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RENEWAL

CumBacTaTuH PeHeBan

CKOE CPEACTBO

30 TabneToK Mo 10 mr
ans npyiema BHYTPb

rynonUNMAEMUYE

NHCTPYKLMA
10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

CumBacratul PeneBaJ

Perucrpanuonnniii Homep: JIII-008323
Toprosoe HaumeHoBanue: CumBactatuH PeneBain
MexayHapoaHOe HENATEHTOBAHHOE HAUMEHOBAHME: CUMBACTaTUH

JlekapcTBeHHasi popMa: TabICTKH, HOKPHITHIE IUIEHOUYHONW 000JI0UYKOM

Cocrtas Ha oaHYy Ta0J1eTKY

eucmeyrowee sewgecmso: cumBactatun — 10,0000 mr, — 20,0000 mr; ecnomocamenvHuvle
geujecmea:  TAKTO3bl ~ MOHOTHIpPAT, KpaxMmald MpPeXeNaTHHU3UPOBAHHBIN,  IIEJUT0JI03a
MUKpPOKPHUCTAJUTMUECKasi, aCKOPOMHOBAsE KUCJIOTA, JTUMOHHOW KUCIOTHI MOHOTHJIpAT, MarHus
cTeapar, OYTHITHMAPOKCHAHM3ON; cocmas obonouxu: Omampait® 20A230058 opaHkKeBblit
[rumpoMenio3a, THIPOJIO3a, TUTaHA AMOKCUI, TalbK, KPACUTENb Kejle3a OKCUJ KPACHBIMH,

KpaCUTENb Keje3a OKCU/T HKEJThIH |
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Onucanue
Kpyrnble 1BOSKOBBIIYKIIbIE TaOJIETKH, MOKPBITHIE TUIEHOYHON 000JI0UKOM KENTO-KOPUYHEBOIO
uBera. Jlomyckaercs He3HAUMTENbHAS MIEPOXOBATOCTh MOBEpXHOCTH. Ha momepeunom paspese

A1po 6esoro UK No4Tu OEesIoro IBETA.

dapmakoTepaneBTHYECKasl rpynna: runojunuaeMuyeckoe cpeactso — ['MI-KoA-peaykrazbl

WHTUOUTOP.

Kox ATX: C10AAO01

dapMaKoJIOrHuecKue CBOMCTBA

Dapmakoounamuka

[locne mpuema BHYTph CHMBACTaTHH, SIBJIIOIIMNICS HEAKTUBHBIM JIAKTOHOM, IOJABEPraercs
TUAPOJN3Y B TIEYCHHM C OOpa3OBaHMEM COOTBETCTBYIOMIEH (OPMBI [-THAPOKCUKUCIOTHI
CHMBAcCTaTHHA, SBJIAIONICHCI  OCHOBHBIM  METAa0OJIMTOM U 00Jajaronied  BBICOKOM
WHTUOUpYyIomed akTUBHOCTHIO B oTHomieHHH ['MI-KoA (3-ruapokcu-3-mMeTHuiriayrapui-
KOSH3UM A) penykTasbl, (epMeHTa, KaTaIU3UPYIOIIEro HaudajibHYI0 U Hauboliee 3HAYUMYIO
cTanuio OuocuHTe3a XxosecrepuHa. KimHudeckue wuccienoBanusi mnokazaiud 3((EeKTHBHOCTh
CUMBAacTaTHHA B OTHOUICHUM CHIKEHHS KOHIIEHTpauuu obuiero xonecrepuna (OXC) B miazme
KpPOBH, XOJIECTEpUHA JIMMONPOTeHHOB HU3KOM TioTHOCTH (XC JIITHIT), Tpurmunepunos (TI) u
XOJIECTEpUHA JIUTIONIPOTEHHOB OoueHb HU3KOM rmiotHoctu (XC JITIOHII), a Taxke MOBBIIMICHHUS
KOHLIEHTPALIMU XOJIECTEPUHA JTUMONPOTEeMHOB Bbicoko# muotHocTH (XC JIIIBII) y manueHToB ¢
FeTepO3UroTHOM CEMEMHOM W HECEeMEWHON THUIepXOoJICCTEPUHEMHEH WM CMEIIAHHO MU
TUIIEPIIMIUJIEMHUEN B TEX ClydasX, KOT/A IMOBBIILICHHAs KOHLIEHTPALMs XOJIECTEpUHA SIBJISETCS
(dakTopoM pHCKa W Ha3HAUYEHUE OJHOM AMEThl HEIOCTATOYHO. 3aMETHBIM TepanmeBTUUYECKHIA
sbdekr HabmomaeTcs B TeUYeHHWe 2 HeNenb IpueMa TMpenapara, MaKCUMaIbHBIN
TepaneBTHUeckuid 3¢p¢dekr — B TeueHue 4-6 Hemenp Tmocle Hadana JedeHus. Oddekt
COXpaHsieTCs NpH MPOJOJDKeHMH Tepanuu. llpum mnpekpamieHun mnpueMa CUMBAcTaTUHA
KOHIIEHTpAIUsS XOJIECTEPHHA BO3BpAIlAeTCs K HCXOJAHOMY 3HA4YCHHIO, HAOIIOJaBIIEMYCS [0
Hayaja JIeYeHUsl.

AKTUBHBIH ~ MeTa0OJIUT  CHMBAcCTaTWHA  SIBISETCA  CHCHNU(PUUECKUM  HWHTHUOUTOPOM

I'MI'-KoA-penykTa3sl, (pepMeHTa, KaTaIW3UPYIOIIETO PEaKIUio oOpa3oBaHMs MEBAJIOHATA U3
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I'MI'-KoA. Hecmotpst Ha 310, IpueM CHMBAcCTaTHHA B TEPANIEBTUYECKHUX J03aX HE NMPUBOIUT K
nonHoMy wuHruOuposanuto ['MI'-KoA-penykraszbl, 4TO MO3BOJISIET COXPAHUTH BHIPAOOTKY
OMOJIOTMYEeCKH HEOOXOJIUMOTO KOJMYeCTBa MeBajoHara. [lOCKOJIBKY paHHHM 3TaloM
OnocuHTe3a XojectepuHa sBisiercs KouBepcust ['MI-KoA B MeBajoHaT, cYuTaeTcs, 4YTO
MPUMEHEHNE CHMBACTaTHHA HE JOJDKHO BBI3BIBATh HAKOIUICHHUS B OPraHu3Me TOTEHIIMAIBHO
TOKCHYHBIX cTeposioB. Kpome Toro, I'MI'-KoA ObicTpo MetaGonmu3upyercss oOpaTHO [0
anetui-KoA, KOTOpBI y4acTByeT BO MHOTHX MpoIleccax OMOCHHTE3a B OpTaHU3Me.

XOTsl XOJIECTEPUH SBJISIETCS MPEIIIECTBEHHUKOM BCEX CTEPOUIHBIX TOPMOHOB, HE HAOIMIOAAIOCH
KJIIMHUYECKOTO BJIMSIHUSI CUMBAcTaTHHA Ha cTepouaorenes. [1ockoIpKy CMMBAacTaTHH HE BBI3BAI
TIOBBINICHUS] JIMTOTEHHOCTH JKEITYH, MaJOBEPOSTHO €ro BIHSHHE HA YBEIMYCHHE YacCTOTHI
3a00J1eBAEMOCTH JKETUHOKAMEHHOU 00JIE3HBIO.

CHMBacTaTMH CHW)KAET Kak IOBBIINIEHHYI, TaK W HOpMallbHYyr0 KoHueHTtpanuto XC JIITHIL
JITTHIT o6pa3yroTcss U3 JIUNONPOTEMHOB OveHb HU3KOM TwioTHOocTH (JITIOHIT). Karabommsm
JITTHIT MPEUMYIIECTBEHHO OCYILIECTBIISICTCS c MOMOUIBIO BbIcCOKOAhPUHHOTO
JIITHIT-penentopa. Mexanusm cHmwkeHus: koHueHtpauuu XC JIIHII nocne mnpuema
CUMBacTaTHHA MOXET ObITh 0OyCIIOBIIEH Kak cHMkeHueM koHieHtparuu XC JITIOHII, Tak u
aktuBaruedt JITTHII-perienTopoB, 4T0 NMPUBOAUT K YMEHBIICHUIO OOpa30BaHUS W YCHUIICHHUIO
karabonmmzma XC JIITHIL. Tlpm Tepanmuu CHUMBAacTaTHHOM TakKKE CYIICCTBEHHO CHHKAETCS
KOHIIeHTpanus anoiunonporenHa B (amo B). Ilockonbky kaxmas wactuma JITTHIT comepxut
OJIHy MOJIEKYNTy ano B, a B Apyrux aumornporenHax oOHapyKeHbl Mallble KOoJH4YecTBa amo B,
MOXHO TIPEINOJIOKUTh, YTO CHUMBACTaTUH HE TOJBKO BBI3BIBAET IIOTEPIO XOJIECTEPHUHA B
yactunax JIITHII, Ho u cHmxkaeT koHUueHTpauuio uupkynupyromux yactuy JIITHIL. Kpowme Toro,
cuMmBactatiH noBeimaeT koHueHtpauuto XC JITIBIT u cHmxkaer koHuentpamuto TI' B miasme
kpoBu. B pesynbrate 31X m3Menenuit otnomenus OXC/XC JIIBII u XC JITHIT/XC JIIBIT
CHUKAIOTCA.

B ckaHIuHABCKOM HCCIIEIOBAaHUU BIMSIHUS CUMBACTaTHHA Ha BBDKUBAEMOCTH (4S) Bo3jaelcTBHE
Tepanmuy CHMBACTAaTHHOM Ha OOIIYyI0 CMEpPTHOCTHh (MeauaHa BPEMEHH Y4YacTHs MaIeHTOB
5,4 rona) ouenuBanoch Ha 4444 mammentax c umemuueckoi Oonesnwpio cepama (MBC).
CuMBacTaTUH CHIDKAN pUCK o0miel cMepTHOCTH, cMepTHOCTH 0T UBC 1 yactoTy HedaTambHbIX
MOATBEPKICHHBIX MHPApKTOB MHOKapaa. CHUMBAcTaTUH TaKXKe CHIDKAI PUCK HEOOXOIUMOCTHU
MPOBEACHUSI XUPYPTHMUECKUX BMEIIATENIBCTB IO BOCCTAHOBJIEHUIO KOPOHAPHOTO KPOBOTOKA

(aOpTOKOpOHapHOC IIYHTUPOBAHUC WM  YPCCKOXHAsd TpPaHCIIOMHWHAJIbHAsA  KOPOHApPHAA
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aHTUOIIACTUKA). Y TAIMEeHTOB C CaxapHbIM [MabeTOM pHCK BO3HHKHOBEHHS OCHOBHBIX
KOPOHApHBIX OCJIO’KHEHUH OBl TakKe CHUXKEH. bojiee Toro, CMMBacTaTHH 3HAYUTEIbHO CHUYKAI
PUCK BO3HMKHOBEHHS (aTajibHBIX M HedaTadbHbIX HAPYIIEHWH MO3rOBOTO KpPOBOOOpAIICHUS
(MHCYIBTOB W MPEXOSAUINX HAPYIIEHUI MO3TOBOTO KPOBOOOPAIIICHHS).

B 5-nernem uccnenoanuu 3amuthl cepaua (HPS) addexruBHOCTS TEepanuu crMBacTaTHHOM
Obuta mpojaeMoHcTpupoBaHa y 20536 mnamueHToB C runepiaunuaeMued uim  0e3  Hee,
HaXOJSIIIMXCS B Ipylie BbIcOkoro pucka pa3Butust UBC B cBsI3u ¢ COMYTCTBYIOIINM CaXxapHbIM
n1abeToM, MHCYJIbTOM B AaHAMHE3€ U APYTUMU COCYTUCTBIMU 3a00JI€BaHUSIMMU.

B aHHOM MHOTOLIEHTPOBOM PaHIOMU3HPOBAHHOM JBOMHOM CJIETIOM ILIale00-KOHTPOIUPYEMOM
UCCIIEIOBAaHUN CUMBAcTaTUH B /03¢ 40 MI B CyTKM B CpPaBHEHHHU C IJIAneb0 CHHUXKal OOIIyIo
CMEPTHOCTb, PUCK cMepTH, cBsizaHHOW ¢ MBC, prCcK BO3HMKHOBEHHS OCHOBHBIX KOPOHApHBIX
OCJIO’)KHEHUH (BKItouas HedaTanbHbIM HMH(MApKT MHUOKapaa WU cMepTbh, cBsizaHHyio ¢ UBC),
HEO0OXO0IMMOCTh XUPYPTrUYECKHUX BMENIATEILCTB [0 BOCCTAHOBJIEHUIO KOPOHAPHOTO KPOBOTOKA
(BKIrOUass ~ AOPTOKOPOHApHOE  IIYHTUPOBAHUE W UYPECKOXKHYIO  TPAHCIIOMHUHAJIBHYIO
aHTMOIJIACTUKY), a TaKXke MNepudepruueckoro KpoBOTOKAa W JPYTrMX BHIOB HEKOPOHAPHOMN
peBackyisipusanuu. CHUMBacTaTMH CHWKAIl PHUCK pPa3BUTHA HHCYNBTA, a TaKXKe PHUCK
TOCIUTAIM3aMY [0 IOBOJNY CTEHOKapauu. PHCK pa3sBUTHA OCHOBHBIX KODOHAPHBIX U
COCYIUCTBIX OCJOXHEHUH CHIXKaJCs y mauumeHToB ¢ win 6e3 MBC, Bkmrouas MalUeHTOB C
caxapHbIM Jua0eToM, 3a00JeBaHUSAMHU NEepUPEPUUYECKUX COCYJOB WU LepeOpOBACKYIAPHON
natojgorueid. Y MaLMEHTOB C caXapHbIM JuMa0eTOM CHUMBACTaTUH CHMXKAJ PHUCK pPa3BUTHUS
CEphE3HBIX COCYAMCTBIX OCJIOXKHEHUH, B TOM 4YHciI€ HEOOXOAMMOCTb IPOBEACHUS
XUPYPru4eCcKUX BMEIIATEIbCTB MO0 BOCCTAHOBJICHUIO NEpUPEPUIECKOro KPOBOTOKA, aMITyTalluu
HIDKHHUX KOHEUHOCTEH, a TaKkke BO3HUKHOBEHHUE TPO(PUUECKUX 53B.

B gpyroM MHOTOLIEHTPOBOM  IIAlie00-KOHTPOJIUPYEMOM  HCCIEAOBAaHUM C  y4acTHEM
404 mnanueHTOB cUMBAacTaTMH (10 JAaHHBIM KOPOHApHOM aHruorpaguu ¢ HCIOJIb30BaHUEM
KOJIMYECTBEHHON OLIEHKM KOPOHApHOI'O KPOBOTOKA) 3aMeJUIsI MPOrPEeCCUPOBAHNE KOPOHAPHOTO
aTepOCKJIEp03a U TOSBIEHUE KAaK HOBBIX YYaCTKOB aTE€pPOCKIEP03d, TaK M HOBBIX TOTAJIbHBIX
OKKJIIO3UH, TOrJa Kak Yy MalMeHTOB, IOJyYaBLUIMX CTaHJAPTHYIO Tepanuio, HabIrAanoch
HEYKJIOHHO€ ITPOrPECCUPOBAHNE aTEPOCKIEPOTHUECKUX MTOBPEXKIEHUN KOPOHAPHBIX apTEPH.
AHanmu3 moArpynn M3 JBYX MCCIEIOBAHUH, B KOTOpble OBUIO BKIHOUYEHO 147 manueHToB ¢
runepTpurianuepuiemMuei (runepaunuaemuss IV tuna mo kinaccudukanmum DpeapuKcoHa)

MoKaszaji, YTo cuMBacTaTHH B 103€¢ OoT 20 no 80 mr B cyTku cHuxan koHueHtpauuto TT, XC
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JITTHII, xonectepun He aunonpoTernHoB Bbicokoi mmoTHocTu (XC He-JITIBII, paccuntbiBaeTcs
Kak pazHocTh Mexay koHmeHtpamueil OXC u xonuentpamnueit XC JIIIBII) u nmoeiman XC
JIIIBII.

AHanu3 Apyro¥ MOATPYIIBI U3 7 MAMEHTOB C JUCOSTATUIIONPOTCHHEMHEH (THIICPITHITHIEMUS
III Tuna mo knaccudukanuun PpeapUKCOHA) CUMBACTaTHH B J03€ 80 MI B CYTKHM CHIKAJ
koHueHTpauuto XC JIITHII, Bxatovast tunonpoTerHsl mpoMexyrounoil miotHoctu (JITIIIII), a

taoke koHneHTparuo XC JITTOHIT u JITIIIIL.

