COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 15.10.2025 N= 25818

I[10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITAPATA
CUMBACTATHUH-AJICH

PerucrpanoHHbINi HOMeEp:

Toprosoe HaumeHnoBanue npenapara: CumBacratun-AJICU
MexayHapoaHOe HEMATEeHTOBAHHOE HAUMEHOBAHME: CHMBACTaTUH
JlekapcTBeHHas popma: TaOJIETKH, MOKPHITHIC TFICHOYHON 0007I0YKOM
Cocras

OnHa TadJIeTKA, TOKPLITAS [UICHOYHOM 000JI0YKON, COAEDIKUT:

oeticmeyowee seuwjecmeo: cumBactatu — 10,00 mr wm 20,00 mr;

8CcnomocamenvHble seujecmaa: Neono3a Mukpokpuctammnieckas — 70,00/140,00 mr, kpaxman
peKeTaTHHU3NPOBaHHBIN — 49,98/99,96 mr, nakto3sl MoHOTHApaT — 7,00/14,00 Mr, TUMOHHOU
KUCIOTHI MoHoruapar — 1,25/2,50 mr, marnusi creapat — 0,75/1,50 mr, KpeMHUS TUOKCHI
KomouaHelii  (adpocwn) — 0,75/1,50 wmr, ackopbunoBas kuciora — 0,25/0,50 wr,
oyrunruapokcuanuzon — 0,02/0,04 wmr;

nienounas obonouka. Omanpaii |l (cepus 85F36646 Kopuuneswni) — 6,00/12,00 wmr
(momuBuHMIOBBIH coupT — 2,39/4,78 wmr, makporon (MONMUITHICHIINKONb) — 1,21/2,42 wmr,
tutaHa auokcua — 1,00/2,00 mr, tanek — 0,90/1,80 Mr, kpacurenb xkene3a OKCHI KEITBHIA —
0,29/0,58 wr, kpacutenb xeneza okcua KpacHwid — 0,19/0,38 wr, kpacuTenb kene3a OKCHI
yepHbiid — 0,02/0,04 mr).

Onucanue

Kpyrabie ABOSKOBBIMTYKIbIE TaONETKH, MOKPBITHIC TUICHOYHONW OO0OJIOUKONH OT KOPUYHEBOTO [0
CBETJIO-KOPUYHEBOI'O C PO30BaThIM OTTEHKOM IBeTa. Ha momepeyHoM paspe3e — BHYTPEHHHIA
CJI01 O€JI0ro Wiy o4ty OEeJIoro IBETa.

dapmakoTepaneBTHYECKas IPynna; runoaunuaemMudeckoe cpencrso — ['MI-KoA-peaykraszbl

UHTUOUTOP.

Koa ATX: C10AA01

dapMakoJIoOrnyecKue CBoiicTBa

Dapmarkoounamuka

Ilocie npueéMa BHYTPb CHUMBACTATUH, HBJ’I}IIOH_II/II‘;ICH HCAKTUBHBIM JIAKTOHOM, TOABCPracTCsd
TUAPOIN3Y B TII€UEHH C OO0pa3oBaHWEM COOTBETCTBYIOIICH (GOpPMBI [-THAPOKCUKUCIOTHI
CHMBACTaTHHA, SBIAIONIEHCI  OCHOBHBIM  MeTabOJMTOM H  oOjiajaromieli  BBICOKOM
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WHTUOMPYIONIEH AaKTUBHOCTBIO B OTHOIICHUH FM#H&%AjI;(él‘:;P%I%EE&t@-%&Lﬁ ﬁvl:r' t-'mn-

