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MHUHUCTEPCTBO 3IPABOOXPAHEHMA POCCHUMCKOH ®EEPALINH

WHCTPVKIIHUA
O R e R N LN E NS SO IR EE AN
CUMBACTATHH
PerncTpaunoHHbIH HOMEp:
Toproeoe HaumeHoBaHHe: CHMBACTATHH
MexaynapoaHoe HemaTeHTOBaRHOe HAMMEHOBAHHE: CHMBACTaTHH
JlexapcTrenHas dopma: TabAeTKH, NOKPHIThIE MIEHOTHOH 060nouKo#
Cocrtae Ha oy TabaeTky:
Hedicmeyrouee seujecmeo, mz:
.
CPIMBaCTaTl:rIH (B nmepecyeTe Ha 100 % BemiecTBO) 20,00
Bcnomozamenviuie 6ewiecmsa, M2:
KpocnoenapH 6,00
JInMoHHas kucnoTa 2,50
MarHHs crgapart 2,00
Kpaxman kapTodenbHblii 1,00
Ackop6rHOBas KHCIOTA 0,50
ByTHArHApOKCHTONYOT 0,04
JIakTO3B! MOHOTHAPAT A0 NONYyYeHus TabneTky 6e3 060J109KH MaCCOH: 200,00
Benomozamenvnoie seuqecmea 060n0uKu, M2:
CMmecs AJiS IIPHUTOTOBJEHHA IUICBOYHOTO TOKPHITHA «Omanpaii” 5,00
20A 180003 Genslit», [runpomemnosza 2910 - 30,0 %, rumponosa - |
30,0 %, Tanpk - 20,0 %, TuTana auokcun - 20,0 %]. |

Kpyrible ABOSKOBLITYKIBIE TaGIETKH, HOKPHIThIC INIEHOYHOH 0Gonouxol Genoro MM MOuTH

Onncanne:‘

Genoro usera. Ha monepedsoM paspese AApo oT 6enoro Ko MoyTH Genoro ¢ KOpuuHeBaTsIM OT-

TEHKOM I[BETA.
dapMakoTepanesTHueckasa rpynna: [unomumuaeMuueckoe cpeacrso — I'MI-KoA-
peAyKTa3bl HHTHOHTOP.

Kon ATX: C10AAO01.

@apmMaKko0J0THYEeCKHe CBOMCTBA

Ipenapar CHMBAcTATHH FpeACTaBiseT COGOH TMIONHIMAEMUYECKHE Npenapar, MoXy$acMbli

CHHTETHUECKHMM IyTEM M3 NPOAYyKTa depMenTaunu Aspergillus terreus.
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Papmaxodunamuxa

Tlocne npHeMa BHYTph CHMBACTATHH, ABJAIOIIMACA HEAKTHBHBIM JIAKTOHOM, MOABEPracTcs
THAPOAM3Y B NedeHH C obpa3oBaHMeM CooTBeTcTBylomed QopMbl B-THAPOKCHKUCIOTHL
CHMBACTATHMHA, ABIAIOWIEHCS OCHOBHBIM  MeTabGosmToM K ofnajamomeH  BBHICOKOH
MHTHOHpYIOILEH aKTHBHOCTBIO B oTHomeHun I'MI-KoA (3-rHapokcH-3-METHAMTYTapli-
KOSH3MM A) pelyKTassl, (€pPMEHTa, KATAIH3HDPYIOLIEro HadajbHyl0 M Haubonee 3HAUMMYIO
CTaIMIO OHOCHHTE3a XONeCTepHHA. KUIMHMYECKHE WCCIEHOBAHUA NOKasald 3((QEeKTHBHOCTD
npenapata CHMBAaCTATHH B OTHOIIEHHH CHHXKEHHs KOHLeHTpaumnn obmero xonecreputa (OXC)
B 1Na3Me KpOBH, XONECTEpHHA JIMNIONPOTEHHOB HH3Koi miotHoctn (XC  JIITHII),
tpurnuuepunos (TT) u XonecTepuHa JUMONPOTEHHOB OYeHb HU3KOH nuoTHOCTH (XC JITTOHIT),
a TAKXKE MOBHINICHUA KOHLEHTPALMH XOJIECTEPHHA JIHIIOTIPOTEHHOB BBHICOKOH IOTHOCTH (XC
HHbl’[) Y MALHEHTOB C reTepO3HIOTHOH ceMeiHOoM M neceleiinoii rHIepXoiecTepHHEMHER HIIH
cme{mannoﬁ THIEPIMMHACMHUEH B TeX CITydasx, KOrJa MOBHIIeHHas KOHLEHTpaltsa X0JIeCTEPHHA
ABmgeTcA (AKTOPOM pHCKA M Ha3HAuYeHHe OAHOM | AHMETH HENOCTaTO4HO. 3aMETHBIH
TEpRIICBTHYECKHH d(dexT Habmogaercs B TedeHHe 2 He/enk TpHEMa [penapara,
MaKCHMANbHBIH TepaneBTHuYeckuit addext — B Teuenue (4-6 Helenab MOCHe Hadana JIEHYCHHA.
DbibexT coxpaHseTca NpH NpoRoxkeHHd Tepanuu. [Ipy lipexpalleHnH npueMa CHMBACTATHHA
KOHUEHTpPAlMA XOJECTEPHHA BO3BpallaeTcd K MCXOAHOMY 3HaueHHIo, HabmonasuieMycs 10

1na a JIeuern.

AKTHBHBIH MeTaGoAMT CHMBACTATHHA sBIgeTca cneuudimueckum uHHr6uTopoM I'MI-KoA-
pealyKTasbl, GEepMEHTA, KaTAIM3HPYIOIIEro peakuuio oGpasoBaHua MepanoHara u3 IMI-KoA.
HecmoTpsa Ha 310, npHeM npenapara CHMBACTaTHH B TEPaNeBTHYECKHX J03aX HE MPHBOIHT K
NONHOMY uarubuposanuio I'MI-KoA-penykTasbl, YTO INO3BOJAET COXPaHHTbL BRIPAGOTKY
‘

fuonoruyecku HeoDXOOHMOTro KOJH4eCTBa MCBaJIOHalTa. IMocKONBKY paHHYM  ITalloM
GuacuHTe3a XonecTepuna seisierca kxoHBepcHs I'MI-KoA B MepajloHaT, CYMTAeTCA, HTO
npuMeHeHHe mpenapara CHMBacTaTHH He JOMKHO BBI3bIBATh HAKOIUIEHHS B OPraHM3ME
NOTEHLHATbHO TOKCHYHEIX cTepomoB. Kpome Ttoro, I'MI-KoA 6sictpo MeTabonusupyercs
obpatho 10 aneTnA-KoA, KOTOphIii yd4acTByeT BO MHOTHX Mpolieccax GHOCHHTE3a B OPraHi3Me.

XOTA XONECTEepUH ABIAETCA IPEUIECTBEHHAKOM BCEX CTEPOHIHBIX FOPMOHOB, HE HAONIOAANOCE
KJIMHHYECKOTO BIMAHHSA CHMBAacTaTHHA Ha cTepoHioreHes. [1oCkoNbKy CHMBAaCTaTHH He BBI3BAN
MIOBBILIEHHA JIMTOTEHHOCTH JKeJIYH, MAJIOBEPOATHO €ro BIMSAHHME Ha YBEIHYEHHE YacTOTHI
3a00J1€BAEMOCTH JKeMYHOKAMEHHOH 0011e3HBIO.

CHMMBacTaTHH CHIXAeT KAaK MOBBIIIEHHYIO, TaK H HOpMaibHyro koHneHTpaumio XC JITHIL
JITTHIT o6pa3syloTcd M3 JIMNONPOTEHHOB o4eHb HM3Koi nioTHocTd (JIIIOHII). Karabommsm

JITIHI1 TpeMMyIIECTBEHHO OCYLUECTBAAETCs ¢ IOMOMIBI  Bhicokoadduunoro JIITHII-
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peuenropa. Mexauusm cHikenns koHueHTpanun XC JIIIHII mocie nmpueMa CUMBacTaTHHA
MOXeT ObITh ODycnOBNEH Kax cHuxeHHmeM koHuentpaiui XC JITIOHII, Tak u akruBauvch
JITTHII-penenTopoR, 4To IPHBOANT K YMEHBIIEHHIO 06pa3oBaHus ¥ yCHNeHUIo katabonusma XC
NITTHTI. TIpw TepamiH CHMBACTATHHOM TaKXKe CYIUSCTREHHO CHHIKAC€TCA KOHICHTpPALHA
anonunonpotenHa B (amo B). Ilockonexy kaxnas wacthua JIITHII comepxut ofHy MOJEKyny
ano B, a B IpyrHx nHOmonpoTeMHax oOHapyXeHbl Majble KOJHYeCTBa amo B, MoxHO
NPEANoNOXKUTh, YTO CHMBAaCTaTHH He TONBKO BRI3BIBAET IMOTEPI0 XOJIECTEpHHAa B HacTHUAX
JITTHII, Ho M cHMXAeT KOHLEHTPALHIO HHpKyaupyomux dactuil JIITHIL

Kpome Toro, cuMBacTaTHH HosblLaeT koHueHTpauuio XC JITIBII u cHpokaeT koHueHTpaumio TT
B I1a3Me KpoBH. B pesynbraTe 3THX W3MeHenui oTHomenus OXC/XC JIIBIT u XC JINTHIVXC
JITIBIT cHMxKAOTCS.

B wuccnenoBaHMM  BJAHAHMA  CHMBACTaTHHA ia  BELDKMBAEMOCTb BOBHEHCTBHE Tepanuu
CHMBACTATHHOM Ha OBINYyI0 CMEpPTHOCTh (MenHaHa BPEMEHH YYacTHs IIalMeHTOB 5, 4 roza)
OlleHMBanoch Ha 4444 maumentax ¢ mmemuueckoil Gonesnblo cepaua (MBC). CumpacraTuH
cHHXal pucK oOmelt cmeptHocTH, cMepTHdetn oT HBC u  uyactoTy HedaTanbHBIX
MOATBEPKACHHEIX MHGApKTOB MMOKapaa. CHMBAfTAaTHH TakKe CHHXKAI PHCK HEOOXOAMMOCTH
MPOBEACHHS XHPYPFHYECKMX BMEWIATEILCTB I10| BOCCTAHOBJIEHHIO KOPOHAapHOTO KPOBOTOKA
(aOpTOKOpPOHApHOE INYHTHPOBAaHHWE MIHM YPECKOXKHAas TPaHCAIOMHHalIbHAad KOPOHapHas
aHrMOIIACTHKA). Y NALHEHTOB C CaxapHbIM JHa6eTOM PHCK BO3HHKHOBEHHA OCHOBHBIX
KOPOHapHBIX OC/I0XHeHUH OB Takke CHHXKEH. Balee Toro, CHMBacTaTHH 3HA4YHTEIbHO CHHKAN
PHCK BOSHHKHOBEHMS (aTANBHBIX U HehaTAIBHEIX HAPYIEHHH MO3rOBOrO KpOBOOOpALICHHA
(MHCYJITOB M MPEXOMALINX HApYLIEHHH MO3TOBOTO KpoBOOOpauIeHHU).

B: 5-TeTHeM MCCIENOBAHHH 3alIMTH cepAua 3(QeKTHBHOCTL TEPallHH CHMBACTATHHOM Obina
NnpojeMOHCTpHpoBana y 20536 NalueHToB ¢ THIEpIHNHAeMuel MK Oe3 Hee, HaXONAIMXCS B
rpynne BhICOKOro pucka paseutus WUBC B cBA3H C CONMYTCTBYIOIIMM CaXapHBIM AHAOCTOM,
MHCY/BTOM B aHaMHeE3¢ M APYTMMH COCYIHMCTHIMH 3a0oneBaHMAMH. B naHHOM HCCIEROBaHHH
CHMBACTATHH B fio3e 40 MI B CYTKH B CpPaBHEHHH ¢ Taiebo cHHXa oBIyl0 CMEPTHOCTb, PHCK
cMepTH, cBssanmoli ¢ HMBC, pHCK BOSHMKHOBEHHA OCHOBHBIX KODOHAPHBIX OCIOXKHCHHI
(Bxomouas HedaTanbHEIA HHGAPKT MUOKapAa WM cMepTs, caazanHyio ¢ HBC), Heo6XxoauMocTh
XMPYPrHYECKAX BMEIIATENLCTE MO BOCCTAHOB/IECHHIO KOPOHAPHOTO KPOBOTOKAa (BKJIIOYas
AOPTOKOPOHAPHOE IIYHTHPOBAHHE M HYPECKOXHYIO TPAHCTIOMHHAbHYIO aHTHOIUIACTHKY), &
Taloke nepu)epHuecKoro KpoBOTOKA M JIPYTHX BHJOB HEKOPOHApHOH peBacKyILAPH3alMH.
CHYMBACTAaTHH CHH)KAJl PMCK Pa3BHTHA HHCY/IbTAd, 8 TAKKE PHCK TFOCHHTAIM3AIMH MO MOBOLY
CTEHOKApAMH. PHCK pa3BHTHA OCHOBHLIX KOPOHApHBIX H COCY/MCTBIX OCIOKHCHHH CHYXANCH y

namuenToB ¢ wiM 6e3 MBC, BKOWas MAllHEHTOB C CaXapHEIM JAnaGeToM, 3a00ncBaHMAMH
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neprdepHHIECKUX COCYAOB HIIH LepebpoBackyaApHOH NaTonordeil. ¥ malHeHTOB ¢ CaXapHbIM
anaGeToM CHMBACTATHH CHHK&1 PHCK PA3BHTHS CEPbE3HBIX COCYAMCTHIX OCIOXKHEHHMH, B TOM
yHcle HeoOXOAMMOCTh TMpOBEJeHHs XHPYPTHYECKMX BMEIIATENBCTB IO BOCCTAHOBICHHIO
HEPHPEPHIECKOTO KPOBOTOKA, aMIIyTallHH HHKHHK KOHCHHOCTSH, & TAIKe BOSHHKHOBERHE
TpoHYECKHX 43B.

B ApyroM MccrefioBanuu ¢ ydacTHeM 404 mauMeHTOB CHMBACTaTHH (IO JAHHBIM KOPOHAPHOM
aHrHorpatuH ¢ UCTIONB3OBAHHEM KOJMYECTBEHHOH OLIEHKH KOPOHAPHOTO KPOBOTOKA) 3aMeUI
IPOrpeccHpoBalie KOPOHAPHOro dTepOCKAEpPO3a M TOABJICHHE Kak HOBBIX YHACTKOB
aTEpOCKJIep0o3a, TAK M HOBBIX TOTAILHBIX OKKMIO3HH, TOIZa KaK Y MallMeHTOB, MOJYYaBLIAX
CTAHAAPTHYIO TEpanMioo, HaGmoAanock HEYKJIOHHOS NPOrpecCHPOBAHHE aTEPOCKICPOTHYECKUX
TIOBpEXIEHHIl KOPOHAPHBIX apTepHil. AHAIHM3 MOATPYNIN M3 ABYX HMCCJENOBaHMH, B KOTOPHIC
610 BKUIOUEHO 147 MaUMEHTOB C runépmnmmuepnnemneﬁ (runepnunyaemus IV Tuna no
knaccudHkauuy DpeJpHKcoHa), MoKasaly, YTo CHMBAcTaTHH B o3¢ OT 20 mo 80 Mr B cyTkH
crmxan kouuentpanuio T, XC JITIHIL,| xosecTepiH HE FHNONPOTEHHOB BHICOKOH IJIOTHOCTH
(XC ne-JIIIBII, paccuHTRIBAaETCA Kak paahocn, Mexny koHleHTpauneid OXC v KoHUeHTpanued
XC JIIBIT) u noseiman XC JITIBII.

