COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 27.10.2023 N= 21657

OBIASI XAPAKTEPUCTUKA JIEKAPCTBEHHOFO TIPERAPATFA 103

1. HAUMEHOBAHMUE JTJEKAPCTBEHHOI'O ITPEITAPATA
OCEJIbTAMUBUP BEJI®APM, 30 mr, Kancymisbl.
OCEJIbTAMUBUP BEJI®APM, 45 mr, Karcymisl.
OCEJIbTAMUBUP BEJI®APM, 75 Mr, Karcymisl.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBINA COCTAB
JlelicTByIO1IEE BEIECTBO: OCEIBTAMUBUD

OCEJIbTAMUBHP BEJI®APM, 30 Mr, KancyJibl

Kaxxmast karicyna cogepxut 30 mr ocenpramuBupa (B Bujae Gocdara).

BcriomorarenbHbIe BEIIECTBA, HATUYUE KOTOPBIX HAJI0 YYUTHIBATH B COCTaBE
JIEKapCTBEHHOTO TIpernapara: a3okpacurtesib OpwiinanToBbii uepHbiii (E151) (cm. pasmen
4.4).

OCEJIbTAMUBHP BEJI®GAPM, 45 mMr, KancyJibl

Kaxxnas karicyna coaepkut 45 mr ocenbramuBupa (B Buzae gocdara).

OCEJIbTAMUBHUP BEJI®GAPM, 75 Mr, KancyJibl

Kaxxnast karicyna comepkut 75 mr ocenbramuBupa (B Buze docdara).

[ToHbBIN TTEepevYeHbh BCIIOMOTATEIBHBIX BEIIECTB MPUBEJIEH B pasene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancyusr.

OCEJIbTAMUBHUP BEJI®APM, 30 Mr, Karcyabl

TBep,Z[BIe JKCJIATUHOBBIC KaIICYJIbI No 2, KOpITyC Oemoro OBCTAa, KPbIICYKA 3CJICHOI'O LIBETA.
CO,I[ep)KI/IMOG Karcyia — OCIbIN MITH OJIBIH C )KENTOBAaThIM OTTEHKOM IIOPOILIOK.

OCEJIbTAMUBHUP BEJI®GAPM, 45 mMr, KancyJisl

TBepaple >xenaTuHOBbIE Karcybl Ne 2, Kopiryc 6e10ro 11BeTa, KpbIIlIeyka 5KeJITOro 11BETa.
ConeprxuMoe Karicys — OelbIii it 6esbIi ¢ KeITOBAThIM OTTEHKOM MOPOIIOK.

OCEJILTAMUBHUP BEJI®APM, 75 Mr, KancyJibl

TBepapie skenaTHHOBBIEC KarnicyJibl Ne 1, kopriryc 6e1oro mseTa, Kpbliiedka OeJioro 1sera.

ConeprkuMoe Karicy — Oenblii WK OeJIbIi C )KeITOBATHIM OTTEHKOM IOPOIIIOK.

4. KIMHUYECKHUE JAHHBIE
4.1. Tloka3aHusl K IPUMEHEHHUIO
[Ipenapatr OCEJIbTAMUMBHUP BEJI®APM noka3zaH K TPUMEHEHUIO JIJIs:

- JICYECHUSI TPUIIIAa y B3pOCIBIX U IETEH B BO3pacTe cTapiie 1 roaa;
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HAXOJSIIIUXCST B TPyNIax IMOBBIIICHHOIO pHcKa MHGUIMPOBAHHUS BHUPYCOM (B BOMHCKHX
JaCTAX U OOIBIINX OpPOU3BOACTBCHHBIX KOJIJICKTHUBAX, Y oci1abIeHHBIX HaLII/IeHTOB);

- npoUIAKTUKY TPHUIITIA y JI€Teil B Bo3pacTe cTapiuie 1 rosa.

4.2. PeskuM 103UPOBAHUSA U CIIOCO0 NMPUMEHEHMSI

PexxuM J103upoBaHus

Jleuenue

[Ipuem mnpenapata HE0OXOJAMMO HAYWHATH HE TO37HEE 2 CYTOK C MOMEHTAa pPa3BUTHUSA
CHMIITOMOB 3a00JIcBaHUS.

Pexomenayemass no3za mpenapara OCEJIBTAMHWBUP BEJI®APM nns B3poCibIX
COCTaBJISIET — 10 75 Mr 2 pa3a B CyTKH B TE€UEHHUE 5 THEH.

YBenuuenue 10361 6osee 150 Mr/cyTku He IPUBOIUT K yCUIICHHIO 3 deKTa.

Ipogunaxmuxa

[Tpuem mpemnapara HEOOXOIMMO HAYMHATH HE MO3HEE 2 CYTOK ITOCIIe KOHTAKTa ¢ 3a00JICBIINM
YeJIOBEKOM.

Pexomennyemas noza npenapata OCEJIbTAMUBUP BEJI®APM asis B3pOCibIX COCTABIISIET
—mo 75 mr 1 pa3 B cyTku B TeueHHe He MeHee 10 qHEH mocie KOHTakTa ¢ 3a00JIEBIIUM
YeJIOBEKOM.

Bo Bpemsi ce30HHOHM 3MMAEMHM TpUIa peKOMEHAyeMas 103a cocTaBisieT mo 75 mr 1 pa3 B
CYTKHU B T€UEHUE 6 HEJEb.

[MpodunakTuyueckoe ASHCTBUE TPOIOIKAETCS CTOJIBKO, CKOJIBKO JJTUTCS TIPUEM TIperapara.

Oco0ble TPVIIILI TAIMEHTOB

Tlayuenmur noscunoco eospacma

Koppekuuu 10361 171 TpoUIaKTUKY WK JICUEHUs TPUTITIa He TpeOyeTcs.

llayuenmul ¢ napywenuem ynkyuu novex

Jleuenue

[TaniuenTam ¢ kIupeHCOM KpeaTuHuHa Oosiee 60 MJI/MUH KOPPEKIIMU J03bI HE Tpelyercs. Y
MAIMEHTOB C KIMpeHcoM KpeatnHuHa oT 30 g0 60 Mi/MUH 103y OCelbTaMHUBHpa CIEAyeT
yMeHbIUTh 10 30 Mr Ba pa3a B CyTKU B T€UEHUE S5 AHE.

VY mamueHToB ¢ kiaupeHcoMm kpeatuHuHa OT 10 10 30 MuI/MUH 1103y OCenbTaMHUBHpA CIETYET
yMeHbIIUTh 10 30 Mr oAWH pa3 B CYTKM B TeueHue 5 nHeil. [lanmentam, HaxomsmmMmcs Ha
MOCTOSIHHOM TeMOJHualu3e, Mpenapar B NepBOHAYadbHOM A03¢ 30 MI MOXKHO MPHUHATH 10
Hayaja Jualii3a, €CJIM CHUMIITOMBI TpUMNa MOSBUIUCh B TeueHuEe 48 4 MexXIy ceaHCaMu
auanuza. Jnd nmoanep)kaHusl IUIa3MEHHOW KOHLEHTpAalMud Ha TEPaeBTUYECKOM YPOBHE

npemnapar cieayer npuHuMarh mo 30 Mr mocie Kaxaoro ceanca auanusa. [lamueHrtawm,
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HaxXOJSIIMMCA Ha TMEPUTOHEAIbHOM JHaNu3e, %%&%J':&EEQEH&)'TAEHM%" B

nepBoHavyanbHOM 03¢ 30 Mr 10 Hayajia NpOBEACHUS Tuann3a, 3aTeM 1o 30 Mr KaxJple 5 AHEH.
@apMaKOKMHETUKA OCEJIbTAMHUBUPA Y NAUUEHTOB € TEPMHUHAJIBHOW CTAJMEH IOYEYHOMN
HEJOCTAaTOYHOCTH (C KJIMpPEeHCOM KpeaTuHHHA <10 MJI/MUH), HE HaXOJSIIIMXCS HA AUATU3E, HE
u3ydyanacb. B cBs3M ¢ 3TMM pEKOMEHJALMM 110 JTO3UPOBAHUIO Yy JTaHHOW TpyNIbl NAlUEHTOB
OTCYTCTBYIOT.

Hpodunaxmuxa

[TaruenTam ¢ KIMpeHCOM KpeaTMHHMHA Oosee 60 MII/MUH KOppEKLMHU J03bl He Tpedyercs. Y
MAIMEHTOB C KJIMpeHcoM KpeatnHuHa oT 30 g0 60 MiI/MUH 103y OCelbTaMHUBHUpa CIEAYeT
yMEHBIIUTH 10 30 MI OAMH pa3 B CyTKH.

VY narnueHToB ¢ KimpeHcoM kpeatuHuHa oT 10 1o 30 MiI/MUH PEKOMEHYeTCS YMEHBIIIUTD 103y
npenapara 10 30 mr yepe3 neHb. [lanueHtaMm, HaXOIAIMMCA Ha MOCTOSHHOM TI€MOJHAIIN3E,
npenapar B MepBOHaYaIbHOM 03¢ 30 M MOXXHO MPUHSTH 10 Havana guanu3a («1-i ceaHcy).
Jns mopnepkanusl MI1a3MEHHOM KOHIICHTPALIMA HA TEPANEBTUYECKOM YPOBHE OCEIbTAMHUBHUP
cienyer npuHuMaTh no 30 Mr mocsiae KakJ0ro HOCIEAYIOUIEro HEUYEeTHOIo CeaHca Juallusa.
[TanuenTaMm, HaXOIAIIMMCS Ha MEPUTOHEATBHOM AWANN3E, MpernapaTr cleAyeT NPUHUMaTh B
nepBoHavaibHOM 03¢ 30 MI 0 Havayia MPOBEACHUS AUaNnun3a, 3aTeM 1o 30 Mr Kaxjsie 7 THEH.
®apMaKOKMHETHKA OCEIbTAMHBHpPA y NAUUEHTOB € TEPMHUHAJIBHOW CTAIMEH MOYEYHOMN
HEJ0CTAaTOYHOCTH (C KJIMpEeHCOM KpeaTuHHHa <10 MJI/MUH), HE HaXOJAIIMXCS Ha JAUAIN3E, HE
u3ydanachb. B cBs3U ¢ 3TUM pEKOMEHJALMM IO JTO3UPOBAHUIO Yy JTAHHOW TpyNIbl NAlUEHTOB
OTCYTCTBYIOT.

Ilayuenmul ¢ napywenuem ynkyuu nevenu

Koppekiiuu 110361 Tipu JieueHWH W NPO(UIAKTUKE TPUINA Yy TMAIUEHTOB C HapyIIeHUEM
GYHKIIMM TIeYeHU JIETKOW W CpeqHel CTemeHH TsKeCcTH He Tpedyercs. besomacHocTs u
(dbapMaKOKHMHETHKA OCETbTAMUBHPA y MALMEHTOB C TSHXKEIBIMU HapYIIEHUAMU (DYHKIIUU TICYeHU
HE M3y4yanach.

Tayuenmul ¢ ocnabaeHnbiM UMMYHUMEmMOM (ROcie MpaHCIaHmayuu)

Jleuenue

PexomennoBaHHass MPOAOKUTENBHOCTh TEPAMH  OCEIbTAMUBUPOM Y TMALUEHTOB C
ocnabieHHbIM UMMYHHUTETOM cocTtaBisieT 10 nueil. Koppekuun nosel He Tpebyercs. [Ipuem
nmpemnapara HeOOXOJMMO HadMHATh HE TMO037Hee 2 CYTOK C MOMEHTA Pa3BUTHS CHUMIITOMOB
3a00JIeBaHMUA.

Hpodunaxmuxa

Jl1s ce30HHOM MPOGUITAKTUKY TPUMTA Y MAMEHTOB ¢ 0CIabJeHHBIM HMMYHUTETOM B BO3pacTe

ot 1 roga — B Teuenue 12 Henenb, KOPPEKIMH 10361 HE TpeOyeTcs.
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Jleuenue

[Ipuem mnpenapara HEOOXOMUMO HAYMHATH HE IMO3JHEE 2 CYTOK C MOMEHTAa pa3BUTHSA
CHMIITOMOB 3a00J1e€BaHus.

Tloopocmxu 6 so3pacme >12 nem

Pexomenayemas nosa npenapara OCEJIbBTAMUBUP BEJI®APM cocransier — no 75 mr 2

pasa B CyTKM BHYTPb B T€UEHHUE 5 THEH.
YBenuuenue 10361 6osiee 150 MI/CyTKH HE IPUBOJIUT K ycuieHHUIo dddekra.

Jlemu 6 so3pacme om 1 2o0a 0o 12 1em

Jetu ¢ maccoii Tena >40 Kr, KOTOpble YMEIOT MIPOIJIaThIBaTh KAICYJIbl, TAKKE MOTYT MOJIy4aTh
Jie4yeHue, IPUHUMAs 110 OJIHOM Karcyse 75 Mr 2 pa3a B CyTKU B T€UEHUE 5 JTHEH.

Jns nerel B Bo3pacTe OT | rofa BO3MOXKHO 3KCTEMIIOPAJIbHOE NMPUTOTOBJIEHUE CYCHEH3UH C
UCIIOJIb30BaHUEM Karicy 75 Mr (cM. paszzaen 6.6).

[TpumeHnsTh npenapar ciaeayeT 2 pa3a B CyTKU B TEUEHUE 5 JHEHM COracHO HUKENPUBEIECHHON

TalIuIeE:
KoanuecTBo cmecH
PexomMengoBaHHas 1032 HA
Macca Teaa, Kr oceJIbTAMUBHPA HA OJIMH
O/IUH NPHEM, MI
npuem, MJ
<15 30 2
>15-23 45 3
>23-40 60 4
>40 75 5
Ipogpunaxmuxa

[Tpuem npenapara HEOOXOIMMO HAUMHATH HE MO3/HEE 2 CYTOK IOC/Ie KOHTAKTa ¢ 3a00JI€BIINM
YEJIOBEKOM.

[loopocmku 6 6ozpacme >12 nem

ITo 75 mr 1 pa3 B cyTku BHYTpb B TeueHue He MeHee 10 nHell mocie KOHTakTa ¢ 3a00JIeBIINM
4yeoBeKoM. Bo BpeMsi Ce€30HHOM snmuaeMuu rpumma — no 75 mr 1 pa3 B cyTku B TedueHHe 6
Henenb. Ilpodunaktudeckoe AeWCTBUE MPOAOIKAETCA CTOJIBKO, CKOJBKO JAIUTCA IPUEM
npenapara.

Jlemu 6 6ozpacme om 1 200a 0o 12 nem

Heru ¢ maccoit Tena >40 Kr, KOTOpbIE MOT'YT IIPOTJIaThIBaTh KaICYJIbl, TAK)KE MOT'YT IOJy4aTh
podUIAKTUYECKYIO Teparnuio, IpUHUMas Mo 0J1HOM Karcyne 75 mr 1 pa3 B cyTku B Tedenue 10
THEH.

