom),
KOTOpasi MOJKET OBITh OMACHOM JIJIs )KU3HU, €CIIU €€ OBICTPO HE TUarHOCTUPOBATH U HE MPUCTYIIUTh
K JiedeHnio. OHa MOKET HAa4aThCsl C CBINU, OBICTPO MPOTPECCUPOBATH, MPUBOIS K MIOBPEXKICHUIO
BHYTPEHHUX OPraHOB, YTO TPeOyeT FOCHUTAIN3AIMH U MOKET 3aKOHYUTHCS CMEPTHIO MAIlMEHTA.
DRESS-cuHapoM MOXXET TPOSIBISATHCS JUXOPAIKOW, CHINBIO, YBEIMYCHHEM JTUM(aTHIECKUX
y3JI0B WJIK TOBPEXKICHUEM BHYTPEHHUX OPraHOB, BKJIOUYasl E€YEHb, MOYKHU, JIETKUE, CEPJILIEC UITH
No/KeNyn0uHyt0 kene3dy. Pannue cumnrombl DRESS-cunnpoma, Takue kak Juxopajka WA
yBeJIMYEHHBbIE TUM(pATHUYECKHE Y3JIbl, MOTYT IPUCYTCTBOBAThH JlaXKe TOT/A, KOT/Ia ChIIb €IIe He
BHJIHA. DTO OTIMYAET €T0 OT APYTHX CEPbE3HBIX KOXKHBIX PEAKLINN, TAKUX KaK CUHApOM CTHUBEHCa-
Jbxoncona (CCJ]) um Tokcuueckuil snupepmanbHblii Hekponm3 (TOH), kortopbie Moryr
pa3BUBATHCS MPU MIPUEME AHTUKOHBYJILCAHTOB, IPU PA3BUTUU STUX COCTOSIHUH CHITb MOSBIISIETCS
nocraToyHo pano. [lanmMeHTaM He cieayer Mpekpaiiath IpUEM JieBeThpalerama 0e3
KOHCYJIBTALIMH C JIEYAIIUM BPauoM.

BuesanHoe npekpaiiieHue npuemMa 3TUX MpenapaToB MOXKET MPUBECTU K CHUKEHHUIO KOHTPOJIS Hajl
AMIICNITUYECKUMH TIPUCTYIIaMH. BakHO HEMEJIEeHHO 00paTUThCS 32 METUITMHCKON TTOMOIIIBIO B
ciydae nono3penus Ha pazsutue DRESS-cunnpoma. [TanineHTsI, y KOTOPBIX MOSBIISIFOTCS JTFOOBIC
HEOOBbIUYHbIE CUMIITOMBI MJIM PEaKIMU, BKIIOYAs ChIllb, B JI000€ BpeMs Ha MPOTSHKEHUU IIpUeMa
JeBEeTUpAaLleTaMa, JT0JDKHBI HEMEJIEHHO 00PaTUThCS B OTJENICHHE HEOTIOKHOMN ITOMOIIH.
OOpareHre 3a MEIUIIMHCKON MOMOIIBI0 HEOOXOJUMO HPU PAa3BUTUM TaKUX CHUMIITOMOB, Kak
JMXOpajKa, yBeIWYeHHbIE TUM(aTUUECKUe y3Ibl, 00JIb B ropje, KO)KHas Chlllb, OTEK JIMLA WIH
a3, OOJIe3HEHHbIE SI3BBI BO PTY WJIM BOKPYT TJia3, MpOOJIEMbI C TJIOTAaHUEM HWIN JbIXaHUEM,
MOKEITCHUE KOXKU WJIH CKJIEp TJIa3, HEOOBIYHBIEC CUHSKH WU KPOBOTECUCHHS, CUIIbHAS YCTAJIOCTh

WM c1aboCThb, O/IBIIIKA MU HENePEHOCUMOCTh (PU3NYECKUX HArpy30K, CUIIbHAs MbIIIIEYHAst OOJb.
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Jluxopajka ¢ ChIbIO U yBeIMUEHHbIE TUM(paTrdecKue ﬁﬂ;ﬁa%ﬁ'ﬁlﬂgD'I{-a{égﬂre]_rfbclml;}rle'Hnﬂ

DRESS-cunipoMa, HO y HEKOTOPBIX MALIMEHTOB ChIb MOKET oTcyTcTBOBaTh. DRESS-cunnpom
0OBIYHO pa3BUBaeTCs uepe3 2-8 Hejenb Mociae Havala MpreMa Irpernapara, HO CUMIITOMBI MOTYT
HOSIBUTHCS U paHbILE UM I03ke. MOryT OTMeYaThesl: KOJKHAs peakiiys (MOKET U OTCYTCTBOBATh)
(HampuMep, TeHepaJM30BaHHAs ChIMb WM AKC(POJUATUBHBIA JEPMATUT), DSO3UHODUIHA,
auXopajaka, JuM(pazeHonaTus, OJHO WM HECKOJbKO CHUCTEMHBIX OCJOXHEHUH, Takue Kak
rernaTuT, MUOKapIUT, IEPUKapANT, TAaHKpeaTHT, Hepput u mHeBMOHUT. DRESS-cunapom takxe
HE00X0AMMO MPABUIIBHO 1P (HEpEeHINPOBATh C APYTUMH CEPbE3HBIMU KOXKHBIMU PEAKLIUAMHU.
MenunuHckuM paOOTHUKaM ClleAyeT 3HaTh, 4TO OBICTPOE paclO3HABAaHUE M paHHEE JIEUCHHE
DRESS-cunnpoma BaxxHbI 17151 O1aronpUsATHOTO UCX0/1a M CHUKEHUSI CMEPTHOCTH.
eTn

Hmeromuecst naHHble O NPUMEHEHHMHU JIEBETHpaleTamMa y JeTed yKa3blBaloT Ha OTCYTCTBHE
BJIIMSIHUS JIaHHOTO Tpernapara Ha pocT M I0JI0OBOe co3peBaHue. TeM He MeHee, 0JIrOCpOYHbIe
3¢ dekThl Ha CIMOCOOHOCTh K OOYYEHHIO, YMCTBEHHBIE CIOCOOHOCTH, POCT, JHIOKPHUHHYIO
(GYyHKIMIO, TIOJIOBOE CO3PEBAHME U IETOPOHBIN MOTEHIUAN JeTei OCTAIOTCS HEM3BECTHBIMU.

BcnoMorarenbHEIC BEISCTBA

[Ipenapar JleBeTupaneraMm COAEPKHUT METHINAPArHAPOKCUOCH30aT, MPOMUINAPATUIPOKCH-
0eH30aT, KOTOPBIE MOTYT BBI3BIBAThH AIUICPIHUECKHUE PEAKIIUH (B TOM YHCIIE, OTCPOUYCHHBIE).
[Ipenapat JleBeTupaneram COAECPKHUT TIHUIEPOJ, KOTOPBI MOXKET BHI3BIBAaTH T'OJIOBHYIO OOJb,
paccTpPOMCTBO KeTyiKa U Iuapero (IOHOC).

IIpenapar JleBeTupameraM COIEPKAT MAJbTUTOJ, MAIMEHTaM C PEIKO BCTPEYAIOLIEHCS
HACJICJICTBEHHOW HETIEPEHOCUMOCTBIO (PPYKTO3bI HE CIEAYyeT MPUHUMATH 3TOT MpernapaT, MOXKET
OKa3bIBaTh cllaboe CiIa0uTeNbHOE AelcTBHE. ManbTUT (M30MAlbTHTON) COJAEPKHUT 2,3 KKaj/T
npenapara.

[Ipenapar JleBeTuparneraM comep>XuT MeHee 1 MmMoutb (23 Mr) HaTpusi B MAKCUMAJIbHOW CYTOYHOM
no3e (3000 mr).