Ananuz apyroii moarpynnsl u3 7 naune}r'rOB ¢ aucOGeTanunonpoTeHHeMHeH (THIEPIHIIHAECMHA

III Tuna mo xnaccudrkaunu dperpHKcOHa) CHMBACTATHH B 7103¢ 80 Mr B CYTKH CHHJKal KOH-
neHTparo XC JITTHIL, BKmrouast TMOONpOTEMHE! NpomesxyTouno# maotHocty (JITIIII), a rax-

ke koHueHTpaunio XC JUHIOHII u JITIT

dapmarkoxunemuxa

Memabonusm

CHMBacTaTHH  4BJIAETCA  HEAKTHBHEIM nax:ronom, KOTOpEIHi  OBICTPO  THAPOJIH3YETCH,
NIpeRpalasch B B-THAPOKCHKHCIOTY cuMBacTaTHHa (L-654,969), cumbHbid mHrubutop I'MI-
KoA-penykrassl. OCHOBHEIMH MeTaﬁoanaMH CHMBACTAaTHHA B IUIa3ME KPOBH ABJIAIOTCA B-l
rUAPOKCHKHCIOTa cHMBacTaTHHa (L-654,969) M ero 6'-ruppokcH, G'-THAPOKCHMMETHN H 6'-
sk3oMeTHNeH npoussoanble. HurnGupoBanue I'MI-KoA-peiykTasel sBRgeTCAd KPHTEPHEM
KOJIHMECTREHHOH OIleHKH BeeX (DApMAKOKHHETHYECKHX HCCNEAOBaHHA [-THMAPOKCHKHCIIBIX
MeTaBoNHTOB (AKTMBHEIX MHIMGUTOPOB), a TAK)KE AKTHBHBIX H JIATEHTHBIX MHIMGHTOPOB (BCeX
MHTHOHTOpPOB), 06pasyroIMXcs B pesynbTate ruiponusa. O6a TMia MeTaboHTOB ONPEETAIOTCS
B IJIa3M€ KPOBH NPH NTpHEMe BHYTPh CHMBacCTaTHHA.

I'vaponu3 cMMBAcTATHHA B OCHOBHOM IPOHCXOJMT TPH (TICPBHYHOM NMPOXOXKACHHH» Hepes Ie-
YeHb, IO3TOMY KOHLIEHTPALHs HEH3MEHEHHOTO CHMBACTaTHHA B TUIa3Me KPOBH YCIOBEKA HH3Kasd
(Meree 5 % OT npHHATOH 103bI). MakchManbHas KOHUEHTpaUHA {Cumax) B INa3Me KpoBH MeTabo-

JIMTOB CHMBAacTaTHHA JIOCTHTaeTcs depes 1,3-2,4 4 nocie mpHeMa BHYTph OAHOKPaTHOM 103kl B
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UCCIENOBAHHH C MpHMeHeHueM '"C MEeYeHHOTO CHMMBACTAaTHHA IIA3MEHHAas KOHUEHTpauus o6-
el paagnoaKTHBHOCTH ("*C meucHnwI cuMBacTaTHH + C meuennsle MeTaGONUTH! CHMBACTa-
THHA) IOCTHIajla MaKCUMyMa uepes 4 gaca u GBICTPO CHHXANAch 0 NpumepHO 10 % oT Makcn-
MasnbHOTO 3HAYEHHs B TedeHHe 12 yacop Mocie NpHeMa BHYTPb OJIHOKpaTHO#t mo3sl. HecMotps
Ha TO, YTQ JHMANa30H PEKOMEHAOBAHHBIX TEPANEBTHYECKHX 103 CHMBACTATHHA COCTaBJAET OT 5
1o 80 Mr B cyTKH, IMHEHEIH xapakTep npoduns AUC (niomaae moa KPUBOH «KOHLEHTpAIHs —
BPEMA») AKTHBHHIX MeTalOIMTOB B 001eM KPOBOTOKE COXPaHACTCA MPH YBEIHYEHHM 03Bl 10
120 mr.

Beacviganue

BceacwiBanuio noaeepraeTcsa okoio 85 % NnpHHATONH BHYTpS J03h1 CHMBACTaTHHA.

[Tpuem numu (B paMKax CTAHZAPTHOH THIIOXOJIECTEPHHOBOH AHETHI) Cpas3y MOCHE MPHEMA CUM-
BacTaTHHA He BJIMAET Ha cbapmaxclmnem%cxnﬁ npoduis Npenapara. i
Pacnpedenernue '
[Tocne mpueMa BHYTPL B II€UEHH |onmpeaenaioTcs Gonee BHICOKHE KOHLIEHTPaHH CHMBacFamHa,
4eM B PYIHX TKAHAX.
KoHLeHTpals aKTHBHOrO MeT0oNHTa CHMBAacTaTMHa L-654,969 B CHCTEMHOM KpQBOTOKE
COCTaBIAET MeHee 5 % 0T NpHHATOH BHYTPBL NO3BI; 95 % OT 3TOr0 KOJNMYECTBAa HAXONUTCA B
CBA3aHHOM C 6€JIKaMH COCTOAHHH

Pe3y)b1aToM aKTHBHOTO MeTab0musMa CHMBacTaTHHa B nedenn (Gonce 60 % y MyKdmi)

ABJIACTCA €r0 HH3KaA KOHLEHTpallnA B obmem KpPOBOTOKE.

B03MOKHOCTh IPOHUKHOBEHHS CHMBACTATHHA Yepe3 reMaTosHiedannyecknii Gapbep u remaro-
IUIaLEHTAapHEH Gaphep He H3yYeHa.

Buigedenue .

Tpy  «IepBHYHOM TIPOXOXAEHHM» 4Yepe3 IedeHb CHMBACTATHH METaboNM3HpyeTcs .c
NOCjeNyIOlMM BeIBEIeHHEM CHMBACTaTHHA H €70 METADOIHTOB C XKET4YBIO.

B uccnefopaHuH npd npueme 100 mr npenapata (5 kancyn mo 20 wr) C meuennmit
CHMBAacTaTHH HAKalJIMBAaJICA B KPOBH, MOYE H KalOBBIX Maccax. Okono 60 % IpMHATOH NO3B!
MEUEHOTO CHMBACTaTHHA ONpEAeNAIoch B KAIOBbIX Maccax H okoso 13 % — B Moye. MeueHnii
CHMBACTATMH B KAJIOBBIX Maccax ObIT TpeACTaBIeH Kak MNpoAyKTaMH MeTabonusma
CHMBACTATHHA, BLIACJHMBIIMXCA C JKENMYbl0, Tak M HeabcopOMPOBABIIMMCA MEYEHBIM
cHMBacTaTuHOM. MeHee 0,5 % DpHHATOI 10351 MEYEHOTO CHMBAcTaTHHA Osllo OOHapyxkeHO B
MOYe B BHAE AKTHBHBIX MeTaboMMTOBR cuMBacTaTMHa. B mnasme kxposu 14 % AUC Owuto
0GyCNOBIEHO AKTMBHBIMM MHrMGuTOpamu M 28 % - Bcemm uHruGuropamun I'MI-KoA-

PEAYKTA3EL. Ilocnenuee YKa3plBacT Ha TO, 4YTO0 B OCHOBHOM NpOAYKTH! Merabonn3Ma

CHMBACTATHHA SBJAIOTCA HEAKTHBHBIMH MM cnaGsiMH MErHOHTOpamMyu I'MIT-KoA-penykrassl.
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B MccienoBaHyMH MO H3YYEHHIO NPONOPUHOHAIBHOCTH 03 cMMBacTaTHHa 5, 10, 20, 60, 90 u
120 mr He Habmoaanock CyLIeCTBEHHOTO OTKAOHeHNs oT mHHeHHOCTH AUC B 06111€M KPOBOTOKE
¢ yBenuuyeHueM 0361, DapMaKOKHHETHYECKHE MOKA3aTENH NPH OTHOKPATHOM M MHOIOKPaTHOM
MHOTOKpPAaTHOM NpHEME BHYTPb.
B HccienoBaHHH y MAHEHTOB ¢ TAXKENOH OYeIHOH HEAOCTATOYHOCTBIO (KJIHPEHC KpeaTHHKHA
(KK) menee 30 mu/mMun) obmas xoxueHTpauus HHrn6utopos I'MI'-KoA-penykrassl B ruiasMe
KPOBH TI0CJIE TIpHEMa BHYTPh OZHOKpPATHOM 103bI COOTBETCTBYIOMIEro MHrH6uTopa I'MI'-KoA-
penyKTashl (cTaTHHA) 6bl1a MpUONH3UTENLHO B 2 pa3a BbIlIE, YeM Y 3J0POBLIX Z0OPOBOMLIIEB.
B wuccnenoBadHMH ¢ yYacTHEM 3OPOBHIX JOOPOBOJBNEB NPHMEHCHHE CHMBACTaTHHA B
MakcUMaybHOH moze 80 Mr He Bausano Ha MeTaboNIM3M MHAa30J1aMa H JPHTPOMHIMHA,
ABJIAIOLINXCA CyﬁCTpanslMH nzodpepmenta CYP3A4., Dr1o o03Ha4aeT, 4ToO ciMBacTatHH He
ABNSETCA HHTHOUTOPOM +3o¢epmenfra CYP3A4 u no3poaseT NpeAnonoXHTh, YTO IPHEM BHYTPb
CHMBACTaTHHA HE OKA3HIBACT BIHAHHSA Ha KOHUCHTPALMIO B IUIA3ME KPOBH |IeKapCTBEHHBIX
CpeacTB, MeTaboMU3HPYIPLIMXCA IO NelicTBHeM H3othepmenTa CYP3A4.
UssecTHO, uto mukimocriopuH yeennunBaer AUC nnrubutopoB I'MI-KoA-penykrasbl, XoTd
MEXaHN3M JIEKApPCTBEHHOTO B3aHMOACHCTBMS He H3yd4eH MNONHOCTBIO. YB¢nHueHHe AUC
CHMBAcCTaTHHa TPEANIONMKHTENLHO CBA3aHO, B YACTHOCTH, ¢ MHTHOHpOBaHHMEM H30(epMeHTa
CYP3A4 u/unn tpaucnoptHoro 6enka OATP1B1 (cum. [Iporneonokasanus).
B (apMaKOKMHETHYECKOM HCCIIEIOBaHMH NPH OJHOBPEMEHHOM TNPHMEHEHMH |C THITHA3EMOM
Habmiomanocs ysenuueHne AUC  B-rHAPOKCHKHMCAOTEI CHMBAcTaTHHa |B 2,7 pa3sa,
MpeATNoNOoKHTENBHO 38 cYeT MHrHOHpoBanusa H3odepmenta CYP3A4 (cMm. Ocobrle ykasaHud,
Muonamus/Paboomuonus).

'
B ¢apmaxokuHeTHYECKOM HCCIEAOBAHHH NPH ONHOBPEMEHHOM NPHMEHEHHH € aMJIOAMIIMHOM
nabmonanock yeenuuene AUC B-rHIpOKCHKHCIOTH cCHMBacTaTHHa B 1,6 pjba {cM. Ocobrle
ykasanug, Muonamus/Pabdomuonus).
B ¢apMakokMHETHYECKOM HCCIEAOBAaHHH MPH OXHOBPEMEHHOM NPUMEHEHHHM OIHOKDAaTHOH
O3B 2 T HHKOTHHOBOH KHCJIOTHI 3aMeIEHHOrO BEICBOOOXKIEHHA M cUMBacTaTHHa 20 mr
Habmofanoch HesHaunTensHoe yBenuueHne AUC cHMBAcTaTHHA M B-rHAPOKCHKHCIOTHI
cHMBacTaTHHA ¥ Cra P-THAPOKCHKMC/IOTE CHMBacTaTHHa B IUIasMe KpoBH (cM. OcoGhle
ykasauus, Muonamus/Pa6oomuonus).
KouxkperHsle nytH MeTaGonusMa ¢y3HzoBoil KMCIOTH B MEYCHH HEH3BECTHBI, OZHAKO MOXHO
NIPEATNONOXUT, O HAIMYHH B3aHMOAEHCTBMA Mexmy ¢y3HAOBOH KHCIOTOH M CTaTMHaMH,

KoTophie  MeTaGommsmpylorcs  MsopepmeHToM CYP3A4  (cm.  Ocobeie  ykasaHMs,

Muonamus/Paboomuonus).
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PHCK pa3sBHTHS MHONATHH YREIHYHBAETCA NPH IOBBILICHHH KOHUEHTpalMH HHIHOuTopoB I'MI-
KoA-penykrassl B IilasMe kposH. Moiiusie HETHOHTOPH H3odepmenta CYP3A4 MoryT nosst-
1IaTh KoHUeHTpanuio HHrHbuTopoB I'MI-KoA-penykrassl ¥ MPHBOAMTE K YBEIHYEHHIO PHCKA
Da3BUTHA MHONATHH (CM. B3sauMozelcTBHE ¢ APYTHMH JICKAPCTBEHHBIMH cpencTsamu; Ocobbie
ykasanus, Muonamus/Pabdomuonus).

Ocofivte zpynnul nayuenmos

Horumopghusm eena SLCOIBI

Hocutenu ameny ¢.521T>C rena SLCO1B1 uMelor 6onee HH3KYHO AKTMBHOCTh TPAHCHOPTHOTO
oenka OATP1B1. AUC 0CHOBHOr0O akTHBHOTO MeTabouTa, TUAPOKCHKHCIIOTH CUMBACTaTHHA,
coctasnsaet 120 % y rereposurotHsix Hocurenedt (CT) C amnenu u 221 % y rOMO3HIOTHBIX HO-
cureneit (CC), OTHOCHTENBHO NAalMEHTOB ¢ Hanbonee yacThiM reHoTunoM (TT). Hacrora BeTpe-
4aeMOCTH a.nnenLl C B eBponeiickoil nonynsuuu pasHa 18 %. ¥V nauﬂeilﬂon ¢ MOJIUMOPHH3IMOM
rena SLCOIB1 ¢cTh pHCK IOBBIIIEHHA IKCHO3HIMH THAPOKCHKHCIOTHY CHMBACTaTHHA, YTO MO-
)ET MPUBECTH K [yBeTMIECHHIO prcKa pabromuonnsa (cM. Ocobsie yKasal‘ma).

TloxazaHusa K NPHMEHEHHIO

Hayuenme: ¢ uppemuneckoii Gonesnvio cepoya unu ¢ ebicoxum puckoy H6C

Y NaluMeHTOR ¢ BHICOKMM pHCKoM pa3suTua UBC (NMpH HaIHYHH FHIEpIBNNASMHH HiH Oe3 Hee),
HarpuMep, Y N4LHEHTOB C CaxapHbiM JAWabeToM, Y NALHEHTOB ¢ MHCYJIBTOM HIH IDYTHMMH
1epebpoBacKyNgpHEIMH  3a00JeBaHHAMH B aHaMHe3e, y TalHeHToB ¢ 3aboneBaHHAMH
nepudeprueckukx cocyos Wi y nauventoB ¢ UBC mimm npempacrjonoxenHoctsio k UBC
npenapaT CHMBACTaTHH NOKa3aH I

»  CHMXEHMA PHUCKa OOIIEH CMEPTHOCTH 3a CYET CHHXKEHHA CMEPTHOCTH B pesynbsTate UBC.

*  YMCHBIUCHHA PHCKa CEPBEIHBIX COCYAMCTEIX H KOPOHAPHBIX OCJIOXKHEHUH:

- He(ba'ranbﬂbllﬁ MH}apKT MHOKapAa,
- KOpOHapHﬂ CMEpPTB,

—  HHCYJBT,

—  MpOUEAYpPH! peBaCKYNApH3aLUH.

*  VMeHpllleHHA pHCKa HeoOXOAHMOCTH MPOBENEHHS XHMPYPIHYECKHX BMENIATENbCTE MO
BOCCTAHOBJICHHIO KOPOHApHOrO KPOBOTOKAa (TaKdX KaK aopTOKOPOHApPHOE LIYHTHPOBaHHE H
UpecKOXKHas TPAHCIIOMHHAIILHAS KOPOHAapHasA aHTHOTIACTHKA).

*  VMeHbIUEHHs] pHCKAZ HEOOXONMMOCTH MpPOBEJCHHUA XHMPYPrHYeCKMX BMEIIATEIECTB IIO
BOCCTAHOBJIEHHIO  NEpH()EPUYECKOr0  KPOBOTOKA M IPYTHX  BHAOB  HEKOPOHapHOH
peBacKyNIApH3aLMH.