Jlna nereii B Bozpacte OT 1 rojsa BO3MOXHO 3KCTEMIOPAJIBHOE MPUTOTOBIEHUE CYCIEH3HUH C

WCITOJIb30BaHUEM Karmcys 75 Mr (cM. paszen 6.6).
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Hemu 6 6o3pacme 0o 1 2o0a
[Ipenapar OCEJIbLTAMUBUP BEJI®APM ne cnenyer HazHayaTh AeTsM A0 1 roga.

Cr1oco0 nmpuMeHeHust

BnyTtpsb.

Bo Bpemsi enpl miM HE3aBUCHMMO OT MpHeMa OUINK. [lepeHocMMOCTh mpernapara MOXKHO
YIAYYIINATh, €CITM IPUHUMATD €r0 BO BPEMS €/Ibl.

WNHCTpyKIMs IO TPHUTOTOBJICHUIO JIEKAPCTBEHHOTO IIperapaTra Iepea NPUMEHEHUEM, JUIs
HalMEHTOB, KOTOPBIE HE MOTYT IPOTJIOTUTH KAIICYITy LEIUKOM CM. B paszene 6.6.

4.3. IIpoTuBONOKA3aHNS

- M'unepuyBCTBUTENBHOCTh K OCEIBTAMUBHPY WM K JIFOOOMY W3 BCIIOMOTATEIIbHBIX
BEIIIECTB, IEPEUNCIICHHBIX B pa3zaeie 6.1.

4.4. OcoOble yka3zaHusi M Mepbl IPEI0CTOPOKHOCTH NMPH NPUMEHEHUN

OcenbTamuBup 3((EKTUBEH TONBKO B OTHOLICHUM 3a00J€BaHMS, BBI3BAHHOTO BHPYCOM
rpunmna. /lanasle 00 3¢hekTHBHOCTH OcenbTaMUBHpa NPU TEpanuu 3a00JIeBaHNH, BEI3BAHHBIX
WHBIMH areHTaMH, OTCYTCTBYIOT (cM. pasnen 5.1).

HpenapaT HC ABJSICTCS 3aMCHOM BaKIIMHAITUH

Hcnonrs3zoBanne npenapara OCEJIbTAMUWBUP BEJI®APM He NOmKHO BIMATH Ha OLEHKY
MALUEHTOB IIPY NIPOBEIECHUH €KETOJHOW BAKIIMHALIMY [TPOTUB I'PUIIIA.

3amuTa OT TpUINa JUIUTCA TOJBKO JO TeX IOp, MOKa HMpUMeHsercs mnpemnapaT. llpemapar
CJIETyeT HUCI0JIb30BATh TOJIBKO JUIs JICYEHUS U MPO(PUIAKTUKY TPUIIIIA U TOJIBKO B CIIydae, eciu
JIOCTOBEPHBIE DMMJIAEMUOJIOTUUECKHNE JaHHbIE YKa3blBAalOT HA TO, YTO BHUPYC TpHUINa
LHUPKYJIUPYET B OOIIEH MOMyIALUH.

UyBCTBUTENBHOCTh IUPKYIMPYIOMIMX IITAMMOB BHpycCa TIpUINA K OCEIbTAMUBUPY MOXKET
CHJIbHO BapbHpOBaTh (cM. pazzaen 5.1).

Takum o00pazom, MpU Ha3HAUYEHUM NpenapaTa HEOOXOIUMO YUUTHIBATh CaMyIO IOCIIEIHIONO
JOCTYIHYIO WH(OPMAIMIO O YyBCTBUTEILHOCTH IUPKYIUPYIOIIEro BUPYca K OCEIbTAMUBHUDY.

Tspxenoe conmyTCeTBYIONIEE 3a00I¢BaHHUE

Jannsie o OezonmacHocTH U 3(()EKTUBHOCTH NMPUMEHEHHs OCelIbTaMUBHpa y MAllMEHTOB C
JOCTAaTOYHO TSDKEJIBIM COINYTCTBYIOIIMM 3a00JIEBAaHHMEM MM HECTaOMJIBHBIM COCTOSIHHEM,
IIPEII0JIaratoIiMM FOCIUTAIN3ALNI0, OTCYTCTBYIOT.

[TarmenTsl ¢ 0cna0JIeHHBIM HMMYHATETOM

O} PexTuBHOCTh OCeIbTAMUBHPA MPHU JICUEHUU WU MPO(UIAKTUKE TPUIIA Yy TMalHUEHTOB C
OCJTa0JICHHBIM MMMYHUTETOM YETKO HE YCTaHOBIeHa (cM. pasznen 5.1). OmHako y B3pOCIBIX

nanmnueHTOB C oci1a0JIeHHBIM HMMYHUTCTOM JICHCHHUC TpHIllla CJICAYCT IMPOBOAWUTL Ha
5
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npoTsbkeHnn 10 gHel, Tak Kak KIMHUYECKU( Hccneﬁgﬁgﬁnﬁ%ﬁ%g@&%bﬁcﬁﬁ TRybee

TCpaIriuy HE IIPOBOANIINCE.

Cep):[eqHa;I/ AbIXAaTCJIbHAAd HCAOCTATOYHOCTD

D¢ heKTUBHOCTh OCEIbTAMUBHUpA MPHU JICUCHUU WIM TPO(MIAKTUKE TPUIINA y MAIUEHTOB C
XPOHUYECKOU CEPJICUYHON W/WIIA ABIXaTEIBbHOW HEAOCTATOYHOCThIO HE YCTAaHOBJICHA. B manHO#M
MOMYJISIIIAK TTAIIUEHTOB YaCcTOTa BO3HUKHOBEHHS OCJIOKHEHMI ObLJIa COMOCTaBMMA B TPYIIIE
JIeYEHUs U TpyIIe mianedo.

IloyeyHas HEJOCTATOYHOCTh TSHKEJION CTEICHU TSHKECTU

VY B3pOCIBIX MalUEHTOB U MOAPOCTKOB (0T 13 1o 17 7eT) ¢ TsHKENIoH CTENEHbI MOYeYHOM
HEJOCTATOYHOCTH TIPH JICUCHUU M MPOQPIIAKTHKE TPHIIIA PEKOMEHIYETCS KOPPEKIHUS JIO3bI.
Knunuueckue naHHbIe A1 KOPPEKIMU 036l Y MJIQJICHIIEB U JeTel (B Bo3pacte oT 1 roga u
CTapIie) ¢ MOYSYHOM HEJTOCTATOUHOCTHIO OTCYTCTBYIOT (CM. paszens 4.2 u 5.2).

IIcnxOHEBPOJOTHUECKHUE HAPYILICHUS

VY manueHToB (B OCHOBHOM Yy JeT€id M MOIPOCTKOB), NMPHHHUMABIIAX OCEIbTAMHUBHD, OBUIH
3apCruCTpUpPOBAHbI IICUXOHCBPOJIOTIMYCCKUEC HAPYIICHUA. HOIIO6HI)IC IICUXOHECBPOJIOTHYCCKUC
HApYIICHHUS TaK K€ OTMEYCHBI Y MAIMEHTOB C TPHIIIIOM, HE TMOJXyYaBIIuX npenapar. Cruemyer
TIIATEIBHO MOHUTOPHPOBATH MAI[MEHTOB Ha MPEIMET U3MEHEHHI B MTOBEACHUH, PHCK U MOJIb3a
MPOAOJIKCHUA TCpAIlIMU JOJIKHBI OBITH ONCHCHBI JIA KaXKJA0ro nmanveHTa MHAUBHUAYAJIbHO (CM.
paszzaen 4.8).

BcnomMorarenbHbIe BelllecTBa

ITpemapar OCEJIbTAMUBUP BEJI®APM, 30 wmr, Kamncymnbl COAEPKHUT a30KPACUTEIb

OpriinanTOBbIN yepHbIi (E151), KOTOpBIN MOKET BbI3bIBAaTh AJJIEPrUUECKHUE PEAKIIUH.

eTH
JlaHHbIe U1 OIpeNeseHUs] J103bl y HEIOHOMICHHBIX JeTei (IMOCTKOHLENTYalbHBIH BO3PACT
<36 Hemenb) OTCYTCTBYIOT.
4.5. B3auMopelicTBHe € JPYIMMH JIEKAPCTBEHHBbIMH IpenaparaMd W JApyrue BHUAbI
B3aMMO/ICHCTBUA
PapMaKOKMHETUYECKUE CBOMCTBA OCEITAMUBUPA, TAKHUE KaK €r0 HU3Kasl CTENEHb CBA3BIBaHNUS
¢ Oenkamu u Mertabomu3M, He 3aBUCHUMBIA OT u3opepmenta CYP450 u cucrtemsl
MIIOKYpPOHHAa3 (CM. pasaen 5.2), He Jal0T OCHOBAHWM IPEIIojiarath HaIMYHe KIHHHYECKU
3HAYMMBIX B3aMMOJIEHCTBUIN N0 YKa3aHHBIM MEXaHU3MaM.
ITpobenennyg
Koppekiuu 10361 Npu OTHOBPEMEHHOM MPUMEHEHHWH C MPOOSHEIMIOM Y TMAIUeHTOB C
HOpMaJIbHOM (hyHKIMEH TToYeK He TpeOyercs. OqHOBpEeMEHHOE IPUMEHECHHE C POOCHEITNIOM,

MOIIHBIM MHTHOUTOPOM aHHMOHHOM KaHAJIBLIEBOM CEKpELMH B MOYKaX, MPUBOJUT K MPUMEPHO
6
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AMOKCUITMIUTNH

Kunernueckoe B3aMMOCHCTBUE OCEIBTAMUBUAPA U aMOKCUIIWJUIMHA (BBIBOSIIEIOCS TEM K€
IyTeM, 4YTO M OCEIbTaMUBHp) OTCYTCTBYeT. Ilpenmomaraercsi, dYTO KOHKYpPEHLHUS
oceJIbTaMHUBHpA 32 BbIBEJCHHUE MOYKaMH C1a0asl.

BreiBeneHue ¢ Mo4yoi

MaioBepOosITHbI KJIIMHAYECKH 3HAYMMbIE MEKJIEKQpPCTBEHHBIEC B3aUMOJICHCTBUS, CBS3aHHBIC C
KOHKYPEHIIMEH 3a KaHaJbLEBYIO CEKpEIMIo, IPUHIUMAsi BO BHUMaHHE pe3epB 0e30MacCHOCTH
JUIst  OOJIBIIMHCTBA MOJOOHBIX TIPerapaToB, IIyTH BBIBEACHUS aKTHUBHOIO MeTaboIuTa
ocellbTaMuBHpa (KIIyOOYKOBasi (pMIBTpAllds M aHWOHHAS KaHAIBIICBAas CEKPEIHs), a TaKkKe
BBIBOJIAIIIIYIO CIIOCOOHOCTh KaXXI0oro u3 ImyTed. OpHako, NPUMEHATh OCEJIbTaMHUBUD B
KOMOMHAIIMU C MpenapaTamMi, HUMEIOIIMMU Y3KYH IIHPOTY TEPaneBTHUYECKOro JAEUCTBUS
(HanpuMep, XJIOpIponaMua, METoTpekcar, OyTaJuoH), HEOOXOIUMO C OCTOPOKHOCTBIO.

I[OHOHHHTGJII)HB.FI I/IHd)ODMaIII/ISI

He oOnapyxeHO (hapMaKOKMHETUYECKHX B3aWMOJICHCTBHI MEXIY OCEIIbTAMHUBHPOM KT €0
OCHOBHBIM  METa0OJMTOM  MpU  OJAHOBPEMEHHOM  IpHUEME C  [apaleTaMoJIioM,
ALETWICAIMIWIOBOH KHCIOTOM, LUMETHIMHOM, AaHTALUIHBIMU CpeACTBAMM (MarHus u
QTIOMUHUS TUAPOKCU, KaJdblUsl KapOOHAT), pUMaHTaJUHOM WM BapdapruHOM (y HallMeHTOB
0e3 rpurina, CTadUILHBIX Ha BapdapuHe).

4.6. ®epTHIBHOCTDH, 0ePEeMEHHOCTD U JIAKTALM S

bepemeHHOCTD

HeGmaronpustHeiid ucxo, OEpEeMEHHOCTH W aHOMAJIMM DPAa3BUTHS IUIOJA, 4 TaKKe PHCK
CEPBE3HBIX BPOXKJICHHBIX IMOPOKOB PA3BUTHSA, B TOM YHCIIC BPOXKICHHBIX MOPOKOB CEpAIIA,
CBsI3aHBbI € 3200JIEBAHNEM TPUIIIIOM.

Bosnbl1oe KOIMYeCTBO JaHHBIX O BO3JEMCTBUN OCeIbTaMUBHpPa y OEPEMEHHBIX JKEHIIUH B X0/1€
MMOCTMAapKETHHIOBOTO TIPUMEHEHUs] W HaONIOIATeNIbHBIX uccienoBannii  (6onee 1 000
MAIMCHTOB Ha TIEPBOM TPUMECTpe OEpPEMEHHOCTH) HE YKa3bIBAIOT HU Ha TTOPOKH Pa3BUTHS, HU
Ha (peTo/HeOHaTAIbHYI0 TOKCUYHOCTh OCEJIbTAMUBHPA.

OnHako B OIHOM HaOJIOJATEIbHOM HCCIIEIOBAaHUM DPE3YJbTaThl OLIEHKU PUCKA pa3BUTHUS
TSDKEITBIX BPOXKICHHBIX TTOPOKOB CEP/Ila, THAarHOCTHPOBAHHBIX B T€YeHHE 12 MecsIeB mocie
pOXKJeHusl, He ObUIM OJHO3HAYHBIMH, XOTSI OOIIMI PHUCK IOPOKOB pa3BUTHS W HE ObLI
YBEJIUYEH.

B ngaHHOM HCClIeIOBaHMHM YacTOTa Pa3BUTHS TSDKENBIX BPOXKJIEHHBIX MOPOKOB CEplia Mocie
IIPUMEHEHUs] OCelIbTaMUBHpA B TEUEHHE IEPBOrO TPUMECTpa OEpEeMEHHOCTH COCTaBsUIa

1,76 % (7 mnanenueB u3 397 6epemenHocteit) no cpaBuenuro ¢ 1,01 % npu 6epeMeHHOCTH B
7
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o0miert monmyysuu  0e3 TPUMEHEHUSI OCEITE

noBeputebHbIN nHTepBai 0,51 10 5,98).

Kimmanyeckoe 3Ha4eHne TaHHOTO pe3ysIbTaTa JI0 KOHIIA HE SICHO, TaK KaK HCCIICIOBAaHUE UMEIIO
OTrpaHUYECHHYIO MOIIIHOCTb.