KOOH3UM A) peayKTasbl, (epMeHTa, KaTaTU3UPYIOIIEro HavajibHYI0 W Haubojiee 3HAUYUMYIO
CTagulo0 OMOCHHTE3a XosiecTepuHa. KiumHHuUecKkue wucciaeqoBaHus MoKa3aid 3(PQPEKTUBHOCTD
CUMBACTaTHHA B OTHOILLIEHUM CHMXKEHUS KOHIeHTpaluu obiero xojecrepuna (OXC) B mnazme
KpOBH, XOJIECTEpPHHA JIUTIONPOTeHMHOB HU3KOU oTHOocTH (XC JIITHIT), Tpurnuuepunos (TI') u
X0JIECTEpUHA JIUMOMPOTEUHOB O4ueHb HU3KOM mioTHOCTH (XC JIIIOHII), a Takke MOBBIICHHS
KOHIIGHTPALMHU XOJEeCTEpUHA JTUIMONPOTenHOB BbIcOKOM TuioTHOCTH (XC JIIIBII) y manueHToB ¢
FeTePO3UrOTHOM CEMEWHOM M HECEeMEHMHOM TUMEPXOJECTEPUHEMUEH WM CMENIaHHOW
TUIIEPIIMIIMIEMHUEN B TE€X CIy4asX, KOI/Ia MOBBIIMICHHAs KOHUEHTPALUs XOJIECTEPUHA SIBIIAETCS
(akTOpOM pHCKa M Ha3HAYCHHWE OJHOW IUETHl HEIOCTATOYHO. 3aMETHBIM TeparneBTUYeCKUN
apdexT HaOmogaercs B TEUEHHWE 2 HeIeNb MpUeMa Ipernapara, MaKCHUMallbHBIN
TepaneBTUUecknii 3pdekr — B TeueHne 4-6 Hemenb mociae Hadana JiedeHus. DPheKT
COXpaHseTCd NpU MPONOJDKEHMM Tepanuu. [Ipum mnpekpameHnn mnpuemMa CUMBACTaTHHA
KOHIIGHTPALlUsl XOJECTEpUHA BO3BpAIllaeTCs K HCXOJHOMY 3HA4YEHHIO, HAOIIOJAaBIIEMYCS 10
Hayaja JICYeHMUsI.

AKTUBHBI METa0OJIUT CHUMBAcCTaTHHA sBIsAeTCS crneruduueckum wuHrHOHTOpoM ['MI-KOA-
penykTasbl, (hepMeHTa, KaTaM3UPYIOIIET0 peakiuio obOpa3oBaHus MeBanoHara u3 ' MI-KoA.
HecMmotps Ha 3TO, mpHieM cUMBacTaTMHA B TEPANEBTHUUECKHUX /103aX HE NPHUBOIUT K IOJIHOMY
uHruouposannio 'MI'-KoA-pemaykrasbl, 4TO MO3BOJISIET COXPAHUTH BHIPAOOTKY OMOIOrMYECKH
HEO0OXO0UMOro KOoJHuecTBa MeBasioHaTa. [10CKOIbKY paHHUM 3TanoM OMOCHHTE3a XOJIecTeprHa
apisiercs koHBepcusi ['MI'-KoA B MeBanoHaT, CUMTAeTCsd, YTO NPUMEHEHUE CHMBACTaTHHA HE
JIOJIKHO BBI3BIBAaTh HAKOIUIEHUS B OPraHU3ME NNOTEHIIMAIBHO TOKCUYHBIX CTepoiioB. Kpome Toro,
I'MI'-KoA OGricTpo MeTabonu3upyercst 00paTHO 10 aneTuia-KoA, KOTOphlii yyacTBYeT BO MHOTHUX
nporeccax OMOCHHTE3a B OpraHu3Me.

XOTs X0JeCTepHH SBISETCS MPEIUIECTBEHHUKOM BCEX CTEPOUJIHBIX TOPMOHOB, HE HA0II0AANIOCh
KJIMHUYECKOIO BIMSHUS CHMBAacTaTMHA Ha cTepouaoreHes. [1ockobKy CUMBAcCTaTUH HE BbI3BAJ
NOBBILIEHUS] JIMTOIEHHOCTH JKE4YM, MaJIOBEPOSTHO €ro BIUSHUE HA YBEJIWYEHUE YaCTOTHI
3a00J1IeBa€MOCTH KEITYHOKAMEHHON OO0JIE3HBIO.

CuMBacTaTUH CHM)KA€T KAaK MOBBIIIEHHYIO, TaK W HOpMaibHYI0 KoHueHTparuio XC JIITHIL.
JITHIT oOpa3ytoTcss u3 JHMIONPOTEMHOB odeHb HHU3KOM miotHoctH (JITIOHIT). Karabonmusm
JIIHIT mpeuMymIeCTBEHHO OCYLIECTBISIETCS C IMOMOIIbI0  Bbicokoad¢uuHoro JIITHII-
peuentopa. Mexanusm cHkeHus koHueHTtpanuu XC JIITHII mocne mpuemMa cumBacTaTHHA
MOXXET OBbITh OOycCiioBJIeH Kak cHuxeHueM KoHieHtparuu XC JIITIOHII, tak u akTuBammei
JITHII-perienTopoB, 4TO MPUBOAMUT K YMEHBILICHNIO 00pa30BaHus U ycuiieHHIo KaTabonu3ma XC