Dapmaxokunemuxa

Memabonusm

CuMBacTaTMH  SBISETCS HEAKTUBHBIM  JIAKTOHOM, KOTOPBIH  OBICTPO  THAPOJIU3YETCH,
npeBpamasice B P-ruagpokcukuciotry cumBactaTtuHa (L-654,969), cunbHBIE HMHTrHOUTOD
I'MI'-KoA-peaykra3bl. OCHOBHBIMH METaOOIMTaMH CHMBACTaTHHA B IUIa3ME KPOBH SIBIISIOTCS
B-runpokcukucinora cumBactaTtuHa (L-654,969) m ero 6'-rumpokcu, 6'-THAPOKCUMETHT U
6'-sx30MeTniIeH mpousBoaHble. MuHrnbupoanne ['MI-KoA-penykraspl SIBISE€TCS KpHUTEpUEM
KOJIMYECTBEHHOM OIICHKM BceX (PapMaKOKMHETUYECKHX MCCIEAOBAHUN [3-THAPOKCUKUCIBIX
MeTaboJIUTOB (aKTUBHBIX HHTUOMTOPOB), a TaKXKE€ AaKTHUBHBIX M JIATEHTHBIX WHTHMOUTOPOB
(Bcex WHTHOMTOpOB), OOpasyroIIMXCs B pe3yiabrare ruapoiusza. Oba Tuma MeTaboJUTOB
OTPEEIIAI0TCA B IJIa3Me KPOBU MIPH IIPUEME BHYTPbh CUMBACTaTHHA.

'unponus cuMBacTaTMHa B OCHOBHOM IPOMCXOIUT MPU «IIEPBUYHOM IPOXOXKICHHUM» 4Yepe3
MeYeHb, MOATOMY KOHIICHTpAIMsi HEM3MEHEHHOTO0 CHMBACTaTHHA B IIa3Me KPOBHU 4YelIOBEKa
Hu3kas (MeHee 5 % ot nmpuHATOM 103b1). MakcumainbHas KoHIEHTpAus (Cmax) B IJ1a3Me KPOBU
MeTaboJUTOB CHMBAacTaTMHA Jocturaerca uepe3 1,3-2,4 wyaca mociae mnpueMa BHYTPhb
OIHOKpATHOM N103bl. B uccnenosanuu ¢ npumenenneM *C MeueHOro cHMBACTaTUHA IIA3MEHHAs
KOHLIEHTpAILUs obmei pPaMOaKTUBHOCTHU (C MEYEHBIN CUMBACTaTHH +
“C meuenple MeTaGoONMTHI CHMBACTATHHA) JOCTHMTAaNa MaKCHMMyMa udepe3 4 daca M OBICTPO
CHIKanack A0 npumepHo 10 % oT MakcuMalbHOTO 3HaYeHUs B TeueHue 12 yacoB mocie npuema
BHYTpPb OJHOKpaTHOM na03bl. HecmoTps Ha TO, YTO JMama3oH pPEKOMEHJI0BaHHbIX
TepamneBTHUYECKUX /03 CUMBACTaTHHA COCTaBIsAeT OoT 5 10 80 Mr B CyTKH, JIMHEWHBIH XapakTep
npodunss AUC (Tuomans Mo KpPUBOW «KOHIEHTpAIUS-BPEMs») aKTUBHBIX METaOOJIMTOB B
o0111eM KPOBOTOKE COXPaHSETCs PU YBEJIWYEHUH 10361 710 120 mr.

Bcacuvisanue
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BcacbiBanuto nojsepraercst okoJyio 85 % NpUHATON BHYTPh /103bl CUMBACTATHHA.

[Ipuem mumwm (B paMkKax CTaHAAPTHOW THUIIOXOJECTEPUHOBOW JMETHI) Cpa3y MOCie Ipuema
CUMBACTaTHHA HE BIHSCT HAa (PapMaKOKUHETHICCKUM MPO(HIIb Tperapara.

Pacnpeoenenue

[Tocne nmpuema BHYTph B MEUEHU OTMPENEIAIOTCS 00Jiee BHICOKHME KOHIIEHTpAIlMi CUMBACTAaTHHA,
YeM B JIPYTUX TKAHSIX.

KonnenTpamust aktuBHOoro merabonuta cumBactaTtuHa L[-654,969 B cucTteMHOM KpPOBOTOKE
COCTaBJIsIET MeHee 5 % OT MPUHATOW BHYTPH N03bI; 95 % OT 3TOrO KOJMYECTBA HAXOIUTCS B
CBSI3aHHOM C O€JIKaMM COCTOSHHMU.

PesynbraTroM akTHBHOTO MeTaOoyM3Ma cHMBacTaTuHa B niedeHu (6osnee 60 % y My>KUMH)
SIBJISIETCS] €T0 HU3Kasl KOHIICHTPAIUs B OOIIEM KPOBOTOKE.

Bo3MOXXHOCTh MPOHUKHOBEHMSI CHMBACTaTHHA dYepe3 TeMaTodHIehalndeckuii Oapbep U
reMaToTUTAIICHTAPHBIN Oapbep HE U3yUeHa.

Buiseoenue

[Ipu «mepBUYHOM TPOXOKIACHUW» dYepe3 IeYeHb CHUMBACTaTHUH METa0OIU3UPYETCs ¢
MOCJIEAYIONTAM BBIBEICHUEM CHMBACTATHHA U €r0 METa0OJIMTOB C KETIbIO.

B uccnenosanmu npu mpueme 100 mr mpemapara (5 kamcyn mo 20 wmr) '“C  medensrii
CMMBACTAaTUH HAaKaIUIMBAJICS B KPOBU, MOYE M KajoBbIX Maccax. Okosio 60 % mpuHATOU H03bI
MEUEHOr0 CMMBACTAaTUHA OMPEAEIIIOCh B KaJOBBIX Maccax M okoyo 13 % — B Moye. MeueHbli
CUMBACTaTHH B KaJIOBBIX Maccax ObLI TIPEACTABICH KakK TMPOIYKTaMH MeTaboJsim3Ma
CUMBACTaTHHA, BBIJCIMBIIMXCA C JKEMYblO, TaK M HeaOCOpPOMPOBABIIMMCS MEYCHBIM
cumBactaTuHOM. Menee 0,5 % npuHSATON 103bI MEUEHOTO0 CMMBACTaTHHA ObUIO OOHApYKEHO B
MOYE€ B BHJIC AaKTHBHBIX METa0OJMTOB cUMBacTatTuHa. B mmasme kpoBu 14 % AUC ObL10
0oOyCIOBJIEHO  aKTHBHBIMU  uUHrHOUTOpamMu u 28 % —  BCceMHU  HUHTHOUTOpaMu
I'MI'-KoA-penykra3ssl. [lociennee ykaspiBaeT Ha TO, YTO B OCHOBHOM IPOJYKTHI MeTabonu3ma
CUMBACTaTHHA SBIISIOTCS HEAKTUBHBIMH WU cliadbiMu nHruOuTopamu [ MI'-KoA-penykrassi.

B uccnenoBanuu no M3y4eHUIO MPONOPUMOHANIBHOCTH 103 cuMmBacratuHa 5, 10, 20, 60, 90 u
120 Mr He HaOMIOIAJIOCH CYLIECTBEHHOTO OTKJIOHEHHUs oT JuHeitHocTH AUC B 0011eM KpoBOTOKE
C yBenu4yeHueM 103bl. DapMaKOKMHETUYECKHUE MTOKA3aTeNN MIPU OJJHOKPATHOM U MHOTOKPATHOM
NpueMe BHYTPb CHUMBACTaTHMHA MOKa3aJid, YTO CUMBACTAaTHMH HE HAKAIUIMBAETCSA B TKAaHSIX IMpHU

MHOT'OKpAaTHOM MIPpHUEME BHYTPb.
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B uccrnenoBanuu y nanueHTOB € TSDKEION MOYEUYHON HEAOCTaTOYHOCTHIO (KJIMPEHC KpeaTHHHUHA
(KK) menee 30 mu/muH) obmasi koHneHTpanus uHruouropoB I'MI'-KoA-penykTassl B mia3me
KpOBU IIOCJI€ IIpUEMa BHYTPb OJHOKPAaTHOW J103bl COOTBETCTBYIOIIET0 HHIUOUTOpa
I'MI'-KoA-penykra3pl (cTatuHa) Oblia NpUONM3UTENBRHO B 2 pas3a BBILIE, YEM Yy 3J0POBBIX
J0OPOBOJIBIICB.

B wuccnegoBanuM ¢ y4dacTheM 3I0pOBBIX J0OOpOBOJIBIIEB IPUMEHEHUE CHMBAacTaTHHA B
MakcUMaidbHOW 103¢ 80 Mr He BIMSJIO Ha MeTabonu3M Mujaa3ojamMa MU SPUTPOMHIIMHA,
spisomuxcst cyocrparamu uzopepmenta CYP3A4. DOto o3HavaeT, yTO CHMBACTaTHH HE
sBisercs nuHruouropom uopepmenta CYP3A4 u no3BoisieT npeAnonokKuTh, YTO MPHUEM BHYTPb
CUMBAacTaTHMHA HE OKa3blBaeT BJIMSHUS Ha KOHILIEHTPALMIO B IUIa3ME€ KPOBM JIEKaPCTBEHHBIX
CpencTB, MeTabOIM3UPYOMUXCs 1Mo AciicTBueM nzodepmenta CYP3A4.

N3BectHo, uro muknocnopud ysennunBaer AUC umnrubutopoB I'MI-KoA-penykrassl, XoTs
MEXaHHU3M JIEKapCTBEHHOI'O B3aWMOJECWCTBHMS HE H3y4deH MOJHOCThI0. YBenumuenne AUC
CUMBAacTaTHHA MPEIINOJIOKUTENbHO CBSI3aHO, B YAaCTHOCTH, C MHTHMOMpOBaHHEM H30(epMeHTa
CYP3 A4 u/umu tpancnoptroro 6enka OATP1B1 (cmotpu pasznen «IIpomusonoxazanusy).

B dapmakoknMHeTHYECKOM HUCCIIEJOBAaHUM NPU OJHOBPEMEHHOM MPHUMEHEHHH C JAUITHA3EMOM
HaOmoganock  yBenmmueHne AUC  B-THAPOKCHKHCIOTHI CcHUMBacTtaTiHa B 2,7  pa3sa,
MPEANOJIOKHUTEIIBHO 3a cueT nHruoupoBanus n3odepmentra CYP3A4 (cmotpu pazaen «Ocobbie
yrazauusy, Muonamus/Paboomuonu3s).

B ¢dapmakoknHeTHYECKOM HCCIIEIOBAHUM IPHU OJHOBPEMEHHOM IPUMEHEHUHU C aMJIOJUIHHOM
HaOmoganock yBenudeHue AUC [B-ruapoKCUKHUCIOTH CUMMBAcTaTuHa B 1,6 pa3a (cMOTpH pas3fen
«Ocobvie ykazanusny, Muonamus/Paboomuonus).

B dapMakoknHETHYECKOM HCCIEAOBAHUM TpPHU OJHOBPEMEHHOM IPUMEHEHHHM OJHOKPATHOMU
7036l 2 T HUKOTHHOBOM KHCIOTHI 3aMEAJICHHOTO BBICBOOOXKIEHHS M cumBactatuHa 20 wmr
Habmoganocs He3HauuTenbHoe yBenuuenne AUC cuMBactaTuHa U [-THAPOKCHUKUCIOTHI
cuMBacTaTUHA M Cuax P-THIPOKCUKUCIOTHI CHUMBAcCTaTHHA B IUIa3Me KPOBH (CMOTpH pasjiel
«Ocobuvle yrazanusy, Muonamus/Paboomuonus).

KonkperHble myTn mMeTabonu3ma (y3uJO0BOM KUCIOTHI B MEYEHW HEHU3BECTHBI, OJHAKO MOKHO
NPENOJI0KUTh O HAIMYMKM B3aUMOJEHCTBUS MeXAy (GYy3UJI0BOW KHCIOTOM M CTaTHHAMH,
KoTopble Metabonuzupyrorcs uzodpepmentom CYP3A4 (cmotpu pasnen «Ocobvie ykazanusy,

Muonamusi/Paboomuonus).
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Puck pa3BuTHs MHUONATUM YBEIMYMBACTCS INPU IOBBIIIEHUH KOHIEHTPAMM HHIHMOUTOPOB
I'MI'-KoA-penykTassl B mia3me kpoBu. Momiabie nHruouTopsl m3odepmenta CYP3A4 moryr
MOBBIIIATh KOHLEHTpanuo UHruoutopoB I'MI-KoA-penykrassl U IpUBOIUTH K YBEIUYEHHUIO
pHCKa pa3BUTUS MUONATHH (CMOTPH pa3lielbl «Bzaumoodeiicmeue ¢ Opy2umMu 1eKapcmeeHHbIMU
cpeocmeamuy, « Ocobwvie ykazanusy, Muonamus/Paboomuonu3s).

Ocoobvie cpynnvi nayuenmog

Honumopgusm eena SLCOIBI

Hocurenu annenu ¢.521T>C rena SLCO1B1 umeroT 60s1ee HU3KYIO aKTUBHOCTh TPAHCIIOPTHOTO
6enxka OATP1B1. AUC ocHOBHOrO akKTMBHOTO MeTabOJUTa, THAPOKCUKUCIOTH CUMBACTAaTHHA,
coctaBnsieT 120 % y rereposurotusix Hocutened (CT) C amnenu u 221 % y rOMO3UTOTHBIX
Hocutenedt (CC), oTHOcUTeNbHO ManueHToB ¢ HauOosiee yacTthiM reHotunom (TT). Yacrora
BcTpeuaemoctu awienu C B eBpomeiickod momynsiuu paBHa 18 %. Y manueHToB ¢
nonmumopdusmom reHa SLCOI1B1 ecTp pHCK MOBBILEHUS 3KCIO3ULIHUU THUIPOKCUKHCIOTHI
CHUMBACTaTHHA, YTO MOXET IPUBECTH K YBEIMYEHHMIO PHUCKAa pabroMHONIM3a (CMOTPU pasfeln

«Ocobble yrazanusny).

IToxa3anusi K NPUMEHEHUI0

Hayuenmol ¢ umemuueckoul 60ae3nbI0 cepoua unu ¢ vlcokum puckom UBC

VY nanueHToB ¢ BbICOKUM puckoM pa3Butusi UbC (npu Hanuuuy runepiavnuieMuu Wi 0e3 Hee),
HampuMep, y MalMeHTOB C CaxapHbIM IUAa0EeTOM, Yy MAalMEeHTOB C HUHCYJAbTOM WU JIPYrUMHU
uepeOpoBacKyIsIpHBIMU  3a00JI€BaHUSIMM B aHaMHe3€, Yy MAalMeHTOB C 3a00JieBaHUSIMU
nepudepudeckux cocynoB win y namnueHtoB ¢ UBC wnmu nmpeapacnomnoxxkenHocteio k. UBC
CUMBACTaTHH [MOKa3aH JJIs:

CHIDKEHHUSI PUCKa O0IIel CMEPTHOCTH 3a CUET CHIDKEHUSI cMepTHOCTH B pesynbTare UBC;
YMEHBILIEHUSI PHCKA CEPbE3HBIX COCYAUCTBHIX M KOPOHAPHBIX OCIOKHEHUH: HedaTaabHbINA
nH(}apKT MHOKap/a, KOPOHApHAsi CMEPTh, HHCYIBT, MPOLEAYPHI PeBACKYIISIpU3AIIH;
YMEHBIIIEHUS pHCKa HEOOXOJAWMOCTH TPOBENEHUS XUPYPTUYECKUX BMEIIATEIbCTB IO
BOCCTaHOBJICHUIO KOPOHAPHOTO KPOBOTOKA (TaKMX KaK AOpPTOKOPOHAPHOE IIYHTUPOBAHUE U
YpecKOkKHas TPAHCITIOMHHANIbHAS KOPOHAPHAs aHTHOIUIACTHKA);

YMEHBILIEHUsI PHCKa HEOOXOJAUMOCTH TMPOBENEHUS XUPYPTUYECKUX BMEMIATEIbCTB IO
BOCCTaHOBIICHUIO  MEpUPEPUUECKOTO  KPOBOTOKA W JPYrMX BHJIOB  HEKOPOHAPHOU

PEBACKYIIAIpU3alluU,


https://www.renewal.ru/
https://www.renewal.ru/
https://www.renewal.ru/

‘ AKITMOHEPHOE OBIIECTBO
— NPOU3BOJCTBEHHAA ®APMANEBTUYECKAA

RENEWAL KOMITAHW A OBHOBJIEHUE
Ten./daxc: 8 (800) 200-09-95

CHWIKEHUS PUCKA TOCIUTAIIA3ALMHI B CBSI3U C IPUCTYIIAMU CTEHOKAPIUU.
T'unepaunuoemusn

Kak nononnenue x auere, Koraa NPUMEHEHHE TOJIBKO TUEThl U APYTHX HEMEAUKAaMEHTO3HBIX
METOJOB JIEYEHUS Yy NAUUMEHTOB C IIEPBHUYHOM THIIEPXOJECTEPUHEMHUEH, BKIIOYas
TeTepO3UTOTHYIO CeMEiHyl0 TrumepxojecrepuHemMuto (runepaunuaemus Ila Tuma 1no
knaccupukanuu dpeapukcoHa), WIM CMEIIAHHOW TUIEpXOJIeCTEpUHEMUEN (THUIEepIUNHUIEeMuUs
IIb tuna no xknaccudukaruu OpeaprukcoHa) HeAOCTATOYHO IS

cHMKeHMs TioBbITIeHHOM KoHIeHTpauuu OXC, XC JITTHII, TT, ano B,

noBbimeHust koHueHTpanuu XC JIIBII,

camkeHusi cootnomenus XC JITIHIT/XC JITIBIT u OXC/XC JITIBIT;

runeprpurinuepuaemus (runepaunuaemus 1V tuna no knaccupukanuu Openpukcona);
JOTIOJTHEHWE K JWeTe W JPYTHMM CHoco0aM JICYeHUs MAIMEHTOB C TOMO3WUTOTHOW CeMEWHOM
TUIIEPXOJIECTEPUHEMHUEN NIl CHWXKEHUs NoBbIIeHHONM KoHueHTpaumn OXC, XC JIIIHIT u
amo B;

nepBu4Hasg aucOetanunonporenHemus (runepiunuaemus Il Tuma no kinaccudukanuu
dpenpukcoHa).