Kpome Toro, uccrnenoBanue ObUIO0 HEAOCTATOUYHO OOBEMHBIM, YTOOBI ITPOBECTU JOCTOBEPHYIO
OIICHKY OTJEJILHBIX KAaTErOPHH TSHKENBIX IMOPOKOB PAa3BUTHS; MPU 3TOM JIAHHBIC Y JKCHIIHUH,
MIPUHUMABIINX U HE IPUHUMABIINX OCEIITAMUBUP, HE MOTJIN OBITH TTOJIHOCTBIO COMIOCTABUMBEI,
HE3aBHCHUMO OT TOT'0, OOJICIH JIU OHU TPHUIIIIOM.

UccnenoBanuss Ha KUBOTHBIX HE YKa3blBAlOT Ha  PEMNPOIYKTUBHYIO TOKCHUYHOCTh
ocenbramuBHpa. [IprMeHEeHHe ocellbTaMUBHpa TNPU OCPEMEHHOCTH BO3MOXKHO B CiIydac
HEOOXOJIMMOCTH M TIOCJI€ OIEHKH HUMEIoIIecs: nHpopMalmu 0 Oe30MacHOCTH U TOJIb3€e (CM.
pazznen 5.1), a TaKKe MaTOreHHOCTH LIMPKYJIUPYIOIIEro ITaMMa BUpyca TpHIIa.

JlakTanms

Bo Bpemsi TOKJITMHUYECKUX UCCIICIOBAaHUI OCEIIbTAMUBHUP M AKTUBHBIA METAOOIUT TIPOHUKAIIN
B MOJIOKO JIAKTUPYIOIIMX KPbIC. JJaHHBIC TT0 SKCKPEIMH OCEIIFTaAMHUBHpPA C TPYTHBIM MOJIOKOM
y 4eJIOBEeKa M MPUMEHEHHUIO OCEIbTAMUBUPA KOPMSIIIUMHU >KSHILIIMHAMU OT PAHUYEHBI.
OrpaHuyeHHbIE JaHHBIC IMOKa3bIBAIOT, YTO OCEIbTAMUBHDP U €r0 aKTUBHBIA METa0OJUT B
HEOOJBIITNX KOJIMYECTBAX TPOHUKAIOT B TPYTHOE MOJIOKO, CO3/1aBas CyOTepareBTHYCCKUE
KOHIICHTPAIIMK B KPOBU TPyMHOro pedOeHka. [Ipw Ha3HaUYeHWH oOcelbTaMUBHpa KOPMSIIIAM
JKEHIIIMHAM CJIeTyeT Tak)Ke Y4YWUTHIBaTh MX COIyTCTBYIOIEe 3a00JeBaHHWE M MATOr€HHOCTh
MPKYJIUPYIONIEro ITamMMa Bupyca rpunma. [Ipu OepeMeHHOCTH W B MEepUOd TPYAHOTO
BCKapMJTUBAHUS OCEITLTAMUBHP MIPUMEHSIOT TOJBKO B CIIydae, €ClId OKuacMasi siBHasI T0JTb3a
JUTSI KOPMSIIEH MaTepH TIPEBBIIIACT PUCK IS peOeHKA.

DepTHILHOCTD

Ha ocHOBaHuMM JOKIMHUYECKUX JAaHHBIX HE OXKHMIAETCS, YTO OCEIbTAMMBHUD BIMSIET Ha
(bepTUILHOCTh MYKYHH HJIH XKEHIHH (CM. paznen 5.3).

4.7. Biusinne Ha CNOCOOHOCTH YNPaBJATHL TPAHCIOPTHHIMH CpeJACTBAMHU M padoTaTh
¢ MeXaHHU3MaMu

[Tpenapatr OCEJIbTAMUBUP BEJI®APM He BnusieT, 1100 OKa3bIBa€T HE3HAYUTEIbHOE
BJIUSIHHE Ha CIIOCOOHOCTH YNPABJISATH TPAHCIIOPTHBIMHU CPEACTBAMU U MEXaHU3MAaMU.

4.8. HexkenareJibHbIE peaKINH

Pesrome nipoduiist Oe3onacHoCTH

O6umii mnpoduns Oe3omacHOCTH TpenapaTa OCHOBaH Ha JaHHBIX 6049  B3pocibix
MalMEeHTOB/TIOAPOCTKOB U 1473 meTedt ¢ TPUIIIOM, MOJIy4YaBIIMX Mpenapar Wik Iianedo, a

Takke Ha MaHHBIX 3990 B3pOCHBIX MAIMEHTOB/TIOAPOCTKOB W 253 neTeil, MoTydarouux
8
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mpenapar Wid Iuiarebo/He TMOMy4YaBIIUX TParuu ] ottt Egééﬁgﬂg)gzﬁ{%;'y_{'}'no

npoUIaKTUKE TPHIIIIA.

Kpome toro, 199 B3poCibIX MaLMEHTOB C OCIA0JIEHHBIM MMMYHHTETOM IOJYYWIH THpenapaT
JUTS JICUEHUs rpunma, U 475 manueHToB ¢ 0cIa0JICHHBIM HMMYHHUTETOM (B TOM 4Hcie 18 nerei,
10 U3 KOTOpBIX MOJy4anu mpenapar u § — miaanedo) NoJyYywiId IpenapaTr Wid Iuianebo ass
npoHIAKTUKY TPHIIIIA.

VY B3poCIIbIX MalMEHTOB/IOPOCTKOB HAaHOO0IIee YaCThIMU HEKenaTebHbIMU peakiusmu (HP) B
X0Jle KIMHUYECKUX HCCIEAOBAHUN JIeUeHHUs Tpulmna ObUIM TOIIHOTa W PBOTA, a B XOHE
UCCJIEIOBAHUM 110 MPOPUIAKTUKE — TOLTHOTA.

BonbmmHCTBO yKa3aHHBIX HP ObLIM 3aperucTpupoBaHbl OJHOKPATHO B TIEPBBIA MM BTOPOM
JICHb TEPANUK U CIIOHTAHHO Pa3pelIauch B TCUCHUE MOCICAYIOMUX 1—2 THEH.

VY nereit HauOosee yacto Berpevaronieiicss HP Obuta pBoTa.

Y 6onpiKHCTBA TAIMeHTOB AaHHble HP He nmpuBoaniIN K OTMEHE Tepanuu OCeIbTaMUBHPOM.
Cepbesnbie HP, nepeuncnennbie HUXeE, pEIKO OTMEYAIMCh C MOMEHTa BBIXOJa TMpernapara Ha
PBHIHOK: aHA(UIAKTHYCCKHE W aHA(PWIAKTOUIHBIC PEaKIMU, HAPYIICHUS CO CTOPOHBI NCYCHH
(pynpMUHAHTHBIN TeMaTUT, HApYIICHHE (YHKIMHU NEUYEHU U KENTyXa), aHTMOHEBPOTUYECKUIN
otek, cuuapom CtuBeHca-J[>KOHCOHA M TOKCHYECKHUI SMuAepMaibHbId HEKPOJIU3, KEITYyI0UHO-
KHIIIEYHOE KPOBOTEUCHHUE U HAPYIICHUS CO CTOPOHBI HEPBHOUM CHCTEMBI M IICUXUKH (CM. pa3fel
4.4).

Tabanunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

Jliis onMcaHus 4acTOThl HeXeNaTeIbHbIX PEaKLUil UCTIONb3YyeTCs caenyromas Kiaccuukanus:
oueHb 4vacto (>1/10), gacto (>1/100, mo <1/10), Hewacto (>1/1 000, Ho <1/100), pemko
(>1/10 000, O <1/1000) ouensr penko (<1/10000), yacrora Heus3BecTHa (Ha OCHOBAHHUH
UMEIOIIUXCS JAHHBIX OLEHUTh HEBO3MOXKHO).

Jleuenue u npoghunakmuxa epunna y 83pocivix u NOOPOCMKO8

B Tabmume 1 mpeacraBnenst HP, Bo3nukaBmme Hambosiee dYacTo mpu  TpHEME
PEKOMEH/IOBAaHHOHN JI03bI OCEIhTAMHUBHPA B HCCIEAOBAHMIX MO MPOQHIAKTHKE ¥ JICYCHUIO
rpunmna y B3poCibIX U MOJIPOCTKOB (75 Mr 2 pasza B CyTKM B T€UEHHE 5 JTHEH I JIeUeHUs U
75 mr 1 pa3 B cyTku 10 6 Henenb 11 TPOPUIAKTHKH).

B wuccnegoBanusx mno mnpoduiakThke Trpunma npoduias 0e30macHOCTH Yy MAIMEeHTOB,
MOJTYYaBIINX PEKOMEHJOBAaHHYIO J03y mpemapara (75 mr 1 pa3 B CyTku a0 6 HeIenb),
Ka4eCTBEHHO HE OTJIMYAJICS OT TAaKOBOT'O B MUCCIIEJIOBAHMSX I10 JICUSHHIO TPHUIIINA, HECMOTpPS Ha

OoJiee AUTENBHBIN IPHEM IpenapaTa.
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HpO(l)I/IJIaKTI/IKe U JICUCHUIO I'pUIIlla OCCIIbTAMHUBHUPOM Yy B3POCJIBIX MHMAIUCHTOB U IIOAPOCTKOB

HJIK B XO1€ IMOCTMAPKECTHUHIOBOT'O Ha6JHOI[eHI/I$I.

Kuanace cucrem

pacnpeacJi€eHHbIEC COTVIACHO YaCTOTE BbISIBJICHUSA

HeskenarenbHble peakumu,

OpPraHoB
OueHnb yacTo Yacro Heuacro Penxo
HUnghexyuu u Bponxut, Herpes
uHeasuu simplex,
Ha30(apuHTHUT,
nHpEKIUH
BEPXHHX
JIBIXaTeNbHBIX
IIyTE€H, CAHYCHT
Hapywenus co TpomOoruToneHus
CMOPOHbL KPOBU U
aumpamuuecxou
cucmemul
Hapywenus co Peakuuun AHadumakTuaeck
CMOPOHbL TUIEPYYBCTBU| W€ PEaKIIHH,
UMMYHHOU TEIbHOCTHU aHa(pUIaKTOUTHBIC
cucmemul peakuumn
Tcuxuueckue becnoxkoilicTBo,
HapyuwieHus aHOPMAJIbHOE
MOBEJICHNUE,
TPEBOKHOCTb,
CITyTaHHOCTH
co3HaHus, Open,
JIeIApU,
TaJUTFOIIUHAITIH,
HOYHbBIE KOLIMapBhl,
npUYMHEHHuE cede
TEJIECHOTO
MTOBPEXKICHHS
Hapywenus co lNonoBHas becconnuia N3menenue
CMOpOHbL HepeHoUl | OOJb CO3HaHWA,
cucmemul cynoporu
Hapywenus co Hapymenne
CMOPOHbL Op2ana 3peHUs
3penus
Hapywenus co Aputmus

CMOpOHbL cepoya
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Hapywenus co Kamens, 6016 g TJCITEOUBATENEHOCTE 0003)
CMOpOoHbl ropJje, puHopest
oviIxamenvbHou
cucmembl, Op2aHos
2PYOHOU KIemKu U
cpedocmenust
JKenyoouno- TomHoTa PBota, 60116 B Kenynouno-
KUueynvle YKUBOTE (BKITFOYAS KHIIICYHbIE
HapyueHus 00JIb B BepxHEH KPOBOTEYCHHS,
YaCTH )KHBOTA), reMopparn4ecKui
JTUCTICTICUS KOJIUT
Hapywenus co [ToBeIIIEHNE OynpMUHAHTHBIN
CMOPOHbL NeweHuU U AKTUBHOCTH reraTur,
JHCeNUeBblBO0AUUX «MEYCHOYHBIX)» | TIEYCHOYHAs
nymeii dhepMeHTOB HEJI0CTaTOYHOCTb,
rernaTuT
Hapywenus co DK3ema, AHTHOHEBpOTHYEC
CMOPOHbL KOHCU U JIepMaTHT, KHH OTEK,
NOOKOJICHBIX CHIIIb, MyIbTU(OPMHAS
mxawetl KpalMBHUIIA | 3pUTEMa, CHHIPOM
CtuBeHca-
J>xoHCOHa,
TOKCHUYECKU I
AMUICPMATbHBIN
HEKPOJIN3
Obuue bonb,
HapyueHus u TOJIOBOKPYKEHHE
peaxkyuu 8 mecme (BKITIOUAS
86edenus BEPTHUTO),
YTOMJIIEMOCTb,
Tuxopajka, 601b
B KOHEYHOCTSX

Omnmcanue OTACIBHBIX HECXKCIATCIbHBIX DCaKHI/Iﬁ

Hapywenus co cmoponvl HepsHOU cucmembvl U nCuxuvyeckue HapyuleHus

I'punmosnass uHGpEKIUS MOXET AacCOLMMPOBATHCS C Pa3IUYHBIMH  HEBPOJIOTHYECKUMHU
CUMITOMaMU U HU3MEHEHHUSMM IOBEJCHMS, BKJIIOYAs TaKUE CUMITOMBI, KaK TaJUTIOLMHAINY,
JeNUpui, W aHOpPMaJlbHOE IOBeACHHE. B HEKOTOphIX CiydasX OHM MOTYT MPHUBECTH K
CMEPTEIBHOMY HCXO.Y.

JlaHHbIE SIBJIEHUS MOTYT BO3HUKATh Kak Ha ()OHE pa3BUTHUS dHIE(ATONAaTHH WIK dHIE(DaINTa,
TaK ¥ OT/EIBbHO, 0€3 SIBHOTO TSHKEJIOTO 3a00JICBaHMS.

B moctMapkeTHHIOBBIX COOOLICHHUSX y MAallMEHTOB, KOTOpbIE MOJyYaldd OCEIbTaMUBHUD JUIS

11
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JICYEHUsl TPHUIINA, OTMEYAIUCh CYAOPOTH U nennpnﬁ-l'%B;c}llgw';é;{E“TLgEtIéﬁ_ﬂmqaﬁh,“ Rax

HApyIICHHE CO3HAHWS, CIIYyTAaHHOCTh CO3HAHWS, AaHOPMAJIbHOE TMOBEACHHE, Open,
TALTIONUHAIMN, OCECIIOKOHCTBO, TPEBOKHOCTh, HOYHBIE KOIIMAphbl). OJTH CIydah pPEaKo
CONPOBOXKAAIKNCH ONMACHBIMM JUISl )KU3HU aKTUBHOCTAMM WJIM JIETAJIbHBIM MCX0A0M. JlaHHBIE
SIBJICHHSI OBLIM 3apETHMCTPUPOBAHBI B OCHOBHOM CpPEIU JETEH W TMOJPOCTKOB M YacTO MUMEIH
BHE3AITHOE HAYaJI0 U OBICTPOE pa3pelieHue.