JIITHII. Ilpu Tepanuu CHUMBACTaTMHOM TaKKe CYIIECTBEHHO CHUXACTCS KOHILICHTPALMS
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anoymmonporenHa B (amo B). ITockonsky kKaxdmas qac{;gﬂ;ﬁ::ﬂ-ﬁﬁﬁ %BIWI%QIIS? 1@8)"—Iglgynv
p ( ) y

ano B, a B Apyrux nWMONpoTeMHaX OOHAPYKEHBI Mayble KOJMYecTBa amo B, MoxHO
IPEIIOJIOKUTh, YTO CHUMBACTATUH HE TOJBKO BBI3BIBAET IOTEPIO XOJIECTEPHHA B YacTHIAX
JIITHIT, HO m cHWkaeT KoHUEHTpamuioo uupkyupyromux yvactun JIIIHII. Kpome Toro,
cuMBactathH noBeimaeT koHueHTpamuoo XC JIIBIT u camxaer koHueHtparmuioo TIT B mazme
KpoBH. B pesynbrate 3Tux mzmenenuit otnormenus OXC/XC JIIIBIT u XC JIITHIT/XC JITBIT
CHUKAIOTCSL.

B cxanauHaBCKOM MCCeI0BaHUU BIMSHUS CUMBAacTaTHHA Ha BBIKHBAEMOCTh (4S) Bo3jaelicTBHE
Tepanuu CUMBACTATMHOM Ha OOIIyI0 CMEpPTHOCTH (MelWaHa BPEMEHM y4yacTHs MalHueHToB 5.4
roga) omeHuBalioch Ha 4444 mamuedtax c¢ wumeMuyeckoi Oonesnpto cepana (UBC).
CuMBacTaTUH CHUXAJ pUCK o0miel cMepTHOCTH, cMepTHOCTH oT UBC 1 yactoTy HedaTaabHBIX
MOJATBEPXKJIEHHBIX MHGpApKTOB MUOKapaa. CHUMBAcTaTUH TakXKe CHMXKANI PUCK HEOOXOIUMOCTH
MPOBEJCHUS XUPYPrUUYECKUX BMEIIATENIbCTB MO BOCCTAHOBJICHHWIO KOPOHApPHOIO KpPOBOTOKA
(a0pTOKOpPOHApHOE LIYHTHUPOBAaHWE WJIM YPECKOXKHAs TPAHCIIOMUHAIbHAs KOpPOHApHas
AHTHOIUTACTUKA). Y TAIMEHTOB C CaxapHbIM AHa0eTOM pHUCK BO3HUKHOBEHHUS OCHOBHBIX
KOPOHAPHBIX OCJIOKHEHUI ObLT Takke CHIKEH. bojee Toro, ciMBacTaTUH 3HAUUTENBHO CHUXKAII
PUCK BO3HUKHOBEHHUs (haTalIbHBIX U He(aTaJbHBIX HApPYIIEHWH MO3TOBOTO KpPOBOOOpAIIECHUS
(MHCYJIBTOB M MPEXOJIAIIMX HAPYIIEHUH MO3TOBOTO KPOBOOOPAIIICHHS).

B 5-nernem uccnenoBanuu 3aunmthl cepaua (HPS) agdexTuBHOCTh Tepanuu CUMBAaCTaTHHOM
Obuta mpoaeMoHCTpupoBaHa y 20536 manmweHTOB ¢ TUNepiaunuieMued wim 0e3 Hee,
HaXOJSIINUXCS B TpyMIe BHICOKOro pucka pa3Butus MBC B cBs3u ¢ COMyTCTBYIOMIMM CaxapHbIM
nrabeToM, MHCYJIBTOM B aHaMHE3€ U APYTUMH COCYAUCTBIMU 3a00JI€BaHUSMH.

