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OBILASI XAPAKTEPUCTUKA JIEKAPCTBEHHOFO TIPEITAPATA 1002

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA

Tpunenran, 60 Mr/mi, cycrieH3us s IpueMa BHYTPb.

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHbI COCTAB

JleiicTByro11ee BEIECTBO: OKCKapOa3enuH.

Kaxxnpiii M1 cycnieH3uu ajs mpueMa BHYTpb COJepKUT 60 Mr okckapOa3enuHa.
BcnoMorarenbHble BeleCTBa, HAJMYME KOTOPBIX HAJ0 YYMUTBHIBATH B COCTABE JIEKAPCTBEHHOI'O
npernapara: MEeTHINaparuIpoKCuOeH30aT, IponunaparupokcuOeH30at, copoUToI (cM. paseln
4.4).

[TonHbIi TepedeHsb BCIIOMOTATENbHBIX BEIIECTB MPUBEICH B pazjaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
CycneHnsus Ans npuemMa BHYTpPb.
Ot moutH 6enoro A0 cnabo KOPHYHEBOT'O MU ¢1ab0 KpAaCHOTO LIBETa CYCIEeH3Us C (PPYKTOBBIM

3araxoM.

4. KIMHUYECKUE JAHHBIE

4.1. Iloxka3aHusl K NPUMEHEHHIO
IIpenapar Tpunenran nokazaH K IPUMEHEHUIO Y B3POCIBIX, IOAPOCTKOB U JI€TEH B BO3PACTE OT
1 mecsimia u crapie.
e Jlpoctble, CIOXHBIE MApUUAIBHBIE SMHWIENTHYECKHE IPUCTYIBI, € BTOPUYHOU
reHepanu3aiyen uin 6e3 Hee y B3pOCIbIX U AeTeH B Bo3pacTe OT | Mecsa u cTapiie.
e ['eHepaan30BaHHBIC TOHUKO-KIIOHUYECKUE DIIMIICIHTUYECKUE IPUCTYIBI y B3POCIBIX U

JeTeli B Bo3pacTe oT 1 Mecsia u cTapiie.

4.2. PeskxnuM 103MpPOBaHNS M CIIOCO0 MPUMEHEHUS

PexxuM 103upoBaHUS

[Ipenapar Tpunentan MOXHO MPUMEHATh KaK B MOHOTEPAIMH, TaK U B KOMOMHAIIUH C APYTUMH
NPOTHBOAHJICTITHYECKUMH TIperapataMu. B o0oux cirydasix JiedeHue mperaparoMm TpuienTan
HAUMHAIOT C KJIMHUYECKU Y(PPEKTUBHOM J03bl, KPAaTHOCTh NPHEMA COCTABISIET 2 pa3a B CYTKH.
Jlo3a Mo>keT OBbITh yBEJIUYEHA B 3aBUCMMOCTH OT OTBETa Ha Tepanuio. B ciaydae 3ameHsl qpyroro
IIPOTUBOSIIMIICIITUYECKOrO IIpenapara IpenapatoM Tpuwiental B Hayajle 3aMEHbl CIEAyeT
MIOCTENIEHHO CHUKATh 03y 3aMeHsAeMoro npemnapara. [Ipu npumenennn npenapara Tpuienran B

CcOoCcTaBe KOMOMHHUPOBAHHOW Tepamuu MOXKET MOTPeOOBaThCSl CHUKEHHE J03bl OJHOBPEMEHHO
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npenapara Tpuenrai.

CycneHnsusi [uisi mpueMa BHYTpb U TaOseTKM OWOSKBUBAJCHTHBHI U B3aMMO3aMEHSEMbI B

OKBHBAJICHTHBIX J03aX.

Tadamua nepecyera 103bl npenapara Tpuiaentasa u3 Mr B Mi

Jlo3a B Muymurpammax (Mr) Jlo3a B MusumunuTpax (mi)
10 mr 0,2 M
20 Mr 0,3 M
30 mr 0,5 mn
40 mr 0,7 M
50 mr 0,8 M
60 mMr 1,0 M
70 Mr 1,2 mn
80 mT 1,3 mn
90 mr 1,5 mn
100 mr 1,7 M
200 mr 3,3 MI
300 mr 5,0 M
400 mr 6,7 M
500 mr 8,3 mn
600 mr 10,0 M
700 mr 11,7 M
800 mr 13,3 M
900 mr 15,0 M
1000 mr 16,7 M

Tepanesmuueckuii 1ekapcmeeHHbll MOHUMOPUHR
TepaneBtuueckuii 3¢pdext npemapara Tpuirentan (okckapOasenuHa) oOyCIOBIICH, B TEPBYIO
ouepenb, AecTBUEM ero MeTabonura — MoHOruApokcunpouspogHoro (MI'TI).
PytunHOe ompeneneHue KOHIEHTpauuu okckapOazenuHa win MITI B mnasme KpoBu He
onpaBaaHo. OnHako KOHTpoJb KoHIeHTparuu MI'TI B mitasme KpoBU MOXET UCIIOJIb30BATHCS AJIs
YTOYHEHHSI COOJIIOJIEHUS peXuMa MpueMa mpernapara naueHToM (KOMIUIAEHTHOCTH) WK B TeX
CUTYallUsX, KOT/Ia BO3MOXKHO u3MeHenue kinupenca MI'TI, nanpumep:

® u3MeHeHHE (PYHKINU MOYEK;

e OEpeMEHHOCTD;

e OJHOBpPEMEHHOE MPUMEHEHHUE C MpenapaTaMu-uHIyKTOpaMH «I1€YEHOYHBIX» (DEPMEHTOB.
B BblIENIEpEUNCIIEHHBIX CUTYyalUsX CIEAYEeT KOPPEKTUPOBaTh 03y Ipenapara Tpuienrtan c
yuetoM KoHueHtpauuu MITI B 1urazme kpoBu (M3MepsroT uepe3 2—4 dyaca mociie npuema),

KOTOPYIO CIIEYET MOICPKUBATh HA YPOBHE <35 MI/I1.

Bspocnvie

Monomepanus u KoMOUHUPOBAHHAA MeEPANUsL
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Hauanvnas doza

HavanbHas mo3a cocrasisier 600 Mr B cyTkH (8—10 MI/KT Macchl Tela B CyTKH), pa3/Ie/iCHHAs Ha

2 mpuema.

Tloooepacusarowas 0o3a

Xopoumii TepaneBTHYeCKuil 0TBeT HaOmoancs B auamnasone 103 600-2400 mr B cytku. [Ipu
HEO0OXOJUMOCTH BO3MOIKHO TIOCTEIIEHHOE YBEIIMYCHHE J03blI He Oosee yem Ha 600 mMr/cyTku ¢
MHTEPBAJIOM IIPUMEPHO B 1 HEAEIIO A0 JOCTHUKEHHUS KEIAeMOT0 TEPareBTUYECKOT0 OTBETA.

Y OonbIIMHCTBA MAlIMEHTOB HAOMIOAAaeTCs XOopomwui knuHudeckuil sddext mpu moze 900

MTI/CYTKH.

Maxkcumanvras DeKOMeH()OGaHHaﬂ CymouHaA 003a

VY nanuMeHToB, paHee HE IMOJYyYaBIIUX TEPANUI0 MPOTUBOSMMWICHTHUECKUMH CpEACTBAMH,
s¢¢exTuBHas 103a B MoHoTepamnuu coctaBiseT 1200 Mr/cyTku, y paHee NOITy4aBIIUX —
2400 mr/cyTKH.

B xoHTponupyeMbIX HCCIEIOBaHUAX IMPUMEHEHHE Mpemnapara Tpuiienrtan B CyTOYHOW J/103€
2400 Mr B cocTaBe KOMOWMHUPOBAHHOM Tepanmuu 0O€3 CHIKCHHS JO3bl  JIPYyroro
IPOTUBOAUIIETITUYECKOTO cpeacTBa COIIPOBOKIANIOCH IUIOXOM MEPEHOCUMOCTBIO
IIPEUMYIIECTBEHHO U3-3a PA3BUTHUS HEXKEIATENBHBIX SIBJIEHUHA CO CTOPOHBI LIEHTPAJIbHON HEPBHOM
CUCTEMBI.

B ycnoBusix crammoHapa ¢ HaJUIekKamuM KOHTPOJIEM 103y yBenumuuBaiu 110 2400 Mr/cyTku B
TeyeHue 48 4acos.

Cucrematnueckoe NpHUMEHeHue npenapara Tpuienrtan B cyTouHoM no3e Beimie 2400 Mr He

U3Yy4anoch.

Oco0ble IPVYIIILI TAIMEHTOB

llayueumul 6 so3pacme >65 nem

CrienuanbHasi KOPpEKLUs peKuMa JT03UPOBaHUS y JaHHOW KaTeropuu NalMeHTOB HEoOXoauMa
TOJILKO MIPU HapYyIIeHUH PYHKLUU MMOoYeK (KIMpeHc kpeaTuHuHa <30 mur/mMun). B ciyyae Hanugus
pHUCKa pa3BUTHUS THIIOHATPUEMHUHN HEOOXOAUMO MPOBEACHUE TIIATEIBHOIO KOHTPOJISL COAEPIKAHUS

HaTpUs B CBIBOPOTKE KPOBHU.

Tayuenmsi ¢ HapyweHuaAMU QYHKYUU NeyeHU
He tpeOyercst KoppeKIuu pexumMa J03UpOBaHMs Y MAUEHTOB ¢ HApyIIEHUSMH (YHKIIUU TIeUYCHH
JeTkoil m cpenHeil cremenn. HeoOxomauMo coOmronaTh OCTOPOKHOCTH TPH TNMPHUMEHEHHH Y

MAIMEHTOB C HApYIIEHUAMHU (QYHKIIUHU M€UEHH TSHKEJION CTENeHH.

Iayuenmoi ¢ HapyweHuAMU PYHKYUU NOYEK
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peKoMeHIyeMas HayalibHast 1032 cocTtapisgeT 300 MI/CyTKH; TOBBIMIATH 103y CIIEAYeT MEJICHHO,
JI0 JOCTHKEHHSI KEJIaeMOTo TepaneBTHUecKoro oreera. Heo6xoaumo TiiaTenbHOe HaOMI0ACHNE

JaHHBIX ITAaIITMCHTOB B TCUCHUC non6opa JO3BbI.

CTH
[Ipenapat TpunenTan npegHazHavyeH AJs IPUMEHEHHS y JIETeH B Bo3pacTe oT 1 Mecsla U cTapiie.
[IpumeHneHre npenapaTta y neTed B Bo3pacTe A0 1 Mecsana B KOHTPOJUPYEMBIX KIMHHUYECKHX

HCCIICAOBAaHUAX HE N3Yy4aJlOCh.

Hauanvnas 0oza
[Ipu wmonoTepanuu mnpemaparom Tpunentaar W TNpPU NPUMEHEHHH TIperapaTta B COCTaBe
KOMOWHHPOBAHHOM Tepanuu peKOMEHIyeMYI0 HadallbHYI0 103y — 8—10 MI/KT Macchl Teia B CyTKH

pas3zessioT Ha 2 Ipuema.

TIloooepacusarowas 0o3za

B koMOMHMpOBaHHOM Tepanuy 1ielieBas 103a npemapata Tputentai, coctaistonias 30—46 mr/kr
B CYTKH, TOJ’KHA OBITh JOCTUTHYTA HE paHee, YeM uepe3 2 HeJelId C MOMEHTa Havyalla Teparnuu.
B kimuHWMYecKOM WUCClIEOBaHMM C 1IE€JIeBOM CYTOYHOM [030i mpemapata 46 MI/KT B
KOMOMHUPOBAHHOM Tepanuu y AeTeil B Bozpacte ot 3 10 17 et cpenHss CyTouHas 103a COCTaBUIIA
31 mr/kr B amamazone ot 6 10 51 MI/Kr B CyTKU. B KIIMHUYECKOM HccienoBaHuu 56% nereit B
Bo3pacte OT | mecsina 10 4 neT AoCTUrIu (UHAIBHONW CyTOYHOU IMOAJIEPKUBAOIIEH O3Bl Kak

MHUHHUMYM 55 MI/KT' B KOMOMHUPOBAHHOW TE€paNuy NPH 1eJIeBO 03¢ 60 MI/KT B CyTKH.

MaxcumanvHas pekomeHO008aHHAs 003d

[Ipn HEOOXOAMMOCTH JUISI JOCTHKEHHS >KEIaeMOro TepaneBTUdeckoro 3hdexTa BO3MOKHO
MOCTENICHHOE TOBBINICHUE JI03bl — C MHTEPBAJIOM MPUMEPHO B | HENENI0 103y YBETUYUBAIOT —
MakcuMyM Ha 10 MI/Kr/CyTKu, 10 MaKCHMaJbHON CyTOYHOHM 103bI M3 pacyeTa 60 MI/KT Macchl

TCHa.