Posp  ocenpramuBHpa B pa3dBUTUMH  JAHHBIX  SIBJEHUW  HEHU3BECTHA. Y Ka3aHHbIC
TICHXOHEBPOJOTUUECKHE HAPYIICHHUS TAK)Ke ObUIH 3apETUCTPUPOBAHBI Y TIAIIUEHTOB C TPHUIITIOM,
HE MOJyYaBIIUX Ipernapar.

Hapywenus co cmoponul neuenu u scenuegol800auux nymet

Hapymennst co CTOpOHBI IEYEHU U KETUEBBIBOIAIINX MYTEH, BKIIOYAs TENATUT U MOBBIILICHUE
AKTUBHOCTH «II€UYEHOUYHBIX» (PEpPMEHTOB, OTMEUAIHCh Yy MAlUEHTOB C TPHUIIONOJ00HBIM
3a0onieBaHMEM. YKa3aHHbIE SBJICHUS TAK)Ke BKIIOYANU (DyITbMHUHAHTHBIN TeNaTUT/TIEYCHOYHYIO
HEJOCTATOYHOCTh C (paTaTbHBIM HCXOIOM.

[Ipoune 0coObIe MONYIISILUA

Hoowcunvie nayuenmsl U NAYUEHMbl ¢ XPOHUYECKOU CEPOeYHOU U/UMU  OblXAmMeIbHOU
HeodoCmamoyHOCmMbio

[Tomymsitusi, BKJIIOYCHHAS B WCCIEAOBAaHUS 110 JICYCHHWIO TPUIIIA, COCTOSUIa W3 B IIEJIOM
3JIOPOBBIX B3POCIBIX/TIOIPOCTKOB W TAIIMEHTOB TPYIIIBI PUCKA (PUCK PA3BUTHUS OCIOXKHEHHMA
TPUIINA, HATPUMEP, TOMYJISIHS TMOXKUIBIX MAIIUeHTOB U MAIUEHTOB C XPOHUYECKOU CepAeuHOM
WIM JbIXaTeTbHOM HENOCTaTOYHOCTHIO). B 1enom mnpoduip Oe3omacHocTH mpemnapara y
MAIUEHTOB TPYIIBI pUCKa OBUI CONMOCTaBHM C TAaKOBBIM Yy B IEJIOM  3J0POBBIX
B3POCIIBIX/TIOAPOCTKOB.

Tayuenmsi ¢ ocrabreHHbIM UMMYHUIMEMOM

Jleyenne rpunma y MalHEHTOB C OCITA0JCHHHIM HMMYHUTETOM OIICHHBAJIOCH B JIBYX
KIIMHUYECKUX WCCIIEAOBAHUSAX: IMANWEHTHI TOJyYald CTAHJIAPTHYIO JI03y WM TOBBIICHHYIO
1103y (IBOMHYIO WM TPOWHYI0) mipenapara. [Ipoduns 6e30macHoCTH mpenapara, HaOIroaeMbIi
B JIaHHBIX HCCIIEJIOBAaHUSAX, OB COMOCTAaBUM C TAaKOBBIM B TMPEABIAYIIUX KIMHUYECKUX
UCCIICIOBAHMSIX, B KOTOPBIX OCEIbTAMHUBHDP TPUMEHSJICS JJs JICYCHHS TMAlUeHTOB C
HOPMaJIbHBIM HMMYHHUTETOM CpPEIU BCEX BO3PACTHBIX TPYIIT (3A0POBBIC IMAIIMCHTHI HWIIH
MAlMeHThl W3 TPYNIBl  PUCKA, HANPUMEpP, C JBIXaTeJIbHOW HW/MIM  CepJCUHOM
HEJOCTaTOYHOCTHI0). Hanbosee yacThiM HeXeNnaTelbHBIM SBICHUEM Yy JIeTel ¢ ocnabieHHBIM
UMMYHUTETOM ObLIa pBOTa (28 %).

B xome 12-HenmenwHOrO wuCCnenoBaHus mo mpodriaktuke rpunma y 475 manueHTOB C

ocJIa0JIeHHBIM HUMMYHHTETOM (BKirodas 18 pgereit B Bo3pacte orT 1 mo 12 jeT m crapime)
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npoQuIb 6€30MacHOCTH B TPYIIIE OCEIbTaMUBYPA (238':9&:1;1'&5'9{5 ErC o6 hnm ':&:f;'é!}'iee

Ha0Ir01aeMbIM TTpoduiieM mpemnapara B KITMHUYECKUX UCCIICTOBAHMX MO MPO(HUIIaKTHKE.

eTH
B KIMHUYECKHX HCCIENOBaHUSIX OCENbTaMUBUpA MPH JICYCHUU TPUIINAa MPUHUMAIH y4acTue
1473 pebenka (BkJItO4asi B IEJIOM 370pPOBBIX JeTel B Bo3pacte oT 1 mo 12 mer u nereit ¢
acTMoi B Bo3pacte oT 6 10 12 ner). U3 Hux 851 pebeHok noiayyan Tepanuio oceIbTaMUBUPOM
B JICKApCTBEHHOH (opme «cycrnensusi». Beero 158 nereil momydanu peKOMEHIOBaHHYIO 103y
ocenpTaMuBUpa 1 pa3 B CyTKH B UCCIIEOBAHUIX MOCTKOHTAKTHON MPOMUIAKTUKY B IOMAIIHUX
ycinoBusax (N=99), B 6-HEAENbHBIX HMCCICIOBAHUAX CE30HHON mpodumaktuku (N=49) u 12-
HEICIBHBIX HCCIICIOBAHUSAX CE30HHOM TNPOPWIAKTHKHA y TMAIHEHTOB C OCIA0JCHHBIM
ummynuterom (N=10).
B Tabmume 2 mnpencraBiensl HP, Hambomee dYacto cooOmiaeMbie B XOAC KIMHHUYECKUX
UCCIIEI0BAaHUH y JeTel.
Ta6auna 2. HexxenarenbHbIC PEakIiy, BBISIBICHHBIC B XOJ€ KIMHUYECKUX HCCIEIOBAHUN TIO
npopMIAKTUKE W JICYCHHUIO TPHIIA OCEIbTAMUBUPOM y nererd (mo3za ot 30 mr go 75 mr B

3aBHCUMOCTH OT BO3pacTa/Beca).

HexenaresbHbIE peaKkIuu,

Kaaccupuxanus
OpraHoB H cHCTEM pacnpeaeieHHbIe COIVIACHO YacTOTe
OpraHoB O4eHb 9acTO Yacro Heuacto Peakxo
Hngpexyuu u Cpennuii oTuT
uneasuu
Hapywenus co ['onoBHas 601b

CMOPOHbL HEPEHOU

cucmemul
Hapywenus co KOHBIOHKTUBHT
CMOPOHbL Op2ana (BKITFOUAS
3penust MMOKpPacHEHHUeE TJ1a3,

BBIJICJICHHS ¥ 00JTh)
Hapywenus co boib B yxe Hapymenus co
CMOPOHbL Op2ana CTOPOHBI
cryxa u 1abupunma OapabaHHO

TIEPETIOHKA

Hapywenus co Kamens, Punopes
CMOPOHUL 3aJ10’)KEHHOCTh
ovIxamenvbHou HOCa

cucmemvl, Opeanos
2PYOHOU KIemKu u
cpedocmenust
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Kenyoouno- PBota bons B mHBOTe'ﬂ':":'_iE"]"-' BATENEHULTE 0003
KUlleynvle (BkJItOUast 6OJIb B
HapyuweHus BEpXHEHN YacTu

’KUBOTA),

JHMCIIETICHS,

TOILHOTA
Hapywenus co Hepmatut
CMOPOHBL KOHCU U (BKITFOUAS
NOOKOIICHBIX AUIEPTHYECKUH 1
mranetl aTONMUYECKUH

JIEPMaTHT)

Jemu (0o 1 200a)

B nByx wmccnemoBaHusx (papMakOKMHETHKH, (papMakogMHaMUKU M Mpoduiast 0e301macHOCTH
OcenbTaMHUBHUPA, B KOTOPBIX MpUHUMAaNK ydactue 135 gereid B Bo3pacTe 70 1 roaa ¢ rpummom,
npoduns 0e30MacHOCTH Mpernapara ObLT COMOCTAaBUM B PA3IMYHBIX BO3PACTHBIX TPYIaX.
Hauboiee gacto cooOniaeMbIMu HEXeNaTeIbHBIMU SBJICHUSIMH TIPH 3TOM OBUIH PBOTA, TUapest
u ompenocth (cM. paszen 5.2.). JlaHHbIE O AETSIX B MOCTKOHLIENTYaJbHOM Bo3pacte 110 36
HeZeNb HEJI0CTATOYHBI.

JlaHHble 0 6€30MaCHOCTH MPUMEHEHHs OceIbTaMUBHpA MPU JIEYEHUHU Yy JIeTell B BO3pacTe J10
1 roga mosydeHbl U3 MPOCTIEKTUBHBIX U PETPOCIIEKTUBHBIX HAOIIOAATEIbHBIX HCCIIEI0BAHUI
(Bxurouanu Oonee 2400 nmereld MaHHOTO BO3pAcTa), UCCIEIOBAHUN IMUACMHUOJIIOTHYECKUX 0a3
JAHHBIX U MOCTMapKeTUHroBoro HabmoneHus. Ilpodune GezomacHocTH y nereit 10 1 roxa
COIIOCTAaBUM C U3BECTHBIM MpoduiieM 6e30MacHOCTH y JIeTel B Bo3pacTe 1 roja u crapiie.
Jlemu ¢ bponxuaneHoU acmmou 6 aHamHese

B uenom npodune HexenareabHBIX peakluid y JeTed ¢ OpOoHXHalbHOM acTMOMl B aHaMHe3e
ObUI COMTOCTABUM C TAKOBBIM B 11€JIOM Y 3/JOPOBBIX J€TEH.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXCIIATCIbHBIX PCAKIINAX

BaxxHo cooOmaTe 0 TOM03pEBAEMBIX HEXKEIATEIbHBIX PEAKIUAX IOCIIe PEruCTPaIiH
JIEKAapCTBEHHOTO  TMperapata C Ielbl0  00ecleueHus HEMpephIBHOTO  MOHHUTOPHHTA
COOTHOIIEHUSI «I0Jb3a — PHUCK» JIEKAPCTBEHHOTO TMpemnapata. MeIunuHCKUM paboTHUKaM
pPEKOMEHIIyeTcsT  cooOIaTh O JIIOOBIX  TMOAO03PEBAaEMBIX  HEXKENATENbHBIX  PEaKIUsIX
JIEKapCTBEHHOTO TIperapara 4epe3 HalMOHAIbHBIE CHUCTEMBbl COOOIEHHUS O HEeXelaTeIbHBIX
peaKkuIX rocy1apCcTB — 4I€HOB EBpa3niickoro 3kOHOMHUYECKOTO COI03a.

Poccuiickas ®@eoepayus

Anpec: 109012, Mocksa, CnaBstHCKas M101ajib, 1. 4, cTp. 1

denepanbhas ciyx0a 1o Haa30py B cdhepe 3apaBooxpanenus (Poc3npaBHamzop)
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Tenedon: +7 (800) 550-99-03 (NOCNENOBATENBHOCTL 0003)

OnekrponHas modra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTn «MHTepHeT»:
https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBKa

B OonbumivHCTBE CilyyaeB MEpelO3UpPOBKA B XOA€ KIMHUYECKHX MCCIECIOBAaHUNA U TPHU
NOCTMApKETUHTOBOM  INPHUMEHEHUHM  TpenapaTa HE  CONpPOBOXAajach  KaKUMH-THOO
HEXeEJ1aTCIIbHBIMU SIBJICHUSMU. B OCTaJIBHBIX ciy4daiax CHUMIITOMBI nepEaA03UPOBKHU

COOTBETCTBOBAJIN HEXECIATCIbHBIM ABJICHUAM, IPECACTaBJICHHBIM B pasaciic 4.8.

5. DPAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakoanHaAMHU4YeCKHe CBOCTBA

dapmMakoTeparneBTHIecKass Tpyla: IPOTHBOBUPYCHBIC CPEJICTBA CHUCTEMHOTO JCHCTBUS;
MIPOTUBOBHUPYCHBIE CPEACTBA MPSIMOTO JICHCTBHST, THTHOUTOPHI HEMPaMUHHIA3bI.

Kox ATX: JOSAH02

MexaHn3M aericTBUSA

OcenbTaMUBHp  SIBISIETCS.  TIPOJICKAPCTBOM, €r0  aKTHBHBIA METa0OIUT  (OCeIbTaMHBHpPA
kapOokcmnatr (OK)) — sddeKTuBHBII U CEIEKTHBHBIM WHIHOWTOP HEHpaMHHHIa3bl BUPYCOB
rpurma tama A u B — ¢epMeHTa, KaTaau3HpYIOMIETOo MPOIECC BHICBOOOXKIIEHUS] BHOBB
00pa3oBaHHBIX BHUPYCHBIX YacCTHI] W3 WHQGUIMPOBAHHBIX KJIETOK, WX IIPOHUKHOBEHUS B
HEeMH(PUIIMPOBAHHBIC KIJIETKU SMUTEIUS JIbIXaTeIbHBIX MyTEeH U JabHEHIIIEro pacpOoCTpaHEHUs
BUpYyca B opranm3me. TopMO3UT pocT BUpyca rpurira in VIitro u moasiseT peruTMKalii BUpyca U
€ro MaTOreHHOCTH IN VIVO, yMEHbINAeT BbIICICHHE BUPYCOB rpuma A u B u3 opranmsma.
Konrentparmst OK, HeoOxomumast it MHruOupoBanust Heiipamuanaassl Ha 50 % (ICso),
cocrasisier 0,1-1,3 HM mns Bupyca rpunma A u 2,6 HM g Bupyca rpunmna B. Meauana
3HayeHuit [Csp 1J11 BUpyca rpuria B HECKOIBKO BBIIIE U COCTABISIET 8,5 HM.

Kimmanueckas 3¢ eKTUBHOCTE ¥ 0€300aCHOCTD

B mnpoBeneHHBIX HCCIENOBAaHUSIX TMIperapaT HE OKasblBAI BIMSHUA Ha OOpa30oBaHUE
IMPOTHUBOI'PUIIIIO3HBIX AHTUTCII, B TOM YHCJIC Ha BI)Ipa6OTKy AHTUTCII B OTBET HA BBCACHHC
MHAKTUBUPOBAaHHOW BAaKIMHbBI IPOTUB IPUIIIA.