Ilpumenenue y oemeit u noOpPOCHMKOE ¢ 2emepo3uzOmHOll CeMeunoll 2unepxoecmepunemueil
[IpuMeHeHne cuMBacTaTMHA OJHOBPEMEHHO C JUETOM MOKA3aHO JJIsi CHW)KEHUS NMOBBILICHHON
koHueHtpammu OXC, XC JIIHII, TT, ano B y tonomeit 10-17 net u y neymek 10-17 net He
MeHee ueM uepe3 1 rox mocie MeHapxe (IepBO€ MEHCTPyallbHOE KpOBOTEUEHHUE) C

reTepO3UrOTHOM CEeMENHOM TUIIEPX0JIECTEPUHEMUEH.

IIporuBonOKa3aHNs

[ToBbIlIeHHAs YYBCTBUTEIHLHOCTD K JIIOOOMY KOMIIOHEHTY IIperapara;

3a00JIeBaHHE TICUCHU B aKTUBHOM (Da3e WIIM CTOMKOE IMOBBIIICHHUE aKTHBHOCTH «IICUCHOYHBIX)
TpaHCaMHHA3 B TUIa3Me KPOBHU HESICHON 3THOJIOTHH;

HEMEPEeHOCUMOCTh  JIAKTO3bl, JNe(UIUT JaKTa3bl WIM CHHIPOM TJIFOKO30-TaJaKTO3HOU
MababcopOIuu;

OJIHOBPEMEHHOE TMPUMEHEHHEe C MOIIHBIMU uHrHOuTopamu wu3odepmenta CYP3A4
(uTpakoHa30JI0M,  KETOKOHA30JIOM,  TI03aKOHA30JI0M,  BOPHUKOHA30JIOM,  HHTUOHUTOpaMH
BUUY-npoTeaspl, OOLENPEBUPOM, TENANPEBUPOM, OIPUTPOMULIMHOM, KIAPUTPOMHUIITHOM,

TCIIMTPOMULIMHOM, HC(I)&SOI[OHOM U npcnaparaMu, COACPIKAIIUMU K06HI_II/ICT8.T) (CMOTpI/I
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pasnensl «Bzaumoodeiicmeue ¢ opyeumu aekapcmeenuvimu cpedcmeamuy; « Ocobvie yKazaHusy,
Muonamus/Paboomuonus);

OJIHOBPEMCHHOE TIPUMEHEHUE ¢ TreM(UOpO3UIOM, IUKIOCIIOPUHOM WIH JaHA30JI0M (CMOTpHU
pasnensl «Bzaumoodeiicmeue ¢ opyeumu aekapcmeenuvimu cpedcmeamuy; « Ocobvle yKazanusy,
Muonamus/Paboomuonus);

OJIHOBPEMCHHOE TIPUMEHEHUE CHMBACTaTHHA B JI03€, MpeBbImaomeid 40 Mr, ¢ JOMHTAITUAOM Y
MAalMEHTOB C TOMO3UTOTHOW CceMEeHHOW TrurnepxosjiecTepuHeMue  (CMOTpPH  pa3felibl
«Bzaumooeiicmeue ¢ Opyeumu JnexapcmeenHviMu cpedcmeamuy, [Jlpyeue nexkapcmeeHmbvie
s3aumooeticmsusi; « Ocoobwvie yxazanusny, Muonamus/Paboomuonus);

OepeMEHHOCTh WIIH ITEPHO/] TPYAHOTO BCKAPMITBAHHS;

Bo3pacT A0 18 jer (3a uckimoueHweMm jeted u mojapoctkoB 10-17 neT ¢ rerepo3uroTHoin

ceMeiHOM TunepxonecTepuHeMuet) (cMoTpu pasaen «llokazanus K npUMEHEeHUIo»).

C 0CTOPOKHOCTHIO

Hapymenune ¢ynkmuu modek Tsokenou crenenn (KK menee 30 mu/mun); 3moymoTpebieHue
aJIKOTOJIEM JI0 HaJajia JICYeHHUsT; 3a00JIeBaHHs ICYCHN B aHAMHE3€; HACJICJICTBEHHBIC MBIIIICUYHBIC
3a0oJyieBaHMs, MHOMATUs Ha (oHE TmpuemMa CTaTUHOB B aHaMHe3e, IOHWKCHHBIH WIH
MOBBIIICHHBIA TOHYC CKEJICTHBIX MBIIII] HESCHOW 3THOJIOTHH, HEKOHTPOJIUPYEMBI THIIOTHPEO3;
IUTAHUPYEMbIE XHUPYPIHUSCKHE BMEIIATEIbCTBA, TSHKENBIC TEPANEBTHUYCCKUE H XUPYPTUYCCKUE
3a00J1€BaHUsI; OJTHOBPEMEHHOE NTpUMEeHeHue ¢ ¢pudparamu (kpome deHopudpara), HHKOTHHOBOM
KHACIOTOW B JIMIWJACHWXKAOMMX jgo3ax (Oosee 1 1/cyr), aMHOJapOHOM, aMJIOJIUITHHOM,
BeparnaMuioM, JWITHA3€MOM, paHOJA3WHOM, JPOHEAAPOHOM, TIPEHIPPYTOBBIM  COKOM;
caxapHbIil 1uadeT; MPUMEHEHHUE y MallMEHTOB MOHTOJIOMTHOW Pachl, IOXKWIOW BO3pacT (crapiie

65 neT, 0COOCHHO YKEHIITUHBI).

IIpumenenne npu 0epeMEHHOCTH M B IIEPHO/ T'PYJIHOI0 BCKAPMJINBAHHA

bepemennocms

CuMBacTaTuH MPOTHBOIOKa3aH OepeMeHHbIM. Tak Kak Oe30macHOCTh Al OEpeMEHHBIX He
JI0Ka3aHa W HET JaHHBIX, YTO JICUEHHE TIpenaparoM BO BpeMsi OEpEeMEHHOCTH IMPHHOCHUT
OYEBUIHYIO IOJIb3Y, IPUEM IIpenapara cileAyeT HEMEIUICHHO IPEKpaTUTh IIPU HACTYIUICHUH
6epemenHocT. CUMBAcCTaTHH CJeQyeT Ha3HA4yaTh KEHIUHAM JIETOPOJHOTO BO3pacTa TOJIBKO B

TCX ClIydadX, Koraa BCPOSATHOCTb 6CpCMCHHOCTI/I O4YCHb MaJia. HpI/IMCHCHI/Ie CHUMBacCTaThHa BO
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BpeMsi OEpEeMEHHOCTH MOXET CHU3HTHh KOHICHTPAIIMIO MeBajoHaTa (MPEANICCTBCHHUK B
OMOCHHTE3€ XOJIECTepUHA) y TUIoZa. ATEpPOCKIEepO3 SBISIETCS XPOHHYECKHM 3a00JICBaHHEM, U
OOBIYHO TIPEKpalICHHE MPHEMa THIOJIHMITHISMUYCCKUX TPErapaTtoB BO BpeMsl OCPEeMEHHOCTH
OKa3bIBaCT HE3HAYHUTEJILHOE BIIMSHUE Ha JOJITOCPOYHBIC PUCKH, CBSI3aHHBIE C IEPBUYHOMN
runepxosiecTepuHeMueii. B cBs3u ¢ 3TUM CUMBAcTaTHH HE JIOJDKEH MPUMEHSATHCS Y JKEHIIHH,
KOTOpbIe OEpEMEHHBI, TMBITAIOTCS 3a0€PEMEHETh WM TMOJ03PEBAIOT, YTO OHHU OCPEMEHHBI.
JleyeHne CUMBACTATHHOM JIOJDKHO OBITh MPHOCTAHOBJIEHO HAa BECh CPOK OEPEMEHHOCTH HIIU
1oka OepeMEHHOCTh HE JMarHOCTUPOBaHA, a caMma KEHIIMHA MPEeAyNpexaeHa O BO3MOKHOMN
OTIACHOCTH IS TUI0a (CMOTpH pazzen «lIpomusonokazanusy).

Ilepuoo epyonoco ecxapmausanus

JlaHHBIE O BBIJCIICHHH CHUMBACTaTHHA U €T0 META0OJIMTOB C TPYAHBIM MOJIOKOM OTCYTCTBYIOT.
[Ipu HEOOXOMMOCTH HAa3HAUEHUSI CUMBACTAaTHHA KEHIIWHE B TIEPHO]T TPYAHOTO BCKAPMIIMBAHUS
CJIeIyeT yUYUTHIBATh, YTO MHOTHE JICKAPCTBEHHBIE MPEMapaThl BBIIEISIOTCS C TPYIHBIM MOJIOKOM,
U MMEETCSl yrpo3a pa3BUTHs CEpbe3HbIX HEOIarompusATHBIX peakiuil. BenenctBue storo mnpu
KOPMJICHUU TPYJIBIO IIPUEM Mpenapara cieayeT IpeKpaTUTh.

DepmunbHocms

JlaHHbIE O BIMSHUM CHMBAcTaTHHA Ha (GEPTUIBLHOCTH Y JKEHIIUH OTCYTCTBYIOT. CHMBAacTaTUH HE

OKa3bIBACT BJIMAHHA HA (bepTI/IJ'IBHOCTB Y KPBIC MY>KCKOTI'O H JKCHCKOI'O I10JIA.

Cnoco0 npuMeHeHHs U 103bI

Jlo nauana neuenHus cumMeéacmMamuHoM RHaUUeHmy cjledyem HAZHAYUMb CHAHOAPHHYIO
2UNOX0]1eCHMEPUHOGYI0 OUEny, KOMOpas O0JMNCHA COOII00ambcsa 6 meydeHue 6cezo Kypca
Jevenus.

BHyTpb, 3anuBasi 1OCTaTOYHBIM KOJTUYECTBOM BO/IBI.

Pexomennyembie n03bl cumBactaTiHa OT 5 10 80 mr B cytku. Jlns oOecrneueHus: yka3aHHOTO
peXHMa JO3UPOBAHUS MPU HEOOXOTUMOCTH MPUMEHEHUS CHMBACTaTHHA B J103€ 5 MI' B CYTKHU
clelyeT Ha3HayaTh Ipenaparbl CHMMBAcTaTMHA APYrux npousBoautenei. [Ipemapar cinemyer
npuHUMaTh | pa3 B cyTku BeuepoM. lIpu HEOOXOAMMOCTH 103y Mpemnapara YBEIMYHUBAIOT C
WHTEpBaJIaMU HE McHee yeM B 4 HeAeIn MaKCUMyM bi o) 80 MT
1 pa3 B cytku BeuepoMm. Jlo3y 80 Mr B CYTKHM PEKOMEHJIyeTCS Ha3HayaTh TOJbKO MallUEHTaM C
BBICOKMM PHCKOM CEpJICYHO-COCYAUCTHIX OCJIOKHEHH, €ClH JIe4YeHHE MpermapaToM B Ooiee

HU3KHUX A03aX HEC IIO3BOJIMJIO AOCTHUYL LCJICBBIX ypOBHeﬁ JMIIMIAOB, a mpeanojiaracMasd IoJjib3a
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Tepanmuyd  TPEBBIIAET BO3MOXHBIA  puck (cmotpu  pazgen  «Ocobvie  yKazaHusy,
Muonamus/Paboomuonus).

Ilayuenmul c umemuueckoil 601e31v10 cepoua unu evlcokum puckom pazeumus Ub6C
CrannapTHas HayaIbHas 1032 CUMBACTaTHUHA ISl MMAIIUEHTOB C BEICOKUM puckoM paszButust UBC
B COYETAaHUM C THUIEepIUNUAeMUer win O0e3 Hee (IpU HATUYUM CaxapHOro auabera,
MEePEHECEHHOTO WHCYJIbTAa WM JPYTUX LepeOpOBaCKYISIpHBIX 3a00JeBaHUN B aHAMHE3E,
3a0oseBaHuil nepudepudecKkux cocyaoB), a tarwke ais nanueHtoB ¢ UBC cocrasnser 40 mr
1 pa3 B cyTku BeuepoM. MenukamMeHTO3Hasl Tepanusi TOJDKHA OBITh Ha3HAUYE€HA OJTHOBPEMEHHO C
JTUETOM U JIeueOHOU (PU3KYIBTYPOH.

Ilayuenmul c cunepaunudemueil, He UMeIOULUE 8bIUIENEPEUUCTIEHHBIX (hAKMOPO8 pucKa
CrangapTHas HadallbHas 1032 CUMBacTaTuHa coctaBisieT 20 Mr 1 pa3 B CyTKU BEUYEpPOM.

Jlyi manueHToB, KOTOPHIM HE00X0quMo 3HauuTeabHoe (0osee 45 %) cHUKEeHUE KOHLIEHTPAlUU
XC JHIHII, navansHas no3a MoxeT coctaBisaTh 40 mr 1 pa3 B cyrku BedepoM. [lanmenram c
JIETKOM WJIM yMEpPEHHOH TurepxosiecTepuHeMHell Tepanuio CHMBAaCTaTHHOM MOKHO Ha3HayaTh B
HavanpHOM mo3e 10 mr 1 pa3 B cyrku. B ciydae HeoOXOAMMOCTH MOA0O0p J03 CIEayeT
MIPOBOJUTH B COOTBETCTBUU C BBILIECYKAa3aHHON cxeMoi (cMoTpu pasnen «Cnocob npumenenus u
0030b1).

Ilayuenmot ¢ 20M03u20MHON CeMeliHOU 2unepxoiecmepunemuert

CuMBacTaTuH peKOMEHI0BaH B 03¢ 40 Mr B CyTKH, IPUHUMAEMOM OJJTHOKPAaTHO BEUEPOM.

Jo3y 80 mr pexomeHayeTcs Ha3HayaTh TOJbKO B Cllydae, €cli IMpearojaraeMas IMoJib3a
Tepalmuy  TMpEBbIIIaeT BO3MOXHBIM  puck (cmotrpu  pazgen  «Ocobvie  ykazanusay,
Muonamusi/Paboomuonusz). Y Takux MAlMEHTOB CHMBACTATHH MPUMEHSIOT B KOMOHWHAIIUU C
IPYrMMH MeEToJaMu TunonumnuaemMudeckoro nedenus (Hanpumep, JIITHII-adepes) wmm 0Oe3
MOA00OHOTO JICYEHUS, €CIIH OHO HEJOCTYITHO.

JlJi manueHToB, MPUHUMAIOIIHUX JIOMUTAMH]T OJTHOBPEMEHHO C CUMBACTaTHMHOM, CYTOYHAs J03a
CUMBacTaTHHa HE JOJDKHA mpeBbimath 40 Mr (cMOTpU pasfiensl «Bzaumooleticmgue ¢ opyaumu
JexapcmeenHviMu cpeocmeamuy;, « Ocodvle yrazanusy, Muonamusa/Paboomuonus3).
Conymcmeyrowaa mepanus

CuMBacTaTUH MOXET Ha3HA4YaThCsl KaK B MOHOTEpAIUM, TAK U B COYETAHUU C CEKBECTpaHTaMu

KCIYHBIX KHCJIOT.
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Y manMeHToB, MNPUHUMAMIIUX CHMBACTaTHH OJHOBpEMEHHO ¢ (QubOparamu, Kpome
rempudpo3mwna (cmotrpu pazuen «llpomusonokazanusy) wim (eHopudpaTa, MaKCHMaIbHAS
peKOMeHIyeMasi 103a CUMBacTaTHHa cocTaBiisgeT 10 Mr B CyTKu.

