COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 28.11.2023 N= 25001

OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

CenbtaBup, 75 Mr, KarcyJibl.

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBIN COCTAB

JlelicTBytOI1II€€ BEUIECTBO: OCEIbTAMUBUD.

Kaxxnas karcysna conepKuT ocelbTaMuBupa GocdaT, SKBUBAICHTHBIN 75 MI' OCEITbTaAMUBHPA.
BcmomoratenbHbIe BElIeCTBA, HATUYHE KOTOPBIX HAO0 YYUTHIBATH B COCTABE JICKAPCTBEHHOTO
npernapara; KpacuTes b COJIHCUHBIN 3aKat )eaThii (cM. pa3aen 4.4).

ITonnbI MNEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAA ®OPMA

Kancynsi.

TBepabie xxenatuHoBbIe Kancyiasl Ne 0. Kopryc Karncyibl CBETIO-CEpOro BETAa, KPBIIIKA KaTCyJIbl
JKEJITOTO I[BETA, HETIPO3PAYHEIE.

ConepkuMoe Karcyi — CMECh TOPOIIKA U TPaHyJI OT O€JI0T0 0 0eI0Tr0 € KEATOBATHIM OTTEHKOM
nBera. JlomyckaeTcs YIUIOTHEHHME COIEPKUMOTO Kalcyl B KOMKH 1O (hopMe KarcCyJbl,

pa3pymiacMbIC ITPpU HAAABJIUBAHUU CTEKJITHHOM MaJ04YKOM.

4. KINMHUYECKHUE JAHHBIE

4.1. IToxka3aHusi K NPUMEHEHUIO

e Jleyenue rpumia y B3pOCIbIX U AETEN B Bo3pacTe crapuie | roaa.

e [Ipodunakruka rpunmna y B3pociblX U MOJPOCTKOB B BO3pacTe crapiie 12 e, HaXoAsmuxcs
B TpYIINax MOBBIIIEHHOTO pUcKa WHOUIIUPOBAHUS BUPYCOM (B BOMHCKUX YaCTAX U OONBIINX
IMPONU3BOJACTBCHHBIX KOJUICKTUBAX, Y ocJ1a0JIEHHBIX HaHI/ICHTOB).

e [Ipodunakruka rpunmna y netreit crapie 1 roaa.

4.2. Pe:kuM 103UPOBAHNS M CIIOCO0 MPUMEHEHUSI

Pexxum go3upoBaHus

Bspocnvie
Jleuenue
[Tpuem npenaparta HE0OOXOAMMO HAUYUHATH HE TIO3HEE 2 CYTOK C MOMEHTA PA3BUTHS CUMIITOMOB

3200J1€BaHUs.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.11.2023 N2 25001

ITo 75 Mr 2 pa3a B CyTKHM BHYTPb B T€UCHHE J AHEH. Vel Etne %G&g%gfgé 456 MFNJ% HE

NPUBOJAUT K yCHIIEHUIO 3 dekra.

Hpodunaxmuxa

[Tpuem npenapara HEOOXOAMMO HAauYMHATh HE MO3JHEE 2 CYTOK I10C]Ie KOHTAaKTa ¢ 3a00JIeBIIUM
YEJIOBEKOM.

[To 75 mr 1 pa3 B cyTKu BHYTph B TeueHHe HEe MeHee 10 JqHel mocie KOHTakTa ¢ 3a00JIeBITUM
yesoBeKoM. Bo BpeMsi ce30HHOM anuaemMun rpurma — 1o 75 mMr 1 pa3 B CyTKU B Te€UEHHE 6 HEEIb.
[Tpodunaktuyeckoe neiicTBUE MPOIOIKAETCS CTOJIBKO, CKOJIBKO AJUTCS IIPUEM Ipernapara.

Oco0nlie T'PpYHOIIbI TAIKMEHTOB

Tlayuenmsi nodxcunozo eospacma

Koppexiuu 10361 U1t TpOHIAKTUKN HITH JICYEHUS TPUIITIA HE TPeOyeTCs..

Tayuenmsi ¢ HapyweHuem @yHKyuy novex

Jleuenue

[TarmenTtam ¢ kupencom kpearunnnaa (KK) 6omnee 60 Ma/mMuH KOoppekuu 10351 He TpeOyercs. Y
narueHToB ¢ KK ot 30 qo 60 mu/MuH 103y npernapata CenbraBup CiieyeT YMEHBIIHUTH 10 30 Mr
IBa pa3a B CYTKM B Te4eHHE 5 nHel (cM. mojpaszfen «IKCTeMIIOpalbHOE MPUTOTOBICHHE
cycrien3un CelnbTaBup»).

VY mamuentoB ¢ KK ot 10 1o 30 mu/mun o3y npenapata CenbTaBup clieayeT YMEHBIIUTH JI0
30 Mr omuH pa3 B CyTKM B TedeHHe S5 aHel. [lammeHTaM, HaxOIAIIMMCS Ha IOCTOSHHOM
remoauanuse, npenapat CenpTaBUp B NEPBOHAYAIBHOM 03¢ 30 MI MO>KHO MPUHSATH JO Hayaia
JIMaan3a, €ClIi CUMIITOMBI TPUIITIA MOSIBUIKCH B TeUeHHE 48 4acOB MeX Iy ceaHcaMu auanu3a. s
NOJJICpKaHUS MJIa3MEHHOM KOHIIEHTpAllMM Ha TeparneBTHYeCKOM YpoBHe mpemnapar CenbTaBUp
cienyer npuHuUMaTh 1o 30 Mr mocne Kaxaoro ceaHca Auanuza. [lanmentam, HaxoAsuMcs Ha
NEPUTOHEAIBHOM Jhanu3e, npemnapaT CenbTaBup CleIyeT NPUHUMATh B IEPBOHAYAIBHOM J03€
30 Mr mo Hawana mpoBelneHUs Auanuza, 3areM mo 30 mr kaxaple 5 mHed. dapmMakOKWHETHKA
OCellbTAaMHUBHpa Yy TAIlMEHTOB C TEPMUHAIBHON cTaguei modeuHor HemocratouHoctu (¢ KK
< 10 Ma/MUH), HE HaXOAIIMUXCS HA JTMATU3€, HE U3ydalack. B CBS3M C 3TUM pPEKOMEHAAINH T10
JIO3UPOBAHUIO y JAHHOW I'PyMNIbI NAIIUEHTOB OTCYTCTBYIOT.

TIpodunaxmuxa

[Tartuentam ¢ KK 6omnee 60 mur/mun koppekiuu 10361 He Tpedyercs. Y manuentoB ¢ KK ot 30 mo
60 mn/mMuH 103y mpenapara CelabTaBUp CIEAYET YMEHBIIUTH g0 30 Mr OIWH pa3 B CYTKH (CM.
nojapasjien «IKCTeMITOpaIbHOE IPUTOTOBIEHUE cycrieH3un CenbTaBup»).

V¥ nanuentoB ¢ KK ot 10 1o 30 Mi/MUH peKOMeHAyeTcs YMEHBIINTD 103y npenapara CenbTaBup
no 30 mr yepe3 neHb. [lanmeHTam, HaxoIAUIMMCS Ha TOCTOSIHHOM TIeMoJuaiu3e, Ipernapar

CenbraBup B NEepBOHAYAIBLHON 703¢ 30 MI MOKHO TIPUHATH 10 Havana auanmu3a («1-i ceaHcy).
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Jlns moanepKaHWs IUIA3MEHHOM KOHIEHTPA[MH Ha'nfgf;a?lgﬁjfgréé%;g@u]ﬁ%h}re:' ';Iri)'_éﬁﬁpaT

CenpraBup ciaepyer npuHuMaTh 1o 30 Mr mocje KakJoro MOCJIEAYIOIIEr0 HEYETHOrO ceaHca
nuanu3a. llanuentaM, HaxXoAUIMMCS Ha IEPUTOHEATBHOM auanuie, mnpenapar CelbTaBUp
cienyeT NpUHUMAaTh B MEpBOHAYAIbHON 03¢ 30 Mr 10 Hayaia MpOBEACHUS IUaIn3a, 3aTeM I10
30 mr kaxpie 7 qHel. @apMaKOKMHETHKA OCEJIbTAMUBHUPA y TALIMEHTOB C TEPMUHAIILHOM CTauen
noueyHoi HemocTarouHOCTH (¢ KK < 10 Mi/MuH), He HaxXoIAIMXCs HA TUAIK3e, HE u3ydaliack. B
CBSI3U C 3TUM PEKOMEH/IAINH 110 JO3UPOBAHUIO Y IAHHOW TPYIIIBI MAIIUEHTOB OTCYTCTBYIOT.
Tlayuenmsi ¢ Hapywenuem ynKyuu neveHu

Koppekuuu 10361 nipu jeueHuu U NpoUIakTUKE FPUIINA Y TAIIEHTOB ¢ HapylIeHHEeM (YHKIIHH
NICUCHH JIETKOM M CpeJHeW CTENEeHH TsDKECTH He Tpedyercs. be3zomacHocTs U (papmMakoKHMHETHKA
OCEeIbTaMUBHUPA Y MAIIUEHTOB C TSHKEIBIMU HAPYIICHUSIMH (DYHKIIUU TICUCHU HE M3ydallach.
Tayuenmsi ¢ ocrabreHHbIM UMMYHUMEMOM (noclie MPaHCnaIaHmayu)

Jleuenue

PexoMeH0BaHHAS IPOAOKATEIHFHOCTD TEPAITHH OCEITFTAMUBHPOM y TIAIIMEHTOB C OCIA0ICHHBIM
umMMmyHUTEeTOM coctaBisieT 10 aueit. Koppekuuu 10361 He TpeOyercst (cM. paszaen 4.8 u gactp 5).
[Tpuem npenapara He0OOXOIUMO HAUMHATH HE MO3/IHEE 2 CYTOK C MOMEHTA Pa3BUTHSI CUMIITOMOB
3a00JIeBaHu.

Cesonnas npod)wzakmuka

Jlist ce30HHOM TPO(UIAKTUKH TPUIITIA Y TAIIMEHTOB C OCIA0JICHHBIM HMMYHUTETOM B BO3pacTe
> 1 rona — B Teyenue 12 Hezenb, KOPPEKLUHU A03bI HE TpeOyeTcs.

eTH
Jleuenue

Toopocmku 6 so3pacme > 12 nem

Pexum AO3UPOBaHUA IJId TOAPOCTKOB OT 12 A0 18 met He oTIMYaeTcs OT pexuMa 103UPOBaAHUA
AJI1 B3pOCJIbIX.

Jlemu 6 so3pacme om 1 2o00a 0o 12 1em

Jetu ¢ maccoii Tena > 40 Kkr, KOTOpble YMEIOT IPOIJIaThIBATh KAIICYJIbl, TAKXKE MOTYT IOJIy4aTh
JIeYeHue, IPUHUMAs 110 OJHOM Karcyse 75 Mr 2 pa3a B CyTKU B TEYEHHE 5 JTHEH.

Jna nereit B Bo3pacte OT 1 roga BO3MOYKHO DKCTEMIIOPAJIBHOE NPUTOTOBIEHUE CYCIEH3HUH C
MCIIOJIb30BaHUEM Karcyn 75 Mr (cM. moapaszaen «DKCTeMIIOpalibHOe IPUTOTOBICHUE CYCIIEH3UU
CenbTaBup»).

[Tpumensars npenapar CenbTaBup cienyer 2 pa3a B CYTKM B TEYEHHME 5 JHEH COIJIacHO

HIDKENIPUBEJICHHOM Tabmuie:
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

o7 28.11.2023 N2 25001
Tabnuna 1. (MOCNEOCBATENEHOCTE 0001)
PexomMmenioBanHas 103a Ha KonmuecTBo cMecu nipenapara
Macca Tena

OJIH MpUEM CenbTaBUp Ha OJMH TIPUEM

<15 kr 30 mr 2 M

> 15-23 kr 45 mr 3 M

> 23-40 xr 60 Mmr 4 Mt

> 40 kr 75 Mr 5 M

[Ipumenenue y oemeu maaowe 1 200a

be3onacHocTh n 3pdexkTnBHOCTH Mpemnapata CenbraBup y aerei B Bo3pacte oT 0 1o 1 roma Ha

JTAHHBI MOMEHT HE yCTaHOBJIEHBI. OceIbTaMUBHP HE CIIeAyeT Ha3HauaTh JeTsAM 110 1 roja.

Ipogunaxmuxa

Tloopocmxu 6 sozpacme > 12 1em

Pexum A03UPOBaHUsA JIA IMMOAPOCTKOB OT 12 a0 18 et He oTIMYAETCS OT PCKHUMa 103UPOBAHUSA
AJ1d B3pOCJIbIX.

Jlemu 6 sozpacme om 1 200a 0o 12 1em

Jetu ¢ maccoit Tena > 40 Kr, KOTOpble MOT'YT IPOIJIAThIBATh KAICYJbl, TAKXKE MOTYT HOJIy4aTh
npopMIAKTHYECKYIO TEpaIuio, IpUHUMas [0 OJHOM Karcyne 75 Mr 1 pa3 B CyTKM B TEUEHHE
10 nuei.

Jis peredl B Bo3pacTte OT 1 roga BO3MOXKHO 3KCTEMIOPAIbHOE IPUTOTOBICHHE CYCHEH3UH C
UCIOJIb30BaHUEM Karcyn 75 Mr (cM. mojapaszaen « IKCTeMIOpaIbHOE IPUTOTOBICHUE CYCIIEH3UN
CenbTaBup»).

[Ipumensats npenapar CenbpTaBup cieayer 1 pa3 B cyrku B TedueHue 10 gHeil corjacHo

HUKETPUBEICHHON TabmuIe:

Tabmuma 2.
PexomennoBanHas 103a Ha OOUH KonmnuaectBo cMmecu mpenapata
Macca Tena
preM CenbpTaBup HA OJIUH TIPUEM

<15 kr 30 Mr 2 MII
> 15-23 xr 45 mr 3 M
> 23-40 xr 60 M 4 M1

> 40 xr 75 Mmr 5 M
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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Ipumenenue y demeti maadwe 1 200a (MOCNEAOBATENEHOCTE 0001)

BezonacHocts u 3ddextuBHOCTh Mpenapata CenpTaBup y aereil B Bozpacte ot 0 10 1 rona Ha
JTaHHBIA MOMEHT He yCTaHOBJIEHbI. OceNbTaMUBUp HE CIEAYET Ha3HA4aTh AETAM 110 1 roza.

Croco0 rmpuMeHeHus

BHyTpb, BO BpeMsl €l1bl WJIM HE3aBUCUMO OT Ipuema nuiu. [lepenocumocTs mpernapata MOKHO
YIIYYIIUTh, €CIIM TPUHUMATD €r0 BO BPEMsI €/Ibl.