Hccneoosanus ecmecmeennoil punno3noul ungexyuu

B KIMHMYECKHX WCCIENOBAaHMSX, IPOBEACHHBIX BO BpeMs CE30HHOW WH(EKIMU TpUIIa,
MAITUCHTH HAYMHAIM TI0JTy4aTh OCEIbTaMUBHP He mosaHee 40 U Tocie TOSIBIICHUS TTePBBIX
CHMIITOMOB T'pUITIIO3HON HHPEKIMH. 97 % manmeHToB ObUTH MHGUIIMPOBAHBI BUPYCOM IpHIIa A

n 3 % mnauueHToB — BUpycoM rpumma B. OcenpTamMMBHp 3HAUUTEIBHO COKpAlLlal IEPUOJ

15


mailto:npr@roszdravnadzor.gov.ru
https://roszdravnadzor.gov.ru/

COOTBETCTE ~_ ET 3KCNEPTHOMY OTUYETY

0.2023 Ne 21657

OT £4 A

KIIMHAYECKUX TIPOSIBIICHUH TPUITIO3HON MH(EKIHY (Ha 3@!'8.::8] Eiéi;lgﬁr-ggg %&I'ng%ﬁeﬁﬁtm

JIMarHO30M TPHIIA, MPUHUMABLINX OCEJITAMUBHUP, TSHKECTh 3a00JIEBaHMS, BBIPAKEHHAs] KaK
IUIONIA/Ib IO/ KPWBOW i CyMMAapHOTO HWHECKCAa CHMIITTOMOB, Obuta Ha 38 % MeEHBIE MO
CPaBHEHHIO C IMallMEHTaMH, IMOJy4yaBIIMMHU IUIanebo. boriee Toro, y mMonoapix mamueHToB Oe3
COITyTCTBYIOIIMX 3a00JieBaHUIl Mpenapar cHikan mnpuMmepHo Ha 50 % 4acToTy pa3BUTHS
OCJIOKHEHUM Trpunma, TpeOylomuX MPUMEHEHUs] aHTHOMOTHKOB (OpOHXMTA, TTHEBMOHHH,
CHUHYCHTa, CpEOHEro oTuTa). BbhUM TMOJMy4YeHbl 4YeTKHe JoKazaTreibecTBa A(PdexkruBHOCTH
mpernapara B OTHOLICHHUM BTOPUYHBIX KpUTEPUEB A(D(PEKTUBHOCTH, OTHOCSIIMXCS K
AQHTUBHUPYCHOM aKTHBHOCTU: MPeNapaT BhI3bIBAI KAK YKOPOUEHHE BPEMEHHU BBIJICIICHHUS BUPYyCa U3
OpraHu3Ma, TaKk ¥ YMEHBIIICHHE TUTOMIAIN TT0]T KPUBOW «BHUPYCHBIC TUTPBI-BPEMSD.

JlaHHBIC, TOTyYEHHBIE B MCCIIEIOBAHUH T10 TEPAITMH OCEIFTAMUBHUPOM Y TAIIMEHTOB MOXKUJIOTO U
CTap4yeCcKOro BO3pacTa, MOKAa3bIBAIOT, UTO IMPHEM IIpernapara B J03e 75 Mr 2 pa3a B CYTKH B
T€YEHHE 5 NHEH COMPOBOXKIAICA KIMHUYECKH 3HAYMMBIM YMEHBIIIEHUEM MeEIHaHbl Mepuoa
KJIMHAYECKUX TPOSBICHUIN TPHIMIO3HOM HH(DEKINH, AHAIOTHYHBIM TaKOBOMY Y B3POCIHBIX
MAaIMeHTOB Oo0Jiee MOJIOJIOTO BO3pacTa, OJHAKO pa3yiMuvsl HE JIOCTHUINIA CTaTUCTUYECKON
3HaYMMOCTH. B JIpyroM wuccrienoBaHWM MMalUMEHThl C TPHUMNOM cTapiie 13 jer, umeBiine
COITYTCTBYIOIIHE XPOHUYECKHE 3a00JI€BaHUs CEPACUHO-COCYTUCTOM W/MITH JbIXaTEIIbHON CUCTEM,
TOJTyYaJIM OCEJIFTAMHUBHP B TOM K€ PEKUME JTO3MPOBaHMS WK Iianebo. OTmunii B Menuane
Mepuosia /10 YMEHBIIECHUS] KIMHUYECKUX IPOSBICHUIN TPUIIIO3HONM MHGMEKIMH B Ipynmax
ocelbTaMMBHpPA M IUIaed0 He ObLIO, OJHAKO IMEepPHOJ MOBBILICHUS TEMIEpaTyphl MPH NpUEMe
npernapara CoKpalayicsi IpuMepHo Ha 1 ieHb. Jloms nanueHToB, BhIACTSIONMX BUPYC Ha 2-0i 1
4-pIii  eHb, CTAHOBWIACH 3HAYMTENILHO MeHbine. [Ipodgumibs Oe3omacHOCTHM Tipemapara 'y
MAIMEHTOB TPYIMITbI PHCKAa HE OTIMYalCS OT TaKOBOrO B OOMICH MOMYJSIIIUA B3POCIBIX
MaIMEHTOB.

JleyeHue rpuniia y 6CDCMCHHBIX JKCHIIIMH

Kontpomupyembix wuccrmenoBannii 'y O€peMEHHBIX IKEHIMH HE MPOBOIWIOCh. (OaHAKO
pe3yJIbTaThl TIOCTMAPKETHHIOBBIX M PETPOCIIEKTUBHBIX HAOIOATEIBHBIX — HCCIICIOBAHUI
MIPOAEMOHCTPUPOBAIIN TIONB3Y MPEIaraeMoro pekuMa JI03UPOBAHUS I JAHHOW TOMYJISIIAN
MAlMeHTOB B OTHOIICHWM  CHIDKGHUS  3a00JI€Ba€MOCTH/CMEPTHOCTH.  PesynbTarhl
(hapMaKOKMHETUYECKOTO aHAIM3a TIoKa3aIi 00Jiee HU3KYIO SKCTIO3HIINIO aKTUBHOTO METabO0IINTa,
TEM He MEHee, M3MCHCHHE PEeXHMMa JIO3UPOBAHMS Y OCpEeMEHHBIX >KCHIIMH TPH TTPOBEIACHUN
Tepanyy Wik NPOPIIAKTUKA He peKOMEHTyeTcsl (cM. paszer 5.2).

HDO(bI/IJ'IaKTI/IKa T'pHIIIAa Y B3pOCIbIX M MOAPOCTKOB

[Tpodunaxrudeckas 3¢HeKTHBHOCTE TIpenapaTa Mpu €CTECTBEHHON TPUMIO3HON MHpEKIn A 1

B Oputa nmokazana B 3 ornenbHBIX KimHHYeckux uccienoBanusx Il ¢asel. Ha done mpuema
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YMEHBIIIa] YacTOTy BBIZEJICHUSI BHpyCa W MPENOTBpallajl Mepeaady BHpyca OT OJHOrO 4ieHa
CEMBH K JIPyTOMY.

B3pociible 1 moapocTKY, KOTOpble ObUTM B KOHTAKTE C 3a00JIEBIIMM 4YIEHOM CEMbH, HAUMHAIIU
IpUeM Mpernapara B TEUEHHE JBYX JHEH IMOcjie BOZHMKHOBEHHS CHMIITOMOB T'pUIIA Y YJICHOB
CEeMbU M TPOAOJDKAIM €ro B TEUCHHE /7 THEW, YTO JOCTOBEPHO YMEHBIIAJIO YaCTOTY CIIy4acB
TpUIIA y KOHTAKTUPOBABIIMX JIUI Ha 92 %.

VY HenmpuBUTHIX U B ILIEJIOM 3/I0POBBIX B3POCIBIX B Bo3pacTte oT 18 n0 65 ner mnpuem
oceNlbTaMUBHpa BO BpeMsl SIUAEMUH TPUIIIa CYHIECTBEHHO CHIDKAN 3a00JIEBAEMOCTh TPHUIIIOM
(Ha 76 %). [1armeHTH! IPUHUMAIH TIpETapaT B TeueHue 42 Heil.

V 111 OKUJIOTO M CTApYECKOro BO3pacTa, HAXOJMBIIMXCS B JOMax Juis npecrapenbix, 80 % u3
KOTOPBIX ObUTM TIPUBUTHI MEPE]l CE30HOM, KOIZa IMPOBOIMIOCH HCCIIEIOBAHUE, OCEILTAMHUBHP
JIOCTOBEpHO CHIDKal 3aboneBaeMocTh rpummoM Ha 92%. B ToM ke wHcciIeI0BaHUN
OCEJIbTAaMUBUP JOCTOBEpHO (Ha 86 %) yMEHBIIIAJ YacTOTy OCJIOKHEHUW TPUIIIA: OpOHXHTA,
ITHEBMOHHY, CHHYcHTA. [[allueHThl NpUHUMAIIY TIperniapar B TeueHue 42 THeil.

HDOd)I/IJ'IaKTI/IKa T'pUIITIA Y JIWUIT C ocIa0IeHHBIM HUMMYHUTCTOM

VY w1 ¢ ocnabaeHHbIM UIMMYHUTETOM IIPY CE30HHOM TPUIIIO3HOM MH(EKIMU U IIPU OTCYTCTBUU
BHPYCOBBIZICTICHNSI MCXOJHO TMPOPHIAKTHYECKOe TMPUMEHEHHE OCEIbTaMHUBHpPA TPHBOAMIO K
CHIKEHUIO YaCTOTBI 71a00paTOpPHO MOATBEPKIACHHON TPHITIIO3HON MHEeKInH,
COTPOBOXKIAIOIIIEHCS KIMHUYecKo cummromarukoi, 10 0.4 % (1/232) mo cpaBuenuto ¢ 3 %
(7231) B rpymme mnane6o. JlaGoparopHO TOATBEp)KACHHAS TPUMNO3HAS HUHQEKIMS,
COITPOBOXK/IAIOMIASCS  KIIMHAYECKOH CHUMITTOMATHKOM, JWarHOCTHPOBAIACH TP  HATMYHAW
TEeMIepaTypsl B TOJIOCTH pra Bbme 37,2°C, Kaumsi WWiIM OCTPOro puHHUTa (BCE
3aperHCTPUPOBAHHBIE B OJIMH M TOT K€ JIEHb BO BpeMs IpueMa IpernapaTa/iuianedo), a Takke
MOJIOXKUTEJIFHOTO Pe3yJibTaTa OOpaTHO-TPAHCKPUIITa3HOM MOJMMepa3HOM LEMHONW peakluu Ha
PHK Bupyca rpunma.

JleyeHue rpumnma v marmenToB (JIETel, TIOAPOCTKOB M B3POCIIBIX) € 0CIa0JIEHHBIM HMMVHHUTETOM

B pannoMu3upoBaHHOM JBOMHOM CJIETIOM MCCIIEAOBAHUM OLIEHKH TMPOGMiIsi Oe30MacHOCTH
ocelbTaMMBHpPAa W €ro BIMSHUS Ha pa3BUTHE PE3UCTEHTHOCTH BHUpyca Tpuima (NepBUYHBINA
aHaJIM3) Y MAlMEHTOB C OCJIa0JIEHHBIM MMMYHHUTETOM M TPHUIIIO3HON HH(EKIMed NpuHUMAaN
ydgactre 151 B3pociblii marenTt, 7 moapocTkoB (>12 ner) m 9 aereil. OTH ManyeHThl ObUTH
MIPUTO/IHBI TAKXKe U JUI OLIEHKU 3(PPEKTUBHOCTH OCEIbTaMHMBHUpPA (BTOPUYHBIA HEOyCTEpHBIN
aHaJIN3).

B nccnenoBanmne ObUTH TakKe BKIIFOYEHBI TALMEHTHI IIOC/IE TPAHCIUIAHTALMH COTUHBIX OPTaHoOB,

TeMaTONO3THYSCKNX CTBOJOBBIX KIIeTok, BHWY+ mammentesr ¢ umcnom CD4+  kireTok
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<500 KJIeTOK/MM>, TTAIINEHTHI, OTyYaBIINE UMM mocynpb@é%é%ﬁ'ﬁ‘r&@ b thidre %‘Iézﬁﬁ_'e%‘rm

CO 3JIOKaQUYECTBEHHBIM T'€MO0JIaCTO30M.

[TarpieHTs! OBUTM PaHIOMH3UPOBAHBI B TPYINIY JICYCHHUS OCEIbTAMUBHPOM Ha MpoTspkeHnu 10
JHEeH (TpyIia CTaHAapTHOM 10361 75 Mr 2 pa3a B CyTKH — 73 B3pOCIBIX MAIMEHTA, 4 TTOAPOCTKA U
4 pebeHka; rpynma ABOMHOM 103kl 150 mMr 2 paza B CyTku — 78 B3pOCIBIX MAIMEHTOB, 3
MO/IPOCTKA U 5 Aereid) B TeueHre 96 yacoB ¢ MOMEHTA pa3BUTHsI CUMITOMOB rpurma. s gereit
71032 OblJIa CKOPPEKTHPOBAHA B 3aBUCIMOCTH OT MacChlI TeJa.

Cpennee BpeMsl pa3pelleHs] CUMIITOMOB T'pHUIIIA Y B3pOCIBIX MAIlMEHTOB U MOAPOCTKOB ObUIO
COIOCTaBUMO B rpymrne cTa”naptHoi 103kl (103.4 yaca, 95 % noBepurenbHbIil nHTEpBai 75,4
122,7) u B rpymme aBoiHo# 10361 (107,2 yaca, 95 % noseputenbHbIi nHTEpBan 63,9-140,0).
Bpemsi pa3peliienusi CMHMITOMOB I'pUIIa y J€Tel CUIbHO pa3iinyalloch, YTO BbI3BIBAET CIIOKHOCTH
B MHTEPIIPETALIMU PE3YJIHTaTOB U3-32 MAJICHBKOI0 pa3Mepa BbIOOpKH mareHToB. COOTHOIIIEHHE
B3pOCJIBIX MAIMEHTOB C BTOPUYHBIMUA MHQEKIMSIMH ObLIO Takke conoctaBumo (8,2 % B rpyrre
cra”apTHou 103kl U 5,1 % B rpymnne aoiHON A03b1). Cpeau 1eTei U NOAPOCTKOB TONBKO y 1
narpeHTa (IMOoIpOoCcTKa) B TPYINIE CTaHJAPTHOM 03Bl pa3BWIACh BTOpPHYHASs WHQEKIMS
(OakTepUaNbHBII CHHYCHT).