JUist ManeHToB, MPUHUMAIOIINX aMHOIApPOH, BeparaMull, TUITHA3eM, TpenapaTsl, CoAep Kalie
3110aCBHpP WJIH TPA3OTIPEBHP, WM aMIIOJUTIMH OJTHOBPEMEHHO C CHMBAaCTaTHHOM, CYTOYHAs /1032
CUMBAacTaTHHa HE JIOJDKHA MpeBbimaTh 20 Mr (CMOTpH pa3ienbl «Bzaumoodeiicmeue ¢ opyeumu
Jekapcmeennvimu cpeocmeamuy; « Ocoobwie ykazanusny, Muonamus/Paboomuonus).

Hapywenusa ¢pynkyuu nouek

[TockoJIbKY CHMBACTaTHH BBIBOJUTCS IIOYKAMHU B HEOOJIBIIIOM KOJHUYECTBE, HET HEOOXOMMOCTH
B U3MCHEHUU J103 y MAIMEHTOB C YMEPEHHBIM HapyIIeHHeM (YHKIIMH MMOYeK. Y TMaIlUEeHTOB C
TspKenoi mouedHoil HemocratouHocThio (KK < 30 mu/muH) crnemyeT THiaTelbHO B3BECHUTH
1enecoo0pa3HOCTh Ha3HAYCHUS MpernapaTa B j103ax, npepbimatomux 10 mr B cytku. Ecnu Takue
JO3MPOBKH CUYUTAIOTCS HEOOXOTMMBIMH, CJeIyeT Ha3zHauaTh MX C OCTOPOKHOCTBIO (CMOTpH
pazaen «C ocmopoicHocmubio).

Ilpumenenue y oOemeit u noopocmkosé 10-17 nem ¢ zemepo3uzommuoil cemenuHou
2unepxonecmepunemueil

Pexomenayemast HauanbHas 103a coctaBisgeT 10 Mr B CyTKM BedepoM. PekoMeHIyeMblid pesKuM
no3upoBanus cocrapisieT 10-40 Mr B cyTKH, MakCHUMallbHasl pEKOMEHIyeMasi 03a CUMBacTaTHHA
cocrtapisieT 40 mr B cytku. [loabop 103 mpoBoAUTCA MHAWBUIyaTbHO B COOTBETCTBUU C LIETSIMU

TCpaIinu.

ITo0ouHOe nelicTBHE

CuMBacTaTHH B LIEJIOM XOPOIIO IMEPEHOCUTCS, M OOJIBIIMHCTBO MOOOYHBIX d((HEKTOB SBIISFOTCS
ci1ab0 BBIPRXKEHHBIMU U Tpexosmumu. Menee 2 % NalUeHTOB, NMPUHUMABIIUX Y4YacTHE B
KIIMHAYECKUX MCCICOBAHUSAX, MPEKPATUIN JICUEHHWE B CBS3UM C Pa3BUTHEM HEKEIATEIbHBIX
SIBJICHU M, CBOMICTBEHHBIX CUMBACTaTHHY.

B npenperucrpallMOHHBIX KIMHUYECKUX MCCIEIOBAHMSIX HEKENATEIbHBIMU  SIBJICHUSIMU,
BO3HHUKABIIMMH C 4YacTOTOW He MeHee 1 %, KOTOpble OLEHUBAIMCH HCCIEAOBATENIIMH Kak
BO3MOXHO, BEPOSITHO WIIM OIpPENEJICHHO CBs3aHHbIE C MPUEMOM TMpemnapara, Obuid 0OJb B
KUBOTE, 3alOop M MeTeopu3M. JpyrumMu HeXenaTeIbHbIMU SIBICHUSMHU, BO3HUKABIIMMH Y

0,5-0,9 % nanuenToB, OBLIN ACTEHHS U FOJI0BHAS OOJIb.
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Nwmenucy peaxue cooOuieHUs 0 pa3BUTHM Muomnatuu (cmotpu pasuen «Ocobvie ykazanusy,
Muonamus/Paboomuonus).

B xknmunnueckom uccnenosanuu (HPS), B koropom 20536 nmanueHToB NpUHUMAIN CUMBAcTaTUH
(n = 10269 nauuentoB) B no3e 40 Mr B cyTku wim mianebo (n = 10267 manueHToB) B TCYCHNE B
CpeHeM 5 JeT, XapaKTep He)KeJIaTeJIbHBIX SBJICHUN ObLI CXOJIHBIM B IpylIax CUMBAacTaTUHA U
miane0o. YactoTta npekpalieHus Tepaniu BCIEICTBUE PA3BUTHS HEXKeNlaTeIbHbIX SABJICHUHN Oblia
TaK)Ke CONocTaBUMOil B AByx rpymnmnax (4,8 % B rpymme cumBactatuHa U 5,1 % B rpymme
miane0o). Yactora pa3BUTHS MUONATUM Yy MAllMEHTOB, NMPUHUMABIIMX CHMBAcTAaTHH, Oblia
menee 0,1 %. [ToBpIIeHNE aKTUBHOCTH «IIEYEHOYHBIX» TpaHcaMuHa3 (0ojee 4yem B 3 pa3a BBIIIe
BepxHel rpanuipl HopMmbel (BI'H), mnonarBepkiaeHHoe ©ipu TOBTOPHOM  HCCIIEAOBAHUN)
HaOmoganock 'y 0,21 % mnamuentoB rpynnel cumBactatuHa ¥ 0,09 % mamueHTOB TPYMIBI
ianeoo.

Ecth cooOmieHus o0 BO3MOMKHOCTH DAa3BUTHS CIENYIOIIMX HexenareiabHbIX sBieHui (HA)
(penko: > 0,01 % u < 0,1 %, oyens penko: < 0,01 %, yacTora HE yCTaHOBJICHA: HEBO3MOXXHO
OLIEHUTh YaCTOTY Ha OCHOBAHUU JIOCTYIIHBIX IaHHBIX):

Hapywenua co cmoponst Kposu u 1umpamuueckoil cucmemsl: PeIKo — aHEMHUSL.

Hapywenua co cmoponst UMMYHHOU cucmembl:

Penxo — pa3BuBajcs CHHAPOM TMIIEPUYYBCTBUTEIBHOCTH, KOTOPBIM MPOSBISIICA aHAQUIAKCHEH,
AHTMOHEBPOTUYECKUM  OTEKOM,  BOJIYAHOYHOINOJOOHBIM  CHHIPOMOM,  pEBMaTHYECKOMH
NOJIMMHANTUEH, J1ePMAaTOMHUO3UTOM, BAaCKYJIMTOM, TPOMOOLMTONECHHEH, 303UHODUINEN,
YBEJIMYEHUEM  CKOpPOCTH  ocefaHus sputpouutoB (COD), aprpuroMm, apTpairusmi,
KpanuBHULIEH, (POTOUYBCTBUTEIBHOCTHIO, JIMXOPAIAKOH, «IpUIMBAMM» KpPOBH K KOXKE€ JIUIIA,
OJIBIIIIKON M 00111€ell c1ad0CThIO.

bbuln  moslydeHbl OuY€Hb pPEOKUE COOOIIEHUS O Pa3BUTUM HMMYHOOIOCPEIOBAHHOM
HEKpOTH3UpYolel Muonarud (ayrOMMMYHHOM MHONATHHM), OOYCIOBJIEHHOW MpUEMOM
cTaTuHOB. MIMMyHOOMOCpei0OBaHHAs MHOIATHsI XapaKTepU3yeTcsi ClIaboCThI0 MPOKCUMAIbHBIX
MBIIII] ¥ TOBBIIIEHHON akTHUBHOCTBIO KpeaTuHpochokuHassl (KDK) B cbiBOpoTKe KpoBH,
KOTOpBIE€ COXPAHSIOTCS, HECMOTPSI Ha OTMEHY JieueHHsl cTaTMHOM. Ha OGuorncuu MbIIil BHUIHA
HEKPOTHU3UPYIOIIasi MUONATHsI 0€3 3HAUUTEJILHOTO BOCHAJeHUs. YIydllleHHe HaOMoaeTcs npu
TEpPAlMM HMMMYHOJEIPECCUBHBIMU IpenapaTtamMu (cMoTpu pasaen «Ocobvie  ykazanusy,

Muonamusi/Paboomuonu3s).
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Taxke ObUIM TMOJy4eHBI pEAKHE TOCTPETHCTPALMOHHBIE COOOIIEHHUST O KOTHUTHUBHBIX
HapyLIEHUSX (HallpuMep, pa3inyHble HapyLIEHUs NaMsATH — 3a0bIBUMBOCTb, CHIDKEHUE IaMSTH,
aMHe3Hs1, CIIYTaHHOCTh CO3HAHUS), CBSI3aHHbIE C IPUMEHEHUEM CTaTUHOB. /laHHbIE KOTHUTHUBHBIE
HapymeHust ObIIM 3aperuCcTPUPOBAHBI IPU IprUeMe BcexX cTaTHHOB. COOOIIeHUs B 1€JIOM ObUTH
KJIaCCU(HUIIMPOBAHBI KaK HECEPhE3HBIE, C PA3IUYHOMN JIUTENBHOCTBIO JI0 MOSBICHUS CUMITOMOB
(oT 1 cyTok 0 HECKOJIBKHX JIET) U BpeMeHeM UX paspeuieHus (Meauana 3 Henenu). CUMOTOMBI
ObUTM 0OpAaTUMBIMU U IIPOXOIMIIN MIOCIIE OTMEHBI TEPANTUU CTATHHOM.

Hapywienua co cmoponst HepeHoil cucmempl: PEAKO — TOJOBOKpPYXEHHE, Nepudepuyeckas
HeHpomnaTus, MapecTe3us; OUeHb PeIKo — OECCOHHMIIA; YaCTOTa HE YCTAHOBJIEHA — JICTIPECCHUS.
Hapywienua co cmoponst ObixamenbHOU CUCHEMbl, OP2AHOE 2PYOHOU KlemKu U
cpedocmenua: 4acToTa He YCTaHOBJIEHA — MHTEPCTUIIMAIbHOE 3a00JI€BaHHE JIETKHUX.
Hapywienua co cmoponbst sceiy00uHO-KUUWEUHO20 MPAKmMa: PEeIKo — IUCIENCHs, TOIIHOTA,
pBOTa, nuapesi, MaHKPEaTUT, T'eHMaTHUT/KENTyXa, O4YeHb peako — ¢araiapbHas W HedaTaIbHAs
[I€YEHOYHAas HeJJOCTaTOYHOCTb.

Hapywenua co cmoponbl Kodcu u HOOKOHCHBIX MKAHEl: PEKO — KOXKHasl ChIllb, KOXKHBIHN 3y,
aJlomnenus.

Hapywienua co cmopoHbl CKelemHO-MblueYHOU U COeOUHUMENbHOU MKAHU: PEIKO —
MUQITHS, CYAOPOI'M MBI, pPa0AOMHOIM3; YacTOTa HE YCTAaHOBJIEHA — TEHAMHONATUH,
BO3MO’KHO C pa3pbIBOM CYXOXHIIUH.

Hapywienua co cmoponst nonoewvix 0peanoe u Moao4uHoll jHceile3pl: 4acToTa HE YCTaHOBJIEHA —
SPEKTUIIbHAS AUCHYHKIHUS.

Jlabopamopuvle u uncmpymenmanvHoie OanHblE:

HmeroTcs peakue coOOIIEHUs O Pa3sBUTHU BBIPQKEHHOIO U CTOMKOIO MOBBIIICHHUS aKTUBHOCTH
«MIEYEHOYHBIX» TpaHcaMuHa3. Takxke coOoOLaloCh O IOBBIIIEHMM AKTUBHOCTH IIEJIOYHOMN
¢docdarazpl 1 ramMmma-riyraMmuiITpaHcnentuaassl. OTKIOHEHHS B NMOKa3aTeNnsaX (pyHKIIMOHAIBHBIX
MIEYEHOUHBIX MPOO OOBIYHO c€71a00 BBIPAKEHbI W HOCAT MpexoasduIuii xapaktep. Mmerorcs
CBe/IeHUs O cityqasx nobimeHust aktTuBHocTH KOK (cMotpu pazaen « Ocobvie ykazanusy).
Coo0manoch 0 MOBBIIEHUH KOHLEHTPALMM TIMKO3WIMpoBaHHOro remoriobuna (HbAlc) u
KOHIICHTPAllMU TJIOKO3bl B CHIBOPOTKE KPOBHM HATOLIAK IpPH IpHEME CTAaTHMHOB, BKJIIOYAs
CHUMBACTaTHH.

CJ'IC,Z[YIOH_II/IC HCXCIJIATCIbHBIC SABJICHU S COOGH_[aJ'II/ICL IIprU IPUMCHCHUN HCKOTOPLIX CTATUHOB!
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HapYIICHHUS CHA, BKIIOYAsl KOIIMAaPHBIC CHOBHICHHS;
CeKCyallbHas TUCHYHKINS, THHEKOMACTHSL.

Jlemu u noopocmku (10-17 nem)

B knmHHMYeckoM MCCieI0BaHUM C yYaCTHEM MalMeHToB B Bo3pacTe 10-17 et ¢ retepo3uroTHoM
CEMEHHON THIepxojiecTepuHeMuerd mpo@mib Oe30MaCHOCTH W TMEPEHOCUMOCTH JICUCHHS B
rpynne, NpUHUMAaBLIEH CHUMBAcTaTHH, OBLI CONOCTaBUM C MpoduieM O€30IacHOCTH U
MIEPEeHOCUMOCTH JIEYEHHUs] B TpyIIe, NpUHUMaBIIed Iuianebo (cMmoTpu pasnen «Ocobwie
yrazanusy, Ipumenenue y oemeti u noopocmkos 8 éozpacme 10-17 nem).

Baoicno coobuame o pazeumuu nedxceramenvHblX peakyuti ¢ yeavto obecnedenuss HenpepbleHo2o
MOHUMOPUH2A OMHOWEHUs NONb3bl U PUCKA JleKapcmeenHo2o npenapama. Ecau nodvle u3
VKA3AHHBIX 8 UHCMPYKYUU NoOOUHbIX d¢h¢hekmos ycyeyonsiomes, uau Bvi 3amemunu nrobwvie
opyeue nobouHvle d¢hghekmvl, He YKA3AHHblIE 6 UHCMPYKYuU, coodwume 00 >mom 6pauy.
Meouyunckue pabomuuxu coobwjarom o a00bIX HeHCenamenbHblX Peakyusx 1eKapCmeeHHO20

npenapama 4epe3 HAayUuOHA/IbHble CUCNEMbL COO6H4€HHﬂ O HediceamenlbHblx peakyusix.

Ilepeno3upoBka

CooOmanioch 0 HECKOJBbKUX CIIydasix Iepelo3UpPOBKH, MaKCHUMallbHas NpUHATas /1032
cocrtaBisia 3,6 r. Hu y onHoro naimuenrta nocieAcTBUM epeio3upOBKH HE BBISBIICHO.

Jisa nedeHus] MEpeno3UpPOBKH MPUMEHSIOTCS OOIIME Mepbl, BKIOYas MOJICPKUBAIOIIYIO U

CUMIITOMaTHYCCKYIO TCPAIIUIO.

B3aumogeiicTBHe ¢ IPYTMMH JIEKAPCTBEHHBIMH CPeICTBAMH

MHOro4mciaeHHble MEXaHU3Mbl MOTYT CIIOCOOCTBOBATh NMOTEHLUHUAIBHOMY B3aUMOJEHCTBHIO C
uHru6uropamu I'MI'-KoA-penykra3sl. JIekapcTBeHHbIE CPEACTBA WIH MPOAYKThl PACTUTEIBHOIO
IIPOUCXOXKICHUS, MHIHOUpYIOLMEe oOIpenaelieHHble (QepMeHThl MeTabosm3Ma (Hampumep,
CYP3A4) w/wnn tpancnoprepsl (Harmpumep, OATP1B), Moryr yBenuuuBaTh KOHIIEHTPALUIO
CUMBAacCTaTHHA U TUAPOKCUKUCIOTHI CUMBACTaTHHA B IIJIa3M€ KPOBH M IIPUBOJUTH K ITOBBILIEHUIO
pHCKa pa3BUTHS MUOTIATUH/PabIOMHOJIN3A.

Jnst BcexX NPHUMEHSIIOUMIMXCH OJHOBPEMEHHO JICKAPCTBEGHHBIX CpPeACTB He00X0aMMO
o0paTuTbC K MHCTPYKHHMM 110 MEJUIUHCKOMY THPHMEHECHHI0 VISl MOJYYeHHS

JAONMOJIHUTEJIbHOH HHpopManuu 00 HMX NOTEHHHAJBHBIX  B3aMMOACHCTBHAX €
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CHMBACTATHHOM, W/MJIM BO3MO:KHOM BJIMSIHUM Ha (pepMeHTHI WJIH TPAHCHOPTEPbI, AJs
BO3MO:KHOW KOPPeKIMH /103 WJIH PesKUMa I03MPOBaHMS.