B crmyuasix, korza y B3pocibIX, TOAPOCTKOB U JIETEH CYIIECTBYET MpobiieMa ¢ MporiaTbiBaHHEM
KarcyJl, Wik Ipy HaJUYUU MPU3HAKOB «CTApEHUs» KaIcys (HampuMep, MOBBIIIEHHAs XPYIKOCTb
WIH JApyrue HapyumeHus: (pU3n4eckoro COCTOSHUS), HEOOXOAUMO OTKPBITH KAICydy U BBICHIIIATh
€e COAEP)KMMOE B HEOOJBIIOE KOJIMYECTBO (MAaKCHMMalbHO | 4YaifHas JOXKa) MOAXOJSINEro
MOJICJIAILEHHOr0 IPOAYKTA MUTAaHUA (IIOKOJAJAHBIN CUPOI ¢ HOPMAJIBHBIM COJEPKAaHUEM caxapa
win 0e3 coaepkaHHs caxapa, MeJ, CBETJIO-KOPUYHEBBIM caxap WIM CTOJIOBBIM caxap,
pacTBOpPEHHBIN B BOJIE, CIAJKHIl JAecepT, CTYIIEHHOE MOJIOKO C caxapom, si0JoYHOe MIOpe U
HorypT) s TOTO, 9TOOBI CKPBITh TOPhKUI BKyc. CMech HEOOXOMMO TIIATEIBHO TIepeMenaTh 1
JaTh MauueHTy uenukoM. CrenyeT NporjoTUTh CMECh cpa3y e I0Clieé HPUTrOTOBJICHHUS.
NHcTpyKMM 1O  3KCTEMIOPATLHOMY IPUTOTOBJIEHUIO CYCIIEH3UU OCEIbTaMUBHUpPA TMEPEN

MIPUMEHEHUEM CM. B pazjiene 6.6.

4.3. IlpoTuBONOKA3aAHUS
® TUIEPYYBCTBUTEIHHOCTh K OCELTAMUBUPY W/UJIH K JTIOOOMY M3 BCIIOMOTATENIbHBIX BEIIECTB,

MIEpPEYUCIICHHBIX B pa3zene 6.1;
e TepMHHalbHas cTaaus nouyeyHor HegocraToyHocTH (KK < 10 mn/mun);
e TspKeJas IedeHOYHas HeJOCTaTOYHOCTR,

e jieTcKui Bo3pacT a0 1 roxa.

4.4. Ocobble yka3aHus U Mepbl MPeI0CTOPOKHOCTH NPHU NPUMEHEeHHH

C 0CTOPOKHOCTBIO

e OEpEeMEHHOCTb;

® [IEpUOJ I'PYIHOIO BCKapMIINBaHUA,

® [IPUMCHCHUC B KOM6I/IHaHI/II/I C mmperapartaM, UMCIOIIMMMHA Y3KYIO HIMPOTY TEPATICBTUICCKOI'O
JeUCTBUS (HapUMep, XJIOPIPONIaMHJI, METOTpeKcar, (eHIIOYTa30H).

Oco0ble yKka3auus

OcenbramMuBHp 3(h(PEKTUBEH TOJIBKO B OTHOIIEHUU 3a00JI€BaHMs, BEI3BAHHOTO BUPYCOM TpUIIIIA.
Janupie 00 3¢ (EeKTUBHOCTH OCelbTaMHMBHpa NMpH Tepanuu 3a00JeBaHUM, BBI3BAHHBIX MHBIMH

areHTaMu, OTCYTCTBYIOT (cM. paszzen 5.1).
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 28.11.2023 Ne 25001

BATENEHOCTE 0001)

. 10 i
Ilpenapam Cenbmasup ne a615emcs 3aMeHol 6 Kuuﬂauiﬂ.- -NEND

Hcnonb3oBanue mnpenapata CenbTaBUp HE JODKHO BIUATH Ha OLEHKY MAIMEHTOB NpU
IPOBEICHUH €XKETOTHOW BaKIIMHAIIMY IIPOTUB TPUIIIIA.

3amuTa OT IpUNNa JIUTCS TOJBKO JI0 TeX MOp, MOKa HpuMeHsercs mnpenapar CenbTaBup.
[Ipenapar ciexyeT MCHONB30BaTh TOJNBKO IS JICYCHUS M NPO(MIAKTUKY TPUIIA U TOJIBKO B
cllydae, €Ccii JIOCTOBEPHBIE SMTUIEMUOJIOTHUECKUE JTaHHbIE YKA3bIBAlOT HA TO, YTO BUPYC TPHIINA
UPKYJIUPYET B OOIIEH MOMYIISAIUH.

YyBCTBUTEIHHOCTH HUPKYIUPYIOLUIMX ITAMMOB BUPYCa IPUMIA K OCETBTAMHBHUPY MOXKET CHIBHO
BappupoBaTh (cM. paszen 5.1, moapasmen «MexaHu3M JAEHCTBUS M (apMaKOAWHAMUYECKHUE
3P PEeKThI», MyHKT «Pe3UCTEHTHOCTDY).

Takum 00pa3oM, MpH Ha3HAYEHUU NpenapaTa HEOOXOJMMO YYHTHIBATh CaMyI0 IOCIEIHIOIO
JOCTYIHYIO HH(POPMAIIHIO O YyBCTBUTEIBHOCTH IIMPKYIHUPYIOIIETO BUPYCa K OCEIbTAMUBHPY.

Tsxenoe cCoOmyTCTBYIONIEE 3a00J1€BaHUE

Jannpie o Oe3omacHOCTH W 3(P(PEKTHBHOCTH TPUMEHEHHUS OCEIbTAaMHBHpA y MAIEHTOB C
JIOCTaTOYHO TSKEJIBIM CONYTCTBYIOIIMM 3a00JIEBAaHUEM WM HECTaOMJIbHBIM COCTOSIHUEM,
IPENoIaraoliuM roCuTalIn3alui, OTCYTCTBYIOT.

ITamueHTEI ¢ 0CIa0JE€HHBIM HUMMVYHHUTCTOM

D¢ dekTuBHOCT OCETbTAMUBUpPA TPH JICUCHUH WM NPO(UIAKTHKE TPUIA y MAIMEHTOB C
0cJ1a0JIECHHBIM MMMYHUTETOM YETKO HE ycTaHoBieHa (cM. paszzaen 5.1). OgHako y B3pOCIBIX
NalMEHTOB C OCIA0JCHHBIM HIMMYHUTETOM JICYEHHUE IPUIIIIA CIeTyeT MPOBOJUTH Ha MPOTHKEHUH
10 nHe#l, Tak Kak KIMHMYECKHE HCCIIEAOBAaHUS INpH 0oJjiee KOPOTKOM Kypce Tepamuu He
MIPOBOTUIIUCH.

Cepreunas/npIxarenbHas HEAOCTATOYHOCTD

O¢ddekTuBHOCTH OCeNbTaAMUBUpPA MPU JEUYECHUHM WIM NMPO(QUIAKTUKE IpUMNa Yy MalUeHTOB C
XPOHMYECKON CepeUHON W/MIIM JbIXaTeNbHOW HEJIOCTaTOYHOCThIO HE yCTaHOBIEHA. B naHHOM
MOomyJadanuu ManueHTOB YaCTOTa BO3HHUKHOBCHHA OCJIO)KHEHHH Obljla COIIOCTaBHMa B rpymme
JIeYEHUs U TpyIIe mianedo.

[ToyeuHas HEAOCTATOYHOCTh TSKEIOW CTEICHU TSKECTH

VY B3poCiIBIX MNalMEHTOB M MoJApocTkoB (13-17 ner) ¢ TsOKeIOM CTENeHbIo IOYEHHOM
HEJOCTAaTOYHOCTU TpHU JIEYEHUH U MPOGMIAKTHUKE TPUIIA PEKOMEHIYETCS KOPPEKIHS TO3BL.
Knunnueckue naHHble A7 KOpPpPEKLUMHU J03blI Y MIIAJEHIEB M JieTeil (B Bo3pacte oT 1 roga u
cTapiie) ¢ MOYeYHOI HeJI0CTaTOYHOCTHIO OTCYTCTBYIOT (CM. pasaensl 4.2, 5.2).

[IcHXOHEBPOJIOTMYECKHE HAPYILICHUS

VYV mnaunueHToB (B OCHOBHOM Yy JETe M MOAPOCTKOB), MPUHMMABIIHUX OCEIbTaMHUBUD, ObLIN

3apCTUCTPUPOBAHBI TICUXOHEBPOJIOTUYCCKUE HAPYIICHHA. HOJIO6HBI€ IICUXOHEBPOJIOTHUICCKUEC
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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HapYIICHUS TaK k€ OTMEYEHBI Y MallMEHTOB C TPUIIIIOM, #d g&ﬁ}%rl XB%%&%J@"C%&WT

THIATETFHO MOHUTOPUPOBATH MAIIMEHTOB HA MPEJAMET U3MEHEHUN B TIOBEJICHUH, PUCK U TOJIh3a
MPOJOIHKCHHSI TEPAIlUU JTOJKHBI OBITh OIICHEHBI IS KaXJIO0TrO MAIlMeHTa WHIUBUIYATHHO (CM.
pazzaen 4.8).

eTu
JlaHHbIe 1715 ONpeeseHusl J03bl Y HEJIOHOMIEHHBIX JIeTel (IMOCTKOHIIENTYalbHbIA Bo3pacT < 36
HEJIEJb) OTCYTCTBYIOT.

BcnoMorarenbpHEIC BEIECTBA

[Ipenapar CenbTaBUp COACPKUT KpacCUTENb COJHEYHBIM 3aKaT >KEIThIA, KOTOPBIA MOXET

BBI3bIBATh AJUICPIrUICCKHUC PCAKIIHUU.

4.5. BzaumopeiictTBue ¢ JAPYrUMH JIEKAPDCTBEHHBIMH MpenapaTaMd W JApyrue BH/bI
B3aNMOJAeHCTBUSA

dapMaKOKHHETHYECKHE CBOWCTBA OCEIbTAMHUBHPA, TAKHE KaK €r0 HU3Kasi CTETIEHb CBSI3bIBAHUS C
OenkamMu U MeTaboIM3M, HEe 3aBUCHMEBIN OT n3odpepmenta CYP450 u cucteMsl TIIOKypOHHIA3
(cm. pazmen 5.2), He [alOT OCHOBAaHWH MpEAINojiaraTh HAJIMYME KIMHUYECKH 3HAYUMBIX
B3aUMO/ICHCTBUH 110 YKa3aHHBIM MEXaHU3MaM.

[TpoGenenu

Koppeknuu 10361 TIpU OJHOBPEMEHHOM TIPUMEHEHHUH C TPOOEHENHIOM Yy TMAalUeHTOB C
HOpMalibHOU (hyHKIMEH mouyek He Tpedyercs. OAHOBpEeMEHHOE NPUMEHEHHE ¢ MPOOEHEIHUIOM,
MOIIHBIM MHTUOUTOPOM aHMOHHOM KaHaJIbIIEBOM CEKpPELMH B ITOYKAX, IPUBOJUT K ~ 2-KpPAaTHOMY
YBEIMYECHHUIO KCTIO3UITUH aKTUBHOTO METa0OIUTa OCEIbTAMUBHUPA.

AMOKCUIIMIINH

Kunerndeckoe B3anMOJEHCTBHE OCENbTaMHUBHpPA M aMOKCHUIIWJLTHHA (BBIBOJSIIETOCS TEM KeE
MyTeM, YTO U OCENbTAMHUBHP) OTCYTCTBYeT. [Ipenmnonaraercs, 4To KOHKYPEHIIUsI OCEIbTaMUBHUPA
3a BBIBEJICHME ITOYKaMU ciiadasi.

BriBennenne ¢ Mouon

ManoBeposATHbl KIMHUYECKHM 3HAYMMBbIE MEXKJIEKapCTBEHHbIE B3aWMOJECHCTBHUSI, CBA3aHHBIE C
KOHKYpPEHIIMEH 3a KaHAJIbIIEBYIO CEKPELHI0, MPHHUMAasi BO BHUMAaHHE pe3epB 0€30MacHOCTH IS
OOJIBIITMHCTBA TMOIOOHBIX MPENAPaTOB, ITYTH BBIBEICHHUS] aKTHBHOTO METAa00JINTA OCEThTaMHUBHPA
(k1yOoukoBasi (UIBTpAIMsl W AHUOHHAS KaHAJbIEBas CEKPEIHs), a TakKKe BBIBOISIIYIO
CIIOCOOHOCTh KaXAoro u3 myTed. OaHaKo, MPUMEHSATh OCETbTAMUBUP B KOMOMHAIIUK C
npenaparaMy, HMMEIOIIMMHA Y3KYI0 I[IHPOTY TEpareBTHYECKOro JeHCTBUS  (Hampumep,

XJIOPIPOTIaMHU/JI, METOTpeKcat, (eHnI0yTa30H), HEOOXOAUMO C OCTOPOKHOCTHIO.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.11.2023 N2 25001

(NOCNEQCBATENEHOCTE 0001)

JlomoaHHUTEIbHAS I/IH(bO]f)MaI_II/ISI

He o0HapyxeHo (papMaKOKHHETUYECKUX B3aMMOJICHCTBHIA MEXKAYy OCEIbTAMUBHPOM WIIH €r0
OCHOBHBIM METa0O0JIUTOM IIPH OJTHOBPEMEHHOM IIPUEME C IapaleTaMoJIOM, alleTHIICAIULIUIOBON
KHUCIIOTOM, IUMETHIMHOM, aHTALIUTHBIMU CPEACTBAMH (MarHus 1 aIFOMUHUS THIPOKCHT, KaJIbLIUS

KapOOHAT), pUMAaHTAIWHOM WU BaphapuHoM (y MAIMEHTOB O€3 TrpuIma, CTAOWIBHBIX Ha

BapdapuHe).

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JIAKTAIUSA

bepeMeHHOCTB

Hebnaronpustelii ncxon 6epeMEHHOCTH U aHOMAJTUH Pa3BUTHS TUI0/1A, @ TAK)KE PUCK CEPHhE3HBIX
BPOXKJICHHBIX TIOPOKOB DPa3BUTHS, B TOM YHCIE BPOXKIEHHBIX TOPOKOB CEp/Ia, CBS3aHBI C
3a00JI€BaHUEM TpPHUIIIOM. bBosbllioe KOJIMYECTBO JaHHBIX O BO3JEHCTBMM OCEIbTAMUBUpPA Y
OEepeMEHHBIX KEHUIMH B XOJ€ IOCTPETUCTPALMOHHOIO IPUMEHEHUsS U HaOIIoJaTelbHbIX
uccienoanuii (6oxee 1000 nmanyueHTOB Ha IEPBOM TPUMECTPE OEPEMEHHOCTH ) HE YKA3bIBAIOT HU
Ha [TOPOKH PA3BUTHUSA, HU HA (PeTO/HEOHATATHHYIO TOKCHYHOCTh OcellbTaMuBHpa. OHAKO B OJTHOM
HaOJI0aTeIbHOM HUCCIIEIOBAaHUN PE3YJbTaThl OLIEHKH PUCKA Pa3BUTHS TSDKENBIX BPOXKICHHBIX
IIOPOKOB Cep/lla, TUarHOCTUPOBAHHBIX B TedYeHUE 12 MecsAleB IOCie POKICHUS, HE ObUIM
OJTHO3HAYHBIMH, XOTS OOILINI PUCK MMOPOKOB Pa3BUTHS U HE OBLT yBEIHYECH.

