COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 24052023 N= 9694

OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

OcenpramuBup, 30 Mr, KarncyJibl.
OcenbTaMuBHUp, 45 MT, KarcyJbl.

OcenbTaMuBHUp, 75 MT, KarcyJbl.

2. KAUECTBEHHBIN 1 KOJIUYECTBEHHBIN COCTAB

JleiicTBytolee BEMIECTBO: ocenbTaMuBUpa (ocdar.

OcenpramuBup, 30 Mr, Karcyibl

Kaxnas xancyna comepxut 39,41 Mr ocenpTamuBupa (ocdara B nepecuere Ha OCEIbTAMUBHUP
30,00 mr.

BcmomorarenbHbIE BEIIeCTBA, HATMYHE KOTOPBIX HAO0 YYHTHIBATH B COCTABE JICKAPCTBCHHOTO
npenapara: KpacuTellb COTHEUHBIN 3aKaT KeJIThIH (cM. pasnen 4.4.)

OcenpTaMuBHUD, 45 MI, Karicyiabl

Kaxnas xancyna comepkut 59,12 Mr ocenpramuBupa ¢ocharta B mepecuere Ha OCEIbTaMUBUD
45,00 mr.

OcenpraMuBUp, 75 Mr, Karcyibl

Kaxnas kamncyna comepxxut 98,53 Mr ocenpramuBupa (ocdara B mepecueTe Ha OCEIbTAMHBHUP
75,00 mr.

BcrnomoratenbHble BelecTBa, HaJIMYWe KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: KpacuTellb COTHEUHBIN 3aKaT KeJIThIN (cM. pasnen 4.4.)

[ToHbBIN TTEpevYeHbh BCTOMOTATEIBHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAA ®OPMA

Karncynel.

OcenpramMuBup, 30 Mr, Kancyiabl

TBepnpie >xenaTuHOBble Karcynbl Ne 2. Kopmyc M Kpbllika Karcyiabl — JKEITOIO IIBETa,
HEIPO3payvHbIE.

OcenpraMuBUp, 45 Mr, Karcyibl

TBepapie xenatuHoBble Kancyiasl Ne 2. Kopmyc m Kpbllllka Kamncyjiabsl — TEMHO-CEPOrO IIBETA,
HEeIpo3pavHbIE.

OcenpTaMuBHD, 75 MI, Karcvyibl

TBCpI[LIC JKCIIATUHOBBIC KAIICYJIbI Ne 0. KOpHy'C KarcCyJibl CBCTJIO-CEPOr'o IIBE€TA, KPbIIIKA KAIICYJIbL
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(NOCNEQCBATENEHOCTE 0001)

KEJIITOI0 UBETA, HCIPO3pavYHbIC.

Cogepxumoe Karncyia — CMECh MOPOIIKA U TPaHyN OEJIOro Wi OENoro ¢ KENTOBATHIM OTTEHKOM
nBera. Jlomyckaercs yIUIOTHEHHE COACPKMMOIO Karcysl B KOMKH 1O (hOpMe KarcCyibl, JIETKO

paspymiacMbIC IIpU HAJaBJIMBAHUU.

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHus1 K IPUMEHEHHUIO
e JICUCHME TPUIIA y B3POCIBIX U JIeTel B Bo3pacTte crapiue 1 roaa;
e npodMIaKTUKAa TPUNNA y B3POCIBIX W TOJPOCTKOB B BO3pacte crapme 12 1er,
HaXOJALIMXCS B TPYIIaxX MOBBIIIEHHOTO pUCKa MHPUIMPOBAHUS BHPYCOM (B BOMHCKHX
YacTAX U OOJNBIINX MPOU3BOJCTBEHHBIX KOJUIEKTUBAX, Y OCIA0JICHHBIX MAllMEHTOB);

e mnpoduIaKTUKa TPUIIA y AeTei ctapie 1 roaa.

4.2. Pe:xuM 103UPOBAHMS H CIIOCO0 MPUMeEHEHHUsI

Pexxum 103upoBaHus

Jleuenue

[Ipuem npenapara He0OOXOAMMO HAUYUHATH HE TO37HEE 2 CYyTOK C MOMEHTA Pa3BUTHS CUMIITOMOB
3a00JIeBaHu.

Bspocnvie

ITo 75 mr (oxHa kancyna 75 mr wiun oaHa kancyna 30 mr + ogHa karicyna 45 mr) 2 pasza B CyTKH
BHYTPh B TE€UEHHE 5 NHEW. YBenuueHue 1036l Oosiee 150 Mr/cyT He MPHUBOAUT K YCHIJICHHIO
s dexra.

Ipogpunaxmuxa

[Tpuem nmpenapata HEOOXOAMMO HAUYMHATH HE MO3J(HEE 2 CYTOK IOCEe KOHTAKTa ¢ 3a00JIeBILINM
YEJIOBEKOM.

Bspocnvie

[To 75 mr (onHa kamncyna 75 Mr uinum onHa karncyina 30 mr + onHa Karncyna 45 mr) 1 pa3 B cyTku
BHYTph B TeueHue He MeHee 10 1HeN mocie KOHTakTa ¢ 3a00ieBIIMM 4enoBeKoM. Bo Bpems
CE30HHOM AnuAeMHuH rpumnmna — no 75 mr 1 pa3 B cyTku B TeueHue 6 Henenb. [Ipodunaktuueckoe
JENCTBHUE MPOJIOJIKAETCSI CTOJIBKO, CKOJIBKO JUIUTCS IPUEM IIperapara.

Oco0bIe I'pynnbl DaMCHTOB

TIayuenmul ¢ Hapywenuem GyHkyuu nouex
Jleuenue

[TarmeHTam ¢ KITUPEHCOM KpeaTnHrHa 6osee 60 MJI/MUH KOPPEKINH 03Bl HE TpeOyeTcsl.
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Y nmanueHToB ¢ KJIMPEHCOM KpeaTuHuHa oT 30 1o 60'“%7&-&&%'5@35&9%%&@&] 'Fé';i'éﬁyeT

yMeHbIINTh A0 30 MI 1Ba pa3a B CyTKU B TEUEHUE 5 THEH.

VY mamueHToB ¢ KiupeHcoMm kpearnHuHa oT 10 mo 30 Mu/MHH 103y OCENbTaMUBHpa CIEAYeT
YMEHbIIUTH 10 30 MI OIMH pa3 B CYTKU B TEUCHHE 5 THEM.

[TaruenTam, HaXOAAIIMMCS HA MOCTOSHHOM TE€MOJMAIN3€, OCEIbTAMUBUD B IMEPBOHAYAIBHOMN
no03e 30 M MO’KHO IIPUHATH /10 Havajla Juajin3a, €CJIM CUMIITOMBI TPUINA NOSIBUWINCH B TEUEHUE
48 4 Mexay ceaHcamMu auanu3a. Jnsg nopzep)kaHus IUIa3MEHHOM KOHLIEHTpAalMM Ha
TEparneBTUYECKOM YPOBHE OCEIbTAMUBHP CleAyeT MpuHUMAaTh 1Mo 30 Mr mocie KakJIoro ceaHca
JUan3a.

[TaruenTam, HAXOAAIMMCS HA IEPUTOHEATBHOM JUAIN3E, OCEIbTAMUBUP CIEAYET IPUHUMATH B
nepBoHavdanbHOM 103¢ 30 Mr 10 Havasa NpoBeAeHUs quain3a, 3ateM 1o 30 Mr Kakaple 5 THEH.
dapMaKOKMHETHKA OCEIbTAMHUBUPA Yy MAlMEHTOB C TEPMUHAIBHON CTafHel XpOHHYECKOMN
MOYEYHON HEJ0CTATOYHOCTU (C KIUpEeHCcOM KpeaTMHHHA < 10 MJI/MHH), HE HAXOISIIIMUXCS Ha
JUanuse, He U3ydajlach. B CBSI3M C 3TUM peKOMEHAALMU O JO3UPOBAHUIO Y JIaHHOM IpymIbl
HAlUEHTOB OTCYTCTBYIOT.

[Ipodunaxmuxka

[TaruenTam ¢ KITUPEHCOM KpeaTuHuHa 6osee 60 MiI/MUH KOPPEKIMH 03Bl HE TpeOyeTcsl.

VY mamueHToB ¢ KIUpeHcoM KpeatmHHHA OT 30 10 60 MII/MHH 103y OCEIbTaMUBHpa CIIEAYeT
yMEHBIIUTH 10 30 MI OAWH pa3 B CYyTKH.

VY mauueHTtoB ¢ KinupeHcoMm kpeatuHuHa oT 10 10 30 Ma/MUH peKOMEHAYETCS YMEHBIIUTD 03y
ocenbTamuBupa 10 30 Mr uepes3 JIeHb.

[TaniuenTam, HaXOIAUIUMCS Ha TIOCTOSSHHOM TE€MOJUAIN3€, OCEIbTaMUBHUP B TEPBOHAYAILHON
no3e 30 Mr MO>KHO IPUHATH 10 Havyasa Auanu3a. i noanep:kanus mia3MeHHOW KOHLEHTpAluu
Ha TeparneBTHYECKOM YPOBHE OCEIbTAMHUBHUP CleAyeT MpUHUMATh 1Mo 30 Mr Mmocie Ka)Ioro
MOCJIEAYIOLIETO HEUETHOTO CEaHca AUATIN3a.

[TaniuenTam, HaXOIANTUMCSI HA TIEPUTOHEATLHOM JTUAJIN3€, OCEIbTAMUBUD CJIEIYET MPUHUMATDH B
nepBoHavYaIbHOM 03e 30 Mr 10 Hayayia MPOBEICHHS Iuain3a, 3aTeM 1o 30 Mr Kaxkasle 7 THEH.
dapMaKOKMHETHKA OCETbTaMHUBUpPA Yy MAIlMEHTOB C TEPMUHAIBHON CTafHed XpOHHYECKOMH
MOYEYHON HEJOCTATOYHOCTH (C KIUpeHcoM KpeaTnHuHa < 10 MJI/MUH), HE HaxOJISAIIMXCS Ha
JIUanuse, He u3ydaliach. B CBSI3UM C 3TUM pEeKOMEHAALMU MO JO3MPOBAHUIO Y JTAHHOM TIpyMIIbI
MAIMEHTOB OTCYTCTBYIOT.

Tayuenmoi ¢ Hapywenuem hyHKyuu nevyenu

Koppekuuu 10361 npy JeueHUU U MPo(UIAKTUKE TPHUIIA Y TAIUEHTOB ¢ HApYIIEHUEM (QYHKITUU
MIEYEHHU JIETKOHM U cpefiHel cTerneHu TshkecTu He TpeOyercs. bezonacHocTs U hapMakOKHHETHKA

OCCJIbTaMHBHpPA Y MalUCHTOB C TAXKCJIBIMUA HAPYIICHUAMUA (1)YHKIII/II/I MEYCHN HC U3ydallach.
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TTayuenmul noNCUN020 U CIMAPYECKO20 603PACTIIL (NOCNEOOBATENEHOCTE 0001)

Koppekuuu 10361 U1t TpoQUTAKTUKH WK JICUCHUS TPUIITIA He TpeOyeTcs.

Tayuenmoi ¢ ocrabreHHbIM UMMYHUMEmMOM (nociie MPAaHCHAAHMAYUL)

Jleyenue

PexomenoBaHHas 103a OceIbTaMUBHPA COCTABISET 75 MI 2 pa3a B CYTKH BHYTPb Y B3POCIBIX
nanueHToB (cM. pazaen 4.4.,4.8., 5.1.).

[Tpuem npenapara HEOOXOAUMO HAYMHATH HE MO3AHEE 2 CYTOK C MOMEHTA Pa3BUTHUSI CHUMIITOMOB
3a00J1eBaHus.

Cesonnas nDOd)qu(leuKa

Jist  ce30HHOW TPOMUIAKTUKKA TpUNNA y TAlUEHTOB C OCIa0JCHHBIM HMMYHUTETOM B
Bo3pacte > 1 royna — B TeueHue 12 Heelb, KOPPEKIUU A03bI HE TpeOyeTcs.
Iemu
OcenbTaMuBHp HE CcIeAyeT Ha3HA4aTh AeTSIM 10 1 roxa.
eTn
Jleuenue
[Tpuem npenapara He0OOXOIUMO HAUMHATH HE MO3/IHEE 2 CYTOK C MOMEHTA Pa3BUTHSI CUMIITOMOB
3a00J1eBaHUS.

Hoopocmxu 6 eozpacme om > 12 0o 18 1em

Pexum 103upoBaHus y B3pOCIBIX U MOAPOCTKOB B Bo3pacTe oT > 12 o 18 neT coBmagaer.

Jemu ¢ maccou mena > 40 ke unu 6 gospacme om 8 0o 12 1em

Jletn, KOTOpbIE YMEIOT MPOIJIaThIBaTh KAICYIbl, TAK)KE MOTYT MOJIy4aTh JIEYeHHUE, IPUHUMAs IO
75 mr (oaHa karicyna 75 Mr uiam ofHa karcyna 30 mMr + oaHa karicyna 45 Mr) 2 pasa B CYTKH B
TeUeHUe 5 qHEN.

Jlemu 6 so3pacme om 1 00 8 n1em

PexoMeHJ0BaHHBIN peXHUM JO3UPOBAaHUS OCelIbTaMUBHpa Karcyibl 30 Mr u 45 Mmr.

Macca Tena PexomMenmoBannas 103a B TeUEHHE 5 THEN
<15«kr 30 mr 1gBa pasza B CyTKU

> 15-23 kr 45 Mmr 1Ba pa3a B CyTKH

> 23-40 xr 60 mr 1Ba pasza B CyTKU

Bo3MOkHO IpUMEHEHNE CYCIIEH3UH, TPUTOTOBICHHOM SKCTEMIOPAIBHO (CM. pa3zen 6.6.).
IIpogunaxmuxa
[Ipriem mpemnapata HEOOXOIMMO HAYMHATH HE MO3JHEE 2 CYTOK ITOCIIe KOHTaKTa ¢ 3a00JeBIINM

YCIIOBEKOM.
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Iloopocmku 6 6o3pacme om > 12 do 18 nem (NOCNEOCBATENEHOCTE 0001)

Pexxum 1o3upoBaHus y B3pOCHIBIX U OJIPOCTKOB B Bo3pacte oT > 12 1o 18 net coBmanaer.

Jlemu ¢ maccou mena >40 ke unu 6 eozpacme om 8 0o 12 nem

Jetu, KOTOpble YMEIOT MPOTrJiaThiBaTh KallCyJbl, TAKKE€ MOTYT MOJy4aTh HPOGUIAKTHYECKYIO
Tepanuto, MpuHUMas 1o 75 mr (oHa Karcyna 75 Mr win ojgHa karcyna 30 mMr + oxHa Karcysa
45 mr) 1 pa3 B cytku B Teuenue 10 nuei.

Jlemu 6 6ozpacme om 1 0o 8 iem

PexoMeH10BaHHBIN PEXUM JO3UPOBAHUS OCEIbTaMUBHUpaA Karcyibl 30 Mr u 45 mr.

Macca Tena PexomennoBannas n03a B Teuenue 10 nuei
<I15«kr 30 Mr oiMH pa3 B CyTKH

> 15-23 kr 45 Mr OJIMH pa3 B CYTKH

> 23-40 xr 60 Mr 01MH pa3 B CyTKH

Bo3M0xHO TpuMeHeHHEe CyCIIEH3UH, IPUTOTOBIEHHOM KCTEMITOPATIbHO (CM. pazzaen 6.6.).