B 1aHHOM MHOTOIICHTPOBOM PaHIOMHU3HPOBAHHOM JIBOWHOM CJIETIOM ILIae00-KOHTPOIHPYEMOM
HCCJIEJIOBAaHUM CUMBAcTaTUH B J103¢ 40 Mr B CyTKM B CPaBHEHHMH C IUIalle00 CHIKAN OOIIyIO
CMEpPTHOCTb, PUCK CMepTH, cBsizaHHOM ¢ MBC, pucKk BO3HMKHOBEHHSI OCHOBHBIX KOPOHAPHBIX
OCJIOKHEHUH (BKJIIOYass HedaTanbHbIH MH(GAPKT MHOKapjaa WM cMepTh, cBsizaHHylo ¢ MBC),
HEOOXOIMMOCTh XHPYPIUYECKHX BMEIIATEIbCTB 110 BOCCTAHOBJICHHIO KOPOHAPHOI'O KPOBOTOKA
(BKJIIOYAsi ~ AaOPTOKOpPOHApHOE  IIYHTHPOBAHUE M UYPECKOKHYIO  TPaHCIIOMUHAIBHYIO
AHTHUOIUIACTUKY), a Takke mepudeprudyeckoro KpPOBOTOKAa M APYTUX BHUJIOB HEKOPOHAPHOMU
peBackynsgpuszanuu. CHUMBACTaTUH CHUJKAJl PUCK pa3BUTUS HUHCYJIbTA, a TaKXKE PHUCK
rOCIUTAIM3AIMUA TI0 TOBOAY CTEHOKApAWU. PUCK pa3BUTHS OCHOBHBIX KOPOHApHBIX U
COCYJIMCTBIX OCJIOKHEHUM CHIDKAJCA y marueHToB ¢ wim 0e3 MBC, BkiItouas MamueHTOB C
caxapHbIM JrabeToM, 3a00JeBaHUAMH TEePUPEPUUCCKUX COCYIOB HIH IepeOpOBACKYIISIPHOM
natoyiorueil. Y MalMeHTOB C CaXapHbIM JMa0eTOM CHMBACTaTUH CHIDKAT PHUCK Pa3BUTHS

CCPBLC3HBIX COCYIHUCTBIX OCHO)KHGHHﬁ, B TOM YHCIIC H€O6XO,Z[I/IMOCTI: MMPOBCACHUA
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XUPYPIrUUCCKUX BMCIIATCIBCTB 110 BOCCTAHOBJIEHHUIO HC%&%Q‘DJIEQ&%&FBT%EJ;JEE&T al\l’}lI'I'ﬁVT IHI/II/I

HUKHUX KOHEYHOCTEH, a TAK)KE BOSHUKHOBEHHE TPO(DUUECKUX SI3B.

B napyroM MHOTOLEHTPOBOM IIaie00-KOHTPOIUPYEMOM HCCIEIOBaHUM C ydyactueM 404
MAlMEHTOB CHUMBAcCTaTUH (MO JaHHBIM KOPOHAapHOM aHruorpaguu C HCIOJIb30BAHUEM
KOJIMYECTBEHHOW OIIEHKH KOPOHAPHOTO KPOBOTOKA) 3aMEJISUI IPOTrPECCUPOBAHNE KOPOHAPHOTO
aTepoCKJIep03a M MOSBICEHUE KaK HOBBIX YYaCTKOB aTE€pPOCKIEPO3a, TaK M HOBBIX TOTAJIBbHBIX
OKKJTIO3HM, TOT/Ia Kak y NAaIMeHTOB, MOJYYaBIIMX CTAHJAPTHYIO TEpamuio, Ha0JI01aIoch
HEYKJIOHHOE MTPOrPEeCcCUPOBAHNE aTePOCKICPOTHUECKUX MOBPEXKIEHUN KOPOHAPHBIX apTepHil.
AHanmM3 TOATPYMIT W3 JIBYX HCCIIENOBAaHHMM, B KOTOpbIC ObUIO BKIIOYEHO 147 TAIlMEeHTOB B
runepTpurannepuaemuei (runepaunuaemus |1V o tuna no kinaccupukanmum DOpeapUKCOHA)
noKasay, 4To cuMBacTaThH B 1103€¢ OT 20 mo 80 mr B cyTku cHmkan koHreHtpauuto TI, XC
JITTHII, xomectepun He nunonpoTenHOB Bbicokoi tuioTHOCTH (XC He-JITIBII, paccuntsiBaeTcs
Kak pazHocTh Mexay koHreHTpamuedn OXC u xonnentpamueit XC JIIIBIT) u moBeiman XC
JITIBIL.