4.5. B3amMmopeiicTBHe ¢ JPYIMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI
B3aNMOAeHCTBUI

IIpomusoanunenmuueckue cpedcmea

JleBeTupaneraM He BIMSET Ha KOHILIEHTPALUIO B IUIa3ME MPOTHUBOSIUIECITUYECKUX MPENapaToB
(penuTonna, xapOamazenuHa, BaJbIPOEBOM KHCIOTHL, (QeHobapOuTana, JIaMOTPHIKHUHA,
rabareHTuHa, TonupamaTa v IPUMHUIOHA) U 3TU MPOTHUBOAIIIICTITHYECKHE ITPernapaThl HE BIUSIOT
Ha KOHIICHTpAIMIO JieBeTupareTama. KnupeHc neBetuparierama Obl1 Ha 22% BBIIIE y JIETEH,
MPUHUMAIOIINX TPOTUBOCYAOPOXKHBIC CPEICTBA - MHIYKTOPHI MHKPOCOMAIBHBIX (HDEPMEHTOB

MEYCHH, 10 CPAaBHCHUIO C ICTbMHU, HC IPUHUMAIOIIIUMHU UX.
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(NOCNEQCBATENEHOCTE 0003)

IIpobeneyuo

[IpoGenerua (mo 500 Mr 4 pa3a B CyTKH) SIBJIIETCS 0JI0KATOPOM KaHAIIBIIEBOM CEKPEIUU B TIOUKAX,
MOKA3aHO, YTO OH WHTUOMPYET TMOYECUHBIH KIMPEHC OCHOBHOTO METaboJWTa, HO HE
JeBeTHpaleTama. TeM He MeHee, KOHIEHTpAalUsi OCHOBHOIO METa0OJUTa OCTAeTCs HU3KOM.
Osxunaercs, 4To APYyTUE JEKAPCTBEHHbIE CPEACTBA, SKCKPETUPYIOLIUECS TTOCPEACTBOM aKTUBHOMN
KaHAJBIIEBOW CEKPEINH, MOTYT CHI)KATh MOYEYHBIN KIMPEHC OCHOBHOTO MeTabonuTa. BriusHue
JeBeTHpaleTaMa Ha TPOOCHENWJ HE W3y4aloch; BIMSHUE JIEBETHpaleTamMa Ha JApyrue
JIEKapCTBEHHBIE Mpenaparbl, SKCKPETUPYIOIIMECs MyTeM aKTUBHOW KaHaJbIEBOW CEKpeIuH,
BKJIIOYasi HECTEPOUIHbIE MPOTUBOBOCHAIUTENbHBIE MPENapaThl U Cylb(HOoHAMUA, HEU3BECTHO.
Memompexcam

[Ipu ogHOBpEMEHHOM MTPUMEHEHHUH JIEBETHpAIleTaMa U METOTpEKcaTa ObUIO OTMEUEHO CHIDKCHUE
KJIMpPEHCa METOTpeKcaTa, MPUBOASIIEE K MOBBIIICHUIO KOHIIEHTPALlMU METOTpEKcaTa B KPOBH 10
MNOTEHLMAIbHO TOKCHYECKMX YpOBHEH WIM TMPOAJICHUIO TNepuoAa TMOAAEpPKAaHUS TaKou
KOHI[EHTpalluu. Y TAIMeHTOB, TNONy4Yarommx o0a JIeKapCTBEHHBIX Tpernapara, Cleayer
KOHTPOJIMPOBATh YPOBEHb METOTPEKCATA U JICBETHpaIleTaMa B IJIa3Me KPOBH.

Ilepopanvuvie  kommpayenmuevl U Opyeue  GapmakoKuHemuieckue — 83auMoO0elcmeus
JleBetuparieram B cyrouHoit mo3e 1000 mr He Biuser Ha (HapMaKOKHHETHKY IEPOPATbHBIX
KOHTPALICTITUBOB (STUHWIACTPAIUOIA U JICBOHOPrecTpena), a TakKe He M3MEHSET MoKa3aTelln
SHJIOKPUHHON (DYHKIMH (JIFOTEMHU3UPYIOLIETO TOPMOHA U IPOTECTEPOHA).

Jleetuparieram B cyrouyHoi mosze 2000 Mmr He u3MeHseT (apMaKOKHMHETHKY JWTOKCHHA M
Bap(apuHa, U HE MEHSIET IPOTPOMOMHOBOE BpEMSI.

JlurokcuH, mepopalibHbIe KOHTPAIENTHBBI W BappapuH HE BIUAIOT Ha (apMaKOKHHETHKY
JeBeTHpaIeTama.

Crabumenvuble cpedcmesa

B otnmenpHBIX ciydasx cooOmanu O CHWKEHHH d3(PGEKTUBHOCTH JIEBETHpaleTama Ipu
OJTHOBPEMEHHOM TIPUMEHEHUU OCMOTHUYECKOrO CIaOWUTENhbHOrO0 CpeACTBa MaKporoia ¢
nepopabHBIM JieBeTUpamneTraMoM. [losToMy He cienyer MpUHUMATh MakKpOroll MEepPOpabHO B
TE€YEHHE OJIHOTO Yaca /10 U B TeUEHHUE OJHOTO Yyaca Moclie IpuemMa jeBeTupanerama.

Huwa u anxozonw

[Muma He BIUSET HA CTENEHb BCACHIBAHUS JIEBETHpAlleTaMa, HO MOXET YMEHBIIATh CKOPOCTh
BCACBHIBAHMSI.

JlaHHBIX O B3aMMOJAEHCTBUHU JIEBETHpaLleTaMa C aJIKOTOJIEM HeET.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTH U JIAKTALMS

JKeHIMHEI ¢ ACTOPOAHBIM ITOTCHIMAJIOM
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JKeHIMHEBI IETOPOIHOrO BO3pacTa JOJDKHBI MOIYUYNATE kg&;&%“&?eﬂhhi;fhg:ﬂ%ae
p p

KOTJla >KEHIIMHA TUIAHUPYET 3a0epeMeHeTh, 1eIeCO00pa3HOCTh MPUMEHEHHUS JIeBEeTHpaleTaMa
CJICAYCT paCCMOTPCThL IMOBTOPHO. Kak u B CJIydac MpUMCHCHUS APYTUX NPOTUBOINMHUIICTITUICCKUX
IpenapaToB, cleAyeT u30eraTb BHE3AMHOIO MPEKpallleHus MprueMa JeBeTUpaleTaMma, MOCKOIbKY
9TO MOXET MPUBECTU K OJMHJICNTHYECKUM TMpPUIAIKaM, KOTOpPhIE MOTYT HMETh CEpbE3HbIE
MOCTIEACTBHSI JUIS )KCHIIUHBI U HEPOXKIEHHOTO pebeHka. [1o Mepe BO3MOXKHOCTH, MPEATIOYTCHUE
CJICAYCT OTAaBaThb MOHOTCpANINH, IIOTOMY UTO TCpalrsad HCCKOJIbKUMU IMTPOTUBOSMUICITUICCKUMUA
npenapaTamMy, B CpaBHEHHMH C MOHOTEpanuei, MOKET ObITh CBsi3aHA C MOBBIIMICHHBIM PUCKOM
BPOKJCHHBIX IOPOKOB PA3BUTHSI.

bepemeHHOCTD

AHau3 3HaYUTENBHOTO 00BEMa JaHHBIX MOCTPErUCTPALMOHHBIX MCCIEOBAaHUN Y OepeMEeHHBIX
JKEHIIWH, TTOJTYYaBIIMX MOHOTEpanuto jepeTupamneramoM (6osee 1800 >keHIMH, cpear KOTOPhIX
6osee 1500 monydanu mpemapar B T€UEHHE |-TO TpuMecTpa OEpeMEHHOCTH), HE MOITBEPAMI
YBCIIMUCHUC PUCKA TAKCIIBbIX a"HoManui Pa3sBUTHAL. Hmerorcsa ToIbKO OrpaHUYCHHBIC JAHHBIC O
HCBPOJIOTUYCCKOM pPa3BUTHU ,Z[GTGI\/'I, YbU MATCPU MOJTydaJIld MOHOTCPAIINIO JICBECTUPALCTAMOM BO
BpeMsi OepeMeHHOCTH. TeM He MeHee, TEKYILHE SMUAEeMHOJIOTHYeCKHe UCCIIe0BaHNUs (C y4acTueM
okosio 100 neteit) He MpeAIONAraloT MOBBIIEHHOTO PUCKA HAPYIICHUS WA 3a7ep)KEK HEPBHO-
MCUXUYCCKOT'O pa3BUTHUA.

.HGBGTI/IpaI_[eTaM MOKHO IMPUMCHATH BO BpEMH GGPGMGHHOCTH, €CJIN IIO0CJIC TH_IaTe.HBHOI\/'I OLCHKHU
€ro NpUMEHEHHUE MPHU3HACTCS KIMHUYECKH HE0OXOoAMMbIM. B »TOM cilydyae pekoMeHayercs
MPUMEHATh MUHIMATBHYIO 2P (HEKTUBHYIO J03Y.

dusnonornueckue U3MEHEHN B OpTraHru3MC JKCHIIIUHBI BO BpCMA 6€p€M€HHOCTI/I MOTYT BJIMATH HaA
KOHICHTPALUIO B IJIa3ME€ JICBCTUPALICTaMa, KaK U APYTrUX NPOTUBOIMUICIITUICCKHUX MIPCIIAPATOB.
Bo Bpemst OepeMeHHOCTH OTMEUYEHO CHUKEHHE KOHIIGHTpAllMM JIeBeTUpaleTama B Iuiazme. ITo
CHI)KEeHHE OoJiee BBIpaXkeHO B TpeThbeM TpumecTpe (10 60% oT 6a30B0ii KOHIICHTPAIIUU B TEUEHUE
TpeThero TpuMectpa). JleueHue eBeTupaneTraMoM 6epeMEeHHBIX CIIEAYET IPOBOIUTH MO 0COOBIM
KOHTPOJIEM.