Cnoco6 IIPUMCHCHUA

BHyTpb, BO BpeMsi eibl WM HE3aBUCUMO OT Ipuema numiy. [lepeHocumMocTs npemnapata MOXKHO
YIIYYIIUTh, €CIIM TPUHUMATD €r0 BO BPEMSI €/IbI.

B ciyuasix, korzia y B3pOCibIX, IOJPOCTKOB U JIETEH CYIIECTBYET MpodiieMa ¢ MporyiaThiIBaHuEM
Karcyll, Wik Ipy HaJTUYUU IPU3HAKOB «CTapeHUs» Karcyl (HampuMep, MOBBIIICHHAS XPYIKOCTh
WIH Apyrue HapyuieHus (pU3n4eckoro COCTOSHUS), HEOOXOAUMO OTKPBITh KAlCyly U BBICHIIATh
€e COJIep’)KUMO€ B HEOOJBIIOE KOJIMYECTBO (MAaKCUMalbHO | yaiiHas JIOKKA) IMOAXOJAIIETO
MOJICTIANIIEHHOTO MPOAYKTa MUTaHU (IIOKOJIAJHBIA CHPON ¢ HOPMAJIbHBIM COJIEpKAHUEM caxapa
win 0e3 coaepkaHHs caxapa, MeJ, CBETIO-KOPUYHEBBIH caxap WJIM CTOJIOBBIM caxap,
pacTBOPEHHBIN B BOJZIE, CIAJKHIl JAecepT, CTYIIEHHOE MOJIOKO C caxapom, siOJOYHOe MIOpe N
HOTYpT) 17151 TOTO, YTOOBI CKPBITh TOPBKHUI BKyc. CMech HEOOXO0IMMO TIIATENIbHO MepeMeniaTh U
JaTh MauueHTy nenukoM. Creayer NpOrJOTUTh CMECh Cpa3y K€ IOocie TPUTOTOBIICHUS.
WNHcTpyKuus 1o MPUTOTOBIEHUIO SKCTEMIIOPAIBHO CYCIIEH3UU JIEKaPCTBEHHOTO Ipenapara nepes

IIPUMEHEHUEM CM. B pazzene 6.6.

4.3. IlpoTuBONOKA3aHUS

¢ THUICPYYBCTBUTCIBHOCTH K OCCIIbTAMHBUDPY W/ K J'IIO6OMy N3 BCIIOMOI'aTCJIIBHBIX

BEIIIECTB, IEPEUUCIIEHHBIX B pazjene 6.1;
e TepMHUHAIIbHAS CTaAUS MOYEYHOU HEAOCTATOYHOCTH (KIMpeHC KpeaTuHrnHa < 10 mMi/MuH);
e JeTCKUU Bo3pacT A0 1 rona;

® TsDKCJIad IIEUYCHOYHaA HEJOCTATOYHOCTD.
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4.4. Ocobble yKa3aHHs H Mepbl IIPeI0CTOPOKHOCTH npt-pivenern = | £HOCTE 0007)

C 0CTOPOKHOCTBLIO

e OEpEeMEHHOCTb;

® [IEpUOJ I'PyAHOTO BCKapMIIMBaHUA,

e [puUMEHEHHWE B KOMOWHAIIMM C TMpenaparaMd, WMCIOMIAMH Y3KyH0 IIHPOTY
TEPaneBTHYECKOTO JACHCTBUS (HAIPUMED, XJIOPIPONIAMUJI, METOTpEKcaT, (heHWIOYTa30H).

Oco0ble yKa3auus

OcenbTamuBup 3(h(HEKTUBEH TOJIBKO B OTHOIICHUH 3a00JIeBaHMs, BEI3BAHHOTO BUPYCOM I'pUIITIA.
Jannbpie 00 3¢(GEKTUBHOCTH OCeIbTaMUBHMpA MPH TEpanuu 3a00sIeBaHUl, BbI3BAHHBIX WHBIMU
areHTaMu, OTCYTCTBYIOT (cM. paszaen 5.1).

[Tpenapat OcenbTaMuUBHp HE SIBISIETCSA 3aMEHOM BaKLIMHALMU.

Hcnonp3oBaHue oceabTaMUBUpPA HE JOJIKHO BIIMATH HA OLIGHKY IMAIMEHTOB NPU MPOBEIECHUU
€XKEroJHOM BaKI[MHALMYU IPOTUB TPUIIIIA.

3amyra oT IpUIIa AJIUTCA TOIBKO JI0 TeX MOp, OKA MPUMEHSETCS 0CEIbTaAMUBUD.

[Ipenapar cineayeT MCNONb30BaTh TOJIBKO JUIS JEUEHUS U MPOPHIAKTUKH TPUIINA U TOJIBKO B
cllydae, €CiM JOCTOBEPHBIE SMUIEMUOJOTHYECKUE JAHHbIE YKa3bIBAIOT HA TO, YTO BUPYC IpUla
LHUPKYJIUPYET B 001N MOMyIALUH.

YyBCTBUTENBHOCTD LIUPKYJIUPYIOIIMUX HITAMMOB BUpYCa I'PUIIINA K OCEIbTaAMUBHPY MOXKET CHIIBHO
BapbUPOBaTh (CM. pazzaen 5.1, myHKT «Pe3uCTEHTHOCTDY).

Takum 00pa3om, NpH Ha3HAYCHWW Npenapara HEOOXOJMMO YYHTHIBATh CaMyI0 ITOCIEIHIOO
JOCTYIHYIO HH(POPMAIIHMIO O YYBCTBUTEIBHOCTH LIMPKYIUPYIOLIETO BUPYCa K OCEIbTaMUBUPY.
Taoicenoe conymemeyiowee 3abonesanue

Jannsle o Oe3omacHOCTH U 3((HEKTUBHOCTH NPUMEHEHHUS OCEelIbTAMHUBHpA Yy NAIMEHTOB C
JIOCTaTOYHO TSKEJIBIM CONYTCTBYIOIIMM 3a00JIEBaHWEM WM HECTaOWJIbHBIM COCTOSIHUEM,
IIPEI0JIaratoIMM FOCIUTAIN3ALNI0, OTCYTCTBYIOT.

Tayuenmoi ¢ ocnabreHHbiM UMMYHUMEMOM

O} PexTUBHOCTh OCeNbTAMUBHpA MpPH JIEYEHUH WU NPO(UIAKTUKE TPUIINAa Yy TAlUEHTOB C
ociabJIeHHBIM UMMYHUTETOM YETKO He ycTaHoBieHa (cM. pazzaen 5.1). OgHako y B3pOCIHBIX
HAIMEeHTOB ¢ 0CIa0JIeHHBIM UMMYHHUTETOM JIEUYCHHE IPUMIIA CIeyeT MPOBOAUTH Ha MPOTKEHUU
10 nHe#l, Tak Kak KIMHUYECKHE MCCIIEOBaHUS TNpU Oojiee KOPOTKOM Kypce Tepamuu He
MIPOBOAUIIUCK.

Cepoeynas/OvixamenbHas He0OCMAmMo4HOCHb

O¢ddekTuBHOCTH OCeNbTaMUBUpPA MPU JICUYCHUM WIM MPO(QUIAKTUKE TIpUMNa Yy MalHUeHTOB C

XpOHH‘-ICCKOfI CGpI[C‘-IHOI\/'I /U JbIXaTeJIbHOM HEOOCTAaTOYHOCTHIO HE YCTAHOBJICHA. B nanHoit
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MOMYJSIIIMK TAallMEHTOB YacTOTa BO3HUKHOBEHMS OCTOMHCHI BB * CONUETABMA g:i:ﬂy"nne

JIeYSHHSI U TpymIe ianedo.

Tloueunasn HedocmamouHOCMb MANCENOU CIENeHU MAHCECU

Y B3pOCHBIX TANUEHTOB U mOApocTKoB (13-17 yer) ¢ TsHKEIOW CTENEeHbIO IMOYSHHOU
HEJOCTAaTOYHOCTU TpHU JICYCHUH U NPOQUIAKTHKE TPHUMNA PEKOMEHIYEeTCS KOPPEKLHS O3bI.
Knunnueckue naHHbIe A7 KOPpPEKLMHU J03bl Y MIIAJEHLEB M JieTeil (B Bo3pacte oT 1 roja u
CTaplI€) ¢ HOYEYHON HEOCTATOYHOCTBIO OTCYTCTBYIOT (CM. pa3aeinsl 4.2, 5.2).
Ilcuxonesponocuueckue HapyuieHus

VY nanueHToB (B OCHOBHOM Yy JA€Te€d M MOJPOCTKOB), MPUHUMABIIUX OCEIbTAMHUBHUDP, OBbLIN
3apEeruCTPUPOBAHBI MICUXOHEBPOJIOTHYECKHE HapymieHus. [logo0HbIE NCHXOHEBPOJIOTHUYECKHUE
HapyILICHNs TaKK€ OTMEUYEHBI y NAIMEHTOB C TPUIIIIOM, HE MOJIY4YaBIINX OCEIbTAMHUBHP.
CrnenyeT TIIaTeIbHO MOHUTOPUPOBATH MAIIIEHTOB HA MPEIMET U3MEHEHUN B MMOBEACHUH, PUCK U
M0JIb3a MPOJIOJKEHUS TePAITUU JO0JDKHBI ObITh OLEHEHBI IS Ka)KI0T0 MallMeHTa HHANBUAYAIBEHO
(cM. paznaen 4.8).

Jlemu

Jlannble ns onpeneseHus 103bl y HEJOHOMIEHHBIX JeTel (MOCTKOHIIENITYya bHbIH Bo3pacT < 36
HEZIeNb) OTCYTCTBYIOT.

Bcnomozamenvhvie geujecmea

[Ipenapar OcenbTaMUBHUP COJEPKUT KPACUTEIbh COJHEUHBINA 3aKaT KENThIM, KOTOPHIH MOMXKET

BbI3BATb AJUICPIrUICCKHUC PCAKIINU.

4.5. B3aumojeiicTBue ¢ JAPYrHMH JIEKAPDCTBEHHBIMHM MpenaparamMu W JApyrde BH/bI
B3auMOAeiicTBHSA

®apMaKOKMHETHYECKUE CBOMCTBA OCEIbTAMUBHPA, TAKHE KAaK €r0 HU3Kasl CTETICHb CBA3BIBAHUS C
Oenkamu 1 MeTab0NIM3M, He 3aBUCHUMBIH 0T n3odepmenta CYP450 u cucteMbl TITIOKYpOHHIA3 (CM.
pasmen 5.2), He JAIOT OCHOBAaHWUW TIpeArNoiaratb HadWYUMe KIMHUYECKH 3HAYMMBIX
B3aMMO/JICUCTBU MO YKa3aHHBIM MEXaHU3MaM.

[TpoGenernya

Koppekuust 10361 TpH OJHOBPEMEHHOM MPHUMEHEHHWH C TPOOCHEIUAOM Y TMAalUeHTOB C
HOpMallbHOU (pyHKIMEN mouek He TpedyeTcs. ONHOBpEMEHHOE MPUMEHEHHE C MPOOEHEINI0M,
MOIIHBIM HMHTHOUTOPOM AaHWOHHOW KaHAJBIIEBOM CEKPEIMH B TIOYKaX, NPHUBOJUT K
2-KpaTHOMY YBEJTMYEHHUIO SKCIIO3UIIUY aKTUBHOTO METa0O0INTa OCEIhbTAMHUBHPA.

AMOKCHUIIMILINH

Kunernueckoe BSaHMOHeﬁCTBHe OoCClIbTaMHMBHpa W aMOKCHUIUJIJIMHA (BBIBO,I[SIHI@FOC?I TEM XKC

MyTeM, YTO U OCENbTAMHUBHP) OTCYTCTBYeT. [Ipennonaraercs, 4yTo KOHKYpEHIUsl OCeIbTaMUBHUpPa
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(NOCNEQCBATENEHOCTE 0001)

3a BBIJICJICHHUEC ITOYKaMH ciabas.

BriBennenne ¢ Mouon

MaJIOBCpOSITHBI KIIMHUYCCKU 3HAYUMBIC MCIKIICKAPCTBCHHBIC BSaHMOﬂeﬁCTBHﬂ, CBA3aHHBIC C
KOHKYpPEHIIMEH 3a KaHAIbLEBYIO CEKPELHI0, IPUHUMAs BO BHUMaHHUE pe3epB 0€30MacHOCTH IS
OO0JIPIIMHCTBA IOAOOHBIX MPENAPATOB, IIYTH BHIBEJCHUS aKTHBHOTO META00JINTa OCEIbTaAMUBHPA
(xmyOoukoBasi (uIbTpanMs W AaHUOHHAS KaHAIBIIEBAas CEKPEIHs), a TaKXKe BBIBOJSIIYIO
CHOCOOHOCTh Kaxaoro u3 nyred. OgHaKO NPUMEHATh OCEIbTAMHUBUP B KOMOMHAIMU C
npenaparamMi, HMMEIOIIMMH y3KYI0 IIHPOTY TEparneBTHYECKOTO JeWCTBHS (Hampumep,
XJIOPIIPONIaMHUJI, METOTpEKcaT, (heHUI0yTa30H), HEOOXOIUMO C OCTOPOIKHOCTHIO.

HOHOHHHTCHBH&SI I/IHd)ODMaI_II/ISI

He oOHapyxeHO (papMaKOKHHETUYECKUX B3aMMOJICHCTBHA MEXKIY OCEIIbTAMUBHPOM WIIH €r0
OCHOBHBIM METabO0JIMTOM MPH OJTHOBPEMEHHOM IpPHEME C MapaleTaMoioM, alleTUIICAITUIINIOBON
KHUCIIOTOH, IUMETHIMHOM, aHTAIIUIHBIMU CPEJCTBAaMU (MarHus ¥ aTFOMUHUS THIPOKCHI, KaJlbLIUs

KapOoOHAT), pUMAHTAIMHOM WIM BappapuHoM (y TAIUEHTOB Oe€3 TpHIia, CTAOWIBHBIX Ha

BapdapuHe).

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JJAKTALMS

bepemeHHOCTD

Hebnaronpustaelii ncxon 6epeMEHHOCTH U aHOMAITMH Pa3BUTHS TUI0/1A, a TAK)KE PUCK CEPHhE3HBIX
BPOXKJCHHBIX MOPOKOB Pa3BUTHUS, B TOM YHCIE BPOXKICHHBIX MOPOKOB CEpJlld, CBSI3aHBI C
3a00JIeBaHUEM TPHUIITIOM.

BoibIoe KOIMUecTBO TaHHBIX O BO3JIECHCTBHM OCENhTaMUBUpPA y OEPEMEHHBIX JKEHIIWH B XOJIe
MOCTPETUCTPAITMOHHOTO IPUMEHEHUS U HaOI01aTeIbHbIX HccienoBanuit (6onee 1000 manueHToB
Ha TEPBOM TpHUMeECTpe OEpPEeMEHHOCTH) HE YKa3blBalOT HU Ha TOPOKH pa3BUTHSA, HU Ha
beTo/HeOHATAIbHYIO TOKCHYHOCTD OCENIbTAMUBHUPA.