B nmanHOM mcceOBaHMM 4acTOTa PA3BUTHUS TSHKEIBIX BPOXKIECHHBIX TOPOKOB Ceplia Mmocie
IPUMEHEHUs OCelIbTaMMBHpa B T€UEHUE MIEPBOr0 TpUMecTpa OepeMeHHOCTH cocTasisia 1,76 %
(7 mnanenueB u3 397 GepemenHocteil) mo cpaBHenuto ¢ 1,01 % mpu GepeMeHHOCTH B 0OIIEH
nomyisiuy 0e3 MpUMEHEeHUs ocelbTaMuBHpa (OoTHOIIEHHEe puckoB 1,75, 95 % noepurenbHbIN
untepsan 0,51 1o 5,98). KiinHnueckoe 3HaueHNe TaHHOTO pe3yJbTaTa 10 KOHIIA He SICHO, TaK Kak
UCCIICIOBAaHME HMENI0 OrpaHHuYeHHYI MolHocTh. Kpome Toro, wuccinenoBaHue ObLIO
HE/I0CTaTOYHO OOBEMHBIM, YTOOBI MPOBECTH JIOCTOBEPHYIO OIIEHKY OTJENbHBIX KaTeropui
TSDKEIIBIX TIOPOKOB PAa3BUTHS; TIPH ATOM JAaHHBIC Y )KECHIIMH, TPUHAMABIINX ¥ HE TIPUHIMABIINX
OCebTaMUBUP, HE MOTJIN OBITh TIOJHOCTHIO COMIOCTABHMEI, HE3aBUCUMO OT TOTO, OOJIENN JI OHU
rpunmnoM. MccrienoBaHus Ha KMBOTHBIX HE YKa3blBalOT HA PEHNPOAYKTHUBHYIO TOKCHYHOCTH
ocenbTaMuBupa (cM. pazzaen 5.3). [Ilpumenenue ocenbraMuBHpa Ipu OEPEMEHHOCTH BO3MOXHO B
ciIydae HeOOXOIMMOCTH M TIOCIIe OIEHKH MMEIOIIEHCs HHPpOpMauu O 0€30MaCHOCTH U TIOJIh3e
(uHoOpMalHIO O Moib3e MPUMEHEHHs IMpernapaTa y O€peMEHHBIX JKeHIIUH cM. B paszene 5.1,
noapasen «MexaHu3M AeHCcTBUS U (hapMakogMHaMuuecKue 3 GEKTh», MyHKT «JleueHue rpumnma
y OepeMEeHHBIX KEHIIMHY)), a TAK)Ke TaTOr€HHOCTH [UPKYIUPYIOLIETro TaMMa BUpyca IpUIa.

JlakTarms

Bo BpEMA NOKIIMHHUYCCKUX I/ICCHe}IOBaHI/Iﬁ OCCJIbTAMUBHUP U aKTUBHBIA METa0O0IUT IIPOHUKAJIU B
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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MOJIOKO JaKTHUPYIOUIMX KpbIC. JlaHHBIE MO 3KCKpenuu &%é%gfﬁbﬁ-r@%gﬂﬂ MOAOKOM y

YelloBeKa M NPUMEHEHUIO  OCelIbTaMUBHUpPA  KOPMSIIMMHU  KEHIIMHAMH  OTPaHUYECHBI.
OrpaHnuyeHHbIE JaHHBIC MOKA3bIBAIOT, YTO OCEIbTAMHUBUP M €r0 aKTUBHBIA METabOIUT B
HEOOJBIIUX KOJUYECTBAX IPOHMUKAIOT B TPYyAHOE MOJOKO, cO3/aBas cCyOTeparneBTHYECKUe
KOHIIEHTpAalluu B KpPOBH rpyAaHoro pebenka. [Ipm HazHaueHHM OCelbTaMUBHpA KOPMSLIUM
KCHIMHAM CJIeJyeT TaKKe YYHMThIBaTh WX COIYTCTBYIOIIEe 3a00JIeBaHWME M IATOTCHHOCTb
UPKYJIUPYIOIIET0 IITaMMa BHpyca rpunma. llpm OepeMeHHOCTH W B TEpUOI TPYIHOTO
BCKapMJIMBaHUs OCEIbTAMUBHP IPUMEHSIOT TOJBKO B CIIydae, €CJIA OKU1aeMas IBHAS [10J1b3a IS
KOpMsIILiel MaTepu IPEBbIIIAET PUCK JIJIS peOeHKa.

DdepTUabHOCTD

Ha ocHoBanuu JOKIIMHUYCCKUX HOAaHHBIX HC OXHAACTCA, YTO OCCIbTAMHUBUD BJIHACT Ha

(bepTHIBHOCTh MY>KYMH HJIH XKEHIIUH (cM. pasaen 5.3.).

4.7. BiusiHue Ha CIOCOOHOCTh YIpPaBJIATh TPAHCHOPTHBIMM CPEACTBAMHU H paﬁoTaTb C
MEXaHU3IMaMH
HpenapaT HC BJIMIACT, 1100 OKa3bIBaeT HE3HAYUTEILHOE BIMSHHE Ha CIIOCOOHOCTH YIIPABJIATDH

TPaHCIIOPTHBIMU CPCACTBAMU U MCXaHHU3MaMU.

4.8. Hexkes1aTeibHbIE peaKIUH

Pesrome mpoduiist 6e3onacHOCTH

O6umit npoduns 0Oe30macHOCTH oOceNnbTaMUBUpPAa OCHOBaH Ha JaHHBIX 6049 B3pocibIx
MaIUEeHTOB/TIOAPOCTKOB U 1473 neTelt ¢ rpunmnom, moydaBIIuX OCEIbTaMUBUP WIH IIaIedo, a
Takke Ha JaHHBIX 3990 B3poCHBIX MAUEHTOB/MIOAPOCTKOB M 253 nerel, MNOTy4aromux
ocelbTaMUBUpP WIN IJane0o/He TMOJIyyaBIIMX TEpamuM B KIMHUYECKUX HCCIEAOBAHHIX I10
npoUIaKTUKE TPUIIIIA.

Kpowme Toro, 199 B3pocibix NanieHToB ¢ 0CiIa0IeHHBIM UMMYHUTETOM MOJIYYUIN OCEIbTaMUBHUP
JUIsL JIedeHus rpumnmna, 1 475 naiueHToB ¢ 0caabieHHBIM UMMYHUTETOM (B TOM uuciie 18 nereid,
10 13 KOTOPBIX MOTYyYaIH OCENbTAMUBUP U § — M1a1e00) MOIYYMIIN OCEIbTAMUBUD UM I1a11e00
JUIs TPO(UIIAKTUKY TPUIIIIA.

VY B3poCIbIX MalMEeHTOB/MOJPOCTKOB Hanbosiee YacThIMU HexenaTenbHbIMU peakuusvu (HP) B
X0Jle KJIMHUYECKUX HCCIICJJOBAaHUM JIeYeHHWsl Tpurna ObUlM TOUIHOTa M PBOTA, a B XOJE
UCCIIEIOBAaHUM 1O MPOPUIIAKTUKE — TOLITHOTA.

BonpmmacTBO yKazanHbix HP Obutn 3apeructprupoBaHbl OTHOKPATHO B MEPBBIN UM BTOPO JIeHb
TEepanuy U CHOHTAHHO pa3pellalINCh B TEUEHHE MOCIEAYOMUX 1-2 qHei.

VY nereit HauOomnee yacto Berpevarorieiicss HP Gputa proTa.
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YV GonbmMHCTBA ManKeHToB nanubie HP He mpuBoamim @%ﬁeﬁqu%ﬁglgguéﬁt;hﬁﬁhﬁpgﬂq'

CepBGBHBIG HP, NEPCUUCIICHHBIC HUXKC, pCAKO OTMCHAJINCh C MOMCHTA BbIX0/la OCCIIbTAMHUBHUPA HA
PBIHOK: aHA(QHUIAKTHYECKUE W aHA(WIAKTOMIHBIC PEAKIMH, HAPYIIEHUS CO CTOPOHBI NEYECHU
(ynpMuHAHTHBIM renaTtuT, HapynieHue (QYHKIMH MEYCHU U KENTyXa), aHTMOHEBPOTHUYCCKUH
orek, cuHapoM CruBeHca-/[DKOHCOHA M  TOKCHYECKHH  SIUACPMAIbHBI  HEKPOJIU3,
JKCITYAOYHO-KHIICYHOC KPOBOTCUCHUC U HAPYUICHUA CO CTOPOHBI HepBHOfI CHUCTEMBbBI U IICUXUKU
(cMm. pazmen 4.4, moapazaen «OcoObie yKa3aHUs).

TabanuHoe pE3IOME HEXKENATCILHBIX PeaKIMH

Hns onucanus yactotrel HP mcnone3yercs cienyromas kinaccudukanus: ouens yacmo (> 1/10);
yacmo (> 1/100, vHo < 1/10); Heuacmo (= 1/1000, HO < 1/100); pedxo (> 1/10000, HO < 1/1000);
ouenv peoko (< 1/10000); wacmoma wneuzéecmna (He MOXKET OBITH OIICHEHA Ha OCHOBE
uMmeronxcs naaHHbix). CooTBeTcTBYyIOUIas Kareropusi mnpucBauBaercsi HP Ha ocHoBanuu
00BEIMHEHHOT'O aHAIN3a KIIMHUYECKUX MCCIICIOBAHUM.

Jleuenue u npogunraxmuka epunna y 63pocivix u N0OPOCMKO8

B tabmune 3 npencrasnenst HP, BozHukasmme Hanboliee 9acTo npyu npruemMe peKOMEHI0BaHHOU
J03bl OCETbTAMHUBUPA B HCCIEAOBAHUAX IO MPO(UIAKTUKE U JICYCHUIO TPUIINA Y B3POCIBIX U
nopocTKoB (75 Mr 2 pasza B CyTKH B TeueHUE 5 qHEl /uist jgeueHus u 75 mr 1 pa3 B cyTku 110 6
HeZeNb A1 NPO(UIaKTUKN).

B uccrnenoBanusax mo npoduiakTuke rpuria npoQuiib 6€30MacHOCTH y TAITUEHTOB, TIOTyYaBIIIIX
pEeKOMeHI0BaHHYI0 103y npenaparta CenbraBup (75 mr 1 pa3 B cyTku 10 6 Hellelb), KAYECTBEHHO
HE OTIMYAJCS OT TaKOBOTO B HCCIENOBAHHIX [0 JICYCHHIO TPUIINA, HECMOTps Ha Ooiee
JUTUTENIBHBIN TIPUEM TIperapara.

Tabmuma 3. HexenaTenbHble peakiliy, BBIABICHHBIC B XOJI€ KIMHUYECKUX HCCIIECIOBAHUN T10
npo(UIAKTUKE U JICYSHUIO TPHUIIA OCEIbTAMUBUPOM Y B3POCIBIX MAIIMEHTOB U MOJAPOCTKOB UITU

B XO0€ IMMOCTPCTUCTPALTUOHHOT' O Ha6J'IIO,[[eHI/I}I.

CucremHo- HesxenarenbHble peakiuu, pactpeelIeHHbIE COTIIACHO YacTOTE BBISBICHHS
OpTaHHBII Ouenb Yacto Heuacto Penxo
KJ1acc 4acTo
Ungpexyuu  u Bbponxur,
uHeazuu Herpes simplex,
Ha30(apuHTUT,
UHEKIUH
BEPXHUX
JIBIXaTeTbHBIX
IIyTE€H, CAHYCUT
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 28.11.2023 Nz 25001
Hapywenus co (MOCNEOPRS N SRSk

CMOPOHYL
Kposu u
aumpamuveck

oU cucmembl

Hapywenus co Peakuuu AHadunakTudeckue

CMopoHbl TUIIEPUYYBCTBUT | pPEaKIIUH,

UMMYHHOU €IbHOCTH aHa(pUIaKTOUTHbIE

cucmemol peakiumn

Icuxuueckue becnokoiicTBo,

HapyuieHus aHOPMAJIbHOE IIOBEJICHHUE,
TPEBOKHOCTb,
CIIyTaHHOCTh ~ CO3HAHUA,
Open, JIeTTUPHIA,
TaJUTIOLMHAIIMN, HOYHbIE
KOLIMaphl,  MNPUYMHEHUE
cebe TEJIECHOTO
MTOBPEXKICHUS

Hapywenus co | I'ononas | becconnuna 3menenue

CMOpOHbL 60116 CO3HaHUS,

HepeHoU CyI0pOTH

cucmemol

Hapywenus co Hapyienue 3penus

CMopoHbl

opeana 3penus

Hapywenus co AputMmus

CMOPOHbL

cepoya

Hapywenus co
CMOPOHYL
ovixamenvbHou
cucmembl,
op2anos
2PYOHOU

KjlemkKu u

Kamens, 006 B

ropJie, puHopes
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

B BEpXHEH

YacTH KUBOTA),

ot 28.11.2023 N= 25001
cpedocmenus (MOCAEODBATENEHOCTE 000T)
Kenyoouno- Towmnora | PBOTa, OONBH B JKenmynoyHo-kuuieunsie
KuueyHole AKHUBOTE KpPOBOTEUEHMS,
Hapyuenus (Bximrouast 0o0Jib reMOpparu4eckuii KOJIuT

TUCTIETICHS

Hapywenus co [ToBbiieHNE @OyJIbMUHAHTHBIN TEMATHT,

CMOpOHbL AKTUBHOCTH MeYeHOYHas

neyeHu u «TEYEHOYHBIX» | HEIOCTATOUYHOCTh, TeMaTUT

JHcenuesbl800s (dhepMeHTOB

wux nymeu

Hapywenus co DKk3ema, AHTMOHEBPOTHYECKUI

CMOPOHbL JEpMaTur, OTEK, MyJIbTH(HOPMHAS

KooicU u CBHIIIb, spUTEMa, CUHJIPOM

NOOKOJICHBIX KparnuBHHULIA CruBeHnca-/[>koHCOHa,

mKaHet TOKCHYECKHI
ANUJAEPMAIbHBIA HEKPOJIU3

Obwue Bois,

HapywieHus U rOJIOBOKPY’KEH

pearyuu 8 ue  (BKiIOyas

Mecme BEPTHIO),

86edenus YTOMJISIEMOCTb,
JMXOpajKa,
0oub B
KOHEYHOCTSIX

Jleuenue u npogpunakmuxa spunna y oemei

B kimHuYecKkux ucclieJOBaHUSIX OCeIbTaMUBHPA MPU JICUEHUH T'pUIlNa IpUHUMaNu ydactue 1473
pebenka (BKIIOUas B LIEJIOM 3JI0POBBIX JleTed B Bo3pacTe oT 1 mo 12 mer u jgereit ¢ acTMoil B
Bo3pacte oT 6 nmo 12 mer). U3 Hux 851 pebeHok mmonyyasn Tepanuio OCEIbTaMHUBHPOM B
JIeKapCTBEHHOH Qopme «cycrneHsusi». Bcero 158 nereit mosiydanu peKOMEHIOBAHHYIO 103y
ocenpTaMuBUpa | pa3 B CyTKU B UCCIIEJOBAHUSX MOCTKOHTAKTHOW MPO(UIAKTUKY B JOMAIIHUX
ycnoBusix (n=99), B 6-HeAENbHBIX HCCIEIOBAHUIX CE30HHONW NpodmiakTuku (n=49) u
12-HenenbHBIX HCCIENOBAaHMUAX CE30HHONW NPO(PUIAKTHKM Yy TMAIUEHTOB ¢ OcIa0JIeHHBIM

ummyHuteroM (n = 10).
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B Tabmume 4 mnpencraBmnenst HP, nanGosep

WCCIIEIOBAHUM Y JIETEM.

COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 28.11.2023 N 25001

uactdedobtnatMbte | otte ‘it ddinx

Tabmuua 4. HP, BeIsIBIIEHHBIE B X0/1€ KIIMHUYECKUX UCCIIEIOBAHUI 10 MPOMUIAKTUKE U JICYCHUIO

TpHIIa OCeTbTaMUBUPOM Yy neTei (103a oT 30 Mr 10 75 Mr B 3aBUCUMOCTH OT BO3pacTa/Beca).

CucreMHO-OpraHHbIN

HexenarenbHbie pcakuuu, pacrupCACICHHLIC COITIACHO 4aCTOTC

KJ1acc BBISIBJICHUS
OueHn Yacto Heuacto Penxo
4acTo
Hugpexyuu u unsasuu Cpennuii oTut
Hapywenus co ['onmoBHas 60J1b
CMOPOHbL HepB8HOU
cucmemul
Hapywenus co KoHbIOHKTUBUT
CMOPOHbL opeana (BKJIIOYAsi TMOKpacHEHHE
3peHust IJ1a3, BBIICJCHUS U 0OJIb)
Hapywenus co bouib B yxe Hapymenus co
CMOPOHbL opeana CTOPOHBI
cuyxa u 1abupunma OapabaHHOI
MEePETIOHKU
Hapywenus co | Kamenp, | Punopes
CMOpOHbL 3aJI05KEH
ovixamenvbHou HOCTh
cucmemvl,  op2aHog | HOca
2PYOHOU  KIemKU U
cpedocmenust
Kenyoouno- PBora Bosnb B xkuBOTE (BKIIOYAst
KuuleuHvle HapyuleHus 007b B BEpXHEW wYacTu
JKUBOTA), JUCIICIICHS,
TOIITHOTA
Hapywenus co Hepmatut
CMOpOHbL  KOJCU U (BrITIOUAsS
NOOKOJICHBIX MKAHEL AUIePTHYECKUN U
aTONUYECKUI
JIEpMaTHT)
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.11.2023 N2 25001

(NOCNEQCBATENEHOCTE 0001)

OmnmcaHne OTASTBHEIX HEKEIATSIbHBIX PEaKIIH

Hapywenus co cmopoHvl HepeHOU cucmembvl U NCUXUKU

['punmo3Has WHQPEKIUS MOXET aCCOLMHPOBATHCS C PA3IMYHBIMH  HEBPOJIOTUYECKUMU
CUMIITOMAMU ¥ WM3MEHEHUSMH IOBEJEHMs, BKIIIOYas TaKue CHUMIITOMBI, KaK TaJUTIOLIMHAIMH,
NeNUpUid, W aHOpPMaJbHOE IIOBEJECHHE. B HEKOTOphIX cilydasXx OHHM MOrYT IIPHBECTH K
CMEPTEILHOMY UCXOAY.

JlaHHbI€ SBJIEHUS MOTYT BO3HUKATh KaK Ha (pOHE pa3BUTH SHIE(DATONAaTUN WU SHIIe(aTnTa, TaK
U OT/IEJIbHO, 0€3 IBHOTO TSKENOro 3a00JIeBaHMsL.

B nocrperucTpallMoOHHBIX COOOLIEHUAX Y MALMEHTOB, KOTOPBIE MOJyYald OCEJIbTaMHUBHUP AJIS
JIEUYEHUs TPUIIA, OTMEYAINCH CYyIOPOTH U AETUPUN (BKIIOYasi TAKME CUMIITOMBI, KaK HApyILLIEHNE
CO3HAHMA, CIYyTAaHHOCTb CO3HAHMSA, AaHOPMAJIbHOE IOBEJACHUE, Open, TaIIOLMHALNY,
0eCIIOKONUCTBO, TPEBOXKHOCTb, HOYHBIC KOIIMAapbl). OTH Clydyal pPEIKO CONPOBOXKIAINUCH
OMACHBIMU JUIsl JKU3HU AKTHBHOCTSMU WIM JIETAJIbHBIM HCXOMOM. JlaHHbIE sBIEHUS ObLIN
3aperucTpUpOBaHbl B OCHOBHOM CPEIU JETEH U MOJAPOCTKOB U YacTO MMEJIM BHE3AIHOE HA4ajIo U
OBICTpOE pa3pelIeHUE.

Ponp  ocempTamuBHpa B Pa3BUTUM  JIaHHBIX  SIBJICHMH  HEWU3BECTHA.  YKa3aHHbIE
IICUXOHEBPOJIOIMUYECKUE HAPYILIEHUs TaKkKe ObLIM 3aperucTpUpOBaHbl y MAllUEHTOB C TPUIIIIOM,
HE MOJIyYaBIIUX OCEIbTAMUBHP.

Hapywenus co cmopoHbl neuenu u JHceniesblgo0sauux nymeti

Hapymienust co cTOpOHbI IEYEHU U JKETYEBBIBOASIIMX MYyTeH, BKIIOYasl FeNaTuT U MOBBILICHUE
AKTUBHOCTH «II€YEHOUYHBIX» (EpPMEHTOB, OTMEYAIUCh Yy TMAlUEHTOB C TIPUIINONOJOOHBIM
3a00sieBaHNEM. YKa3aHHbIE SIBICHUS TakXKe BKIIIOYaIM (yJIbMUHAHTHBIM I'eaTUT/IEYeHOUYHYIO
HEJ0CTATOYHOCTb C JIETATbHBIM UCXOJ0M.

[Ipoune 0co0bIe NONYJISIIIUY TTAITUECHTOB

Tloowcunvie nayuermsl U nayueHnvl C XpOHulleC'K’OZZ cepdelmoﬁ u/ufzu ovblxamenvbHoU
He0oCmMamoyHOCmMyvio

[Tormymsitusi, BKIFOYCHHAS B UCCIICIOBAHUS 110 JICUSHUIO TPHIIIA, COCTOSIIA B IIEJIOM U3 3I0POBBIX
B3POCIIBIX/TIOAPOCTKOB W TAIMEHTOB TPYIIbI pPUCKA (PUCK PA3BUTHUS OCIOXKHEHHH TpUIIIa,
HanpUMep, MOMYMSAIUs MOXKUJIBIX MAIlMeHTOB M TMAllMeHTOB C XPOHUYECKOW CepAeYHOM WU
JIBIXaTeITbHON HEIOCTAaTOYHOCTHI0). B 1emom mpoduias 6€301acHOCTH Mpenapara y MalieHTOB
TPYIIIBI PUCKa OB COTIOCTABUM C TAKOBBIM B IIEJIOM Y 37I0POBBIX B3POCIBIX/TIOJIPOCTKOB.
Tayuenmoi ¢ ocrabreHHbIM UMMYHUMEMOM

Jledenue rpunma y maiueHToB ¢ 0cIabIeHHBIM MMMYHUTETOM OLIEHUBAJTIOCH B IBYX KIMHUYECKHUX
MCCJIEIOBAHMSIX : TAIIMEHTHI MOJyYaId CTaHIaPTHYIO /103y WM MOBBILIEHHYIO 103y (IBOMHYIO WK

TPOIHYI0) ocenbTamuBupa (cM. dacth 5). [Ipoduis Ge3omacHocTH npemaparta, HabIt01aeMbIi B
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.11.2023 N2 25001

JaHHBIX MCCIENOBAHUIX, OBII COIIOCTABHM| C TaK@Qﬁ-jgﬂ'g&%E%ﬁ% IIIJ'H/IP{PIIEIIédKI/IX

UCCJIEI0BAHUSX, B KOTOPBIX OCEIbTAMUBUP MPUMEHSIICA JUIs JICUEHUS TALIUEHTOB C HOPMAJIbHBIM
MMMYHUTETOM CpPEIU BCEX BO3PACTHBIX TPYII (3I0POBbIC MAIMEHTHI WU MAIlUEHTHI U3 TPYIIIIHI
pHUCKa, HampuMmep, ¢ AbIXaTeIbHOW W/WIM CepACYHOM HeN0CTaTOYHOCThI0). Hambosee yacTbiM
HE)KeJaTeJIbHBIM SIBJICHUEM Yy JIeTell ¢ 0cla0IeHHbIM UMMYHUTETOM ObL1a pBOTa (28 %)).
B xome 12-HemenpHOro WCCIEAOBaHUS MO MNpoQIakTHKe Tpunma y 475 NanueHToB ¢
ocialIeHHBIM UMMYHUTETOM (BKIo4as 18 mereit B Bozpacrte ot 1 10 12 niet u crapiuie) npoduiis
Oe3omacHOCTH B rpynmne oceiabTamuBupa (238 manueHTOB) OBLT COMOCTaBUM C paHee
Ha0JI0/1TaeMbIM ITPO(dUIIEM OCEIbTAMUBHPA B KIIMHUYECKUX UCCIIEOBAHUSX MO MPODUIaKTHKE.
eTH
Jemu (0o 1 200a)
B nByx wuccinenoBanusx (apMakOKMHETHKH, (apMaKOJUHAMHUKUA U TpOopuis Oe30MacHOCTH
OCeJIbTAMHUBHUPA, B KOTOPbIX MpUHUMaIIA ydyacThe 135 nmereld B Bo3pacTe A0 | roja ¢ rpummom,
npoduias 0E30MacHOCTH Mpemnapara ObLI COMOCTaBMM B PA3JIMYHBIX BO3PACTHBIX TPYyIIax.
Haubonee yacto cooliaeMbIMU HEKEIATEIBbHBIME SIBICHUSAMH TIPU 3TOM OBUIH PBOTA, TUapes U
ompenocts (cM. pazaen 5.2). JlaHHble 0 AETAX B MOCTKOHLENTYaJbHOM BO3pacTe 10 36 Heaenb
HEJOCTATOYHBI.
Janubie Mo 6€30MacHOCTH MIPUMEHEHHUS OCEIbTAMUBHUpA MPHU JICUCHUU Y JeTel B Bo3pacTe 10 1
roja TOJY4YeHBI U3 MPOCIEKTUBHBIX WM PETPOCIICKTHBHBIX HAOIIOAATEIBHBIX HCCICAOBAHUN
(Bxurouanu Oostee 2400 aeTeil maHHOTO BO3pacTa), MCCICIOBAHUN SMHICMHOJOTHYECKHX 0a3
JaHHBIX M MOCTpPErucTpanuonHoro Haodmoaenus. [Ipoduns 6e3onmacHocTy y aerei a0 1 roma
COTIOCTaBUM C M3BECTHBIM IMpoduiIeM 0€30MacHOCTH Y IETeH B Bo3pacTe 1 rojia u crapiie.
Jlemu ¢ 6ponxuanbHoU acmmou 6 aHamHese
B nenom npoduns HP y neteit ¢ 6ponxuanbHON acTMOI B aHaMHE3€ ObLJT COMTOCTABUM C TAKOBBIM
B LIEJIOM Y 3/I0POBBIX JIETEH.

Coo0111eHne 0 moI03pEBAEMBIX HEXKEIATEIBHBIX PEAKIIMIX

Baxxno cooOmarb 0 NOJ03PEBAEMBIX HEXKENATENbHBIX pEaKUusX I0CNIe PETUCTpaluu
JIEKapCTBEHHOTO Tpernapara ¢ 1eliblo 00ecIeyeHNs HeNPEephIBHOIO MOHUTOPUHTAa COOTHOILICHUS
«I0JIb3a — PHUCK» JIEKapCTBEHHOIO Mpenapara. MenuIuHCKUM paOOTHUKAM pPEKOMEH]yeTCs
coo01aTe 0 JIIOOBIX MOJ03PEBAEMbIX HEXKENATENIbHBIX PEaKIUAX JEKapCTBEHHOTo Ipernapara
yepe3 HallMOHAJIbHbIE CHUCTEMbI COOOIIEHHS O HEKEIATeNbHBIX PEaKIHUSIX IOCyIapCTB — YICHOB
EBpa3uiickoro 3K0HOMHUYECKOTr0 COI03a.

Poccniickas @enepanvs

109012, r. MockBa, CrniaBstHCKasl TUIoIIanb, 1. 4, ctp. 1

®denepanpHas cayx0a Mo Haa30py B chepe 3paBoOOXpaHEHUS
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Tesnedpon: +7 800 550 99 03 (MOCNEROBATENBHOCTL 000T)

OnekrponHas mouta: pharm@roszdravnadzor.gov.ru
CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTn «MHTepHeT»:

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

B OonpmmHCTBE CilydyaeB Mepelo3UpoOBKa B XOJA€ KIMHUYECKHX MCCIEJOBAaHUN W TpU
HOCTPETUCTPALIMOHHOM TIPHUMEHEHUH OCEIbTaMHBHPAa HE CONPOBOXKAANACh KAaKUMH-INOO
HEe)KENaTeNbHBIMU  SBICHUSAMH. B OCTanbHBIX  ClIydasX CHMOTOMBI  IEPEIO3UPOBKH

COOTBCTCTBOBAJIN HCIKCIIATCIIbHBIM ABJICHUAM, IPCACTABJIICHHBIM B pa3aciic 4.8.

5. DPAPMAKOJIOTMTYECKUE CBOMCTBA

5.1. ®apmakoauHaMuYecKHe CBOiCTBA

®apMakoTepaneBTUYECKas TpYIa: MNPOTUBOBUPYCHBIE CPEICTBA CHCTEMHOIO JICHCTBUS;
MIPOTUBOBUPYCHBIE CPECTBA MPSIMOT0 ACHCTBUS; MHTUOUTOPHI HEMPaMUHUAA3HI.