Opghexm knupenca MI'TI, ckoppekmupoeannozo no macce meaay oemet

[Ipn nmpumenenuu mnpenapara Tpuientad B MOHOTEpAallMd U B COCTaBE KOMOMHMPOBAHHOMU
Tepanuu, Mpyu KOPPEKIHUH MO Macce Tena, Kaxymmuica kiaupeHc MITI y nmereil 3HauMTEIBHO
CHIDKAaeTCs C yBelnudeHueM Bospacta. Jletsm B Bo3pacTe OT 1 Mecsima 10 4 JeT MOXKET
noTpedoBaThCs 103a Mpernapara, B 2 pa3a NpeBbIIIAI0NIas 103y U B3POCIbIX, PH KOPPEKIIUH MO
Macce TeJia; IETSIM B Bo3pacTe oT 4 10 12 jieT MOKeT MmoTpeOoBaThCs 1032, MPEBBIMIAIONIAS 103y

JU1s B3pocibIx Ha 50% mpu KOppeKuu 1o Macce Tena.
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usogepmenmos neuenu y oemeil

VYV nereit B Bo3pacte oT | mecsma 1o 4 neT BIAUSHUE MPOTUBOAMUICITHYECKUX IPENapaToB —
UHAYKTOPOB ()EPMEHTOB IMEUEHU HA MX KXKYIIHICS KITUPEHC BBHIPAXKEHO B OOJBIIIEH CTEIeHH, YeM
y aeteil 6osiee CTapIIMX BO3PACTHBIX Pyl (IIPU KOPPEKLUH 1o Macce Tena). [Ipu npumeneHuu
npenapata Tpuienrtan y nered B Bo3zpacte oT 1 mecsma 1m0 4 €T B KOMOHMHAIMHU C
MPOTUBOSMUICHTUUECKUMU —TMpenaparaMd — HHAYKTOpamMH (EpMEHTOB TIE€YEHH MOKET
noTpeboBaThCs 1032 OKCKapOa3enuHa npumMepHo Ha 60% BblIlile (Tpy KOPPEKIIMHU IO Macce Tefa),
4YeM TpYU MOHOTEPANUU TpermapaToM TpuiienTal Wik MPU €ro NPUMEHEHWH B KOMOMHAIMH C
IPOTUBOSUIECNTUUECKUMHU CPEJCTBAMH, HE MHAYLUpPYOMUMHU n3opepmenTsl. [ nereii Oonee
CTapUIMX BO3PACTHBIX TPYIN MPH MNPOBEACHUH KOMOMHMPOBAHHOW Tepamuu IpernapaToM
Tpunentan ¢ IPOTHUBOSMUICITUYECKUMHU TpenapaTaMu — HHAYKTOpaMu U30(EpPMEHTOB NEUYCHU
MOXET TOTpeOOBaThCSI HE3HAUMTENIbHOE YBEIMYEHUE J03bl Ipenapara IO CPaBHEHUIO C
MOHOTEpaIue.

VY nereit mnanme 3 jet npenapar cleAyeT NPUMEHSITh B opMe CUPOIIa B CBA3H C TPYIHOCTIMHU

NPUMEHEHHUs TBEPbIX JEKAPCTBEHHBIX ()OPM y MALUEHTOB 3TOM BO3PACTHON TPYIIIHL.

Cooco0 nnpuMeHeHus

[Ipenapat TpunenTtan MOXHO NPUHUMATh BHE 3aBUCUMOCTH OT IpUEMa MUIIH (BO BpeMs, 11OCIE

eZbl WK B IPOMEXKYTKAX MEX]y PUEMaMH MHILN).

Hncmpykyuu no npumenenuro cycnensuu 0isi npuema 6Hympo

[lepen npuemoM cycrieH3uH [T pueMa BHYTPb (PJIaKOH ClIeAyeT TIATEIbHO BCTPSIXHYTh U cpas3y
e OTMEpPUTh HEOOXO0UMOE KOJIMYeCTBO cycrnen3uu. HyxHyto no3y (M) HaOuparoT u3 QrakoHa
C nmomol1kko npuiaraemoro mmpuua. [Ipu ncnons3oBannu mmnpuna Ha 10 mi (mocraBisgeMoro ¢
dbaakonom Ha 250 M1 — A7 B3pOCHBIX W JETEH CTapIiero BO3pacTa) KOJWYECTBO CYCIICH3UU
cienyet okpyriath 10 0,5 mut. [Tpu ncnonp3oBanny mnpuna Ha 1 My (TOCTaBIseMOro ¢ (J1akoOHOM
Ha 100 M — a1 1eTel MaAlero Bo3pacTta) KOJIMYECTBO CYCIIEH3UH ciaeayeT okpyrisath 1o 0,1
MUI.

[Tocie kax10ro UCMOJIb30BaHUS CIEAYET IUIOTHO 3aKpPbITh (IAKOH U MPOTEPETh LMINPUL] YUCTON
CyXOU TKaHbIO.

CycneH3nuio MOYKHO TPUHHMATh HEMOCPEACTBEHHO M3 IIMNpUIAa WIM Pa30aBisATh HEOOJIBIINM
KOJIMYECTBOM BOJIbI IIEPE]T IPUEMOM.

OTKpBITHINA (PITaKOH XpaHUTH HE Oosiee 7 Heaenb.

4.3. IIporuBoONOKa3aHus
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e [unepyyBCTBUTENBHOCTh K OKCKapOa3emuHy MIM K JOGOMY W3 BCﬁgM€FgTeﬁBHBIX

BEIIIECTB, NIEPEUNCIICHHBIX B pa3zene 6.1.
e [unepyyBCTBUTENBHOCTD K ACIHKApOA3EUHY.

e Jlerckuii Bo3pacT A0 1 Mecsua.

4.4. OcoOble yka3aHUs M MepPbl NPEeJOCTOPOKHOCTH NIPH NPUMEHEHUH

Cnegyer ¢  OCTOPOKHOCTBIO IPUMEHATH Ipenapar |y MalMEeHTOB C  HU3BECTHOMU
TUIEPYYBCTBUTEIBHOCTPIO K KapOamasenuHy, TaK Kak Yy O3TOH TIpynmbl NalHMEHTOB
npubnusutensHo B 25-30% cimyyaeB  BO3MOXKHO — pa3BUTHE  PEAKLUUH  MOBBIIICHHOW
YyBCTBUTEIBFHOCTH K OKCKapOasemuHy. Y TAaIMEeHTOB 0O€3 aHAMHECTHYECKMX YKa3aHUH Ha
TUIIEPYYBCTBUTENBHOCTh K KapOaMa3enHy, TaKKe BO3MOKHO Pa3BUTHE PEaKLUH MOBBILIEHHOM

YYBCTBUTCIIbHOCTH Ha MPCIIapaT, BKIKOYaAd ITOJIMOPTraHHBIC HAPYIICHH.

[Ipumenenne npenapara TpunenTan y NaueHTOB ¢ HAPYUICHUAMHU (YHKIMU TEUEHU TDKENOM
CTETIeHHU HE H3Y4aJIoCh, TOATOMY HEOOXO MO ITPUMEHSTH MpemnapaT y TOH KaTerOpuH MalueHTOB

C OCTOPOXHOCTEBIO.

Puck yXyAnieHus TeUEHMS SIMICOTHYCCKUX TIPUCTYIIOB

[TomyueHsl CcOOOLIEHUA O pPHCKE YXYAMCHHS TEUCHHUS OSIWICNTHUECKUX TPHUCTYIOB IPH
npuMeHeHun npenapara Tpunentan. IloBblIeHME pUCKAa YXYALICHHWs TEYEHUS IPUCTYIIOB
Ha0JII0/1aJI0Ch, B OCHOBHOM Yy JI€T€H, OJJHAKO, MOKET BO3HUKATh U Yy B3pociblX. Ecinu Ha ¢one
IpUMEHEHUs Impemnapata Tpuwienrtan oTMe4aeTcs YXyALIEHUE TEUEHUS OSMNWIENTHYECKUX

IIPUCTYIIOB, IPUMEHEHNUE IIpenapara cieyeT IPEeKPaTUTh.

PeaKHI/II/I TUIICPYYBCTBUTCIIbHOCTH

[Ipu npumenenuun npenapata Tpuientan B KIMHUYECKOM MPAKTUKE B OTIEIBHBIX CIIydasix
(TIOCTPETUCTPAIIMOHHBIE COOOIICHHS) OTMEYAIOCh Pa3BUTHE PEAKIM TMIEPYYBCTBUTEIHLHOCTH
HemeaneHHoro tuna (I Tum), BKiIrodas Chilb, KOXKHBINA 3y[, KpPallMBHUILY, aHTHOHEBPOTHYECKUI
OTEK M aHAQWIAKTUYECKHE peaKui. AHTHOHEBPOTHUECKUI OTEK U aHA(UIAKTUUYECKHE pEeaKlun
C TIOpaKEHHWEM TOPTaHM, TOJIOCOBBIX CKJIAIOK (00JacTh TOJOCOBOW IIENH), s3bIKA, TYO, BEK
pa3BUBANIUCH KaK MPHU MEPBOM, TaK U MPH MOBTOPHOM MpueMe mnpenapara Tpunenrtan. B ciydae
PasBUTHUA THUHCPUYYBCTBUTCIBHOCTH HCMCIJICHHOIO THIIA CJICAYCT HCMCIAJICHHO OTMCHHUTD
npenapar TpuienTal v HayaTh AIbTEPHATUBHYIO TEPAITHIO.

Cnegyer ¢  OCTOPOKHOCTBIO MNPHUMEHSTH Mpernapar |y TMalUeHTOB €  HM3BECTHOMU
TUIEPYYBCTBUTEIBPHOCTEIO K KapOama3enmuHy, TaK Kak Yy OTOH Tpynmbsl MNaIeHTOB
npubnusutenbHo B 25-30% cimydaeB  BO3MOXKHO — pa3BUTHE  PEAKIHMM  MOBBILIEHHOU

YYBCTBUTCIIbBHOCTU K OKCKap6aSCHI/IHy. YV manueHToB 0e3 aHaMHECTHYECKHUX YKaSaHI/Iﬁ Ha
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YyBCTBUTEJIBHOCTH HA Mpernapar, BKIKOYasl NOJUOPraHHbIe HapylleHUs. Takue peakiuu MOTyT
BBI3bIBATh PA3BUTHE HApPYLWICHUWM CO CTOPOHBI KOJKHBIX IIOKPOBOB, II€UYE€HU, KPOBH U
AuM@aTu4ecKkoil cucTeMbl U JPYTHUX OPraHOB KakK B OTJENBHOCTH, TaK U B paMKaX CHCTEMHOM
peakuuu. IIpy BO3HMKHOBEHUM INPU3HAKOB M CHUMIITOMOB pEaKUUN THUIIEPUyBCTBUTEIBHOCTH,

CJIelyeT HEMEUIEHHO OTMEHUTH npenapar Tpuienrai.

I'unonarpueMus

Y 2,7% mnanueHTOB, MOJy4aroUMx mpemnapar Tpuienrtan, HaOmonanach THIIOHATPUEMUS
(comepxaHue HATPUS B CBIBOPOTKE MeHee 125 MMOb/iT), KoTopass 0OBIYHO HE COMPOBOXKIANACH
KIIMHUYCCKUMH TIPOSIBIICHUSIMU W HE TpeOoBana Koppekmmu Tepanuu. CopepkaHue HaTpus
HOPMAaJTU3yeTCsl TIPU OTMEHE (YMEHBIICHHUH JI03bl) TIpenapaTa TpuiienTtan Wik KOHCEPBATHBHOM
JedeHnH (OrpaHUYCHUH TTPUEMa JKUIKOCTH).

VY manueHToB C HapylieHHeM (QYHKIMH TIOYEK B aHaMHe3e, aCCOLUUPYIOMUMCS C HHU3KUM
COJIep’)KaHUEM HATPUS B CBIBOPOTKE KPOBHU (HAIPUMED, Y TAIIMCHTOB C CHHAPOMOM HeaJIeKBaTHOU
CEKpelMU aHTHIUYPETUICCKOTO TOPMOHA), WM Yy TAlUEHTOB, MOJYYArOIIUX OJHOBPEMEHHOE
JICUEHHE TpenapaTaMu, CIIOCOOCTBYIOIIMMH BBIBEICHUIO HATPUS M3 OpPraHU3Ma, (IUypETHKH,
mpernapaTsl, BIUSIONINE HA CEKPEIHUI0 aHTUIUYPETHYECKOrO0 TOPMOHA), 0 Hadaja Teparuu
npermapaToM Tpwienrtan cCleayeT OINpeaeisTh COACpPKaHHE HATPUS B CBIBOPOTKE KpoBH. B
JTAIBHEUIIIEM CIIeAyeT KOHTPOJIUPOBATh COJIEPIKaHNE HATPHUS B CBIBOPOTKE KPOBH Uepe3 2 HeJe/n
1OCJIe Havaja Tepanuud M Jlaee €XKEMECSYHO Ha NPOTSHKEHHH 3 MEcsAlleB WIM 10 Mepe
HeoOxoaumocTu. C 0coObIM BHUMaHUEM K JTaHHBIM (PaKTOpaM pPHCKa CIEIyeT OTHOCUTHCSA Y
MOXKUJIBIX MMAIIMEHTOB (B BO3pacte > 65 er).

[Tpu HE0OXOIUMOCTH IPUMEHEHUS TNYPETUKOB H APYTUX MIPETIAPATOB, CHIDKAIOIINX COJICPIKaHNE
HATPUS B CHIBOPOTKE KPOBH, y TAIMEHTOB, IMOJYYAIOIIMX TEpaIHI0 MpenapaTtoM TpuienTa,
CJIEZlyeT MPHUICPKUBATHCI TEX K€ pEeKOMEHIAIMid. [Ipu MOSBICHUU KIMHUYECKUX CUMIITOMOB
TUTMIOHATPUEMHUH, CJIETYET OMPECIIUTh COJEPKaHNEe HATPHUS B CBIBOPOTKE KPOBU. [[JIst OCTAIbHBIX
MAIMCHTOB OMPEICICHUE COACPKAHUE HATPUS B CHIBOPOTKE KPOBU MOKET OCYIICCTBIIATHCS BO
BpEMs ITPOBEICHUS PyTUHHBIX aHAIN30B KPOBH.