Ilpomueonokazannsie KOMOUHAYUU 1EKAPCHIEEHHBIX CPEOCME

[IpoTHBOIOKa3aHa COMYTCTBYIOMIAS TEPANHS CICAYIOMIMMHU JIEKaPCTBEHHBIMU CPEICTBAMHU.
Mownvie uneubumopwt uzogpepmenma CYP3A4

CumBactatun Metabonusupyerca uszopepmentom CYP3A4, HO He MHrHOMpYeT aKTUBHOCTh
3TOTO M30()epMeHTa. DTO TMO3BOJISET MPEANOIOXKNTh, YTO TIPUEM CUMBACTATHHA HE OKAa3bIBACT
BIMSIHHUSL Ha KOHIICHTPALIMIO B TJIa3Me€ KPOBH JIEKAPCTBEHHBIX CPENICTB, METAOOIN3UPYIOIIUXCS
nox geiicteueM wuzopepmenta CYP3A4. Mougnsie unru6urtopsl muzogpepmenta CYP3A4
YBEIIMYMBAIOT PHUCK PAa3BUTHS MHONATHM 3a CUYET CHIDKEHHS CKOPOCTH BBIBEIICHHS
cumBactatrHa. OJHOBPEMEHHOE MPUMEHEHHE MOIIHBIX MHruOuTopoB m3odepmenta CYP3A4
(HampumMmep, umpaxonmazona, KemoKoHA30.1d, NO3AKOHA30]d, BOPUKOHA301d, 3PUMPOMUYUHA,
KIApuUmMpOMUyuHa,  meiumpomuyuna,  uveubumopoe  BUY-npomeaswi,  Goyenpesupa,
menanpesupa, Heghazo0oHa, TIPENapaToB, COJEPKAMUX KoOuyucmam) ¥ CHUMBAcCTaTHHA
NMPOTHBOMOKA3aHO (cMOTpU  pazuensl  «IIpomueonoxazanusny; «QOcobvle  yKa3aHus»,
Muonamus/Paboomuonus).

T'em¢hubposun unu yuxiocnopum

CmoTpu pazaenst «I/Ipomusonokazanusy; «Ocobwvie ykazanusny, Muonamus/Paboomuonus.
/Jlpyzue nexapcmeennuvie 63aumooeiicmeus

llpyeue pubpamui

Puck pa3BuTHS MHUONATUU YBEIMYUBAETCS NMPU OJHOBPEMEHHOM IMPUMEHEHUHU CUMBACTAaTHHA C
rempubpo3wnoMm (cMoTpu  pazgen  «lIpomugonokazanusy) W Apyrumu  (ubparamu
(kpome enodubpara). J[aHHBIE TUIOJUITUIEMUYECKHUE CPEJICTBA CIIOCOOHBI BBI3BATh MUOTIATHIO
B MoHoTepanuu. [Ipu omHOBpEeMEHHOM MPUMEHEHHWH CHUMBacTaTHHa Cc ¢deHopuOpaToM pHUCK
pa3BUTHUS MHUOMATUM HE MPEBBIIIAT CyMMY PHUCKOB MPU MOHOTEpPANUU KaXKIBIM IpernapaToM
(cMoTpu paznensl «I/Ipomusonokazanusy; « Ocodvie ykazanusay, Muonamus/Paboomuonus).
Amuooapon

Puck pa3Butus mMuomaTHu/pabAoOMHUONIM3a TOBBIIIAETCS TPHU OJHOBPEMEHHOM MPUMEHEHUU
aMHOJIapoHa C CHMBAaCTaTUHOM. B KJIMHHYECKOM HCCIEeI0BAaHUU YacTOTa PAa3BUTHS MHONATHH Y
MAIMEeHTOB, MPUHUMABIINX OJHOBPEMEHHO CUMBACTATHH B 03¢ 80 M U aMUOJIapOH, COCTaBHIIa
6% (cmotpu pazmensl  «Cnocobd  npumenenuss u  0ozvly; «Ocobvie  yKazaHusay,

Muonamusi/Paboomuonus).
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Bnoxamopul «meonennvixy xanvyueswvix Kananoe

Puck pa3Butuss MHONATHH/PabAOMHUOJIM3Aa TIOBBIIIACTCS TPHU OJHOBPEMEHHOM IPHUMEHECHUU
BeparnamMmia, IWITHA3eMa WIA aMJIOJUIMHA C CHMBACTaTHHOM (CMOTpU pasnensl «Cnocob
npumenenuss u 003wvly; « Ocobwvie ykazanusny, Muonamus/Paboomuonus).

Jlomumanuo

Puck pasBuTHs MHOMaTHW/pabAOMHOIHM3a MOXKET TOBBIMIATHCS TPH  OJHOBPEMEHHOM
MPUMEHCHHUH JIOMUTAIUIA C CHMBACTaTUHOM (CMOTPH pasneibl « Cnocob npumenenusi u 003uly,
«Ocoobvie yxazanusny, Muonamus/Paboomuonus).

Ymepennvie uneuoumopwot usogpepmenma CYP3A4 (nanpumep, oponedapon)

[Ipn oxHOBpEMEHHOM NPUMEHEHUH IpenapaToB, 00JAJAIOLIIMX YMEPEHHOM HHruOupyromei
aKTUBHOCTBbIO B oTHomeHun wuzodepmenta CYP3A4, u cumBactaTHHa, 0cOOEHHO B OoJiee
BBICOKMX JI03aX, MOXXET TIOBBICUTHCS PHUCK PA3BUTHS MHOTATHH (CMOTpPH  pasfel
«Ocobvie  ykazanus», Muonamus/Paboomuonu3). llpy OJTHOBpEMEHHOM TPUMEHEHUH
CUMBAcTaTHHA W YMEPEHHBIX HMHruOuTOpoB mM30depmeHTOB CYP3A4 moxker morpeboBaThCs
CHIDKEHHE JI03bl CUMBAcTaTHHA.

Panonazun (ymepennwiii uneubumop uzogpepmenma CYP3A4)

[Ipn onHOBpeMEHHOM NPHMEHEHHWU paHOJa3uHAa U CUMBACTaTHHA MOKET MOBBICUTHCS PHUCK
pasBuTusa Muomatuu (cMOTpu pasnen «Ocobvle ykazauusy, Muonamus/Paboomuonus). Ilpu
OJIHOBPEMEHHOM IMPUMEHEHHH CUMBACTaTHMHA M PaHOJa3uHa MOKET MOTPeOOBATHCS CHUKECHHE
JI03bl CUMBAcTaTHHA.

Hneubumopvr mpancnopmuozo d6enka OATPIBI

I'unpokcukucinoTa cuMBacTaTHHa sBIsEeTCS cyocTpaToMm TpaHcroptHoro Oenka OATPIBI.
OpHoBpeMeHHOE pUMeHeHne HHruouTopoB TpancnoptHoro Oenka OATP1B1 u cumBacratuna
MO>KET IPUBECTU K YBEITUUYCHUIO MJIA3MEHHOM KOHIEHTPAIMU THIPOKCUKUCIOTHl CUMBACTaTUHA
Y TIOBBILIECHUIO PUCKA PA3BUTUS MUOMATUU (CMOTpU pasneinsl «lIpomueonokazanusy; « Ocobvie
ykazanusay, Muonamus/Paboomuonus).

Hueubumopul 6enxa ycmouuusocmu paxka monounou sxceneswvi (BCRP)

CumBactatun siBhsieTcss cyoctpatom s dmokcHoro tpancnoprepa BCRP. OnHoBpemenHoe
MpUMeHeHne cuMmBacTaTuHa U uHrHOuTOopoB BCRP (manmpumep, snbacBupa u rpasonpeBupa)
MOXXET TPHUBECTH K YBEJIMYEHHUIO TJIa3MEHHOW KOHIIEHTPAllMd CHMBACTATHHA M TOBBIIICHUIO

PpUCKaA pa3BUTUA MHUOIIATHUH. HpI/I OJHOBPECMCHHOM NPHUMCHCHUU CUMBACTATUHA U I/IHFI/I6I/ITOpOB
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BCRP moxer moTpe0oBaThCsl KOPPEKIHsS 03Bl CHMBAcTatuHa (CMOTpu pasaensl «Cnocod
npumenenus u 003vly; « Ocobwvie ykazanusny, Muonamus/Paboomuonus).

Huxomunoseas kucroma (ne menee 1 2/cym)

[Ipn omHOBpEeMEHHOM TPUMEHEHUH CHMBACTaTHHA W HHUKOTUHOBOW KHCIOTHI (HHUAIIMHA) B
JUOUACHIWKAIONIMX J03aXx (He MeHee | T1/cyT) oONMCaHbl peAKHE Cciaydau pa3BUTHS
Muonatuu/padoMuonu3a. B (apMakoKMHETHYECKOM WCCIEAOBAHUN IPU  OJHOBPEMEHHOM
MPUMEHCHHH OJIHOKPAaTHO 2 T HHUKOTHHOBOW KHCJIOTHI 3aMEJICHHOTO BBICBOOOXKICHUS H
cuMBacTatrHa B 03¢ 20 Mr HaOmomanocs HezHaunTenbHoe yBennuenne AUC cumBacTatuHa u
THJIPOKCUKUCIOTHI CUMBACTaTHHA, a TakkKe Cmax THIAPOKCHKUCIOTHI CUMBACTAaTHHA B IUIA3Me
KpoBH (cMOTpH pazaen «Ocobvle ykazanusy, Muonamus/Paboomuonu3).

Dy3uoosas Kucioma

[Ipu oTHOBpEMEHHOM MPUMEHEHHH (PY3HIOBOM KUCIOTHI M CHMBACTaTHHA MOET MOBBICHTHCS
PHUCK pa3BUTHUS MUOIIATUU (CMOTpU pazaen «Ocobvle ykazanusy, Muonamus/Paboomuonus).
Konxuyun

[Ipy OIHOBpPEMEHHOM MPUMEHEHUM KOJIXMIIMHA M CHUMBACTaTHHA Yy MAIMEHTOB C IMOYEYHOM
HEJOCTATOYHOCTBIO  OMHCaHbl  CIy4yal  pa3BUTUS  MHUOMATUM U pabIoMHOJIH3a.
[Tpn xoMOMHUPOBAHHO Tepanuy JaHHBIMU IIPENapaTaMy TaKue MAUEHTHI T0KHBI HaX0IUThCS
MO/ THIATEIBHBIM HAOIIOICHUEM.

JHueoxcun

OpHoBpeMeHHOE TMpPUMEHEHHE JUTOKCMHA W CHMBAacTaTHHA Yy 3JI0POBBIX JI0OPOBOJIBIEB
MIPUBOJIMIIO K HEOOJIbIIOMY MOBBIIIeHHIO (MeHee 0,3 Hr/Mil) KOHIEHTPAlUU AUTOKCHHA B IIJIa3Me
KPOBHU, U3MEHEHHOW METOJIOM DPAaJUOMMMYHHOTO aHalu3a, MO CPAaBHEHHUIO C OJHOBPEMEHHBIM
MIPUMEHEHHEM JUTOKCHHA U I1are0o.

CekxsecmpaHnmul JHcenuHbIX KUCIOM

[Ipy 0AHOBPEMEHHOM MPUMEHEHUH CEKBECTPAHTOB >KEMYHBIX KHUCIOT M CHMBACTaTHHA, MpUEM
CUMBAacCTaTHHA JIOJDKEH OCYIIECTBIISITHCS WM 3a 2 Yaca JO WM uepe3 4 yaca mocje mpuema
CEKBECTPAHTOB >KEIUHBIX KHCIOT (cMOTpH pazaen « Cnocob npumenenus u 003ul»).

Pugpamnuyun

B cBs3u ¢ Tem, 4to pudaMOuUIMH SBISETCS MOIIHBIM HMHIYyKTOpoM u3odepmenta CYP3A4, y
MAIMEHTOB, MOJYYAIOUIUX JOJIFOCPOUYHYIO Tepamuio pudaMOUIMHOM (Hampumep, Ie4YeHue
TyOepKyne3a),  MOXKeT  HaOmoJaTbcsi  CHWKEHHEe  d(PPEeKTUBHOCTH  CHMBACTATHHA.

B (dapmakokuHETHUECKOM HCCIEOBAHMU Yy 30pPOBBIX J00poBoibleB 3HaueHne AUC
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TUIPOKCUKUCIIOTHl CUMBAacTaTHHA MPU OJHOBPEMEHHOM IPUMEHEHUU C pUPaMIULMHOM ObLIO
CHIDKEHO Ha 93 %.

Janaszon

[Ipn ogHOBpeMEHHOM MPUMEHEHMU JaHa30jla M CHMBACTaTUHA BO3PACTAaeT PUCK pa3BUTHUS
MHUOTIaTUM M pabJOMHUOJIN3a, TaKUM O00pa3oM, OJHOBPEMEHHOE NMPHUMEHEHHE CHUMBACTAaTMHA U
JlaHa30JIa TIPOTUBOTIOKA3aHO (CMOTpHU pa3aensl «[Ipomusonokasanus», «Ocobvie ykazanus»,
Muonamus/Paboomuonus).

Henpsmvie anmurxoazynanmsi (npouzeoonvle Kymapuna)

CumBactatus B J03€ 20-40 Mr B cyTkHM noTeHIUpYET 3 (PEeKT KyMapHUHOBBIX aHTUKOATYJISIHTOB:
MPOTPOMOMHOBOE BpEMs, OMpPENEICHHOE KaK MEeXIYHapOIHOE€ HOPMAaJIM30BaHHOE OTHOIIECHHE
(MHO), Bo3pacraer oT ucxomnoro yposHs 1,7 mo 1,8 y 3m0poBBIX J0OpPOBOJIBIEB U OT 2,6 110
3,4 y HalnuMeHToB C TUIEpXOJIeCTEpUHEMHENW. Y MalueHTOB, MPUHUMAIOIIUX KyMapHHOBbHIE
AQHTUKOAryJsSHTBl, IPOTPOMOMHOBOE BpeMS JIOJUKHO OIpEAeNsAThCS [0 Hayaja Teparnuu
CUMBACTaTHHOM, a TaK)Ke JOCTATOYHO YAaCTO B HAYAJbHBIM MEPHUOJ JICUEHHUS ISl UCKIIOYCHUS
3HAYUTENbHBIX U3MEHEHUN 3TOro nokasarens. Kak Tonpko gocturaercs ctabuiabHbIN OKa3aTellb
MHO, ero nanpHeliliee onpeaeiaeHue ciaeayeT MPOBOJIUTh C MHTEPBAIAMH, PEKOMEHIYEMbIMU
JUI KOHTPOJISI MAI[MEHTOB, MOJIYYalolIUX TEparnuio aHTUKoaryiasHtamu. [Ipu u3mMeHeHHH 103bl
CUMBAacTaTHMHAa WJIM IIOCJIE€ €ro OTMEHbl TaKXkKe PEKOMEHAYETCs peryisipHoe H3MEepeHue
MPOTPOMOMHOBOTO BpEMEHU. Y TAIMEHTOB, HE NPUHUMABIIUX AaHTHKOATyJSHTHI, Tepanus
CUMBAacCTaTHHOM He Oblla CBSi3aHa C BO3HUKHOBEHHEM KpPOBOTCUEHUN WM H3MEHEHHUSIMU
MPOTPOMOMHOBOTIO BPEMEHH.

Hanmomuyun

[Ipu onHoBpeMeHHOM npuMeHeHUuH HHruOnTOopoB [ MI'-KoA-peaykrassl 1 TanTOMHUIIMHA MOKET
MOBBICUTBCS PHUCK PAa3BUTUS MHUOMATUU W/WIM pabmomuonmza (cMoTpu pazaen «Ocobwvie
ykazanusny, Muonamus/Paboomuonus).

Jlpyzue euowt 83aumooeiicmeus

Cox rpeiindpyra colepKUT OAUH U 00Jiee KOMIIOHEHTOB, KOTOPbIE HHTUOUPYIOT N30(hEepPMEHT
CYP3A4 wu MOryr TOBBICUTH KOHLEHTPAlMIO B  IUIa3ME€ KPOBH  IIPENaparos,
Metabonusupyromuxcs uzopepmentom CYP3A4. Ilpu ynorpeGieHun coka B OOBIYHOM
konmuecTBe (1 crakan 250 M B 1eHB) 3TOT 3G (dEeKT MUHUMANIBHBIN (HAOMI0aeTCsS yBEIUYCHHE
akTUBHOCTH MHIHOUTOpOB [’ MI'-KoA-penykrassl Ha 13 % npu ouenke no 3Hadenuto AUC) u He

uMeeT KIMHUYEeCKoro 3HayeHusa. OHako ynorpebieHue coka rpeindpyra B 6osbnx oobemax
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3HAYUTENIBHO MOBBIIIAET AaKTUBHOCTh MHruOUTOpoB I'MI'-KOA-penykrassl B miia3Me KpOBH.
B cBsa3u ¢ otuM HeoOxoamMo u30eraTh yINOTpeOJNeHHS coKa Trpedndpyra MpH Tepanuu

CHUMBAcCTaTHHOM (cMoTpH paszzaen « Ocobvie ykazanusay, Muonamus/Paboomuonus).