Kox ATX: JOSAHO02

Mexanusm neiicteus u hapMakoauHaMmudeckue dbhheKThl

[TpotuBoBUpyCcHBIA mnpenapar. OcenpbTaMUBUDP SBJISETCS IPOJEKAPCTBOM, €ro aKTHUBHBIN
meTtabonmut (ocenbramuBupa kapookcunar, OK) — 3deKTUBHbBIN U CENEKTHUBHBIA WHTHOUTOP
HelipaMHUHUa3bl BUPYCOB Tpumma Tuna A u B — QepMeHTa, KaTalu3upymoOIIEro MpoIecc
BBICBOOOKJICHUS! BHOBb OOpPa30BAHHBIX BHUPYCHBIX YacTUIl U3 HMH(UIHMPOBAHHBIX KIETOK, HUX
IIPOHUKHOBEHUS B HEMH(UIIMPOBAHHBIE KJIETKU AMUTENUS JIbIXaTeIbHbIX MyTEeH U JaJIbHEUIIEro
pacmpocTpaHeHusl BUpyca B opraHu3Me. TOPMO3HT pocT BHpyca rpumma in Vitro u mojasiseT
PEILTUKALIUIO BUPYCA U €T0 MaTOreHHOCTh IN VIVO, yMEHbIIAST BbIIC/ICHHE BUPYCOB rpurmna A u B
u3 opraHm3ma. MccnegoBaHus KIMHMYECKHUX H30JSTOB BHpyca TpUINIA IOKa3ajld, 4YTO
koHuentpanuss OK, HeoOxomumas mns uHruOupoBanus Herpamuaugassl Ha 50 % (ICsp),
cocrasiuset 0,1-1,3 HM s Bupyca rpunmna A u 2,6 HM nis Bupyca rpunna B. Mennana 3sHaueHui
ICs0 U151 Bupyca rpunna B HeckobKo BbIIe U cocTaBiser 8,5 HM.

Knunuuecxas s¢pgpexmuenocmeo

B nmnpoBeneHHBIX HcCCEIOBaHUSAX OCENbTAMUBHD HE OKa3blBaJl BIMSHUS Ha 00pa3oBaHueE
IPOTHBOTPUIMIIO3HBIX AHTUTEN, B TOM YHCIE Ha BBIPAaOOTKY aHTHTEI B OTBET Ha BBEACHUE
WHAKTUBUPOBAHHOMN BaKIIMHBI POTUB TPHUIIIIA.

Uccneoosanus ecmecmeenHoll 2punno3Hol uHgexkyuu

B kiMHHYeCKHX HCCIEI0BaHUAX, IMPOBEACHHBIX BO BpeMs CE30HHOM HWHGEKUHUU TpUIIIa,

MaluCHTBI HAYMHAJIU T10JIYy4YaThb OCCIIbTAMHUBUP HE IMO3IHCC 40 gyacoB IOCIIC TOSBICHUS MEPBLIX
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CUMITOMOB T'punno3Hoi nHpekuuu. 97 % nanueHTon Ghidid éﬁépﬁi%%ﬂ%ﬂ%ﬁbﬁ@ﬁ rﬁnﬂr'r}ﬁa A

u 3 % mnauueHToB — BupycoMm rpumnmna B. OcenpTaMUBUD 3HAUUTENIBHO COKpallail MEpPHOJ
KJIMHUYECKUX TMPOSABICHWNA Tpummo3Hod wuHpexkunun (Ha 32 w4yaca.). Y MaueHToB ¢
HOJATBEPXKIECHHBIM JIMarHO30M TpUINA, NPUHUMABIIUX OCEIbTAMUBHUD, TAKECTh 3a00JCBaHMI,
BbIp@)KEHHAs KaK IUIOIIAb 110/ KPUBOW Ul CyMMapHOIo MHJEKCa CUMITOMOB, Oblia Ha 38 %
MEHBIIIE IO CPABHEHUIO C MAlMEHTaMH, NOJYyYaBIIMMHU Iutanedo. bomee Toro, y mosoabix
NAIMEeHTOB 0€3 COIMYTCTBYIOIIMX 3a00J€BaHUN OCENbTAMHUBHP CHWXXalN mpuMepHo Ha 50 %
YacTOTy Pa3BUTHs OCIOKHEHMH TpHIIa, TPeOYIOIMX MPUMEHEHUS aHTUOMOTHUKOB (OpOHXUTA,
[IHEBMOHUM, CHHYCHUTA, CpEJHEro OTUTa). DbBIIM MOJy4YeHbl 4YeTKHE J0Ka3aTelIbCTBa
3¢ PEKTUBHOCTH IpenapaTa B OTHOIIEHUH BTOPHYHBIX KPUTEPHEB 3(PPEKTUBHOCTH, OTHOCSIIIUXCS
K QHTUBHUPYCHOM AaKTHBHOCTHU: OCEIbTAMHUBHUP BBI3BIBAI KaK YKOPOUYECHHE BPEMEHH BBIICICHUS
BUpYCa U3 OPraHNW3Ma, TaK U YMEHbILEHHE IUIOMIAH 1101 KPUBOW «BUPYCHBIE TUTPHI-BPEMSI».
JlaHHbIe, NOJyYEeHHbIE B UCCIIEIOBAHUY 10 TEPAIUH OCEIbTAMUBUPOM Y MALIUEHTOB MOKUIIOTO U
CTapyeCcKOro BO3pacTa, MOKa3bIBAIOT, UTO IIPUEM OCEIbTAMMUBHPA B J103€ 75 MI 2 pa3a B CyTKH B
TEUYEHUE 5 JHEW COMPOBOXKAAJICS KIMHHUYECKH 3HAYMMBIM YMEHBIICHHEM MEIUaHbl MEepPHOAa
KJIMHUYECKUX MPOSBICHUNA TPUNIIO3HOW MH(EKUNH, AaHAJIOTUYHBIM TAaKOBOMY Y B3POCIBIX
NalMeHToB 0oJiee MOJIOAOTO BO3pPACTa, OJHAKO Ppa3IMuYUsl HE JIOCTUIIIM CTaTUCTHYECKOM
3HAaYUMOCTH. B Jpyrom wuccieqoBaHUM TAalMEHTHl C TPUIIOM crapuie 13 jer, umeBmme
COITYTCTBYIOIIME XPOHUUYECKHE 3a00JI€BaHUS CEPIETHO-COCYANCTON U/WIIN IBIXaTEIbHON CUCTEM,
HOJIyYaJy OCEJbTaMUBHUP B TOM )K€ PEXHUME J03UpOBaHUS Wi Iutane6o. OTauuuil B MeauaHe
nepuojia 0 YMEHBIIEHUS KIMHUYECKUX HPOSBICHUH TPUNNO3HOM HH(PEKIMH B Tpymmax
ocelbTaMUBUpA W TuTanebo He OBbLIO, OJHAKO MEPHOJ TOBBIMIEHHUS TEMIIEPAaTyphl TPU MPHEME
OcelbTaMUBUpPA COKpaIiaics npuMepHo Ha | neHb. Joys manmeHToB, BBIICISIONINX BHPYC Ha
2-oii u 4-plii IeHb, CTAHOBUJIACh 3HAUUTENbHO MeHblIe. [Ipoduias Ge30macHOCTH ocebTaMUBHpa
y TNAIMEeHTOB TIPYMIbl pPUCKa HE OTIMYajlCs OT TaKOBOTO B OOIIEH MOMYJSIMHU B3pPOCIBIX
MAIMEeHTOB.

Jleuenue epunna y bepemeHHbIX HCeHUUH

KoHTtponupyeMsIx ncciiejoBaHuil y 6epeMeHHBIX KEHIIHMH He TPOBOAMIOCh. OTHAKO pe3ylbTaThl
HOCTPErHCTPALIMOHHBIX U PETPOCTIEKTUBHBIX HaOJII01aTeNIbHBIX UCCIIeI0BaHUM
MIPOJEMOHCTPUPOBAIIU TOJIb3Y MPEANOIAraeMoOro pexxuma J03UpOBaHUS AJI JaHHOW MOMYJIsSIUN
NAlMEHTOB B  OTHOLIEHWH  CHIDKEHHS  3a00JIeBa€MOCTH/CMEPTHOCTU.  Pe3ynbTarhl
(apMaKOKMHETHYECKOT 0 aHaIM3a MoKa3au 06osiee HU3KYI0 SKCIO3HIINIO0 aKTUBHOI'O METaboINTa,
TEM HE MeHee, U3MEHEHHE peKuMa J03MPOBaHUS y OEepeMEHHBIX JKEHIIMH NpH MpPOBEICHUH
Tepanuu Wik NpopUIaKTUKH HE peKOMeHIyeTcs (cM. pasaen 5.2, moapazaen «OcoObie TPYIIbI

ManucHTOB», ITYHKT «BepeMeHHBIe )KGHIIIHHI)I»).
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(NOCNEQCBATENEHOCTE 0001)

Jleuenue epunna y demeti

VY nereii B Bo3pacte 1-12 net (cpenHuii Bo3pact 5,3 roxa), umeBmux auxopaaky (= 37,8 °C) u
OJIMH M3 CHUMIITOMOB CO CTOPOHBI JBIXAaTEIbHOM CHCTEMBl (Kalleidb WJIM PHHUT) B HEPUOJ
LIUPKYJIALMK  BUpyca TIpuUIa CpeId HaceleHus, ObUI0O IPOBEIEHO JBOMHOE clernoe
1a1eb0-KOHTpoJIpyeMoe uccienoBaHue. 67 % nanueHToB ObLIM MH(DUIMPOBaHBI BUPYCOM
rpunmna A u 33 % nauueHToB — BUpycoM rpumma B. OcenpTamuBup (Iipu npueme He nosjanee 48
YacoB MOCJE TOSBJICHUS MEPBBIX CHUMIITOMOB TPUIIO3HON WHQEKINHN) 3HAYUTEIBHO CHUXKAI
MPOJIOJDKUTENILHOCTh  3a0oneBanust (Ha 35,8 dwaca) mo CcpaBHEHHIO C  Iwianeoo.
[TpomoKUTENBHOCTh 3a00JIEBaHUsl  ONpEAEsUlach Kak BpeMs [0 KyINHpPOBaHUS Kalluld,
3aJI0’)KEHHOCTH HOCA, UCYE3HOBEHUS JIMXOPAJIKU, BO3BPALCHUS K 00BIYHON akKTUBHOCTH. B rpyme
JIETEH, MOITy4aBIINX OCEIbTAMUBUP, YACTOTA OCTPOr0 CPEJHEro oTuTa cHuxkauack Ha 40 % mo
CpaBHEHMIO C rpynmnoil muane6o. Bei3gopoBieHne u Bo3BpalieHHe K OOBIYHON aKTMBHOCTHU
HACTYNaJO MOYTH Ha 2 JHs paHblle Yy JAeTel, MoJyyaBIIUX OCEIbTaMHMBHp, 110 CPaBHEHUIO C
rpynmnoi miamedo.

B apyrom uccnenoBanum y4acTBOBAJIM JIETH B Bo3pacTte 6-12 ser, crpagaromue OpOHXHATBHOM
acTMoif; 53,6 % manueHToB UMENIH I'PUMIO3HYI0 HH(PEKIUIO, TOJTBEPKIACHHYIO CEPOIOrHUECKU
u/wim B KylibType. MeauaHa NpoJOJDKUTENBHOCTH 3a00JIeBaHUSl B TIpyIIE MalUeHTOB,
MIOJIyYaBLINX OCEJIbTAMUBUP, 3HAUUTEIBHO HE CHIDKaNIack. Ho k mocneanemy 6-my JHIO Tepanuu
0CeIbTaMUBUPOM 00beM (OopcHpoBaHHOTO BboXa 32 1 cekynay (OPB1) mossimrancs va 10,8 %
10 cpaBHEHUIO € 4,7 % y MalueHToB, MOJIyYaBIInX I1j1a1edo.

IIpogunaxmuxa epunna y 63pocivix u HOOPOCMKO8

[Tpodunaktuyeckas 3pHeKTUBHOCTh OCENbTAMUBHPA IIPU €CTECTBEHHOM IPUIIIO3HON HHPEKIUU
A u B 6b11a 1oka3zaHa B KIIMHUYECKUX ucciieqoBanusx. Ha one npuema ocenbraMuBrpa rpuninom
3a0onenu okono 1 % mnanmeHtoB. OcenbTaMUBHP TaKKe 3HAYUTENBHO YMEHBIIAT YacTOTY
BBIJICJIEHUS BUpYCa U MPpeloTBpallal epeaady BUpyca OT OJHOTO WIEHA CEMBH K IPYroMy.
B3pocinbie u noapocTku, KOTOphIe OBLIM B KOHTAKTE C 3a00JICBIIMM WICHOM CEMbH, HAUMHAIN
IIPUEM OCeIbTAMUBUPA B TCUSHHE JIBYX JTHEH ITOCIIe BOSHUKHOBEHHUSI CHMIITOMOB T'PHIIIIA Y YICHOB
CEMBU M IPOJOJDKAINA €r0 B TeUEHUE 7 AHEW, 4TO JOCTOBEPHO YMEHBILIAJIO YACTOTY CIIy4acB
TPHUIINA y KOHTAaKTUPOBABIIKX JIUI HA 92 %.

YV HEeNpHBUTHIX U B LEIOM 3J0POBBIX B3pOCIBIX B Bo3pacte 18-65 nmeT nmpueM ocenbTaMUBHpa BO
BpeMs SMUJEMUH TPUIINA CYHIECTBEHHO CHIDKAJ 3a0oeBaeMocTh rpunmoM (Ha 76 %). [lanueHTsl
NPUHUMAIHU TIpenapar B TeueHue 42 aHei.

VY 7M1 MOXKUIIOTO U CTApYeCcKOro BO3pacTa, HaXOJUBIIMXCS B JJOMax JUIs mpecTtapensix, 80 % u3
KOTOPBIX OBUIM MPUBUTHI MEPEJ] CE30HOM, KOTJa MPOBOJIUIOCH HCCIIENOBaHHUE, OCEIbTaMUBUP

CHI>KaJ 3a0051eBaeMOCTh rpunnoM Ha 92 %. B Tom xe uccienoBaHUM OCeTbTaMUBUP JOCTOBEPHO
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(Ha 86 %) yMeHbIIAT 4YacTOTy OCJOKHEHUIf rpnnd:zr:l ':'Gbggﬂ&;g',“-ﬁ%%ﬁﬁpx = %&%ﬁm.

[TarueHTs! IPUHUMAJIK NIpenapaT B TeueHue 42 THe.

Ipogpuraxmuxa epunna y oemetl

[Tpodunaktuyeckas 3pHeKTUBHOCTH OCEIbTAMUBHPA MIPU €CTECTBEHHOM IPUIIIO3HON HHPEKIUU
ObLy1a POJIEMOHCTPUPOBaHa y Aerei oT 1 roga 1o 12 et mocie KOHTaKTa ¢ 3a00JIEBIINM YICHOM
CEeMbH HJIU C KEM-TO U3 MIOCTOSIHHOTO OKpYKeHUsl. OCHOBHBIM MapaMeTpoM 3¢ (HeKTUBHOCTH ObLi1a
gacToTa 1a00PaTOPHO MOATBEPKICHHON TPUTITIO3HON WH(EKIIUH.