»  CHKEHHs PHCKa FOCIHTAIIM3aLHH B CBA3H C [IPHCTYNIAMH CTEHOKapAHH.

Tuneprunudemun
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= Kax nmononHenme K JAMeTe, Koraa DIpHMeHeHHEe TOJBKO JHeTl H  JIPYTHX
HEMEIHKAMEHTO3HBIX MCETOHOB JICUCHHA Y NAIUCHTOB C HCpBlfl‘-lHOﬁ [‘HIICpXOJ'ICCTCpPIHCMHBﬁ,

BKJI0YAs TETEPO3UTOTHYIO CeMEHHYyIo rumepxonecrepHHeMHIo (runepnunuemus lla Tuma mo

puHemuedt (THNEPINNHIEMHA

- T EEL 3 2334 SR RN ELLELSS o LS

NDHUKCOHA), MMM CMEHIAHHOH TUnepXonecT
IIb tna no knaccuduxauun OpeapHKkcoHa) HEAOCTATOYHO 1A
—  cHIKEHHMsA nopbieHHoR koHuenTpanun OXC, XC JIIHII, TT, ano B;

-~ noeeueHus xoHuenTpauuu XC JIIIBIH;

~  camxeHns cootHowenns XC JITTHIVXC JINIBIT 1 OXC/XC JIIBIL

+  TumepTpurnuuepuaeMus (runepiunuaemus IV tuna no knaccuuxanyuy OpelpHKCcoHa).

» JlomonHEHHe K QUETE H APYTHM CIOC00aM JIEUEHHA MALHEHTOB ¢ TOMO3UIOTHOH ceMeHHOH
THIEPXONECTEPUHEMHEN I CHIDKEHHS moBbleHHOH koHueHTpauun OXC, XC JIIIHII n
ano B.

« [lepbrmunas ancberanunonporeuHemus (runepaunuaemus III THma no knaccuduxauuu
OpenpugcoHa).

Hpumeilenue y demeii u nodpocmxog c zemepo3uzomuoii cemeiinoil zunepxonecmepunemuet
ITpuMenerne npenapata CUMBAcTaTHH OJHOBPEMEHHO € JHETOM [OKa3aHO i1 CHHXKEHHA Mo-
BoieHHol kounentpauud OXC, XC JITIHII, TT, ano B y ronduieit 10-17 get 1 y Aesyuex 10-
17 net He mMeHee yeM uepes | rog nocne MeHapxe (IEPBOE MEHCTPYalbHOE KPOBOTEYEHHE) C Te-
TEPO3HIPTHOH CEMEHHON rHnepxoecTepHHEMHEH.

[IpoTuBONOKa3aHUA

o TloBbILueHHAsA YYBCTBHUTEIBHOCTE K IIOGOMY KOMITIOHEHTY MpENapaTa.

¢ 3a0oneBaHHe meYeHH B aKTHBHOH ¢aze MWIH CTOHKOE MOBHIIEHHE AKTHBHOCTH
«TEeYeHPYHBIX» TPAHCAMMHA3 B TUIa3Me KPOBH HEACHOM 3THONIOTHH.

¢ BepeMEeHHOCTH HIIH NTEPHOJ IPYAHOTO BCKAPMIIHBAHHA.

e E#ospacr oo 18 ner (3a MCKIIIOYEHHEM JeTeH | no,upocr*on 10-17 neT ¢ reTepo3UroTHOH
ceMeiinoil runepxonectepureMueii) (cM. Ilokasanus x nimmeHeHmo).

e HenmepeHOCHMOCTh  JaKTO3BI, JAe(HUMT  JIaKTa3hl MJM  TJIOKO30-TajlaKTO3Had
Manbabcopbums.

e OnHOBpeMeHHOE NpHMEHEHHe C MOMIHBIMH HHruburopamu usopepmenra CYP3A4
(UTPaKOHA30II0M, KETOKOHA30JIOM, MO3aKOHA30I0M, BOPHKOHA30/I0M, HWHrHOHTOpamu
BUY-npoTteassl, OOLENPEBHPOM, TENANPEBHPOM, SPHTPOMKELUMHOM, KIAPHTPOMHLHHOM,
TENMTPOMHLIMHOM, He(a3oOHOM M NpemapaTaMH, COAEpXallMMH Ko6HuMCTaT) (CM.
B3anMopelicTBHe ¢ JApPYTHMH JEKApCTBEHHBIMH cpeacTBamu; Ocolble ykasaHus,

Muonamus/Paboomuonus).
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e  OIHOBpPEMEHHOE NPUMEHEHHE ¢ TeMAHOPO3AIOM, LIMKIOCTIOPHHOM HIIH JAaHA30II0M (CM.
B3aumoneiicTBie ¢ APYTHMH JIEKApCTBEHHbIMA cpefcTBaMH; Ocobble ykasanus, Muona-

musi/Paboomuonus).

IHOM y MALHEHTOB C FOMO3HIOTHOMN ceMeifHol runepxonecTepunemuei (cM. Bsaumo-
JeHCTBUE ¢ APYTHMH JIEKApCTBEHHBIMH CpPeACTBaMH, [pyeue aexapcmeerHbie 63auUMO-
deticmeus; Ocobrle ykasauus, Muonamus/Paboomuonus).
C 0CTOPOKHOCTLIO
Hapymenne dynkuun nouek Tsxenoi crenenu (KK Menee 30 mMa/mun); 3noynorpebienue an-
KOTOJIEM [I0 Hayayia NeueHHs; 3a00/ieBaHHA NEUEHH B aHAMHE3e; HAC/ENCTBEHHBIC MBIILIEYHbIC
3aoseBaHHsA, MHONATHA Ha (DOHC NPHEMA CTATHHOB B aHAMHE3E, NIOHHKEHHBIH W/IH MOBBIILIECH-
'HEIH TOHYC CKENCTHBIX MBIIII] HEACHOH STHONIOTHH; HeLomponnpyeMbm TUIIOTHPEO3; IJIaHHPY-
eMBle XHpYpTHYECKHE BMELIATENBCTBA, TKENble TepalleBTHIECKHE M XMPYPrHIeCKHe 3a60eBa-
HHA; OJHOBPEMEHHOE NpUMeHeHne ¢ pubpatamu (kpome eHopHOpaTa), HHKOTHHOBOH KHCNO-

ol B NUIMUACHHXAOIMUX fo3ax (Gonee 1 r/cyr), aMHQAapOHOM, aMJIOOHITUHOM, BEPAITAMHIIOM,

NUnTHA3EMOM, PaHOJIA3MHOM, APOHEIAPOHOM, IpeiindPpyTOBEIM COKOM; caXapHblil AuabeT; IpH-

MEHEHHE Y ITallMEHTOB MOHIOJIOHAHON packl, MOXWIpH Bo3pacT (cTapme 65 JieT, ocoGeHHO
KEHIUHEI).

IpuMeHeHnHe NpH GepeMEHHOCTH H B NIEPHOJ I'PYAHAT0 BCKAPpMJIHBAHHH

Bepemennocms

[IpenapaTr CHMBacTaTHH NPOTHBOMOKa3aH GepeMeHHbM. Tak kak Ge3omacHOCTh Ai1d GepeMeH-
HBIX HE JOKA3aHa H HET JaHHBIX, YTO JICYCHHE NperapaToM BO BpeMs GEPEMEHHOCTH MPHHOCHT
O4EBMIHYIO TIOJB3Y, IPHEM NPENapaTa cleflyeT HeMeUIEHHO NPEKPaTHTh NMPA HaCTYTUICHUN fe-
peMeHHOCTH. CHMBACTaTHH clielyeT HasHa4daTh HKEHLINHAM JETOPOJHOTO BO3PACcTa TOJIBKO B TEX
|cnytlaﬂx, KOT/Ia BEPOATHOCTh BepeMeHHOCTH oveHb Mana. Ilpumenenue npenapara CumBacTa-
THH BO BpeMsl GepeMeHHOCTH MOXET CHH3HTh KOHLICHTPAIIHIO MEBAJIOHATa (NPEALICCTBEHHUK B
GHOCHHTE3€ XOJIECTEPHHA) Y MJIOJa. ATEpocKiepos ABISETCA XPOHMUYECKHM 3ab0NeBaHNEM H
OGBIYHO TIpEKpallleHHe IIPHEMAa THIIONMIHAEMHYECKMX IPENnapaToB BO BpeMa OepeMEHHOCTH
OKa3bIBAacT HE3HAYHTENIBLHOE BAUAHME HA JOJITOCPOYHBIC PHCKH, CBA3AHHBIE C NEPBUYHOH THIIEp-
xonecrepuHeMuel. B cBa3u ¢ 3TuM npenapaT CHMBacTaTHH He AOJDKCH MPHMEHATBCA Y HKEH-
ILIMH, KOTOpHIE GepeMeHHBI, MLITAIOTCA 3a0epeMeHeTh HIHM NMOAO3PEBAIOT, YTO OHH GepeMEeHHHL.
Jleuenne npenapaToM CHMBACTaTHH OJKHO GBITH NMPHOCTAHOBAEHO Ha BECh CPOK OEepeMEHHO-
CTH MIH NMoka GepeMeHHOCTH He JNMAarHOCTHPOBAHA, a caMa JKEeHIIMHA NpeaynpexeHa o BO3-

MOXCHOM ONacHOCTH A4 mwioaa (cM. IIpoTHBonokasaHHs).
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Ipyonoe scxapmnueanue

JlaHHbie O BBIAEICHHH CHMBACTaTHHA M €ro METabONMTOB ¢ IPYAHBIM MOJIOKOM OTCYTCTBYIOT.
TIpu HeoGXOQUMOCTH HazHadeHHs NpenapaTa CHMMBACTATHH XECHIIMHE B NNEPHOA JAKTALHH CIIE-
9TO MHOTHE NeXADCTREHHRIE TINEMANATHI BRIIENAIOTCA C TDYAHBIM MONOKOM, H
MMEETCA Yrpo3a pa3BHTHA CEPhE3HBIX HeOnaronpusaTHRIX peakuui. Beneacteme sToro mnpu
KOpPMJICHHH TPY/b10 NIPHEM NpENapaTa CAEAYET NPEKPATHTb.

Qepmunsrocms

JlanHble 0 BIMAHMH CUMBACTATHHA HA (EPTHIBHOCTE Y XEHIIHMH OTCYTCTRYIOT. CHMBAcTaTHH He

OKa3bIBAeT BIMAHHSA Ha EPTHALHOCTD Y KPBIC MYXKCKOTO H XKEHCKOTO I0IA.

Cnocol npUMeHeHHs H A03bi
Jns obecrievenns yka3aHHbIX HHXE PEXKMMOB| AO3HPOBAHUS NPH HEOOXOAMMOCTH NPHMEHEHHS
CHMBACTaTHHA B Jio3e 5 Mr H 10 Mr crefyeT Ha3HauaTh NpenapaTs! JPYTHX NPOM3BOAMTENCH, B

siekapcTBeHHoM hopme «rabueTky S Mr» WM «rabneTku 10 Mr» ¢ pHCKOH.

Mo nauana newenus npenapamom Cumeacmamun nayuenmy caedyem HAHAYUMb CIMAH-
0aGpmMIYI0 2UROXONECMEPHHOSYI0 OUEHY, KOMOPAA 00NMNCHa COONI00ambCA 6 mevelle 6cezo

Kypca iedeHus.

PexoMenayemele fo3bl npenapata CHMBacTaThH - oT 5 1o 80 mr B cyrku. Ilpenapar cneayer
IPUHKMMaTL OJMH pa3s B CyTkH BedepoM. IIpn peobxoaumocTy A03y IipenapaTta yBEeNHYHBAIOT C
WHTEPBANAMH He MeHee 9eM B 4 Henenu Makcuyrym o 80 mr 1 pas B cyTku BeyepoM. Josy 80 mMr
E CYTKH pEKOMEHAYETCS Ha3HayaTh TOJLKO MAalMEHTaM C BHICOKMM PHCKOM CEpICHHO-
COCYIMCTBIX OCJIOkKHEHHH, eclM JleueHHe NpenapaToM B 6ojiee HU3KHX J03aX HE IO3BOJMIIO 10-
CTHUB IIENIEBBIX YPOBHEH JIMIIMAOB, a NPeATIoNaracMaf Mofb3a TEPANMH IPEBHILIAET BOZMOXHEIA

puck (cM. Ocobrle yka3zaHud, Muonamus/Pabdbmuonus).
Hayuenmel c uwemuieckoli 6one3nbio cepbuL unu evicokum puckom pazgumus HEC

CranpapTHas HadanbHad No3a npenapata CHMBAacTaTHH JUIA MAlHEHTOB C BEICOKHM PHCKOM pas-
putia UBC B COYETAHHH C TMIepIMNHIcMHel uiH 6e3 Hee (IpH HANIWYMM caxapHoro AHalera,
NepeHeceHHOro HHCYIbTa HIIH IPYTHX LiepeGpoBacKynspHeIX 3aboneraHui B aHamHe3e, 3abone-
BaHHil MepHdepHYECKUX COCY0B), a Tawke ans nauuertoB ¢ UBC cocrasnser 40 mr 1 pas B
CYTKH Be4epoM. MeavKaMeHTO3Had Tepanys AO/KHA OBTH Ha3HAYEHA OJJHOBPEMEHHO C JMEeTOH

1 neucOHoi HU3KYABTYpOH.

Hayuenmsi ¢ 2unepaunudemueii, He UMeIOUUE BbIIUENEPEUCTIERRbIX PAKMOpPOs pucKka

10
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CrannapTHas HauajmnHas fo3a npenapara CuMBactaTiH coctasigeT 20 mr 1 pas B CyTKH Beye-
poM. J{ng mauMeHToB, KOTOPHIM HeoOxommmo 3HaunTensHoe (Gonee 43 %) cHUXEHHE KOHILICH-
tpaunu XC JIITHII, snauansHaa no3a MoxeT cocTaBiaTh 40 Mr 1 pa3 B cyTku BeuepoM. Ilannen-
TaM C JIETKOW HNIM YMEPEHHOM TrumepxolecTepuHeMHeill Tepanmuio npenapatoM CHMBaCcTaTHH
MOXKHO Ha3HauaThb B HayausHOH f03e 10 Mr 1 pa3 B cyTku. B ciyuae neoGxoaumocTn noabop
103 CNEAYET NIPOBOJMTL B COOTBETCTBHM C BRIIEYKa3aHHOH cxemoii (cM. Crocob NprMeHeHHs U

JIO3BI).
Haguenmot ¢ 20M0O3UZOMNON CEMEHHON ZUnepxXoecmepUHeMuell

ITpenapaT CHMBacTaTHH peKOMeHI0BaH B o3¢ 40 Mr B CYTKH, IPHHHMAEMOH ONHOKPATHO Be-
yepoM. Jlozy 80 Mr pekoMeHayeTcs Ha3HauaTh TOJNBKO B Clyyae, eCliH MpeloiaracMas 1oies3a
TEpalMH NIPEBLILIAET BO3MOXHEI puek (cM. Ocobbie yxasauus, Muonamua/Pabdomuonus). Y
TaKHX MALHEeHTOB mnpenapaT CUMBACTATMH IPHMEHSIOT B KOMOMHalHH C APYTHMH METOHaMH
THIoMIMAeMuYeckoro nedenna (Hanpumep, JIITHII-adepes) nm 6e3 nomobHOro JeUeHHs, ¢c-
JIH OHO HEJOCTYIIHO.
Jis NauMeHTOoB, MPHHMMAIOIHX JIOMHTANM] OAHOBPEMEHHO ¢ npenapatoM CHMBAcTaTHH, ¢y-
TOYHas 103a mpenapata CHMBACTATHH He JOJDKHa mpeBbiuatk 40 mr (cM. BsanMonencTeug ¢

JPYTMMH JIEKapCTBEHHBIMH cpeacTBamy; Ocobrie ykaszauus, Muonamus/Pabdomuorus).

Conymcmeyiowans mepanua

[Ipenapar CHMBacCTaTHH MOXET HaSHT-IaTbCﬂ KaK B MOHOTEpalMM, TaKk ¥ B COUETAHHH C CBKTC-
CTPAHTaMH KeJTUYHBIX KHCIIOT.