Jlakranus

JleBeTupanietaM BBIAETSETCS C TPYAHBIM MOJIOKOM, I[O3TOMY TPYIHOE BCKApMIIMBAHHE MpU
JICYCHHUH TIpEnapaToM He pekoMeHryercsi. OiHaKo, ey JISYeHUE JIEBETHPALETaMOM HEO0X0AUMO
B TCpUOA TPYAHOIro BCKaApMJIMBAHUA, COOTHOIICHUC pI/ICK/HOHBBa JICUCHHUSA JOJIKHO GBITB
THIATEIHFHO B3BEHIEHO OTHOCUTENBHO BaXKHOCTH KOPMJICHUSI.

DepTUILHOCTE
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B uccnenoBaHmsx Ha >KMBOTHBIX HE OOHApYXEHO Bnpfﬂ{l;};;llg%ﬁ'ﬁ;&gwg I:IIJ]:II/IQI;I‘I;IIG:%KI/IC

JTAaHHbIE BIIMSHUS Ha (QEPTHIBHOCTh OTCYTCTBYIOT, MOTEHIMAJIbHBIA PUCK JUIS YEJIOBEKa He
U3BECTEH.

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATH TPAHCMOPTHBLIMH CPeACTBAMH M PadoTaTh €
MeXaHHu3MaMH

Heo6xoauMo BO3AEp)KHMBAaTHCSI OT BOXKJIEHHUS ABTOTPAHCIOPTa M 3aHATHH MOTEHLHAIBHO
ONAaCHBIMU BHUJIaMHU JIEATEIBHOCTH, TPEOYIOIIMMH TMOBBIIICHHONH KOHIEHTpPAllMM BHUMAaHHS U
OBICTPOTHI TICUXOMOTOPHBIX peakuuid. Omnuiencusi BKIOYeHa B IlepedyeHb MeIUIMHCKHUX
INPOTUBOMNOKA3aHUIl K  YOPaBIEHUIO TPAHCIOPTHBIM CPEJICTBOM B  COOTBETCTBUU C
[TocranoBnenuem IlpaBurensctBa Poccuiickoii @denepanuu ot 29.12.2014 Ne1604 «O nepeunsix
MEIUIMHCKUX MPOTHUBOMOKA3aHUM, MEIUIIMHCKUX MOKa3aHUN M MEIUIMHCKUX OTPAHMYECHUU K
YIPaBICHUIO TPAHCIIOPTHBIM CPEICTBOM.

4.8. HexkennaTeibHbIe peakuuu

Pesrome npoduiis 0e3onacHocT

[IpencraBneHHbIN HIDKE TPOQMIb HEXETaTeIbHBIX SBICHUM OCHOBAaH HAa aHAJIHN3€ PE3YJIbTAaTOB
1a11e00-KOHTPOIMPYEMBIX HCCIICOBAHNM, a TaKXKe OMBITE MOCTMAPKETHHIOBOTO NPUMEHEHUS
neBetupanerama. Cample YacThle HEXeNaTelbHbIC Peakuy ObUIM Ha30(apUHTUT, COHJIMBOCTS,
roJIOBHAs 00JIb, YTOMJISIEMOCTh M TOJNIOBOKpYskeHue. [Ipoduinb Ge3omacHOCTH eBeTUpaleTaMa B
IIEJIOM CXOJCH JJISl Pa3IMYHBIX BO3PACTHBIX TPYIII B3POCIBIX U JETEH.

TabauyHOE pe3roMe HEXKENATENbHBIX PEAKIINH

HexenaTtenbHble peakMy TEPEYMCICHBl HHKE [0 CHCTEMaM | OpraHaM MW 4acToTe
BO3HUKHOBEHUS: 04eHb yacTo (>1/10); gyacro (=1/100, <1/10); mewacro (= 1/1000, <1/100); peaxo

(=1/10000, <1/1000); ouens penko (<1/10000).

CucreMHo- Kareropust yacTrorbl

opra”usblii kjacc | OuyeHb 4acTo Yacto Heuacto Penko

Wudexun u | Hazogapun- Wudexun

MHBa3UU TUT

Hapymenus co TpombGouuTonenus, | [Tanutonenus,

CTOPOHBI KPOBH H JIEHKOTICHUS arpaHyJIOLHTO3,

nuMdaTraecKon HEUTpOTICHUS

CUCTEMBI

Hapymenus co JlekapcTBeHHas

CTOPOHBI peakuus ¢

UMMYHHOMI 503MHOPUINEH U

CUCTEMBI CHUCTEMHBIMU
IIPOSIBJIEHUSIMU
(DRESS-cunapom),
TUIIEPYYBCTBUTEIIb-
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(MOCHEQDEATEM

FHOCTS (BRIt

aHTMOHEBPOTHYEC-
KU OTEK U
aHauIaKCcHIo)
Hapymenus AHopekcust Cuuxenue maccel | ['unonarpuemus
MeTabonu3zmMa u Tena, yBeJIMYeHHe
MUTaHUS Macchl Telna
Ilcuxuueckue Henpeccus, [HonbiTku cynnuaa, | Cyunua,
HapyLICHUs BpaXXAEOHOCTH/ | CyHIUIaIbHbIC paccTpoicTBoO
arpeccUBHOCTb, | HAMEPEHMUS, JTUYHOCTH,
TpEBOra, TICUXOTHYECKUE HapyllIeHue
OCECCOHHMIIA, paccTpoicTBa, MBIIIICHUSI, Ope
HEPBO3HOCTB/ [IOBEIEHUYECKHE
pa3apaXkuTeNb- | pacCTPONCTBA,
HOCTb raJUTIOLUHAIIH,
THEBJIUBOCT,
CIIyTaHHOCTb
CO3HaHM,
SMOLIMOHAJIbHAS
TaOUIIbHOCTB/TIe-
PEMEHYUBOCTh
HACTpOEHUS,
BO30YXICHHE,
MaHUYEeCKHE aTaku
Hapymenus co | ConnuBocts, | Cynoporu, AMHe3us, Xopeoareros,
CTOPOHBI HEPBHOW | rOJIOBHAS HapyllIeHue YXYIUICHUS JTUCKUHE3N,
CUCTEMBI 0011B paBHOBeCHS, MaMsATH, TUTICPKUHE3HSI,
TOJIOBOKpY’KE- | HapylIeHUE HapylIleHue
HUE, JIeTaprus, | KoopaIuHauu/ MOXO/IKH,
TpEMOp aTakcus, sHIe(amonaTus,
napecTesuy, arrpaBaius Cy1opor
CHUXEHUE
KOHIICHTPALIUH
BHUMAaHUS
Hapymenus co Jurutonus,
CTOPOHBI ~ OpraHa HEYETKOCTb 3pEHUs
3peHust
Hapymenus co Bepturo
CTOPOHBI ~ OpraHa
cllyXa U JJaOUpUHTA
Hapymenus co VY UIMHEHHBIN UHTEP-
CTOPOHBI cepALa Ban QT Ha snektpo-
KapauorpaMme
Hapymenus co Kamens
CTOPOHBI
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IbIXaTeIbHOMI
CUCTEMBI, OPTraHOB
IPYAHOU KIIETKH U

(OCAEQOBATEEH

o TD UUUT)

OCJIOXKHCHUS
mporneyp

CpeNOCTEHUs

Kenynouno- bosnb B xuBOTE, [Tankpeatur

KHILIEYHbIE nuapes,

HapyIICHUS JUCTIETICHS,

pBOTA, TOIIHOTA

Hapymenus co N3menenus [Teuenounas

CTOPOHBI MEUYEHU U (YHKIIMOHATBHBIX | HEJJOCTATOYHOCTb,

KEITUEBBIBOISALIUX po0 meveHu renaTuT

myTen

Hapymenus co Chinb Ausonteniusi, 3k3ema, | Tokcuueckui

CTOPOHBI KOXH U 3yA snuAepMaTbHBIN

MOAKOKHBIX HEKPOJIU3, CHHIPOM

TKaHe# CruBeHca-/[>xoHCOHa,
MHOTro(opMHast
spuTemMa

Hapymenus co Muanrus, Pabnomumonus u

CTOPOHBI MBIILIEYHAS YBEJIMUEHUE YpPOBHS

MBIIIICYHOH, cmabocTh kpeatuH(ocoxu-

CKEJICTHOM u Ha3bl B KPOBHU

COEAUHUTEIIBHOMN

TKaHU

Hapymenus co Octpas  modeuHas

CTOPOHBI TOYEK H HEJIOCTaTOYHOCTh

MOYEBBIBOISIIINX

myTen

O6mmue Acrtenust/

HapyleHUs u YCTaJIOCTh

peakiuu B MecCTe

BBE/ICHUS

Tpasmsl, Cnyuaiinble

WHTOKCUKallUu U MOBPEKACHUS

Onucanue OTACIBHBIX HEXKEIATCAbHBIX PEeAKIIMI

Puck anopekcu Bbllle MPU OJJHOBPEMEHHOM IMPUMEHEHHUH JIEBETHpalieTaMa 1 Ton1upamMara.