Ilpogpunaxmuxa epunna y 1y ¢ 0c1adIeHHBIM UMMYHUINEMOM

VY aur ¢ ocnabieHHBIM UMMYHUTETOM MPU CE30HHOW TPUIMIO3HON MH(GEKIUU U IPU OTCYTCTBUU
BUPYCOBBIJICIICHUS! HUCXOJHO NPOPHIAKTHYECKOE NMPUMEHEHHE OCEIbTaMUBUpPA IMPHBOIMIO K
CHI)KEHUIO 4acTOThI 1a00paTopHO MIOITBEP K IEHHOM TPUIIIO3HON UH(EKINH,
CONPOBOXKAAIOUIEICS KIMHUYECKOW cumnToMatukoi, 10 0,4 % no cpaBHeHuto ¢ 3 % B rpymnie
wiane6o. JlaGoparopHo mOATBEp:KIEHHAS TPUIIO3HAS WHOEKIHs, COMPOBOXKIAOLIASICS
KJIMHUYECKONH CUMIITOMAaTHKOW, IMarHOCTUPOBajiach NpU HAIMYUHU TEMIEPATyphl B MOJIOCTU pTa
Boimie 37,2 °C, Kalwist u/WIM OCTPOTo pUHUTA (BCE 3apETUCTPUPOBAHHBIC B OJIUH U TOT XK€ JACHBb BO
BpeMs ~ mpueMa  mpemapara/mnanebo), a  TakkKe  MOJIOKUTEIBHOrO0  pe3ynbTaTa
00paTHO-TpaHCKPUNITA3HOM MoMMepa3Hoii nenHoi peakuuu Ha PHK Bupyca rpunmna.

Jleuenue epunna y nayuenmos (Oemetl, NOOPOCMKO8 U 83POCIbIX) C OCAAOIEHHBIM UMMYHUMEMOM
B panmoMu3MpoBaHHOM [IBOIHOM CIIEIIOM HCCIICOBAaHUHM OLEHKH PO O0e30MacHOCTH
OCeNbTaMUBUPA M €ro BIMSHHUS Ha pPa3BUTHE PE3UCTEHTHOCTHU BHpyca rpumma (IepBUYHBIN
aHaiu3) y MalUeHTOB C OCIabJeHHbBIM MUMMYHUTETOM U TPHUMINO3HOW MHQEKIHed MpUHUMATU
yuactre 151 B3pociblii manueHt, 7 moapoctkoB (> 12 net) u 9 nerell. DTU MaAlUEHTHI OBLIN
INPUTOJIHBI TakXke U i1 OLUEHKH 3(PPEKTUBHOCTU OCEIbTaMUBHUpa (BTOPUYHBINA HEOYCTEpPHBIH
aHanmu3). B uccnenoBanue ObUTH Tak)Ke BKIFOYEHBI MALIMEHTHI [TOCTIE TPAHCIUIAHTAIIMK COJTUIHBIX
OpPraHoOB, I'€MaTOMO3TUYECKUX CTBOJIOBBIX KileTok, BUY+ mammentsl ¢ uuciom CD4+ knetok
< 500 KIeTOK/MM®, TAIUEHTHI, HOTydaBIIie UMMYHOCYTIPECCHBHYIO TEPAITHIO, 4 TAKKE MAIIHEHTHI
CO 3JIOKa4eCTBEHHBIM reMo0sacTo3oM. [lanrenTs! ObUIM paHIOMHU3UPOBAHbI B IPYMIIbI JEUEHUS
ocelbTaMUBUPOM Ha MpoTspkeHuu 10 nHelt (rpynna ctanaapTHOU 1036l 75 Mr 2 pa3a B CyTKH — 73
B3pOCIBIX MaLMEHTa, 4 moApocTKa U 4 pebeHka; rpymmna JBoiHoM 10361 150 Mr 2 pa3a B CyTKH —
78 B3pOCHBIX MAIMEHTOB, 3 MOAPOCTKA U 5 JeTei) B TeueHue 96 4acoB ¢ MOMEHTA Pa3BUTHS
CUMIOTOMOB rpumnmna. s nereil go3a Oblla CKOPPEKTUPOBAHA B 3aBUCHUMOCTH OT Macchl Tea.
Cpennee BpeMsi pa3pelieHusi CUMIITOMOB I'pUIIA Y B3POCIbIX MAIMEHTOB U MOAPOCTKOB OBLIO
comoctaBuMo B rpymnmne crannaptHod m03bl (103,4 uaca, 95 % HOBepUTENbHBI HHTEpBAI
75,4-122,7) u B rpymnme aBoiinoi 103s1 (107,2 waca, 95 % moBeputensHblil nHTEpBai 63,9-140,0).

Bpewms pa3penieHuss CAMITOMOB IPUIIA Y I€TE€H CUIBHO Pa3IndalioCh, YTO BBI3BIBAET CIOKHOCTH
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B MHTEPIPETALMU PE3YIbTATOB U3-3a MAJIEHBKOIO paSMéBé:%—B;b%El&Eﬁ-ﬁﬁﬁ%ﬁ' ‘€ootidttdnme

B3POCIIBIX MMAIMEHTOB CO BTOPUYHBIMHA MH(EKIUAMH OBUIO Takke cornoctaBumo (8,2 % B rpyrre
crangapTHou 7036l U 5,1 % B rpynne aBoiHoU 103bl). Cpeau AeTeil U MOAPOCTKOB TOIBKO y 1
nanueHTa (MOAPOCTKAa) B TPyNIE CTaHIAPTHOM J03bl pa3BUiIach BTOPUYHA HHQEKIUSA
(6bakTepuanbHplii cuHycuT). HccnenoBanue QapmakoguHaMUKH W (PapMaKOKMHETHKH OBLIO
MPOBEJICHO C yY4aCTUEM JIETEH C CHIIbHO OCTa0ieHHBIM UMMYHUTETOM (< 12 Jjiet, N = 30), KoTopbie
MOJIy4aJId OCEJIbTAMUBHUP B CTAaHAAPTHOM J103€, CKOPPEKTUPOBAHHOM 110 Macce Tena (75 mr 2 pasza
B CYTKH), U B TPOHHOM 03¢ (225 Mr 2 pa3a B CYTKH) IO aJIaliTUBHON cxeme npuema 5-20 mHei
(cpenHsist POJOIKUTENBHOCTD JICUeHHs 9 JqHei). Y maiueHToB B IPYIIe CTaHIaPTHON O3Bl HE
OTMEUAINCh BTOPUYHBIE OakTepuanbHble MHEKIU (OPOHXUT M CHHYCHUT), O 2 CIOydasX HX
pa3BUTHS COOOIIATIOCH Yy MAIIMEHTOB B TPYIINE TPOWHOU 03bl. JlaHHBIE U3 ABYX HCCIEIOBAHUN
dbapMakoKMHETHKH M (apMaKOJUHAMUKUA MOATBEPXKIAIOT SKCTPANOIAIUI0 3((HEKTUBHOCTH
mpenapaTta y B3pOCIBIX MAIlMEHTOB C OCJIA0JI€HHBIM MMMYHUTETOM Ha MAalMEeHTOB JIETCKOTO
Bo3pacTta (< 18 1er) ¢ ocnabieHHBIM UMMYHUTETOM (CM. pazaen 4.2, moapaszaen «Ocodbie TpyIbI
MAIUeHTOByY W pazaen 5.2, moapazaen «OcoOble TPYMIBl MAMEHTOBY», MYHKT «llalMeHTsl ¢
0CNabJIEHHBIM UMMYHHUTETOM»).

Pezucmenmnocmo

Knunuueckue uccneoosanus

Puck mosiBieHHs BHpPYCOB TIpHINa CO CHUXEHHOW YYBCTBUTEIBHOCTBIO WM SIBHOU
PE3UCTEHTHOCTBIO K Mpenapary U3y4ajics B KIMHUYECKUX UCCIIET0BaHUSIX.

[TosiBneHne pPe3UCTEHTHOCTH BHpYyca K OCEIbTAMUBHPY 4Yalle HaOJI0Jalloch y JeTeil, ueM y
B3POCJIBIX MAIUEHTOB U TOAPOCTKOB (18 % y mianentieB B Bo3pacte < 1 roga u < 1 % y B3pocibIx
MAIUEHTOB).

VY nereil ¢ pe3UCTEHTHBIM K OCEJIbTAMUBHUPY BUPYCOM HOCUTENBCTBO, KaK IPAaBUIIO, UMEINOo Oojee
IPOJOJDKUTEIBHBIN XapakTep IO CpPaBHEHHIO € CYOBEKTaMH C BHUPYCOM, OOJIaJaroluM
YYBCTBUTEIbHOCTbIO. OJHaKO, BbI3BAHHAs Tepanuell pPEe3UCTEHTHOCTh K OCEJIbTaMUBHUPY HE
BJIMSUIA HA TEPANEeBTUUECKUN OTBET U HE BbI3bIBAJIAa MIPOJIEHUS CHUMIITOMOB I'pUIIA. Y B3pPOCIBIX
NAallMeHTOB M IOAPOCTKOB C OCIA0JEHHBIM HMMMYHUTETOM, MOJYYaBIIMX OCEIbTAMUBHD B
ctanaapTHou no3e (14,5 %, 10 narueHToB U3 69) UK ABoIHOIM 103€ (2,7 %, 2/74) Ha POTSHKEHUU
10 nHelt, yacToTa pa3BUTHS PE3UCTEHTHOCTH K OCEIIbTAMUBHPY, B CpPEAHEM, Oblja BbIIIE, YEM Y
B3pOCJIBIX MAIlMeHTOB M IMOAPOCTKOB C HOPMAJIbHBIM HMMYHHTETOM, TaKXKe€ IOIy4YaBIINX
OCENbTaMUBUDP. bBOJNBIIMHCTBO B3pOCHBIX MALIMEHTOB C PE3UCTEHTHOCTBIO IEPEHECIU
TpaHciulanTanuoo (8/10 manueHToB B TpyIIe CTaHAAPTHOM J03bI UM 2/2 manueHTa B TpyIie
JBOMHOMN 1103b1). Bojblas yacTe MalveHTOB-HOCUTENEH OCeNbTaMHUBHP-PE3UCTEHTHOTO BHpYca

Obuta WH(HUIIMPOBaHA BUPYCOM TpHUIMA THUMA A; HOCHUTEIHCTBO HMMEJIO MPOIOKUTEIbHBIN
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xapaktep. Yacrora pasBUTHS PE3UCTEHTHOCTH K od&sﬁﬂ§%§“; E)EQ%‘E%: '::Jo?l%ﬁ;%funx

OCelNbTaMUBUp, B JBYX HCCIEIOBAHUAX IO H3YYEHHIO pe3ucTeHTHOCTH coctaBmia 20,7 %
(6 maumentoB w3 29). U3 6 nereit ¢ 0OHApPY)KEHHOH PE3UCTEHTHOCTBIO K OCEIbTAMUBHPY,
BO3HUKIIICH TOCIIe Havyalla JICYCHHUs, 3 TMalUEHTa MOTy4Yalld CTaHJAapPTHYIO 103y U 3 — BBICOKYIO
(IBOMHYIO WJIM TPOMHYIO /103Y). Y OOJBITMHCTBA MAIMEHTOB OB OCTPBINA TUMGOUTHBIN JIEHKO3 1
BO3pacT < 5 JIeT.

Tabmuua 5. YacToTra pa3BUTHS pE3UCTEHTHOCTH K OCEIbTAMUBUPY B KIIMHUYECKUX UCCIICTOBAHMIX

[Momynsiust marueHToB [TaruenTs ¢ MyTalUsIMH, TPUBO/SIIIMMH K PE3UCTCHTHOCTH
deHoTUNUpPOBaHKUE™ I'eno-u hbenotunupoBanue™
B3spocibie u moapocTKu 21/2382 (0,88 %) 2712396 (1,13 %)
Hetu (1-12 nert) 71/1726 (4,11 %) 78/1727 (4,52 %)
Muazgenus (< 1 roaa) 13/71 (18,31 %) 13/71 (18,31 %)

* [lomHOE reHOTUIIMPOBAaHKE HE ObLIO MPOBEAECHO HU B OHOM M3 UCCIIEJOBAHUM.

HDOC[)I/UZCZKWIMKCZ cpunna

[Tpu npueme ocenbTaMUBUPA C LEIBIO TOCTKOHTAKTHOM POQHIAKTHKY (7 qHEH ), TPODHIAKTUKA
KOHTaKTUPOBaBIIUX B ceMbe (10 nHeit) u ce30HHOM npodriakTuky (42 1HA) y UL C HOpMaTbHON
(GyHKIIMEH WMMYHHOH CHCTEMBI CIIy9acB PE3UCTECHTHOCTH K IMpernapary He OTMedeHo. B
12-HenenbHOM MCCIIEIOBAHUN IO CE30HHOM MPO(MUIAKTUKE Y JIHII C OCTA0JICHHBIM UMMYHHUTETOM
CJIy4acB BOSHHUKHOBEHHS PE3UCTCHTHOCTH TAKXKE HE HAOJIF01AI0Ch.

ﬂaHHble OMOEIbHbIX KIUHUYECKUX cnysaes u HAOMI00amMENbHbIX UCCICO08AHU

VY mManmueHToB, HE MOJYYaBIIMX OCEIbTaMHUBHUD, OOHAPY)KEHHI BO3HHUKAIOIINE B MPUPOIHBIX
YCIIOBHSX MYTallMu BUPYCOB rpunma A u B, KoTopsie 00J1a1amu CHIPKEHHON 9yBCTBUTEIIEHOCTHIO
K ocenpramuBupy. B 2008 romy wmyramms mno Tumy 3ameHsl H275Y, mpuBomsamas k
PE3UCTEHTHOCTH, Oblla oOHapyxeHa Oonee ueM y 99 % mrammoB Bupyca 2008 HINI,
nupkynupytonmx B EBpome. Bupyc rpunma 2009 HIN1 («cBuHO# Tpunm») B OONBIINHCTBE
cilydaeB OBIJI YYBCTBHUTEJCH K OCEIbTAMHBHPY. YCTOWYHMBBIE K OCEIBTAMHBHPY IITaMMbI
OoOHapy>KeHBl Yy JIUI C HOPMAJBbHOW (YyHKIHMEH MMMYHHOW CHUCTEMBI W JIMII C OCIaOJCHHBIM
UMMYHUTETOM, MPUHUMABIIUX oOcelbTaMuBHp. CTENeHb CHW)KEHUS UyBCTBUTEJNBHOCTU K
OCelbTaMUBUPY W YACTOTa BCTPEYAEMOCTH TOJOOHBIX BHUPYCOB MOXKET OTJIMYAThCA B
3aBHCUMOCTH OT C€30HA U PETHOHA. Y CTOMYMBOCTH K OCEITbTAMHUBHPY OOHApyKEHa y MaIlieHTOB
¢ mangemudeckuMm rpumnnoM HINI, nomyuaBmmx npemapar Kak JUisl J€4eHUs, Tak WU s
npOopHIAKTHKY.