V NauyeHToB, MPHHHMMAIOUIMX NpenapaT CUMBAcTaTHH OXHOBPEMEHHO ¢ ubGpaTaMH, kpome
rempubposuna (cm. IlpoTuBonokasanus) wiin QeHopubpara, MakCHMaNbHasd PEeKOMEHIyeMas
Jl03a mpenapata CHMBAacTaTHH cocTaBideT 10 Mr B CYTKH.

Jns manueHTOB, IPUHUMAIOLIMX aMHONAPOH, BEpanaMusl, THITHA3EM, MPeNapaThl, conepxcaujue
310aCBHp MM IPasONpPEBHp HIH aMIOZUIIUH OJHOBPEMEHHO ¢ IpenapaToM CHMBAacTaTHH, Cy-
TouHas A03a mpenapara CHMBAcTaTHH He AoMkHA npeppimatk 20 mr (CM. B3auMoneiicTaue ¢

APYTHMH JeKapcTBEHHBIMH cpefncTBamu; Ocobble ykasaHus, Muonamus/Patoomuonus).

Ilpu napywenuu gynxkyuu novex

IMockonsKy npenapat CHMBAcTATHH BEIBOJMTCA MOYKaMH B HEGOJNBIIOM KOJHYECTBE, HET HEOB-
XOIMMOCTH B M3MEHEHHMH JI03 Y MALHEHTOB C YMEPEHHBIM HapylleHHEM QYHKUHH MoveK. Y na-
LIMEHTOB ¢ TAKeNoH moueuyHoi HepocTaTouHocThIo (KK < 30 MJI/MHH) ciieqyeT TIIATENIBHO B3Be-

CHTb 1eNecooBpasHOCThL Ha3HAUeHHs NpenapaTa B J03aX, npesbimatomux 10 mr B cyrku. Ecin
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TaKHC JO3HPOBKH CUHTAKOTCA HEOﬁXOI{HMHMH, cleAyYeT Ha3HA4YaTk HX C OCTOPOXHOCTBIC (CM. C

OCTOPO’KHOCTBIO).

Hpumenenue y demeii u nodpocmxos 10-17 nem c zemeposuzomnodl cemelinoi 2unepxoite-

cmepunemue

PexoMeHIyeMas HauanbHas 1033 cocTasisier 10 Mr B CyTKH BeuepoM. PekoMEHIyeMBIH PEXUM
Jo3upoBaHug cocranser 10-40 Mr B cyTkd, MakCHMallbHas peKOMeHIyeMas N03a npenapara
cocrtabiser 40 Mr 8 cyTku. [Tonbop 103 IpOBOAMTCS HHAMBHAYAILHO B COOTBETCTBHH C HEJAMH

Teparnuu.

Hobounoe aeiicTBHE

Ilpenapat CHMBAcCTaTHH B LEIOM XOPOLIO TEPEHOCHTCS, M GONBIMHHCTBO MOGOUHEIX 3(¢ekToB
ABNAIOTCA ¢nabo BI:Ipa}KCHHbLMH H npexopsammmu, Menee 2 % mNalMeHTOB, npnkmmanmnx
yyactue B KIHHHYECKHX CIENOBAHHAX, IIPCKpaTHAH JAEYEHHE B CBA3H C Pa3sBUTHEM
HEXKeNaTeNbHBIX SBJICHHH, CBOBCTBEHHBIX NpenapaTaM CHMBAcTaTHHA.

B npeAperHCTpallMOHHBIX [UIMHHYECKHX HCCAEJOBAaHHAX HEXENATeNbHLIMH  ABICHHAMH,
BO3HHMKABILMMH € 4YacToTol [He MeHee 1 %, KOTOpHIC OIEHMBAAMCh HCCJIENOBATEIAMH Kak
BO3MOMKHO, BEPOATHO HIIM OfIpENCNCHHO CBA3AHHBIC ¢ MPHEMOM IIpenapara, GLIJFH oons B

JKMBOTE, 3aMop H MeTeopH3Mm.| JIpyTMMH HeXeNaTeNbHBIMH ABNCHHAMY, BOSHMKaBIIEMH Yy 0,5-

0,9 % naiHeHToB, ObUTH aCTEHHS M TON0BHAA 6O,
Hmennce  penxke coobumiguus O pasBuTHH  MuomatHH  (cM.  OcoOwie | ykasaHus,
Muonamus/Pab0omuonns).

B KJIMHHYECKOM HCCIEHOBAHMH, B KoTopoM 20536 MalHEeHTOB NPHHHMAIM CHMBACTaTHH (n =

10269 naumentor) B moze 40 Mr B cytku mwim miaue6o (n = 10267 TIALIMEHTOB) B TeueHue B
CPENHEM 5 JIET, XapakTep HEeMCNnaTeIbHEIX ABeHKH ObUI CXOOHEIM B IpyImnax CHMBACTaTHHA 1
nnane6o. YacToTa NpeKpalleHHa TepanyH BCIEACTBUE Pa3sBUTHS HEXENaTeIbHbIX ABIEHU 6pU1a
TaK)Xe COMOCTaRMMO# B AByX rpynmnax (4,8 % B rpymme cumBacTaThHa H 5,1 % B rpymme
miaue6o). UacToTa pa3BHTHS MHONATHH Y [AUMEHTOB, NPHHHMABIIHX CHMBAacTaTHH, Oblia
meree 0,1 %. JloBbllIeHNE AKTHBHOCTH «TI€YEHOUHBIX» TPaHcaMHHa3 (Gosiee yeM B 3 pasa BhILIe
pepxHel rpamuiel HopMbl (BIH), nojarsep:kAeHHOE NpPH NOBTOPHOM HCCIELOBaHHH)
Habmopanocs y 0,21 % naumenroB rpynmbl cuMBactaTHHa H 0,09 % mauMeHTOB IpYNIE
wranebo.

Knaccudukanus vactorsl NMOOOYHBIX peakuuid BceMHpHOH oOpraHH3allHM 3ApaBOOXPaHCHHA
(BO3): ouens wacto (=1/10); gacto (ot >1/100 no <1/10); Hewacto (o1 =1/1000 no <1/100);
peako (or >1/10000 mo <1/1000); oueHe penko (or <1/10000); yactoTa HEH3BECTHA

(HEBO3MOMKHO OLEHHTH HA OCHOBaHHH HMEIOIMXCS JAHHEBIX).
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Hapywenus co cmoponst kposu u aumpamuiecko cucmemel

Penxo: anemus.

Hapywenus co cmoporst uMMYHRHOU Cucmemsl

Penko: pasBHBAICA CHHIPOM THIEPYYBCTBHTENBHOCTH, KOTOPHIH NMPOABAsICA aHadHIaKCHEH,

AHTHOHEBPOTHYECKMM  OTEKOM,  BOTYAHOYHOMOZOOHBIM ~ CHHAPOMOM,  PEBMAaTHYECKOH

MONIMMHANTHEN,  JEPMaTOMHO3HTOM, BacKYJMTOM, TpoMOoLuTOneHUel, 303MHOHIHEI,

yBe/HMUeHHeM CKOPOCTH oceaHus osputpouuto (CO3J), apTpuTOoM, apTPaIrHAMH,

KpanuBHUIleH, HOTOYYBCTBMTENBHOCTBIO, JIMXOPANKOH, «TIPUIMBAMH» KPOBH K KOXE€ JIMII,

OABNUKOH ¥ 001mei cnabocThio.

BLLIM  TIONydeHbl OYEHb pEIKHE COOOUIEHHS O pasBHTHH HMMYHOONOCDEJOBAaHHOH

HEKPOTH3HPYIOIIEH MMONAaTHH (AYTOMMMYHHOH MHONATHH), OOYCIOBJEHHOH npHEMOM

CTATHHOB. lemyuoorLocpenonaHHax MHONATHA XapaKTEpH3yeTCs cnabocTslo TPOKCHMAIBHEBIX

MBI H noammem{oﬁ aKTUBHOCTBIO KpeaTHHGoOChokHHa3El (KPK) B CHIBOPOTKE KpOBH,

KOTOpBIE COXPAHAIOTGA, HECMOTPS Ha OTMEHY JIEYeHHA cTaTHHOM. Ha GHoyicHu Mbuuu BHAHA

HEKPOTH3HpYOIad MMoNIaTHs 6e3 3HAUMTENBHOTO BOCTIANICHHA. YNydlielHd nabmonaerca npH

TepanMM HMMYHOIE[IPECCHBHBIMM npemapatamMu (cM. Ocobble ykasaHus, Muonamus

Paboomuonus).

Takxke OBUIM TONYHEHBl PpEAKHEe IOCTPETHCTPALMOHHbBIE COOOMIEHHA| O KOTHHTHBHBIX

HAPYIIEHHAX (HAMpHMEp, pasjIMyHble HApYLIeHH:A NaMATH - 3a0BIBYMBOCTD, CHHKEHHE NaMATH,

AMHE3HS, CIYTAHHOCTh CO3HAHHS), CBA3AHHBIE C IPHMEHEHHEM CTATHHOB. JlaHbIE KOTHUTHBHBIC

HapyllleHns GblM 3apeTMCTPHPOBAHBL NPH MpHEME BeeX craTHOB. CooblueHNs B uenoM Obim

KnacciHIMPOBAHKI KaK HeCephe3HbIe, C Pa3iIMyHOM JUINTENBHOCThIO HO MOSBICHHA CHMIITOMOB

(ot 1 cyrok no HCCKOJIBKHX‘JICT) M BPEMEHEM HX paspellicHus (MeanaHa 3 Hemienn). CHMNTOMEI
'

ObIIH 06PaTHMBIMH H NPOXOAWIH NMOCAE OTMEHB] TEPATTHH CTATHHOM.

Hapywenus co cmopgrbl HepeHoU cucmembl |

Penko: ronorokpyxeHHe, nepudepniecKkas HEHPONaTHA, MApECcTE3n.

OueHs peaxo: 6eccoHHMA.

YacToTa HEU3BECTHA: ACTIPECCHA.

Hapywenus co cmopons: ObiXamensHOtl CUCmeMbl, Op2aHO8 ZPYOHOU KRemKu u CPeooCmeHus

YacToTa HEH3BECTHA: HHTEPCTHIHATbHOE 3a00J1€BAHHE JIETKHX.

Hapywenus co crnoponbt JICEYOONHO-KUWEHHO20 MPaKma

Penxo: AHUCIIENCHS, TOMIHOTA, PBOTA, AHApEd, TaHKPEATHT, TeNaTHT/ KeTyXa.

Ouenn penxo: ¢aTaibHas ¥ HeaTanbHad NEYeHOTHAA HETOCTATOYHOCTE.

Hapywenus co cmopoHsl KOXCU # NOOKONCHBIX MKaHel

Peiko: KOJKHaAsA CBINb, KOYKHBIA 3y, anonenys.

13



P N003369/01-230420

Hapyuienus co cropoHbl CKEAeMHO-MbLUEIHOU U COEOUHUMETbHO MKAHU
Pefiko: MHanrus, CyIOpOrH MBIIII, pabaoMHONIHS.

YacToTa HEM3BECTHA: TEHAMHONATHH, BOZMOXHO C Pa3PhIBOM CYXOKHIIHH.
Hapyuienus co cmoponsl ROROBLIY OP20HOE U MONOYHON Heenesnl

YacToTa He YCTAHOBIICHA: 3pEKTHIIbHAA JUCHYHKIHA.

Jlabopamopibie u uHCMpyMermanbHbie OaHKbIE

MmeroTcs pefikue cOOOLIeHHs O Pa3BHTHH BBIPAKEHHOTO H CTOHKOTO MOBBILCHHA aKTHBHOCTH
«leYeHOYHEIX» TpaHcaMuHa3. Takxke coOOWIaioch O MOBBILICHHH AKTHBHOCTH IENIOYHOH
docaTassl ¥ raMMa-TJIyTaMHIITPAHCTIENTHAA3H. OTIIIOHEHHA B NIOKa3aTeNax QyHKUHOHANBHEIX
NMEYCHOYHBIX Npo6 06bMHO €1a0 BLIpAKEHBI H HOCAT NpeXoAAluui xapakrep. HMerorcs
CBEJIEHHA 0 clyyasx nosslenus akTHBHOCTH KOK (cM. Ocobble ykaszaHus).

Coo611anock 0 MOBBIIEHHH KOHUEHTpalHH rnuxomnnpoaannor& remornobnHa (HbAlc) u
KOHI[EHTPaIlHH IMMIOKO3Bl B CBIBODOTKE KPOBH HATOLIAK NpH néﬂeme CTaTHHOB, BKAIOYas
npenapat CHMBacTaTHH.

Cuenyronie HexenareNbHble SBICHHA co0OIantCh NPH MPHMEHEHHH HEKOTOPBIX CTATHHOB:

e HapyIIECHHA CHa, BKJIIOYad KOIIMAapHBIE CHOBHACHM,

e CceKcyansHas AMCOYHKIHS, THHEKOMACTHS.

Hemu u noopgocmxu (10-17 nem)

B KIMHHMYECKOM HCCIAEAOBAHHM ¢ YUACTHEM IaliHeHToB B BospacTe Jj0-17 met ¢ reTepo3UroTHoH
ceMeiiHOH rufiepxonecTepHHeMuel npodunp 6e30MacHOCTH H NEPECHOCHMOCTH JIEYCHUA B IPyTi-
e, NPHHUMABIIEH CHMBACTATHH, GBI COMOCTABHM C MpoduieM 6e30macHOCTH H IEPEHOCHMO-
CTH JICUEHHS B IPyIIIe, MpUHMMaBLIeH mane6o (cM. OcoOble yKasaHus, Jlpumenenue y Oemetl u

ROOPOCMKOE 8 éospacme 10-17 nem).

Iepenosupopxa

CoobIanocs o HECKONBKHX CIy4asX IIepe/lo3UPOBKH, Maxmlmam,nax NpHHATAA 1033
coctaBisna 3,6 r. HH y oiHOTO mallMenTa OCeACTRUI NIepeIo3HPOBKH He BEIABIIEHO.

Jlns NeueHHs NEPeNO3HPOBKH NPHMEHAIOTCA OOIIME MEpHI, BKIIOYAd NOMIEPKUBAOLLYIO H

CHMITTOMATHYECKYIO TEPAnHIo.

B3aumopeiicTBHe ¢ IpYrHMH JIEKAPCTBEHHLIMH CPEACTBAMH

MHOrO4YHC/ICHHBIE MEXaHH3MBl MOTYT CIOCOOCTBOBAaTh MOTEHIMALEHOMY B3aHMOACHCTBHIO C
unruéuropamu I'MI'-KoA-penyxrassl. JIEKapCTBEHHEIE CPEACTBA HIIH NPOAYKTEI PACTHTEIILHOTO
NPOMCXOXKACHHA, MHTHOHpYIOUIME onpefeieHHble (GepMEHTHl MeTaGoansMa (HanpHMep,

CYP3A4) w/unu tpascnopTepsl (Hanpumep, OATP1B), Moryr yBenHYMBATh KOHUEHTPALHIO

14
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CHMBACTATHHA ¥ THAPOKCHKHMCIOTH CHMBACTaTHHA B IJIa3ME KPOBH ¥ IIPHBOAMTD K MOBBIIIEHHIO
PHCKA Pa3sBUTHA MHONATHH/pabaoMuonmsa.

Jiaa BceX NPHMEHAINMXCS OJHOBPEMEHHO JIEKAPCTBEHHLIX CPeICTB HeodxoauMo
00paTHTBCA K HHCTPYKIHH N0 MEJHIHHCKOMY NpHMeHeHHI0 [ NoJy4eHns
XOTONHUTENbHOH MHpopManuH 00 HX NOTEHHHAJBHLIX BI3aHMOJEHCTBHAX ¢
CHMBACTATHHOM, H/MJIH BO3MOKHOM BJIHAHHH Ha (epMEHTHI HJIM TPAHCMOpPTEpbI, ANA

BO3MOXKHOH KOPPEKIHH 103 HJIH peXKHMa J03HPOBAHHS.