UccnenoBanue papMakoIuHAMUKU U (PApMAKOKHMHETUKN ObUIO MPOBEJICHO C YYaCTHUEM JIeTeH C
CIWJIBHO OcJiabJeHHbIM MMMyHUTETOM (<12 jetr, N=30), KOTOpbIe MOIy4aIH OCEIHTaMHUBUD B
CTaHapTHOM JI03€, CKOPPEKTUPOBAHHOM 110 Macce Tena (75 Mr 2 pas3a B CyTKH), U B TPOMHOM J103€
(225 mr 2 paza B CyTKM) 0O aJanTHMBHOM cxeme mpuemMa 520 nHe#l (cpeasss
MIPOJIOJDKUTENIBHOCTD JIeueHust 9 aHel). Y NauMeHTOB B TPyINE CTaHAApPTHOM J103bI HE
OTMEYAJICh BTOPUYHBbIE OakTepuasibHble MHQEKIMU (OpOHXUT M CHUHYCHT), O 2 Ciydasx HX
Pa3BUTHSI COOOIIATIOCH Y MAIIMEHTOB B TPYIITIE TPOMHOM JT03BI.

JlanHble W3 JBYX HCCIEAOBaHUM (hapMaKOKMHETHKU U (PapMaKOJIMHAMHUKH TOATBEPXKIAIOT
SKCTpanoysaimio  3(pdeKkTUBHOCTH Tpenapara y B3pOCHbIX MAIMEHTOB C  OcJiaOJeHHBIM
MMMYHHUTETOM Ha TIAITMEHTOB JETCKOro Bo3pacTa (10 18 ser) ¢ ocinabieHHbIM UMMYHHUTETOM (CM.
paznen 4.2).

PesncreHTHOCTE

Knunuueckue uccneoosanus

Puck mosiBIEeHMST BHPYCOB TIpHUIIIA CO CHWJKEHHOM YYBCTBUTENILHOCTBIO WM  SIBHOM
PE3UCTEHTHOCTBIO K Mpenapary u3ydaics B KIMHUYECKUX UCCIIEIOBaHUSX.

[TosiBeHre PE3UCTEHTHOCTH BUpPYyca K OCEIbTAMUBHPY 4allle HaOMroalioch y JeTed 4eM y
B3pOCIBIX MAIMEHTOB U moApocTkoB (18 % y muageHueB B Bospacte 10 1 roma u <1% y
B3POCJIBIX TTAITUEHTOB).

V nereli ¢ pe3UCTEHTHBIM K OCEIBTaMUBUPY BUPYCOM HOCUTENILCTBO, KaK MPaBMIIO, UMEJIo Oosee
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NPOOIDKUTENBHBIM  XapakTep 10 CPABHEHHK) C cyé%;\lfglﬂ-g E%M&\Lﬂ U b6 o

YyBCTBUTEIILHOCTBIO.
Onnako, BbI3BaHHAsl TepalMeld PpE3UCTEHTHOCTh K OCEIbTaMUBUpPY HE BIMsJIa Ha
TEpaneBTUYECKUI OTBET U HE BbI3bIBAJIA ITPOIIEHUS] CHMIITOMOB I'PUIINA.

VY B3poCHBIX MAlMEHTOB M IOJPOCTKOB C OCHAOJICHHBIM HMMYHMTETOM, I1OJyYaBIINX
ocenbTaMUBUpP B CTaHmapTHOU 1o3e (14,5 %, 10 mammenToB u3 69) wim aBoitHON no3e (2,7 %,
2/74) na npotspkernu 10 gHei, yactoTa pa3BUTHSL pE3UCTEHTHOCTH K OCEJIbTAMUBHUPY, B CPEIHEM,
ObUIa BBIIIIE, YEM Y B3POCIbIX NALMEHTOB U MOJAPOCTKOB C HOPMAJIbHBIM UMMYHUTETOM, TAKKE
MOJTY4aBLINX OCEIbTaMHUBHUD.

BONBIIMHCTBO B3POCIIBIX MAIMEHTOB C PE3UCTCHTHOCTBHIO TIEPEHECIH TpaHCIuaHTammo (8/10
MAIMEHTOB B TPYIIIE CTAaHIAPTHOM JO3bI U 2/2 TAIMeHTa B TPYIIIE ABOHHOM H03BI).

Bonpiiass  yacTh  IALMEHTOB-HOCUTENEH — OCEIbTAMUBUP-PE3UCTEHTHOIO  BUpyca  OblLla
MHOUIMPOBaHAa BUPYCOM T'PHIIIIA THNA A; HOCHUTEIBCTBO MUMENIO MPOJODKUTEIBHBIM XapakTep.
YacroTa pa3BUTHSI PE3UCTEHTHOCTH K OCEIBTaMUBUPY Y JI€TEH, MOIy4YarolX Ipernapar, B IByX
HCCJIEIOBAaHUSIX MO U3YYEHHIO pe3ucTeHTHOCcTH coctaBuia 20,7 % (6 maumenTtoB us 29). 13 6
Jerell ¢ OOHapy)KEHHOM pPE3UCTEHTHOCTBIO K OCENIbTaMUBHUPY, BO3HMKILEH IOcie Hayaja
JieyeHus], 3 MalMeHTa MoMy4Yyald CTaHJApPTHYIO 03y U 3 — BBICOKYIO (IBOMHYIO WJIM TPOMHYIO

J103y). Y OOJBIIMHCTBA TIAIMEHTOB OBLT OCTPbIi TUM(OUIHBIN JISMKO3 U BO3PACT JI0 S JIET.

Yacrora PasBUTHA PE3UCTCHTHOCTU K OCCIIbTAMUBUPY B KIIMHUYCCKUX NCCIICAOBAHUAX.

TanueHThI ¢ MyTAUUSIME, IPUBOISIIIMMH K PE3MCTEHTHOCTH
TonyJsiuyst NAUEHTOB
®eHoTUNINPOBaHME™ I'eno- u peHoTUnMpoOBaHME™
B3pocibie 1 moapocTku 21/2382 (0,88 %) 27/2396(1,13 %)
Hetu (1-12 net) 71/1726 (4,11 %) 78/1727 (4,52 %)
Munanenisi (o 1 roaa) 13/71 (18,31 %) 13/71 (18,31 %)

* — [TonHOE TEHOTUTTUPOBAHKE HE OBLIO MPOBEJICHO HA B OHOM U3 UCCIICAOBAHMIA.
Ipogpunaxmuxa epunna

[Tpu npreme ocepTaMUBHPA C TIETBIO TOCTKOHTAKTHOM TIpodriakTuke (7 JHEH), TpOohUIaKTHKA
KOHTAKTHPOBaBINX B ceMbe (10 /THei) u ce30HHOM podrnakTuke (42 AHs) y UL ¢ HOPMAaTbHON
(hyHKIMe IMMYHHOW CHCTEMBI CITy4aeB PE3UCTEHTHOCTH K TpenapaTy He OTMEYEHO.

B 12-HemenpbHOM WCCIIEOBAaHMM 110 CE30HHOM MPOQPWIAKTHKE Yy JIMI[ C OCJIA0JICHHBIM
MMMYHUTETOM CITy4aeB BOZHUKHOBEHHS PE3MCTEHTHOCTH TaKKe HE HaOJII0/IAJIOCh.

Jlannvie omoenvbHbIX KIUHUYECKUX Cy4aes U Habaro0amenbHbiX UCCIe008aAHULL

V mnamnyeHToB, HE TMONYYaBIINX OCEIFTAMHUBHD, OOHAPYKEHbI BO3HHUKAIOIIHE B MPUPOIHBIX
YCJIOBUSIX MyTalllii BUPYCOB rpumnmna A 1 B, KoTopble 001aani CHIKEHHOW 1yBCTBUTEIIHHOCTHIO

K ocempramuBupy. B 2008 romy Mytanmmsa no Tuiy 3ameHsl H275Y, mpuBomsmas K
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PE3UCTEHTHOCTH, ObUla OOHapyxeHa Ooiee dem y 95'%:%%1_%% 008" :-+'-'~_I'i!|‘:\I1,

mupkympyronmx B EBpornie. Bupyc rpumma 2009 HIN1 («cBuHOM rpurmm»y) B OOJBITHMHCTBE
cilydaeB ObUT YyBCTBHUTEJICH K OCEIBTAMHBHUDPY. YCTOWYMBBIE K OCEIBTAMHUBUPY IITaMMBbI
OOHapy>XeHbl y JMI] C HOPMAJIbHOW (DYyHKIIMEH MMMYHHOH CHUCTEMbI W JIMI] C OCJIaOJICHHBIM
MMMYHUTETOM, NPUHUMABIIUX oOcelbTaMuBHp. CTENeHb CHIKEHUS YyBCTBUTEIBHOCTH K
OCeIbTAMHUBHPY W YacTOTa BCTPEYAEMOCTH TOMOOHBIX BHPYCOB MOXKET OTIMYATBCSI B
3aBUCUMOCTH OT CE€30HA M PErvoHa. Y CTOWYHMBOCTh K OCEIbTaMHUBUPY OOHAPY)KEHA y MAIlIEHTOB
¢ maHgemMuueckuMm rpurmioM HINI, nonmydaBmmx mnpenapar Kak JUisl JICYEHUs, TaK W IS
PO HITAKTHKH.

YacroTa BCTpEYaeMOCTH PE3UCTEHTHOCTH MOXET OBITh BhIIIE y 00Jiee MOJIOJBIX MAIMEHTOB U
MAIMEHTOB C OCJIA0JIeHHBIM WMMYHHUTETOM. YCTOWYHBBIE K OCEIIBTAMUBHPY JIaOOpaTOpHBIC
IITAMMBl BHPYCOB TpHWIINIa W BHUPYCHl TPUIMA OT TMAIMEHTOB, MOIYYaBIIMX TEPANHIO
OCEeNbTAMUBUPOM, HeCyT MyTaimu HehpamuHuaasbl N1 u N2. Mytauuu, OpuBOISIIME K
YCTOMYMBOCTH, YaCTO SBIISIFOTCS CIICIIM(PUISCKAMH 11 TIOTHTIA HEHpaMUHUIA3bL.

[Ipy TpUHATUM pEHICHUs] O TPUMEHEHHH OCEIIbTAMUBHpA CIEAYeT YYHUTHIBATh CE30HHYIO
YyBCTBUTEIILHOCTh BUpYyCa TPHIINA K IpernapaTy (MOCIeIHIO HH(POPMALIUMIO MOKHO HAWTH Ha
caiire BO3).

Leru

Jleuenue

V nereii B Bo3pacte 1-12 ner (cpeanuii Bo3pacT 5,3 roga), uMmeBimx jJuxopaaky (=>37,8 °C) u
OJIMH M3 CHMIITOMOB CO CTOPOHBI JbIXaTE€JIbHOM CHCTEMBI (Kallledb WIM PUHUT) B IEPUOJ
LMPKYJBSILMA BUpYyca TpUIllla Cpea HaceleHHs, ObUIO NPOBEIECHO JBOMHOE clernoe maneo-
KOHTPOJIUpYyeMOe HccieioBaHre. 67 % MnanueHToB ObUTH MH(UIIMPOBaHbI BUPYCOM rpurima A u
33 % maumeHToB — BUpycoM rpumnmna B. OcensramMuBup (pu npueme He mo3jHee 48 4 mocie
MOSIBICHUSI ~ TEPBBIX  CHUMITOMOB  TPUIMIO3HOM  HMH(EKIMH)  3HAYUTEIBHO  CHIDKAJ
MIPOJIOJDKUTEITEHOCTE 3a00ieBanms (Ha 35,8 1) 1o cpaBHeHHIO ¢ miane6o. [IpomomkuTebHOCTh
3a00J€eBaHUs ONpeAessylach Kak BpeMs J0 KyNUpPOBAaHUS Kalllls, 3aJ0KEHHOCTH HOcCa,
MCUE3HOBEHMSI JINXOPAJKH, BO3BPAIIICHUS K OOBIYHOM aKTUBHOCTU. B rpyrime fereit, momyyaBimx
OcCeJIbTaMHUBHP, YaCTOTa OCTPOro CPEeHEro oTUTa CHIKaiach Ha 40 % 1o cpaBHEHMIO C TPYIION
are60. BemoposieHne u Bo3BpaIieHre K OOBIMHOM aKTUBHOCTH HACTYMAJIO TTOYTH HA 2 JHS
paHBbIIe y IeTel, TTOTy4aBIINX OCEIBTAMHUBHD, IO CPABHEHHUIO C TPYIIIOH Tu1are0o.

B npyrom mccnenoBaHuM yyacTBOBAIM JI€TH B Bo3pacte 6—12 jer, cTpanaronme OpoHXHAIbHOU
acTMoif; 53,6 % ManMeHTOB UMENU TPUIIO3HYI0 MH(EKIIHIO, TOITBEP)KICHHYIO CEpOJIOrHYECKU
WunM B KylbType. MeauaHa HpOJO/DKUTEIBHOCTH 3a00JI€BaHUs B TPYIIE MAlMEHTOB,

IMOJIydaBIINX OCCIIbTaMHBHP, 3HAYUTCIIBHO HC CHMKAJIACh. Ho x OCIICAHEMY 6'My JHIO TCpaIrmin
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00Bem opcrupoBanHoro Beioxa 3a 1 cex (ODBY) roBbIAts e %@'%T%lélgﬁegpﬂd-lc I4,"'7' %

y MaIMeHTOB, oTy4aBImx 1wiaebo (p=0,0148).

Ipogunaxmuxa

[TpodunaxTrueckas 3h(eKTHBHOCT Tpernapara MPU €CTECTBEHHOW T'PUMMNO3HON HH(MEKIUU
ObLTa IPOIEMOHCTPUPOBAHA y JieTei oT 1 roga 1o 12 sieT nociie KOHTakTa ¢ 3a00JI€BILMM YJICHOM
CEeMbU WM C KEM-TO M3 TOCTOSIHHOTO OKpykeHHs. OCHOBHBIM TapameTpoM 3¢ddexkTuBHOCTH
ObL1a YacToTa J1a00paTOPHO MOATBEPKIACHHOMN TPUITIO3HON MH(MEKITHH.

5.2. ®DapMakOKHHETHYECKHE CBOMCTBA

AOGcopbuus

OcenbTaMUBHp JIETKO BCACHIBACTCS B JKEIYIOYHO-KUIIIEYHOM TPAKTE€ M OKCTCHCHBHO
MPEeBpaIIacTCs B aKTHBHBIA METAOOIHT IMOJ JIEHCTBHEM ICUCHOYHBIX W KHIICYHBIX ICTEpas.
KoHnenTpanuu akTUBHOrO MeTaboiuTa B IIa3Me OMpeenstoTes B npeneiax 30 MuH, BpeMs
JIOCTYDKCHHUSI MaKCHUMaJIbHOM KOHIeHTparuu 2-3 4, u Oosee yeM B 20 pa3 NIPEBBIMIAIOT
KOHIIEHTpaluu rnpoJiekapcta. He menee 75 % npuHATOM BHYTPH 10361 TIOMAIAE€T B CUCTEMHBIN
KPOBOTOK B BHUJC aKTHBHOrO MeTabosmra, MeHee 5 % — B BHUAEC HCXOJHOTO Iperapara.
[I1a3MeHHBIE KOHIIGHTpAIlMM KakK MpOJIEKApCTBa, TaK MW  aKTHUBHOro MeTabonurta
MIPOMOPLUOHANILHBI 103€ U HE 3aBUCAT OT IIpHeMa MUIITH.