OpHaKo B 0THOM HaOJIIOIaTEIbHOM HCCIIEIOBAHUY PE3YIIbTAThI OIICHKH PUCKA PAa3BUTHS TSKEITBIX
BPOKJICHHBIX TOPOKOB CEP/IIa, TUArHOCTUPOBAHHBIX B T€UeHHE 12 MECSIIEB MOCIIE POXKICHUS, HE
OBLITM OJHO3HAYHBIMH, XOTSI OOIIMI PUCK TOPOKOB Pa3BUTHUA U HE ObLIT yBEIUYCH.

B naHHOM wHccleoBaHUM 4YacTOTa Pa3BUTHSA TSDKETBIX BPOXKIEHHBIX MOPOKOB cepjlla Mocie
MIPUMEHEHHUS OCelIbTaMHUBHpA B TEUEHHE MIEPBOr0 TpUMecTpa OepeMeHHOCTH cocTaisia 1,76 %
(7 mmanenneB u3 397 6epemennocteit) mo cpaBHeHuto ¢ 1,01 % mpu GepemeHHOCTH B 00mImIEH
nomyJsiiuy 0e3 MPUMEHEHUs OCeNbTaMUBHpa (OTHOIIEHUE pUckoB 1,75, 95 % moBepuTenbHBIN
untepsan 0,51 go 5,98).

Knuanyeckoe 3HaueHNE JAHHOTO pe3ysbTara JI0 KOHIA He SICHO, TaK KaK MCCIIEOBAHUE MMEIO

OTPAaHUYEHHYIO MOITHOCTb.
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Kpome Toro, mccienoBaHue ObLIO HELOCTATOYHO OBt Eot TEEJ)_HE . 'Jo%fbﬁéfohwo

OIICHKY OTJEJIbHBIX KAaTErOpUd TSKENBIX MOPOKOB Pa3BUTHS; MPHU ATOM JaHHBIE Y >KEHIIHH,
NPUHUMABIINX W HE MPUHUMABIIUX OCEIHTAMUBHP, HE MOTJIM OBITH MOJHOCTHIO COMOCTABHMBEI,
HE3aBHUCHUMO OT TOTO, OOJICIIH JI OHHU TPUIITIOM.

HccnenoBanus Ha )KUBOTHBIX HE YKa3bIBAIOT HA PENPOAYKTUBHYIO TOKCHYHOCTh OCEIbTAMHUBHPA
(em. pazmen 5.3.). Ilpumenenme mpemapara mnpu OCPEeMEHHOCTH BO3MOXXKHO B Cilydae
HEOOXOUMOCTH W TIOCTE OLEHKH HMEIoIehHcs WHPOopMAuu O OC30MacCHOCTH M IOJIb3e
(uH(MOpMAIIMIO O IMOJIb3€ MPUMEHEHHs Mperapara y 0OepeMeHHBIX KeHIMH (cM. B paszaene 5.1,
noAnyHKT «JledeHne rpunma y OEpeMEHHBIX IKEHIIWH»), a TakKe IaTOTeHHOCTH
HUPKYJIHPYIOLIEro ITaMMa BUpyca TpUIIIIA.

JlakTanms

Bo Bpems TOKIIMHMYECKUX HCCIEAOBAaHUN OCEIbTaAMUBHP M aKTUBHBIA META0OJUT MPOHUKAIN B
MOJIOKO JAKTHUPYIOMIMX KpbIC. JlaHHBIE MO SKCKPELUUU OCENbTAMHUBHPA C TPYIHBIM MOJIOKOM Yy
YEeJIOBeKa W TMPUMEHEHUIO  OCEIbTaMHUBHpPAa KOPMAIIMMU  SKEHIIMHAMH  OTPAHUYCHBI.
OrpaHvyeHHbIC JTaHHBIC TMOKA3bIBAIOT, YTO OCEIbTAMHUBUP W €r0 AaKTHUBHBI METaOOJHUT B
HEOOJBIINX KOJUYECTBAX IPOHMKAIOT B TPYAHOE MOJOKO, CO3[aBas CyOTepareBTUYECKUE
KOHIIEHTpalluu B KpPOBH rpyaHoro pebenka. [Ipm HazHaueHHHM OCENbTaMUBHpA KOPMSIIUM
JKEHIIIUHAM CJIEAYyeT TaKKe YYHMTHIBATh HMX COMYTCTBYIOIIME 3a00JIeBaHUS W TMATOT€HHOCTH
UPKYJTUPYIONIETO INTaMMa Bupyca rpumma. [lpu OepeMEeHHOCTH W B MEPHOJ TPYTHOTO
BCKapMJIMBAHUs OCENIbTAMUBUD MIPUMEHSIOT TOJIBKO B Cllydae, eCiH OKuaeMasi sBHas MoJIb3a JIIs
KOpMsIIIiei MaTepy MPEBbIIIAeT PUCK AT peOeHKa.

DdepTUabHOCTD

Ha ocHoBanun JOKIIMHUYECKUX MOaHHBIX HC O0XHAACTCA, YTO OCCIbTaMUBHP BJIUMACT HaA

(bepTHIBHOCTS MYKYHMH WJIH XKEHIIUH (CM. pasaen 5.3.).

4.7. BiusiHue Ha CcrnocoOHOCTH YNPaBJATH TPAHCIOPTHBIMM CpelcTBaMH M paborarhb ¢
MeXaHUu3MaMHu
[Ipenapat He Biuser aMOO OKa3bIBaeT HE3HAUMTENBLHOE BIMSHHE Ha CIIOCOOHOCTH YIPABIATh

TPAHCIIOPTHBIMU CPCACTBAMU U MEXAHU3MAMH.

4.8. HexkesaTeibHbIe peakuu

0030p opoduisa 0e30MaCHOCTH

OO6umit npoduns 0Oe30macHOCTH OceNnbTaMUBUpPAa OCHOBaH Ha JaHHBIX 6049 B3poCibIX
MAIUEHTOB/MIOAPOCTKOB U 1473 nereil ¢ rpunmnom, Nody4yaBUIMX OCEIbTaMUBUD WIH IUTanedo, a

Takke Ha JaHHBIX 3990 B3pOCHBIX MAUEHTOB/MOAPOCTKOB M 253 nered, MNOTy4aromMX
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OCEIIbTAMHUBHUD WJIM TIIAe00/He TMOTydaBIINX Tepamxﬁg - ety | %@&E{@aﬁﬁ% ! 1o

npoUIaKTUKE TPHIIIIA.

Kpome toro, 199 B3pocibIx MaueHToB ¢ 0caabIeHHBIM HMMYHUTETOM MOTYYHIIN OCEIbTAMUBHP
JUISL JIeYeHUs TpuIa, u 475 manueHToB ¢ 0Ccaa0JICHHBIM UMMYHHUTETOM (B TOM 4ucie 18 merei,
10 13 KOTOPBIX MOJyYaIH OCEIbTAMUBHP U 8 — IU1a11e00) MOTYyYHIIH OCEIbTAMUBHP WIIH I1J1a11e00
JUTSI PO MIIAKTUKY TPUIIIIA.

Y B3pOCIBIX MalMEHTOB/TIOPOCTKOB HanboIee YacThIMU HeXenaTelbHbIMU peaknusvu (HP) B
XO0Jle KJIMHUYECKUX HCCIICJOBAaHUM JIeUYeHUsl Trpulna ObulM TOLIHOTa M pPBOTA, a B XOJe
UCCJIEIOBAHUM 110 MPOPUIAKTUKE — TOLTHOTA.

BonbmmacTBO YKazanHbix HP O6butn 3aperucTpupoBaHbl OHOKPATHO B MIEPBBIN HIIM BTOPOIl IEHb
Tepanuu U CHOHTAaHHO pa3pelialiuch B TEUCHUE MOCIeAYomux 1-2 qHei.

VY nereit HauOosee yacto Berpevaronieiicss HP 6puta peoTa.

VY OonblIMHCTBA ManuMeHToB AaHHble HP He mpuBoauian Kk oTMEHE Tepamuu OCeIbTaMUBHUPOM.
Cepbesnbie HP, nepeuncnennbie HUXeE, pEAKO OTMEYAIMCh C MOMEHTA BBIXO/1a OCEJIbTAMUBHUPA Ha
PBIHOK: aHAQWIAKTHYSCKHE M aHA(UIAKTOHUIHBIC PEAKIMH, HAPYIICHUS CO CTOPOHBI TICUYCHU
(pynbMUHAHTHBIN TeMAaTUT, HapylIeHWe (PYHKIMU TEYEHU U KEITyXa), aHTMOHEBPOTUUECKHIA
orek, cunapoM CruBeHca-/[>KOHCOHA M  TOKCHMYECKMH SNHAECPMalbHBI  HEKPOJU3,
YKEITYTOYHO-KHUIIIEYHOE KPOBOTEUCHUE M HAPYIICHHS CO CTOPOHBI HEPBHOM CHCTEMBI U TICUXHUKHU
(cm. paznen 4.4, noapazaen «OcoOble yKazaHUs»).

TabanuHoe pE3IOME HEKENATEILHBIX PEaKIUH

YacTtoTa moOOUHBIX peakiMii NpUBeeHa B BUJIE CleNylolel rpagauuu: ovens yacmo (= 1/10);
yacmo (> 1/100, vo < 1/10); newacmo (> 1/1000, o < 1/100); peoxo (> 1/10000, Ho < 1/1000);
ouenv peoko (< 1/10000); wacmoma wneuzéecmna (He MOXKeT OBITH OIICHEHA Ha OCHOBE
UMEIOIIUXCS JaHHBIX).

Jleuenue u npogpunakmuxa spunna y 3pocivix u noOpoOCmKo8

B tabnune 1 npencrasnensl HP, Bo3HuKaBIIne Hanbosee 4acTo Ipu MpueMe peKOMEHJ0BaHHON
JI03bl OCEIbTAMHUBHUPA B MCCIEIOBAHUAX MO MPO(UIAKTUKE U JICUEHUIO TPUIIA Y B3pPOCIBIX U
NoJApOCTKOB (75 Mr 2 pa3a B CyTKHM B TedeHHE 5 THEH amns jneueHus U 75 mr 1 pa3 B cyTku 10 6
Hesenb Ui NPOQHUIAKTHKY).

B uccnenoanusix no npodpuiaakTuke rpummna npoduis 0e30MacHOCTH Y MallUeHTOB, MOTYYaBIINX
PEKOMEHIOBaHHYIO 7103y ocenbramuBupa (75 Mr 1 pa3 B cyTku 10 6 HElelb), KAaUeCTBEHHO HE
OTJIIMYAJICS OT TAKOBOTO B MCCIIEOBAHUSX IO JICUSHHIO IPUIITIA, HECMOTPs Ha OoJiee JTUTeNbHbIN
IIpUEM IIpenapara.

Tabnmuna 1. HexenarenbHble peakuu, BBIABICHHBIE B XOJ€ KIMHUYECKUX HCCIIEIOBAHUN IO

HpO(i)I/IJ'IaKTI/IKe H JICUCHUIO I'pUIIIIa OCCIIBTAMHUBUPOM Y B3POCJIBIX MAIMEHTOB U MMOAPOCTKOB UJIN
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B XOJI€ MOCTPETUCTPALMOHHOTO HAOIOICHHMS. (NOCNEOOBATENEHOCTE 0001)
CucremHo- HesxenaTenbHble peakiny, pacipe/IeIeHHbIC COTJIACHO YaCTOTE BBISBICHHS
OpraHHbBIN KJacc Ouenp Yacro Heuacto Penxo
4acTo
Ungexyuu u bpounxwut, Herpes
UHBA3UU simplex,
Ha30(apuHTUT,
UHpEKIIH
BEPXHUX
JIbIXaTeNbHBIX
IIyTE€H, CUHYCHT
Hapywenus  co TpomOoruTonIeHUS
CMOPOHbL KPOBU U
aumpamuvecxou
cucmemul
Hapywenus  co Peakuuun AHapuIaKTHYECKHe
CMOPOHbL TUIEPYYBCTBUTE | PEaKIIHH,
UMMYHHOU JBHOCTHU aHaUIaKTOUTHBIC
cucmemul peakuuu
Tcuxuweckue becnokoiicTBo,
HapyuwieHus aHOpMaJIbHOE
MIOBE/ICHUE,
TPEBOYKHOCTb,
CITyTaHHOCTH
CO3HaHusl, Oper,
JEIUPUH,
TaJUTIOIIMHAITUH,
HOYHBIE KOIITMAapFI,
NpUYUHEHUE cebe
TEJIECHOTO
TTOBPEIKICHHS
Hapywenus  co | I'onoBHas | becconHnuna N3menenue
CMOpOoHbL HepEHOU | 60D CO3HaHMUS,
cucmemul cynoporu
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Hapywenus co 'ﬂ':":"_iE‘j"'E";'TﬁgH_yjﬂI'éﬁJe:' 0oaT)
CMOpOHbL  Op2aHa 3peHHS
3penust
Hapywenus  co Aputrmus
CMOpOHbL cepoya
Hapywenus  co Kamenb, 6016 B
CMOPOHbL ropJie, puHopest
ovixamenvbHou
cucmemvl,
0pearos8 2pyoHoll
KI1emKu u
cpedocmenust
Kenyoouno- Tomnora | PBora, Oousb B Kenynouno-
Kuuieunvle KUBOTE KHIIICYHBIC
HapyuwieHus (BKIIFOUYAst 0OJIb B KpOBOTEUYCHHS,
BEpXHEM  4YacTu reMopparu4eckuit
KHUBOTA), KOJIUT
JIACTICTICHST
Hapywenus  co [ToBbilIeHHE OynpMUHAHTHBINA
CMOpPOHbL  neyeHu aKTHBHOCTH TeraTur,
u «MIEYEHOYHBIX» | MIEUEeHOYHas
JHCenesbl800AUIUX (bepMeHTOB HEJ0CTaTOYHOCTb,
nymeii renaTuT
Hapywenuss  co DKk3ema, AHTHOHEBPOTHYECKHI
CMOPOHbL KONCU U JepMaTHT, CHITb, | OTEK,
NOOKOJICHBIX KpanuBHULIA MyJIbTH(QOPMHAs
mKaHetl spUTEMA, CUHJIPOM
CtuBeHca-/>)koHCOHa,
TOKCUYECKU I
SMUEPMAIbHBIN
HEKpOJIn3
Obuwue bomb,
HapyuwieHus u rOJIOBOKPY’KEHHUE
peaxkyuu 6 mecme (BKITIOUAst
86e0ens BEPTHUTO),
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SCNENOBATENEHOCTE 0001

YTOMJIIEMOCTp,

Tuxopajka, 60b

B KOHCYHOCTAX

Jleuenue u npogpunakmuxa epunna y oemeu

B xnnHMYeckux uccneoBaHusX OceIbTaMUBHPa IIPU JICUSHUH TPUIITA MPUHUMAaK ydactue 1473
pebeHka (BKJIIOYasi B I1€JIOM 3JIOPOBBIX JeTell B Bo3pacTte oT 1 g0 12 jeT u jmerel ¢ acTMOM B
Bo3pacte or 6 mo 12 ser). M3 wHux 851 peOeHOK moaydan Tepanuio OCeIbTaMHUBHPOM B
JIeKapCTBeHHOH Qopme «cycrnensusi». Bcero 158 nereit moiydanu peKOMEHIOBAHHYIO 103y
ocenpTaMUBUpPA | pa3 B CYTKH B UCCIICJOBAHUSX MOCTKOHTAKTHOW MPOMUIAKTUKU B JOMAITHUX
ycinoBusax (N = 99), B 6-HeneNbHBIX HCCIEAOBAHUSAX CE30HHOW mNpodunaktuku (N = 49) u
12-HenenbHBIX HCCIEIOBAHUSAX CE30HHOM MPOQPHUIAKTUKH Yy TAIMeHTOB C OcIableHHBIM
ummynuterom (N = 10).