YacToTa BCTPEUaeMOCTH PE3UCTEHTHOCTH MOXKET OBbITh BBIIIE y 0ojiee MOJOABIX MAlMEHTOB U
MAIMEHTOB C OCJIA0JICHHBIM WMMYHHUTETOM. YCTOWYMBBIE K OCEIBTAMHUBHDPY Ja0OpaTOpHBIE

mTaMMbl BHPYCOB TIpuIllla W BHUPYCBl TIpUIIIa OT MNAOWUCHTOB, IIOJYy4YaBIIMX TEpamnro
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OCEFTAMUBUPOM, HECYT MYTAllMd HeWpaMHUHHAA3bI N 5 T E’\'/I‘}Egﬂh/tl '%EEGQ(;I'I}I fe K

YCTOMYUBOCTH, YaCTO SABJISIOTCS CIIEHUPUUSCKUMHE [T TOITHIIA HeHpaMUHU A3l

[Ipy mpuHATHM peElIeHUus O NPUMEHEHHWU OCEIbTaMUBUpA CJIEAYET YUMUTHIBATh CE30HHYIO
YYBCTBUTEJIBHOCTh BHUpYCa TpUIINa K IpenapaTy (IOCieIHIO HH(OpMAIMI0 MOXHO HalTH Ha
caiite BO3).

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AbcopOrus

OcenbTaMHMBHp JIETKO BCAChIBA€TCA B OKEIYAOYHO-KUIIEYHOM TpaKT€ U HKCTEHCUBHO
IPEBpalaeTcs B AKTUBHBIM METa0OIUT HOJ JICHCTBHEM IEYEHOUHBIX M KHUILIEYHBIX 3CTEepas.
KoHueHnTpanusi akTHBHOIO MeTa0OIUTa B IUIa3Me ompenensiercs B npenenax 30 MUHYT, BpeMs
JOCTHKEHUSI MaKCUMaJbHOW KOHLEHTpanuu 2-3 yaca, u Oonee yeM B 20 pa3 mIpeBbILIAET
KOHIIEHTpaLuto mnposiekapcrsa. He Mmenee 75 % nmpuHATON BHYTpPb J103bl NIOMAJa€T B CUCTEMHBIN
KPOBOTOK B BHUJE AaKTUBHOro Merabonura, MeHee 5 % — B BHAE HCXOIHOIO Ipernapara.
[Ima3mMeHHBIE  KOHIEHTpPAlMM KaK  NPOJIEKapCTBA, TaK W aKTUBHOTO  MeTaboimTa
IIPONOPLMOHANIBHBI 103€ U HE 3aBUCAT OT IIpHUEMa MULIH.

Pacupenenenue

Oo6bem pacnpenencaus (Vss) akTHBHOTO MeTabosmTa — 23 1.

[To maHHBIM HCCIICTIOBAHUH, POBEICHHBIX HA )KUBOTHBIX, IIOCIIC IPHEMa BHYTPh OCEIIbTAMHUBHpPA
€ro aKTHBHBIH METa0OJIUT OOHAPYKHMBAJICS BO BCEX OCHOBHBIX ouarax WH(MEKIHH (JETKHX,
MIPOMBIBHBIX BOJIaX OpPOHXOB, CIM3UCTONW 000JOYKE MOJOCTH HOCA, CPEHEM yXe& M Tpaxee) B
KOHIIEHTPAIUAX, 00€CTIEUNBAIOIINX TPOTUBOBUPYCHBIN IPDEKT.

CBs3b akTHBHOTO MetabonmTta ¢ Oenkamu miasMbl — 3 %. CBs3p TposiekapcTBa ¢ OeinkaMu
1a3mMel — 42 %, 9TO HEJOCTATOYHO, YTOOBI CITY)KUTh MMPUYHHOMN CYIIIECTBEHHBIX JICKAPCTBEHHBIX
B3aMMOJICUCTBUM.

BI/IOTDaHC(bODMaHI/IH

OcenbTaMHUBHP SKCTEHCHBHO IPEBPAIIACTCS B aKTHBHBI METaOOIUT TMOJ JIEHCTBHEM 3CTepas,
HAXOMAUINXCS TPEHMYIIECTBEHHO B TMedeHn. Hu ocenmprammBupa ¢docdar, HHM aKTUBHBINA
METa0OJIHUT HE SBISAIOTCS CyOCTpaTaMu WIM MHTUOUTOpaMH M30()epPMEHTOB CUCTEMBI IUTOXPOMA
P450.

OJIMMUHAINSA

BeBogutcst (> 90 %) B BHIe aKTUBHOTO METa0OJIUTA NMPEHMYIIECTBEHHO MTOYKaMH. AKTUBHBIN
MeTaboJIUT HE TOABEpraeTcs JanbHeimend TpaHchopmanuu u BbIBOAMUTCS moukamu (> 99 %)
nyTeM KiyOoukoBOM (uiabTpamuu M KaHanblieBo cekperuu. [loueunsiit kmupenc (18,8 y1/9)

MPEBBIIIAET CKOPOCTh KIyOoukoBo#l (umbTpanuu (7,5 11/4), 4TO yKa3bIBaeT Ha TO, YTO Mpernapar
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BBIBOJIUTCS €LIE€ U MYTEM KaHaJIbLIEBOW CEKpeluu. qe&?éa@ﬁ&kﬁﬁ%ﬁ%ﬂﬁbéeé‘ @0 %

npuHsATOrO npenapata. [lepuon moayBeIBeIeHUs aKTUBHOTO MeTabonuTa 6-10 yacos.

Oco0BbIe IPVIIILI TAIUEHTOB

Tayuenmsi ¢ HapyweHuem QyHKyuy novex

[Tpu npumenennn ocenbTamuBupa (100 Mr 1Ba paza B CyTKU B T€UEHHUE 5 JHEH) y MaIMEHTOB C
Pa3IMYHON CTENEHBIO MOPAXKEHUS MOYEK IUIOIIAAb IMOJ KPHUBOW «KOHICHTPALXs AaKTUBHOTO
merabonuta B miasme — Bpemsi» (AUC ocenbTamuBupa KapOoOkcuiata) oOpaTHO
POIMOPLUOHANIbHA CHIKEHUIO QYHKIIUU TOYEK.

®apMaKOKMHETHKAa OCeJIbTaMUBHUpa Y TMAlMeHTOB C TEPMHHAIBHOM CTaaueld MOuYeYHON
HepoctaTouHocTH (¢ KK < 10 mur/MuH), HE HaXOIMIIMXCS HA TUATHA3E, HE U3ydasach.

THayuenmoi ¢ HapywieHuem yHKYuU neveHu

[MonyueHHbIe iN VItro U B UCCIICIOBAHUSIX HA )KUBOTHBIX JTAHHBIE 00 OTCYTCTBHU 3HAYUTEIHHOTO
nossimeHuss AUC ocenbTaMuBHpa WM €r0 aKTUBHOTO METa0O0JIMTa MPH HApyIIEHUU (HYHKIUU
NICUYCHN JIETKOW W CpeAHEH CTeNeHH TSDKECTH OBUTM TOATBEPXKICHBI M B KIMHUYECKHX
uccienoBanusx (cMm. paszuen 4.2, nogpasnen «OcoOble Tpynnbl MalUeHToBY). besomacHocTs u
dbapMakOKMHETHKA OCEbTAMUBUPA y MAIIMEHTOB C TSHKENBIM HapylIeHHeM (YHKIIMH NEYEeHU He
U3y4anach.

Tayuenmui nodxxcunozo u cmapuecko2o 8o3pacma

Y nmanueHToB MOKHUIIOTO U CTAPUYECKOT0 Bo3pacTa (65-78 j1eT) IKCIO3UIUs aKTUBHOTO MeTaboInTa
B PaBHOBECHOM COCTOSIHMM Ha 25-35 % BblLIe, yeM y 0oJiee MOJIOABIX MAllMEHTOB NIPH HA3HAYCHUN
aHAJIOTUYHBIX /103 oceabTaMuBupa. [lepuo momyBbIBeieHNs MpenapaTa y HalueHTOB MOKUIOro
¥ CTApPUYECKOr0 BO3PACTa CYIIECTBEHHO HE OTIIMYAJICS OT TAKOBOTO Yy 00JIee MOJIOJIBIX MAIIHEHTOB.
C y4eToMm MaHHBIX MO AKCIIO3UIUH Tperapara | ero MepeHOCHMOCTH MalMeHTaMH TIOXKHIIIOTO U
CTapyeCcKOro Bo3pacTa KOPPEKIMHU JA03bI IIPH JCUCHUH U Npo(dUIaKTUKe Ipula He Tpedyercs.
bepemennvie scenyunvl

B xozme o0benuHEeHHOro aHanu3a MOMYJISUUOHHONW (apMaKOKMHETHUKU OBLIO BBISBIEHO, YTO
MpUMEHEHHE OCeIbTaMUBUPA B J103€, YKa3aHHOW B paszene 4.2, mMpUBOIUT K Oojiee HHU3KOU
HKCMO3MULMU aKTUBHOro Mertabonura (B cpeaHeM Ha 30 % B TeueHHEe BCeX TPUMECTPOB
OepeMEeHHOCTH) Y OEpeMEHHBIX JKEHIIMH MO CPaBHEHUIO C HEOEPEMEHHBIMM >KEHIIUHAMHU.
HanMeHnbimass pacdeTHasi OSKCIIO3UIMSI, TeM HE MEHEe, OCTaeTCs BBIIIe HWHTHOUPYIOMINX
KoHUeHTpauui (3HaueHus |C95), oqHOBpeMEHHO HaXOJSCh HAa YpPOBHE TEPareBTUYECKOTO
BO3CUCTBUS I psijia IITaMMOB BUpyca rpunma. Kpome Toro, pe3ynbraTsl HaOIIOAATEIbHBIX
UCCIICIOBAaHUN BBISBIIAIOT TOJb3y CYLIECTBYIOIIETO peXHMMa J03UPOBAHUS B yKa3aHHOM
MOMYJISIIIUK  TTAMeHTOB. TakuM 00pa3oM, M3MEHEHHE peXHMa IO03MPOBAaHUS y OepeMEHHBIX

JKEHIIWH NP MPOBEICHUHU TE€pauy Wi NPOPHIAKTUKY T'PUIIIa HE pEKOMEHAyeTcsl (CM. pas3zen
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5.1, moapazaen «MexaHu3m aercTBus U Qap KOI[I/IHdIlE/I“{CC}(%; ;(Ekﬁé—lg"gt) Hl'['yHET' {edénne

rpuIina y 0epeMeHHBIX )KCHIIUHY).
Tayuenmoi ¢ ocrabreHHbIM UMMYHUMEMOM
AHanu3bl NOMYIALUOHHON (papMaKOKMHETHKH YKa3bIBAIOT HA YBeIHUeHUe dKcrno3unuu (10 50 %)
aKTHBHOTO METa0OJuTa OCEIbTaMHUBHpPA Y B3pOCIBIX mMamueHToB M gered (< 18 jer) ¢
0CJIa0JICHHBIM UMMYHUTETOM 10 CPABHEHUIO C MAIlUEHTAMU C HOPMAJIbHBIM UMMYHHUTETOM (KaK
ykazaHo B paszueine 4.2). IIpu stom KK B 3tux rpynmax ocraercst comocraBumbiM. Hannuue
CHI)KEHHOT'O MMMYHUTETA y AIIUEHTOB HE TPEOyEeT KOPPEKIIMH J03bl OCEIbTaMUBHpA, O1aroaaps
BBICOKOMY IIpe/iesly O€30IacHOCTH aKTHUBHOro MeTtabonurta. AHanu3 (apMakOKWHETHKUA U
dbapMakoUHAMUKA B JBYX HCCICJOBAHHMSIX C YYacTHEM TMAalMEHTOB C OCIa0JICHHBIM
MMMYHUTETOM HE BBISIBWI JOMOJHUTEIBLHOTO 3HAYMMOIO MPEUMYIIECTBA IPHU JIOCTUKEHUU
9KCIIO3UIIMHU BBIIIE TAKOBOM MpU MPUMEHEHHH CTaHIAApTHOU /103bl. TeM He MeHee, Y B3pOCIbIX
MAlMEHTOB C TMOPaXEHHWEM II0YeK MJ03bl HEO0OXOIMMO KOPPEKTUPOBATH B COOTBETCTBUHM C
uH(popMaIrel, mpeaCcTaBIeHHOM B pa3aerne 4.2.

eTH
Jlemu 6 so3pacme om 1 200a 0o 8 iem u noopocmiu
®apMaKOKMHETHKY OCeJIbTaMHUBUpa H3ydanu y jgered or | roma no 16 ner B
(hapMaKOKMHETUYECKOM HCCJICIOBAaHUM C OJHOKPATHBIM IPUEMOM OCEJIbTaMUBUPAa WU B
KIIMHUYECKOM HCCJICJIOBAHUHM 110 M3YUYCHUI0 MHOTOKPATHOTO TIpUeMa OCebTaMHUBUPA Y
HEOOJIBIIIOTO YKCIIa eTel B Bo3pacte 3-12 Jer.
CxopocTh BBIBEJICHHUSI aKTUBHOTO MeTaboIHTa ¢ TONMPaBKOM Ha Maccy Tena y JeTed MIaaliero
BO3pacTa BBINIE, YeM y B3POCIBIX, 4TO NpuBOAWT K Oosiee Hu3kuM AUC 10 OTHOIIEHUIO K
KOHKpeTHOU no3e. [Ipuem mpenapara B 03¢ 2 MI/KT U OZHOKpATHBIX 7103 B 30 Mr u 45 mr B
COOTBETCTBUM C PEKOMEHAAIMSAMU IO JO3UPOBAHUIO JJisi JETed M SKCTEeMIOpPaIbHOMY
NPUTOTOBIICHUIO CYCIIEH3UH, NPUBEIACHHBIMU B pazzaene 4.2, obecneunBaer Takyro xe AUC
ocenbTaMUBUpPa KapOOKcHIIaTa, Kakas JOCTHUIAeTCs y B3POCIHBIX IMOCIE OJHOKPATHOTO Mpuema
Karcynpl ¢ 75 Mr mpemnapara (4TO SKBHUBaJeHTHO npumMepHo 1 mr/kr). dapmakoknHeTuka
ocenbTaMHUBHUpA y JIeTel crapiie 12 et Takas ke, Kak y B3pOCIbIX.
5.3. lanHble TOKJIUHUYECKOH 0€30MaCHOCTH
JlokTuHUYEeCKHE TaHHBIC, TOTyYEeHHbBIE HA OCHOBAHUH CTAHIAPTHBIX MCCIICIOBAHUMN TI0 U3YICHHIO
(dhapMakoJIOTHYECKOH O€30MacHOCTH, TE€HOTOKCMYHOCTH W XPOHWYECKONW TOKCHYHOCTH, HE
BBISIBUJIH OCOOOM OMACHOCTH JIJIS YeIOBeKa.