B paac  ciy4dacB Ha6n}ozxanocr> BOCCTAHOBJICHUC BOJIOCAHOI'O IIOKpOBa IIOCJIE€ OTMCHBI

JICBCTHUpAILICTaAMA. B HCKOTOPLIX CJIYUadX MaHOUTOIICHUU PECTUCTPUPOBATIOCH YTHCTCHUC KOCTHOI'O

Moa3ra.
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1000 OBA HOC TR 0003)
PacnipocTpaHeHHOCTh pabAOMUONIN3a U YBEIUHCHUS %&ijgt%aﬁhﬁgag%d{nﬂégﬁl 'lB 'KDIOBI/I

CYILIECTBEHHO BBIIIE y TMAIMEHTOB W3 SIMOHUU, MO CPABHEHUIO C MPEACTABUTEISIMU JPYTHX
HallMOHAJIbHOCTEH.
Cnydan sH1edamonaTiu OOBIYHO BO3HUKAIM B Hadaje JIeYeHUs (OT HECKOJBKUX IHEH 0
HECKOJIBKHX MECSIIEB) ¥ ObUTH OOPaTHMBIMH ITOCTIE MPEKPAIICHUS JICUCHUSI.

eTu
B mnane6o-KOHTPONMPYEMBIX U OTKPBHITBIX  PACIIMPEHHBIX  HCCICNOBAHUSX  JICUCHUE
nesetupaneramoM noiaydanu 190 nauueHToB B Bo3pacte oT 1 mecana o 4 ner. llecteaecsaT uz
HUX TIOJy4ald JieBEeTUpaleTaM B IU1ale00-KOHTPOJIUPYEMBIX HCcleqoBaHusaX. B miane6o-
KOHTPOJIUPYEMBIX M OTKPBITHIX PACHIMPEHHBIX MCCIEIOBAHUSAX JICYECHUE JIEBETHPALIETAMOM
nonyunin 645 nmauueHToB B Bo3pacte oT 4 10 16 ner. 233 u3 HUX MONIyYanu JIEBETUpALleTaM B
1a11€00-KOHTPOJIUPYEMBIX UcclieoBaHUsIX. JlaHHbIE 411 00erX BO3PACTHBIX TPYII TOMOTHEHBI
pe3ylbTaTaMu MPUMEHEHUs JIeBeTHpalleTaMa B MOCTPEruCTPAI[MOHHBIN TEPHO/I.
Kpome TOro, B mOCTperucTpalmoOHHOM HUCCIEIOBaHUM OE30MacCHOCTH JIEBETHpAIleTaM IOJIydall
101 rpynHoii pebenok B Bo3pacte miajiie 12 mecsieB. He Ob110 BBISIBICHO HUKAKUX HOBBIX YTPO3
CO CTOpPOHBI 0€30IaCHOCTH, CBSI3aHHBIX C MPUMEHEHHEM JIeBeTHpaleTama y IrpyIHbIX JeTeil ¢
SMUJIETICUEN B Bo3pacTe miiajie 12 mecsies.
[Ipodwuns Ge3omacHOCTH IeBeTHpAIeTaMa B [IEJIOM COITOCTABUM JUIS Pa3HBIX BO3PACTHBIX TPYI U
YTBEP)KJICHHBIX TIOKAa3aHUN K MPUMEHEHHIO Tpu snwiencun. [lpoduns GezomacHocTu y nerei B
1a11€00-KOHTPOJIUPYEMBbIX  KIMHUYECKUX HCCIEIOBAaHUSAX ObUT COMOCTaBUM C MpoduiieMm
0€30MacHOCTH JIEBETHUpAlleTaMa Yy B3POCHbIX, 3a HCKIIOYEHHEM OTKJIOHEHWH TMOBEIEHUS U
NICUXUYECKUX HapyIIEHUH, KOTOphIE yallle HaOMIoaIuch y AeTel, YeM y B3pOCHbIX. Y AeTel u
IOJIPOCTKOB B Bo3pacte oT 4 10 16 jeT mo cpaBHEHUIO ¢ APYTMMH BO3PACTHBIMM IpYIIIaMU U
npodusemM 0e30MacHOCTH B IIEJIOM Yallle PErHCTPUPOBAIMCH CIEAYIOIINE HeKenaTeabHbIe
peakuuu: pBota (oueHb uacto, 11,2%), Bo3Oyxknenue (4yacro, 3,4%), NEpPEeMEHYHUBOCTD
HacTpoeHwus (4acto, 2,1%), smMmormonansHas 1aduiabHOCTh (dacto, 1,7%), arpeccCuBHOCTH (4acTo,
8,2%), nmoBeaeHueckue paccrpoictBa (wyacto, 5,6%) u neraprust (yacto, 3,9%). Y nereit B
BO3pacte oT 1 Mecsla 1o 4 JeT o CPaBHEHUIO C IPYTUMHU BO3PACTHBIMH TPYIIaMU U poduiieM
0€30MacHOCTH B I1EJIOM 4Yalle PEerucTPUpPOBAIM CIEAYIOIINE HEKeNaTelbHbIE peaKuu:
pa3IpaKUTENBHOCTE (04eHb YacTo, 11,7%) u HapymieHue koopauHanuu (dacto, 3,3%).
B nBoitHOM cremoM TUIane0o0-KOHTPOIMPYEMOM  HCCIEAOBAHWU, TIO OICHKE MPOQIIIS
0e30MacHOCTH y JeTel OLEHHWBAJIUCh KOTHUTHUBHBIE U HeMporcuxonorunyeckue 3(QexTs
JeBeTupaneramMa y aered B Bo3pacte oT 4 go 16 ner ¢ mapuuanbHbIMH Tpuctynamu. Ilo
pe3ynbTaTtaM UCCIeIOBaHMs ObUIO CIETaHO 3aKJIIYEHUE, YTO JIEBETUpAIleTaM HE OTIUYAJICS OT

tane0o (He YCTyIan eMy) B OTHOIIICHWH U3MEHEHUH CyMMBI 0aJTIOB 10 pazzaenam «BHuMmanue u
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[Tamsate» n «KomOuaUpoBanHbId CKpUHUHT [laMsaTh m%;ﬂgipf;&—'l’ PEQEHE(}J ﬁd;li;{:é;!{erB,

MOPOIISIINX HUCCICOBAHHNE B COOTBETCTBUU C TMPOTOKOJIIOM. B pe3ymbraTte aHamm3sa
MOBCACHYCCKOIrO W OSMOIHUOHAJIIBHOTO CTAaryCa HpU IMOMOIIM NOpomeaAmero BaluJaluio
WHCTpyMEHTa — onpocHrKa AdenOaxa (Achenbach) — ObLTO BBISIBIIEHO arpecCUBHOE MOBEJICHUE B
TpyIIe TalueHTOB, NPUHUMAIONMMX JeBeThpaneraM. OIHAKO, TAIMEHTHI, MPUHHUMABIINC
JICBCTHUpALICTAM B XOJAC HOJITOCPOYHOIO HaGHIO,Z[GHI/I}I B OTKprTOﬁ (base HUCCICOOBaHUsA, HEC
ACMOHCTPUPOBAJTIM YXYAUICHUSA IMOBCACHYCCKOIO W S5MOIHWOHAJIIBHOIO CTaryCa, B YaCTHOCTH,

IMOKAa3aTCin arp€CCUBHOIO MOBEACHM A HE YXYyAIIAINUCh 110 CPABHCHUIO C UCXOJHBIM YPOBHCM.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mmath 0 mo103peBacMbIX HEXKENATEIbHBIX PEAKIUAX MTOCIIE PErHCTPaIiy Mpernapara ¢
HEeNbI0  O0ECIeYeHUsT  HENMPEpPBHIBHOTO  MOHUTOPHHTA  COOTHOIICHHS  «II0JIb3a - PUCK)
JIEKapCTBEHHOTO TIpenapara. MeauIMHCKUM paOOTHUKAM PEKOMEHYETCS COOO0IaTh O JIIOOBIX
MoA03pCBACMBIX HCIKCIIATCIILHBIX PCAKIHAX TPHU MPUMCHCHUU JICKAPCTBCHHOT'O MTpCIiapara 4cpes3
HaAIlMOHAJIBHBIC CHUCTEMbI COO6H_I€HI/I}I O HCKCJIATCIBbHBIX PCAKIUAX TOCYHApCTB - YJICHOB

EBpa3zuiickoro 5KOHOMUYECKOTO COI03a.

Poccuiickas @enepanus.

®denepanbHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)

Anpec: 109012, r. MockBa, CnaBstHCKast IJ1011aab, 1. 4, cTpoeHue 1.