B Tabmume 2 mnpeacraeiensl HP, Hambonee dacTto cooOmaembie B XOJe KIMHHYCCKHX
MCCIIE0BaHUN y JeTel.

Tabnuna 2. HexenarenbHble peakiuy, BBIABICHHBIE B XOJE KIMHUYECKUX HCCIEIOBAHUN IO
npopMIaKTUKE M JICYCHUIO TPUIIA OCEIbTaMUBHpPOM y aereil (mo3za ot 30 mr mo 75 mr B

3aBUCHMOCTH OT BO3pacTta/Beca).

CucremHo- HexenaTtenbHble peakiiuu, pacrpeieIeHHbIe COTIACHO YaCTOTE BhISBICHUS
OpraHHbBIN KJacc Ouenb yacto Yacrto Heuacto Penxo
Ungpexyuu u Cpenuuii oTUT
uHeazuu
Hapywenus  co ["ostoBHast 60716
CMOpOHbL
HepBHOlU
cucmemul
Hapywenus co KOHBIOHKTUBHT
CMOpOHbI (BKITFOUAS
opeaHa 3peHust MTOKPAaCHEHHUS

rJ1a3, BbIJICICHUS
1 60J1b)
Hapywenus co bosb B yxe Hapymenus co
CMOPOHbL CTOPOHBI
OapabaHHOMI
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opzana cuyxa u (l l%éD"&M.Q.TEﬂE-H&_- CTE000T)
nabupunma
Hapywenus co | Kamenp, Punopes
CMOPOHbL 3aJ105KEHHOCTb
ObIXamenvbHol HOCa
cucmemvl,

0p2ano8 epyoHoll

K1emKu u
cpedocmeniist
JKenyoouno- PBota Boinb B xkuBOTE
KUuleynvle (BKJTROUAst OOJIb B
HapyuieHus BEpXHEH 4acTu

JKUBOTA),

JTUCTICTICHSI,

TOIIHOTA
Hapywenus co Jepmatur
CMOPOHbL  KOJHCU (BKITIOUAst
U NOOKOJICHBIX IIEPTUICCKUI
mKaueu U aTONHYECKUM

JEPMaTHT)

Onucanue omoenbHbiX HeXCeaiamelbHbLx peakuuﬁ

HapymeHuﬂ CO Cn1OPOHbL H€D6H01/7 cucmemnsl U ncuxuvecKue HApyuerHuA

['punmo3Has WHQEKIUs MOXET AacCOUUUPOBATBCA C PA3TUYHBIMU  HEBPOJIOTUYECKUMU
CUMIITOMaMH MW HM3MCHCHUSIMMH IIOBCIACHHS, BKJIFOYAasd TAaKHC CHUMIITOMBI, KaK TraJUIFOIIMHAIIUU,
JEIUpU M aHOPMAJIBHOE IOBEACHHE. B HEKOTOpBIX Cily4yasx OHH MOTYT IHPHUBECTH K
CMEpPTEIHLHOMY HCXOY.

JlaHHbIe SIBJIEHUS MOTYT BO3HUKATh Kak Ha (hOHE pa3BUTHS dHIIe(amonaTuu uiu sHuedanuTa, Tak
U OTAEBHO, 0€3 IBHOIO TSKEIOro 3a00J1€BaHus.

B HOCTpeFI/ICTpaHI/IOHHI)IX COO6HIGHI/I$IX y IIaITME€HTOB, KOTOpI)Ie nonyqann OC@J’IBTaMI/IBI/Ip JJIA
JICYEHUs TPUTITIA, OTMEUAIHCh CYIOPOTH U ASTUPHii (BKITIOYas TaKHEe CUMIITOMBI, KaK HapyIlIeHHe
CO3HAHMS, CIYTAaHHOCTh CO3HAHUSA, AaHOPMAaJbHOE TOBEAEHUE, Opea, TrauTIoNUHAILNY,
OCCITOKOHCTBO, TPEBOXKHOCTh, HOYHBIC KOIIMApHI). ODTH CIy4aW PEIKO COMPOBOXIATUCH

OIMaCHBIMH [JI1 XKHU3HW AKTHBHOCTAMU HIIN JI€CTAJIBHBIM HCXOJO0M. I[aHHI)Ie SIBJIEHHST OBLUIH
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3apErHCTPUPOBAHBI B OCHOBHOM CPEIH ACTEH M JI0APOCT} 8 1 daeto mktdim BHesAmHoE HauAlo 1

OBICTpOE pa3pelIeHue.

Posp  ocenprammBHpa B pa3sBUTUM  JAHHBIX  SIBJICHUM  HEU3BECTHA. Y Ka3aHHBIE
TICHXOHEBPOJOTUUECKUE HAPYIICHHS TaKKe ObLIM 3apErHMCTPUPOBAHBI Y MAIUEHTOB C TPHUIIIIOM,
HE MOJYyYaBIIUX OCEIbTaMUBUD.

Hapywenus co cmoporsl neyenu u 97‘6'6]1%661)1600}11141/06 nymeﬁ

HapYLHGHI/ISI CO CTOPOHBI ICYCHU U KCITUYCBLIBOAAIINX HyTGfI, BKJIIO4Yas IeriaTuT U IMOBBINICHHUC
AKTHUBHOCTH «IICYCHOYHBIX» (bepMeHTOB, OTMCHAJIMNCh Yy IMAllUMCHTOB C FpI/IHHOHOI[O6HLIM
3a00sieBaHMEM. YKa3aHHBIE SBJICHHS TAK)K€ BKIIIOYAIU (I)y.]'IBMI/IHaHTHHﬁ remnaTur/ INEYCHOYHYIO
HEAOCTATOYHOCTH C JICTAJIbHBIM HNCXOA0M.

Hpoque ocobvle nonyJuiyuu nayueHmoes

Llooicunvle nayuenmsl U nayuernivl  C XDOHH’{€CKOZ/7 cepdelmoﬁ UUAU __ ObIXxamenabHou

He0oCmamo4yHoCmbio

ITonynAnmys, BKIIFOYEHHAs B UCCIIEIOBAHNUS 10 JICYEHUIO IPHUIIA, COCTOSUIA U3 B LIEJIOM 340POBBIX
B3pOCJIBIX/TIOIPOCTKOB W TIALIMEHTOB TPYMIBI pUCKA (PUCK DPa3BUTHSA OCIOXKHEHUH Tpumma,
HanpuMep, MOIYJALUs IMOKUIBIX MAlMEHTOB M MAlMEHTOB C XPOHHUYECKOM CEpPACUHOM WU
JIbIXaTeNbHOM HEe0CTaTOYHOCTHI0). B 1enoM mpogunb Oe3omacHocTH Ipenapara y MalnueHTOB
TPYIIIBI PHECKa OBLT COMIOCTABUM C TAKOBBIM Yy B IIEJIOM 3JI0POBBIX B3POCIBIX/TIOAPOCTKOB.

Hayuenmui ¢ 0CAAbOAEHHbIM UMMYHRUmMenom

Jleuenue rpumna y NaleHToB ¢ 0CIa0JICHHBIM HMMYHUTETOM OLIEHUBAJIOCH B IBYX KIIMHUYECKUX
UCCIIEIOBAaHMSX : MAIMEHTHI MOTy4ald CTAaHAAPTHYIO JJ03Y WM MOBBIICHHYIO 103y (ABOHHYIO MU
TPOIHYI0) ocenbTamMuBHpa. [Ipoduns 6e30macHOCTH ocelbTaMUBUPA, HAOIIOIaeMbI B TAaHHBIX
MCCJIEIOBAHMSIX, OB COMTOCTaBUM C TAKOBBIM B MPEIBIIYIINX KIMHUYECKUX HCCIEAOBAHUAX, B
KOTOPBIX OCEIbTAMUBUP MPUMEHSUICS JUISl JI€USHHs MAIEeHTOB ¢ HOPMAaJIbHBIM MMMYHUTETOM
CpeaM BCEX BO3PACTHBIX TIpYMI (340pPOBbl€ MAIMEHThl WM MALUEHThl M3 TPYHIbl PHUCKA,
HampuMep, C JbIXaTeIbHOM W/WIM CcepAeYHOM HeaocTaToyHocThio). Haunbonee wvacThim
HE)KeJIaTeJIbHBIM SIBJICHUEM Y JIeTell ¢ 0ciia0IeHHbIM UMMYHUTETOM ObL1a pBOTa (28 %)).
B xone 12-HemenbHOro wuccinefoBaHus Mo mNpoduiakTuke rpunmna y 475 MNalueHToB ¢
ocia0JeHHBIM UMMYHUTETOM (BKJIto4as 18 gereit B Bo3pacte ot 1 10 12 set u crapiie) npopuiib
Oe3omacHOCTH B rpynmne oceiabTamuBupa (238 manueHTOB) OBLT COMOCTaBUM C paHee
Ha0JI0/1aeMbIM ITpodusieM ocelbTaMUBHPa B KIMHUYECKUX UCCIIEOBAHUSIX MO MPO(UTaKTUKE.
eTu
Jlemu (0o 1 200a)
B nByx wuccrnenoBaHusx (apMakOKMHETHKH, (apMaKOJMHAMHUKKA U Npoduis 0e30MacHOCTH

OocelIbTaMHBHpPA, B KOTOPBIX NMPUHUMAIM ydactue 135 nmereit B Bo3pacte 10 | roga ¢ rpummom,
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npoduib 0€30macHOCTH Tperapara ObUT CO OCTaBI/IMnl's:':;)a-lsg};llrl TXT%M&EBE ':H)'%'r;l:hax.

Haubonee gacto coobiaeMbIMi HEXKENATETLHBIMU SIBICHUSIMU TIPH 3TOM OBLITH PBOTA, AMApes U
onpenocTh (cMm. pazgen 5.2). JlaHHble 0 JIeTAX B MOCTKOHLIENTYaJIbHOM BO3pacTe A0 36 Heaelb
HEJOCTaTOYHBI.

Jannsle mo 0e30macHOCTH MPUMEHEHHsI OCeIbTaMUBUpPA IPU JICYCHUH y JETel B BO3pacTe 0
1 rona momydeHbl M3 NMPOCHEKTHUBHBIX M PETPOCHEKTHBHBIX HAOIIOMATEIBHBIX HCCIICAOBAHUM
(Brmrovanu Oomee 2400 meredl maHHOTO BO3pacTa), MUCCICAOBAHUN SMHUIEMHOJIOTHYECKUX 0a3
JaHHBIX U MOCTperucrpanuonHoro Haodmoxaenus. [Ipoduns Ge3onmacHoctu y aereit a0 1 rona
COIIOCTaBUM C U3BECTHBIM IpouiieM 0e30MmacHOCTH y AeTei B Bo3pacTe 1 roaa u crapuie.

Jlemu ¢ 6ponxuanvHoU acmmou 6 aHamHese

B nenom npoduiap HexkenaTeNbHBIX PeakUuil y 1eTeil ¢ OpOHXMATbHON acTMOM B aHaMHe3e ObLI
COIOCTaBUM C TaKOBBIM B II€JIOM Y 37I0POBBIX JI€TEH.

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIIbHBIX PCAKITMAX

Baxxno cooOmare 0 TOA03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX T0CIe PErucTpanuu
JICKapCTBEHHOTO TIperiapara ¢ meiiblo 00eCcreueHrs: HeMPEePhIBHOIO MOHUTOPHUHTA COOTHOIIICHUS
«I0Jb3a — PHUCK» JIEKAPCTBEHHOTO Mpernapara. MeauIMHCKUM pabOTHUKAM pPEeKOMEHIYEeTCs
co00IaTh O JIIOOBIX MO03PEBACMbBIX HEXKENATEIbHBIX PEaKIUsAX JEKapCTBEHHOTO Ipemnapara
yepe3 HallMOHAJIbHBIE CUCTEMBI COOOIIEHUS O HEXKENIATEeNbHBIX PEAKIUAX TOCY/1apCTB — YWICHOB
EBpa3uiickoro 3K0HOMHYECKOTr0 COI03a.

Poccuiickas ®@enepanus

109012, r. MockBa, CnaBsiHCKasl miiomanip, 1. 4, ctp. 1

®denepanpHas cayx0a mo Haa30py B cdepe 3apaBooxpanenus (Poczapasuanzop)

Tenedon: +7 (800) 550-99-03

OnekTponHas moura: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru

4.9. llepeno3npoBka

B OonpummHCTBE cCiyyaeB Mepeo3MpOBKAa B XOJi€ KIMHUYECKHUX WCCIEAOBAaHUM W Tpu
MOCTPErHCTPALIMOHHOM TNPUMEHEHUHM OCeIbTaMMBHpa HE COMPOBOXKJIANACh KAKMMHU-THOO
HEXKeEJ1aTCIIbHBIMU SIBJICHUSAMU. B OCTaJIBHBIX clrydasax CHUMIITOMBI MnepEaA03UPOBKHU

COOTBETCTBOBAJIN HEXKECIATCIbHBIM ABJICHUAM, IIPEACTABIICHHBIM B pa3aciic 4.8.

5. DPAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA

(DapMaKOTepaHeBTI/I‘-ICCKaSI rpynia: HOpOTUBOBUPYCHBIC CpCACTBA CUCTECMHOI'O HeﬁCTBHH;
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IPOTUBOBUPYCHBIE CPEICTBA MPSIMOTO ICHCTBHS; HHrH6hQ6_151;TMa§iﬁ£§ﬁy§ﬁ': CTb 0001)

Kon ATX: JOSAH02

Mexanuszm geiicTBus

[IpotuBoBUpycHBI mnpemnapar. OcenbTaMUBUDP SBISETCS MPOJEKAPCTBOM, €ro aKTHUBHBIN
Merabonut (ocenbTamuBupa kapookcmiar, OK) — 3 pexkTuBHBI M CENEKTUBHBIH MHTHOUTOP
HelipaMHUHUA3bl BUPYCOB Tpumma tuna A u B — QepMeHTa, KaTalM3WPYIOMIEro MPoIece
BBICBOOOK/ICHUSI BHOBH OOpPa30BAHHBIX BHPYCHBIX YacTHUIl W3 HH(DUIMPOBAHHBIX KIETOK, HUX
MPOHUKHOBEHUS B HEMH(ULIMPOBAHHBIE KJIETKU AMUTENUS JIbIXaTeIbHbIX MyTeH U JaJbHEUIIEro
pacnpocTpaHeHus1 BUpyca B opranu3Me. TOpMO3UT pocT BHUpyca rpuimma in Vitro u momasisiet
PEILTHKAIMIO BUPYCA U €ro AaTOreHHOCTH IN VIVO, yMEHbBIIIaeT BbIICICHHE BUPYCOB rpurina A u B
u3 opranusma. Konnenrpauus OK, HeoOxoaumas 1t MHruOupoBanust HeipamMuHuaassl Ha 50 %
(IC50), cocrapnsier 0,1-1,3 HM mnsa Bupyca rpumnmna A u 2,6 HM st Bupyca rpunna B. Menuana
3HaueHuit IC50 nins Bupyca rpunma B Heckoibko BbilIE U coCcTaBisIeT 8,5 HM.