Heo0xoauMo KOHTPOJIUPOBATh MacCy Teja y BCEX MAIMEHTOB C CEpACYHON HEIO0CTATOYHOCTHIO
JUTSE CBOCBPEMEHHOTO JUArHOCTHPOBAHMS 3aJEPKKH KUIKOCTH. [lpu 3amepKKe KUAKOCTH WU
IpH  TPOTPECCUPOBAHUU CHMIITOMOB CEPICYHONW HEIOCTATOYHOCTH CJICAYET ONPEICIIUTh
COJIepKaHWEe HATPHUS B CHIBOPOTKE KPOBU. B ciydae BO3HMKHOBEHHS THUIIOHATPUEMHH Ba)KHO
OTPaHUYUTH KOJIHYECTBO MOTPEOIIEMOH ®UIKOCTH. Tak Kak MPH MPUMEHEHUN OKCKapOa3enuHa B
OUCHb PEIKUX CIy4dasX BO3MOXKHO HapyIIeHHE CEepACYHOUW MPOBOJUMOCTH, HEOOXOIMMO

THIATEJIbHOE HAOJIOIEHWE NAlUEHTOB C MPEJUIECTBYIOIIMMU HApyILICHUSIMH CEpACYHOU
7
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

I'emaTtosiornyeckre N3MEHEHUS

[To maHHBIM COOOIIEHHH B MOCTPErHMCTPAIIMIOHHOM IEpHOJie Ha (OHE Tepaluu IpernapaTtoM B
OYEHb PEIKUX CIy4yasX OTMEYaJOCh pa3BUTHE arpaHyJIOUTO3a, AIIACTUYECKOW aHEMUU U
NAHLIUTONEHUHU. YUUTHIBASI HE3HAYUTEIbHYIO YaCTOTY BCTPEUAEMOCTHU JaHHBIX SIBICHUM, a TAaKXKe
HAJIMYME  COMYTCTBYIOIUX (AaKTOpOB  (Hampumep, OJHOBPEMEHHBIH TpHEM  ApyTuX
JIEKapCTBEHHBIX CPEACTB, HAJMYHE COIMYTCTBYIOLIUX 3a00JeBaHMil), MPUUYUHHO-CIEACTBEHHYIO
CBSI3b MEXKJy pAa3BUTUEM JIAHHBIX HEXKENATENbHBIX SBJICHUW M TNPUMEHEHHEM Ipenapara
YCTAaHOBUTb  HEBO3MOXKHO. Ilpu  pa3BUTHHM  CUMIOTOMOB  BBIP@)KEHHOTO  YIHETEHHS

KOCTHOMO3T'OBOTO KPOBETBOPEHHUST HEOOXOIMMO PaCCMOTPETh BOIIPOC 00 OTMEHE Tpenapara.

CynnuianbHbIC MBICTH M ITIOBEJICHHIE

Y  nDauueHToB, MOJYYaBIIMX HPOTUBOCYJOPOXHBIE Ipernaparbl, OTMEYEHbI  SIMU30.IbI
CYMLIMJAIBHOIO TOBEIEHUS M CYMUMJAIbHBIX  MbIcied. Pe3ynpTaTel  MeTaaHanusa
PaHAOMU3HUPOBAHHBIX  IUIALE00-KOHTPOIMPYEMBIX  UCCIEJOBAaHMM  MOKa3alnu HeOONbIIOoe
YBEJIIMYEHUE PHUCKA PaA3BUTUS CYMLUUAAIBHOTO IOBEJEHUS Yy TALMEHTOB, MOJyYaBIINX
IPOTUBOCYJIOPOXKHBIE IpenapaThl. MeXaHN3M yBEIUYEHUS PUCKA CYUIMJIA y JaHHOW KaTeropuu
NAIMEHTOB HE YCTAHOBJICH.

Ha Bcex crtapusax neueHuss HEOOXOIUMO TIIATEIIbHOE HAOJIOJEHHE MAlMEHTOB, MOJYYaOLIUX
JedeHue npenaparoM. [lanMeHTsl 1 MEIUIIMHCKUI MEPCOHAN JIOJKHBI OBITh MPEIyHpPEXaACHbBI O
pHUCKE BO3HMKHOBEHHUS CYMUUAAIBHBIX MBICIEH M SMHU30/I0B y MALMEHTOB Ha (POHE Tepamuu

npenapatoM TpunenTai.

JlepMaTOoJOTNYECKHE PEAKIIUN

[Ipu npumenenun npemapara Tpuienrtan O4YeHb PEIKO COOOIIATOCH O Pa3BUTHUU CEPHE3HBIX
JIEPMATOJIOTHYECKUX pEaKlMii, Takux Kak: cuHapoM CtuBeHca-l[>KOHCOHA, TOKCUYECKHI
snuAepManbHbIl Hekpoiu3 (cuHapom Jlaiiemna), skccygaTuBHash MyJIbTH(QOpPMHas 3pUTeMa.
HaI_II/IeHTaM C BI:IIJ_IeyKaSaHHBIMI/I I[epMaTOJIOFI/I‘-IeCKI/IMI/I peaKHI/IHMI/I MOXET HOTpCGOBaTLCH
ToCIIuTaJIn3alAd B CBsA3HU C paSBI/ITI/IeM yrp0>1<a}0u11/1x JKN3HU COCTO?IHI/II\/'I; OYCHb pem{o BO3MOXXHBI
neTanbHbIe HUcxonapl. [lpw mpuMeHennu mnpernapata Tpuienrtan JAepMaTOIOTHYSCKUE PEaKIIUH
HaOMIOIAMKNCh KaK y JeTel, TaKk U y B3POCHbIX, U Pa3BUBAIUCH B cpelHeM uepe3 19 mHeil mocie
Hayaja mpuemMa npenapata. VIMEIOTCsST OTIENbHBIE COOOIIECHHS O CIydasX PeluHBa CEpPbe3HbBIX
KOXKHBIX PEaKIMi MPH BO30OHOBICHUHU NpHeMa rpenapara. [Ipu pa3BUTHU KOKHBIX peakIfii Ha
dboHe mpuMeHeHus npenapata TpuenTan clieTyeT pacCMOTPETh BOIIPOC 00 OTMEHE Mpernapara u

IMPUMCHCHHUU APYTOro NpOTUBOIMUICIITUICCKOIO CPEACTBA.

Koppensuus ¢ HLA-B*1502
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neiikouurapHoro antureHa (HLA) B pa3BUTHM CEepbe3HBIX KOKHBIX pEakUUi y MAIUEHTOB C
MPEaPacONOKEHHOCTIO K TaKUM COCTOSAHMSM. Y TAIMEHTOB KHUTAWCKOM M TaWCKOM
HallMOHAJIBHOCTH MPOCIEKUBAJIACh YETKas CBI3b MEXAYy pa3ButueM cunipoMa CTuBeHca-
JlxoHcoHa u cunapoma Jlailemna npu npuMeHeHUM KapOamas3enuHa W HAIWYHEM B MX T'€HOME
aJuIesis 4emoBeYecKoro Jelkonutapuoro anturena HLA-B*1502. M3-3a cxoxkecTd B XUMUYECKOU
CTPYKType OKckapOa3enmuHa M KapOaMas3enuHa CyIIECTBYET BEPOSITHOCTb Pa3BUTHSA CHHIpPOMA
CruBenca-/[>)xoHcoHa U cuHapoMa Jlailienna y manueHToB ¢ Hanuuuem B reHome awtens HLA-
B*1502, mpuHuMaromumx okckapOaszenuH.

YacToTa BCTpE4aeMOCTH JaHHOTO AJIJIENs] y AUEHTOB KUTAMCKON HallMOHAIBHOCTH COCTABIISIET
2—-12%, y Taiickoii — okoi0 8%, cpenn HEKOTOpbIX rpymn HaceneHusd Oununnue u Manaiizum —
6onee 15%. Pacnipoctpanennocts amiens HLA-B*1502 B Kopee u Mnauu coctasusiet 2% u 6%,
COOTBETCTBEHHO. PaciipoCcTpaHEHHOCTh JAaHHOTO AJIENs Y JIUIl €BPONEOUIHOM, HETPOUIHOM pac,
y TaTUHOAMEPHUKAHIIEB, MHICUIIEB U STIOHIIEB He3HauuTeNnbHa (<1%).

YacToThl JaHHBIX ajlesiell NPEICTaBISIIOT MPOLEHT XPOMOCOM B ONPENEICHHBIX MOMYJIALUAX
HACEJIEHUs, KOTOpPbIE HECYT ajljiesib. DTO O3HAYAET, YTO MPOLEHT MAlMEHTOB, HECYIIUX KOO
aJuleNiv, 1Mo KpalHeH Mepe B OJHOM M3 MX JIBYX XpPOMOCOM IOYTH B JBa pa3a BBIIIE YACTOTHI
BCTpPEUaeMOCTH ajuielns. TakuM oOpa3oM, MPOLEHT MAIMeHTOB, KOTOPbIE MOTYT OKa3aThCs MOJ
yTPO30i, IOYTH B 2 pa3a BBILIE YACTOTHI aJuIEIEH.

[Ipn npumenenum mnpenapara Tpuiienrtan y Bo3MOXHbIX Hocutened amiens HLA-B*1502
PEKOMEHIyeTCsl MPOBOANTh I'€HOTHUIIMPOBAHUE MO JaHHOMY ajuiento. lIpumensaTs npemnapat y
HOCHUTEJIEH TaHHOTO aJIJIeNsl CIeIyeT TOJIBKO B TOM CIIy4ae, €CIM OKUJaeMas MoJib3a OT Tepanuu
IIPEBBIIIAECT BO3MOXKHBIM pUCK. Hanuune maHHOro amiens y JIML KMUTalCKOM HAallMOHAIbHOCTH,
OPUHUMAIOIIMX JApyrue MPOTUBOAMWIECNTUYECKHE Mpenaparbl, MPUEM KOTOPBIX TaKke
aCCOLMUPYETCA C Pa3BUTUEM TSKEIIBIX 1€PMATOJIOTMUECKUX PEaKIUi, OBBIIIAET PUCK PA3BUTHUS
TSDKENBIX JepPMaTOIOTUYeCKuX peakuuid. Y manueHToB ¢ amnenem HLA-B*1502 neob6xommmo
u30eraTh NMPUMEHEHUS MpenapaToB, IPUBOIAIIMX K pa3BUTHIO cuHApoMa CtuBeHca-J[>KOHCOHA
Wi cuHapoma Jlaiernsa, Ipy BO3MOXKHOM 3aMEHE Ha albTepHAaTUBHBIE Ipenaparsl. [IpoBenenue
reHotunupoBanus 1o amwienmo HLA-B*1502 mepen mpumeHnenueM mnpemnapaTta Tpuientan
HEOOs3aTeNTbHO Y TMAIMEeHTOB, MPUHAAIEKANUX K TMOMyIAlUsM C HU3KOH YacTOTOU
BCTPEYAEMOCTH JAHHOTO aJUJIEJisl, @ TaKKE y MAallMeHTOB, YK€ MOJYYAIOMINX TEPANUIO JTaHHBIM
IpenapaToM, MOCKOJIBKY TsDKEJIble KOKHBIE PEaKIMU B OOJBIIMHCTBE CIy4YacB OTMEUAINCh B

MIEPBBIC MECSIIBI JIeUeHUs (BHE 3aBUCUMOCTH OT Haimuumst HLA-B*1502).

Koppensuns ¢ HLA-A*3101
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Hamuuue amnens HLA-A*3101 moxeT ObiTh (JaKTOPOM rtynlckg %ﬁ%ﬁ'ﬁﬂz&k{é}f&gﬁ%ﬂﬁmﬁnﬁ

koxu (cuaapoM CtuBeHca-/[)xoHcoHa, cuHIpoM Jlakiena, 1ekapcTBeHHAS ChITb C 203WHO(IIIAEH
U CUCTEMHBIMHM TPOSIBICHUSMH, OCTPbI T'€HEpaIu30BaHHBIM SK3aHTEMATO3HBIM IyCTyJe3 U
ISATHUCTO-Y3€JIKOBas ChIllb) IPU MPUMEHEHNHU KapOaMa3enuHa.

Yacrora BcTpewaemoctu ayienss HLA-A*3101 moxeT OTIMYaThCS y Pa3sTUYHBIX 3THUYECKHUX
rpynn: okosio 2-5% Yy Hacenenus Espombl, okono 10% — y sSmOHUEB B 3aBHCHUMOCTH OT
reorpaguueckoro peruona. Yacrora ayiens cocTtaBisieT MeHee 5% y HaceneHus: ABCTpaud,
Asun, Adpuku n CeBepHoil AMEPUKH, UCKITIOUEHHS COCTaBIAIOT oT 5% 10 12%. YacroTa Oonee
15% ycraHnoBiieHa y HEKOTOPBIX 3THUYecKuX rpynn Oxxuoi Amepuku (AprenTuna u bpasunus),
KopeHHbIX xkutenei CeBepHoil Amepuku (riemena Hasaxo u Cuy, B Mekcuke — Conopa Cepn),
Oxno#t Unnuu (Tamun Hany), u 10—-15% cpeau qpyrux KOpEHHBIX JKUTENEH JaHHBIX PETHOHOB.
YacToThl JaHHBIX aJUleNeil MPeICTaBIAIOT MPOLEHT XPOMOCOM B OIPEIENICHHBIX MOMYJIALHUAX
HaCeJIeHHs, KOTOpbIe HECYT ajuledb. DTO O3HAYaeT, YTO MPOLEHT MAaLUEHTOB, HECYILUX KOIHUIO
ajyIeNny, 1Mo KpalHEell Mepe B OJHOM M3 MX ABYX XpPOMOCOM IIOYTH B 2 pa3a BBILIE YaCTOTHI
BCTpEUaeMOCTH ajuiens. TakuM oOpa3oM, MPOLEHT MAlMeHTOB, KOTOPbIE MOTYT OKa3aThCs MOJ
yIpo30ii, MOYTH B 2 pa3a BbIIIE YACTOTHI AJIJICTIEH.

Het nocraToyHbIX OCHOBaHMH JJIi PEKOMEHJAIMH MTPOBEACHUS T€HOTUITUPOBAHUS [0 JaHHOMY
aIeNo y TMAlUeHTOB IIepell HaydaloM Tepamuu oOkckapOazenuHoMm. [lamumenram, yxe
MOJyyalollluM  Tepamnuio mpemapatoM Tpuienrtan, HE  PEKOMEHIYETCS  IMpPOBEACHUE
TFEeHOTUIIMPOBAHUS 110 JAHHOMY aJUIENIO, OCKOJIbKY KOXKHBIE PEaKIMH B OOJIBIIMHCTBE CIy4acB

OTMCYAJIUCh B IICPBBIC MCCALLI IPUMCHCHUSA IIpCIlapaTa (BHC 3aBUCUMOCTH OoT Hajamuusa HLA-

A*3101).