HpomusonoKkasantsie KOMGUHAYUL TEKAPCINEENILIN CPEOCME

IIpoTHBONOKa3aHa COMYTCTBYIOLAs TEpamHd CACAYOLHMH JIEKAPCTBEHHBIMH CPEJCTBAMH.
Mownusie  unzubumopwt  uzogepmenma CYP344. CumBactaTHH  MeTabONH3HpPYETCH
H30(11€pMeHTOM CYP3A4, no He uHIHOHpyeT aHHBTOCTL atoro u3odepMeHTa. 3To
npexfioNaraet, YTo MPHEM CHMBACTaTHHA HE OKAa3blBAaeT BAMSAHMA Ha KOHLIEHTPaUUIO B NiasMe
KPOB JIEKAPCTBEHHBIX CPE/CTB, METaboNH3UpYIOIHXCcA o ReHcTBHEM H3odepmenTa CYP3A4.
Mon{urie uHrH6UTOpH! H30depmenta CYP3A4 YBCJ]H‘{HBa}qT PHCK Pa3BHUTHS MHONATHH 33 CYCT
CHH)f€HHs CKOPOCTH BBIBEHEHHS CHMBAacTaTHHA. OJIHO}lpeMCHHOC IPHMEHEHHE MOIIHBIX
HHrHOHTOpOoB  H3odepmenta CYP3A4  (Hanpumep, |HTPaKoHa3ona, KeTOKOHA30Ja,
1103aK0HA30J12, BOPHKOHA30A2, JPHTPOMHUMHA, KIADHTPOMHIHHA, TEJUTPOMHUHHA,
nuryéuropop BUU-nporeasnl, GonenpepHpa, TeﬂanpeFHpa, HedaloAoHa, NMPENapaToB,
cofepKaluMX KOGHIHCTAT) M CHMBACTATHHA MpoTHBompkasano (cM. IIporuBomokasanus,

Ocoffrie ykazanus, Muonamus/Pa6domuonus).

Fempubposun unu  yuxnocnopun. Cwm. IlpotmBonoxazanus; Ocobple  yKasaHuMA,
Muonamus/Paboomuonus.

Apyzue aekapcmaentitbie s3aumodeiicmeun ‘
Apyzue ubpamui. PUCK pa3BUTHA MHONATHH YBE h&qunae'rca IpH  ONHOBPEMEHHOM
NpUMMEHEHMH CHMBAacTaTHHA ¢ reMpHOpo3HIOM (cmﬁl’[pomnonoxaaaﬂuﬂ) H ApYTHMH
dbubpatamMu (kpome dQeHodubpara). JaHHble THIOIHIHAEMHYECKHE CPEACTBAa CIOCOGHEI
BBI3BATh MHOIMATHIO B MOHOTepanuH. IIpy OmHOBPEMEHHOM IpPHMMEHEHHH CHMBAaCTaTHHA ¢
deHopHOpATOM PHCK Pa3BHTHA MHONATHH HE NpPEBHILAT CYMMY PHCKOB NpY MOHOTEPANHH
kaxcIpiM npenaparom (cM. [lpotusonokasanus; Ocobbie ykasanus, Muonamus/Pa6oomuonus).
Amuodapon. Puck pasBUTHA MHONATHH/pabIOMHMONIH3a TNOBHINAETCA HPH OAHOBPEMCHHOM
TIPUMEHEHUH aMHO/IAPOHA ¢ CHMBACTaTHHOM. B KIHHHYECKOM HCCIIeOBAHHH YacTOTa PasBHTHA
MHONATHH Yy TNAallHEHTOB, NPHHMMABIIMX ONHOBPEMEHHO CHMBAcTaTHH B 03¢ 80 Mr u
aMHomapoH, coctaBwia 6% (cm. Crioco® npHMeHeHHA W  JO3BI, Ocobrle  yka3zaHu4,

Muonamusa/Paboomuonus).
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BRoKamopsl «MeOneHnsix» Kanbyuesulx Kananos. PHCK pa3BHTHA MHONATHH/pabnomuonnsa
TMIOBBIIIAETCS TIPH OJXHOBPEMEHHOM NPHMECHEHHH BEpallaMuia, JUITHaszeMa HiH aMJIOAHIHHA C
CHMBACTATHHOM (cMm. Cnocob NpHMEHEHHUA H JIO3HI; Ocobrle  yKazaHus,
Muonamua/PaBiomuonu?z).

Jomumanud. Puck pa3BUTHA  MHONATHH/pabHoOMHONHM3a MOXKET MNOBBINIATECA  IIPH
O/IHOBPEMEHHOM TNpPHMEHEHHWH JIOMHTANNMAA ¢ CHMBacTaTHHOM (cM. Cnocof mpuMeHeHHs u
no3sl; Ocobble ykasanus, Muonamusa/Paboomuonus).

Ymepeunwte unzubumopw uszoepmenma CYP3A4 (nanpumep, Oponedapon). Ilpn
O/IHOBPEMEHHOM TNPHMEHEHHH IIpeNapatoB, OOJafalOLIHX YMEpPEHHOH HHrHOHpYIomeH
AKTHBHOCTBIO B oTHoweHuH H3odepmenta CYP3A4, m cumBacTatiHa, ocofeHHO B Goree
BHICOKHMX J1033X, MOXET IOBBICHTBCA PHCK pa3BuTHA Muomathu (cM. OcoOble yKasaHus,
Muonamus/Paboomuonu3). TIpu OAHOBpPEMEHHOM NpPHMEHEHMH mNpemapara CHMBAacTaTHH H
YMEPEHHBIX WHTMOHTOPOB H30(EPMEHTOB CYP344 MOKeT MoTpeGOBaThCA CHIXKEHHE N03BI
npenapata CHMBacTaTHH.

Panonasun  (ymepenusii wHruOurop usodepMenta CYP3A4). llpy  opHOBpeMeHHOM
IIPMMEHEHAH PAHO/MA3HHA M CHMBACTATHHA MOXET [MOBBICHTBCA PHCK PasBHTHS MHONATHH (CM.
OcoOme ykazauus, Muonamua/Pabdomuonus). 1lpy oAHOBPEMEHHOM NPUMEHEHHH IIpEnapara
CHMBAcCTaTHH H PaHOJA3MHAa MOKET MOTpeGOBATHCA [CHIDKEHHE A03BI nIpenapaTa CHMBACTaTHH.
Huzubumopsr mpancnopmnozo Genxa OATP1B1.| I'napoKCHKHCIIOTa CHMBAacTaTHHa ABJAETCA
cybeTpatoM TpaHcnoptHoro Genka OATPIB1l. QaHOBpeMeHHO NPHMEICHHE HHIHOHUTOPOB
tpancnioptHoro 6enka OATP1B1 1 cHMBACTaTHHA MOXET IIPHBECTH K YBEJIHYECHHIO IUIA3MEHHOH
KOHUEHTPAIHH THAPOKCHKHCIOTHl CHMBACTaTHHA M IOBBHIIICHHIO PHCKa pa3sBHTHA MHONATHH
(CM Ocobrie ykazanus, Muonamus/Paboomuonus).

Huzubumopwt benka ycmoiinueocmu paxa monounoii xcenesss (BCRP). CumpacTathH
asngercs cybcrparoMm 3¢ dIIOKCHOTO TpchnopT pa BCRP. OnHOBpeMEHHO¢ TNPHMEHEHHE
cHMBacTaTHHa H HHrrbuTopos BCRP (nanpuMep, 316acBHpa H rpa3onpeBHpa) MOXKET NPHBECTH
K YBEJIMYEHHI) TUIa3MEHHOH KOHLEHTPAUMH CHUMBAcTaTMHA W IOBBIIUEHHIO PHCKA Pa3sBHTHA
muonatiu. TIpH olHOBpeMEHHOM NpHMEHEHHH Npenapata CuMBacTaTHH U uHruOuTopos BCRP
MOJKET NMOTpeGoBaThCA KOppeKLHa A03bl npenaparta CuMBactaTHH (cM. Croco® mpuMeHeHHs U
n03b1; Ocobrle ykazanus, Muonamus/Paboomuonus).

Huxomunosan xucnoma (ne menee 1 chm). Ilpy OZHOBpPEMEHHOM TPHMEHEHHH
CHMBACTATHHA M HHUKOTHHOBOM KHMCHOTHI (HHallMHA) B JIMIMICHHXKAIOUIMX H03aX (He MeHee 1
T/CYT) ONTHCAHBI PEAKHE CIydad Pa3BHTHs MHoOIaTHH/paGromuonnsa. B GapMakOKHHETHYECKOM
MCC/EAIOBAHHA TIPH OJHOBPEMEHHOM IpPUMEHEHHAH OJHOKPaTHO 2 I HMKOTHHOBOH KHCJIOTBHI

3aMeqJICHHOTI O BBICBOOOXKISHHA B CHMBacTaTHHa B J]o3¢ 20 Mr HabmoAamoch He3HAYHTEIBHOE
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yeenugende AUC CHMBACTATHHA ¥ THAPOKCHKHMCIIOTHI CHMBAacTaTHHA, & TakkKe Cinax
THAPOKCHKMCIIOTBI ~ CHMBAacTaTHHa B  ItasMe kpoBH  (cM.  Ocobrie  ykaszaHws,
Muonamusi/Pa6domuonus).

@y3udoeas xucioma. IIpH ogHOBpEeMEHHOM TIpHMEHEHHH (Y3HAOBOH KHCJIOTBI H
CHMBACTAaTHHAa MOMET MOBBICHTBCA PHCK pasBHTHs MHomaTHH (cM. Ocobble ykazanus,
Muonamus/Pabdomuonus).

Koaxuyun. Tlpy oAHOBpEMEHHOM NPHMEHEHHH KOJNXHMLIMHA M CHMBACTaTHH3 Y NalHCHTOR ¢
[104eYHON HeJO0CTATOUHOCTBIO OMHCAHBI CHOYYaH Pa3BHTHA MMonaTHH W pabaomuonusa. I[lpu
KOMOMHMpPOBaHHO# Tepan{i AaHHBIMY IIpeNapaTaMH TaKHe NAalHEeHTHI A0/DKHBI HaXOAUTHCA NOJ
TIIATEABHBIM HaOIIOACHHEM.

Huzoxcun. OnHoBpeMeHHOe NPUMEHEHHE AMIOKCHHA M Tnpemnapara CHMBAcTaTHH Y 3J0POBBIX
A0OpOBOABLER NIPUBOAWIO K He60m>mon1y noBeiieHK0 (MeHee 0,3 HI/MII) KOHUEHTpalMu |
JUTOKCHHA B IJIa3Me KPOBH, H3MEHEHHOH ]+CTO,ELOM PaIHOMMMYHHOTO aHAJIU3a, [0 CPABHEHHIO ¢
O/IHOBPEMEHHBIM IPHMEHEHHEM JNTOKCHH | u nane6o.

Cexksecmpanmel dceaunvix kucaom. Ilpyu OZHOBPEMEHHOM IPHMEHEHHH CEKRECTPAHTOR
)KETYHBIX KHMCJIOT M CHMBACT4THHA, NIPHEN CHMBACTATHHA JOJ/DKEH OCYMIECTBATRCA MM 3a 2
yaca A0 MM Yepes 4 yaca mOCNe NMpHEMa CEKBECTPAHTOB KENYHBIX kHcnoT (¢cM. Cnocob
NpUMEHEHHS H JO3bI).
Pugpamnuyun. B cpasu ¢ TeM, UT0 pHGEMIHLUAH SBIACTCA MOIIHBIM HHAYKTOPOM H30(epMeHTa

CYP3A4, y mauMeHTOR, MOAYHAKIMUX AJITOCPOUHYIO TEPANHI0 PHOAMITHUMHOM (HApHMED,

nedeHue TyGepKynesa), MOKeT Habmoparscs CHMXEHHE dGhQEKTHBHOCTH CHMBAacTaTHHa. B
(apMaKOKMHETHYECKOM HMCCIEIOBAaHHM Yy  3M0poBbIXx nobpoBonpues 3HaueHHe AUC
THAPOKCHKHCIIOTHI CHMBACTATHHA NIPH OZHOBPEMEHHOM IIPHMEHEHMH ¢ pHOaMNUIHHOM OBLIO
CHIDKEHO Ha 93 %. '

Hanazon. Tlpy OZHOBpeMEHHOM IIPHMEHEHHH JaHa3ojla M CHMBACTaTHHAa BO3pPacTaeT PHCK
PasBUTHA MHMOTATHH H pabgoMHonHu3a, TakMM oOpasoM, OHHOBPEMEHHOE NpPHMEHEHHE
CMMBACTATHHA H JaHA301a npoTHBonokazaHo (cM. IlporuBonokaszanua; Ocobwlie ykasaHms,
Muonamusa/Paboomuonus).

Henpamole anmuxoazynaumst (npouseoonvte kymapuna). Cumpactatud B J03e 20-40 mr s
CYTKHM HOTEHUHpyeT 3>(P@PEKT KYMApHHOBBIX AHTHKOArYJISHTOB: NPOTPOMOHHOBOE BpeMs,
ONpE/CNEHHOE Kak MEXIAYHApoAHOe HopMannsoBaHsoe oTHoiieHue (MHO), Bospactaer ot
ncxoauoro yposHa 1,7 go 1,8 y 3aopoBsix noGpoBodbues H oT 2,6 mo 3,4 y MAUKEHTOB ¢
THNepXoiecTepUHEMHEH. Y TAlMEeHTOR, MNPUHHMMAIOIIHMX KYMapHHOBBIC aAHTHKOATYJITHTEI,
npoTpoMGHHOBOE BpeMs NOJDKHO OMpefelIThCA OO Havajua TEpamHd CHMBACTATHHOM, a TakKke

MOCTATOMHO 4YacTO B HAYaJIbHBIH NepHO, NedYeHHS INd HCKIIOUEHHA 3HAYHTCIbHBIX H3MEHEHUH

17



P N003369/01-230420

3TOro mokaszatesid. Kak TOIbKO AOCTHraerca cTabmnbHbif nokasarens MHO, ero panepHefiiee
OnpefeNieHye CAeAyeT NPOBOJIMTEL ¢ HHTEpBaiaMH, PEKOMEHAYEMBIMH [UIS KOHTPO/IA NIALHCHTOB,
TONIYHAIOMHX TepanHiO AHTHKOArynsHTaMH. [IpH W3MEHEHHH A03bl CHMBACTaTHHA WM MOCe
ero OTMEHBI TAKKe DPEKOMEHIYETCS DETYIApPHOE H3MEpeHHe NpOTPOMOHHOBOTO BPEMEHH. Y
NALEHTOB, He NPUHAMABLIAX AHTHKOAry/IAHTHI, TEpanHd CHMBACTaTMHOM He Oblia CBs3aHa C
BO3HHKHOBEHHEM KPOBOTCUCHHIH WM H3MEHEHHAMH TIPOTPOMOHHOBOTO BPEMEHH.
HJanmomuyun. Tlpn onHoBpeMeHHOM npuMeHeHuH wHHrubutopo I'MI-KoA-penykrassl H
NATTOMHIHHA MOXKET NOBLICHTECS PHCK Pa3BUTHS MHOTIATHH W/HiH pabmomuonnsa (cM. Ocobrie
ykazauus, Muonamus/Paboomuonus).

JipyrHe BHALI B3aHMOAeHCTBHSA

Cox rpeitndpyTa conepkuT ouH WM Gollee KOMINOHEHTOB, KOTOPbIE HHIHOHPYIOT H30$EepMEHT
CYP3A4 u Moryr HOBBICHTH Konhenrpaumo B II1a3M€ KPOBH IIpENapaTos, MeTaﬁonnahpyxo-
mpxcsa nzopepmentoM CYP3AA4. [Ipn ynorpebnennn coka B 0OsrdHOM konuuecTse (1 ¢Takan
250 M1 B JieHs) 3TOT 3dheKT MEHHMAIbHbIH (HabI01aeTCs YBeTHIEHHE aKTHBHOCTH MHITHOHTO-
pos 'MI'-KoA-peayxrasnl Ha 13 Y% npu ouenke no sHadeHnio AUC) u He UMeeT KIHHHY$CKOTO
3HauyeHud. OnHako ynorpebneHHe|coka rpeiindpyra B Gonpluux o6beMax 3HAYMTENBHO NOBHI-
1raeT akTHBHOCTh HHrHOHTOpoB I'MI'-KoA-penykTass B niasMe KpoBH. B caasu ¢ 9TMM|Heob-
xonuMo u3berats ynotpebnenns doka rpedndpyra npy TepanHH cHMBacTaTHHOM (cM. OcoGble

yka3anns, Muonamus/Paboomuonys).