Kinunanueckas 3¢ deKTUBHOCTL U 0€3011aCHOCTh

Knunuuecxas s¢gpgpexmuenocmo

B mpoBeneHHBIX HCCIEIOBAaHUSX OCEIbTAMUBHD HE OKas3bIBal BIMSHUA Ha 0Opa3oBaHueE
MPOTUBOTPUNIIO3HBIX AHTUTEN, B TOM 4YHCIE Ha BBIPAOOTKY aHTHTEN B OTBET Ha BBEJICHUE
WHAKTHBUPOBAHHON BaKIWHBI POTUB T'PHIIIIA.

Hccnedosanusi ecmecmeennol epunno3Hoi ungexyuu

B kiIMHHYECKHX HCCIEIOBaHUAX, IMPOBEACHHBIX BO BpeMs CE30HHONW WHQEKIUU TPUIIIa,
NalMeHThl HAYMHAIM M0JTyyaTh OCeIbTaMUBUD He mo3aHee 40 yacoB mocie MOSBICHHS MEPBbIX
CUMIOTOMOB T'pUNINO3HON HHPEKIUHU. 97 Y% naiueHToB ObuUIM HHUIIMPOBAHBl BUPYCOM I'pUMIa A,
u 3 % mnamueHToB — BUpycoMm rpumnma B. OcenpbTaMuUBUpP 3HAYHUTENBHO COKpAIlal TEepHOT
KJIMHUYECKUX TPOSBJICHHH TpuIno3Hod wuHpekun (Ha 32 wdaca). Y TMalMEHTOB C
MOJATBEPXKJICHHBIM JHMAarHO30M TPHIINA, MPUHUMABIINX OCEIbTAMUBHD, TSKECTh 3a00JEBaHUS,
BBIPOKEHHAS KaK TUIOMIA]b MO/ KPUBOW JJIi CYMMapHOTO MHJEKCAa CUMIITOMOB, Obuia Ha 38 %
MEHBIIIE TI0 CPABHEHHUIO C MAlMEHTaMH, TOJy4YaBmIUMH Tuianebo. boxee Toro, y Momomasix
NalMeHTOB 0€3 COMYTCTBYIOIIMX 3a00J€BaHUN OCeNbTaMUBHMP CHMXKalT HpuMepHo Ha 50 %
YacTOTy Pa3BUTHS OCIOXKHEHUH TpuIlNa, TPeOYIOUIMX MPUMEHEHUS aHTUOMOTHUKOB (OpOHXUTA,
THEeBMOHUH, CHHYCHTA, CPEJIHEr0 OTUTa). BBUIM mMoiydeHsl JoKa3aTenbcTBa d(H(HEKTHBHOCTH
npernapara B OTHOIIIEHUH BTOPUYHBIX KpUTEPUEB dPPEKTUBHOCTH, OTHOCSIINXCS K aHTUBUPYCHOM
AKTUBHOCTH: OCEIbTAaMHUBHUP BBI3bIBAJl KaK YKOpPOUYEHHWE BPEMEHHU BBIJICJIECHUS BHpyca U3
OpraHu3Ma, Tak U YMEHbIIIEHUE TIOIIA I O KPUBOH «BUPYCHBIE TUTPBI — BPEMSI».

JlaHHBIE, IOJYYCHHBIE B HCCIIEIOBAHUH TI0 TEPATIH OCEITAMHUBHPOM Y ITAIIMEHTOB MOKUIIOTO H

CTapyeCcKOro BO3pacTa, MOKa3bIBAIOT, YTO MPHUEM OCEJIbTAMHUBHUPA B J103€ 75 MTI 2 pa3a B CYTKHU B
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TEUECHHE S5 JTHEW COMPOBOXKIAICA KIMHUYECKH 3Haqnﬂiﬁ'§f::ﬂﬁ;ﬁ%§éﬁﬁgﬂ %gﬁaﬁﬁl':lﬁgﬂﬂona

KJIMHUYECKUX TPOSBICHUNA TPHUMIO3HOW HMH(EKUHH, aHAJIOTUYHBIM TaKOBOMY Yy B3POCIBIX
IAlMEHTOB 0oJiee MOJIOJNOTO BO3PACTa, OJHAKO pa3jinuus HE JOCTUTAINM CTaTUCTHYECKOM
3HaYUMOCTU. B IpyroM wHcciaenoBaHuM NAUUEHTHl € TPUIIIOM cTapuie 13 Jjier, uMmeBHIME
COITYTCTBYIOIME XPOHUUYECKHE 3a00JI€BaHUS CEPIIEYHO-COCYAMCTON /WK IbIXaTEIbHON CUCTEM,
MOJIy4aji OCENIbTaMHUBHUP B TOM K€ PEKHMME JO3MPOBaHUS Wi 1utane6o. OTauunii B Meanane
nepuosia 10 YMEHBIIECHUS KIMHUYECKUX NPOSBICHUH TPUNINO3HOM HH(EKIMH B TpyMIax
NAlMEHTOB, MOJYyYaBUIMX OCEIbTAMMBHUP U IUIane0o, He ObUIO, OJHAKO MEPHOJ| MOBBIIIEHUS
TEMIIEPATYPHI IIPU NIPUEME OCENbTAMUBHUPA COKpALLAJICS NIPUMEPHO Ha 1 neHb. [lons nanueHTos,
BBIJICJIAIONIMX BHUPYC Ha 2-W W 4-ii JeHb, CTAHOBMJIACH 3HAYMTENBHO MeHbIne. [Ipoduib
0€30I1aCHOCTH OCeNIbTAMHUBHpA y MAIUEHTOB TPYIIIHI PUCKA HE OTIIMYAJICS OT TAKOBOTO B 00IIEH
HOIYJISILIUM B3POCIIBIX ITALIUEHTOB.

Jleuenue cpunnay 6€D€M€HHbZX HCEHWUUH

KonTponupyeMbIx ucciieJoBaHui y 0epeMEHHBIX KEHIIKUH HE TPOBOAMIOCH. OHAKO pe3ybTaThl
MOCTPETUCTPAITMOHHBIX u PETPOCIEKTUBHBIX Ha0JII0/1aTENIbHbIX HCCIeI0BaHUI
MIPOJIEMOHCTPUPOBAIIM TOJIb3Y IMPEIAraéMoro pexuma JA03UPOBAHUS I JAHHOW MOMYJSLUU
NAlMEHTOB B OTHOLIEGHWU  CHIDKEHHsS  3a00JIeBa@MOCTH/CMEPTHOCTU.  Pe3ynbTarhl
(apMaKOKMHETUYECKOTO aHAIM3a MTOKa3aIn 00Jiee HU3KYI0 SKCIO3HIINI0 aKTHBHOTO METa0OJIHTa,
TEM HE MEHEe, U3MEHEHHME peXuMa JO3UpPOBAaHUS y OEpEMEHHBIX JKEHIIMH IpU MPOBEACHUU
Tepanuu Win npouIaKTHKU He peKOMEHyeTcs (cM. paszen 5.2, moapasaen «DapMakoKUHETHKA
B 0COOBIX TpyMMax MalueHTOBY, MOANYHKT «bepeMeHHbIE KEHIITIHBI»).

Jleuenue cpunna y oemeu

VY nereii B Bo3pacte 1-12 net (cpennuii Bozpact— 5,3 roaa), umMeBIIUX Juxopanky (> 37,8 °C) u
OJIMH U3 CHUMITOMOB CO CTOPOHBI JbIXaT€JIbHON CHCTEMBbl (Kallelb WIM PUHHUT) B TEPHOA
LUPKYJIALUU BUpyca TPUIINIA CPEAM HaceseHUus, ObUIO MPOBEICHO IBOWHOE ciernoe Imanedo-
KOHTpOJIMpyeMoe uccienoBanue. 67 % nanueHToB ObUTM MHPUIIMPOBAHBI BUPYCOM rpumnmna A, u
33 % nauueHnToB — BupycoM rpunna B. OcensramuBup (pu npueMe He no3aHee 48 yacoB mocie
NOSBICHUST  MEPBBIX  CHUMITOMOB  TPHUNMNO3HOM  MHQEKIUH) 3HAYUTEIbHO  CHHXKAJ
OPOJOJDKUTENBHOCTh  3a0oneBanuss (Ha 35,8 waca) 1o CcpaBHEHHIO C  Iutanedo.
[TpomomKUTETPHOCTh  3a00JIEBaHUST  OTpEAeIsIach KaK BpeMs JO KyIHPOBAaHUS KAl
3aJI0’KEHHOCTH HOCA, UCUE3HOBEHUS JINXOPAIKH, BO3BpAILlEHUsI K OOBIYHOM aKTUBHOCTH. B rpymnmne
JieTel, MOoTy4aBUINX OCEIbTaMUBHUP, YaCTOTA OCTPOTO CPEeIHEro oTuTa cHmxkaitachk Ha 40 % mo
CpaBHEHMIO C rpynmoil muarne6o. Bbe3gopoBieHne M BoO3BpalleHHE K OOBIYHON aKTHBHOCTH
HacTynajao IO4YTHh Ha 2 JHSA paHbIIC Y )IeTefI, MMOoJy4aBIIUX OCCIbTaMUBHP, IO CPaBHCHHIO C

rpynmnoi miamedo.
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B npyrom uccrienoBaHuM y4acTBOBAJIM JIETH B BospaCTém:Té-lﬁ%'%%aﬁgmﬂﬂg EIIOTH;JH&HIJHOIE

acTMoii; 53,6 % ManMeHTOB UMENU TPUMIIO3HYI0 HH(EKIHUIO, MOATBEPKICHHYIO CEPOIOTHIECKU
W/Wm B KyldbType. MeamnaHa NpOJOJDKUTENBHOCTH 3a00JIeBaHUSl B TpYIIE MalKueHTOB,
MOJIyYaBUINX OCEIbTAMUBUP, 3HAUUTEIBHO HE CHIDKanIack. Ho k mocneanemy 6-my JHIO Teparuu
ocenpTaMUBUPOM 00BbeM (opcupoBaHHOro Bbioxa 3a 1 cek (OPB:) mossimancsa Ha 10,8 % mo
cpaBHEHHIO ¢ 4,7 % y manueHToB, moydaBiux miamnedo (p = 0,0148).

HDOGbMﬂaKmMKCZ cpunna y 63pocivblx u I’ZOODOCmKOG

[Tpodunaktuyeckas 3pHeKTUBHOCTH OCEIbTAMUBHPA MIPU €CTECTBEHHOM IPUIIIO3HON HHPEKIUU
A u B Opla nokazana B 3 oTAenbpHBIX KiMHUYeckuX uccienoBanmsx I das3el. Ha hone nmpuema
ocellbTaMHBUpa TpurmoM 3abonenu okojgo 1 % mnanuentoB. OceabTaMUBHpP 3HAUYUTEIIBHO
YMEHBIIAI YacTOTYy BBIJIEICHUS BUpyca U MPEJOTBpAILAi Mepeadyy BUPyca OT OJHOTO 4JieHa
CEMbH K APYTroMy.

B3pocinbie 1 moIpocTKH, KOTOpble ObUIM B KOHTAKTE C 3a0O0JEBIIMM YJICHOM CEMbU, HaYMHAIU
MIPHEM OCEIbTAMHUBHPA B TCUCHHUE JIBYX JTHEH MOCIIC BOSHUKHOBCHHS CHMITTOMOB T'PHUIITIA Y WICHOB
CEMbU U TPOJAOJDKAIMA €ro B T€UEHUE 7 JHEW, YTO JIOCTOBEPHO YMEHBIIAIO YAaCTOTY CIIy4acB
rpunmna y KOHTaKTUPOBABIIMX JUI] Ha 92 %.

Y HenmpuBUTHIX U B LIEJIOM 3/I0POBBIX B3pOCIBIX B Bo3pacTe 18-65 et npuem ocenbTaMUBUpPA BO
BpEMsI SIIHIEMHUH TPHIIINA CYIIECTBEHHO CHIXKAJ 3a00J1eBaeMOCTh rpunmoM (Ha 76 %). [lanuenTs
IIPUHUMAJIU OCEIbTAMUBHP B TeueHue 42 HeN.

VY JuIl TOXWJIOTO M CTapuecKOro BO3pacTa, HAXOJUBIIMXCSA B JoMax mpectapeibix, 80 % u3
KOTOPBIX OBUIM MPUBUTHI MEPE] CE30HOM, KOTAa MPOBOJIUIOCH HCCIENOBaHHE, OCEIbTAMUBUP
JIOCTOBEPHO CHIKAIT 3a00JIeBa€MOCTh IpUMmoM Ha 92 %. B ToM ke nccieioBaHuu 0ceTbTaMUBHUD
noctoBepHo (Ha 86 %) yMeHbIIAd YacTOTY OCJOKHEHHM Tpurma: OpOHXWTa, MHEBMOHHH,
cunycuta. [lanMeHTsl NpUHUMANI OCENbTAMUBUD B TedeHHe 42 qHEH.

[Ipodunaxmuxa 2punna y oemetul

[Tpodunaktuyeckas 3pHeKTUBHOCTh OCENbTAMUBHPA IPU €CTECTBEHHOW IPUIIIO3HON HHPEKIUU
ObLIa IPOJIEMOHCTPUPOBaHa y fieTei ot 1 roga o 12 et mociie KOHTaKkTa ¢ 3a00JEBITUM YWICHOM
CeMbHU WJIU C KEM-TO U3 TOCTOSIHHOTO OKpYkeHUsl. OCHOBHBIM IapaMeTpoM 3¢ (HeKTUBHOCTH ObLiIa
4acToTa JJAbOpaTOPHO MOATBEPKICHHON TPUIIIO3HON MH(EKLINH.

HDOd)I/lJZaKWluK(l spunna y iuy ¢ ocnabaenHbIm UMMYHUMEN oM

VY nur ¢ ocnablieHHBIM UMMYHUTETOM MPU CE30HHOW TPUNTIO3HON MH(MEKIINHU U IPU OTCYTCTBUU
BUPYCOBBIJICIIEHUS! MCXOTHO, NPOPHIAKTHYECKOE MPUMEHEHHE OCEIbTaMUBUpPA MPUBOAMIO K
CHIDKEHMIO  YacTOThl  JIaDOpaTOpHO  MOATBEPXKAEHHOW  TPHUMIO3HOW  WHQEKIHH,
COTPOBOXKAAIOIIEHCA KIMHUYeCKOoW cumnromaTtukoir, 1o 0,4 % (1/232) no cpaBuenuro ¢ 3 %

(7/231) B rpynme tutanie6o. JlaGopaTopHO TOATBEpKACHHAS TPUMNIO3HAS HHGEKIHS,
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TEMIepaTypbl B TMOJOCTH pTa Bbime 37,2°C, Kauuigs W/HMIM OCTPOro puHHTA (BCe
3aperucTpUPOBAHHBIE B OJIUH U TOT K€ JICHb, BO BPEMs ITpHeMa OCeIbTaMUBUPA/TIIaLe00), a TAKKe
HOJIOKHUTEIBHOIO Pe3ysibTaTa O0OpaTHO-TPAHCKPUNTA3HOM MOJIMMEpa3HOM LEMHOM peakuuu Ha
PHK Bupyca rpunmna.