Tenedon: +7 800 550 99 03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTH «MHTepHeT»:
www.roszdravnadzor.gov.ru

4.9. [lepeno3upoBka

CuMITOMBI

COHNMBOCTD, QXKUTAIUsl, arPECCUBHOCTb, YTHETEHUE CO3HAHUS, YTHETCHUE JbIXaHUs1, KOMa.
Jleuenue

Cnemuduueckoro  antunmora aiua  JleBerupameram  Her. JledeHwe — mepeno3WpOBKH
CUMITOMATUYECKOE M MOXET BKIOYaTh TeMmoauanu3. OG(HEKTUBHOCTh BBIBEACHUS IPHU

reMo/inanu3e i JeBeTuparerama cocrabiser 60%, 11 ero nepBuyHOro Mmerabonura — 74%.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHYeCcKHe CBOIiCTBA.
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®dapMakoTepaneBTUUECKAs rpymnmna: IIp THBOSHJIH&%;M@;'TE%H&EJ ! :::ﬂﬁg%ne

IIPOTUBOBIMIIENTHYECKHE CPEICTBA.
Kox ATX: NO3AX14

MexaHu3M IeHCTBUS

MexaHu3Mm JIeCTBUS JIEBETUpalleTama 0 KOHIIa He U3YY€H, HO OYEBHIHO, YTO OH OTJIMYAETCS OT
MEXaHHU3Ma EeNUCTBUS NU3BECTHBIX IPOTUBOSMUIENTUUECKUX IPENapaToB. DKCIEPUMEHTSHI in Vitro
U in vivo TOKa3aju, 4TO JICBETUpPALIETAM HE BJIMSET HA OCHOBHBIC XapaKTEPUCTHUKU KIIETOK U
HOPMAaJIbHYIO TPAHCMHUCCHIO.

UccnenoBanus in vitro mokaszaiau, 4YTO JIEBETHUpAlLlETaM BIMSET HA BHYTPUHEHPOHAJIBHYIO
KOHIIeHTparuio noHoB Ca?’, wactmuno Topmo3s Tok Ca’" uepes kamanel N-Tuma u, cHuKas
BBICBOOOK/ICHHUE KaJIbIUs U3 BHYTPHHEHPOHATBHBIX Jeno. Kpome Toro, JeBeTupareramMm 4acTU9HO
BOcCTaHaBIMBaeT TOkM 4yepe3 'AMK u riumuH-3aBUCHMbBIC KaHAJIbl, CHUYKEHHBIE ITMHKOM H [3-
kKapOomnHamu. Takke B HCCIENOBAHUSAX in Vitro OBUIO OINPENENeHO, YTO JeBEeTHpaleTaM
CBSI3BIBACTCSl CO CIEMU(DUUECKUM YYACTKOM B TKaHU TOJOBHOTO Mo3ra. MecTo CBSI3bIBaHUS
npencTaBisieT coboit Oenok 2A CHHANTHYECKUX BE3UKYIN, KOTOPBIA MPEIMOIOKUTEIHHO
Y4acTBYET B CIIMSTHUM BE3UKYJT U HK301IUTO3€ HEUPOTPAaHCMUTTEPOB. JIeBeTHparieTaM 1 CBsI3aHHbIE
aHAJIOTH Pa3JIMYalOTCs CPOJACTBOM CBSI3bIBaHUS C O€TKOM 2A CHHANTHYECKUX BE3UKYJ, KOTOPOE
KOPPEJIUPYET CO CTETIEHBIO MPOTUBOAMUICHTUYECKON 3aIUThI B ayANOTEHHON MOJEIIN STHIICTICUN
y MbIIIel. ITOT (aKT MO3BOJISET MPEATIOTIOKUTH, YTO B3AUMOICHCTBHUE MEXKTY JIEBETHPALIETAMOM
n OenkoM 2A CHHANTHYECKUX BE3WKYJ, OYEBHUIHO, BHOCHT BKJIaJ B TPOTUBOCYAOPOKHBIN
MEXaHHU3M JICUCTBUS Mpenapara.

dapmakoauHamuyeckue d3PPeKTol

AKTHUBHOCTB TIpenapaTa MoJATBEpXk/IeHa B OTHOIIEHUH KaK (POKaIbHBIX, TaK U T€HEPATN30BaHHBIX
SMUJIENTHYSCKUX MTPUTIATKOB (AU TH()OPMHBIC TPOSIBICHU S/ (DOTOTApOKCH3MaTbHAS PEAKITHs ).
JleBeTupaneraM HMHIYIUPYET 3alIUTy OT CYIAOPOT B Pa3HOOOpPA3HBIX MOJETSAX JKUBOTHBIX.
OCHOBHOI METa0OJUT JIeBETUPALIETaMa HE AKTUBEH.

Y J'IIO,Z[GI\/'I AKTUBHOCTL JICBCTUpALICTAMa B OTHOMICHHUU OSIWJICIICUU W C HNapUHuaJIbHbBIMH, U C
FeHEPAIM30BAaHHBIMU  TIpUMAAKaMUd  (ANUWICHTUGOPMHBIX  Pa3psaa0B/(OTOMApOKCU3MATBLHOMN
peaKIu) MOATBEPHKIAET €ro MUPOKUH (hapMaKOJOTUUECKHHN MPODUITH.

Kimmanueckas 3¢ heKkTUBHOCTD M 0€30IIaCHOCTD

HononnumenvHas mepanus npu 1e4eHuu NApYUAIbHbIX NPUNAOKO8 C BMOPUUHOLL 2eHepausayuell
unu 6e3 maxKoeol y 83poCivlX, NOOPOCMKO8 u Oemelti ¢ 1 mecsaya ¢ snunencuet

VY B3pocnbix 3 GeKTUBHOCTH JIeBeTHpalieTaMa Obljla MoKa3aHa B TPEX IBOWHBIX CIIETBIX TUIane0o-
KOHTPOJIMPYEMBIX HCCIICIOBAaHMIX. BBUTO MOKa3aHO, YTO COOTHOIICHHE MAIlMEHTOB, KOTOPHIC

npoaeMoHncTpupoBain 50% u Gosee CHMKEHHE YacTOTHI MAPIHATIbHBIX MPUIAAKOB B HEEIIO
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OTHOCHUTEIIFHO HMCXOJHOTO YPOBHS TPH TPHUEME nomo%hgﬁ—lﬁd%ﬁafeg%lﬁlﬁé%a ¥ lldbflj M,

2000 mr umu 3000 mr B 1Ba mpuema B TeueHue 12-14 menmenn Obuto 27,7%, 31,6% u 41,3%
COOTBETCTBEHHO, U 12,6% y manueHToB, MPUHUMABIINX TUTANE0o.

eTu
D¢ heKTUBHOCTH JiIeBeTUpalleTaMa y MalieHTOB B Bo3pacTte oT 4 10 16 neT Obuta ycTaHOBIIEHA MTPU
MPOBEJICHUH JIBOWHOTO CIIETOr0 IJIAe00-KOHTPOIUPYEMOTO HCCIENOBaHUS JUIUTEIBHOCTRIO 14
Henenb, BKitoyasiero 198 manuenrtos. [lo3a neBetupanerama coctasisiia 60 MI/Kr/CyTKH B /1Ba
npuema.
44,6% manueHToB, MPUHUMABIINX JIeBeTHpaleTaMm u 19,6% nanueHToB, MpUHUMABIINX TU1a11e00,
npoaemMoHcTpupoBau 50% 1 Oonlee yMEHBIICHUE YAaCTOThHI ApIUAIbHBIX MPHUITAIKOB B HEACIIO
OTHOCHUTEJIBHO UCXOHOTO YpoBHs. B nepuon neuenus 11,4% nanueHToB HE NMENO IPUIIAIKOB B
TeueHue 6 MecsIeB, 0 KpaitHel mepe, U 7,2% — B Te4eHue OJTHOTO rojia, o KpaitHel mepe.
D¢ heKTUBHOCTH JIeBeTHpaIleTaMa y TMaIllMeHTOB B BO3pacTe OT OJHOTO Mecsia 1o 4 jeT Obuta
YCTaHOBJICHA MPH MPOBEICHUU JBOWHOTO CIETNOro IIane00-KOHTPOIUPYEMOTrO UCCIICOBAHMSI,
BKJItOYaBmiero 116 manuueHToB, ¢ NpoAOKUTENBHOCTBIO JIeueHus 5 nHel. [{o3a neBetupanerama
B BHJIE pacTBOpa IJIsl IpHEMa BHYTPb ISl MIIAJIEHIIEB OT OJHOTO 10 6 MecCsleB COCTaBIsiia
20 MI/KT/CYTKH B JIBa IIpUE€Ma C TIOCIICIYIONTUM TUTpOBaHUEM 10 40 MT/KI/CyTKH, A1 MITIAJICHIICB
u jieteit ot 6 Mecsies 70 4 et — 25 MI/KT/CyTKH B JIBa IIpUeMa C MOCIEAYIOINUM TUTPOBAHUEM IO
50 Mr/kr/cyTKu.
[Ipu mnepBoHayanbHOU OlEHKE S(PPEeKTUBHOCTH ompenensuics Kod()PHUIMEHT pecrnoHAepOB
(IPOLIEHT MAIIEHTOB C YMEHbBILIEHUEM YaCTOThI MAapLHAIbHBIX MPUIAJAKOB B CYyTKH OTHOCUTEIBHO
ucxoaHoro ypoBHs Ha 50% u OoJiee) c IPUMEHEHNEM METO/Ia CIETIOro KOHTPOJIS TPH IMPOBEICHUH
48-uacoBoil Buzeo anekTporHuedanorpadpun. Ilokazarens 3¢(HheKTHBHOCTH OCHOBAH HA aHAIN3E
109 manueHToB, KOTOPBIM MPOBOAMIACH JJIeKTpodHIedanorpadus B TeueHue 24 4vacos, 1O
KpaiiHei mepe. Pecionnepamu okasanuch 43,6% ManKMeHTOB, IPUHUMABIINX JIEBETUpALETAM U
19,6% nanueHToB, IpUHUMABIINX IuTane6o. Ha nmpoTsokeHnn 1oaroBpeMeHHOro jeueHus 8,6%
NAlMEeHTOB HE UMENH MPUIAJAKOB B T€UeHHE 6 MecsleB, 1Mo KpaitHeil mepe, u 7,8% B TeueHue
1 roga, mo xpaiiHei mepe.
B nane6o KOHTpOIUpPyeMBbIX KIMHUYECKUX HCCIEAOBAHUAX MPUHUMAIN ydacTue 35 TpyaHBIX
neTeit munaname | roga ¢ mapiuanbHBIMU MPUTIAJAKAME, U3 KOTOPBIX TOJIBKO 13 OBLIM B BO3pacTte
<6 Mecs1IeB.
Mounomepanus npu nedenuu napyuairbHLIX NPUNAOKO8 C 8MOPUYHOU 2eHepanuzayuel unu oe3
makoeou y nayuenmos c¢ 16 nem u cmapuwe ¢ 6nepgvle OUACHOCMUPOBAHHOU 3SNuUiencuell
D¢ dexkTUBHOCTD NEBeTHpalLIeTaMa B BUJIe MOHOTEPAIIMU ObLIa conocTaBuMa ¢ 3()(HEeKTUBHOCTHIO