Oco0ble ykazanust

Muonamus/Paboomuonus

CumMmBacrtatuH, Kak u apyrue uHruoutopsl ['MI'-KoA-penykrasbl, B peaKux ciy4asiX BbI3bIBA€T
MHUOTIATHIO, CUMIITOMaMH KOTOPOH SIBJIAIOTCS OOJb B MbILIIAX, O0JE3HEHHOCTh WM CJ1a00CTh
MBI B COYETAaHUM C MOBBIIIEHHMEM aKTHUBHOCTH KpeaTtuHpochokunazpl (KOK) Gonee uem B
10 pa3 or Bepxued rpanunsl HopMmbel (BI'H). Mwuomnarus wuHOrna mnpuHUMAeT QGopmy
paboMHOIN3a ¢ OCTPON MOYEYHOM HEIOCTATOYHOCTHIO BCIIEICTBHE MHOTJIOOMHYpUU WU 0€3
TaKOBOM, B OYEHb PEIKUX CIydasX C JIeTaJbHBIM HCXOJOM. PHCK Muomatuu BO3pacTaeT
C TOBBIIIEHUEM ypoBHS MHrHOupyromieil aktuBHOCcTH ['MI'-KoA-penykTa3pl B miiasMe KpoBU
(B 4acTHOCTH, C TOBBIIICHHEM YPOBHS CHMMBAcTaTHHA WM THUIAPOKCUKUCIOTHI CHMBacTaTHHA
B IJJa3M€ KPOBH), YTO OTYACTH MOXKET OBITb OOYCIIOBJIEHO JIEKaPCTBEHHBIMHU IMpernapaTamu,
KOTOpbIE BCTYNAlOT B JICKAPCTBEHHBIE B3aUMOJCHCTBUS, M KakK CJEACTBUE BIIHSIOT
Ha MeTaboJIM3M W/WIM TPAaHCIOPTEPhl CHMBAcCTaTHMHA (CMOTpU pasnen «Bzaumoodeticmsue
€ Opy2umu 1eKapCmMEeHHbIMU CPEOCMBAMUY).

Kak w npum npumenenun  apyrux  uHruomropoB  ['MI-KoA-peaykrasel,  puck
MUOTIATUH/pabIOMHOIN3a 3aBUCUT OT J03bl. B 0a3ze AaHHBIX KIMHUYECKUX HCCIEeIOBaHUMH,
rae 41413 manMeHTOB MOMyYaJld CHUMBACTaTWH, YacTOTAa pPa3BUTUS MHMOIIATUH COCTaBUJIA
npumepHo 0,03 %, 0,08 % u 0,61 % npu npumeHennu cuMBactatuHa B g03ax 20, 40 u 80 mr/cyr
COOTBETCTBEHHO.

B knuHMYeckoM HccieoBaHUM, B KOTOPOM TMAIMEHThI ¢ MH(ApKTOM MHUOKap/a B aHaMHeE3e
MOJIydad cCUMBAcTaTHH B J103¢ 80 Mr/cyT (cpeaHsisi MpoI0JKUTENLHOCTh HaOMoAeHus 6,7 Jer),
4acToTa pPa3BUTUS MMOMATUM cocTaBuia npubmusutensHo 1,0 % mno cpaBuenuto ¢ 0,02 %
y NAIMEeHTOB, MOJIy4aBIIMUX npenapar B j1o3e 20 mr/cyrt. [IpuMepHO B MOJIOBUHE U3 3THX CIIy4aeB
MHUOTIaTHsI pa3BUJIACh B TEYEHUE NIEPBOTO rojia jeueHus. YacTora pa3BUTHS MUOIIATUN B TEUECHUE
KaX/I0TO MOCJEIYIOUIero rofa JieueHus: cocrapisiia npubnusurensHo 0,1 % (cMoTpu paznens
«Dapmaroounamuxa» M «llobounoe Oeticmauey).

VY nanueHToB, NOJy4aromuX cUMBAacTaTWH 80 Mr, pUCK Pa3BUTHS MHOIIATUM BBILIE, YEM INpU

HCIIOJIb30BaHNU I[perﬁ TCpaliiki Ha OCHOBC CTAaTUHOB CO CXOIHOM B(I)q)CKTI/IBHOCTBIO B
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oTtHomeHun cHmxeHust ypoBusa XC-JIITHII. Takum oOpazom, B 103e 80 M cUMBacTaTUH J0KEH
WCIIOJIb30BATHCS TOJBKO Yy MAlMEHTOB C TSHKENOM THIEPXO0JIECTEPUHEMUEH M BHICOKUM PHUCKOM
CEPJICYHO-COCYIUCTBIX OCIOKHEHUH, Y KOTOPBIX HE YAAJIOCh NOOWUTHCS IENed JICUCHHS TpU
MPUMEHEHUH 00Jie€ HU3KUX /103, U OXKHJaeMasl TMOJib3a MPEBHIIIAET MOTCHIHMAIBHBIE PHUCKHU.
VY manueHToB, KOTOPBIE MOJY4aroT cUMBAacTaTUH 80 MT M HYXKJAIOTCS B Ha3HAYEHUU JIPYroro
JIEKApCTBEHHOTO TMpernapaTra, KOTOPBIA MOXKET BCTYNAaTh B JIEKAPCTBEHHOE B3aMMOJICHCTBHE,
JOJDKHA HCTIONB30BAaThCs OOJiee HU3Kasg /1032 CHMBACTaTHHA WM AIbTEPHATUBHBIA PEXKUM
Tepanmud C TPUMEHEHHEM JIPyroro CTaTHHA C MEHBIIMM TOTEHIMAJIOM  BCTYIATh
B JIEKAPCTBEHHBIC B3aMMOJICUCTBUS (CMOTPH MOapa3aenn «Meponpusmus no CHUNCEHUIO PUCKA
MUORAMUU, B8bI36AHHOL 83AUMOOeliCEUeM 1eKapCMEeHHbIX npenapamosy 1 paznensl «Cnocob
npumeHenus u 003vly, «lIpomusonokaszanusny, «Bzaumoodeiicmsue ¢ Opy2umu 1eKapcmeeHHbIMU
cpeocmeamuy).

B  kimHWYeCKOM — HWCCIEIOBaHWM, B~ KOTOPOM  TAIMEHTHI C  BBICOKUM  PHUCKOM
CEPJICYHO-COCYAMCTHIX 3a00JieBaHUU mMoJydaian cumBacTaTuH 40 Mr/cyT, yacToTa pa3BUTHSA
Muomnatuu cocrasisia npumepHo 0,05 % y DanuMeHTOB HE KHUTaWCKOrO IMPOHUCXOXKICHHS
(n = 7367) no cpaBuenuto ¢ 0,24 % y nanuentoB u3 Kutas (n = 5468). XoTs equHCTBEHHON
MOHTOJIOMJHON TMOMYJSAIUeli, OLEHMBAEMOM B H3TOM KIMHUYECKOM HCCIENOBAaHUU, ObUIH
KUTaWlbl, CleAyeT cOoOII0AaTh OCTOPOXKHOCTh MPU HAa3HAYEHUH CHUMBACTAaTHHA IallM€HTaM
MOHTOJIOMJHON pachl U UCIOJIB30BaTh HAUMEHBIIYIO HEOOXOAUMYIO 103Y.

CHudicenue pyHKyuu mpancnopmuslx 0e1Koe

CHmwxkenne (yHKIIUU TpaHCHOPTHBIX OenkoB mneueHn OATP MokeT mpuBeCTH K TOBBIIMICHHUIO
CUCTEMHOM AKCIO3MIMHM TUAPOKCUKUCIOTHl CUMBACTaTUHA U YBEJIMYEHHUIO PUCKA MUONATUU U
pabnomuonuza. CHmwxkeHHe (QYHKIUM MOXET Pa3BUThCS BCIEACTBUE WHTHOMPOBAHUS
oJ  JEWCTBUEM  NpenaparoB, BCTYNAIOMIMX B  JIGKAPCTBEHHbIE  B3aUMOJCHCTBUS
(HampuMep, UUKIOCIIOPUHA), WU Y MAIUEHTOB, SBISIOUIUXCA HOCHUTEISIMHU MOIUMOpdu3Ma
¢.521T>C rena SLCOI1BI.

VY mnauueHTtoB ¢ amienbHbIM BapuaHToM ¢.521T>C rena SLCOI1BI1 BbIpabaTeiBaeTcsi MeHee
akTuBHBIM  Oenok OATPIB1, u oTMe4aeTcss TOBBIINICHHE CHCTEMHON  DKCIIO3UIIUH
TUAPOKCUKUCIOTHl CUMBACTaTHHA U MOBBILIEHUWE pUCKAa MHOMATUU. PUCK pa3BUTHS MHUOIATUH,
CBSI3aHHOM C MPHUMEHEHHEM BBICOKHUX 103 cumBacTaTtuHa (80 Mmr), B menom coctaBisier 1 %
MpU OTCYTCTBUM TE€HETUYECKOrOo TecTupoBaHWs. Ha oCHOBaHMUM pe3ylbTaTOB HCCIEIOBaAHUS

SEARCH y nocureneir romosurotHoit ayutenn C (CC), momyuaBmux 80 Mr mpemnapara, puck
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pa3BUTHUSI MUOMATHUH B TEUEHUE roja cocrasisul 15 %, Torga kak y HOCUTEIEH reTepo3uroTHON
aiutenu C (CT) takoii puck Obut paBeH 1,5 %. CoOTBETCTBYIOIIUN PUCK Y TAIIMEHTOB ¢ HauboJiee
gacteiM TeHoTHnoM (TT) cocraBmsin 0,3 % (cmorpu pazgen «DapmakoKuHemuxay).
[Ipu BO3MOKHOCTH T€HOTUIIUPOBAHUE HA TIpeAMET Hannuus auienu C I0JDKHO paccMaTpUBaThCS
KaK 4acTh OILICHKH TOJIb3bl U PHCKA J0 HA3HAUYCHHUS CUMBACTaTHHA B 03¢ 80 MI' y KOHKPETHBIX
nmanueHToB, u y Hocurtened renotuna CC cregyer u30eratb NPUMEHEHUS BBICOKUX J03.
B 10 e BpeMms, OTCYTCTBHE JaHHOTO T'€Ha MPH F€HOTUITUPOBAHUH HE MCKITIOYAET BEPOSITHOCTH
pPa3BUTHSI MHOTIATHH.

Ouenka akmuenocmu Kpeamungochoxkunazol

OrneHka akTUBHOCTU KpeaTHH(POCHOKWHA3BI HE JOJHKHA TPOBOJTUTHCS IOCIE€ WHTEHCHUBHBIX
(GUBUYECKUX HArpy30K WM TNPU HAIWMYAA KaKOW-THOO TpaBAONoA00HON allbTepHATUBHON
MPUYMHBI  yBeMWYeHUS akTUBHOCTH K®OK, mOCKOIBKY 3TO 3aTpyAHSET WHTEPIPETAIHIO
3HaueHuil. Ecimm axtuBHOCTh K®K Ha ucxonHoM ypoBHE Oblla 3HAUMTEIBHO TMOBBIIIEHA
(> 5 x B'H), ona moypkHa OBITH OlleHEHa yepe3 S-7 AHEH IJ1s MOATBEPKIACHUS PE3YJIbTaTOB.

/Jlo nauana neuenusn

[Ipn Havanme Tepanmuu CUMBACTATMHOM WJIM YBEJIUYEHHH €ro JI03bl BCEX MAIEHTOB CIEAYEeT
MpeAyNnpeXaaTb O PUCKE MHOIMATAA M O HEOOXOIUMOCTH OBICTpO cooOmarh 0 Jiroboi 060u
HESICHO 9THOJIOTHH, O0JIE3HEHHOCTH WU CTa00CTH B MBIIIIIIAX.

Cnenyer coOmromaTh  OCTOPOKHOCTb IPU  HAa3HAUEHUW  Mpenapara MalueHTaMm ¢
npeapacrojaralomuMy  GpakTopaMu K pa3BUTHIO padaoMuonu3a. B crienyromux cuTyanusx
aktuBHOCTh K®K HeoOxoaumo olieHHMBaTh [0 Hayajla Tepamuu C LEeNbl0 OmpeesieHus
pedepeHCHBIX UCXOAHBIX 3HAUCHU !

MOKUIION BO3pacT (> 65 ner);

JKEHCKHH 1OJI;

HapylieHue QyHKIUU MOYeK;

HEKOHTPOJIHPYEMBI TUTIOTHPEO3;

HaJIM4YMe B aHAMHE3€ MallMeHTa WM B €ro CeMEMHOM aHaMHEe3€ HACJIEICTBEHHBIX MBIIICUYHBIX
3a00JICBaHUI;

TOKCHUYECKOE JICHCTBHE CTATUHOB WU (PUOPATOB HA MBIIIIIHI B aHAMHE3E;

3M0YNOTpeOIeHNnE aIKOTOJIEM.

B Takux cuTyanusx clueayeT OIICHHBATh COOTHOIICHHME TIOJIb3bl W pPHCKA JICUCHHS, U

PECKOMCHAYCTCA KIIMHUYCCKOC Ha6J'IIOI[CHI/IC. Ecmu Yy NanucHTa paHCC BO3HUKAJIIO TTOPAKCHUC
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MpI Ha (oHe Tepanuu ¢GuOpaTaMu WIM CTaTHHAMH, MOXXHO HA3HA4YHMTh JPYroi Mperapar
JAHHBIX KJIACCOB TOJIBKO C OCTOPOXHOCThIO. IIpyM 3HAUMTETHPHOM HCXOJAHOM TOBBIILIEHUU
aktuBHOCTH KOK (> 5 x BI'H) neuenne HaunHaTh HE CleayeT.

Bo epemsa neuenusn

[Tpu mosiBenun 6011, C1a00CTH B MBIIIIAX WU CyJIOPOT HAa (JOHE Teparuu CTaTUHAMU CIIEAYET
oneHuTh akTuBHOCTh K®K. IIpm BbISBIEHNMM 3HAYMTENBHOrO NOBbIIIEHUS akTHBHOCTH KK
(> 5 x BI'H) B oTcyrcTBHME UHTEHCUBHBIX (PU3NYECKUX HArpy30K JICUEHUE CIEYyeT MPEKPaTUTh.
[Ipn TsXKenbIX M BBI3BIBAIOIIMX €XEAHEBHBIM TUCKOM(POPT MBIIIEYHBIX CUMOTOMAax MOKHO
paccMOTpeTh BOIMPOC O MPEKpaLIeHUH JIeUeHUs Ja’Ke PU OTCYTCTBHM MOBBIIIEHUS aKTUBHOCTU
K®K < 5 x BI'H. I[Ipu nmogo3pennn Ha MUOTIATHIO 1O JIF000H ApYroi mpuYuHe JISYCHUE CIAeayeT
MIPEKPATUTD.

Nmerorcss oueHb peakue cooOmeHuss 00 HMMYHO-OMOCPEAOBAHHON HEKPOTHU3UPYOLIEH
muonatuun (MOHM) Bo BpeMsa uiu mociie Jie4eHUsT HEKOTOPbIMH cTaTMHaMu. KimHuyecku
NOHM xapaktepusyercs CTOMKON MPOKCUMAILHON MBIMIEUYHON C1ab0CThIO M TOBBIIMICHHON
aKTUBHOCTBIO KpeaTHH(GOCHOKHHA3bl CHIBOPOTKHA KPOBH, KOTOpPAas COXpaHSAETCs, HECMOTPS Ha
MpEKpaIieHue TEPAMMN CTAaTHHAME (CMOTPH pazaen «/lobounoe oeticmauey).

[Ipu pazpemieHnn CUMITOMOB M BO3BpaunieHHMH akTUBHOCTHU K®K k HOpMaibHBIM 3HAYEHUAM
MO>KHO PacCMOTpPETh BOIIPOC O BO30OHOBJICHUH TE€PAIMK CTATUHAMU WUJIM O Ha3HAUYEHUU JPYTroro
CTaTMHA B MUHUMAaJbHOM J03€ MO/l TIIATEIbHBIM HAOIIOACHUEM.