AHanu3 apyroi MOArpynmnsl U3 7 MAIMEHTOB C JUCOETaTUIONPOTEHHEMHUEH (TUIEPIUTUACMHUS
Il Tuna mo kmaccudukanun PpenpukcoHa) cuMpacTaTHH B J03¢ 80 MI' B CYTKH CHHXKa
koHnentpanuto XC JITTHII, Bximrovas nunmonpoTenHbl mpoMexxkyTounor miotHoctu (JIIIIIIT), a
taxoke koHneHTpauuto XC JIITOHIT u JITIIIII.

DapmakoKkunemuxa

Memabonuzm

CuMBacTaTUH SBJISETCS HEAKTHBHBIM  JIAKTOHOM, KOTOPBIM  OBICTPO  THAPOIU3YETCH,
npeBpamiasch B B-THAPOKCUKUCIOTY cumBacTatuHa (L-654,969), cunpnblit uaruourop I'MI -
KoA-penykra3zel. OCHOBHBIMH METa0OJMTaMH CHMBACTaTHHA B IUIa3ME KPOBU SIBISIFOTCS [-
ruapokcukuciaora cumBactatuHa (L-654,969) u ero 6’-rumpokcu, 6’-TUAPOKCUMETHI U 6-
sKk30MeTHiIeH mnpousBoaHbie. MurubmpoBanne ['MI-KoA-penykraspl SBISETCS KpUTEpPHEM
KOJIMYECTBEHHOW OIICHKM BCEeX (apMaKOKHMHETHUECKUX HCCIACIOBAHUN [-THIPOKCHKHUCIIBIX
MeTabONMUTOB (AKTUBHBIX MHTUOWTOPOB), @ TAK)KE AKTUBHBIX M JIATEHTHBIX WHTHOUTOPOB (BCEX
WHTHOUTOPOB), 00Pa3yIONIUXCs B pe3yJibTare ruApoian3a. O6a Tuna MeTaboIuTOB ONMPEASISIOTCS
B IUTa3M€ KPOBHU MPH MPUEME BHYTPb CHUMBACTaTHUHA.

lMupponus cuMBacTaTMHa B OCHOBHOM IPOUCXOIUT TPU «IIEPBUYHOM MPOXOKICHUM» Yepe3
MEYEeHb, MOATOMY KOHIICHTpPALMsI HEM3MEHEHHOTO CHMBAcTaTHHA B IUIa3ME€ KPOBHU YENOBEKa
Hu3Kas (MeHee 5 % OT mpHUHATOM 103b1). MakcuManbHas KoHIeHTpaus (Cmax) B miia3Me KpoBu
METabOJIMTOB CHMBAcTaTWHA JocTuraercs uepe3 1,3-2,4 wdyaca mocie mnpuemMa BHYTPb
OJTHOKPATHOM 103bl. B Hccnenosanuu ¢ npuMeneHneM 4C MeueHOro cuMBacTaTHHA TIa3MEHHAs
KOHIIEHTpanus obOmeii pamuoaktuBHoctH (**C  Meuenwslit cumpactatua + 4C  meueHble
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MeTa0OIUTHI CI/IMBaCTaTI/IHa) Jocturaja MakCHMyMa d&%:ﬂ%BﬁT&Qk%:gﬁ%g BI A0

npuMmepHo 10 % OT MakcMManbHOIO 3HAa4€HMs] B TE€4eHHE |2 4YacoB IOCiIE€ IpHEMa BHYTPb
OJIHOKpAaTHOM 1103bl. HecMoTps Ha TO, 4TO AMAna30H PEKOMEHIOBAaHHBIX TEPANIEBTHUUECKUX /103
CHMBacTaTHWHa cocTaBisieT oT 5 g0 80 Mr B CyTKH, JMHEWHBIH XapakTtep mnpodmrst AUC
(Tutomaak oA KPUBOM «KOHIIEHTPAIUS—BPEMS») aKTUBHBIX META0OJIMTOB B OOIIEM KPOBOTOKE
COXpaHseTCA MPHU yBEJIUUYEHUH 10361 10 120 mr.

Bcacvieanue

BcacsiBanuto nmoasepraercs 0koio 85 % NpHUHATONW BHYTPb A03bl CHMBACTaTHHA.

[Ipuem mumm (B paMKax CTaHAAPTHOW THUITOXOJECTEPHMHOBOM IHETHI) cpaszy TOCie Mpuema
CUMBATCTHHA HE BIUSIET HA (hapMaKOKWHETUIECKHA Tpoduih Ipernapara.