KapOama3enuHa ¢ peryJupyeMbIM BHICBOOOXKACHNUEM B MapajuIeIbHON IpyIine Mpu MPOBEICHUH
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JIBOMHOTO CJIETIOTO MCCIEI0OBaHUs Ha 576 HlHI/IeHTa;(né'I:'l'aEJ%'T' ia‘Eﬁ%ﬂ"e"‘Jnﬁ U etdRHO

JMAarHOCTUPOBAHHOM 3MUJICTICUEN C HECTIPOBOLMPOBAHHBIMU MapIUATbHBIMU MPUNAIKAMU WU
TeHEPATM30BAaHHBIMU ~ TOHUKO-KJIOHWYECKUMHU  mpunaakamu. [laimeHTsl ObUTH  BBIOpAHBI
CIIy4aifHBIM 00pa3oM s JIeueHUs] KapOaMa3enuHOM C PEeryJIupyEeMbIM BHICBOOOKICHUEM B J103€
400-200 mr/cytku wiu neBetupaneramoM B ao3e 1000-3000 mr/cytku. IIpogomKuTenbHOCTD
JIeYeHUs cocTaBiisia 10 121 Henenu B 3aBUCUMOCTH OT OTBETA.

OTcyTCcTBHE IPUITAIKOB B T€UCHHUE 6 MECSIIEB OBUIO OTMEUYEHO Y 73% ManueHToB, IPUHUMAIOIINX
aeBeTupaneraM u 72,8% mNanueHTOB, NPUHUMAIOIIUX KapOaMma3enmuH ¢ PeryaupyemMbIM
BbICBOOOXKIeHNEM. CoriacoBaHHOE a0COIIOTHOE pa3InyKe MEX/1y Kypcamu JICUEHHUs COCTaBIISIIO
0,2% (95% noBeputenbHbI UHTEpBaN: -7,8 8,2). bosiee MONOBUHBI NMAMEHTOB HE HMENU
npumajgkoB B TeueHue 12 MecsueB (56,6% mnamueHTOB Ha IleBetupanerame u 58,5% Ha
KapOaMasenuHe C peryJupyeMbIM BICBOOOXKIEHUEM COOTBETCTBEHHO).

[Ipu  npoBegeHMM  HCCIENOBAaHUS B KIMHMYECKOM  NPAKTHKE  COIMYTCTBYIOIIKE
MPOTUBOSMUIIENITHYECKUE TMPENapaThl MOTJIM OBITh OTMEHEHBI JUIsi OrPAaHUYCHHOTO 4YHCIa
MAIMEHTOB, KOTOPHIE OTBETUJIN HA JOMOJHUTEIBHYIO TEPANUIO JIEBETUpaLieTaMoM (36 B3pOCIBIX
MaIMeHTOB U3 69).

Jlononnumenvnas mepanus 01 leyeHUs MUOKIOHUYECKUX CYOOPO2 Y 83POCIbIX U NOOPOCKOS C
12 nem u cmapuie ¢ 108eHUNLHOU MUOKTOHUYECKOU dNULencuelt

D¢ dexkTrBHOCTD JEBeTUpaIieTaMa OblIa YCTAaHOBJIEHA B MPOIIECCE IBOMHOTO CIEnoro miaredo-
KOHTPOJUPYEMOTO HCCIIENOBaHUS MPOJOJDKUTEILHOCTRIO 16 Henenb 1 MaueHToB ¢ 12 et ¢
WJMONATHYECKOM  TE€HEpPAJIUM3UPOBAHHOMW  SIWICNCUEH € Pa3IMYHBIMM  CHHIPOMAaMH
MHUOKJIOHUYECKUX CYIOpOr. BONBIIMHCTBO MAIlMEHTOB MMENO FOBEHUJIbHYI0 MUOKJIOHUYECKYIO
smmtenicuio. Jlo3a neBeruparierama cocrapisia 3000 mMr/cyTku B 1Ba mpueMa. 58,3% marueHTos,
MPUHUMAIOIINX JIeBeTHpaneram, W 23,3% mnarueHToB, MPUHUMABIIMX II1are00, WMEIH, IO
KpaiiHe Mepe, 50% yMeHbIIEHME MHUOKIOHMYECKUX IPUIIAJKOB 3a Heneno. B TeueHune
HEIPEPHIBHOTO JIOJITOBPEMEHHOT0 JedueHus 28,6% MalueHTOB HE HMENH MHOKIOHHYECKHX
CyZIOpor B T€UeHHE 6 MecAlleB, M0 KpaliHel mepe u 21% nanueHToB B TEUEHUE OJJHOTO roja, 1Mo
KpaitHel Mepe.

Jlononnumenvnas mepanus Onsl JleyeHUs NePEUUHO-2eHePANUI08AHHBIX MOHUKO-KIOHUYECKUX
NPUNAOKO8 ) 83POCIbIX U NOOPOCMKO8 ¢ 12 n1em u cmapuie ¢ UOUONAMUYECKOU 2eHePaIU308aAHHOU
anunencuel

D¢ heKTUBHOCTh JIEBETHpallUTaMa OblIa YCTAaHOBJICHA B TeUYeHUE 24-HEICNBHOTO JIBOWHOTO
CJIETIOTO IJ1aI[e00-KOHTPOJIUPYEMOTO HUCCIIEJOBaHMS, BKIJIIOYABLIETO B3pPOCIBIX, MOAPOCTKOB U
OTPAaHUYEHHOE KOJUYECTBO JE€TEM C HUAMONATUYECKOM TEHEPAIM30BAHHOM JIUJICIICHEN C

MNEPBUYHO-TCHCPAJIN30BAHHBIMU TOHHUKO-KIIOHNYCCKUMHU npumnajgkamu, C Pa3INIHBIMU
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Tilale AR A ACTL 0007
CHHIpOMaMH (FOBEHHJIBHAsI MHUOKJIOHHYECKas 3nnneﬁguﬁ;"'}gﬂgiﬁhﬁgﬁ_lIﬁﬁ&ahg-ahﬁﬁe'nhnﬂ,

JeTcKasi aOCaHC-OMUIICTICUSI WM SIWJICTICHS C TeHEepaIn30BaHHBIMUA TOHHMKO-KIIOHHYECKUMU
CyZ0pOramMu npu IpoOyKICHUN).

B sToMm nccnenoBannu cyrodHast 1o3a JieBetupaierama coctarisiuia 3000 Mr/CyTKH JUTsl B3pOCIBIX
Y TOJPOCTKOB Miu 60 MI/KT/CyTKH 1) AeTeH B aBa mpuemMa. 72,2% manueHToB, MPUHUMAIOITIX
neBeTHpaneram, u 45,2% nanueHToB, MPUHUMABIINX IUIAe00, MOKA3aal YMEHBIICHUE YacTOTHI
MPUITAIKOB B TeueHue Henenu Ha 50% u Oosiee y MAIMEHTOB ¢ MEPBUYHO-TEHEPATH30BAaHHBIMU
TOHUKO-KIIOHUYECKUMH MTPUITIATKAMH.