Bonee BricOkas yacToTa pa3BUTHA MUONIATHH HAOIOAaIach y MAllMEHTOB, Y KOTOPBIX J03a Obliia
yBenudeHa g0 80 mr (cMoTpu pasaen «Dapmaxkoounamuxa»). PeKomeHAyeTcss TMpOBOAMTH
MEepUOINYECKY0 oleHKY akTuBHOCTH K®K, mockonbky 3TO MOKeT OBbITh MOJE3HBIM IS
BBISIBIICHHS CYOKJIMHHYECKUX CIy4aeB MUONATHH. B To ke Bpems, HET YBEPEHHOCTH B TOM,
YTO TaKOUW KOHTPOJIb IPEJOTBPATUT PA3BUTHE MUOIIATHH.

Tepamnus cuMBacTaTUHOM JIOJKHA OBITh BPEMEHHO OTMEHEHA 32 HECKOJBKO JTHEH 10 OOIbIINX
IUTAHOBBIX XUPYPIMYECKHX ONepaluid W HpU Pa3BUTHU TSDKEIBIX COCTOSHHM, TpeOyrommx
TEpaneBTUYECKOr0 WIM XUPYPrUUECKOr0 BMEUIATENbCTBA.

Meponpusamua no CHUMCEHUI) PpUCKA MUONAMUU, 6bI36AHHOU  63aAUMOOeIiCmEUuem
JIeKapCmeennvlX  npenapamoe (cmompu  pazden  «Bzaumooeiicmeue ¢ Opyzumu
J1EKAPCMEEHHBIMU CPEOCHEamu»)

Puck Muomnatuu u pabaoMuOJHM3a 3HAUUTENIFHO BO3pAcTaeT MPH OJHOBPEMEHHOM MPUMEHEHUU

CHUMBAaCTaThHa C MOIIHBIMH I/IHFI/I6I/ITOpaMI/I CYP3A4, TAKUMHU KaK HTPAaKOHAa30JI, KECTOKOHA30JI,
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MM03aKOHA30JI, BOPUKOHA30JI, SPUTPOMHUIIMH, KIAPUTPOMUIINH, TEIUTPOMHIINH, HHTHOUTOPHI
nporeassl  BUY  (manpumep, HenduHaBUp), OOLENpEeBUp, TelanpeBUp, Heda3oI0H,
JIEKapCTBEHHBIE MPETapaThl, COACPIKAIINE KOOUIMCTAT, a TaKKe TeM(UOPO3HII, UKIOCTIOPUH H
naHazon. [IpuMeHeHMe STHUX JIEKapCTBEHHBIX TpenapaToB BMECTe C CHMBACTaTHHOM
MIPOTUBONIOKAa3aHO (CMOTPH paznen «lIpomusonoxkazanusy).

Puck pasButHs MHOMaTHM ¥ pabJOMHONM3a TAaKKEe BO3pacTaeT TPU OJHOBPEMECHHOM
NpUMEHEHNH aMHUOJapOHa, aMJIOJUIHHA, BepanmaMuia WM JHITHa3eMa C OMNpeIeIICHHBIMU
J03aMH CUMBacTaTuHa (CMOTpHU pasnenbl «Cnocob npumenenus u 003vl»; «Bzaumooeticmsue
C Opyeumu JiekapcmeeHHvlMu cpeocmeamuy). Puck muonaruu, BKiItoyass pabIOMHOIIN3, MOXKET
BO3pacTaTb NpPH OJHOBPEMEHHOM TIpUMEHEHUH (Y3UIOBOM KHCIOTBI M  CTaTHHOB
(cmoTtpu pasnen «Bzaumooeticmaue ¢ OpyuMu J1eKapCmeeHHbIMU cpeocmeamuy). Y TIallueHTOB
C TOMO3UIOTHOM CEMENHOM TUIEpPXOJECTEPUHEMHEN TAaKOW PHCK MOXKET BO3pacTaTb IIpHU
OJIHOBPEMECHHOM TPUMEHEHUH JIOMHUTAIH/IA C CHMBACTATHHOM.

CrnenoBatenpHO, uTo Kacaercs mHruoutopoB CYP3A4, nmpuMeHeHHE CUMBAacTaTMHA BMECTE C
UTPAKOHA30JI0M, KETOKOHA30JIOM, MO3aKOHA30JI0M, BOPHUKOHA30JIOM, MHTHOMTOPAMU TMPOTEa3bl
BUY  (manpumep, HenduHaBHp), OOIEHPEBUPOM,  TEIANPEBHPOM,  SPUTPOMUIIMHOM,
KJIQPUTPOMHUIIMHOM, TEIUTPOMHUIIMHOM, HE(Pa30J0HOM U JIEKaPCTBEHHBIMHU IpernapaTraMmu,
COJIep’KallUMU  KOOMIMCTAT, MPOTHUBONOKAa3aHO (CMOTpU pazzaeisl «lIpomusonokazanusy;
«B3zaumooeiicmeue ¢ Opysumu nekapcmeeHHviMu cpedcmeamuy). Ecau nmpuMeHeHUs] MOIIHBIX
narun6utopoB CYP3A4 (npemnapatoB, kotopsie yBeaununBaoT AUC nmpuOIM3uTenbHO B S pa3 U
BbIllIe) K30eXaTb HENb3s, Tepamus CHUMBACTATMHOM JOJDKHA OBITh BPEMEHHO IMpeKpalleHa
(1 paccMOTpeH BOMPOC Ha3HAYEHHS JIPYroro CTaTWHA) HAa BECh MepHo] JiedeHus. bonee Toro,
HE00X0IMMO COOJII0/IaTh OCTOPOKHOCTH TPU KOMOMHUPOBAHUU CUMBACTAaTHHA C IPYTMMU MEHEe
MomHbiMH  uHruOutopamu  CYP3A4:  dmaykoHazonoM, BepamamMuioM, JWITHA3eMOM
(cmotpu  pasznmensl  «Cnocob6 npumeHenus u  003vl»; «Bzaumoodeiicmeue ¢ Opyeumu
nexapcmeenHviMu cpedcmeamuy). Crenyer n3derarb O JHOBPEMEHHOTO TIpUeMa CUMBAcTaTUHA U
rperndpyToBOro CoKa.

OpHoBpeMeHHOE  MpUMEHEHHWE  CHUMBacTaTMHa M reM@uOpo3uiaa  MPOTUBOMOKA3aHO
(cmotpu pazgen «lIpomusonoxazanus»). B CBsI3W C TOBBIIIEHHBIM PHUCKOM MHOMATHH U
pabaomMuonu3a y TMalUeHTOB, IMOJYYAIOIIUX CHMBACTaTHH BMeECTe ¢ JpyruMu Qubparamu,
3a uckioueHueM (enodpubpaTa, 1032 CUMBACTaTHMHA HE JOJDKHA MpeBblmnath 10 Mr B CyTku

(emotpu  pasnmensl  «Cnocob6 npumeHenus u  003vl»; «Bzaumoodeiicmsue ¢ Opyeumu
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JlekapcmeenHulMu - cpeocmeamuy). Cremyer coOMogaTh OCTOPOKHOCTh MpPH HAa3HAYCHUU
¢denopubpaTa U cUMBacTaTHHA, IOCKOJIBKY KaXbIi M3 THX MPENapaTroB caMm 1o cebe MOXKeT
BBI3BIBATh PA3BUTHE MUOTIATHH.

CuMBacTaTUH HENb3s Ha3HAYaTh OJHOBPEMEHHO ¢ (y3HJIOBON KHCIOTOH B JIGKAPCTBEHHOM
dbopme s CHCTEMHOTO NMPUMEHEHHs WU MPUMEHATh B TE€UEHUE 7 JHEW MOCiIe OKOHYAHMS
nedeHus (Qy3uaoBoi kucnotoi. Ecnu npumenenne (y3suaoBoi KUCIOTH HEOOXOAUMO, TEpAIUS
CTaTUHAMU JOJKHA OBITh NMPUOCTAHOBJIEHA HAa BECh MEPHOJ JedeHHs] (Py3uI0BOW KHUCIOTOM.
CymiecTByIOT COOOIIEHUS O CIydastX padJoMHuom3a (BKIOYAs ClIydau C JIETAIbHBIM UCXOJIO0M)
y TMAalUEeHTOB, MOJIyYaloU[UX coueTaHue (y3uaoBON KHUCIOTHI M CTATUHOB (CMOTpPH pas3ien
«B3zaumooeiicmeue ¢ Opyeumu nexapcmeennwviMu  cpedcmeamuy). llauueHty —ciemyet
PEKOMEHI0BAaTh HEMEJIEHHO 00paIiaTbes K Bpayy B clydae pa3BUTHsI KaKUX-JIMOO CHMIITOMOB B
BUJie OoyM, OOJE3HEHHOCTH WM CJIadOCTH B MbIIIIAx. Tepamus cTaTUHAMH MOXET ObITh
BO30OHOBJIEHA dYepe3 ceMb JHEeW Tocie TMOocHeAHero npueMa (Qy3uJ0oBOW  KHUCIIOTHI
B HCKIIOYUTENBHBIX CUTyalUAX MpU HEOOXOJUMOCTH JUIMTEIbHOW CHUCTEMHOW Teparuu
Gy3uI0BOM  KHCJIOTOW, Hampumep, TPH  TDOKEIBIX  HMHQPEKIUAX, IeIecoo0pa3HOCTh
OJIHOBPEMEHHOTO MPHMEHEHUsS CHMBAacTaThHA U (Y3UJ0BOM KHCIOTHI JIOJKHA OLIEHWBATHCS
B K&)KJIOM KOHKPETHOM CJIy4ae U MO/ TIIATeIbHBIM MEAUIIMHCKUM HAOIIOICHUEM.

Crnenyer u3beratb KOMOMHHUPOBAHHOTO MPUMEHEHHS CHUMBACTATHHA B JI03aX, MPEBBIIIAIONIUX
20 Mr B CyTKHM, BMECTE€ C aMHOJApPOHOM, aMJIOJUIUHOM, BEpalaMWIOM WIH JUITHA3EMOM.
Y TDanuMeHTOB ¢ TOMO3HWIOTHOM CEMEWHOW THIEpXOJCCTEpUHEMHEH cleayeT u30erarthb
KOMOMHUPOBAHHOTO NPHMEHEHHs CHUMBAcCTaTHMHA B J103aX, HpeBblmammux 40 Mr B CyTKH,
BMecTe C JoMmMuTanuaoM  (cMotpu  pasgensl  «Cnocobd — mpumeHneHus U 003bly;
«IIpomusonoxazanusy; « B3aumooeticmeue ¢ Opyeumu 1eKapcmeeHHbIMU CpeoCmeamLy).

Y nanmueHToB, KOTOpble NPUHUMAIOT Jpyrue JIeKapCTBEHHBIE TMIperaparbl, OOIagaromnue
yMepeHHbIM UHrubupyomum aericteueM Ha CYP3A4, BMecTe ¢ ciMBAacTaTUHOM, Ha3HAYEHHBIM
B BBICOKMX J03aX, MOKET IOBBIIIATbCS PHUCK pa3BUTUS Muonatuu. lIpu omHOBpeMeHHOM
MPUMEHEHUH CUMBAcTaTHHa C yMmepeHHbMH uHruouropamu CYP3A4 (mpenapartamu,
yBenuuuBatomumMu AUC npuOIu3uTensHo B 2-5 pa3) MOXKET MOTpeOOoBaThCS KOPPEKIUS 03B
cumBacTaTuHa. [I1s1 HeKOTOphIX yMepeHHbIX MHruoutopoB CYP3A4, nHanpumep, nuntuazema,
MaKCcUMajbHasi pEKOMEHJyeMas J03a CcuMBactaTuHa paBHa 20 wMr (cMoTpu paszaen

«Cnocob npumeneHus u 003b1»).
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CuMBacTaTuH sBIISIETCS CyOCTpaToM 3 QIIFOKCHOTO TpaHCIopTepa Oelka yCTOWYMBOCTH paka
MostouHoi skene3bl (Breast Cancer Resistant Protein, BCRP). OnHoBpemeHHOE NMpHMEHEHHE
IIpenapaToB, KOTOpble sBIsitoTcsl MHruouropamu BCRP (Takux kak, 3mbacBup U rpasonpeBup),
MOXXET TIPUBECTM K TOBBIUICHUIO KOHLEHTPAallMM CHMBAacTaTUHA B IUIa3ME€ KPOBU U
K TOBBIIICHUIO prucka muomnatu. CienoBaTesbHO, CIEIyeT PacCCMOTPETh BOIMPOC O KOPPEKLUUU
J03bl CUMBACTaTHMHAa B 3aBUCUMOCTH OT Ha3Hau€HHOW J103bl. OJHOBpPEMEHHOE MpPUMEHEHUE
anbacBUpa M TpPa3oNpeBUpa C CHMBACTATUHOM HE U3YYEHO; Y MAalMEeHTOB, KOTOpbIe
OJHOBPEMEHHO MOJY4YalT MNpenaparbl, coJep:;kaliue 3J10acBUP H TIpa3onpeBup,
U CHMBACTATHH, 1032 CHMBACTATHHA He J0JI’KHA NpeBbIATHL 20 MI' B CyTKM (CMOTpPH pa3fen
«B3aumooeiicmsue ¢ Opyeumu 1eKapcmeeHHbIMU CPeOCmEamuy ).

Penxue cnydanm wmuonatuum/pabaomuonuza ObUIM  aCCOIMMPOBAHBI €  OJAHOBPEMEHHBIM
npuMeHeHrneM UHruoutopoB I'MI'-KoA-peaykrasbl U JTUNHICHUKAIOIMMMU 103aMH (= 1 r/cyr)
HUAlMHA (HUKOTMHOBOM KHCJIOTHI), KaXIbI M3 IMpemapaToB caM MO cebe MOXKET BbI3bIBATh
MHOTIATHIO.

B xnuHnyeckoM wuccnenoBaHuu (MeauaHa Tiepuoaa HabOmomeHus 3,9 roma) ¢ ydacTHEM
MAIMEHTOB C BBICOKUM PHUCKOM CEpAECYHO-COCYIUCTBIX 3a00JIEBAaHUI C XOPOLIUM KOHTPOJIEM
ypoBHst XC-JITTHIT na ¢one tepanuu cumBactatiHoM 40 MI/CyT B KOMOWHAITUU C 33€TUMHOOM
10 Mr wim 0e3 TakoBOrO He OBbUIO BBISBJIEHO JOMOJIHUTENBHOW MOJb3bl B OTHOLIEHUH
CEpAECYHO-COCYJUCTBIX HMCXOJOB IpH J00aBJICHMM HHALMHA (HUKOTHMHOBOW  KHUCIJIOTHI)
B JIMTIMJICHUKAIOIINX J103axX (> 1 r/cyT).

CnenoBarenbHO, Bpauu, pacCMaTpUBAIOIINE BOIIPOC O Ha3HAYEHUU KOMOMHUPOBAHHOM Teparuu
CHUMBACTaTHHOM C JIMIUACHIKAIOUIMMU J03aMHU (= 1 1/cyT) HHManuHa (HUKOTMHOBOM KHCIIOTBI)
WIN TpenapaTaMy, COJAEpKallMMU HHUALMH, JOJDKHBI TIIATEIbHO B3BEIIHMBATH MOTEHIMAIBHYIO
I0JIb3y M PUCKHM U NPOBOJUTH TIIATEIbHOE HAOJIOJCHUE 3a MAIlMEeHTaMHU Ha MpeiMeT JHObIX
IIPU3HAKOB M CUMITOMOB B Buie 00iM, 00JIE3HEHHOCTH WJIM CJIA0OCTH B MBIIINAX, 0COOEHHO
B [I€PBbIE MECSIBI TEPAUU U NP YBETUUEHUH JI03bI JIIOOOTO U3 MPENaparTosB.

Kpome Toro, B JaHHOM HCCIIEIOBaHMM 4acTOTa MHOINATUU Npubau3uTenbHo coctaBuia 0,24 %
y nanveHToB u3 Kwuras, nomydarommx cumBactaTMH 40 Mr wuiaM 33eTMMHUO/CUMBACTaTUH
10/40 mr, B cpaBHeHuu ¢ 1,24 % y nanuentoB u3 Kutas, KoTopble NPpUHUMANIN CUMBACTaTHH
40 mr nnm 33etuMud/cumBactatud 10/40 Mr BMecTe ¢ HUKOTHUHOBOM KHCIOTON/JIapONUIpaHTOM
MoauduimpoBaHHoro BbicBoOokaeHUST 2000 Mr/40 mr. XoTs €AMHCTBEHHON MOHTOJIOUIHON

HOHyJ'ISII.[HCﬁ, OLICHMBAEMOM B 3TOM KJIMHHUYECKOM HUCCICIOBAaHNUNU, ObLIH KHTaﬁHBI, YUYHUTHIBAsA
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0oJiee BBICOKYIO YacTOTy MHOIATUHU y MAalueHTOB W3 Kurtas B CpaBHCHHH C IMMAlMEHTaAMHU HE
KUTANCKOTO TPOUCXOXKJIEHUS, OJHOBPEMEHHOE TMPUMEHEHHE CHMBACTaTHHA C HHUALUMHOM
(HUKOTHHOBOW KHCIIOTOH) B JIMIHJICHIKAIOIINUX J103aX (> 1 r/CyT) y MalMeHTOB MOHTOJIOUTHOM
pacsl He peKOMEHJIyercs (CMOTpH pasnen «Bzaumooeticmeue c¢ Opyeumu J1eKapCmeeHHblMU
cpeocmeamuy).