OpnHako pe3ysbTaThl FEHOTUIIMPOBAHUS HE JIOJKHBI BIUATH HAa CTENEHb KOHTPOJIS COCTOSHUS
NalMeHTa ¥ HAaCTOPOXKEHHOCTh Bpaua B OTHOLIEHHWH TSDKEIBIX KOXKHBIX PEAKIMHA. Y MHOTHX
HAlMEHTOB a3UaTCKOT0 NMPOUCXOXKJICHHS C MOJOKUTEIbHBIM PE3YyJIbTaATOM I'€HOTUITUPOBAHUS 11O
amento HLA-B*1502 pa3BuTHs TSDKEBIX 1€PMATOIOTHUECKUX COCTOSHUM MOXKET HE IIPOU30ITH,
B TO BpeMs Kak peakmuu OyIyT 3aperUCTPUPOBAHBI Yy TMAIMEHTOB JIIOOOW STHHYECKOU
NPUHAAJIEKHOCTH C OTPULATEIbHBIM DPE3yJIbTaTOM TE€HOTUIIMPOBAHUSA IO JAHHOMY aJUIEeINIo.
CxoxuM 00pa3oM, pa3BUTHE TSKEIOM AEpMATONIOTMYECKON MATOJIOIMU MOXKET NMPOU30HTH Y
NAIMEeHTOB JII000H STHUYECKOW MPHUHAMIC)KHOCTU Ha (POHE TEparuy IpenapaToM, TOra KaK y
MHOTHUX HAIIUEHTOB C MOJO0XKUTEIBHBIM PE3yJbTaTOM reHoTUnrpoBanus no ayuiento HLA-A*3101
Ha (oHE TpreMa MperapaTa TakKUuX Peakuid He Oy1IeT OTMEYEHO.

He u3ydeHa posib MHBIX BO3MOXKHBIX (PAKTOPOB B Pa3BUTHM U PACIPOCTPAHEHHOCTH yKa3aHHbBIX

ACPMATOJIOTHYCCKUX OCHO)KHGHPIﬁ, TaKUX KaK [03a MOPOTHBOSNUWICTITUYCCKOrO IIperapara,
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

npenapaTLI, COHYTCTByIOIIIaﬂ I1aToJIOrusi, CTCIICHb I[CpMaTOJ'IOFI/I‘IeCKOFO KOHTpOJ'I?I. HpI/I
npoBeaeHUM TeHoTunupoBanus 1o amieno HLA-B*1502 cmenyer otnmaBath mpeamnouTeHue
METOJIMKE C BBICOKOHM pa3periaromieid cnocoOHOCThI0. TecT cuuTaercs MOJNI0KUTEIbHBIM, €ClU
oOHapy>KeH XOTs OBl O/IMH U3 aJIJIeNICH, OTPULIATEIbHBIM, €CJIM HE 0OHAPYKEHO HU OJTHOTO aJUIeJIsL.
TGX XE peKOMCHILaHI/Iﬁ CJ'IC)IyCT HpHI[Gp)KI/IBaTI)Cﬂ HpI/I HpOBCI[eHI/II/I FGHOTI/IHI/IpOBaHI/IH 110 AJIJICIIHO

HLA-A*3101.

Hapyuienne d)VHKHI/II/I INCYCHHU

Nmerotest coobuieHnst 00 0YeHb PEKUX CIIydasX pa3BUTHA I'€NaTHTA, KOTOPbIE B OOJBIIMHCTBE
ciryyaeB 0Jaronoiy4Ho paspemmianck. IIpu nmomo3peHnn Ha remaTuT HEOOXOIUMO PacCMOTPETh

BOIIPOC 00 OTMEHE Mpernapara.

Hapyuienne (bVHKHI/II/I ITOYCK

[Tanmentam ¢ HapymieHueMm (YHKIMH TO4YeK (KJIMpeHC KpeaTmHuHa <30 MII/MHUH) clemyer
CO0JTI01aTh OCTOPOKHOCTH BO BpeMsI JieueHus TpuienTaaom, 0COOCHHO B OTHOLIIEHUH Ha4alIbHON

A03bI U MOCIICAYIOIICTO €€ ITOBBIICHUA.

l'unorupeos

['unotupeos sBnseTcs KpalHE pPEIKUM HEXEJATENbHBIM SIBICHHMEM @pU IPUMEHEHUU
OKCKap0Oa3enuHa. YUMTbhIBasi BIMSHHE FOPMOHOB LIUTOBHUIHOW JKeJe3bl Ha pa3BUTHE JeTeHl, y
JTAHHOM KaTeroOpuH MalueHTOB, 0COOCHHO B BO3pACTE 10 IBYX JIET, PEKOMEHJIOBAHO ONPEACTISATH
KOHICHTPAllMI0O TOPMOHOB HIMTOBHUJHOW KEJIe3bl A0 Hadajla TEpallMy IIPernapaTroM, a TaKkKe

KOHTPOJIMPOBATH 3TOT IMOKA3aTCJIb BO BpEMs IIPUMCHCHUS IIPCTiapaTa TpI/IHCHTaH.

OI[HOBDGMCHHBII\/'I OPpUEM MEPOPAJTIBHBIX KOHTPAIICIITUBOB

[TaneHTKy € COXpaHEHHBIM PENPOAYKTUBHBIM IOTEHIIMAJIOM CJIEAYET MPEeAyNpEeauTh O
BO3MO)XHOM CHIKEHUU 3(P(GEKTUBHOCTH TEpPOpalbHBIX KOHTpAleNTUBOB. J[aHHOH kaTeropuu
MAIMEHTOK, MOTYyYaroluX npenapat TpuienTali, peKOMEHIyeTCs JOMOITHUTEIbHOE TPUMEHEHNE

HErOPMOHAIBHBIX METO/I0B KOHTpaLeNnuu (cM. pazaen 4.6).

CHUHIPOM OTMEHBI

Kak v npu mpuMeHeHMH APYTUX TMPOTUBOAIMIECHITUYECKUX IPErnapaTroB, clieqyeT Hu30erarb
PE3KOro MpeKpalleHusl Tepaluu MpernapaToM TpuiienTal K3-3a pUCKAa YBEIHUYEHHUS YacTOTHI

CYZIOPOKHBIX IIPUCTYIIOB.

BcrnoMmorarensHble BelIeCcTBa
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Ilpemapar  Tpusmenrtan B  QopMe  CyCHEH3UH ':@['J'_Il;i:'-l %‘%&éTE@E@%%T:Q&WH“] UT

METWIITAPAruAPOKCUOCH30aT W MPOMIINAPATHAPOKCHOCH30aT, KOTOPBIE MOTYT BBI3BIBATH
aJUIEPrUYeCKue Peakiuu (BO3MOXKHO, OTCPOUYEHHBIE).

B cocTaB cycneH3uu A mpueMa BHYTPbh BXOJHMT COPOMTOII, MOATOMY Tpenapat TpuienTan B
Q)OpMe CYCIICH3MU HC CJICAYCT HNPUMCHATL Yy HNAUCHTOB C HACJICACTBCHHBIM HApPYUICHUCM
TOJIEPAHTHOCTH K ()PYKTO3E.

[Mpenapat Tpunenran B oopMe CyCIEH3UH ISl TPUEMa BHYTPh COJCPKHUT 3TAHOJI B KOJIMYESCTBE

menee 100 Mr Ha 1o3y.

4.5. B3amMmopeiicTBMe ¢ JPYrHMH JICKAPCTBEHHBIMH MpenapatamMM M JApyrue BHIbI
B3aMMO/EHCTBUA

HNuruduposanue n3ohepMEHTOB

Oxkckap0a3zernuH u ero (papmakonoruuecku akTuBHbIN MeTabonut MI'TI sBistroTcst uUHrHOUTOpaMu
mzodpepmenta CYP2C19. Takum o0Opa3oM, OJHOBpEMEHHOE MpPHUMEHEHHE OKCKapOa3enuHa B
BBICOKHX JI03aX M IIPEIapaToB, KOTOPBIE METabOIM3upyIoTes ¢ yaactrem uzopepmenta CYP2C19
(manpumep, ¢deHobapOuTan, (GEeHUTOMH), MOXKET TPUBECTH K HUX B3auMojeucTBuio. Jlis
HEKOTOPBIX IAIMEHTOB MOXET TMOTPeOOBaThCS CHWKEHUE JI03blI TpEnapaToB — CyOCTpaToB
uzodepmenta CYP2C19. brino nokazano, uto okckap6azenus u MI'TI ciabo MHTHOUPYIOT WK

COBCEM HE B3aMMOJICHCTBYIOT CO CIEAYIOUIMMH MHKpocoMabHbIMU n3opepmentamu: CYP1A2,

CYP2A6, CYP2C9, CYP2D6, CYP2E1L, CYP4A9 u CYP4All.

Nunykimsa bepMeHTOB

In vitro m in vivo okckap6azenun u MI'TI, aBnsasch cnaObiMu UHAYKTOpaMU H30(EPMEHTOB
CYP3A4 u CYP3AS, cHIKAIOT IJ1a3MEHHBIE KOHIICHTPAIUHU IIPETapaToB, METa0OIH3UPYIOIUXCS
JTAHHBIMA ~ (PEpPMEHTAMHU: JAWTHAPONUPUAMHOBBIX AHTArOHWCTOB KaJlblHs, IEPOPATBHBIX
KOHTPALIENITUBOB M IPOTUBOSMWICNTHUECKUX IpenapaToB (Hampumep, kapOamaszenuHa). Ilpu
OJTHOBPEMEHHOM MpPHUMEHEHMH C IpernaparoM Tpuienrtan TakkKe BO3MOXKHO CHHKEHHE
KOHIIGHTPAallMM B IUIa3ME€ KPOBH M JAPYTHX JICKApPCTBEHHBIX IIPENapaToB, SBISIOMIUXCS
cyoctparamu uzopepmentoB CYP3A4 u CYP3AS (manpumep, mnpenapara TIpymibl
MMMYHOJIETIPECCAHTOB — LIUKIIOCTIOPUHA).

[Tockonbky in vitro MI'TI n okckap6a3enuH sBISIIOTCS CJIa0BIMU HHIYKTOpamMu ypunuaaudocdar-
[JIIOKYPOHMJI TpaHc(epasbl, MaIOBEPOATHO, UTO in VivO OHH CIIOCOOHBI BIMATH HA META00IN3M
IpenapaToB, BBHIBOJSIIMXCS B BHJE KOHBIOTATOB C TJIIOKYpPOHOBOW KHCIOTOM (Hampumep,
BaJIbIPOEBOM KHUCJIOTHI M JaMOoTpukuHa). Ho, mpuHMMas BO BHUMaHHE Jaaxe ciadyro
WHIYIUPYIONIYI0 CTOCOOHOCTh OKckapOaszernmaa u MI'TI, MoxxeT moTpeboBaThCsl yBEIMYCHHE 103

OOIHOBPCMCHHO NPHUMCHACMBIX IIPCIIApaTOB, KOTOPLIC MeTa6OJII/I3I/IpyIOTC${ C y4dacCcTuem
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uzodpepmenta CYP3A4 wmm ypunuaaudocpat rnmxvpgﬁglrﬁ@%ﬁlﬁbﬁ%&%ﬁg ﬂ"()lg‘l;/I%HH

npenapata TpuiienTtan MOKeT NOTPeOOBaThCs CHIXKEHUE 03Bl ATUX IPErapaToB.

In vitro uccnenoBaHus MOATBEPAMIN cIa0yr0 HHAYLMPYIOLIYIO CIIOCOOHOCTh OKCKapOa3enuHa u
MI'TI B otHomenun wuzodpepmentoB mnoacucremsl CYP2B u wusodepmenta CYP3A4.
Wnpynupyromee BiusHue okckap6asennna u MI'TI Ha npyrue mzodepments! cucrembl CYP

HCHU3BCCTHO.

[IpoTHBOSIMICOTHYECKIE TPEHaPaThI

IIpy OIHOBPEMEHHOM NPUMEHEHHH OJHOIO WM HECKOJIBKMX IPOTUBOAIMICHTUYECKUX
IpenapaToB — MOIIHBIX HHAYKTOPOB uToxpoma P450, Takux kak kapbamazenut, GEHUTOMH WIN
denobapOuTal, ¢ okckapOa3eMMHOM B KaXKJIOM KOHKPETHOM CITydae HeOOXOIMMO OCYIIEeCTBISATh
TIIATEJIBbHYI0 KOPPEKLHUIO 103bl W/WIIM KOHTPOJIb KOHIIEHTPALMHU TPenapaToB B IJIa3Me KPOBH.

Bo3smoxHble B3aumoneincTBus mnpenapara Tpuwiientan W JpyrMX NPOTHBOAIHICHTUYECKUX
[IPENapaToB OLCHUBAINCh B XOJ€ KIMHUYECKUX HCCieloBaHUM. [laHHBIE IO BIMSHUIO ITHUX
B3aMMOJEHCTBUIM Ha Miowaab Moja (apMaKOKMHETHUYECKON KpPUBOM «KOHIIEHTpALUS-BPEMSD)

(AUC) u MunuManbHyto KoHIEeHTpaluuio (Cmin) CyMMHpPOBaHBI B TaOJIULIE:

IIpoTuBo3NMUIENTHYCCKUH Bausinue npenapara Bumsinue 11311 na

npenapat (I1311) Tpunenrana Ha KoHueHTpauuw MI'TI
koHueHTpanuio I (Cupin)

Kapb6amazenun 0-22% yMmeHblueHUE 40% yMmeHbIIICHUE

Knob6azam He uzyyanoce He Binusier

®denbdamar He u3yuanoch He Bruser

®enobapOuTan 14—15% yBenuueHue 30-31% ymeHbIICHHE

DenuronH 0-40% yBenuueHue 29-35% ymeHbllIeHHE

Banenpoesas kuciora He Bnusier 0-18% ymeHblIEHUE

JlamoTpuKHH He Bnuser* He Bianser

(* OrcyrctByeT BiusiHUE HA Cmin, AUC 1 Cmax)

Konnenrpanus ¢enuronna B 1iazme KpoBW ysenuuuBaeTcs a0 40% mnpu oAHOBPEMEHHOM
npuMeHeHuu npenapara Tpuiientan B 1o3e 1200 mr B cyTku U Beile. [lo3ToOMy npu npumeHeHnn
npenapata Tpunentan B BBIIIEYKa3aHHBIX J03aX MOXET MOTPeOOBATHCS YMEHBIICHUE J103bI
(deHuTonHa.

VYBenuueHrue KOHILIEHTpaluu B Iuia3me (eHobapOuTana mpu OAHOBPEMEHHOM MPHUMEHEHUH C
npenapatoM TpunenTan HesHauuTeNnbHO (15%).