Pacnpenenenne

O6nem pacnpeneneHus (Vss) akTHBHOTO MeTabonuTa — 23 JI.

[Io nmaHHBIM UCCIIEOBaHMM, TIPOBENECHHBIX HA JKUBOTHBIX, IIOCIE€ IIPUEMA BHYTpb
ocelbTaMUBUpPA €ro AaxkTHBHBI MeTaboNUT OOHapyKMBAJICS BO BCEX OCHOBHBIX oOuarax
uHpekuuu (JIETKUX, MPOMBIBHBIX BOJAX OpPOHXOB, CIM3HCTON OO0OJOYKE MOJIOCTH HOCA,
CpPEIHEM yX€ U Tpaxee) B KOHIIEHTpalMsIX, 00eCIeUnBalOIUX IPOTUBOBUPYCHBIN 3 (DEKT.
CBs3b akTHMBHOTrO MeraboiuTa ¢ Oenkamu miaazMel — 3 %. CBsi3b mpoJiekapcTBa ¢ OelaKamu
wiasMbl — 42 %, YTO HEJOCTAaTOYHO, YTOOBl CIYXUThb HNPUYMHOM CYIIECTBEHHBIX
JIEKapCTBEHHBIX B3aUMOJICUCTBUM.

buorpancdopmarms

OcenbTaMUBHp 3KCTEHCUBHO MPEBpaIaeTcsd B aKTUBHBIA METaOOIUT MO ACHCTBHEM ICTEPA3,
HAXOJSAIIUXCS TPEUMYIIIECTBEHHO B NeueHu. Hu ocenbTaMUBUpP, HU aKTHBHBIA METAa0OIHUT HE
ABIIAIOTCS cyOCcTpaTaMy WM UHTUOUTOpaMU N30(EepPMEHTOB CUCTEMBI IIUTOXpoma P450.
DJIMMUHALMS

BeiBogutces (>90 %) B BuIe aKTHBHOTO METa0OIMTA MPEUMYIIIECTBEHHO TTOYKaMU. AKTUBHBIN
METa0OJUT HE TOBEpPraeTcs NalbHEHIIed TpaHCchOpMaluu U BBIBOTUTCS moukamu (>99 %)
MyTeM KJIYOOUKOBOW (hMIbTpaAIii M KaHalbIeBOW cekpernuu. [loueunsnii knupenc (18,8 i1/q)

MIPEBBINIAET CKOPOCTh KIyOOuKkoBOW (uubTpanuu (7,5 7/4), 9TO yKa3plBaeT Ha TO, YTO
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mpenapar BBIBOJUTCS €IIe W IMyTeM KaHaJbII¢BOU ceI%Elé;h;Ir/;IE@éBgﬁ‘ Egﬂgtﬂ{%k TB%IQ(;)E'I;i!iLCﬁ

menee 20 % npunsToro npenapara. [lepuo momyBbIBeIcHUST aKTUBHOTO MeTabonuTa 6—10 .

IToyeyHas HETOCTATOYHOCTD

[Tpu mpumenenuun ocenbTamuBupa (100 Mr 1Ba pa3a B CyTKH B TeUCHHUE 5 THEH) Y MAIUEHTOB C
pa3IMYHOIl CTENEeHbI0 MOPAXEHUS MOYEK IJIOMAAb MOJ KPUBOM «KOHLIEHTPALMsI aKTUBHOTO
merabonura B 1uiazme  Bpemsi)) (AUC ocenpTamuBhpa KapOokcuiaTa) 0oOpaTHO
IPONOPLUHUOHATIBHA CHIDKEHUIO (DYHKITUH MTOYEK.

®apMaKOKMHETHKA OCeJIbTaMUBHpa Yy TMAlMeHTOB C TEPMUHAIBHON cTajgueil Mmo4yeyHoi
HEJOCTAaTOYHOCTH (C KJIMpPEeHCOM KpeaTuHHHA <10 MJI/MUH), HE HaXOJSIIIMXCS Ha JAUAIHN3E, HE
U3y4ajach.

IIeueHoUHAs HEAOCTATOYHOCTDH

[Tonydennbie iN VItr0 W B HCCICIOBaHMSAX HAa JKUBOTHBIX JaHHbIE 00 OTCYTCTBHHU
3HayuTenbHOro mnomelmieHuss AUC ocenbTaMuUBHpAa WM €0 AKTUBHOIO MeETa0OoJUTa IpH
HapylmeHnn QYHKIUU TIeUYeHH JIETKOM M CpeHeH CTEeNEeHH TSHKECTH OBLIM MOJITBEPXKICHBI U B
KIMHWYECKHX uccinepoBanmsx (cm. pasgen 4.2). besomacHocth u  (papMakOKHMHETHKA
ocelbTaMUBUPA y NAIIMEHTOB € TSDKEJIBIM HapyllIeHneM (pyHKIUH [TeYeHU He N3ydanach.

JInia mo)Xujaoro Bo3pacra

VY nanMeHToB MOXWIONO W CcTapyeckoro Bo3pacta (65—78 JieT) SKCNO3ULMsS aKTUBHOTO
MeTa0oJINTa B PABHOBECHOM COCTOSIHUH Ha 25—35 % BhIIe, 4eM y 06oiee MOJIOJIBIX MAaI[IeHTOB
IpU Ha3HAYEHUHU aHAJOTMYHBIX 103 ocelbTamuBHpa. [leproa momyBbIBeeHMs Npernapara y
MAlMEeHTOB IMOXKMWJIOI0 M CTap4YeCKOro BO3pacTa CYIIECTBEHHO HE OTIMYAICAd OT TaKOBOTO Yy
Oonee ™omonmpix manueHToB. C  yd4eToM JaHHBIX 110 OKCIIO3WIMHM TIpernaparta W ero
MNEPCHOCUMOCTU TMALUCHTAMU IMOXWJIIOTO MW CTAPUYCCKOIO BO3pacCTa KOPPCKOHWH OO3bI IIpPU
JIeYeHUH U po(UIaKTHKE IPUIINa HE TpedyeTcs.

Jetu B Bo3pacTe oT 1 roga A0 8 JIeT ¥ HOAPOCTKHU

®apMaKOKMHETHKY OCelIbTaMUBHpa U3ydain y jereit ot 1 1o 16 et B papMakOKMHETHYECKOM
WCCIIEIOBAHUU C OJHOKPATHBIM MPHEMOM IIpernapara U B KIMHUYECKOM HCCIEAOBAHUM TIO
M3YYCHHUI0O MHOTOKPATHOTO MpHeMa Ipernapata y HeOOJBIIOro uYucia AeTeid B Bo3pacTe 3—
12 net. CkOpoCTh BBIBEJICHUS aKTUBHOTO METa0OJMTa C MOMPaBKONW Ha Maccy Tena y Jereit
MJIQJIIIETO BO3pacTa BHIIE, YEM Yy B3POCIBIX, 4TO MpUBOAUT K Oonee Hm3kuMm AUC mo
OTHOIIICHUIO K KOHKpeTHOH no3e. [Ipuem mpemaparta B 03¢ 2 MI/KT U OMHOKPATHBIX 7103 30 mMr
i 45 Mr B COOTBETCTBMM C PEKOMEHAALMSIMHU IO JO3UPOBAHUIO IJsi JeTed u
HKCTEMIIOPATBHOMY MPUTOTOBICHUIO CYCTICH3UH, IPUBEICHHBIMH B pasnene 4.2, obecrieuynBaeT
takyto ke AUC ocempramuBupa KapOOKcHiaTa, Kakas JOCTUTAETCS Yy B3POCHBIX IOCIE

OJIHOKPATHOT'O MpHUEMa KarlcyJibl ¢ 75 Mr mpenapara (4TO 3KBHBAJICHTHO MPUMEPHO | MTI/KT).
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dapMakOKHMHETHKA OCeJIbTaMUBUpA y JIeTel cTapiie 12 h@rTaiz@I%EkaE%Hmnmx 0003)

bepeMeHHBIE JKEHIITMHBI

B xonme o0benmMHEHHOro aHanNM3a MOMYJISIIMOHHON (apMaKOKMHETUKHA OBUIO BBISBICHO, YTO
IPUMEHEHHE OCEIbTaMUBUPA NMPUBOAUT K 00J€e HU3KOM 3KCIIO3UIMHM aKTHBHOIO MeTaboynTa
(B cpennem Ha 30 % B TeueHHE BCeX TPUMECTPOB OEPEMEHHOCTH) y OEpEMEHHBIX JKEHILUH I10
CpaBHEHHMIO C HeOEepeMEHHBIMH JKCHIIMHAMHU. HanMeHbInasi pacyeTHash SKCHO3MILMSA, TEM He
MEHEE, OCTAeTCsl BhIIIE HHIHOMpyromuX KoHUeHTpauuil (3HaueHus [Cgs), OJHOBpEMEHHO
HaXOJACh Ha YPOBHE TEPalEeBTHUYECKOrO BO3AEHCTBMS IJIA psAAa IUTAaMMOB BHpyca TpUIIA.
Kpome Toro, pe3ynbraTsl HaONIOJATEIbHBIX  MCCIEIOBAaHMHA  BBIABISIIOT — IOJIB3Y
CYIIECTBYIOILIETO PEKUMa JTO3UPOBAHMS B YKa3aHHOW MOMYJISALNU NAIIMEHTOB. Takum o0pazom,
U3MEHEHUE peXuMa JO3UpOBaHUS Y OEpPEeMEHHBIX KEHIUUH IpPU I[POBEIECHUU TEpaluu WIH
npopUIAKTUKU TPUIINA HE PEKOMEHTYeTCs.

ITamueHTEI ¢ 0CIa0IE€HHBIM HUMMVYHHUTCTOM

AHanu3bl NOMYNISILIMOHHOW (hapMaKOKMHETHKM YKa3bIBalOT HA YBEIMUYEHHUE SKCIO3MLUU (10
50 %) akTHBHOTO MeTa0OJUTa OCEIbTAMUBUPA Y B3POCIBIX MAIMCHTOB M JeTed 1o 18 et c
OcNabJIeHHBIM MMMYHHUTETOM [0 CPaBHEHHUIO C MAI[MEHTaMH C HOPMAaJbHbIM UMMYHUTETOM
(kak ykazaHo B paszaeie 4.2). Ilpu 3TOM KIMPEHC KpeaTHHHHA B ITHUX TPYIIAX OCTACTCs
COIIOCTaBUMBbIM.

Hannune CcHMXKEHHOro HWMMYyHMTETa Yy MAallMEHTOB He TpeOyeT KOpPpPeKUHMH 03Bl
ocenbTaMHUBHUpPA, Olarogaps BBICOKOMY TMpeAeny Oe30MacHOCTH AaKTUBHOTO MeTaboJuTa.
AHanu3 QapMakOKMHETHKH M (apMakoJWHAMUKH B JIBYX HCCIEIOBAHUSIX C Yy4acTHEM
IMalfMeHTOB C 0ocy1a0JIEHHBIM HMMYHUTCTOM HEC€ BbBIABWII OOMOJHUTCIBHOIO 3HAYUMOI'0
npeuMynieCTBa nNpu AOCTHIKCHUHN SKCITO3UIIMU BBIIIC TaKOBOU Ipru NpUMCHCHUU CTaHI[apTHOﬁ
no3el. TeM He MeHee, y B3pOCTBIX MAalMEHTOB C MOpPaXEHHUEM MOYeK J03bI HEe0OXOIUMO
KOPPEKTUPOBATh B COOTBETCTBUU C HH(OpPMAIIHEH, TPeICTaBICHHON B pazjene 4.2.

5.3. JlaHHbIe JOKJIUHHYECKOH 0€30MacHOCTH

HOKJ’II/IHH‘I@CKI/IG JAaHHBIC, TIOJTYYCHHBIC HAa OCHOBAaHWH CTaHIAAPTHBIX I/ICCJIG)IOBaHI/Iﬁ 110
U3Y4YCHUIO  (apMaKOJIOTUYECKOW  O€30MacCHOCTH, TEeHOTOKCUYHOCTH U XPOHUYECKOU
TOKCUYHOCTH, HE BBISIBUJIM OCOO0M OMAaCHOCTH JIJIsl YeJIOBEKa.

KanneporeHHocTs

PesynmpTathl 3-X WCClIeZIOBaHWI 1O BBISABICHHIO KAHIIEPOTCHHOTO IOTEHIMANa (IBYX 2-X
JIETHUX MCCIEN0BAaHUN Ha KpbICAX M MBIIIAX JUIsl OCEIbTaMUBUpPA U OAHOIO 6-TH MECSYHOIO
UCCIICIOBAaHUS HA TpaHCreHHbIX Mblmax Tg:AC g akTUBHOIO MeTaboiuTa) ObLIH

OTpULATCIIBHBIMHU.
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(NOCNEQCBATENEHOCTE 0003)

MyTareHHOCTb

CTaH[[apTHBIe TCHOTOKCHUYCCKHUEC TCCThI IJId OCCJIbTaMHUBUPA MU AKTHBHOI'O MeTaboauTa OBLIH
OTpULATCIIbHBIMHU.

Bausaue Ha d)eDTI/IJ'H:HOCTB

OcenpramuBup B 03¢ 1 500 MI/Kr/cyT He BIUSI HA TEHEPATHBHYIO (DYHKITUIO CAMIIOB U CAMOK
KpBIC.

TepaToreHHOCTD

B uccrnenoBaHusX Mo M3y4CHHIO TEPATOTEHHOCTH OcelbTaMuBHpa B f03¢ 710 1 500 mr/kr/cyt
(ma xpeicax) u g0 500 mr/kr/cyTt (Ha KpoJIMKax) BIHSHHS Ha SMOpHO-(eTarbHOE Pa3BUTHE HE
oOHapykeHO. B mccrnenoBaHusaX 1Mo M3y4eHUIO0 aHTEHATAIBHOTO M MMOCTHATAIBLHOTO MEPUOJIOB
pa3BUTHS Yy KpBIC IpU BBEACHUU ocenbTamuBHpa B go03e 1 500 mr/kr/cyr Habmomanoch
YBEJIMUEHUE TEPUOJIa POJAOB: Mpenea 0e30MacHOCTH MEXIy SKCIO3ULIMEH AJis YeJoBeKa U
MaKCHMaJbHOU HE OKa3biBaroIen 3ddexra g030# y kpbic (500 MI/Kr/cyT) /Ui OcenbTaMUBHpa
Boilie B 480 pa3, a g €ro akTUBHOro mertabonura — B 44 pasza. DKCHIO3MIMS Yy IUI0AA
cocraBisiia 15-20 % ot TakoBo# y Marepu.