Pacnpeoenenue

[Tocne nmpuema BHYTph B MEYEHH OMPEIENAIOTCS 0oJjiee BHICOKME KOHIIEHTPAIlMM CUMBACcTaTHHA,
YeM B JIPYTUX TKAHAX.

Konnentpanus aktuBHoro merabonura cumBactatuHa L-654,969 B cucTeMHOM KpOBOTOKE
cocraBnsieT <5 % OT MPUHATOW BHYTPh A03bI; 95 % OT 3TOro KOIMYecTBa HAXOAWTCS B
CBSI3aHHOM C O€JIKaMu COCTOSTHUH.

Pe3ynbpTatrom akTHBHOrO MeTtaboiiM3Ma cCUMBAcTaTHHa B meudeHu (>60 % y MyX4uuH) SBISETCS
€ro HU3Kasi KOHIIEHTPAILHs B 00IIIEM KPOBOTOKE.

Bo3MOXHOCTH ~ NMPOHMKHOBEHHS ~ CHMBAcTaTWHA  d4epe3  reMaTodHUedanndeckuid |
reMaToIuIalleHTapHbIi 6aphep He U3yYeHa.

Buviseoenue

[Ipn «mepBUYHOM TPOXOXKISCHUW» Uepe3 IM€YeHb CHMBACTATHUH METa0OIU3UPYETCsS C
MOCIIEAYIONUM BBIBEICHUEM CHMBACTATUHA U €70 METa0OIUTOB C KEITYbIO.

B wuccnenoBannn npu npueme 100 mr cumBactatmHa (5 Karmcyn mo 20 mr) #C meuensiit
CUMBACTATHH HAaKaIUIMBAJICS B KPOBH, MOYE M KanoBbIX Maccax. Okono 60 % mpuHATON 03B
MEUYEHOT0 CUMBACTAaTHHA OMPENETSIOCh B KATOBBIX Maccax U okoio 13 % — B moue. Meuenslii
CUMBACTaTHH B KaJlOBBIX Maccax ObUT TMPEACTaBlIeH Kak MPOAyKTaMH MeTa0oIu3Ma
CUMBACTaTHHA, BBIJCIUBIIMMUCA C JKET4bl0, TaKk M HeaObCOpOMpPOBAaBUIMMCS MEUYEHBIM
cumBactatuHoM. Menee 0,5 % mpuHATON 03Bl MEYEHOTO CHUMBAcTaTHHA ObLJIO OOHApPYKEHO B
MOY€ B BHUJICE AKTUBHBIX METa0OJIUTOB cuMBactatuHa. B mmasme kxpoBu 14 % AUC ObL10
00yCJIOBJICHO aKTUBHBIMH HHruoutopamu u 28 % — Bcemu wunruOutopamu ['MI-KoA-
peaykrassl. Ilocnennee yka3plBaeT Ha TO, 4YTO B OCHOBHOM MPOIYKTHl MeTabonu3ma
CHMBACTaTHHA SIBJISIOTCS HEAKTUBHBIMU WU ci1a0biMu mHTHOUTOpamMu I MI'-KoA-pemykrassi.

B uccnenoBanuu no u3ydeHuo NponoOpLUHOHATBHOCTH 403 cuMBactartuna 5, 10, 20, 60, 90 u 120

MTI' HE HaOJIOANOCh CYIIECTBEHHOTO OTKIOHeHHs OT JuHerHocTH AUC B 0011eM KpOBOTOKE ¢
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yBeNIMYeHUEM J103bl. DapMaKOKMHETHUECKHE KaSaTeJ!il:IlI%BPF%&%J&Q&%&II&QKA&QI%OM

IIpYEME BHYTPb CMMBAcTaTHHA ITOKA3ajy, YTO CUMBACTaTHUH HE HAKaIUIMBAeTCAd B TKaHAX NpU
MHOTOKpPaTHOM IIPUEME BHYTPb.

B uccrnenoBanuu y manueHTOB C TSKEION MOYEUHOM HEOCTaTOUYHOCTHIO (KJIMPEHC KpeaTUHUHA
(KK) menee 30 mi/muH) oOmiass KoHIeHTpaius uaruouropos ' MI'-KoA-peaykrassl B mia3me
KpPOBH TOCIIE TIpHeMa BHYTPh OJHOKPATHOM 03Bl COOTBETCTBYIOIIEro nuruouropa I'MI-KoA-
penykTassl (cTaTHHA) Obl1a MPUOIU3UTEIHHO B 2 pasa BBIIIE, YEM Y 3/I0POBBIX JOOPOBOJIBIIEB.