[Ipy onHOBpEMEHHOM TPUMEHEHUH CHJIBHBIX HWHAYKTOpOB wnuToxpoma P450 w/umm
ypuauHIuQochaT-rIIoKypoHIT Tpancdepassl (T.e. pudammuimaa, kapdbamaszenruHa, (HeHUTONHA
u (penobapOuTana) ymensinaercs konmnentpanus MITI B mnasme kpoBu (Ha 29-49%). Takum

o0OpasoM, cieayeT KOHTpompoBaTh KoHreHTpamuio MITI B mia3me/ChIBOPOTKE KPOBU U TMPHU
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
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HEOOXOJIMMOCTH KOPPEKTUPOBaTh 103y Mperapara ': rlr';['):l;i'—l %ﬂ%&ﬁ@ﬁ&ﬁﬂé&cﬁa Mtk

OKCKap6a3CHI/IHa C OAHUM HJIM HECKOJIBKMMHU M3 BBIIICYKA3aAHHBIX IPCIIapaToB.

VY npenapara TpunenTan He ObUTO BBISIBICHO SIBICHUN ayTOMHIYKITUH.

T"opMoHaNLHBIC KOHTPALICITUBEI

Jloka3aHo B3aMMOJEHCTBUE OKCKapOa3enuHa ¢ KOMIOHEHTAMU MEPOPATbHBIX KOHTPALETITUBOB:
STUHUIACTPAINOJIOM U JeBoHOprecTpesnoM. Cpennue 3HaueHus AUC 11t HUX YMEHbIIIATUCh Ha
48-52% u 32-52% cootBeTcTBEHHO. MccnenoBanuii B3auMoaencTBUs npenapaTta TpuiienTan ¢
JPYTMMH MEepOpPaIbHBIMU WM UMIUIAHTUPYEMBIMU KOHTpAlENTUBAMHM HE MPOBOJAMIOCH. Takum
o0pa3oMm, OJHOBpEMEHHOE MpHUMEHEHHE Tpemapata Tpuientalr ¢  TOPMOHAJIBHBIX
KOHTPALICTITUBOB MOXKET MPUBOAMUTH K CHIDKEHUIO 3(PPEKTUBHOCTU MOCIEAHUX, B CBI3U C UM
NalUeHTKaM, IOoJyJYalouiuM JIedeHue npenaparom Tpuienrtan, peKOMEHIYETCsl JOTIOJIHUTEIbHOE

MPUMCHCHUEC HAACKHBIX HCTOPMOHAJIBHBIX MCTOAOB KOHTPALCIILUH.

baokaTopsl KAJILIIMEBEIX KAHAIOB

OpHoBpeMeHHOE TpPHMEHEHUE mpenaparta Tpuinentan U GeloguNrHa MOXKET MPUBOIUTH K
ymenbliennto 3HadeHuss AUC ¢enonunuaa Ha 28%, XOTS KOHLEHTpPAIMHM B IUIa3Me KpPOBH
OCTal0TC B Mpe/eax TePaneBTUYECKOT0 Uara3oHa.

C npyroil CTOpOHBI, MPU OJHOBPEMEHHOM NMPUMEHEHUHW Tpenaparta Tpuientan M Bepanamuia
BO3MOXKHO CHMkeHue KoHueHtpauuu MITI B ceiBopoTke kpoBu Ha 20%. Takoe cHuxkeHuUe
koHueHTpauuu MI'TI B CBIBOPOTKE HE UMEET KIIMHUYECKOTO 3HAUYCHMUS.

B ximHMYECKUX UCCIEIOBAHMX Y TTAIIMEHTOB, MOTYYaBIINX TPULIUKINUYECKUE aHTU ICTIPECCAHTHI,
He ObUIO BBISBJIIEHO KIIMHUYECKU 3HAYMMbIX B3aUMOJICHCTBUH.

OpnHOBpeMEHHOE TPHMEHEHHUE MpEenapaToB JHUTHS U OKCKapOa3emuHa MOXKET MPHUBOIUTH K

YBEINYCHUIO HEHPOTOKCUYHOCTH.

AJIKOTOJIb
Jluna, mpuHUMalOIMKE aaKkorojb Ha (oHE Tepamuu mnpenapaToMm TpuienTan, IOJDKHBI OBITH

HpeayNpeXkaAEHbl O BO3MOKHOM YCUIIEHUHU CeJaTUBHOTO 3¢ dekTa.

BsanmojeiicTBre ¢ APYTUMH JSKaPCTBEHHBIMU CPESACTBAMH

HumeTnauH, SpUTPOMHIMH, AEKCTPONPONOKCH(EH HE BIUSAIOT Ha (apMaKOKWHETHUYECKHUE
napameTpbl MI'TI; BUsTokca3uH HE3HAYMTENBHO BiUsIET HA KoHIeHTpauuo MI'TI B maszme kpoBu
(xonuentpamust MI'TI noBeimaercs Ha 10% mocie MOBTOPHOTO OJTHOBPEMEHHOTO MPUMEHEHHS).
He ormeueHo kakux-mub0 B3aMMOACUCTBUM C BappapuHOM, KaK TpU OAHOKPATHOM

OJIHOBPEMEHHOM IpUeME, TaK U MPH NMpueMe NOBTOPHBIX 703 npenapara Tpuienrai.

4.6. PepTUIBHOCTD, 0€PEMEHHOCTD M JIAKTALUS
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 13.12.2025 N° 31634
(NOCNEOCBATENEHOCTE 0002)

JKeHnuHEI ¢ ACTOPOJHBIM ITOTCHIHUAJIOM

[TanenTKaM ¢ COXpaHEHHBIM PENPOIYKTUBHBIM MOTEHIIMAIOM CIEAYET MPUMEHSTh HAJEKHBIC
METOJbl ~ KOHTpAlENUUUd BO BpeMs Tepamud  OKCKapOa3emuHOM  (MPEANOYTUTEIHHO
HETOpPMOHAJIbHbBIE, HAIPUMEP BHYTPUMATOUHbIE KOHTPAILIETITUBHBIE CPEACTBA), MOCKOIBKY MpHU
OJIHOBPEMEHHOM NPUMEHEHWHU C TOPMOHAJIBHBIMH KOHTPALENITUBAMHU, COIEPKAIIUMHU
ATUHWIACTPATUOI WK JIEBOHOPTEeCTpell, 3PPEKTUBHOCTD JAHHBIX MTPEIIAPATOB MOKET CHIKATHCS

(cm. pazmen 4.5).

bepeMenHocTh

Pestome puckoes

JleTu manueHTOoK C SMIIICTICHEH Yalle APYyTruxX MpeapaciookeHbl K BO3HUKHOBEHUIO HAPYIICHUMA
Pa3BUTHSA, B TOM YHCII€ BPOXKACHHBIX TOPOKOB.

Haubonee yacThiMu MOpOKaMu pa3BUTUSA Yy J€Ted, MaTepu KOTOPHIX MOIy4YalId Teparnuio
OKCKap0a3enmuHOM BO BpeMsi OCpeMEHHOCTH, ObUTH: Je(EeKT MEXIPEACEpPIHON NeperopoykH,
nedeKT mpeacepaIHO-KEITyT0UKOBON IMMePETOPOIKH, PACIIEINHA TBEPIOTO Heba U BepXHEH ryOsl,
cuaapoMm JlayHa, amcruiasusi Ta300€ApEHHOro cycraBa (Kak OJHO-, TaK M JIBYCTOPOHHSS),
TyOepO3HBIi CKIEPO3 U TOPOKH PA3BUTUA yXa.

[To nanueiM CeBepoamepukaHcKoro peructpa 6epemennsix u perucrpa EURAP (EBponeiickuii u
MEXIYHAPOAHBIA PETUCTP MPUMEHEHHSI IPOTHUBOIMIICTITUYECKUX CPEJICTB TIPU OEPEMEHHOCTH),
pacrpoCTPaHEHHOCTh TPYOBIX MOPOKOB Pa3BUTHSA, OTHOCSIIMXCA K CTPYKTYPHBIM aHOMAJIHSIM,
TPEOYIOIMM  XUPYPTrUYECKOM, MEIMKAMEHTO3HOW WM  KOCMETHYECKOM  KOPPEKIIHH,
TUArHOCTHPOBAHHBIX B TedeHHe 12 Heaens mocie poxkaeHws, coctaBimsia 2,2% (95%
JOBepUTENbHBIN HHTEpBaT OT 0,6 110 5,5), a mpu olleHKe yepe3 1 Tof mocie poKACHHs COCTaBUIIA
3,0% (95% noBeputenbHbd UHTEpBan oT 1,4 10 5,4) COOTBETCTBEHHO Cpeau OEpeMEHHBIX,
NPUHUMABIIUX B TEPBOM TpPUMECTpe OKckapOazemuH B MoHoTepanuu. Ilo cpaBHeHHIO C
OepeMeHHBIMHM, HE TIOJYYaBUIMMH TEpaNmui0 KaKUMH-THOO MPOTHUBOSMUICHTHYECKUMU
npernapaTaMu BO BpeMsi OEpEMEHHOCTH, OTHOCUTENBHBIM PUCK Pa3BUTHS MOPOKOB Pa3BUTHS Y
netei coctaBui 1,6% c noBepuTeabHBIM HHTEpBaIOM 95% ot 0,46 1o 5,7.

Jlanuble o0 OepeMEHHBIX JKEHIMUMHAX C DJIWJIENCHEH, MOJy4aloluX OKcKapOa3enuH, u
HEPOXKICHHBIX JIETAX, MOABEPraBIIMXCS BO3ACUCTBUIO OKCKapOa3enHa BO BpeMst OEpeMeHHOCTH,
OCTAlOTCA HEOJHO3HAYHBIMU. OJHAKO HEJIb3sl MOJHOCTHIO HMCKIIOYUTH PUCK MOTEHIMAIbHOU

TEPATOT€HHOCTH Y HAPYLIEHU! PA3BUTHs HEPBHOW CUCTEMBI.

Knunuuecxue pexomenoayuu
Ecnu manuentka miaHupyer OepeMEHHOCTh WM OepeMEHHOCTh JAMAarHOCTHPOBAaHA BO BpeMs

NpUMEHEHHUsl Tperapara, a TakKe MPH BO3SHUKHOBEHHM BOIPOCAa O NPUMEHEHUH Ipernapara
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ot 13.12.2025 N° 31634

Tpunentan B mnepuox OepeMEHHOCTH HEOOXOIUMO ':H&;JE% Bchéﬁg&ligﬁ;g T&M&He

COOTBETCTBYET 2KCNEPTHOMY OTYETY

IPEUMYIIECTBA TEpallMd M BO3MOXKHBIA PUCK HapyIIEHWH pa3BUTHS IUI0Ja, OCOOEHHO B I
TpuMecTpe OEpEMEHHOCTH.

[Ipu GepeMeHHOCTH cleAyeT NPUMEHATh MUHUMAaIbHbIE 3 QeKTUBHBIC J03bI IpenapaTa.

[1o BO3MOXHOCTH KEHIIMHAM C COXPAHEHHBIM PENPOAYKTUBHBIM MTOTEHIIMAJIOM PEKOMEHIYETCA
Ha3zHayaTh npenapar Tpunenrtan B KauecTBE MOHOTEpaNuu. BeposTHOCTh BpOKI€HHBIX aHOMAaJINN
y AeTel KEHIIMH, MOJy4yaBIIuX KOMOWHUPOBAHHYIO TEPAIUIO, BBIIIE, Y€M y Te€X, KTO MOIydall
MOHOTEPAIHUIO.

[TanenTka nomKHA OBITH MPEOYNPEXKACHA O BO3MOXHBIX HAPYLICHUSAX Pa3BUTUS IUIOAA H
HEOOXOJMMOCTH POBEJCHHS AHTEHATAIbHON THarHOCTUKH.

Bo Bpems OepemeHHOCTH HE cieayeT NpepbiBaTh 3()PEKTUBHOE MPOTHBOIMHICTITUYECKOE
JICYCHUE, TOCKOJIbKY MPOrpeccCHpoBaHre 3a00JeBaHUS MOXKET OKa3bIBaTh OTpPHIATEIHHOE

BJINAHHUEC HA MaThb U IIJIOA.

Koumponb u npogpunaxmuxa

N3BecTHO, 4YTO BO BpeMsi OepeMEHHOCTH pa3BHBaeTCsA JaePuIUT (ONTMEBON KHCIIOTHI.
[IpoTrBOAIIHIIEN THYECKHE CPEACTBA MOTYT YCHIIMBATH 3TOT ACPUIUT, IPEICTABISIONINN OAHY U3
BO3MOJXHBIX MMPUYNH HapymeHI/Iﬁ Pa3sBUTHA 1JI0JA, IMTO3TOMY PCKOMCHIAYCTCA HOHOHHHTGHBHBIﬁ
MIPHEM IPenapaToB (POTUCBOM KHCIOTHI.

[Ipy npumeHeHHMM Tmpemapata BO BpeMsi OEpPEeMEHHOCTH HEOOXOJWMO YYHUTHIBaTh, YTO
¢buznonornyeckre N3MEHEeHUs, IPOUCXOAIINE B OPTaHU3ME B 3TOT MEPUO/I, MOTYT MPUBOAUTDH K
MOCTETIEHHOMY CHIDKEHHIO YPOBHA 10-MOHOTHAPOKCUIPON3BOAHOIO OKCKapOa3enuHa B Mjia3Me
KpOBHU. IL]'DI JOCTUIKCHUA MAKCHUMAJIbHOT'O KOHTPOJIsI CUMIITOMOB 32160JI€B3HI/I$I y 6€peM€HHLIX
HEOOXOIMMO DETYJSIpHO OIIGHWBaTh KIWHUYECKWH dddekr mnpemapata u  onpenensrb
koHieHTpauuio MI'TI B mma3me kpoBw.

Omnpenenenue ypoBHst MI'TI B mitazme KpoBU TakKe peKOMEHIYETCsl IPOBOAUTH B MOCIEPOJOBOM

nepuoJie, 0COOCHHO B CIIy4ae, €CIM BO BpeMsi OepeMEeHHOCTH J103a Mpernapara Oblia MOBBIIICHA.