IIpouee

OcenbTaMUBHpP U aKTUBHBIA META0OJIUT MPOHUKAIOT B MOJIOKO JIAKTUPYIOLIUX KpbIc. CormacHo
OTPAaHWYCHHBIM JaHHBIM OCEITHTAMHUBHUDP W €r0 aKTUBHBIM META0OJIUT MPOHHUKAIOT B TPYIHOE
MOJIOKO 4esioBeka. [1o pe3ympTaraM SKCTpanosuy JaHHBIX, TOJYYEHHBIX B UCCIICAOBAHUIX Y
JKUBOTHBIX, HMX KOJIMYECTBO B TPYIHOM MOJOKEe MOxkeT cocTaBisaTh 0,01 wmr/cytku wu
0,3 Mr/cyTKu, COOTBETCTBEHHO.

[Tpumepro y 50 % mpoTeCTHPOBAHHBIX MOPCKHX CBHHOK TPU BBEJACHHH MAaKCUMAIIBHBIX J103
AKTHUBHOM CYOCTaHIIMU OCeJIbTaMUBHUPA HAOJI01a71aCh CEHCUOMIN3AIINS KOKU B BHJIE SPUTEMBI.
Taxxe BBISIBIEHO 00paTUMOE pa3Apa)xeHHe ria3 y KPOJIUKOB.

B To Bpemsi kak O4Y€Hb BBICOKHE TepopaibHbIe OJHOKPATHBIE A03bI (657 MI/KT W BBIIIE)
OCeIbTaMUBUPA HE OKAa3bIBAJM BIIMSHUS Ha B3POCIBIX KPBIC, JAaHHBIC 03Bl OKa3bIBAJIN
TOKCHYECKOE JICHCTBUE HA HE3PEINIBIX 7-THEBHBIX JCTCHBIIICH KPBIC, B TOM YHCJIE TIPUBOIWINA K
rubenu KUBOTHBIX. HexenarenpbHbIX 2 (EKTOB HEe HAOMI0AaI0Ch PU XPOHUIECKOM BBEICHHUU

B 103¢ 500 mr/kr/cyT ¢ 7 o 21 neHb NOCTHATAIBHOTO MEPUOIA.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. [lepeyens BcmomMoraTeJbHbIX BellleCTB

OCEJILTAMUBHUP BEJI®APM, 30 Mr, KancyJibl

Cooeporcumoe kancynvi

Kpemnust nuokcua KOO IHBIN (a3pocuin)
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Kpaxman npexenaTnHu3upOBaHHBIN
Kpockapmennosa Hatpus

Hatrpus creapundymapar

Tanbk

Obonouka xancynvl

Kopnyc

Twurana quokcuna (E171)
Kenatun

Kpviweuxa

Keneza okcun xentoiii (E172)
XuHonmrHOBBIH xkenThii (E104)
bpunnuanTossiit yepHsiii (E151)
Turana quokcun (E171)
[TatenroBanubiii cunuii V (E131)
Kenatun

OCEJIbTAMUBUP BEJIGAPM., 45 Mr, Kaucyabl

Cooeporcumoe kancyni.

Kpemuust quokcua KOTOuaHbIN (a3pocuin)
KonoBunon

Kpaxman npexenaTHHU3UPOBAHHBIHN
Kpockapmennosa HaTpus

Harpus creapundymapar

Tanbk

Obonouka xancynvl

Kopnyc

Turana nquokcun (E171)

Kenatun

Kpviweuxa

Turana nquokcun (E171)

Keneza okcun xentoiii (E172)
Kenatun

OCEJILTAMUBHUP BEJI®APM, 75 Mr, KancyJibl

Cooeporcumoe kancynw.

Kpemuwns: nuokcua KoJJIOUIHBIN (a3pOCHIT)
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Komosunon

Kpaxman npexxenaTHHU3UPOBAHHBIN

Kpockapmenno3a Hatpus

Hatpus creapundymapar

Tanbk

Obonouka kancynvl

Kopnyc

Turtana guokcun (E171)

Kenatun

Kpvuueuxa

Tutana guoxcun (E171)

Kenatun

6.2. HecoBMecTMOCTDH

He npumennmo

6.3. Cpok roqHocTH (CPOK XpaHeHHs1)

3roma

6.4. Oco0ble MepbI NPEI0CTOPOKHOCTH MPH XPAHEHUH

Xpanutb npu Temrepatype Huke 25 °C.

6.5. XapakTep u cofep:kaHie NEPBUYHON YNAKOBKH

ITo 10 xaricyn B KOHTYPHYIO SIMEHKOBYIO YIAKOBKY U3 TICHKH MOJIMBUHIIXJIOPUIHON U POIBTH
AJFOMUHUEBOH I€YaTHOU JIAKUPOBAHHOM.

ITo 10, 20, 30, 40, 50, 60, 70, 80, 90, 100 karicys B 6aHKy MOJIMMEPHYIO U3 TIOJTUIPOITHICHA WITH
MOJIMATWICHA, YKYTIOPEHHYIO HATSITMBAEMOW WM HABUHYMBAEMOM KPBIIIKOW MOJIUMEPHON ISt
JIEKaPCTBEHHBIX CPEJICTB M3 MOJIUMIPONUIICHA WY TTOJIMATUIIEHA C KOHTPOJIEM TIEPBOIO BCKPBITUS
WM 6e3 KOHTPOJIS, C YIUIOTHSIFOIIIMM JIEMEHTOM MK Oe3 HEeTo.

[Ipn OTCYTCTBMM YIUIOTHUTEINS MPOOKU CBOOOJHOE MPOCTPAHCTBO B OaHKE 3aIlONIHSIOT BaTOM
METUITTHCKOM TUTPOCKOITMYECKOM MTH aMOPTU3aTOPOM U3 TIOJIMATHUIIEHA BHICOKOTO JIABJICHHSI.

Ha 6aHKy HakJIeMBarOT STUKETKY CAMOKJICSIITYFOCSL.

Kaxnyro Ganky, 1, 2, 3,4, 5, 6, 7, 8, 9, 10 KOHTYpHBIX SYEHKOBBIX YIAKOBOK C JIMCTKOM-
BKJIAJIBIIIIEM TTIOMEIIAIOT B TTAYKY W3 KapTOHA.

He Bce pa3smeps! ymakoBOK MOTYT OBITh JIOCTYITHBI [T PeaTA3allvH.

6.6. QOcoOble Mepbl NPEIOCTOPOKHOCTH JJIsi YHUUYTOKEHHS]  HCHOJIb30BAHHOIO
JIEKAPCTBEHHOI'0 Mpenapara WM OTXO0A0B, TMOJYYeHHBIX TOcjie TNPUMEHEHUs!
JIEKAPCTBEHHOI'0 NMPeNnapara, u Jpyrue MaHUNYJISIHH C IPenapaTom

DKCTeMIOpaabHOE IPHUTOTOBICHUE CYCIICH3UH
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B ciyuasx, korga y B3pociibiX, HOAPOCTKOB U A¢TEN cyml;l%%ﬁé%é{o%ﬁérml%hﬁﬁi Arriem

Karcyjd, WIA TP HAJIMYUM TPHU3HAKOB «CTApeHUs» Karcynl (HampuMep, NOBbIIICHHAS
XPYNKOCTh WIH JIPYTHe HApYHICHUS! (PU3HMUECKOTO COCTOSHUS ), HEOOXOAMMO OTKPHITH Karcyiy
U BBICHINIATh €€ COJEPKUMOE B HEOOJBIIOE KOJIMYECTBO (MaKCHUMalbHO | wyaiiHas JIO)KKa)
MOJIXOJSAIIEr0 MOJCIAIIEHHOT0 NPOAYKTAa MUTaHUs (LIIOKOJAJHBI CHUPON C HOPMAaJbHBIM
coJiepKaHHWeM caxapa WM 0e3 Comep)kaHusl caxapa, MeJ, CBETJIO-KOPUYHEBBIM caxap WU
CTOJIOBBIH caxap, PaCTBOPEHHBIM B BOJE, CIAJKHUIl JECepT, CTYIIEHHOE MOJIOKO C Caxapowm,
10JI0YHOE MIOpE WM HOTypT) M1l TOrO, YTOOBI CKPBITh rOpbKHil BKyc. CMech HE0OXOIUMO
TUIATENFHO MEepeMellaTh U JaTh ManueHTy HeaukoM. CreayeT MpOrjioTUTh CMECh Cpasy Ke
MI0CJI€ IPUTOTOBIICHHS.

Ecnu  nayuenmam mpebyemca o0oza 75 me, mo HeobXo0umMo cnedosams  CaeoyIOUUM
UHCMPYKYUAM.

1. Jlepxa oHy Karcyiny 75 Mr HaJl MaJeHbKOW €MKOCTbIO, aKKypaTHO PaCKPBITh KaIcyny
Y BBICBITIATh MTOPOIIOK B EMKOCTb.

2. JloGaBuTh HeOONbIIOE KOMMYecTBO (He Oonee | dYaHOW JIOKKH) ITOJXOJSIIETO
MOJICIAIIEHHOTO MPOIYKTa MUTaHUS (YTOOBI CKPBITh TOPHKUH BKYC) U XOPOLIO MEePEeMEeIaTh.

3. TimarenbHO MepeMeriaTh CMECh M BBITUTH €€ Cpa3y ke rocie npurorosieHus. Ecnu B
€MKOCTH OCTaJIOCh HEOOJIbIIIOE KOJMYECTBO CMECH, TO CIEAYyeT OMOJOCHYTh €MKOCTb
HEOOJIBIIIMM KOJIMYECTBOM BOJIBI M BHIITUTH OCTABIIYIOCS CMECH.

Ecnu nayuenmam mpeobyromes 003t 30—60 me, mo 015 npasuibHo2o 003Upo8aHUs HEOOXO0OUMO
C1e008ams CledVIOWUM UHCIMPYKYUAM.

1. Hepxa oHy Karcyny 75 Mr HaJ MaJ€HbKOW €MKOCTBIO, aKKYPaTHO PAaCKPBITh KarcCyminy
Y BBICBITIATh MTOPOIIOK B EMKOCTb.

2. J106aBUTh B MOPOLIOK 5 MJI BOJIbI ¢ MOMOIIBIO IINPUIIA C METKAMH, NOKa3bIBAIOIIUMHU

KOJIMYECTBO Ha6paHHOI>'I JKUIKOCTH. TIIaTenbHO nepeMeiaTb B TCUCHUC 2 MHHYT.

3. HaGpats B mmpuir He0OX0UMOE KOJIMYECTBO CMECH U3 €eMKOCTH COTJIACHO Ta0JIHIIe:
KoauuecTBo cmecu
PexoMeHI0BaHHAA 1032 HA
Macca Teaa, Kr 0CeJIbTAMUBHPA HA OAMH
OJMH IPHEM, MT
npueM, MJ1

<15 30 2

>15-23 45 3

>23-40 60 4

>40 75 5

Her neoOxoaumoctu B 3a00pe HEPACTBOPEHHOTO OEJIOTO IMOPOIIKA, MOCKOJIBKY OH SIBIISETCS

HEaKTUBHBIM HamoJiuTesneM. HakaB Ha MOpHICHb HIIpHIIA, BBECTU BCC €ro COACPIKUMOC BO
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BTOPYIO eMKOCTh. OCTaBIIYIOCS HEUCIIOIB30BAaHHYIO mé@%e&@%&rﬁ%@%ﬁ&ﬁﬁ b 0003]

4. Bo BTOpyI0 €MKOCTh 100aBUTH HEOOJIBIIOE KOIHMUECTBO (He Ooyee 1 4yaliHOM JIOKKH)
MOJIXOJISAIIETO TOJICTANIEHHOTO TPOAYKTA MUTAHUS, YTOOBI CKPBITh TOPHKHI BKYC, M XOPOIIIO
nepeMeniaTh.

5. TimarenbHO MepeMenaTb CMECh M BBITUTH €€ cpa3y e Mocie MpurotosieHus. Eciau B
€MKOCTH OCTaJIOCh HEOOJBIIOE KOJIUYECTBO CMECH, TO CIEAyeT ONOJOCHYTh €MKOCTh
HEOOJIBIIIUM KOJHMYECTBOM BOJIbI U BBIMMUTH OCTABIIYIOCS CMECh.

[ToBTOpSsiiTE NaHHYIO MPOLIEYPY MEPEa KaKIbIM IPUEMOM IIpernapara.

Yrunuzanus

[Tomamanue JIEKapCTBEHHBIX IMPENApaTOB B OKPYKAIONIYIO CPeay JODKHO OBITh CBEIECHO K
MuHUMYMYy. He ciemyer yTuiau3upoBarh mperapar ¢ MOMOIIBI) CTOYHBIX BOJ WJIM BMECTE C
OBITOBBIMU OTXOJaMU. [0 BO3MOXXHOCTH HEOOXOIUMO UCHOIB30BaTh CIELUATbHBIE CHCTEMBI

AJI YTUIIM3aluU JICKAPCTBCHHLBIX ITPCIIapaToB.

7. JEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
Poccuiickas ®@enepanus

OO61ecTBO ¢ OrpaHMYeHHOM 0TBeTCTBEHHOCTHIO «Bendapm» (OO0 «Bendapm»)
115184, r. Mocksa, niep. O3epkoBckuit, a. 12, stax 1, momemt. I, kom. 9

7.1. IlpeacraBuTeIb AePKATES PETHCTPAIHOHHOTO YA0OCTOBEPEHU S

[IpereH3un HOTDe6I/ITeJIeI71 HalnpasJIATH 110 aApECy.

Poccuiickas ®enepanus

OO611ecTBO € OrpaHMYEHHON 0TBETCTBEHHOCTHIO «Bendapm» (OO0 «Bendapm»)
640008, Kypranckast 06:1., r. Kypran, npocriekt Koncturyuun, 1. 11

Ten.: +7 (3522) 48-60-00, 55-51-80

E-mail: fsk@velpharm.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
9. IATA IIEPBUYHOMN PETUCTPAIIUU (IIOATBEPXKIEHWS PETMCTPAIINMN,
HEPEPEI'NCTPALINN)

JlaTa niepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA
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OO0mas XapakTepHUCTHKA JIEKAPCTBEHHOTO Ipenapaﬁﬂéﬁﬁgﬁ&mcﬁEﬁMM

JOCTymHa Ha uWH(OpMAaNMOHHOM TmopTane EBpa3uiicKOoro -HKOHOMHUYECKOTO COI3a B

uH(pOpMaIIMOHHO-KOMMYHUKaIIMOHHOM cetn «HTepHeT http://eec.eaeunion.org/
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