Ha npoTsikeHun HenpepbIBHOTO JOJITOBPEMEHHOTO JieueHUs 47,4% nmanyeHToB He UMENIA TOHUKO-
KJIOHMYECKUX MPUITAJIKOB B T€UEHUE 6 MeCAILIeB, 110 KpaliHel mepe, u 31,5% nanueHToB He UMENH
TOHUKO-KJIOHUYECKUX MPUITAJIKOB B TEUEHHE OJJHOTO Trofia, 10 KpalHel Mepe.

5.2. ®DapmakoKHHeTHYECKHE CBOMCTBA

Jleetnpaneram o0nanaer BBICOKOH PacTBOPUMOCTBIO " MIPOHUIIAEMOCTBIO.
dapMaKOKHMHETHYECKUH MPOQMIb JTUHEWHBIH ¢ HU3KOH BapuabeabHOCTHIO M COMOCTaBUM Y
3JI0POBBIX JTOOPOBOJBIEB M OONBHBIX dmuierncueid. [locme moOBTOPHOTrO BBEAEHUS W3MEHECHUS
KJIMpeHca He HaOJII01aI0Ch.

He nabmtonanocs 3aBucuMocTd (hapMaKOKWHETUKH OT I0JIa, packl U BPEMEHH CYTOK.
BcacpiBaHue NPOMCXOOUT TMOJHOCTBIO W HOCUT JIMHEHHBIM Xapakrep, Onaromaps uemy
KOHIIEHTpAIIUs B TUIa3Me MOXKET OBITh MpPeCKa3aHa, UCXOAsI U3 MPUHATON 036l JIeBeTHpAIleTaMa,
BBIPQXCHHOW B MI/KT MaccChl Teja.

Y B3pOCHBIX U JA€TeH HAOIIOAAIOCH 3HAYUMOE COOTBETCTBUE MEXK/Ty KOHIICHTPAIIMEH B CIIFOHE H
KOHIIEHTpaIMel B mia3Me (COOTHOIIEHUE KOHIICHTPAIIUHU CITFOHA/TIa3Ma BapbUPOBAIIOCH OT 1 710
1,7 nns TabneToK U aHAIOTUYHO Yepe3 4 yaca mocJje npuemMa BHYTPb JUJIs pacTBOpa.

AbGcopbuus

[Tocne mpuema BHYTphH JIeBETHpALlETaM XOPOIIO abcopOupyeTcs U3 KeTyJOYHO-KHILIEYHOTO
TpakTa. CTeneHb BcachblBaHUSI HE 3aBUCUT OT JI03bl U BPEMEHHU IpueMa nuiiu. buomoctynHocts
cocrasiuseT npumepHo 100%. MakcumanbHast KoHIeHTpauus B 11a3Me (Cmax) JOCTUTAETCS YEPE3
1,3 4 mocie nepopaibHOTO IIprueMa JeBeTupanerama B 103e 1000 Mr 1 mpu OTHOKPATHOM ITpUEME
coctaBsieT 31 MKr/mi1, ociie TOBTOPHOTO MpueMa (2 pa3a B CyTKH) — 43 MKI/MIL.

Pacrnpenenenue

CBa3bIBaHUE JICBCTHpAalcTamMa U €ro OCHOBHOTO MeTaGOHI/ITa C 6€HKaMI/I IJ1a3dMbl COCTaBJIACT
menee 10%. O6wvem pacnpenenenus (Vq) cocrapnser npumepHo 0,5-0,7 n/kr.

Buorpancdhopmarims

JleBeTupaneraM HEAKTUBHO METa0OMM3UPYETCS B YEIOBEUECKOM OpraHu3me. | JaBHBIN IyTh

metabonu3ma (24% oT 103bl) MPOUCXOJUT IMyTeM (EepMEHTATUBHOTO THAPOJIHM3a alleTaMUIHOM
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rpymmbel. OOpa3oBaHUe MEPBUYHOTO (HapMaKoJ oqueCKM:aK% o' m%hﬁ'rg '_(‘u'lcb'L'OS 7)

npoucxoauT 0e3 ydactus uzodepMeHTOB mutoxpoma Psso meueHu. ['maponus ameraMumgHON
TPYNIbl 0BT MUHUMATBHBIM JUISL OOJTBIIIOTO KOJMYECTBA TKAHEH, BKITIOYAst KIIETKH KPOBH.
OmnpenenieHO  Takke JBa BTOPOCTENCHHBIX  MeTabonuta. [lepBwlii  TONydeH  IyTeM
TUAPOKCHIIMPOBAHUS MUPPOIUI0HOBOTO Koubla (1,6% m103b1), a BTOpOl — MyTeM OTKPBITUS
nupposmaoHosoro nukia (0,9% nossl). [pyrue HalijeHHbIE KOMIOHEHTHI cocTaBisatoT 0,6% or
JIO3BI.

JleBeTuparnieram He BIUSET HA (PEPMEHTATUBHYIO aKTUBHOCTH T€MaTOLMTOB. B yciaoBusx in vitro
JIeBEeTHUpAIleTaM W €ro OCHOBHOW MeTaOONIMT HE HMHTHOMPOBAIM OCHOBHBIE H30(EPMEHTHI
uuroxpoma Psso (CYP3A4,2A6,2C9, 2C19,2D6, 2E1 u 1A2), a Tak:ke akTUBHOCTb TJIFOKYPOHUII-
tparcdepassl (UGT1A1 u UGT1A6) u smokcua-ruapokcuinasbl. JleBeTupaieraM He BITHSLIT TAKKE
Ha TJIFOKYPOHHUPOBAHUE BAJBIIPOCBOM KHUCIIOTHI in Vitro.

B kynbType uenoBeuecKkHx rernaTolUTOB JIEBETUPALIETaM HE BJIMSET WM OYEHb Majlo BIUSET Ha
depmenTatuBHy0 akTuBHOCTH remaroruToB CYP1A2, SULTIE] u UGTI1AL. JleBetupaneram
BbI3bIBacT He3HaunTENbHY0 HHAYKINI0 CYP2B6 n CYP3A4.

OJIMMUHALNA

bonbmas yacts npemnapara (95%) BeiBoauTca nmoukamu (okosio 93% BbiBoAUTCA B TeueHue 48
yacoB). Ha oo o01eit skckpenuu geBeTuparneTamMma i ero OCHOBHOTO METa00IMTa MPUXOIUIOCH
66% 1 24% ot 103bI cOOTBETCTBEHHO. [loueunbIil KiupeHc neBeTuparerama u ucb LO57 cocraBun
0,6 u 4,2 MJI/MHH/KT COOTBETCTBEHHO. JTO CBHUICTEIHCTBYET O TOM, 4YTO JI€BETHpaIeTaM
BBIBOAMUTCS IyTEM KJIIYOOUKOBOM (MIBTpAIIMH C MOCIEAYIONMEH KaHaIblleBOW peadcopOruei, a
TaKXKe YTO TEPBUYHBIA MeTaOOMUT mMpenapaTa BBIBOAUTCS IyTEeM AaKTHBHOM KaHAJbLIEBOU
CeKpeLUMu B JIONOJHEHHE K KIyOOukoBoW ¢uibTpauuu. BriBeneHue seBeTupanerama
KOPpEIUPYET ¢ KIMPEHCOM KpeaTHHUHA.

BriBenenue ¢ pexanmusmu coctasmisieT 0,3% OT 1035lI.

Cpennsist BenuunHa ob1ero kiuupenca coctasisieT 0,96 Mi1/MUH/KT.

[lepuon nomyseiBenenus (T12) U3 m1a3mMbl KPOBU B3pOCIIOro YeaoBeKa cocTaBiseTr 7 + 1 4 u He
3aBHCUT OT clloco0a BBEACHUS U PEKHUMa JO3UPOBAHUS HIIM TIOBTOPHOT'O BBEJICHUSI.

JINIta MoKMUJIOro Bo3pacTa

T1 yBenmuuBaercs Ha 40% u cocraBnsiet 10—11 4, 9T0 CBsSI3aHO C YaCTHIM HapyIIeHHEM () YHKIIUN
MOYEK y MalMEHTOB 3TON KaTerOpUH.