Hoeopoowcoennvie

HmeroTcst COOOICHUsT O TOM, YTO MPUMEHEHHE MPOTUBOIMIICIITHYECKUX TIPENapaToB BO BpeMs
OCpEMEHHOCTH MOXKET TPUBOIUTH K  PA3BUTHIO TOBBIIICHHOW KPOBOTOYMBOCTH Y
HOBOPOXKICHHBIX. B KauecTBe Mephl MPEAOCTOPOKHOCTH PEKOMEHIyETCsI IPUMEHEHHE BUTAMUHA
K1 B mociennue HECKOIBKO Hellelb 0EPEMEHHOCTH, a TAKXKe Y HOBOPOXKICHHBIX, MATEPH KOTOPHIX
MOJTyJaJIi OKCKapOa3enuH.

Oxckap0Oazenud 1 MI'TI npoHukaroT yepes mianeHTapHblid 6apbep.

Jlannvle 0OKIUHUYECKUX UCCTIe)08AHULL
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B 033X, TOKCHYHBIX ISl MaTEPUHCKOTO OpraHW3Ma, BBISBIECHBI Takue 3(QeKTvI, Kak poct
3MOpHO(eTalIbHON CMEPTHOCTH M/MIIM HEKOTOPOE OTCTABAaHUE AHTE- M IOCTHATAIBHOTO Pa3BUTHS
noroMcTBa. B 07HOM M3 BOCBMH HCCIeNOBaHMNA 3MOpHOQETaTIbHON TOKCHYHOCTH OTMEUEHO
YBEJIMYEHUE YaCTOThI TOPOKOB PA3BUTHUS MMOTOMCTBA Y KPBIC IIPU MPUMEHEHUHU OKCKapOa3enmHa
iy MI'TI B no3ax, TOKCUYHBIX 11 MATEPUHCKOTO OpraHu3Ma. B 11e110M JaHHbIE HCCleJOBaHUM Y
KUBOTHBIX CBMJIETEJIBCTBYIOT O MaJOM TEpaTOT€HHOM IOTEHLUaNe OKCKapOa3enuHa IpH
IIPUMEHEHNU B J103aX, IPUMEHAEMBIX y YestoBeka. OTHAaKO, JaHHBIX UCCIIEJOBAHUM HEAOCTATOYHO

JUTSI TIOJTHOTO MICKJTFOUEHUS TEPATOTeHHOTO 3 dekTa.

JlakTanms

Pestome puckos

Oxckap0Oazenud 1 MI'TI BbiiensitoTes ¢ rpyIHBIM MOJIOKOM. OrpaHUYEHHbIE JaHHBIE YKa3bIBAIOT
Ha TO, 4ro KOHIeHTpauus MI'TI B mimasme KpoBH MIAACHIEB, HAXOAAIIMXCA Ha TPyIHOM
BCKapMJIMBaHUM, cocTaBisieT 10 5% konueHTpauun MITI B muasme kpoBu Martepu. XoTs
BO3/ICHCTBUE KaXKETCS HU3KHUM, HEJb3s MCKIIOYAaTh PUCK U1 MIaAeHua. Takum o0pasom,
pelIeHre 0 IPOI0JKEHUN TPYAHOTO BCKapMIIMBAaHUS NP IPUMEHEHUH OKcKapOa3enuHa cieayer
IPUHUMATh Ha OCHOBaHWM IPEUMYILECTB IPYJHOIO BCKAPMIIMBAHUS M MOTEHIUAIBHOIO PUCKA
no00YHBIX APPeKToB y MianeHna. Ecim peGeHOK HaxXOMUTCs Ha TPYJAHOM BCKapMIIMBAHHH,
clelyeT HaOJIoJaTh 3a HEKEJIaTeJIbHBIMM SIBIICHUSIMU, TaKUMH KaK COHJIMBOCTb M ILIOXas
npubaBKa B Bece.

Ilpumenenue y demeii 6 6o3pacme 0o 1 mecaya

Her nmannpix 0 Oe3zomacHocTH W 3((EKTUBHOCTH NPUMEHEHHs OKCKapOaszenmuHa y JeTed B

BO3pacre 10 1 mecsna.

DepTUILHOCTD

Her naHHbIX 0 BIUsSHUY TpenapaTa Ha (epTUILHOCTD y YeIOBeKa.

B wuccnenoBaHusX y KMBOTHBIX HE BBISBICHO BO3JIEHCTBHS OKckapOazenmHa u MITI Ha
depTunpHOCTh y 0co0eii 000X MOJIOB B CYTOYHBIX q03ax 150 u 450 mr/kr coorBeTcTBeHHO. [Ipn
MPUMEHEHUU MakCUMalIbHBIX 103 MI'TI y camok, 0JlHaKo, 0TMEUYajJoCh HaApPYIICHUE 3CTPATBHOTO
LUKJIAa, CHIOKEHUE KOJMYECTBA JIIOTEMHOBBIX TEJl, CHIPKEHHE KOJMYECTBA UMIUIAHTALIMI U YKClia

JKUBBIX IMOPUOHOB.

4.7. Bansinne Ha CHoOCOOHOCThH YupaBJjidTb TPAHCHOPTHBIMU CpeACTBAMHU M paﬁoTaTb C
MEXaHU3MaMHU
B cBs3u ¢ BO3MOXKHOCTBIO pa3sBUTHUA Ha (I)OHe MIPpUMCHCHUA TIIpclapara TpI/IJ'ICHTaJ'I TaKuX

HCXKCIIaTCIIbHBIX peaKHHﬁ KaK T'OJIOBOKPYKCHUC, COHJIMBOCTD, aTaKCUA, NUIUIONHNA, HCUCTKOCTDb
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JIEYEHUs WM BO BpeMs MoJ00pa A03bl, NAIMEHTaM CJIEAYeT COO0JII0aTh OCTOPOKHOCTH MpHU
yIOpaBJIe€HUN TPAHCIOPTHBIMU CPEICTBAMU MJIM paboTe ¢ MEXaHM3MaMM B MEPHO] MPUMEHEHUs
npemnapara.

[Ipu nmosiBNEHWH ONMUCAHHBIX HEXKEIATENbHBIX PEAKUUN CIEAYET BO3AECPKATHCSA OT BBHIMOJHEHUS

YKa3aHHBIX BUOB ACATCIBHOCTH.

4.8. HexkestaTeibHbIE peaKIUU

Pesrome npoduiist 6e3onacHOCTH

Haubonee gacto coo0manocs o cleayomux HexenarenbHbix peaknusx (HP): comHoneHTHOCTD,
roJIoBHasI 00JIb, TOJOBOKPYKCHUE, JAMIUIONHS, TOIIHOTA, PBOTA, ycTaloch (Oomee wem y 10%
MAICHTOB).

B knmMHMYeckux wuccnenoBaHUAX ObUlO TokazaHo, 4yTo HP 00bruHO crnabo umum ymepeHHO

BBIPa)KEHBI, HOCSAT TPAH3UTOPHBIN XapakTep U HaOJII0Aal0TCs B OCHOBHOM B Hayaje TEparuH.

Pes3romMme HexxenaTeabHbIX PEaKIUT

[IpuBeneHHble HUXKE JaHHblE CyMMHpPYIOT MHpopmauuto o HP, 3aperucrpupoBaHHBIX B Xo0ne
KJIMHUYECKHX HCCIIEIOBAaHUM, a TakXke JaHHble M0 mpoduiato Oe30MacHOCTH Mpemnaparta,
MIOJIy4YEHHBIE B XOJA€ €ro NPUMEHEHHs B KiIuHUYecKou mnpakrtuke. HP crpynmupoBanel B
COOTBETCTBUHU C KJIacCU(pUKaluei opranoB U cuctem opranoB MedDRA, nipu 3Tom nepedncieHsl
B MIOPSJIKE YMEHBILIEHUS X 3HAYUMOCTH.

Kpurepuu onenku yactotsl Bo3HukHoBeHUs1 HP: ouens wacto (>1/10), wacto (>1/100, Ho <1/10),

Hevacto (>1/1000, Ho <1/100), penko (=1/10 000, Ho <1/1000), ouens peako (<1/10 000).

Hapymeﬂuﬂ CO CNnOpOHbL Kposu U JzuquamuquKod cucmemspl: HECUACTO — CHUIKCHHUC YPOBHA
J'IGfIKOIIHTOB B KpPOBH, OUCHb PCAKO — IMOJABJICHHUC (1)}’HKIII/H>'I KOCTHOI'O MO3ra, aliaCTu4deckas

aHEMUsl, arpaHyJIOLUTO3, TAHIUTONECHUS, TPOMOOILUTONICHUS, HEUTPOTICHHUS.

Hapywenusa co cmoponbl uMMyHHOU cucmemvl. OY€Hb PEAKO — aHA(UIAKTUYECKHE PEaKIIUH,
peaxuu THIIEPYyBCTBUTEIBHOCTH (B TOM qucie peaxiuu MOJTMOPTaHHOMN
THIIEPUYBCTBUTEIBHOCTH), KOTOPBIE XapaKTEPU3YIOTCS TAaKUMH CHMITOMAaMH KakK CbIlb H
IIOBBIILIEHUE TeMIeparypbl Teia. BO3MOXHBI Takke HapylIEHHS CO CTOPOHBI KpOBH U
auMdatudeckoil cucteMsl (303MHO(GUIHS, TPOMOOLUTONEHUS, JEUKONEeHHs, JTuMdaaeHONaTusl,
CIUICHOMETaJIHsl ), IEYeHH (TeNaTUT, OTKIOHEHUS OT HOPMBI pe3yJIbTaToB (PYHKIMOHAIBHBIX IPOO
MIEYEHH ), MBIIII] ¥ CYCTaBOB (MUAJTHSA, IPHUITYXJIOCTh B O0JIACTH CYCTaBOB, apTPAJITHs), HEPBHOU
CHUCTEMBI (meyeHouyHas sHIeamonaTus), MTOYEK (moueyHas HEJI0OCTaTOYHOCTb,
MHTEPCTULIHANIbHBINA HE(PPUT, MPOTEUHYPHSI), JIETKUX (OTEK JIETKUX, OpOHXOCTa3M, OpoHXHaIbHas

acTMa, UHTepCTULIMATbHAsI 00JIe3Hb JIETKHUX, OJIBIIIKA), AaHTHOHEBPOTHUECKHI OTEK.
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DHOOKpuHHbIE HApYWeHUs: 9aCTO — YBEIINYCHNE MACCHI %gﬁ‘oﬁﬁd&'ﬁggﬂ II:IIZPFGEJD%IO']I?I'Jll‘Iﬂ'BlM

Hapywenus memaboniusma u numanus: 9acTo — TUTIOHATPUEMHS; OYCHb PEIKO — KIMHUYECKH
3HAYMMasi THIIOHATpHEeMUs (copepikanue HaTpus <125 MMOIb/1T), BOZHUKAIONIAs, KaK IIPABHIIO, B
TEYEHUE MEPBBIX 3 MECSICB TEPANUU MPEMAPATOM, XOTS Y HEKOTOPBIX MAIMCHTOB — OoJiee YyeM
yepe3 | rom mocie Havanma JEYCHHUs (COMPOBOXKIAIOMIASCS PA3BUTHEM TAaKUX MPOSBICHUN U
CUMIITOMOB KaK CyIOpOru, BHHC(baHOHaTHSI, CHM)KCHHUC YPOBHA CO3HaHHsA, CIYTAHHOCTH
CO3HaHWs), HapyIICHHUs] 3pEeHHS (HEUETKOCTh 3pPEHHUs), TUIIOTUPEOHMINU3M, PBOTA, TOIIHOTA,

HEOOCTATOK (I)OHHGBOﬁ KHCJIOTHI.

THcuxuyeckue Hapywienus: 4YacTo — axuTanus (HEPBO3HOCTH), addeKkThBHAs JTAOWIBHOCTH,

CIIYTaHHOCTb CO3HAHUA, ACTIPCCCUA, allaTUs.

Hapywenus co cmoponsi HepeHoU cucmemyl. OY€Hb 4aCTO — COMHOJIEHTHOCTS (22,5%), TOJI0BHAS
6onb (14,6%), romoBokpyxkenue (22,6%); yacTo — aTakcus, TPEeMOp, HHCTarM, HapylleHHE

BHHUMAaHHA, aMHC3HU.

Hapywenus co cmoponvl opeana 3penus: ouyeHb dvacto — aumuionus (13,9%); wacto —

3aTyMaHHMBaHUE 3PEHUs, 3pUTEIbHOE HAPYLIEHUE.

Hapywenus co cmoponul opeana ciyxa u 1abupunma: 9acto — BEpTHUTO.

Hapywenusa co cmoponul cepoya: 04eHb PEJIKO — aTPUOBEHTPUKYJISIpHAs OJI0Ka1a, apUTMUSI.
Hapywenus co cmoponwl cocyoos.: 04eHb PEIKO — apTepuaIbHasi THIEPTEH3HSL.

Kenyoouno-kuuieynvie Hapyuienus: o4eHb 4acto — pBota (11,1%), Tomnota (14,1%); gacto —
nuapesi, 00JIb B 00JIACTH )KHBOTA, 3a10p; OYCHb PEAKO — MAHKPEATUT W/UIIK MOBBIIICHUE YPOBHS

JIANA3bl U/AIIA aMHJIa3kl.
Hapymeﬂuﬂ CO CMOPOHbL neverHu u 9#C€]Z1£€6b1600}1u{ux nymezZ OYCHb PCAKO — I'CIIATHUT.

Hapywenus co cmoponst Kodicu 1 NOOKOIHCHbIX MKAHel. 9aCTO — KOXKHAs ChIIlb, aJOTNEIus, aKHe;
HEYacCTO — KpamnuBHHIA; OYE€Hb peako — cuHapoM CtuBeHca-/[>KOHCOHA, TOKCUYECKHI
snuAepManbHbl  Hekponu3 (cuHzapom Jlaiienna), aHTHOHEBPOTHYECKHUH OTEK, JSpHUTEMa

MHOTO(OpMHas!.

Hapywenus co cmoponvl mbluieyHoll, cKeiemHol U coeOUuHUmenbHol mKauu: O4€Hb PEelKO —

CUCTEMHAasA KpaCHas BOJIYaHKaA.