Ocobbie ykazanusa

Muonamusn/Paboomuonus
CumBacraTud, kak i Apyrue uHruouropst F'MI'-KoA-peaykTassl, B peKHX Cly4asX BBI3BIBA-
€T MHONATHIO, CHMIITOMaMH KOTOFOﬁ aBnAtoTCa GoMs B MBIIIax, 60ne3HEeHHOCTh MM Clla-
GOCTh MBILIL[ B COYETAHHY ¢ MOBBIIIEHHEM aKTHBHOCTH KpeaTHH(pochoknHassl (KPK) bopee
yem B 10 pa3 or BepxHeH rpaHmEl HopMbl (BI'H). MuonaTtus #HHOrga IpHHHUMaeT QJO(IIM)/
pabIOMHONH3a ¢ OCTPOH TOUEHHON HEAOCTATOMHOCTLIO BCICACTBHE MHOTIOOMHYpHH MM Ge3
TaKOBOM, B 04YEHBb PEAKHX CIOY4asX ¢ JIETAIbHBIM HCXOROM. PHCK MHONATHE BO3pacTact ¢ MNo-
BHIILICHMEM YPOBHA HHTHOHpylowed aktuBHocTH I'MI-KoA-penykrassl B nia3zMe KpoBH (B
YACTHOCTH, C NOBBIICHHEM YPOBHS CHMBAcCTATHHA HJIM THAPOKCHKUCIIOTHI CHMBACTATHHA B
IIa3Me KPOBH), YTO OTHACTH MO3KeT 6bITh 06YCHOBIEHO JIEKAPCTBEHHBIMH NPENapaTaMH, Ko-
TOpBIE BCTYMAIOT B AEKAPCTBEHHEIE B3aHMOJEHCTBHA, H, KaK CIEACTBHE, BAHAT Ha MeTabo-
NH3M H/WIK TPAHCIIOpTEephl CHMBAcTaTHHa (CM. pasiacn B3aHMoneicTBHE ¢ APYrHMH JICKap-

CTBEHHBIMH CPEACTBAMH).
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Kak 4 npH npuMeHeHHH APYTHX HHrHOuTopoB I'MI-KoA-peaykTasbl, pHCK PasBHTHA
MHODATHH/PAdAOMHONH3A 3aBHCHT OT A03bl. B KIMHHYECKHX HCCIENOBAHHAX, TAE 41413
{IAIIHEHTOB TOJYJaldd CHMBACTATHH, 4acTOTa Pa3BHTHA MHOIATHH COCTAaBHJIA NPHMEPHO
0,03 %, 0,08 % u 0,61 % npu NPUMEHEHUH CMMBACTaTHHa B Ho3ax 20, 40 u 80 Mr/cyT coot-
BETCTBEHHO.

B KAMHMYECKOM MCCIEHOBAHHM, B KOTOPOM NALMEHTH ¢ HHOAPKTOM MHOKapJia B aHaMHese
MOMNYYaaH CHMBACTATHH B o3¢ 80 MI/cyT (CpenHss NpOAO/KUTENLHOCT: HabmoaeHus 6,7
neT), 4acToTa Pa3sBHTHA MHONATHH cocTaBuiaa npubGmusurensHo 1,0 % no CpaBHEHHIO C
0,02 % y maumMeHTOB, MONYy4aBHX Tpenapat B Ao3e 20 Mr/cyr. IIpHMEpHO B NONOBMHE M3
3THX CJIy4aeB MHOIATHs Pa3BHJIach B TEUCHHE NIEPBOro roja jeveHHs. YacTota pasBHTHA
MHONATHH B Te€YEHHE KAXIOro MOCIEAYIOLIEro rofa JICYSHHs COCTaB/ana MpUOIM3HTENbHO

0,1 % (cm. dDapmakonuHaJHKa i [lo6ouHoe aelHcTBHE). i

V nauueHTOoB, nonyqarom%x CHMMBacTaTHH 80 Mr, pHCK pa3sBHTHA MHOMATHH BRIE, YEM MpPH
HCIIOJIB30BAHHH [IPYTOH T¢pamyui HA OCHOBE CTATHHOB CO CXOJHOH 3¢¢CKTHBH040TLE B OT-

HomeHuH cHkeHus ypoega XC JITTHIIL

Takum obpaszom, B moze §0 mr mpenapar CHMBACTATHH [OJ/DKEH HCIONB30BAaTLCH TONBKO Y
NALMEHTOB ¢ TAKENOH vl €pXOoJIECTEpHHEMHEH H BHICOKHM PHCKOM CEpAEYHO-COCYIAMCTHIX
OCJIOXHEHHH, Y KOTOPBIX He yAanock A0OUThCs ueneH JedeHus pH NpuMeHeHHH |Gonee HU3-
KMX 03, H OKHJaemad NQb3a MPeBHIacT NOTEeHIHANBHEIE PHCKH. Y NAlKEHTOB, KOTOPHIC

noay4daroT CHMBaCTaTHH 80 Mr u HYXIAOTCA B Ha3HA4YCHHHN ApYyroro JIEKapCTBCHHOIO IMpcra-

para, KOTOPBIH MOKET BCTYNATh B JIEKAPCTBEHHOE B3aUMOJIEHCTBHE, JOJDKHA HCNONB30BAThCA
Goylee HM3Kas N03a CHMBACTATHHA WIH aNbTCPHATHBHBIA PEXKHMM TEPANHH C NPHMCHCHHEM
APYroro CTaTHHA C MEHBIIHAM [JOTEHUMANOM BCTYNATh B JIEKAPCTBEHHbBIC B3aUMOJCHCTBHA
(cM. mompasfen Meponpusmus no CHUNCEHUIO DUCKA MUONAMUU, 6bI36AHHOU fisaumodeﬁ-
cmMeUeM NeKapcmeeHHbix n#oenapamoe ¥ pasnensl Crioco® NpHMEHECHHA H JI03b]; II]pomBono-

xazaHus; BaauMoneiicTBreE ¢ ApYTHMH JIEKAPCTBEHHBIMU CPEACTBAMH).

B KIMHHYECKOM HMCCIENOBaHHM, B KOTOPOM MAIMEHTHI C BBHICOKHM PHCKOM CEpIEYHO-
COCYAMCTHIX 3a6oNeBanuil momydand cumBacTaTuH 40 Mr/cyT, YacToTa pa3BUTHA MHONATHH
cocTapisaa npuMepHo 0,05 % y NMalMeHTOB HekuTalickoro nmpoucxoxaenns (n = 7367) no
cpaBHenuio ¢ 0,24 % y nauuentos u3 Kutas (n = 5468), XoTa eIMHCTBEHHOH MOHIOTOHIHOH
TNONYJIALMEH, OLeHHBAEMOA B 3TOM KIMHHYECKOM MCCIIENOBAHMH, OBUIM KHTaHIbl, ClIEAyeT
cOBNIOAATE OCTOPOXKHOCTD NMPH Ha3HAUYeHHH CHMBACTATHHA MAllHEHTaM MOHTONIOMIHOH Pachl
M HCMOJIb30BATL HAMMEHBIIYIO HEOOX0AUMYIO JI03Y.

Cruoicenue pynxyuu mparncnopmuulx 6eaxoe
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CHnxeHne QYHKIHMH TpaHCmopTHBIX O6enkoB nedyeHH OATP MoxeT MPHBECTH K NMOBHIIICHHIO
CHCTEMHOMH JKCIIO3UIHH MMAPOKCHKHCIOTH CHMBACTATHHA H YBE/IMUYEHHIO PHCKA MHOIIATHH H
pabnomuonuiza. CHuxenue (QYHKUMH MOXKET PasBUTBCA BCIEACTBME MHIUOHPOBAHHA MO
neficCTRUEM TIPENapaToR, RCTYMANIIAX B TeKAPCTBERHBIC B3AHMONCHCTBHS (HAPHMED, UHK-
JIOCTIOpMHA), WIH Y MAlIHEHTOR, ABJAIOIIMXCA HOCHTENAMM noauMoppusma ¢.521T>C rena
SLCO1B1.

V nauueHToB ¢ amaenbHbiM BapHantoM ¢.521T>C rema SLCO1B1 msipabaThiBaeTCs MeHee
akTHRHBIHA Genok OATPIBI, u oTMeyaeTca MOBBILIEHHE CHCTEMHOM 3KCMO3HIIHH THAPOKCH-
KHCIOTHl CHMBACTATHHA H TMOBLILIEHHE PHCKAa MHOMATHH. PUCK pa3sBHTHS MHOMIATHH, CBA3aH-
HO¥ ¢ HpMMEHEHHEM BBICOKHX 03 cUMBacTaTHHa (80 Mr), B 1enoM cocTasiser 1 % npu or-
CYTCTBHM TEHETHYECKOro TecTHpoBaHuA. Ha OCHOBaHMH pe3ynbTaToB HCCIEI0BaHHS
SEARCH y Hocn'}eneﬁ romosurotHoit atend C (CC), nonyyasmnx 80 hvﬂ‘ npernapaTa, puck
PasBHTHA MHONATHHM B TeueHHe rofa cocTaBmwan 15 %, Torna kak y HoCHTeNeH rereposurotT-
Holl annemn C (CI) Tako#t puck 0wt pasen 1,5 %. CooTBETCTBYIOIIHHA PUCK Y NMALMEHTOB €
Hau6onee gactriM rerorunom (TT) coctasnsn 0,3 % (cM. dapMakOKHHETHKA).

[Ip1 BO3MOXHOCTH T€HOTHIHPOBaHME Ha MpeJMeT Hanu4HA awieny C IODKHO paccMaTpH-

BaThCA KAK YacTh PLIEHKH HOJK3El H PHCKa J0 Ha3Ha4Y€HHA CHMBACTAaTHHA|B JO3C 80 Mr Y KOH-

KPETHHIX NMAlKEHTOB, K y HocuTeneil reHoTuna CC cneayer nzberats mlpmeneﬂuﬂ BBICOKHX
103. B To e BpeMs, OTCYICTBHE JAHHOT'O I'¢Ha NPH IeHOTHIIMPOBAHHH HE HUCKIII0YACT BEPO-

ATHOCTH pa3BHTHA MHOIIATHH.

Ouenka akmuenoamu Kpeamungocgoxunasvl

Ouenka axtupHocTH KpeaTHH(pocdoxunassl (KOK) He momkHa NMPOBOAHTHCA NMOC/IE HHTEH-

CHBHEIX (PHM3HUECKHX Harpy30K WIH NPH HAIHYMH Kako#-nnbo mpaszononoGHolt ansTepHa-
'

THBHOH TIPHYHHBI yBenudeHHa akTHBHOCTH K@K, nockonsky 310 3any,nHﬂe'1: HHTEpnpeTa-

umio 3uaveHui. Epnu aktusnocts KOK Ha HcxoaHoM ypoBHe ObLIa 3Ha'-1HTEJII:HO TNOBBIIIIEHA

(> 5 x Br'H), oxa noykHa OBITE OLeHeHa 4epe3 5-7 AHeH Ul NOATBEPKACHHA pe3yIbTaToB.

Ho Hauana nevenusn

[Ipu Havane TepanmHH CHMBACTATHHOM HJIM YBEJIMYEHMH €ro A03Bl BCEX MAllHCHTOB CIEAYET
npeayNpexaaTh O PHCKE MHONATHH H O HeOOXOAMMOCTH GhICTPO coobwWaTs, o moboi 6oau
HesICHOH ITHOJIOTHH, 60Ne3HeHHOCTH M cnabocTy B MEILIIAX.

CneayeT coba0aaTe OCTOPOXHOCTE IIPH Ha3HAYCHHMH MpenapaTa HalMEeHTaM ¢ Npeapacmnona-
raloluMH (aKTopaMH K passuTHio pabioMHoan3a. B cieayrolMX CHTYalHsX AaKTHBHOCTB
K®K HeoGX0A#MO OLEHHBATH [0 Hayajla TEpanuK ¢ LeNblo onpejeneHus pedepeHCHBIX He-
XOJHBIX 3HAYEHHI:

* TIOXHOMH Bo3pacT (= 65 net);
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® OKEHCKHIT OJI;
e HapyuleHHe ¢ YHKUMH [10YEK;

& HEKOHTPOJIMPYEMBIH THNOTHPEO3;

HEIX 3a00/eBaHHH;
® TOKCHYECKOE AEHCTBHE CTATHHOB WIH (pOpaTOB HA MBI B aHAMHE3E;
s 370ynoTpebiieHne aNKoroNeM.
B Takux CHTyallMfX cefyeT OLEHHBATh COCTHOIEHHE TIONIB3BI H PHCKA JICUEHHA, B PEKOMEH-
ayercsa kiuHHYeckoe HabmoneHue. Ecin y nanenTa paHee BOSHHKAIO MOPAKCHHE MBILLL Ha
doHe TepanuM QuOpaTaMH MJIH CTATHHAMM, MOKHO Ha3HaYuTh ApYrod npemapaT NaHHBIX
KJJACCOB TONBKO ¢ OCTOPOXXHOCTHIO. TIpH 3HAUMTENIEHOM HCXONHOM MOBBILIEHUH AKTHBHOCTH
K®K (> 5 x B['H) neueHne HayHHaTb HE CIEAYET. |
Bo epems ‘ﬂeuenwz
[Tpu nosgneHun 60K, c1aGOCTH B MBILLAX UIH CYACPOT Ha (Oj€ Tepandu CTaTHHAMH clie-
nyet oueyuTh akTHBHOCTHE KOK. IIpH BLIABACHHHM 3HAYMTENBHOrO IMOBHILCHHA aKTHBHOCTH
K@K (> 3 x B'H) B oTCyTCTBHE MHTEHCHBHBIX (PH3HYECKHX HArPpy30K JIEUEHHE CIEAYET Mpe-
KpaTuTh. [IpH TAKENBIX M BHI3LIBAIONIHX €KCAHEBHBIA AUCKOMPPPT MBILICYHEIX CHMIITOMAX
MOKHO PdCCMOTPETE BONPOC O HpeKpalleHHH JIEYCHHA AaXKe NMPH OTCYTCTBHMH INMOBLIICHHA

akTHBHOCTH K®K < 5 x BI'H. Ilpn mozo3peHHH Ha MHOMaTHIO f10 M0G0H Apyro# npHuMHe

nevyeHne QeAyeT NpeKpaTHTE.

HmeloTea' oueHb pefikie cooblIeHHs 06 HMMYHO-ONOCPEAOBaHHON HEKPOTH3HPYIOIIEH MHO-
natui (MOHM) Bo BpeMs MM nocne JiedeH sl HeKOTOpbIMH cTaTHHaMH. Kinanveckn HOHM
XapaKTepU3yeTcd CTOHKOH MPOKCHMANBHOH MBIUIEYHOH CHabOCThIO H MOBBILICHHOH aKTHBHO-
CThIO KpeaTHH(HOCHOKMHA3E! CHIBOPOTKH KPOBH, KOTOpas COXPaHAETCA, HECMOTpA Ha npe-
Kpamenn% tepanuu ctariHamu (cM. [ToGouHoe aeiicTaue). ..
[Ipu paspeleHHH CHMATOMOB H BO3BPALIEHHH aKTHBHOCTH K®K x HOpPMAaJIBHBIM 3Ha4YCHHAM
MOXHO PacCMOTPETH BONPOC O BO30OHOBJICHHH TEPAIlHM CTAaTHHAMH WK O Ha3HAYCHUH ApY-
roro CTaTHHA B MHHHMaJbHOH J03€ NMOJ TIIATENbHBIM HaOmoJEHHEM.