B wuccrnegoBaHMM c ywyacthueM 370pOBBIX JOOPOBOJIBLIEB NPUMEHEHHWE CHMBAacTaTUHA B
MakCUMaJbHOW 1g03¢ 80 Mr He BIMSAJIO HAa METadoNMM3M MHa3ojlaMa W SPUTPOMHIIMHA,
aprsitonuxcst cyoctpatamu uzodpepmenta CYP3A4. Dro o3Hauaer, 4To CUMBACTAaTHH HE
apnsieTrcss uHruoutopom m3opepmenta CYP3A4, um mo3BoOisieT NPEANONOXKUTh, YTO MpPHUEM
BHYTpb CHMBACTaTHHAa HE OKa3blBa€T BIMSHHUS HA KOHLEHTPALMI0O B IJla3Me€ KpPOBU
JIEKapCTBEHHBIX CPEJICTB, METa0OIM3UPYIOIMXCs 1Mo aeictueM nzohepmenta CYP3A4.
WzBectHO, uro nmkiocnopud ysenuuuBaeT AUC uarndutopoB I'MI-KoA-penykrassl, XOTs
MEXAaHHU3M JIEKAPCTBEHHOI'O B3aMMOACWMCTBMSI HE M3ydeH MONHOCThIO. YBenumueHnue AUC
CUMBACTaTHHA MPEIIOJIOKUTEIBHO CBS3aHO, B YaCTHOCTH, C MHTHOMpOBaHHEM H30(hEepMEHTa
CYP3A4 n/wmm tpancnoptHoro 6enka OATP1B1 (cm. pazaen «IIpoTuBornokazanus).

B (dapmakokMHETHYECKOM MCCIEIOBAHUU MPU OJHOBPEMEHHOM NPUMEHEHUHU C JUITHA3EMOM
HaOmonanoce  yBenuueHue AUC  B-THAPOKCHKMCIOTHI cUMBactatuHa B 2,7  pa3sa,
MIPEAMNOJIOKUTENLHO 3a cueT mHruOupoBaHus mzodepmenta CYP3A4 (cm. pasgen «OcoObie
yKazaHus», moapaszen «Muonatust/PabaoMuoams»).

B (apmakoknHETHUECKOM HCCIEIOBAHUU TPU OJHOBPEMEHHOM NPHUMEHEHHH C aMJIOIUITMHOM
Habmonanoce yBenuueHue AUC B-ruapoKCHKHCIOTHI cuMBacTatuHa B 1,6 pasa (cM. paszen
«Oco0ble yKkazaHwust», mojapasaen «Muonarus/PadgomMuonms»).

B ¢dapmakokuHeTnyeckoM HCCIEIOBAaHUU NpPHU OAHOBPEMEHHOM MPUMEHEHHHM OIHOKpPATHOU
J03bI (2 T) HUKOTMHOBOM KHCJIOTHI 3aMEJJICHHOTO BBICBOOOXIACHUS WM cuMBacTtatuHa 20 mr
Habroanock HesHauuTenbHoe yBennueHne AUC cumBacTaTHHA U B-THAPOKCUKUCIOTH 1 Cmax
B-TUIPOKCUKUCIOTHI CHUMBAcTaTMHa B IIa3Me KpoBH (cM. pazgen «OcoOble yKazaHUsD,
noapasaen «Muomatus/PadboMuonu3»).

Konkpernsie mytn metrabonu3ma (hy3ug0BONW KUCIOTHI B MEYEHU HEU3BECTHBI, OJHAKO MOXKHO
OPEINONIOKUTE O HAIWYMM B3aUMOJCHCTBUS MeXIy (y3UJ0BOW KHUCIOTOM M CTaTWHAMH,
KoTopble MeTtabomusupytorcss uzopepmeHTom CYP3A4 (cm. pasmen «OcoOble ykKazaHUs,
noapasaen «Muomatus/PadboMuonus3»).