AIMIIUMOKC CTPYKTYPHO CBsI3aH C HHUAIMHOM. XOTS alMIUMOKC HE W3ydasucs, PHUCK
TOKCHMYECKUX J(P(EKTOB B OTHONICHHWH MBI MOXET OBITh aHaJOTUYEH TaKOBOMY
MpU IPUMEHEHUN HUAIMHA.

Janmomuuun

[Ipu onHOBpeMeHnHOM npuMmeHeHuH UHrHOuTopoB I'MI'-KoA-penykrassl U gantoMunuHa ObUN
MOJTYyYeHBI COOOIIECHHS O Pa3BUTHU MHUOMATHH W/Wik padaomuonusa. Cremyer coOmoaaTh
OCTOPOXHOCTh Tpu  HazHayeHMH uHruoutopoB ['MI-KoA-peaykrazbl 0AHOBpEMEHHO
C JANTOMHUIIMHOM, TaK KakK JIIOOOW W3 3TUX areHTOB IMPHU MPUMEHEHUHU IO OTACIBHOCTH MOXKET
BBI3BIBATh MHOMNATUIO W/wiu padgomuonus. CreayeT paccMOTPETh BOMPOC O BPEMEHHOM
MPUOCTAHOBKE MPUMEHEHHUs CHMBAcCTaTHMHA Y TMalMEHTOB, MPUHUMAIONINX JaOTOMULUH
(cMmoTpu paznen «Bzaumooeticmsue ¢ OpyeuMu 1eKapCmeeHHbIMU CPEOCBAMUY ).

Bnuanue na neuens

B xiMHHYeCKUX HCCIEIOBaHUSAX Yy HEOONBIIOTO YMCia B3POCIBIX IMAIMEHTOB, IMOIYYaIOIIUX
CUMBACTaTHH, OTMEYAJIOCh CTOMKOE MOBBIIIEHNE aKTUBHOCTA TPAHCAMUHA3 B CHIBOPOTKE KPOBU
(mo > 3 x BI'H). IIpu oTrmMeHe Wi BpeMEHHOM IPEKpaIieHUH Tepanii CUMBACTaTUHOM Yy THX
MAalUMEHTOB aKTUBHOCTh TpaHCaMWHA3 OOBIYHO MEIJIEHHO CHIDKalach /O  YpPOBHS,
HaOI0JaBIIEroCs 10 Havasa JICYCHHUS.

PexoMenayeTcst MpOBOAUTDH OLEHKY (PYHKIIMHU MEYSHH JI0 Hauaia JICYSHHUs], a 3aTeM IIPHU HATHUUU
KIIMHUYECKHX MOKa3aHuil. Y MalueHTOB, Y KOTOPBIX A03a Oblia yBenuueHa a0 80 Mr, GyHKIHIO
MEYeHU HEeOOXOJMMO JOTIOJHHUTENHHO OIICHHBATh IMEpe/ MOBBIIMICHUEM JO03bI, uepe3 3 Mecsia
MOCJIe HErO M MEepUOJNYEeCcKH B JaibHeleM (Hampumep, | pas B moyirosa) B TeUEHUE MEPBOTO
roga nedeHus. Oco0oe BHHMaHUE CIEIyeT YIENsATh MalueHTaM, Y KOTOPBIX BO3HUKAET
MOBBIIIEHUE AKTUBHOCTH TpPAaHCAMHMHAa3 B CBIBOPOTKE KpPOBH. Y TaKUX MAI[MEHTOB OLEHKY
GYHKIIMM TI€YeHH cJeayeT OBICTpO TOBTOPUTh M B JAIbHEWIIEM BBIMONHITH Yallle.
Ecnu akTMBHOCTH TpaHCaMHHA3 CBHUJAETEIHCTBYET O MPOTPECCHPOBAHUU COCTOSHUS, 0COOEHHO
ecnu oHa mnoBblmaercs 10 3-x BI'H u croliko coxpaHsieTcsi, CHMBAaCTaTUH CIIEIYET OTMEHUTb.

O6paTI/ITC BHUMAHHUE, YTO aKTHUBHOCTH AJIT moxer OBITh O6yCJ'IOBJ'ICHa MOpaXCHUCM MBIIICYHO I
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TKaHU, MOATOMY pocT akTUBHOCTH AJIT B coueranuu c nossiieHneM aktuBHOCTH KOK moxer
YKa3bIBaTh HAa MHUOTIATHIO (CMOTpH moapaszaen Muonamus/Paboomuonus).

CymmiecTBYIOT ~HEMHOTOYHMCIICHHBIE IIOCTPETUCTPAIIMOHHBIE  COOOImIeHUsT o  daTaabHOI
u HedaTadbHONH TIEUCHOYHON HEIOCTATOYHOCTH Yy TALWEHTOB, NPUHUMABIIUX CTaTHHBI,
B TOM 4Hcie cuMBacTaTUH. EcnM mpu JiedeHMHM CHUMBAcTaTMHOM pa3BUBAETCS CEPbE3HOE
MIOpa)KEHHE  IICYECHH, COTIPOBOXKArOIIEEcs KIIMHUYECKUMU CUMITOMaMH u/unu
TUTIEPOMSTUPYOMHEMHEH WIIN KEITYXO0M, HEOOXOAMMO Cpasy ke MPEeKpaTuTh Tepanuio. Eciu He
YCTaHOBJIEHA Jpyras IpUYMHA [OPaKEHHs II€UEHU, Tepanusi CHUMBACTaTUHOM HeE JIOJIKHA
BO30OHOBIISTHCS.

VY manuMeHToB, KOTOpbIE MOTPEOISIOT 3HAYUTEIHFHOE KOJIMYECTBO AJKOTOJIs, Mpenapar cleayeT
HCIIOJIb30BATH C OCTOPOKHOCTHIO.

Kak v npu npumeHeHUH APYrux JUMHUICHIKAIOIINX MPErnapaToB, Ipy Tepanuy CUMBAaCTaTUHOM
onucansl ciydan ymepeHHoro (< 3 x BI'H) noBblieHns akTHUBHOCTH TPaHCAMHMHA3 B CHIBOPOTKE
KpOBHU. DTU W3MEHEHHUS BO3HHKAJIM BCKOpE MOCIE Havyaja Tepanui CUMBACTaTUHOM, YacTO ObLIN
MPEXOAAIIUMH, HE COIMPOBOXKAAIUCh HUKAKUMU CHMOTOMAaMH W HE TpeOOoBalld IMpepbIBaHUS
JICYEHUSI.

Caxapmubwtii ouadem

Hekotopeie naHHBIE CBHUIETEIBCTBYOT O TOM, YTO CTAaTHMHBl Kak KJAcC IOBBIIIAIOT
KOHIIEHTPALIMIO TJIOKO3bl B KPOBHU, @ Y HEKOTOPBIX MAIMEHTOB C BBICOKHM PHUCKOM pa3BUTHS
caxapHoro guabera CTaTMHBI MOTYT HPUBOJUTH K PA3BUTHUIO TAKOTO YPOBHS THIIEPIIMKEMUHU,
pU KOTOPOM (POpMasIbHO JOJKHBI ObITh HA3HAUEHBI CaXapOCHIKAIONIMe Mpemnaparsl. B To xe
BpEMsl, 3TOT PUCK NIEPEBEUINBAETCS CHH)KEHUEM COCYJIUCTOTO PUCKA IPU IPUMEHEHUU CTAaTUHOB
U, CIleZIOBAaTeIbHO, HE JOJDKEH OBITh MPUYMHON MpeKpalleHus Tepanuu. [lanueHTsl ¢ puckoM
pa3BUTHUS caxapHOro auadera (KOHIIEHTpAIUsl T[IIIOKO3bl HaTolak ot 5,6 10 6,9 mMMmonb/m,
UMT > 30 Kr/m?, HOBBIIIEHHBIH YPOBEHb TPUTIIMIIEPUIOB, APTEPUATIbHAS TUIIEPTEH3Hs) J0IKEH
KOHTPOJIUPOBAThCS KaK KIMHUYECKH, TaK U OMOXMMHUYECKH B COOTBETCTBUHU C HAIIMOHAJIBHBIMU
PEKOMEHAALUSAMH.

Humepcmuyuanvhole 3a001€6aHUA 1€2KUX

OmnwucaHbl ciayyad pa3BUTUS UHTEPCTULUAIBHON OOJIE3HM JIETKUX MPHU MPUMEHEHUH HEKOTOPBIX
CTaTMHOB, BKJIOYas CHMBACTAaTHH, OCOOCHHO IpH JUIMTENBHOW Tepamuu (CMOTpU pasJeln
«[lobounoe oeticmsue»). llpu3HakaMu HHTEPCTULUMAIBHON OOJIE3HU JIETKUX SIBJISIOTCS OJBIIIKA,

HerO,Z[yKTI/IBHBII\/'I Kalmejib U yXyAIICHUC O6H.[€FO COCTOSIHUA 3J0POBbS (CJ'I8.6OCTB, CHHMXXCHHC
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Maccel Tena W Juxopanka). Ilpu momo3peHun Ha pa3BUTHE MHTEPCTUIMAIBHOTO 3a00JI€BaHUS
JIETKUX Teparus CTaTUHAMU JOJDKHA ObITh OTMEHEHA.

Ilpumenenue y oemeit u noopocmkog 6 eozpacme 10-17 nem

besomacHocts M 3(QeKTUBHOCTH CcHMBAacTaTMHa Yy NOAPOCTKOB B Bo3pacte 10-17 ner
C TETEpO3UIOTHOM CEMEMHOM TI'MIEpPXOJIECTEPUHEMHEN OIEHUBAJach B KOHTPOJIMPYEMOM
KJINHUYECKOM MCCIIEIOBAHUH C Y4aCTHEM MaJIbYMKOB-TIOJPOCTKOB €O cTaauei passutus II u
BbllIe MO Kiaccupukauuu TaHHepa U JEBOYEK, y KOTOPBIX MPOLUIO HE MEHee OJHOI0 roja
[OCJIe HACTYIUIGHHS MEHapxe. Y TAalMeHTOB, TMOJy4YaBIIMX CHUMBAcTaTHH, HpOQUIb
HEeXKeJlaTeNbHBIX SBJIEHUN B I1€JIOM OBII CXOJHBIM C TAaKOBBIM y MAIMEHTOB, MOJIY4aBIIUX

riare0o.

Ho3b1 cBbilie 40 Mr B JaHHOW NONMYJSIIUM NMALMEHTOB MCCJEI0BAHbI He ObLIM. B sTOM
OTPAaHHYECHHOM KOHTPOJHUPYEMOM HCCJICJOBAHUU HE OBUIO BBISBJICHO TOJTBEPIKICHUS BIUSHUS
mpernapaTa Ha pocT WJIM MOJOBOE CO3PEBaHUE JEBOYEK M MAIbUMKOB MOJPOCTKOBOTO BO3pacTa,
WM BJIMSIHUS Ha MPOJOJDKUTEILHOCTh MEHCTPYaJIBHOTO KA Y IEBOYEK TaKXKe He 0OHapy»KEHO
(cmotpu  pazmensl  «Papmarxoounamukar; «Cnocob npumenenus u 0o3vly; «llobounoe
Oeticmeuey). JleByIIKaM-oIpocTKaM  ClIeAyeT OOBSICHATh HEOOXOAMMOCTh MPUMCHEHUS
COOTBETCTBYIOIIMX  METOJOB  KOHTpAUENIMM BO  BpeMs  TEpalud  CHMBACTaTHUHOM
(cmotpu pazgensl «llpomusonokazanusy; «llpumenenue npu OGepemeHHOCMU U 8 NEPUOO
2pYOH020 BCKAPMAUBAHUAY). Y TIAIMEHTOB B Bo3pacte < 18 set 3ppeKTUBHOCTh U 6€30M1aCHOCTh
mpernapaTa Mpu MPOJOJDKUTENBHOCTH JeueHuss > 48 Helenb HEU3BECTHA, JOJITOCPOYHbBIE
3bdeKkTbl B OTHOLIEHUH (PU3UYECKOTO, HHTEIIEKTYalbHOTO U MOJIOBOTO  CO3pEBaHUs
He u3yuyeHbl. MccrienoBaHusi Mo MPUMEHEHHMIO CHMBAcTaTHMHa y manueHToB Muaamie 10 mer,

a TaKKC y nerei npeny6epTaTHoro BO3pacTa U ACBOYCK B IIPEMCHAPXE HC ITPOBOJUIINCD.

Bansinne Ha cIOCOOHOCTD YNIPABJISITH TPAHCIIOPTHBIMH CPEACTBAMH, MEXaHM3MaMHU

CuMBacTaTUH HE OKa3blBaeT WJIM OKa3blBaeT HE3HAYMTEIbHOE BIIMSHUE Ha CHOCOOHOCTh
YIPaBIIATh TPAHCIOPTHBIMU CpEACTBAMH M paboTaTh € MEXaHW3MaMu. TeM He MeHee,
IpU YOPABICHUU TPAHCHOPTHBIMU CPEICTBAMHU MM paboTe C MeXaHM3MaMHM, CJIeayeT
IPUHUMATh BO BHHMAaHHE, YTO B MOCTPETHMCTPALIMOHHOM II€PHOJE COOOLIANOCh O PEeAKHX

ClIydadX pa3dBUTHUA I'OJIOBOKPYKCHUS.
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RENEWAL KOMITAHW A OBHOBJIEHUE
Ten./daxc: 8 (800) 200-09-95

dopMa BbINIYCKa

TabneTku, MOKPHITHIE TUIEHOYHOM 000109K0M, 10 MT, 20 MT.

ITo 10, 15 TabneTok B KOHTYPHYIO SIMEHKOBYIO YINAKOBKY W3 IUIEHKH NOJUBUHWIXJIOPUAHON U
(boJBIY AMIOMUHUEBOW TIEYATHOH JTAKUPOBAHHOM.

2 KOHTYpHBbIE SYEHKOBBIE YIAaKOBKU MO 15 TabneTok uiu 3 KOHTYpHbIE SYEUKOBBIE YIIAKOBKH IO
10 TabneTok ¢ UMHCTPYKIMEH 1O NPUMEHEHUI0 IOMELIAI0T B MayKy W3 KapToHa s

MOTPEOUTENHCKOMN TapHI.

YciaoBust XxpaHeHust
B opurunanbHOi ymakoBke (KOHTYpHas silu€fKOBas yIMakoBKa B IMayke) MpHU TeMIlepaType He
Boime 30 °C.

XpaHHUTh B HEAOCTYITHOM JIJIS1 IETE MECTE.

Cpox rognoctu
2 rona.

He IMPHUMCHSATD 110 HCTCYCHUHU CpOKa 'O THOCTH.

YcaoBus oTmycka

OTnycKaroT 10 PeLernTy.

Baagesen perncTpauMoHHOr0 y10CTOBEPeHU

Axuunonepnoe o6mectBo «IIpousBoacTBenHas dapmaineBTuueckas komnanuss OOHOBICHHE»
FOpunnuecknii azpec: 633621, HoBocubupckas 0011., Cy3yHckuii paiioH,
pn. Cy3yH, yn. Komuccapa 3saTpkoBa, . 18.

Ten./akc: 8 (800) 200-09-95.

I/IHTepHeTZ www.renewal.ru
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RENEWAL KOMITAHW A OBHOBJIEHUE
Ten./daxc: 8 (800) 200-09-95

IIponssoanTens/Oprannsanus, NPUHAMAKOIIAsI IPETEH3UN OT MOTpeduTe el
IIpouzsooumenw

Axmmonepaoe o6mectBo «lIpomsBoncTBenHas ¢apmaneBTrueckas kommnanus OOHOBJICHHEY,
Poccus

Adpec mecma npouzeoocmaa

HoBocubupckas 0611., 1. HoBocubupck, yn. Cranimonsas, . 80.

Opeanuzayus, npuHuMalowas npemen3uyu om nompeoumeret

AxunonepHoe o6mectBo «IIpousBoacTBenHas ¢papmaineBTuueckas komnanuss OOHOBIEHHUE»
630096, r. HoBocubupck, yin. CranmuonHasi, 1. 80,

e-mail: pretenzii@pfk-obnovlenie.ru
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