Bosnee BhICOKas YacTOTAa Pa3sBMTHA MHONATHH HabmioAanach y MALMEHTOB, Y KOTOPEIX 1033
6oi1a ysennueHa go 80 Mr (cM. ©apMakoMHAMHKa).

PexoMenziyeTca MPOBOANTE NMEPUOAHYECKYIO OLeHKY akTHBHOCTH K@K, mockoibky 3T0 MO-

’eT OBITh TOJIE3HBIM JUIS BHIABICHHSA CYOKIMHHYECKHX CiydacB MHONATHH. B To ke Bpems,

HET YBEPEHHOCTH B TOM, YTO TakoH KOHTPOJIb NIPEJOTBPATHT Pa3BUTHE MHOIIATHH.
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Tepanus CMMBACTATHHOM RO/DKHA OBITH BPEeMEHHO OTMEHEHa 3a HECKONbKO fHell 10 6onb-
X TTAHOBEIX XMPYPTHYECKHX ONEpaldil M NpH Pa3BHUTHH THKENBIX COCTOAHHM, Tpebyro-

HIMX TEPANIEBTHUECKOTO HIH XUPYPrUYeCKOro BMEIATENLCTBRA.
Meponpusmus no CHUNCEHUIO PUCKA MUORAMUL, RHIIRAHKOU R3AUMOOEICMEUEM TEKADCMBEH-
Heix npenapamos (cm. Baaumodeticmeue ¢ Opyaumu nexapcmeentbiMu cpeocmeamu)

PHCK MHOTIATHH M paGAOMHOJIM3a 3HAYHTENBHO BO3pAcTAcT NpH OOHOBPEMCHHOM IpHMEHe-
HUM CHMBACcTaTHHA ¢ MOLIHBIMM MHrHOMTOpamu CYP3A4, TakuMH Kak HTPaKOHA30J, KETo-
KOHA30JI, MO3aKOHA30J1, BOPHKOHA30M, SPUTPOMHULMH, KIGPHTPOMHIIHH, TEIMTPOMHLIHH, HH-
rubuTopsl npoteassl BUU (HampuMep, HenguHasup), Gollenpesup, TelanpesHp, Heda3ooH,
JIEKApPCTBEHHEIE TIPENapaThl, CoAepiKale KOOGHIMCTAT, a Takke reMpHOpo3H, UNKIOCTIOPHH
# JaHa3oj. TIpuMeneHHe 2TUX JIEKapCTBEHHBIX IIPENapaToB BMECTE C CHMBACTATHHOM NPOTH-
BI)noxaaaﬂo (cm. [lpoTHBONOKA3aHHUA).

PHck pa3BUTHA MHONATHH M paGloOMHONH3A TAKKE BO3PACTACT NPH OJAHOBPEMEHHOM NPHME-
bt aMHMOJIapOHa, aMJIOAHIIHHA, BepanaMuia HIH AMATHa3eMa C ONpeAe/IeCHHEIMH 103aMH
chiMBactaTHHa {cM. Cnoco® npuMeHeRns W 1o3el; BiammoneiicTBHe ¢ NpYrHMH JNIEKapCTBEH-
HBIMH CpEACTBaMH).
Puck MyMonaTuH, BKIOYas pabAOMHONIN3, MOXET BO3pacTaTh IIPH OJAHOBPEMEHHOM IPHMEHE-
Hju Qy3uaoBoii KMCIOTH H cTaTHHOB (cM. B3auMozelcTBHE ¢ APYTHMMH JIEKapCTBEHHBIMH
CPEACTBAMH).

Y] MaIHEHTOB ¢ TOMO3HTOTHOM ceMelHOH IMIEepXoNecT¢pHHEMHEH TaKO# PHCK MOXET BO3-

PACTaTh NpH OAHOBPEMEHHOM NPHMEHEHHH JIOMHTAINA [C CHMBACTATHHOM.
CrnenoBaTensHo, 4To Kacaercsa HHrubutopos CYP3A4, npHMeHeHHe CHMBACTATHHA BMECTE C
HTPAKOHA30JI0M, KETOKOHA30/IOM, TM03aKOHA30/I0M, BOPHKOHA30IOM, HHTHOHTOpaMH TpoTe-
'

a3bl BHUY (nanpumep, Hendpuuasup), 6onenpeBHpoM, TENaNPEBHPOM, 3PUTPOMHIIHHOM, Kila-
PHTPOMHLHHOM, TEIMTPOMHLMHOM, He()a30J0HOM H Ji€ .apCTBeHHBIMH npenaparamH, coaep-
KaIUMH KOOHIMCTAT, HpOTHBONOKa3aHo (cM. IlpoTuBonokasannsA; B3auMoaeHCTBHE C ApY-
THMH JICKAPCTBEHHBIMH CPEICTBAMH).

Ecni mpHMeHeHHs MOIIHBIX MHrHOHTOpoB CYP3A4 (mpenapaToB, KOTOPEIC YBENTHIHBAIOT
AUC npu6nu3uTeNsHO B 5 pa3 M Bobllle) H30exXaTh HEb3d, Tepalys CHMBaCTaTHHOM JIOJDKHA
OLITH BPEMEHHO NpeKpaleHa (M pacCMOTPeH BONPOC Ha3HAYEHHH JAPYroro CTaTHHA) Ha BECh
NEPHOA NICYEHHS.

Bonee toro, He0OX0AMMO COOMIOAATE OCTOPOXKHOCTE IPH KOMOHHHPOBaHHMY CHMBACTaTHHA C
JPYTHMH MeHee MoIUHBIMH HHrH6uTopamu CYP3A4: dnykoHa3onoM, BepanaMHiIOM, JHATH-
aseMoM (cM. Croco6 nmpHMeHEHHA H fo3bl; B3auMoneAcTBHE ¢ APYTHMH JIeKapCTBCHHBIMH

CpeACTBaMH).
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Cnenyer n3beraTs 0AHOBpeMEHHOI0 IIPHEMa CUMBacCTaTHHA M IpeiindpyToBoro coka.
OnHoBpeMEHHOE TIpHMEHEHHE CHMBAcTaTHHa H reMéubposmia npotusonokasano {(cM. Ipo-
THBOMIOKA3aHMSA).

B CBA3M ¢ NOBHILIEHHHEIM PHCKOM MHOMNATHAH M pa0IoMHONK3a Y NMAlMEHTOB, NOJYYArOIMX
CHMBACTATHH BMECTe ¢ Apyrumu ¢ubpatamu, 3a HCKIIOYeHHeM (deHodudpara, 1032 CHMBa-
CTaTHIIA He JoJKHa mpepsimath 10 Mr B cytku (cM. Crioco6 npuMeHeHus U A03bl; B3aumo-
JEHCTBHE C APYTHMH JICKAPCTBEHHBIMH CPEACTBAMH).

Cnenyer coGmonaTh OCTOPOKHOCTH NPH HasHaueHUHM ¢eHodHOpaTa U CHMBACTaTHHA, IO-
CKOMBKY KaXKABIH M3 OTHX NPENapaToB ¢aM Mo cebe MOKET BhI3BIBATH Pa3BHTHE MHOMNIATHH.
CHMBacTaTHH Hejb3s HAa3HAYaTh OZHOBpeMEHHO ¢ (y3HIOBOH KMCIOTOH B JIEKAPCTBEHHOH
(OpMe IHA CHCTEMHOTO NMPHMEHEHH WIH NPHUMEHATH B TeYCHHE 7 JHEH Mociie OKOHYaHHA
neyenun Qy3unosoil kucnoroi. Ecnu npumcﬂcdne ¢$y3MIOBOH KHCAOTHI HeOOX0AUMO, Tepa-
M CTATHHAMM J0JDKHa OBITH MPHOCTAHOBNEHA Ha BECh NEPHOJ JedeHus Gy3HA0BOH KHCIIO-
Toi. CyllecTByIOT cOODIICHHA O cnyyasx paGaoMHonH3a (BKI0Yad ClydaH C JIETANBHBIM HC-
XOJI0M) Y MALHEHTOB, ONYYAIOHX coueTaHHe [DY3HIOBOH KHUCIOTHL M CTaTHHOB (CM. B3au-
MOAeiicTBUE C APYTHMH JIEKapCTBEHHLIMH cpea¢TBaMH). IlanmeHTy cleayeT peKOMEHIOBAT

HEMEIEHHO 00paliaThes k Bpady B Caydae pa3sBUTHS KakMX-THOO CHMNTOMOB B BHAE Bomy,

GoIe3HEHHOCTH WIH cIaBoCTH B Mblmnax. Tepanusa cTaTHHaMKM MOXeT ObITh BO30CHOBIIEHA
4yepe3 ceMb JHeH Mociie nociefHero npuema Gy3uIoBoil KMCIOTEL. B HCKIIOUHTENbHBIX CH-
TyallfiX TpH HeOoOXOAMMOCTH AJMTENbHOM cHcTeMHOH Tepanuy (y3MAOBOH KHCIOTOH,
HanlpuMep, NMPH TKENBIX HHOEKIHAX, nenecdobpasHOCTE OAHOBPEMEHHOTO NPHMEHEHHSA
CHMBACTaTHHa U PY3HAOROH KHCJIOTHI AOJDKHA OLICHUBATHCA B KAKAOM KOHKPETHOM clIydae H
TIOA TILATENbHBIM MEAULIMHCKAM HABIIOICHHEM. '
Cnenyet u3beraTh KOMOHHHPOBAHHOTO anMeHeTHm CHMBACTATHHA B [103aX, NMPEBBIIAIOIIHX
20 Mr B CYTKH, BMECTE C aMHOAAPOHOM, aMJIOJHIIHHOM, BeparaMHJIOM HIIH JHJITHA3eMOM. Y
TIAIHEHTOB ¢ TOMO3HIOTHOM CeMeiHOM rHiepXonecTepaHeMueit cnenyeT uaberarb KOMOHHH-
POBaHHOTO IPUMEHEHNA CHMBACTAaTHHA B J103aX, NMpeBbIMaomux 40 Mr B CYTKH, BMECTE C
nomutanuaoM (cM. Criocob mpumeHeHHs M A03bI;, [IpoTHBONOKa3aHus; BianMopeiicTere ¢
JIPYTHMH JIEKapCTBEHHBIMH CPEICTBAMH).

V NauseHToB, KOTOPHIE MPUHUMAIOT APYTHE JIEKapCTBEHHEIE Npenaparhl, obnafaronye yme-
pEeHHBIM HHTHOMpYIOIIMM AefictBHeM Ha CYP3 A4, BMecTe ¢ CHMBAcCTAaTHHOM, Ha3HAYECHHBIM
B BBICOKHX J03aX, MOKET IOBBIIIATBECA PHCK pasBHTHA MHonathu. IIpH onHOBpEMEHHOM
TNIpUMEHEHHH CHMBACTaTHHA C YMepeHHsIMM HHrHOuTopamMu CYP3A4 (npenapatamu, yBenu-
uypsaromyuMi AUC npubnusutensHo B 2-5 pa3) MOXeT NOTpeHOBATLCA KOPPEKUHA 03kl CHM-

BacTaTMHa. Jlnis HEKOTOPBIX yMepeHHBIX UHrHOMTOpoB CYP3A4, HanpruMep, AnNTHaseMa,
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MaKCHMarbHasA pEKOMEHIyeMas 1032 cHMBacTaTiHa paBHa 20 Mr (cM. Crioco6 IpHMEHEHHS ¥
JIO3BI).

CumsacTaTvl gBiseTcs cybcTpaToM 3¢ dimokcHoro Tpancnoprepa 6enka yCTOHYHBOCTH paka
monounolt xeness: (Breast Cancer Resistant Protein, BCRP). OnnospeMerHoe TIPHMEHEHHE
MpenapaToB, KOTopele ABjaoTca uHruOuropamMu BCRP (Takux kak, 2ia6acBHp M rpasornpe-
BHp), MOXET MPUBECTH K MOBBILIEHHUIO KOHLEHTPallH¥ CHMBAaCTaTHHA B IUTIa3Me KPOBH H K 110-
BBILIIEHHIO pHCKa MuHonaTHH. ClefoBaTeNbHO, CIEAYET PacCMOTPETh BONPOC O KOPPEKIMH
N03bl CHMBAcTaTHHA B 3aBHCHMOCTH OT HasHadeHHOH n03bl. OJHOBpEeMEHHOE NMpHMEHEHHE
sn6acBHpa M Ipa30NpeBHpa ¢ CHMBACTATHHOM HE M3YdeHO; Y NAallHEeHTOB, KOTOpble OXHO-
BpEMEHHO MOJY4YalT NPenaparhbl, cogep:aliie 310acBHp H rpasonpeBHp, ¥ CHMBacTa-
THH, 032 CHMBACTATHHA He J0JKHA NpeBbimiaTh 20 Mr B cyTKH (cM. B3aanmoneiicteue ¢
JPYTHMH JIEKAPCTBEHHBIMHU cpe,ucrnamnj. I
Penxue ciayvan mMponaruu/pabaoMuonnsa ObIIH acCOMMHPOBAHEL C OJHOBPEMEHHBIM TpHMe-
HeHHeM uHrH6uTopoB I'MIT-KoA-penyk ra3sl ¥ SHIHACHIKAIONIMMH 103aMH (> 1 1/cyT) Hua-
HHA (HUKOTHHOBOM KHCIOTHI), KaX/bIi{ H3 NPENapaToB caM 1o cebe MOXKET BHI3BIBATH MHO-
[aTHIO.
B KJIMHHYECKOM HCCIeloBaHUM (MenuaHa reprola HabmoneHus 3,9 roga) ¢ ydacTHeM MamM-
€HTOB C BBICOKMM DPHCKOM CEpAEHHO-LOCymucTHIX 3aboleBaHHMH ¢ XOPOUIHM KOHTPOJIEM

yposus XC JIITHII ua done Tepanun cuMBacTaTHHOM 40 Mr/cyT B KOMOMHaLMK C 93€TH-

mubom 10 mMr minm Ge3 TakoBoro He GBIZO BREIBICHO HOMONHUTENBHOH MOMB3El B OTHOLIECHUH

CEpPAEYHO-COCYAMCTEIX HCXOJOB NpH A0GaBneHAM HHALWHA (HHKOTHHOBOH KHCNOTBI) B JIH-
NHACHHXKAIOIHX f103ax (= 1 r/cyT).

CnegoBaTenbHO, BpayH, pacCMaTpHBAIONIHE BOMPOC O HA3HAYCHUM KOMOHHHMPOBaHHOK Tepa-
MMHH CMMBACTATHHOM C nnnmcnnmaromrmn no3amu (= 1 r/cyT) HAanMHA (HHKOTHHOBOH KHC-
JIOTRI) MJIM TpenapaTaMH, COACPKAIMMKI HHAIMH, JOJDKHB! TINATEIBHC B3BELIHBATh MOTEH-
LHANLHYIO TIONB3Y M PUCKH U MIPOBOJUTE TUIATENBHOE HAGMIOACHHE 32 MALMEHTaMH Ha Ipel-
MET N106BIX TIPH3HAKOB M CHMIITOMOB B BHe 60y, 601e3HeHHOCTH WIH CHaG0CTH B MBILLILAX,
0coGEHHO B IepBLIE MECALIBI TEPAIIHY K TIPH YBEHUEHHH 0351 TI060T0 K3 NPENaparos.
Kpome Toro, B JAHHOM HCCIEJOBaHHH YacTOTa MHONATHM INPHOIHM3HTENRHO COCTABHNIA
0,24 % y mnanuentor u3 Kwurtas, nonyvalommx cHmBacTaTHH 40 Mr WM 33€TH-
mu6/cumBactatud 10/40 mr, B cpasdenuu ¢ 1,24 % y naupenTos 3 Kutas, KOTOpBIC NPHHH-
MaTi cMMBacTaTHH 40 Mr wiH a3etumub/cumBactaTud 10/40 Mr BMecTe ¢ HUKOTHHOBOH KHC-
NOTOH/NAPONHIIPAHTOM MOAUPHIIMPOBAaHHOTO BhICBOOOXKAEeHHA 2000 Mr/40 Mr.