Obwue napywenus u peakyuu 6 mecme 66e0eHus: OU€Hb YacTO — IOBBIILIECHHAs YTOMIISEMOCTh

(12%); gacTo — acTeHus.
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JlabopamopHnvle u uHcmpymenmanvHvie OapHbLE: '}QEIEC";BE"JL“' BI%J]J‘EM%TGC Ta?kgmlslﬁc')cm

«TIEYCHOYHBIX» (DEPMEHTOB, MIEITOYHOI (PocdaTas3pl B KPOBU; OYCHD PEIKO — MOBBIIICHUE YPOBHS

aMuJia3bl, JIUIIa3bI.

HexenaTtenbHble peakIUHM, BBIIBICHHBIE B MOCTPETHMCTPALIMOHHOM MEPHOJIE HA OCHOBAHHMU

OTACIBHBIX COOGH.[GHI/Iﬁ U CJIydacB, OIITMCAHHBIX B JIMTCPATYPEC

[Tockonbky uHpOpMaIHs 0 qaHHBIX HP momydeHa MeTo1oM CIIOHTaHHBIX COOOIIEHUH W TOYHOE
YUCJIO NAMEHTOB, IPUHUMABIINX IIpenapar, He ONPENEIeHO, OLIEHUTh YaCTOTYy BOZHHUKHOBEHUS
JAHHBIX PEAKUUN HE MPEACTABISIETCS BO3MOXKHBIM, B CBSI3U C Y€M JJIsl HUX YKa3aHO «4acToTa
HEU3BECTHAY.

HP xnaccupunmpoBaHbl MO CHUCTEMaM OPraHOB, B TpeAeiax KaKJOW CHCTEMBbl OPraHOB

PACIIOJIOXKEHBI B IMOPAAKE YMEHBIICHUA CTCIICHU TAXKCCTH.

Hapywenusa memabonuzma u numanus: CAHIPOM HEAJEKBaTHOM CeKpelMy aHTUINYPETUIECKOTO
TOPMOHA,  IPOSBIIIOIUNCA  JIETaprUeW, TOIIHOTOM, TOJOBOKPYXKEHUEM, CHHUKEHHUEM
OCMOJISUIBHOCTH CHIBOPOTKU KPOBH, PBOTOM, TOJIOBHOM 0O0JIbIO, COCTOSIHUE CITyTAHHOTO CO3HAHUS

" APYTr'UMH HEBPOJIOTrHYCCKUMU CUMIITOMaMHU.

Hapywenus co cmopomnvi HepeHoli cucmemvl. HapyLIEHUs pedd (B TOM 4YMCIE IU3ApTpHs),

0COOCHHO B TIEPUO/I TTOBBIIICHUS T03bI.

Hapywenus co cmopoHbl KOJCU U NOOKOJICHbIX MKAHell: JTIEKAPCTBEHHAs ChINb ¢ 203UHODUINEN U
cucteMHbIMU nposiBiaeHUsIMU (DRESS-cunapom), ocTphlil reHepaan3oBaHHbIN IK3aHTEMAaTO3HBIN

MyCTYJIE3.

Hapywenus co cmoponst mbiuieunot, ckeiemuot u coeOunumenbHol mkanu. ObUld COOOIIEHUS O
CHIDKEHUU MUHEPAIBHOM INIOTHOCTH KOCTHOM TKAaHH, OCTEOIIEHUH, OCTEOIIOPO3€ U NepeIoMax y
MALMEHTOB, NOJYYaOIIMX UIMTEIBHOE JICUCHHE IpenaparoM Tpuirenrtan. MexaHu3m BIMSHUS

OKCKapOa3zenrHa Ha MeTab0IM3M KOCTHON TKaHH HE BBISCHCH.

TpCISMbl, UHMOKCUKAYUU U OCJIOHCHEHUA npouedyp naacHuc.

eTn

B kimHMYeCKUX HCCIe0OBaHUAX, MPOBEICHHBIX y JeTeld B Bo3pacte oT 1 mecsiua ao 4 ner,
Haubosee yacTo Habmoganack connuBocTh (y 11% mamuenton). C yactoroit >1% — <10% (vacTo)
OTMEUAIHCh AaTaKCHs, Pa3APaXKUTEIBLHOCTh, PBOTA, JIETAPTHs, IOBBIMICHHAS YTOMIISIEMOCTb,

HUCTAarM, TpEMOpP, CHUIKCHUC alllICTUTA, ITOBBIIICHUEC KOHICHTPAIlUH MOYEBOI KHCIIOTHI B KpOBH.

COO6H.[€HI/IG 0 ITOA03PEBACMBIX HEXKCJIATCIBbHBIX PCAKIINAX
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COOTBETCTEYET ZKCNEFTHOMY OTHETY
o7 13.12.2025 N° 31634
AN

BaxxHo cooOmarh 0 TOJ03pEBAaCMbBIX HE eHaTeﬂbﬁﬁ::'q)%&%EﬁiXTEg&'&gCE&QC'TD'alHI/IH

JICKapCTBCHHOTO TIperapara ¢ Meyibio 00eCIeYeHHs HEMPEPhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOIo Mpemnapara. MeaunuMHCKUM pabOTHHUKAM pPEeKOMEHIYeTcs
coo0ImaTe 0 JIOOBIX MOJ03PEBACMBIX HEXKENATENbHBIX PEAKIMSIX JIEKApCTBEHHOTO IMpemnapara
4yepe3 HAIMOHAIBHBIE CHCTEMbI COOOIICHHS O HEXKENATEeNIbHBIX PEaKIUIX rOCYAapCTB — YICHOB

EBpazuiickoro 3KOHOMHUYECKOTO COK03a.

Poccuiickas ®@edepayus:

®denepanbHas cayx)0a 1Mo Haa30py B chepe 3ApaBOOXpaHEHUs
Anpec: 109012, r. Mocksa, CraBsiHCKast miiomiaip, 1. 4, ctp. 1
Tenedon: +7 800 550 99 03

DnekTpoHHas nmoura: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOpPMAIIMOHHO-TEJIEKOMMYHHUKALIMOHHOM ceTH «IHTepHEeT»:

https://www.roszdravnadzor.gov.ru

4.9. llepeno3upoBka

NMeroTcst emMHUYHBIE COOOITICHUS O TTepeA03UPOBKE MpenapaTa. MakcuMmaibHast 103a, OITMCaHHAas
B COOOIIIEHUSAX, cocTaBisia mpubnusutensHo 48000 mr.

CHMITOMBI

Hapywenus co cmoponvl HepeHoul cucmemvl: COCTOSHHUE COHJIMBOCTH M COMHOJEHTHOCTD,
TOJIOBOKPY>KCHHE, aTaKCHsl, HUCTArM, TPEMOp, HApyIICHHUE KOOPAUHAIIMH, CyJIOPOTH, TOJIOBHAS
00J1b, KOMa, TIOTEPSI CO3HAHMS, TUCKUHE3HSI.

Tcuxuyeckue napyuienus: arpeccusi, aXXUTAIHsI, COCTOSHUE CITyTAHHOCTH CO3HAHMSI.

Hapywenus co cmoponwvl opeana 3peHus: TUILIONUS, MAO3, TOMYTHEHHUE MOJIsl 3pEHUS.
Hapywenus co cmoponwl cocyoos. aprepuaibHasi TUTIOTEH3HS.

Hapywenus co cmoponvl dvixamenvbHoll cucmemvl, opeanos 2pyoHOU KIemKU U CPeOOCmeHUs.
OJIBIIIIKA.

Kenyoouno-kuuieynvle HapyuleHus: TOIIHOTA, PBOTA, TUIIEPKUHE3US.

Obwue Hapywenus u peakyuu 8 mecme 88e0eHUsl. YTOMIISIEMOCTb.

Jlabopamophvie u uncmpymeHmaivHvle OaHHble.! CHIDKCHHE YaCTOTHI JbIXaTEIbHBIX IBUKEHUH,
yanuHeHue uarepsana QTc.

Hapymeﬂuﬂ GOaHO-SﬂeKmPOﬂMmHOZO bananca: TMIOHaTpUCMUs.

Jleuenue
Crenuduyeckoro aHTUI0Ta HE CyIIeCTBYeT. [[poBOASAT CHMIITOMAaTUYECKOE U TIOI/ICP>KUBAIOIIEE
nedenue. CreyeT UMETh B BUJLY, UTO JIsl yMEHbILIEHUS a0COpOIMH OKCKapOa3enmHa MOXKET OBbITh

MMPOBCACHO NMPOMBIBAHUC KCJIIYJKAa U HA3HAUYCH NPUCM AKTHBUPOBAHHOI'O YTJIA. PGKOMGHI[yeTCSI
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ot 13122025 W= 31634
KOHTPOJIMPOBATh KU3HEHHO BaXKHbIE (DYyHKIUH ODM%JE,‘J'VE'@&EHIBEBTSEJ :’é}ﬂ/'ﬂ\?ra{ﬂne

COOTBETCTBYET 2KCNEPTHOMY OTYETY

HapYILICHUSIM BOJHO-IJICKTPOJIUTHOTO OanaHca, CepJeYHON MPOBOAMMOCTH M HAPYIIEHUSM CO

CTOPOHBI ,Z[I)IX&TGJ'II:HOﬁ CHCTCMBI.

5. PAPMAKOJIOTMYECKHUE CBOHMCTBA

5.1. ®apmakoguHAMHYeCKHe CBOICTBA
CDapMaKOTepaneBTquCKas{ rpynmna: MPOTHUBOSMUWICITUICCKUE IIpCHaparbl, IMPOU3BOAHLIC
KapOoKcaMHua.

Kox ATX: NO3AF02

Mexanusm nelicTBus

dapmakojoruveckas aKTHBHOCTh mpemnapara Tpwirentan (okckapOaszernnHa) oOycioBleHa, B
MIEPBYIO 04Yepeib, IEHCTBHEM €ro MeTaboIMTa — MOHOTHAPOKcHIpou3BoHoro (MI'TI). Mexanusm
nevictBusi okckapOasenuHa u ero MI'TI cBsi3aH, B OCHOBHOM, ¢ 0JIOKaI0# MOTCHIIMAI-3aBUCUMBIX
HATPHUEBBIX KAHAJOB, YTO MPHUBOJHUT K CTAOMIM3AIMU MEPEeBO30YKICHHBIX MeMOpaH HEHpPOHOB,
UHTUOMPOBAHNIO BO3HUKHOBEHUS CEPUIHBIX HEHUPOHAIBHBIX Ppa3psoB U  CHUKEHUIO
CHHAINITUYECKOTO MPOBEACHNUS UMITYJIbCOB.

Peanuzanuu TmpOTHBOCYIOPOXKHOTO JEHCTBUS TMperapara MOXKET TaKXKe CII0COOCTBOBATh
IMOBBIIICHUEC ITPOBOAUMOCTH NOHOB KAJIMA U MOAYJISINHA BEICOKOIMMOPOT'OBLIX KAJIbIIUCBBIX KaHAJIOB.
He ormMeyeHO 3HAYMMOro B3aMMOJIEWCTBUS C HEHPOMEIMATOPAMM WJIH MOIYJATOPHBIMU

y4acTKaMH PELeNTOPOB.

dapmakoguaamuyeckue P PeKTel

B skcnepuMeHTaNnbHBIX MCCIEJOBAHUAX Y JKMBOTHBIX IOKa3aHO, 4TO OKckapOazernuH u MITI
00J1aJat0T BBIPAXKEHHBIM IMPOTUBOCYIOPOKHBIM JEHCTBHEM. Y T'PBI3yHOB NPOJEMOHCTPHUPOBAHA
3¢ (EKTUBHOCTH MTPH TEHEPATH30BAHHBIX TOHUKO-KIIOHUYECKHX CYI0pOTaxX ¥ B MEHBIIICH CTCTICHH
— IpU KIOHUYECKUX CYyAOpOrax; y MaKaK-pe3yCOB C AJIOMUHHUEBBIMH MMIUIAHTATAMH OTMEYEHO
KyIIUDOBaHWE WJIM YMEHBIICHUE 4YacTOTbl pPa3BUTUSA XPOHMUYECKHUX PEUUAMBUPYIOLINX
NapLUUaIbHBIX CyJOpOr. Y MBIIIEH U KPbIC HE OTMEYEHO PAa3BUTUE TOJIEPAHTHOCTH (TO €CTh
ocnaliIeHnst IPOTHBOCYOPOKHON aKTUBHOCTH) TIPH €KETHEBHOM MTPUMEHEHHH OKCKapOa3enHa

u MI'TI B Teuenue 5 quent min 4 HeAeIb COOTBETCTBEHHO.

Kimmanueckas 3¢ heKTUBHOCTH

O¢ddexktuBHOCT,  mpemapata  TpwienTan  NOpH  ANMICNTUYECKUX — MPHCTyNax  ObuIa
IPOIEMOHCTPHUPOBaHA KaK B MOHOTEPAIIHH, TaK U B COCTaBe KOMOMHUPOBAHHOM TEpanuy y JeTen

U B3pOCIIBIX.
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IIpenapar Tpunenras MOXKET NPUMEHATHCS [KaK 3aMELH~£';§/P«LmE‘ ﬁggﬂﬁﬁﬁﬁgg&gﬁ%‘dxnx

CpCacCTB B TEX cliy4dasx, Korga IIpu IIPUMCHCHUU MNOCICIHUX HE JOCTUTACTCA

YAOBJIECTBOPUTCIBbHOI'O TEPAIICBTUYCCKOT'O OTBETA.

5.2. dapmakoKMHeTHYECKHE CBOMCTBA

AGcopbuus

[locne mpuema BHYTph B TaOJIETHPOBaHHOW (opme mim B (opMe CyCHEH3MH OKCKapOa3enuH
OBICTPO U MPAKTUYECKU MOJTHOCTBIO (>95%) BcachiBaeTcs B XKeNyJOYHO-KUIIEYHOM TPAKTe U B
3HAYUTENBHON CTeneHn MeTabonusupyercs ¢ oOpa3zoBaHUEM (HapMaKOIOTUYECKH aKTHBHOTO
MeTtabonmta — 10-MmoHoTHApOKCUTIpon3BOAHOTO (MI'TI).