IToueunast He1OCTATOYHOCTD

Knupenc neBerupanieraMa U €ro MEpPBUYHOIO METAa0OJIUTa KOPPEIUPYET C KIUPEHCOM
KpeaTuHUHA. [[09TOMY ManueHTam ¢ MoYeuHOi HeAOCTATOYHOCTHIO PEKOMEHTYETCsl TO00P 036l

B 3aBUCHMMOCTH OT KIJIMPCHCA KpCaTUHHWHA ©W CTCICHU IMOYCYHOMN HEAOCTAaTOYHOCTH. B
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TEpPMHUHAIBLHOM CTAUU MOYEYHON HEJOCTATOUHOCTH Y ﬁ%glc;rb-llg%;&d"eﬁ%tﬂ'/—z IC(IC'_ILa'}STII';IéIJF 25

4acoB B IIEpUOJ MEXAY ceaHcaMM auanusa u 3,1 daca Bo Bpemsl nuanusa. B teuenue 4-yacoBoro
ceaHca quannsa ypansercs 10 51% neserupanerama.

IIeueHOYHAS HEAOCTATOYHOCTD

VY nmanueHToB ¢ HapyIieHueM (PYHKITUU TTeYEHU JIETKOW M CPETHEH CTETICHEH TSKECTH 3HAYNMBIX
U3MEHEHUHU KIIMPCHCA JICBCTUpALCTaMa HC ITPOUCXOAUT. Y 60.HBI_HI/IHCTBa IIAaIIUEHTOB C TSAXKCIIbIMHU
HapymeHUsIMA (QYHKIHUM TI€YSHH MPU COMYTCTBYIOLIEM HApyIIEHUH (DYHKIUH MOYEK KIMPEHC
JeBeTHpaleTaMma cHrmxkaeTcs 6osee uem Ha 50%.

Jletn ot 4 o 12 et

T12y nereit B Bo3pacrte 4-12 neT nocie 0AHOKPATHOTO NEPOPATHLHOTO BBEACHUS MpeErapaTa B 103€
20 Mr/kr Macchsl Tena coctaBigeT 6 yacoB. OOmuUN KIMpEHC JieBeTHpalerama y aetei 4—12 ner
npuMepHo Ha 30% BbIIIE [TO0 CPABHEHUIO CO B3POCIBIMU U HAXOAUTCS B MIPSIMOM 3aBUCUMOCTH OT
Macchl Tena.

[Tocne moBTOpHOTO TIEepopanbHOro BBeAcHHS B 03¢ 20—60 Mr/kr maccel Tena aetsm 4—12 nier
MaKcUMaJlbHasi MiIa3MeHHas KOHLeHTpauusi aocturaercs yepe3 0,5-1,0 yaca u yBeauuuBaeTcs
JUHEHMHO M NpomopuUoHanbHO nao03e. CpenHsss BeTUYMHA OOIIET0 KJIMPEHCAa COCTaBIISET
1,1 Ma/MUH/KT.

Jleru ot 1 Mecsra no 4 jger

Ti2 y nereii B Bozpacte oT 1 Mmecaua 10 4 JeT mocie OJHOKPATHOTO MEPOPATLHOIO BBEIEHUS
20 MI/KT Macchl TeJla pacTBOpa JJisi MpueMa BHYTph B KoHIleHTparuu 100 mr/mit cocrasiser 5,3
yaca. MakcuMaibHas MJIa3MEHHas KOHLEHTpAalUs JOCTUTraeTcs MpUMepHO uepe3 1 yac mocie
npuema npenapara. CpeqHsisi BeIUUnHa 00LIEero KJIMpeHca cocTapisieT 1,5 MiI/MUH/KT.

[Tpu npoBeeHNH NOMYIISAIMOHHOTO (PapMaKOKMHETHYECKOTO aHAJIM3a Y allMeHTOB B BO3pACTe OT
1 mecsma 10 16 jeT moka3aHo, YTO KIMPEHC M HaOMtomaeMblii 00beM pachpeiesieHuss UMeENn
3HAYUMYI0 3aBUCHUMOCTbh [0 OTHOIICHHIO K Macce Teia (KJIUPEHC YBETUYMBAICA MPSIMO
IPOTNOPLMOHAIIFHO C YBEIMUCHHEM Macchl Tea). Bo3pacT Takke Biusa Ha o0a mapamerpa. ToT
3¢ dexT Obu1 Oosee ABHBIM IS MAIIMEHTOB paHHETo Bo3pacTa M yOBIBANI ¢ YBEJIMYCHUE BO3PACTa,

CTaHOBSCH HE3HAYMTEILHBIM K 4 rogam.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOTraTeIbHBIX BElIECTB.
AMMOHUS TIULHAPPU3AT

ApoMaTtu3atop BUHOTPATHBIN

Anecynbdam Kamus

I'muuepon 85%

22



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 24 .04 2025 N= 10954

(NOCNEQCBATENEHOCTE 0003)

MansTuTOoNn

MetunnaparuapokcudeH3oar

Harpus nurpar
[TponmmmaparuapokcudeHs3oar
JIMMOHHOM KHCIIOTHI MOHOTHIPAT
Bopna ouninennas

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs )

HeBckphIThiil dhJ1akoH.

3 rona.

ITocne mepBOro BCKPLITHSL.

7 MeCsILIEB.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHHUH.

XpaHuTb 1pu TeMiepatrype He Boiie 25 °C.

[Tocne mepBOro BCKpBITHS NEPBUYHOM YITAKOBKHM CPOK XpaHEHUs Mpenapara 7 MECSIIEB.

XpaHHUT B OPUTMHAIBHON MMayKe I TOT0, YTOOBI 3alIUTUTH OT CBETA.

6.5. XapakTep u coaepxaHue NePBUYHON YIIAKOBKH.

Mo 100, 125, 150 u 300 mn Bo (rmakoHBI W3 TEMHOrO CTEKJIa WM BO (DIAaKOHBI U3
NoJIMATHIIEHTepedTanaTa, yKyNOpEeHHbIE MOJMMEPHBIMU KOJIMAYKaMU C KOHTPOJIEM MEpBOrO
BCKPBITHUS U «3AIUTON OT JIETEH».

Ha ¢nakon HakJIenBalOT STUKETKY U3 OyMaru Wik CaMOKJICSIIYIOCS ITHKETKY.

Kaxxplii urakoH BMeCTe C JO3MPOBOYHBIM MITTPHUIIEM H JIMCTKOM-BKIIABIIIIEM TOMEIIAIOT B TTAUKY
13 KapTOHA (BTOPHYHAS YIIAKOBKA).

6.6. OcoOble Mepbl NPEeIOCTOPOKHOCTH TPH YHUYTOKEHHMHM HMCHOJb30BAHHOIO
JIEKAPCTBEHHOr0  Mpemapara WIH OTX0J0B, TMOJYYEHHBIX [MOCJe MpPUMeHEHUs
JIEKAPCTBEHHOI0 Mpenapara, u Apyrue MAaHUILYJISIIHHU ¢ PenapaToM

Bech ocraBmmiicst iekapCTBEHHBIH Mpenapar U OTXOJIbI ClIeyeT YHUUTOXKUTh B YCTAHOBICHHOM

MOPSIZIKE.

7. AEPKATEJIb PETUCTPALIMOHHOI'O YIOCTOBEPEHUSI
Poccuiickas @enepanus

OO0111eCTBO ¢ OrpaHUYEHHON OTBETCTBEHHOCTHIO XHMHUKO (hapMmarieBTHueckuii KoHiepH «MUPy
(OO0 XDK «MUPy»)

355035, CraBpononbckuii kpai, r. CtaBpornosnb, mocce CtapoMmapbeBckoe, a. 91, momer. 43.
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Ten.: +7 (928) 005-21-16, e-mail: info@cph-mitry__\1UCTTEADBATENEHROLTS 0U02)

7.1. IlpeacTaBuTe/Nb JEpsKATEs] PETHCTPALMOHHOIO YI0CTOBEPEHHA

IIperen3un norpedUTeNeH HATPABIIATE 10 AJIPECY

Poccuiickas @enepanus

OO011ecTBO ¢ OrpaHUYEHHON OTBETCTBEHHOCTHIO XHMHUKO (hapMmarieBTruueckuii KoHiepH «MUPy
(000 XDK «MHP»)

355035, CraBpononbckuii kpai, . CtaBpornosnb, mocce CtapoMapbeBckoe, a. 91, momer. 43.

Ten.: +7 (928) 005-21-16, e-mail: info@cph-mir.ru

8. HOMEP PEI'UCTPAIIMOHHOI'O YOCTOBEPEHMUSA

9. TATA NEPBUYHOW PETMCTPAIIMUA (IIOATBEPXJIEHUS PEIMCTPAIIMMN,
MNEPEPETUCTPALIUN)

JlaTa nepBUYHON pEruCTpaLMU:

10. IATA IEPECMOTPA TEKCTA

OOmast  XapakTepuCTUKa JIGKapCTBEHHOTO Tpemnaparta JleBerwpameram JOCTymHa Ha

UHPOPMALIMOHHOM TopTasie EBpa3uiCKOro SKOHOMHYECKOTO CO03a B WH(POPMALMOHHO -

KOMMYHUKaIMoHHOM cetu «uTepHEeT» http://eec.eaeunion.org/
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