KaHIeporeHHOCTh: PE3YIbTAaThI 3-x HUCCIIEAOBAHUM 10 BBISIBICHUIO KaHIICPOTCHHOI'O ITIOTCHIHAJIA

()IByX 2-JIETHUX I/ICCJ'Ie)IOBaHI/Iﬁ Ha KpbICaX W MbIIIAaxX AJIA OCCJIbTaMUBHpAa U OJJHOT'O 6-MeCSITIHOTO
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WCCJICIOBaHUS Ha TpaHCreHHbIX Mbimax Ijg: AC 'wgéjﬁ%ﬁgg%&%ﬂgﬁﬁ) U Bk

OTpULATCIIbHBIMHU.

MVTaI‘ CHHOCTBb: CTAHAAPTHBIC TCHOTOKCHUYCCKUC TCCThHI JIA OCCIbTaMHBHUpPA W AKTHBHOI'O

MeTaboIuTa ObLIN OTpULATCIIbHBIMU.

Brusnaue Ha GepTUabHOCTh: ocenbTaMUBUD B 103¢ 1500 MI/Kr/CyT HE BIUSI Ha T€HEPATUBHYIO

(YHKILHIO CaMIIOB M CAMOK KpBIC.

TepaToreHHOCTh: B MCCIEAOBAHMIX 10 M3YYEHHUIO TEPATOTEHHOCTH OCEIbTaMUBUpPA B JI03€ JIO
1500 mr/xr/cyt (Ha kpbicax) u 10 500 MI/Kr/cyT (Ha KpOJIMKax) BIUSHUS Ha SMOpHO-(eTaIbHOE
pa3BuTHE HE OOHApYXeHO. B uccienoBaHusIX MO U3y4EHUIO aHTEHATAIbHOIO U MOCTHATAIBHOTO
NIEPUOJIOB PA3BUTHS Y KPBIC IIPU BBEJCHUU OcelbTaMuBupa B f03¢e 1500 mr/kr/cyt Habar0aa10ch
YBEIIMYECHUE MEpUOJIa POIOB: Mpenen Oe30MacHOCTH MEXAY HSKCHO3HMIMEH Ui 4elloBeKa M
MaKCHMaJbHOW He okasbiBaromiei sddexra 1030i1 y kpeic (500 Mr/Kr/cyT) 1uisi OcelnbTaMUBHpA
Bhie B 480 pas, a A ero akTUBHOTO MeTa0onuTa — B 44 pa3za. DKCIO3ULIKSA y TUI0Ja COCTABIIsAIA
15-20 % oT TakoBOi1 y MaTepu.

[Ipouee: ocenbTaMUBHP M aKTHBHBIM METaOOJIUT MPOHUKAIOT B MOJOKO JIAKTUPYIOIIUX KPBIC.
CornacHo OrpaHMYEHHBIM JAaHHBIM OCEIbTAMHUBUDP U €r0 aKTUBHBIM METa0OJUT MPOHMKAIOT B
IrpyAHOE MOJIOKO uejoBeka. [lo pesynbraraM »SKCTpamoOJSIMH JaHHBIX, MOJIYYEHHBIX B
UCCIICIOBAaHUAX Yy JKMBOTHBIX, HX KOJMYECTBO B TPYIHOM MOJIOKE MOXET COCTaBIISITh
0,01 mr/cyr u 0,3 Mr/cyT, COOTBETCTBEHHO.

[Tpumepro y 50 % mpOTECTHPOBAHHBIX MOPCKHX CBHHOK MPU BBEICHWHM MAaKCHMAJbHBIX /103
AKTUBHOM CyOCTaHIIMM OCellbTaMUBHpa HaOII0Janach CEHCUOMIN3ALNSA KOXKH B BUIE IPUTEMBI.
Taxoke BBISIBICHO 00paTUMOE pa3pakKeHue Ti1a3 Y KPOIHKOB.

B To Bpemsi kak oOu€Hb BBICOKHME MEpOpalibHblEe OJHOKpATHbIE 103bl (657 MI/KT M BBILIE)
OocenbTaMUBUpPA HE OKAa3bIBAIM BIMSHHUS HA B3POCIBIX KpBIC, TaHHBIE 03Bl OKa3bIBAIU
TOKCHYECKOe IEHCTBUE Ha HE3PEINbIX 7-AHEBHBIX JIETEHBINIEH KPBIC, B T. Y. IPUBOIMIN K THOENH
KUBOTHBIX. HexxenatenbHbIX 3(pQexToB HE HaONII0AI0Ch MPU XPOHUYECKOM BBEJICHUH B J103€

500 mr/kr/cyt ¢ 7 mo 21 neHb MOCTHATAIBHOTO TIEPUOIA.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB

CozepXuMoe Karcvyiibl

e Kpaxman KyKypy3HbIH

e Kpaxman npexenaTHHU3NPOBAHHBIN
o [JloBumon-K25

e KpockapMmenio3a HaTpus
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(NOCNEQCBATENEHOCTE 0001)

e Harpus creapundymapar

CocraB Kopnyca KallCVJIbl:

e Kpacurens xene3a OKCUJ YEPHBII
e TuraHa AMOKCHU]
e Kemarun

CocTaB KphIIICYKHY KalCYJIbL:

e Kpacurenb XMHOJIUHOBBIN KEJITHIN

e Kpacurenb cosiHEeUHbIN 3aKaT KENThII

e TurTaHa TUOKCHU

e Kemarun
6.2. HecoBmecTUMOCTD
He npumennmo.
6.3. Cpok rogHocTu (CpOK XpaHeHUs1)
3 rona.
6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUH
XpaHuTb 1pu Temrneparype He Bbiie 25 °C B KapTOHHON yIakoBKe (M1ayke).
6.5. Xapakrep u coepkaHue NEPBUYHON YIIAKOBKHU
ITo 5, 7, 10, 14 kancyn B KOHTYpHYIO SYEHKOBYIO YIIAKOBKY U3 IJIEHKH MOJUBUHWIXJIOPUAHON
7100 TJICHKH TOJIMBUHIIIXJIOPUIHOM/TIOIMBUHITUICHXIIOPUAHOW H  (DOJIBIH  aTFOMHHUEBOM
ME€YaTHOW JJAKUPOBAHHOM.
Nm mo 5, 7, 10, 14 xancyn B KOHTYpHYIO SYEHKOBYIO YIIAaKOBKY M3 MaTepuaia
KOMOMHHUPOBAaHHOTO Ha OCHOBE ()OJIbIM (TPEXCIOWHBIA MaTepHuall, BKIOYAIOLINN aTFOMUHHEBYIO
¢dosbry, MIeHKY U3 OPUEHTUPOBAHHOTO MOJUAMK/IA, MOJIUBUHIIXJIOPUIHYIO MJICHKY) U (OJIBIH
AJTIOMUHHUEBOM NT€YaTHOM JTaKUPOBAHHOM.
1,2,3,4,5 nmu 10 KOHTYpHBIX STYEHMKOBBIX YIAKOBOK BMECTE C MHCTPYKIMEN 110 MEAUIIUHCKOMY

IMPUMCHCHUTIO (J'II/ICTOK'BKJ'IaI[LIIJ_I) NOMCIHIAKOT B KAPTOHHYIO YIIAKOBKY (naqu).

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUYTOKEHUM  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WJIH OTXO0A0B, TMOJYYEHHBIX TOCJde MPHMEHEHUs!
JIEKAPCTBEHHOI'0 MpenapaTa u Jpyrue MaAaHUMyJISIIIUN C PenapaToM

DKCTEeMOOpaIbHOE IPUTOTOBACHUE CYCIICH3UHU npenapara CenbTaBup

B cnydasx, koraa y B3pocibIX, OJPOCTKOB U JIETEH CYIIECTBYeET mpoljiemMa ¢ MporiaTbiIBaHUEM
Karcysl WK NMpU HAJIWYUM TPU3HAKOB «CTAPEHHS» Karcyl, He0OXOIUMO OTKPBITh Kalcyny U
BBICHINIATh €€ COJEP)KUMOE B HEOOJNbIIOE KOJUYECTBO (MakcUMajabHO | daifHas JOXKa)

noAXOAAIICTO MOACTAIICHHOT'O IMTPOAYKTA ITUTAHUS (CM. BBIIJ_IC) JJIs TOTO, YTOOBI CKPBITb FOpLKI/Iﬁ
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BKkyc. CMech HEOOXOOMMO TINATENBHO IIEPENIEIIATh 'IEII%ATIE‘H%EJ’EN EEL'II;IIKJNF ':lé';{-elﬁyeT

IPOIJIOTUTH CMECH CPa3y K€ M10CJI€ IPUTOTOBJICHMS.
Ecnu manmentam tpedyeTcs 103a 75 Mr, To HEOOXOIMMO CIIEI0BATh CIEAYIOIIUM HHCTPYKIIHSIM:

1. Jlepxka oany karcyny 75 mr npenapara CelbTaBup HaJl MAJICHBKON €MKOCTBIO, aKKYpPaTHO
PACKPBITh KaICYyJy M BBICHIIIATH TOPOILIOK B EMKOCTb.

2. JlobaBuTh HeEOONBIIOE KOIMYECTBO (HE Ooyee | YalHOW JIOKKH) IMOAXOJSIIETO
MOJCNIAIIEHHOTO TMPOAYKTAa NHTAaHUS (YTOOBI CKPBITHh TOPHKUH BKYC) M XOPOIIO
nepeMeraTh.

3. TmarenbHO mepemelaTb CMECh U BBIUTH €€ Cpa3y ke Mocie MpurorosieHus. Eciu B
€MKOCTH OCTaJIOCh HEOOJBIIOE KOJUYECTBO CMECH, TO CIIEAYET OIMOJIOCHYTh €MKOCTh
HEOO0JIbIIUM KOJIMUYECTBOM BOJIbI U BBIIIUTH OCTABIIYIOCS CMECH.

Ecnn nanuentam tpebyrorcs 103b1 30-60 Mr, TO Ul IpaBUIIBHOTO J03UPOBAHMS HEOOXOIUMO
CJIEZIOBATh CIENYIOIIUM UHCTPYKLUSAM:

1. [epxa oany kancymny 75 mr npenapara CenbTaBUp HaJl MAJIEHbKON €MKOCTBIO, aKKYPAaTHO
PACKpPBITh KaIlCyJly U BBICBHINIATh NOPOILIOK B EMKOCTb.

2. Jlo6aBUTH B MOPOIIOK 5 MJI BOJBI C MOMOIIbIO LINPHUIA ¢ METKAMH, [TOKa3bIBAIOLIUMHU
KOJINYECTBO HAOpaHHOH KUAKOCTH. TIaTeNbHO IepeMeliaTh B TeUeHUE 2 MUHYT.

3. Halpatp B mmpui; HEOOX0AMMOE KOJIHYECTBO CMECH U3 €MKOCTH COTJIacHO Tabmumam 1 u

2, IPUBE/ICHHBIM BBIIIIE.
Her HeoOxoaumocTH B 3a00pe HEPACTBOPEHHOIO O€I0ro MOpOIIKa, MOCKOIbKY OH
SBJISICTCA HEAKTUBHBIM HamojHWUTeneM. HakaB Ha MOpIIEHb IINPHIA, BBECTH BCE €ro
COJIEP’)KMMOE BO BTOPYIO €MKOCTh. OCTaBIIYIOCS HEUCIIONB30BAHHYIO CMECh HEO0X0IUMO
BBIOPOCHUT.

4. Bo BTOpPYIO €MKOCTb /100aBUTh HEOOJIbIIOE KOJMYecTBO (He Oosiee 1 yaifHOM JI0KKM)
HOJIXO/AALIET0 IMOJCIALIEHHOTO MPOAYKTAa MHUTaHUs, YTOOBl CKPBITH TOPBKUN BKYC, U
XOpOILIO NepeMEIIaTh.

5. TmarensHO nepeMeniaTb CMECh U BBIIUTH €€ Cpa3y ke mocie npuroroninenusd. Eciu B
€MKOCTH OCTaJOCh HEOOJBIIOE KOJUYECTBO CMECH, TO CIIEAYET OMOJOCHYTh E€MKOCTb
HEOOJIBIIIMM KOJIMYECTBOM BOJIBI U BBIITUTH OCTABILIYIOCS CMECH.

IToBTOpSIiiTE TaHHYIO MPOLEAYPY NEPE KaXIbIM IPUEMOM ITpenapara.

I/IHCTDVKIII/II/I 110 IPUMCHCHUIO, o6pameHmo 1 YHUYTOXKCHUIO

HOHaI[aHI/IC JICKApCTBCHHBIX IPCHIapaToOB B OKPYKAKOINYIO CPEAY MHOJIZKHO OBITh CBCIACHO K
MHUHUMYMY. He CICAYCT YTUIIM3HUPOBATH HpCrapar € IMOMOMIBIO CTOYHBIX BOJ WJIM BMCECTC C
OBITOBBIMU OTXOJaMH. ITo Bo3MOXKHOCTH HCO6X0)II/IMO HCITIOJB30BaTh CIICIIMAJIBHBIC CUCTCEMbI AJIA

YTUJIU3alun JICKapCTBCHHBIX IIPEIIapaToB.
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7. AEP’KATEJIb PETUCTPAIIMOHHOI' O 'ﬁ
Poccus

000 «ATomn»

445351, Camapckas o0:1., r. XKurynesck, yi. ['mapoctpourenei, a. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

7.1. IlpeacraBuTenb AepaaTessi PperiCTPALMOHHOIO YA0CTOBEPEHHUS

[Iperensnu moTpeOUTENEH HAIIPABIATE 10 AAPECY:

Poccus

000 «O308»

445351, Camapckas 0011, 1.0. XKurynesck, 1. XKurynesck, yi. ['mapoctpoureneit, a. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PETUCTPAIIMOHHOT O YAOCTOBEPEHMUSA

9. JIATA TIEPBUYHOW PETMCTPAIIMM (MOATBEPKIEHUSA
PETACTPAIIAN, TEPEPETVCTPALIAN)

JlaTa niepBoi perucTpanuu.

10. JATA IEPECMOTPA TEKCTA

OOGm1as xapakTepucTUKa JEKapCTBEHHOTO Tipenapara CenbTaBup J0CTYITHA Ha HHGOPMAITMOHHOM
noprane EBpa3uiickoro 5KOHOMHYECKOTO COI03a B HHPOPMAIIMOHHO-KOMMYHUKAIIMOHHON CETH

«Mutepuet» http://eec.eaeunion.org/.
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