[Tocne ogHOKpaTHOTO MpHeMa npemnapara TpusienTtan HaTOIIAK B TaOIeTUPOBaHHOMN (popme B 103€
600 Mr y 310pOBBIX JOOPOBOJIBIIEB MY>KCKOTO IT0JIa CPeIHss MaKCUMaibHas KoHueHTparus MITI
B 11a3Me KpoBH (Cmax) cocTaBisieT 31,5 MKMOJIB/JT, CpelHee MaKCHMATBLHOE BPEMSI €€ JIOCTHKCHUS
(Tmax) — OKOJIO 5 YacoB.

[Tocne omHOKpaTHOrO mpuema mnpenapara Tpusentan HaTtomak B GopMe CyCHEH3WH B J103€
600 Mr y 310poBBIX 100OpOBOJIBIEB MyXCKOro moja Cmax MITI B mia3Me KpoBH COCTaBIISET
24,9 MkMOJb/11, Tmax — OkoJ0 6 yacoB. TabneTku U cycrmeH3us OkckapOaszenuHa Ajs MpueMa
BHYTPb OMOSKBHBAJICHTHBI, IIOCKOJIBKY CpelHee TreoMeTpuueckoe OTHOmEeHHE Cmax B
PaBHOBECHOM COCTOSIHMM K IUIOIIAAM TOJ (papMaKOKMHETHYECKOW KPUBOH «KOHIICHTpaLUs-
Bpems» (AUC) MI'TI npu npumeHeHNH OJAHOKpPATHOM 103bI OblIO B Auana3one ot 0,85 no 1,06
(90% noBepUTETHHBINA HHTEPBA).

HpI/IeM MU HEC BJIIMACT Ha CKOPOCTb U CTCIICHDb BCACBIBAHU OKCKap6aSCHI/IHa.

Pacnpenenenue

Kaxxymmiics o6bem pacnpenenenus MI'TI cocraBnser 49 mutpos. [IpubmusurensHo 40% MITTI
CBsI3bIBa€TCA C O€IKaMM IUIa3Mbl KPOBHM, B OCHOBHOM C aJbOyMuHHOM. B TepaneBTHUECKOM
JIana3oHe CTENEHb CBA3BIBAHUS HE 3aBUCUT OT KOHLIEHTpPALMM OKCKapOas3enuHa B ChIBOPOTKE
kpoBu. Oxckap6azena 1 MI'TI He cBsI3bIBalOTCS C abda- 1 -KUCIBIM TITUKOIIPOTEHHOM.
Oxckap6azenud 1 MI'TI npoHHKarOT Yepe3 reMaToruialieHTapHbIi 0apsep. B omHOM citydae ObutH
3apErUCTPUPOBaHBI CXOAHBIE 3HaUYeHUs KOHIeHTpanuu MI'TI B mmazMe KpoBH y HOBOPOKICHHOIO
peOeHKa 1 ero MaTepu.

B ¢dapmakokuHeTHUECKHX HCCIIEOBAHUAX MOKa3aHO, YTO B IUIa3Me KpoBU ompenensercs 2%
HeU3MeHeHHoro okckapbazenuHa u 70% MI'TI; octanbHas 4acTh NPUXOAMTCS HAa BTOPUYHbBIE
MEeTa0O0JIUTHI, OBICTPO BHIBOSIIMECS W3 TUTa3Mbl KpoBH. PaBHOBecHbIe koHIeHTpammu MITI B

IU1a3Me KPOBU JIOCTUTAIOTCA Ha 2—3 CyTKH IpH ITpueMe npenapata Tpuientan 2 pas3a B CyTKH.

Buorpancdopmarus
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Oxkckap0Oa3zenuH OBICTPO METaAOOTH3UPYETCS I rosoanI'sJ-lxlfllﬁ:wg&géﬁ%é%%cz%ja%ﬁ%ﬁoro

metabomura MITI, xotopeiii oOycnaBnuBaer Qapmakonorudeckuii d¢dexr mpemapara. MITI
MOJBEpPraeTcsl AaJbHEUIECH KOHBIOTAIMU C TJIIOKYPOHOBOM KkucioTod. He3nauntenbHOe
komuecTBO MI'TI (oko110 4% m03b1) OKHUCTSIOTCS ¢ 00pa3oBaHUEM HeaKTUBHOTO MeTabonuTa (10,

11-nurunpoxcunpounssoanoe, JAI'TI).

DnauMUHALKSA

Oxkckap0Oa3enuH BBIBOJUTCS U3 OPTaHW3Ma B OCHOBHOM B BHJIE META0OJIUTOB, IPEUMYIIIECTBEHHO
nmoukaMu. boisee 95% 103bl BBIBOOWTCS MOYKAMH B BHIE MeTaOoiIuTOB, MeHee 1% — B
Hen3MeHeHHOM Bujie. Ok0110 4% /10361 BRIBOAUTCS uepe3 kumedHuk. [Ipubnusurensro 80% 10361
BbIBouTCs B Buae MI'TI kak B Buze rimokypoHunoB (49%), Tak u B Buae HemaMmeHeHHoro MI'TI
(27%); neaxtusnsbiii JI'TI cocraBiser okono 3%, KOHBIOTaThl OKCKapOa3enuHa — okono 13% ot
JIO3EL.

Oxkckap6a3zenuH OBICTPO BBIBOJUTCS M3 IIIa3Mbl KPOBU, KXKYIIUHCS TEPUOJ TOJTYBBIBEICHUS
cocrtapmnsieT 1,3 — 2,3 yaca. B otnuune oT okckapOasenuHa, KaxylI[uiics Iepruo/i MoTyBbIBEICHUS
MITI cocrasnsiet B cpennem 9,3+1,8 gaca.

B paBHOBecHOM cocTostHMM papmakokuHeTnueckue nmapamerpsl MI'TI nuHeHHBI 1 10303aBUCUMBI

B AMarna3oHe cyTo4HbIX 103 300—-2400 mr.

IIeueHOYHAs HEAOCTATOYHOCTD

dapMaKOKHHETUYECKUE TMapaMeTpbl u MeTabonmu3m okckapOazenmHa u  MITI  mocne
OJTHOKPATHOTO TNpuemMa BHYTph B J03¢ 900 Mr OIeHHMBaIM y 3J0POBBIX JOOPOBOJBIEB U Y
NAIMEHTOB ¢ HapyImeHusIMA GyHKIMH edenn. Hapymenns QyHKIun nedenn Jerkoi u cpegHen
CTETNEHU TSOKECTH HE BIMSIOT Ha (hapMaKOKHMHETHYECKHE MapaMeTphl okckapoOasenuua u MI'TI.

®apMaKOKMHETHKA MTPH HApYIIEHUAX (PYHKINY NEYSHU TSAKEJIOH CTEeNeHU He U3yUeHa.

IToyeyHass HEJOCTATOUYHOCTh

CymecTByeT NMHEWHas 3aBUCUMOCTDb nodeuHoro kiaupenca MI'TI ot kimpeHca kpeaTuHuHA. Y
NAalMEeHTOB C HapyHICHUsSMH (GYHKOUK TodeK (KiupeHc kpeaTmHMHa <30 MII/MHH) TOCIe
onHokpatHoro npuema 300 Mr okckapOazennHa nepuoy nonyssiBenenus MI'TI yBenmunBaeTcst Ha

60-90% (1m0 16—19 gacoB), a AUC yBenuuuBaercs B 2 pasa.

JInia mo)XMjaoro Bo3pacra

[Tocne mpuema npenapara Tpunentan oxnokpatHo (B go3e 300 mr) m moBTopHO (B 1o3e 600
MT/CYTKH) y TOXHIBIX J0OpoBoblieB B Bo3pacTe 60—82 neT Cmax 1 3HaueHus AUC mis MI'TI
obu1 Ha 30—60% BbIlIE, IO CPABHEHHUIO C TEMU K€ MOKa3aTeNIIMU Y MOJIOJABIX T0OPOBOJIBIEB

(18-32 met), 4TO CBSA3aHO C BO3PACTHBIM YMEHBIIICHUEM KIIMPEHCA KpeaTHHUHA.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 13.12.2025 N° 31634
(NOCNEOCBATENEHOCTE 0002)

bepeMeHnHOCTD

Bo Bpemst GepeMEeHHOCTH B OpraHiu3Me MPOUCXOAUT psAJl GU3NOIOTMYECKUX U3MEHEHHH, KOTOPbIE
MOTYT MPUBOJIUTH K MMOCTENIEHHOMY CHUKeHHIO ypoBHs MI'TI B ma3mMe KpoBH B 3TOT NMEPHOJ (CM.

pazzaen 4.6).

Ilon
He oTmedeHo kKakux-1uO0 pa3nuduii B (hapMaKOKHHETHYECKHUX MapamMeTpax B 3aBHCHMOCTH OT

Imojia B ACTCKOM, B3pPOCJIOM WJIM ITOKHUIJIOM BO3pacTe.

€T’

Kiupenc MITI, ckoppeKTHpOBaHHBIM IO Macce Tena, CHWKAETCS y AETeH C YBEIUYEHHEM
BO3pacTa W Macchl Tesa, NpUONIMKasACh K KIUpEHCYy Yy B3pocibiX. CpeaHuil KIupeHc,
CKOPPEKTUPOBAaHHBIN IO Macce TeNa, y IeTel B Bo3pacTe oT 1 Mecsana 1o 4 net B cpeaHeM Ha 93%
BBIIIIE, YeM Yy B3pocibix. Takum oOpasom, mpeanonaraercs, yro AUC MI'TI y npereit stoit
BO3PACTHOM rpynmbl OyIeT B 2 pa3a MEHbIIIE TAKOBOU Y B3POCIIBIX MPU NPUMEHEHUH OJIMHAKOBBIX
1103 (TIpu KOPPEKIUU 1Mo Macce Tena). CpelHui KIUPEeHC, CKOPPEKTUPOBAHHBIN 10 Macce Tena, y
nered B Bo3pacte oT 4 1o 12 ner B cpegnem Ha 43% Bblie, ueM y B3pociaslX. [Ipenmnonaraemas
AUC MITI y nereit 3Toil BO3pacTHOM IpymIbl cOCTaBIseT 2/3 OT TaKOBOM Yy B3pOCIBIX IMPH
IIPUMEHEHNHU OJIMHAKOBBIX 7103 (MIpU KOppeKLuu 1o Macce Tena). [Ipeanonaraercs, uto y aerei B
Bozpacte OT 13 7er u crapuie 3a cyeT YyBelIMYeHUs Macchl Tena kiaupeHc MITL

CKOPPEKTUPOBAHHBIN 10 Macce Tena, COOTBETCTBYET kinupeHcy MI'TI y B3pocibix.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. IlepeyeHb BcIOMOraTe/ibHbIX BeLIECTB

Bona ounineHnHas

Copouton

[IponuneHraukosb

Hemmrono3a aucneprupyemMas (MUKPOKpUCTAITUYECKas EJUTI0JI03a U KapMeIljo3a HaTpHsl)
AckopOHHOBas KHCIIOTA

Apomartuzarop cauBOBO-TUMOHHBIN xenTelid 39K020 (conepxut 3Tanon)
MetunnaparuapokcuoeH3oaT

Makporona creapat

Harpus caxapunar

CopOuHoBas KucimoTa

[TponmnmaparuapokcudeH3oar

6.2. HecoBMecTHMOCTEL
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COOTBETCTBYET KCNEPTHOMY OTYETY
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(NOCNEOCBATENEHOCTE 0002)

He npumennmo.

6.3. Cpok rogHocTH (CpoOK XpaHeHus)

3 roxa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NP XPAHEHHH

[Ipu remneparype He Bbie 25 °C.

6.5. XapakTep u comepkaHue NePBUYHON YIAKOBKHU
I[To 100 M wm 250 mu Bo (pIakOHBI TEMHOTO CTEKJIa C 3aBHHUMBAIOMIEHCS IJIACTUKOBOU
KPBIIIKOHM, CHAOXXEeHHOU cTomopoM. DIakoH BMECTE C JIMCTKOM-BKJIQJBIIIEM, J03UPOBOYHBIM

mnpuneM oobeMoM 1 it uiu 10 Mt 1 ananTepoM A yiakoHa MOMEIIECH B KAPTOHHYIO MMaYKy.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH NPH  YHUYTOKEHHMH  HCIOJb30BAHHOTO
JIEKAPpCTBEHHOr0  TpenapaTra MWJIH  OTXO0J0B, TMOJYYEeHHBIX TOCJe TPUMEHEeHHSs
JIEKAPCTBEHHOT0 Npenapara, u pyrue MAaHUMYJISIHH ¢ IPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
[Beitapus / Switzerland

Hogaptuc ®@apma AI" / Novartis Pharma AG

JIuxtmpacce 35, 4056 bazens / Lichtstrasse 35, 4056 Basel

7.1. lIpeacTaBuTEIb AepPKATEIsA PErHCTPANMOHHOIO YA0CTOBEPEH NS

IIperen3un HOTDG6I/ITGH€I>1 HammpasJIATh 110 aAPECy:

Poccuiickas @edepauus

00O «Hosaptuc ®apma»

Anpec: 125315, r. MockBa, Jlenunrpaackuii npocnekr, 1. 70
Tenedon: +7 495 967 12 70

®axc: +7 495 967 12 68

OnexTpoHHas noura: drug.safety_russia@novartis.com

8. HOMEP PEI'UCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. TATA NMEPBUYHON PETMCTPAIIMA (IIOATBEPXKJIEHNUSA PETMCTPAIINMN,
HNEPEPETUCTPAIIUN)

JlaTa nepBoii perucrpanuu:

10. IATA IEPECMOTPA TEKCTA
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
oT 19.12.2025 N= 31634

OO0m1ast xapakTepHCTHKA JIEKAPCTBEHHOTO MperapaTa Tpﬁ@&?ﬂﬁ%@@%ﬁﬁ%%ﬁa%%hm

noptane EBpa3uiickoro 3KOHOMHYECKOTO COr03a B MH()OPMAIIMOHHO-KOMMYHHKAIIMOHHON CeTH

«uaTeprer»: http://eec.eaeunion.org/
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