XoTA eIHHCTBEHHOH MOHTONOMAHON monysaslMeH, OLleHHBacMOH B 3TOM KJIHHMYECKOM HC-

CJICO0OBaHHH, OBLIH KHTalLEL, YYHUTHIBAsA bosee BBICOKYIO HacTOTY MHOIIATHH Y NMallUEHTOB H3
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KuTad B CpaBHEHHH ¢ MALHEHTaMH HE KHTaHCKOro NMPOHCXOXKAEHHSA, OMHOBPEMEHHOE NIPHMe-
HEHHE CHMBACTAaTHHA ¢ HHAUMHOM (HMKOTHHOBOH KHCIOTOH) B JIMIHIACHMXKAIOIMX J03aX
(> 1 r/cyT) y MAllHEHTOB MOHIOJIOWIHON packl HE pekoMeHayercs (cM. B3aumozencTBue
JPYTHMH JIEKAPCTBEHHEIMH CPEACTBAMH ).
ALIMNHAMOKC CTPYKTYPHO CBSI3aH C HHALMHOM. XOTA aUUIIHMOKC He H3YJaJlcs, pICcK TOKCHYe-
cknX 3GdEKTOB B OTHOIIEHHH MBIIL MOXeT OLITE aHANOrHYEH TAKOBOMY NPH MPHMEHEHHH
HHallHHA.
Hanmomuyun. TIpH ogHOBpeMeHHOM NpHMeHeHMd HHrHOMTOpoB I'MI-KOA-pemykrassl H
JANTOMHIMHEA GBITM TOJyueHBl COOOLIEHHA O PasBHTHH MHOIATHH H/MIM pabmoMHuosH3a.
Cneayer cobnmonarh 0CTOPOXKHOCTH NpH HasHaueHHMH HHruGuropoB I'MI-KoA- penykTasbl
OAHOBPEMEHHO ¢ JANTOMHIHHOM, T.K. MOOGOH H3 3THX areHTOB IIPH NPHMCHEHUH MO OTAEINb-
HOCTH MO)XET BhI3bIBATH MHONATHIO W/HIH pabaomuonuz. Cneayer paccMOTpETh Borkpoc 0
BPEMEHHOH IPHOCTAaHOBKE np]umeneﬂnﬂ npenapara CHMBacTaTHH Y NalHEHTOB, IpH-
HHMAIOIMX JAaNTOMULMH (cM. BaaumoseiicTBHE ¢ APYTHMH JIEKapPCTBEHHBIMH CPEACTBAMH).
Brusrue nu neuei
B KIHHUYECKHX HMCCIEAOBAHHAK y HEOOJIBIIOrO YHCNa B3POCIBIX MALMECHTOB, MOMYJYajoIlHX
CHMBACTATHH, OTMEYAJIOCH CTOHKOE TOBBIIIEHHE AKTHBHOCTH TPaHCAMHHa3 B CHIBOPOTKE KpoO-
BH (10 > 3 x BTH). Ilpu oTMeHe HIH BpEMEHHOM NMpPEKPAlICHHH TEPaniH CHMBAacTaTHHOM Y
)Toaﬂﬂ,

3THX TMAUHCHTOB AKTHBHOCTH {TpaHCaMHHA3 00BIYHO MEIJIEHHO CHIDKANACE JI0

HabII0IaBUIErOCA 10 HAYANA AeHEHHA.

PexoMeHayeTCa TPOBOAHTE OLICHKY (DYHKIIMH Ie4eHH A0 Hayala JICYEHH, a 3aTeM MpH|HalH-
YUY KIMHHYECKHX IOKa3aHHi. Y MAlHEHTOB, Y KOTOPHIX H03a Oblna yBenawdeHa Ao 80 mr,
(GYHKIHIO TedeHH HeoOX0MHMO JIOTIONTHUTEIPHO OLIEHHBATh NIE€pe] NOBRILIEHHEM 03bl, YEpe3
3 Mecdua nocie HEro H nepnon,lnqecx;i B JNajbHeimeM (HanpumMep, 1 pa3 B monroaa) B Tee-
HHe fepBoro roja edenud. OcdGoe BHUMaHKe CIeAyeT YAECAATh NallHEHTaM, Y KOTOPbIX BO3-
HHKAeT IOBLIIIEHHE AKTHBHOCTH TPAaHCAMHHA3 B CBHIBOPOTKE KpPOBH. Y TaKHX namlem-on
OLEHKY (YHKIMH Me4YeHH cieayeT OBICTPO MOBTOPHTL H B AaNbHEHHIEM BRIMOJHATH YallC.
Ecnyu akTHBHOCTH TPaHCAMHHA3 CBHIAETENLCTBYIOT O IPOrPECCHPOBAHHH COCTOAHHS, OCOOEH-
HO ecJIM oHa nosbimaerca 10 3 X BI'H u cToiiko coXpaHAOTCA, CHMBACTATHH CIIEAYET OTME-
HHT.

O6paTtute BEMMaHHue, uro akTHBHOCTH AJIT Moxer ObITE 00yclOBIEHA IOpPAXEHHEM MBI-
ILIeYHOH TKaHH, H03TOMYy pocT akTHBHOCTH AJIT B coueTaHHH C MOBBUUEHUEM aKTHBHOCTH
K®K moxeT yKaspiBaTs Ha MHONIATHIO (CM. toapasaen Muonamus/Pabdomuonus).
CylIeCTBYIOT HEMHOTOUHCEHHBIE IOCTPETHCTPALIMOHHBIE coobIIeHNA 0 aTanbHOl H Heda-

TANBHOH NMEYEHOYHOH HEMOCTATOMHOCTH Y NalHEHTOB, NPUHUMABIINX CTAaTHHEBI, B TOM JHCIEC
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CHMBACTATHH. ECIH NpH NeuyeHH#d npenaparoM CHMBACTaTHH Pa3BHBACTCA CEPHE3HOE IOpa-
’KEHHE TIEYEHH, CONPOBOMKIAIOIIEECH KIMHUYECKUMH CHMIITOMaMH W/wiM runepbunupy6bu-
HEMMEH MM KENTYX0H, HeoOXOMHMO cpa3y Xe NPEKPaTHTEL TepanHio. ECIH He YCTaHOB/ICHA
ApyTas MpHYKHA NOPAXKEHHA TIeUeHH, Tepanus npenapatoM CHMBAacTaTHH He AOIKHA BO306-
HOBJIATBHCA.

V nauueHTos, KOTOpbie NOTPeONLIOT 3HAYHTENLHOE KONIMIECTBO AJIKOTOJIA, Ipeliapar clie/iyeT
HCITONIB30BATH C OCTOPOXKHOCTBIO.

Kak W mpy npuMeHeHHH JPYTHX NHNHACHWKAIOIIMX [IPEIapaTos, [IPH TepandH CHMBACTaTH-
HOM ONHCaHkl cliydyan ymepeHHoro (<3 X BI'H) nmopbimeHHs: aKTHBHOCTH TpaHCaMHHA3 B Chl-
BOPOTKE KPOBH. OTH M3MEHEHHNs BO3HMKAJIM BCKOpE I0C/IE Hayaa TEPalHH CHMBACTaTHHOM,
4acTo OLUTH MPEXOMMIMMH, He COMPOBOKAAMMCh HUKAKHMHM CHMIITOMaMH H HE Tpebosaim
TIpEepLIBaHUA JICUEHHS, |

Caxapuutii duabem |

HekoTopsle naHHBIE CHUACTENLCTBYIOT O TOM, UTO CTATHHBI KaK KJIACC MOBBIIAIOT KOHIEH-
TPALMIO [IOKO3bL B KPOBH, 84 Y HEKUTOPBIX [IMUHEHTUB ¢ BBICOKHM PHCKOM Pa3BUTHA caxap-
Horo auabera cTaTHHB] MOTYT NPHBOAHThE K PA3BHTHIO TAKOIO YPOBHS THIEPYIIHKEMHH, TIPH
KOTOpOM (OPMANBEHO JIOJKHBI OBITH Ha3HA4eHBl CaXapOCHIKAlOLMe NpenapaThl. B To ke
BpeMs, 3TOT PHCK IEPEBEIIHBAETCA CHHKEHHEM COCYIUCTOTO PHCKaA NPH IIPHMEHEHHH CTATH-
HOB W, CIEJOBATENbHO, He AOMKEH ObITh NMPUYMHOH HpekpalleHHs TepanHy. Ilauuentrl c

PHCKOM Pa3sBHTHA CaxppHoro Aabera (KOHUEHTpalWs THIOKO3BI HaTolak [oT 5,6 mo 6,9

MMmons/n, UMT > 30 kr/m’, NOBBILIEHHBIH YPOBEHs TPUITHUEPHIOB, apTEPHATLHAA THIEP-
TEH3HsA) JAOJIKEH KOHTPOJIHPOBATHCA Kak KAMHHYECKH, TAK H GMOXHMHYECKH B COOTBETCTBHH
¢ HALlHOHAILHBIMH PEKOMEHIALHAMH.
.

Humepemuyuanohbie 34|160ﬂeeanuﬂ nezKux

OnucaHbl CIyvyad pa3BHUTHSA HHTEPCTHLHAIBHOH GOJIE3HH JNIErKHX NpH NMPHMEHEHHH HEKOTO-
PHIX CTATHHOB, BKIIOYasd CHMBACTAaTHH, 0COGEHHO MpPH JJIMTENBLHOH TEPaNHH [‘CM. ITo6oyHoe
neiictere). Ilpu3HakaMy HHTEPCTHUHATBHOH GONE3HM JIETKHX ABILAIOTCA OABIIIKA, HEMPOAYK-
THBHBIN Kalllenb M YXY/IHICHHE OOLIEro COCTOSAHHSA 3MO0pOBbA (CIabocTh, CHHXKEHHE MacChl

TeAa U auxopanka). IIpx NONO3pEeHUH Ha pa3BHTHE HHTEPCTHIHANLHOTO 3a60IeBaHus JIETKHX

TCpanua CTaTHHaMH OOJDKHa OBITE OTMCHEHA.

IIpumeHenne y AeTeli ¥ noapocrkos B Bo3pacre 10-17 ner
BezomacHocTs H 3 eKTHBHOCTh CHMBACTaTHHA Y IOAPOCTKOB B Bospacte 10-17 niet ¢ rere-
PO3HTOTHOH cemeiiHOli rHnepxonecTepHHEMHEH OLCHHBANACH B KOHTPOJHPYEMOM KIMHHYeE-

CKOM HCCJICHOBAaHHH € YYACTHEM MaJIbMHKOB-IIOAPOCTKOB CO cTaguei Pa3BHTHA IT 1 BeIIE IO
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Kiaccupukanny TaHHepa W JieBOYeK, Y KOTOPBIX NPOLINO HE MeHee OAHOro roja mocnie
HACTYIUICHHA MeHapXe. Y NainueHTOB, MOMyYaBlIMX CHMBACTaTHH, IPOQHUAL HEeXENaTENBHBIX
ABNEHHMI B LIENOM OBII CXOAHBIM ¢ TAKOBBIM Y MAHHEHTOB, MONYy4aBIIHX I1Iauedo.

Jlo3bl cBblie 40 Mr B XaHHOH NONYJAAIMH NMAIMEHTOB HCcleA0BaHb! He 6L, B sTOM
Hccae0BaHHM He OBLIO BEIABJIEHO TOATBEPXACHHA BIMAHHA NpeNapaTa Ha pOCT HIH I0JIO-
BOC CO3peBaHue JCBOYEK M MAJILYHKOB MOAPOCTKOBOTO BO3PACTa, HMJIM BIHAHHA Ha MPOAON-
KHTENLHOCTS MEHCTPYANBHOTO LKA ¥ IEBOYEK Takoke He o6HapyxeHo (cM. PapMakoaHHa-
muka; Crioco6 npuMeHeHus H no3sl; [loGouHoe nelcTrHE).

JleByllIKaM - MOAPOCTKaM CIeAyeT OOBACHAT, HEOOXOAHMOCTh MPUMEHECHHUS COOTBETCTBYIO-
I[HX METOJ0B KOHTPALECIILHM BO BpeMs TepalHH cHMBacTaTHHOM (cM. IIpoTHBOnOKasaHus;
TIpumeneHue npH GEPEMEHHOCTH H B IEPHOA IPYJHOTO BCKApMJIHBAHHA).

Y nmanueHToB 3 Boapacte < 18 ner 3¢ dexTHBHOCTS H O€30NaCHOCTH dpenapa'ra IIpH NpoaoII-
KHTEIBHOCTH +eqe1msx > 48 Henenas HEH3BECTHR, JONTOCPOUHEIE 3P (GKTH B OTHOIEHHH (H-
3UYECKOro, MHTEIUIEKTYalbHOTO W II0JIOBOTO CO3peBaHMA He M3ydeHbl. Hccneposanus mno
NpUMeHEHHI0 JUMBACTATHHA Y NalenToB Mnagme 10 seT, a Takxke y|netei npeny6epTaTHO-

ro BO3pacta ¥ JICBOUEK B IIpeMEHApPXE HE NIPOBOAHIIHCE.

Bausinve Ha cmocoOHOCTD ynpapjaTh TPAHCHOPTHBIMH CPeACTBAMH, MEXaHHIMaMH

TIpenapat CHMBACTATHH HE OKA3LIBAET HIIM OKA3BIBACT HE3HAYHTE/IRHOE BIMAHHE HA CIIOCOD-

HOCTh YIIPABJIATH TPAHCIIOPTHBIMM CPEACTBAMH W paboTaTh ¢ Mexanu3MaMi, TeM He MeHee, nIpH
YIpaBNeHHH TPAHCTIOPTHRIMH CPEACTBaMH MIIH paboTe ¢ MEXaHH3MaMH, CJIeAyeT IPHHUMATh BO
BHMMAaHHE, YTO B MOCTPErUCTPallHOHHOM IIepHoJie COODINANOCE 0 PEAKHX CIIydYasX pPa3BHTHA rO-

JIOBOKPY>XCHHA.

®opma BbINYCKa:

Tabnerx, noxbmme I1eHOYHOH 0007104K0if, 20 Mr. |

ITo 10 unx 14 TabneTok B KOHTYPHYIO A4YEHKOBYIO YIIAKOBKY H3 IVICHKH MOJTHBHHHIXIOPHAHOH
H HONBIH aIOMHHHEBOH NEIATHOH JaKHPOBAHHOH.

Mo 1, 2,3, 4 unu 5 KOHTYPHEIX AYEHKOBEIX YNMAakoBOK 1o 10 TabGneTox MiH MO 2 KOHTYpHBIE
A4eiiKOBEIE YMAKOBKH N0 14 TableTok, BMECTE ¢ HHCTPYKIMEH 10 NPHMEHEHHIO NOMEIAIOT B
nayky H3 KapTOHa.

YcnoBua xpaneHua:

B 3aIMILEHHOM OT BJIaTM H CBETA MECTe NPH TemmepaType He Bolue 25 °C.

XpaHUTH B HEAOCTYNHOM IJIf ACTeH MecTe.

Cpok roHOCTH:

2 rogaa.
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He npuMeHsTh O UCTEYEHUH CPOKa FOAHOCTH, YKa3aHHOTQ Ha YIAaKOBKe.
Ycenosus oTRycka:

OTHycKaloT 10 PeLenTy.

HauMeHoBaHHe H aApec WPHAHYECKOT0 JIHUA, HA HMA KOTOPOI0 BLIIaHO PErHCTPANHOHHOE
YHOCTOBEpeHHe/0PraHU3aLMsA, NIPHHHMAOLIAA NPeTeH3HH:

AO «ABBA PYC», Poccus, 121614, r. Mocksa, yin. Kpsuiarckue Xonmsr, 1. 30, kop. 9.
Ten./hakc: +7 (495) 956-75-54.

avva.com.ru

Anpec MecTa IPOH3BOACTBA!

AO «ABBA PYC», Poccusa, 610044, Kuposcxkas 0611, r. Kupos, yn. JIyranckas, 1. 33a.

Ten.: +7 (8332) 25-12-29; +7 (495) 956-75-54.
P)/KOBL)I[P[TCJ'IB PErynaATOPHOro oTAeNa

AO «ABBA PYC»
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