Jleuenue epunna y nayuenHmos (Oemeﬁ, I’ZOODOCI’I’IKOG u 63DOCJZle) C 0CnaOIeHHbIM UMMYHUmMeniom

B paHnoMu3MpOBaHHOM JIBOMHOM CIIELIOM HCCIICOBAaHUHM OLEHKH Npoduis Oe30macHOCTH
ocelbTaMUBUpPAa U €ro BIMAHUSA Ha Pa3BUTHUE PE3UCTEHTHOCTH BUpyca rpumnna (IepBUYHBIN
aHalu3) y MalUeHTOB C OCIa0JeHHbBIM MMMYHUTETOM U TPHUIINO3HOW MH(EKIHed NpUHUMAIU
yuactue 151 B3pocneiii manueHT, 7 moapocTtkoB (> 12 ner) m 9 nmereit. DTu manueHTh ObUTH
IPUTOJHBI TaK K€ M Ui OLUEHKH 3(()EKTUBHOCTH OCEIbTaMUBHpA (BTOPUYHBIN HEOYCTEPHBIN
aHajm3).

B uccnenoBanue 6buM Tak)ke BKIFOUEHBI MALIMEHTHI MOCIIE TPAHCIIAHTALUHU COJIUAHBIX OPTaHOB,
reMaTOIIOPTHYCCKUX CTBOJIOBEIX KieTok, BHWY+ mnanmentel ¢  uyucaom CD4+ kiaerok
<500 K11eTOK/MM®, AIMEHTHI, TIOY4aBIINe HIMMYHOCYTIPECCUBHYIO TEPAIHIO, 4 TAK)KE MAIMEHTHI
CO 3JI0KaYE€CTBEHHBIM I'eéMO0IaCTO30M.

[TauvenTs! OBLIM PaHAOMM3MPOBAHBI B TPYIIBI JICUEHHUS OCEJIbTAMHUBHUPOM Ha IMPOTSHKEHUU
10 nHei (rpynna cTaHAapTHOM 4036l 75 MI 2 pa3a B CyTKU — 73 B3pOCIbIX NAUEHTA, 4 IOPOCTKA
u 4 pebenka; rpynna aABoHHON m03b1 150 mr 2 pasa B cyTku — 78 B3pOCIHBIX MalUEHTOB, 3
HOJpOCTKa U 5 aerell) B TeueHHe 96 4acoB ¢ MOMEHTA pa3BUTHUS CUMIITOMOB Irpumnmna. s aereit
71032 ObLIa CKOPPEKTUPOBAHA B 3aBUCHMOCTH OT MACChI Tela.

Cpennee BpeMsl pa3pellleHHs CUMIITOMOB TPHUIINA Y B3POCHbIX MAllMEHTOB U MOJPOCTKOB OBLIO
cormoctaBuMo B rpynne crannaptHod ao3bl (103,4 waca, 95 % nOBepUTENbHBIM HHTEpBal
75,4-122,7) u B rpymne aBoiHo# 10361 (107,2 yaca, 95 % mnoBepurenbHblii nHTepBan 63,9-140,0).
Bpewms paspenieHns CMMITOMOB IPUIINA y AETEH CHIIBHO Pa3iInyajioch, YTO BBI3BIBAET CIOXKHOCTU
B MHTEPIPETALMU PE3YJIbTAaTOB M3-3a MAJIEHBKOTO pa3Mepa BbIOOPKH ManneHToB. COOTHOIIEHKE
B3pOCJIbIX MMAllMEHTOB CO BTOPUYHBIMU MH(MEKIMSIMU ObLIO TaKkke conoctaBuMo (8,2 % B rpymme
cTaHgapTHOU 1103wl U 5,1 % B rpymnme aBoiHOM m03b1). Cpean neTeil U MOJPOCTKOB TONBKO Y
1 manuenTa (mogpocTka) B TpYIIE CTAaHAAPTHOM J103bl pPa3BWIIACh BTOpUYHAS WHQEKIUSA
(OakTepualIbHbBIN CUHYCHT).

UccnenoBanune dapmakoguHaMUKH U (HapMaKOKHHETHKHA OBLIO TIPOBEICHO C ydacTHEM JIeTel ¢
CHJIBHO OCJIa0JIeHHBIM UMMYHHUTETOM (< 12 net, N = 30), KOTOpbIe MOTyYaau OCEIbTAMHUBHP B
CTaHJApTHOM J103€, CKOPPEKTUPOBAHHOM 10 Macce Tena (75 Mr 2 pas3a B CyTKH), U B TPOMHOM 103€
(225 mr 2 pa3a B CyTKH) 110 alaiTUBHOM cxeme mpuema 5-20 qHeil (cpeaHsis IpoA0IKUTENbHOCTh

nedeHuss 9 gHe#). Y TalMEeHTOB B TPYMIE CTAaHJAPTHOM 036l HE OTMEUAINCh BTOPUYHBIC
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MALAECHTOB B IPYIIIE TPOUHOU JO3BI.

JlanHple W3 JABYX HCCIENOBaHUN (apMAaKOKMHETUKH M (PapMaKOJUHAMUKH TOATBEPKAAIOT
SKCTPANoAMI0  3PPEKTUBHOCTH Ipernapara y B3pOCHIbIX MAIMEHTOB C OCIAa0JIEHHBIM
MMMYHHUTETOM Ha MAIMEHTOB JE€TCKOro Bo3pacra (< 18 ser) ¢ ocnabieHHbIM UMMYHUTETOM (CM.
paznen 4.2, moapasmen «Jlo3upoBaHMe B OCOOBIX Cclydasx» W pasfen 5.2, monpasnen
«DPapMaKkOKMHETHKA B OCOOBIX TpYNIax MalueHTOB», MyHKT «llanueHTsl ¢ ocinabieHHbIM
HMMYHUTETOM).

Pezucmenmnocmo

Knunuueckue uccneoosanus

Puck mosiBIeHUS BHPYCOB TpHIINA CO CHUKCHHOW YYBCTBHTEIBHOCTBHIO WM SIBHOU
PE3UCTEHTHOCTHIO K OCEIbTAMUBUPY U3y4aJiCs B KJIMHHUECKUX HCCIEIOBAHUSAX.

[TosiBNeHHE PE3UCTEHTHOCTH BUpPYCa K OCENbTAMHUBHPY dalle HaOII0aloCch y JeTei, ueMm y
B3pocibIix nmannueHToB (18 % y mnazaenieB B Bo3pacte < 1 rona u < 1 % y B3pOCIBIX MALMEHTOB).
VY netelt ¢ pe3UCTEHTHBIM K OCEIbTAMUBUPY BUPYCOM HOCUTEIHCTBO, KaK MPABUIIO, UMEJIO OoJiee
MPOJODKUTENBHBIA XapakTep MO CPaBHEHHIO C CYObEKTaMH C BHPYCOM, OOJaJAI0UIIM
YyBCTBUTEIHHOCTHIO.

OnHako BbI3BaHHAS TepANUCH PE3UCTCHTHOCTh K OCEITbTAMUBHUPY HE BIIHSLIA HA TCPANIEBTUICCKUI
OTBET U HE BBI3BIBAJIA MPOJIJICHUS] CAMITTOMOB TPHIIIIA.

Y B3pOCHBIX MAIlMEHTOB M IMOAPOCTKOB C OCHA0JICHHBIM HMMYHUTETOM, TOTy4YaBIIMX
ocenbTaMUBUP B cTaHAapTHOM no3e (14,5 %, 10 nmanuentoB u3 69) wnmu aBoitHoi noze (2,7 %,
2/74), na npotspkenuu 10 nHel, yacToTa pa3BUTHUS PE3UCTEHTHOCTU K OCEIbTAMUBUPY B CPETHEM
ObLIa BBIIIE, YE€M y B3POCIBIX MAMEHTOB U TOJIPOCTKOB C HOPMAIBHBIM UMMYHUTETOM, TaKKe
MOJTYYaBIIUX OCEIbTAMUBHUD.

BonbIIMHCTBO B3pOCIBIX MAIMEHTOB C PE3UCTEHTHOCTHIO TEpeHecian TpaHcmaHTanuio (8/10
MAIMEHTOB B TPYIINE CTAHJAPTHOM TO3bI M 2/2 MallueHTa B TPYIIE JBOMHOM T03bI).

Bonpimass 4YacTh  MAlMEHTOB-HOCUTENEH  OCEIbTAaMUBHUP-PE3UCTEHTHOTO  BUpyca  ObLia
MH(QUIIIPOBaHA BHPYCOM TpHIINA TUMA A; HOCHUTEIHCTBO MMENO MPOJODKUTEIBHBIA XapakTep.
YacroTa pa3BUTHS PE3UCTEHTHOCTH K OCEIbTAMUBHUPY Y JI€TEH, MOTYYAIOIIMX OCETbTaMHUBUD, B
JIBYX UCCIIEJOBaHMSIX 10 U3yYEHUIO Pe3UCTEHTHOCTH cocTaBuia 20,7 % (6 namuentoB u3 29). 13
6 nereil ¢ OOHAPYKEHHOW PE3UCTEHTHOCTHIO K OCEIbTAMHBHUDPY, BO3HHUKIIEH TOCIE Hadaja
JiedeHus1, 3 MalueHTa MOoMy4Yald CTaHJApPTHYIO 103y M 3 — BBICOKYIO (JIBOMHYIO WJIH TPOWHYIO

7103Y). Y OOJBIIMHCTBA MAI[UEHTOB OBLII OCTPBINA JTUM(pOUTHBIN JIEHKO3 M BO3pacT < 5 JIeT.
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HaLII/IeHTBI C MyTalluiAMU, IPUBOJAIIUMHA K PE3UCTCHTHOCTU

deHoTUNMpPOBaHKUE™

I'eno- n

dbeHoTunupoBaHue™®

B3pocibie 1 mogpocTku

21/2382 (0,88 %)

27/2396 (1,13 %)

Hetu (1-12 ner)

71/1726 (4,11 %)

7811727 (4,52%)

Munanenis (< 1 roga)

13/71 (18,31 %)

13/71 (18,31 %)

* — [TonHOE TEHOTUITMPOBAHKE HE OBIJIO IPOBEICHO HU B OHOM U3 UCCIICAOBAHHM.

Hpod)uﬂakmum zspunna

[Tpu prieme ocenbTaMUBUPA C IIEJIbIO TIOCTKOHTAKTHON MPOQMIAKTUKY (7 THEH), TPODUITaKTHKU
KOHTaKTUPOBABIIUX B ceMbe (10 nHel) u ce30HHON MpopMITaKTHKY (42 THS) Y UL C HOpMaJTbHOU
(GyHKIIMEN UNMMYHHON CUCTEMBI CIIy4aeB PE3UCTEHTHOCTH HE OTMEUEHO.

B 12-HegenbHOM WUCCIEOBAaHMM 1O CE30HHOW MPO(UIAKTUKE Y JHI C OCJIa0JICHHBIM
MMMYHHUTETOM CITy4aeB BOZHUKHOBEHUS PE3UCTEHTHOCTH TaK)Ke HE HAOII0AaI0Ch.

Jlannvie omoenbHblX KIUHUYECKUX cy4aes U Habito0amenbHblx UCCie008aHul

VY nanueHToB, HE MOJY4YaBIIMX OCEIbTAMUBHP, OOHAPYKEHBI BO3HHMKAIOIIME B TPHUPOIHBIX
YCIIOBUSX MyTallMi BUPYCOB rpumnna A u B, koTopsie 001a1any CHUKEHHONW 4yBCTBUTEIBHOCTHIO
K ocenbTtamuBupy. B 2008 rogy wmyrauumsa no tuny 3amensl H275Y, npuBopsmas k
pe3UuCTEeHTHOCTH, OblTa OOHapyxkeHa Oomee dyem y 99 % mrammoB Bupyca 2008 HINI,
nupkyaupytonmx B Espomne. Bupyc rpunma 2009 HIN1 («cBuHOW rpumm») B OOJBIIMHCTBE
ClIy4aeB ObUT UYBCTBUTENIEH K OCEIbTAMHUBHPY. Y CTOMUMBBIE K OCEIbTAMUBHUPY IITAMMBI BUpYCa
TpuUIla OOHAPY>KEHBI y JIUII C HOPpMATbHON (PYHKIIMEH IMMYHHOM CHCTEMBI U JIUI] ¢ OCTa0IeHHBIM
WMMYHUTETOM, TPUHUMABIINX oOcenbTaMUBUp. CTENeHb CHUWKEHUS UYBCTBUTEIBHOCTH K
OCEIIbTAMUBUPY M 4YaCTOTa BCTPEUAEMOCTH TMOAOOHBIX BHUPYCOB MOXXET OTJIMYAThCS B
3aBUCHUMOCTH OT CE30HA U PErroHa. Y CTOWYMBOCTh K OCENbTaMUBUPY OOHapy»X eHa y MalueHTOB
¢ nanaemudeckuM rpumnmnoM HINI, nomydaBmux ocenbTaMUBUpP Kak AJis JICUEHUS, TaK U IS
pOUITAKTUKH.

YacToTa BCTpEYaeMOCTH PE3UCTEHTHOCTH MOXET OBITh BBIIIE Y 00JI€€ MOJIOJBIX MAIUEHTOB U
MAIUEHTOB C OCHAa0JCHHBIM HMMYHUTETOM. YCTOHYMBBIE K OCEIbTAMHUBHPY JIabOpaTOpHBIE
HITaMMbl BUPYCOB TpUMNa ¥ BUPYCHl TpUINA OT MAaIlMEHTOB, TOJYYaBIIUX TEPAHUIO
OCEeIbTAMUBHUPOM, HECYT MyTanuu HedpamuHuaazbl N1 u N2. Myramuu, npuBogsmuye K

YCTOI\/'I‘-II/IBOCTI/I, HacCTO ABIAIOTCA CHGHI/ICI)I/I‘-IGCKI/IMI/I JUIA ITOATHUIIA HeﬁpaMI/IHHHaSLI.
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qyBCTBUTEIBHOCTh BUpPYCa TPHUIINIA K Mpenapary (IOCIeqHIO WH(POPMAIUI0O MOXKHO HAalTH Ha
caiite BO3).

5.2. DapmakoKMHEeTHYECKHE CBOMCTBA

AOcopbuus

OcenbTaMUBHp JIETKO BCAChIBA€TCA B JKEIYJOYHO-KUIIEYHOM TpakTE€ U 3KCTEHCHBHO
IpEeBpaIaeTCss B AKTUBHBIM META0OJIUT TOJ NCHCTBUEM IMEYEHOUHBIX M KHUIIEYHBIX 3CTEpas.
KoHueHTpanun akTBHOro MeTa0ojauTa B IUIa3Me omnpenendrorcs B npeaenax 30 MuH, Bpems
JOCTMDKEHUS] MaKCUMaJbHON KOHLIEHTpauuu — 2-3 yaca, U Oosiee yeM B 20 pa3 MpeBbILIAIOT
KOHLIEHTpaluu npojekapcrsa. He menee 75 % nmpuHATON BHYTPb J03bl ONAJAET B CUCTEMHBIN
KPOBOTOK B BHJAE AaKTUBHOrO Merabonurta, MeHee 5 % — B BHAE HCXOIHOTO mpernapara.
[Ina3MeHHble  KOHLIEHTpAallMM Kak IpoJieKapcTBa, TaK M aKTUBHONo  MeTalboiuTa,
IPONOPLHUOHAIBHBI 103€ U HE 3aBUCAT OT IpUeMa MUILIH.

Pacnpenenenne

O6bem pacnipenenenus (Vss) akTUBHOTO MeTabonuTa — 23 J1.

ITo naHHBIM KCClIe0OBAaHU, TPOBEIEHHBIX HA )KUBOTHBIX, IIOCJIE IpUEMa BHYTPb OCEJIbTaMUBHpA
€ro akTHBHBIA METa0OJIUT OOHApY)KMUBAJCS BO BCEX OCHOBHBIX oOdarax MH(EKIUHU (JIEerKux,
IPOMBIBHBIX BOJax OpPOHXOB, CIM3UCTOH 00OJIOYKE IMOJIOCTH HOCA, CPEIHEM yXe M Tpaxee) B
KOHIICHTPALUSIX, 00ECTIEYMBAIONINX IPOTHBOBUPYCHBIH AP (DEKT.

CBsI3b aKTMBHOTO MeTabosuTa ¢ 6esikaMu 1mi1a3Mbl KpoBu — 3 %. CBsI3b npoJiekapcTBa ¢ OesikaMu
wia3Mbl KpoBU — 42 %, YTO HEJOCTaTOYHO, YTOOBI CIYXHTb NPUYNHOW CYIIECTBEHHBIX
JIEKapCTBEHHBIX B3aUMOJICHCTBUL.

buorpancdopmarms

OcenbTaMUBHp 3KCTEHCHBHO IPEBpAIACTCs B aKTHUBHBIN MeTaOOMUT MOJ JIeHCTBHEM 3cTepas,
HaXOJALIMXCS NMPEUMYIECTBEHHO B NedeHu. Hu ocenbTamMuBHp, HU aKTHBHBIH MeTabOJIUT He
ABIIAIOTCS cyOCcTpaTaMy WM UHTUOUTOPaMU N30(EpPMEHTOB CUCTEMBI ITUTOXpoma P450.
OJIUMUHAINS

Breonutcs (> 90 %) B BHIie aKTUBHOTO MeTabONIHUTa MPEUMYIIECTBEHHO MOYKaMU. AKTUBHBIN
MeTa0OoJIUT He MOABepraeTcs JajibHeiied TpaHcopManuu U BeIBOAUTCS mouykamu (> 99 %)
nyTeM KIyOOYKOBOW (pMIIbTpalMi M KaHajblleBoW cekpeuuu. [loueunsiit kiupenc (18,8 1/4)
MPEBBIIIAET CKOPOCTh KIIyOOukoBOil (umbTpauuu (7,5 1/4), 4TO yKa3bIBaeT Ha TO, YTO Mpenapar
BBIBOJMTCS €Ille M MyTeM KaHaJIbLeBOW cekpenuu. Yepe3 KuineyHHK BbIBOIUTCS MeHee 20 %

IMPUHATOr'0 OCCJIbTAMUBHPA. HCpI/IOJI TOJIYBBIBCACHHA aKTUBHOT'O MeTtaboauTta — 6-10 yacos.
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Oco0nie I'pYHOIIbI TAMEHTOB

CMEPTHOMY OTYETY

Tayuenmoi ¢ nopasicenuem GyHKyuu novex

ITpu npumenenun ocenbramusupa (100 Mr gBa pa3za B CyTKM B T€U€HHUE 5 JHEH) y NAIUEHTOB C
Pa3IMYHOIl CTENEHbIO MOPAKEHUs IMOYEK IUIOIMIA[b MOJ KPUBOM «KOHIEHTpAlUs aKTHUBHOIO
Merabomura B 1wiazmMe — Bpemsa» (AUC ocemprammBupa KapOokcuiaTta) 0OpaTHO
IPONOPIHUOHATIBHA CHIDKEHUIO (DYHKITUH MTOYEK.

®apMaKOKMHETUKA OCEJIbTAMHUBUPA Y NAUUEHTOB C€ TEPMHUHAIBHOM CTAAMEN IOYEUHOU
HEJOCTAaTOYHOCTHU (C KIUpeHcoM KpeaTuHMHA < 10 MiI/MUH), HE HaXOZSIIMXCS HA AUATU3E, HE
U3y4anach.

Tlayuenmui ¢ nopadicenuem nevyenu

[Monyuennsle IN VItro U B UCCIIEIOBaHUSIX HA )KUBOTHBIX JIAHHBIE 00 OTCYTCTBHU 3HAYUTEIBLHOTO
nossimeHuss AUC ocenbTaMuBHpa WIH €r0 aKTUBHOTO METa0O0NIMTa MPH HAPYIIEHUU (YHKIUU
MEYCHU JIETKOM M CpedHEeW CTEeNeHHW THKECTH ObUIM TMOATBEPKIACHBI M B KIMHHUYECKHX
uccienaoBanusax (cm. pazaen 4.2, noapasaen «Jlo3upoBanue B 0COOBIX ciydasx»). be3omacHocTb
U (papMaKOKMHETHKA OCEIHTAMUBUPA Y MAIIUEHTOB C TSHKEIIBIM HapyIICHHEM (DYHKITUH [TEYEeHU HEe
M3y4anach.

Tayuenmsi nodxxcunozo u cmapyecko2o 8o3pacma

YV manueHToB MOXKUIIOTO U CTAPYECKOTo Bo3pacTta (65-78 neT) SKCIOo3UIIs aKTHBHOTO METa00JIUTa
B PaBHOBECHOM COCTOSIHMM Ha 25-35 % BblllIe, 4eM y 001e€ MOJIObIX MMAllMEHTOB IIPU Ha3HAYEHUN
AHAJIOTMYHBIX 7103 ocelbTamuBHpa. [lepros momyBbIBeeHNS Tpenapara y NalueHTOB MOXKHIOTO
U CTApUECKOr0 BO3PACTa CYIIECTBEHHO HE OTIIMYAJICS OT TAKOBOTO Y 00Jiee MOJIO/BIX MAIllMEHTOB.
C ydeTroM JaHHBIX MO AKCHO3MIMM IMpernapaTa U €ro NepeHOCUMOCTH MallMeHTaMU MOXKUJIOT0 U
CTapyeCcKOro BO3pacTa KOPPEKIUH 035l MPH JICYEHUH U TPO(UTIAKTUKE IPUIIIa HE TpeOyeTcs.
bepemennvie scenyunvl

B xone o0beanHEHHOro aHaiaM3a MOMYJISILMOHHON (apMaKOKMHETUKH ObUIO BBISBJIECHO, YTO
MpUMEHEHHE OCeIbTaMHBUpPA B J103€, YKa3aHHOW B pazzene 4.2, mMpUBOIUT K Oojiee HU3KOU
AKCMO3UIUU aKTHUBHOro Metabonura (B cpeaHeM Ha 30 % B TeueHHE BCEX TPUMECTPOB
OepeMEeHHOCTH) Y OEpeMEHHBIX JKEHIIMH IO CPAaBHEHUIO C HEOEPEMEHHBIMH JKEHIIMHAMH.
HaumMenpias pacdeTHass SKCIO3UIMS, TEM HE MEHee, OCTaeTCsl BbIIe HHTUOMPYIOLIMX
KoHUeHTpauui (3HaueHuss 1C95), ogHOBpeMEHHO HAXOSCh Ha YPOBHE TEpPareBTUYECKOTO
BO3/JCHCTBUS Uil psiia IITaMMOB BUpyca rpumnma. KpoMe Toro, pe3ynbraTsl HabII0aTelbHbBIX
UCCIICIOBAaHUN BBISBIIIIOT TOJb3Y CYIIECTBYIOIIETO peXHMa JIO3UPOBAaHHUS B yKa3aHHOH
HOMYJSAIUN ManueHToB. TakuM 00pa3oM, M3MEHEHUE peXHMa JO03UPOBaHUS y OEpeMEHHBIX
JKEHIIMH NP NMPOBEICHNUHU TE€pauy Wi NPOPHIAKTUKH T'PUINIA HE pEKOMEHAYeTCsl (CM. pas3zen

5.1, nonnyHkT «Jleuenue rpunmna y 6epeMEeHHBIX KSHIIHHY).
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Tayuenmor ¢ 0c1aONESHHBIM UMMYHUMENOM (MOCNEAOBATENEHOCTE 0001)

AHanu3 nonyssIHMOHHON (papMaKOKMHETHKHU YKa3bIBa€T Ha yBeNIWYeHHE 3Kcro3uiuu (1o 50 %)
AaKTUBHOTO METaboIMTa OCeNbTAMHMBHpA Yy B3pPOCHBIX MAlMeHTOB W Jjereir (<18 mer) ¢
oca0JIeHHbIM UIMMYHUTETOM 10 CPAaBHEHUIO C MALMEHTaMU ¢ HOPMaJIbHBIM UIMMYHHUTETOM (Kak
ykazaHo B pazgene 4.2). Ilpu 3ToM KIMpeHC KpeaTMHUHA B 3TUX TIpyIIax oOcCTaercs
COITOCTaBUMBIM.
Hanuune CHMKEHHOrO MMMYHHUTETa y B3pPOCIBIX MAIMEHTOB HE TpeOyeT KOPPEKIHMH 03B
ocelbTaMUBUpA, Onarojapsi BBICOKOMY Ipezieny 6e3011acHOCTH aKTUBHOIO Merabonura. Tem He
MEHEee, y B3pOCIIbIX MAIEHTOB C MOPAXKEHHEM IOYeK J03bl HEOOXOAUMO KOPPEKTUPOBaTh B
COOTBETCTBUH ¢ HH(POpPMAaLIUEH, TPeICTaBICHHOH B pa3zene 4.2.

eTu
Jlemu 6 so3pacme om 1 200a 0o 8 nem u noopocmxu
dapMakOKMHETUKY OCeIbTaAMUBUpPA U3ydasn y aereil or 1 1o 16 jer B papMaKOKUHETHYECKOM
UCCIICIOBAaHUM C OJHOKPATHBIM NPHUEMOM TIIpernapara M B KIMHUYECKOM HCCIEIOBAaHUU TI0
M3YYEHHI0O MHOTOKPaTHOrO MpreMa IpenapaTa y HeOOJbIIOro yucia aeTei B Bozpacre 3-12 jer.
CKOpOCTb BBIBEICHUSI aKTUBHOI'O META0OJIMTa ¢ MOMPABKON Ha Maccy Tesa y JeTed MIlaJero
BO3pacTa BBILIE, YE€M Yy B3pOCIbIX, YTO NMpUBOAUT K Oosnee HM3KUM AUC 1o OTHOLIEHHIO K
KOHKpeTHOU no3e. IlpueM mpenapara B 03¢ 2 MI/KT U OZHOKpATHBIX 103 30 Mr wim 45 mr B
COOTBETCTBUH C PEKOMEHJAIMSAMU 110 JIO3UPOBAHUIO JUIS JIETeH M HIKCTEMIIOPATHHOMY
IPUTOTOBJICHUIO CYCIIEH3UH, NPUBEIACHHBIMU B pasziene 4.2, obecneuuBaer Takyoo xe AUC
ocelbTaMUBUpa KapOOKCHUJIaTa, Kakas JOCTUTAETCs Y B3pOCIHBIX MOCIE OJHOKPATHOIO NpHeMa
Karcynpl 75 Mr mpemnapara (YTO OSKBUBAJIEHTHO mpumepHo | mr/kr). dapmakoknHeTHKa

ocellbTaMHUBHUpa y AeTell ctapie 12 et Takas e, Kak y B3pOCIbIX.

5.3. lanHble TOKJIUHUYECKOH 0€30MaCHOCTH

I[OKJII/IHI/I‘IGCKI/IG JAaHHBIC, ITOJTYYCHHBIC HA OCHOBAHUHU CTAHAAPTHBIX I/ICCJ'IG)IOBaHI/Iﬁ 110 U3YYCHHUIO
(dhapMakoJIOTUYECKONH O€30MaCHOCTH, TE€HOTOKCHYHOCTH W XPOHUYECKOM TOKCHYHOCTH, HE
BBISIBHJIM 0COOOM OIMTAaCHOCTH TSI YeIOBEKa.

KaHI1eporeHHOCTh

Pe3synbrathl 3-X MccineAoBaHUN MO BBISIBICHHIO KaHLEPOI€HHOIO MOTEHIHaNa (IBYX 2-TE€THUX
WCCIIIOBAaHMI Ha KPBICAX M MBIIIAX JJISI OCEbTAMUBHAPA M OJTHOTO 6-MECSIIHOTO MCCIIeIOBAHMUS
Ha TpaHCreHHBIX Mblmax Tg: AC A akTUBHOTO METab0InTa) OBUIM OTPUIIATEIbHBIMU.

MyTareHHOCTE

CTaHHapTHI)Ie TFCHOTOKCHUYCCKHUE TCCTHI AJId OCCIbTaMHUBUpPA U €TI0 AKTHUBHOT'O MeTaboauTa OBLIH

OTpULATCIIBHBIMHU.
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Bausane Ha d)e]f)TI/IJ'IBHOCTB

OcenpTamuBup B 03¢ 1500 MI/Kr/cyT He BIUSUI HAa TEHEPATHUBHYIO (YHKIIMIO CaMIIOB U CaAMOK
KpBIC.

TepaToreHHOCTH

B uccnenoBanusax mo M3y4eHUIO TEPATOreHHOCTH OCelIbTaMHBHpa B 03¢ 10 1500 mr/kr/cyT (Ha
Kkpeicax) U g0 500 Mr/kr/cyr (Ha KpoJMKax) BIUSHHS Ha 3MOpHUOQeTanbHOe pPa3BUTHE HE
oOHapyxeHo. B mnccienoBaHusX 10 M3yYEHUIO aHTEHATAJIBLHOIO M IOCTHATAJIbHOTO IEPHOJOB
pa3BUTUS y KpbIC MpPH BBEACHUU oOcelbTamMuBuUpa B 1o3e 1500 mr/kr/cyt Habm0ganoch
YBEJIMUEHUE MEpHOJa POJOB: Mpenena Oe30MacHOCTH MEeXAY OSKCIIO3HMIMEH aJisi 4yeloBeKa U
MaKCUMaJbHOU HEe oKa3biBaromier dddexra 1030t y kpeic (500 Mr/Kr/cyT) uisi ocelbTaMUBHpa
BhImie B 480 pas3, a i ero akTUBHOTO MeTa0ouTa — B 44 paza. DKCIO3UINSA y TJI0a COCTABIISLIIA
15-20 % oT TakoBOM y MaTepH.

IIpouee

OcenpTaMHUBHP M aKTUBHBIA META0OJIHUT MPOHUKAIOT B MOJIOKO JIAKTHPYIOUIMX KpbIc. CormacHo
OTPAaHWYEHHBIM JIAHHBIM OCEJIHTAMUBHUP W €T0 aKTUBHBIA META0OIUT MPOHUKAIOT B TPYIHOE
MOJIOKO uenoBeka. [1o pesynbrataM SKCTPANoSIUK JaHHBIX, MTOJTYYEHHBIX B UCCIEIOBAaHUSIX Y
JKUBOTHBIX, UX KOJHMYECTBO B TpyJHOM MoJioke MoxeT coctaBisath 0,01 mr/cyt u 0,3 mr/cyr,
COOTBETCTBEHHO.

[Tpumepro y 50 % TPOTECTHPOBAHHBIX MOPCKHX CBHHOK TPH BBEICHWU MAaKCHMAJBHBIX 103
AKTUBHOM CyOCTaHIIMM OCelIbTaMUBHpa HaOII0aIach CEHCUOMIN3ALNSA KOXKH B BUIE IPUTEMBI.
Taxxe BBISIBIEHO 00paTUMOE pa3Apa)xKeHHe I1a3 y KPOIUKOB.

B To Bpemsi kak Ou€Hb BBICOKHME IE€pPOpAIIbHBIE OJHOKpPATHbIE 103bl (657 MI/KT M BBILIE)
OCelIbTAMHBHpA HE OKa3bIBAJIM BJIMSHUS HA B3POCIBIX KpBIC, JaHHBIE 03Bl OKa3bIBAIU
TOKCHUYECKOE JIEHCTBUE HA HE3PEJIbIX 7-AHEBHBIX JETEHBINIEH KPbIC, B TOM YUCIE TPUBOAMIN K
rubenu kuBOTHBIX. HexxenaTenbHbIX 3(h(pekTOB HE HAOMI0AATIOCh IPU XPOHUYECKOM BBEJICHUH B
J103€

500 mr/kr/cyT ¢ 7-ro mo 21-ii 1eHb MOCTHATAIBHOTO MEepUo/a.

6. PAPMAIIEBTUUECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
Conepkumoe Karcyn

e Kpaxman KyKypy3HbIH

e Kpaxman npexenaTnHI3NpOBAHHBIHA

e [loBunon-K25

¢ Kpockapmenno3a HaTpust
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e Harpus creapundymapar

OceapTamMusup, 30 Mr, Karcyiabl

Kopnyc xancyno:
e Kpacurenb XUHOJIMHOBBIN KEJITHII
e Kpacurenb COTHEUHBIN 3aKaT JKEIThIN
e Turana quokcHun
e Kemarun
Kpviuxa kancynol:
e Kpacurenb XMHOJIUHOBBIN KEJITHIN
e Kpacurenb cosiHEeUHbIN 3aKaT KENThII
e TuraHa quokcHa
e Kemarun

OceapTaMuBup, 45 Mr, Karcyibl

Kopnyc kancynoi:
e Kpacurens xene3za OKCUJT YePHBIN
e TuTaHa TUOKCH]
o Kenatun

Kpviwrxa kancynol:
e Kpacurens xene3a OKCUJ YEPHBII
e TuTaHa TUOKCH]
o KenaTtun

OcenpbTaMuUBUD, 75 MTI', KaIICVYJIbI

Kopnyc kancynoi:
e Kpacurens xene3a OKCUJ YEPHBII
e TuTaHa TUOKCH]
e Kemarun
Kpvuuka xancynwi:
e Kpacurenb XHHOIMHOBBIN KEJTHII
e Kpacutenb cOIHEUHBIN 3aKaT KEAThII
e Turana nuokcun
e JKenarun
6.2. HecoBmecTHMOCTH

He npumennmo.

g
Ll

LAY

TBETCTEYET 3KCINEPTHOMY OTUETY
ot 24.05.2023 N= 9634

(NOCNEOOBATENEHOCTE 0001)
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COOTBETCTEBYET 2K
ot 24052023 N= 9694

(NOCNEOOBATENEHOCTE 0001)

6.3. Cpok rogHoCcTH (CPOK XpaHEeHHs )

CMEPTHOMY OTYETY

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHECHUHU

XpaHuTh npu TemnepaTrype He Boiie 25 °C.

6.5. XapakTep u coaepkaHue NePBUYHON YIIAKOBKHU

ITo 5, 7, 10, 14 kancyn B KOHTYpHYIO SIMEHKOBYIO YIIAKOBKY W3 IUIEHKH IOJMBHUHUIXJIOPUIHON
7100 TMJICHKH IOJIMBUHIIXJIOPUIHOW/TIOIMBUHIIIUACHXIOPUAHON 1 (OJIBIU  AITIOMUHUEBOU
MeYaTHOU JJAKUPOBAHHOM.

Nmu mo 5, 7, 10, 14 xkancyn B KOHTYPHYIO SYEMKOBYIO YIIAKOBKY U3 Marepuaia
KOMOMHHUPOBAHHOTO Ha OCHOBE (DOJIBIH (TPEXCIOWHBIA MaTeprall, BKIIOYAIOLINI aTFOMUHHEBYIO
(bomnbry, IIEHKY U3 OPUEHTUPOBAHHOTO MOJMAMH/IA, TOJUBUHIIIXJIOPUIHYIO TUICHKY) U (OIBru
AJTIOMUHHMEBOM MEYaTHOM JIAKUPOBAHHOM.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH MNPH YHUYTOKEHUM  HCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0  Npenapara WJIM OTXO0A0B, TMOJYYEHHBbIX IOcjde NPHMEHEeHHus
JIEKApCTBEHHOI'0 NpenapaTa u Apyrue MaHUILYJISIUM C IPenapaToM

HMHCTpYKIUS 10 NPUMEHEHUIO, O6D8.H.I€HI/IIO U YHUYTOXCHHUIO

[Toraganue jeKapCTBEHHBIX IPENapaToB B OKPYXKAMOLIYI0 CpeAy JODKHO OBITh CBEACHO K
MUHHUMYMYy. He cienyer yrwimsupoBarh Ipemnapar ¢ INOMOIIBIO CTOYHBIX BOJ MM BMECTE C
OBITOBBIMU 0TX0/1aMU. [10 BO3MOKHOCTH HEOOXOJMMO HUCII0JIb30BaTh CHELIMAIbHbIE CUCTEMBI JIJIS
YTWIM3ALUU JIEKAPCTBEHHBIX IIPENapaToB.

DKCTeMOOpaabHOE IPUTOTOBICHUE CYCIICH3UHN npenapara OcenbTaMUBUP

B cnyuwasix, korga y B3poCibIX, OAPOCTKOB U JIETEH CyIIECTBYET MpodieMa ¢ MporjaTbiBaHUEM
KarcyJl, WM Mpyu HAJMYUKM [PU3HAKOB «CTAapEHUs» KalcCyJs, HEOOXOJUMO OTKPBITH Kalcyiay U
BBICHINIATh €€ COJEPKUMOE B HEOOJBIIOE KOJUYECTBO (MakcUMaibHO 1 daiiHas JIOXKKa)
HOJXO/AAILIET0 TMOJCHAIEHHOr0 MpoAykTa nuTaHud (cM. pazzaen 4.2, moapasaen «Croco®
IPUMEHEHHUS») A TOro, 4YTOOBl CKpPBITh TOpPbKUH BKyc. Cmech HEOOXOIUMO TILATEIbHO
nepeMeniaTb M JaTh HalMeHTy LenukoM. Creayer MNpOrVIOTUTh CMECh cpa3y e Iocie
IIPUTOTOBJIEHUS.
Kancynvt 75 me
Ecnu manmmenTam tTpeGyeTcst 103a 75 MT, TO HEOOXOIUMO CJI€I0OBATH CIASAYIOIINM HHCTPYKIIHSIM:
1. Hepxa onny kamncyny 75 mr mpenapata OcelbTaMHBHp HaJ MaJleHbKOH €MKOCTbIO,
AKKypaTHO PACKPBITh KaICyIy U BBICHIIATh IOPOLIOK B EMKOCTb.
2. JloGaBuUTh HEOOJBINIOE KONMMYECTBO (HE Oojee | dYalHOM JIOKKH) ITOIXOJSIIETO
MOJICIAIIEHHOTO TMPOAYKTa MUTAaHUS (YTOOBI CKPBITh TOPBKUH BKYC) M XOpPOIIO

HiepeMeniarh.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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3. TmatenbHO mepeMemiaTb CMECh U BBITHTH €€ CH;%;K—EE%EWEE%%EJ}&E:E&H B

€MKOCTH OCTaJIoCh HEOOJBIIOE KOJIUYECTBO CMECH, TO CIIEyeT OIOJIOCHYTh E€MKOCTh
HEOOJIBIIUM KOJIMYECTBOM BOJIbI M BBIMTUTH OCTABIIIYIOCS CMECH.
Ecnu nmanmentam tpeOyrores 10361 30-60 Mr, TO I MPABUIILHOTO JIO3UPOBAaHUS HEOOXOIMMO
CJIEIOBATh CIEAYIOIIMM HHCTPYKIIHSIM:
1. [Hdepxa onny kancyny 75 mr npenapara OcelbTaMHBHP HaJ MaJIeHbKOM E€MKOCTBIO,
AKKYpPaTHO PACKPBITH KAICYyJy U BBICHINIATh MOPOIIOK B EMKOCTb.
2. Jlo6GaBUTH B MOPOMIOK S5 MJI BOJBI C TMOMOIIBIO IIMPHUIIA C METKaMH, MOKAa3bIBAIOIIIMMH
KOJIMYECTBO HAOpaHHOM KUIKOCTH. TIIaTENIBHO NIepeMeNIaTh B TCYCHUE 2 MUHYT.
3. Habpatp B mmpui HEOOXOIMMOE KOJMYECTBO CMECH M3 EMKOCTH COTJIaCHO

HIDKETIPUBEICHHOM TabmuIe:

KomnuecTBo cmecu npemnapara
Macca tena PexoMennmoBannas 103a
OcenbTaMUBHp Ha OJUH NIPUEM
<15«kr 30 Mr 2 M1
> 15-23 xr 45 Mr 3 M
> 23-40 xr 60 mr 4 vt

Her HeoOxomumocTu B 3a00pe HEpaCTBOPEHHOrO OE€J0ro IMOpOIIKA, MOCKOJIBKY OH SIBIISETCS
HEaKTHBHBIM HaroyHuTeneM. HaxaB Ha MOpIIEHb INMPHIA, BBECTH BCE €O COACPKUMOE BO
BTOPYIO €eMKOCTh. OCTaBIITYIOCSI HEUCITOIH30BAHHYIO CMECh HEOOXOIMMO BEIOPOCHT.

4. Bo BTOpYyI0 €MKOCTh J100aBUTh HEOOJIBIIOE KOJUYECTBO (He Oosee 1 4aifHOM JI0KKN)
HOJIXO/ALIET0 IMOJCIALIEHHOTO MPOAYKTAa MHUTaHUS, YTOOBl CKPBITH TOPBKUN BKYC, U
XOPOIIIO TIepeMenIaTh.

5. TmarensHO mepeMeniath CMeCh M BBIIMUTH €€ Cpasy ke mociie mpurotosieHus. Ecim B
€MKOCTH OCTaJOCh HEOOJbIIOE KOJUYECTBO CMECH, TO CIEAYeT ONOJIOCHYTh €MKOCTb
HEOOJIBIIIMM KOJIMYECTBOM BOJIBI U BBIITUTH OCTABILIYIOCS CMECH.

JlaHHYIO MpOoLeAypy CieNyeT MOBTOPSTH Mepe/l KaKIbIM IPUEMOM TIpernapaTa.
Kancynot 30 me u 45 me
JI1s IpaBUIIBHOTO JTO3MPOBAHUS HEOOXOIMMO CJIEZ0BATh CIEIYIOIUM HHCTPYKLUSAM:
1. Omnpenenuth HeoOXoaMMOE KoiudecTBO mnpenapara OcenbTaMHUBHp, TpeOyroleecs Uis

IMPUT'OTOBJICHUA CMECHU:
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Macca tena* Komuuecto Kancgj;i':' CTTEOO E'KEE’H/IHLEE‘H'O E&ﬁéyﬁf' !

npenapara OcelbTaMUBUD npemapata OceabTaMHBUD
st o0ecreueHust I o0ecreYeHust
PEKOMEHI0BAaHHOM JT03bI PEKOMEH/I0BAaHHOM JT03bI
C LIEJIBIO J1eUeHUsA B TEUCHUE C LENbIO npogurakmuxu
5 nHen

<15 «kr 1 xancyna 30 Mr 2 paza/cyT 1 xancyna 30 mr 1 pas/cyr
>15-23 kr 1 xancyna 45 mr 2 paza/cyT 1 xancyna 45 mr 1 pas/cyr
>23-40 xr 2 kancynsl 30 mr 2 pasza/cyT 2 kancynsl 30 mr 1 pas/cyT

* — Jletu ¢ maccoii Tena > 40 kr uiau B Bo3pacTe oT 8 10 12 jJeT u B3pocible MOTYT MOTy4YaTh
npenapat OceabTaMUBUD, UCHOIB3YS [UIS MPUTOTOBJICHUSI CMECU OJHY Karcyny 45 Mr + oJHy
karicyiy 30 mMr 2 pa3a B CyTKHU Ui JI€UeHus WiK 1 pa3 B CyTKH 17151 TPO(UITAKTUKH.

2. VYbemurech, YTO MHCIIONB3YETCs MpaBWIbHAs J03a mpenapara (B COOTBETCTBUU C
BBILLICTIpUBEICHHOW Tabnuueit). Jlepka OJIHY WJIM HECKOJBKO KarCyjd Ipernapara
OcenbTaMUBHp HaJ MaJCHBKOW €MKOCTBIO, aKKYPAaTHO PACKpPHITh OJHY WM HECKOJIBKO
KariCyJ ¥ BBICHINATh TIOPOIIOK B EMKOCTb.

3. JloGaButh HeOombIIOEe KOMMYECTBO (He Oosiee 1 4YalHOW JIOKKH) ITOIXOJSAIIETO

HOJICJIAIIEHHOT0 IPOAYKTa MUTaHUs, YTOOBI CKPBITh TOPHKUI BKYC, M XOPOIIO ITepeMeIIaTh.

4. TwmarenbHO MepeMelIaTh CMECh M BBIIUTH €€ Cpa3y ke IMocie npurotoBieHus. Ecnu B

€MKOCTH OCTaJIOCh HEOOJBIIOE KOJIWYECTBO CMECH, TO CIEAYET OMNOJOCHYTh EMKOCTb

HEOOJIBIIIMM KOJIMYECTBOM BOJIBI U BBIIUTH OCTABILIYIOCS CMECH.

[ToBTOpsiiTE NaHHYIO NPOLIEYPY NEPE KaKIbIM IPUEMOM IIpeTapara.

7. AEPKATEJIb PETUCTPALHUOHHOI'O YAOCTOBEPEHUSA
Poccniickas @enepanns

000 «Artonn»

445351, Camapckas 0611., . XKurynesck, yin. I'mapoctpouteneit, 1. 6.

Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

7.1. IlpeacraBuTe/ib AepaKaTelisi perHCTPALIMOHHOTO YI10CTOBePeHus

[IpeTen3uu HOTDC6HTCJ’ICI>1 HamnpaBJIATH IO aAPECy:

Poccuiickas @enepanus

000 «O308»
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445351, Camapekast 0011, T.0. JKurysesck, r. XKrrysnesck! E'iﬂﬁp%'&%ﬁe'ﬂéﬁﬂ el & 0001

Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru (mpu npousBoactee Ha OO0 «O30n», Poccust)

Poccuiickas @enepanus

000 «O30H Papm»

445043, Camapckas 00:71., 1.0. Tonbsttu, Tep. O3 IIIIT, maructpans 3-4, 31. 11, cTp. 1.
Ten.: +79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru (mpu npousoactee Ha OO0 «O30H Papmy», Poccusi)

8. HOMEP PETUCTPAIIMOHHOT O YAOCTOBEPEHMUSA

9. JIATA TIEPBUYHOM PEIUCTPALIMUU (IIOATBEPXKIEHUS
PETUCTPALIMMU, IEPEPETUCTPALIUN)

JlaTta nepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

O6ma;1 XapaKTCPUCTHUKA JICKApCTBCHHOT' O npemnapara OCGJ’ILTaMI/IBI/Ip AOCTYIIHA Ha
I/IH(l)OpMaI_II/IOHHOM nopraje EBpa3HﬁCKOFO OKOHOMHYCCKOI0O COI3a B I/IH(I)OpMaI_II/IOHHO'

KOMMYHHKaIMOHHOH cetn «uTepHeT» https://eec.eaeunion.org/.
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