Puck pa3BUTHS MUOTIATHH YBEIMYUBACTCS MPH MOBBIIICHUH KOHLIEHTpAMu HHruoutopos I'MI -

KoA-penykra3zel B miazme kpoBH. CuibHble WHTHOMTOpHI n3odpepmenta CYP3A4 wmoryt
6
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MOBBINIATh KOHIEHTpaIuio UHruoutTopoB ['MI -KoA-péM?alEr‘]ﬂ; ﬁﬁll@ﬂﬁjf_t:lg I/Ee?lﬁnl;lléi'{mo

pucka pa3BuUTHS Muomatuu (cM. paszen «B3aummopelcTBHE € JIPYTMMHU JIEKapCTBEHHBIMHU
cpencTBaMm», «OcoOble yka3aHus», moapasnaen «Muonatust/PadmomMuomnms»).
Oco0ble TpyNITbl MAMEeHTOB

THonumopguszm ecena SLCOIBI

Hocwurenu amnenu ¢.521T>C rena SLCO1B1 umeroT 601ee HU3KYI0 aKTUBHOCTH TPAHCIIOPTHOTO
o6enka OATP1B1. AUC oCHOBHOTO aKTUBHOTO METAa0OJIMTa, THIPOKCHKUCIOTHl CHMBACTaTHHA,
cocraBisieT 120 % y rereposurorueix Hocutenei (CT) amnenu C u 221 % y roMO3UroTHBIX
nocuteneii (CC), OTHOCHTEIBHO MalMeHTOB ¢ Hambojee wacteiM reHotunoM (TT). Yacrora
BcTpeuaemoctu amenu C B eBpomelickod mnonymsauuu paBHa 18 %. Y manumeHToB ©
nonumopdusmom rena SLCOI1IB1 ecTp pUCK MOBBIIICHHS 3KCIO3UIMHU THUIPOKCHUKUCIOTHI
CUMBACTaTHHA, YTO MOKET IPUBECTHU K YBEIMUYEHUIO pHcka padaomuoinusa (cM. pazaen «Ocobbie

YKa3aHUI» ).

Iloxka3zaHus K NPUMEHEHHIO

[NarueHThl ¢ HIIEMHUYECKON O0JIE3HBIO CEPIIA WIN C BEICOKUM puckoM UBC

VY manueHToB ¢ BRICOKUM pucKoM pa3puTus NBC (mpu Hanuuuu runepiaunuaeMud win 6e3 Hee),
HanpUMep, y TAIMeHTOB C CaxapHbIM IUA0ETOM, Y TMAI[MEHTOB C HHCYJIBTOM WIH IPYTHMHU
1epeOpOBaCKyISIPHEIMU  3a00JICBaHUSIMH B aHAMHE3€, Yy TAIMeHTOB ¢ 3a00JieBaHUSIMU
nepudepudecKkux cocynoB uiau y manumeHtoB ¢ MBC wmm mpenpacnonoxenHocteio k. UBC
npenapatr CumBactatud-AJICU nokazan jis:
* CHmKeHUs pHucKa 00IIel CMEpTHOCTH 3a CYET CHUKEHHSI cMepTHOCTH B pe3ynbTate MBC.
*  VYMEHBIICHUS PUCKA CEPHE3HBIX COCYAUCTBIX U KOPOHAPHBIX OCIIOKHEHUM:
- HepaTaIbHBINA HH(PAPKT MUOKAP/a;
- KOpOHapHasi CMEPTh;
- UHCYJIbT;
- IPOLIEAYPhI PEBACKYJIIPU3ALUH.
e VYMeHbIIEHHUS] pUCKA HEOOXOIHMMOCTH IPOBEACHUS XUPYPTUUYECKUX BMEIIATENbCTB IO
BOCCTAHOBJICHHIO KOPOHAPHOI'O KPOBOTOKA (TaKUX KaK aOPTOKOPOHAPHOE LIYHTUPOBAHUE
Y YPECKOKHAsI TPAHCIIOMUHAIIbHASI KOPOHAPHAs! aHTHOILJIACTUKA).
* VYMeHBIICHHS PUCKA HEOOXOIMMOCTH TPOBEACHUS XUPYPTUUYECKUX BMEIIATEIHCTB TI0
BOCCTAHOBJICHHIO Tepu(epruueckoro KpOBOTOKa U JPYTHX BUAOB HEKOPOHApHOU
pEeBaCKyJIApU3aliu.

e  CHWKeHHUs PUCKA roCUTaIn3alluu B CBA3U C IPUCTYIIAMU CTCHOKAPAWUH.



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 15.10.2025 N= 25818

(MOCNEOCBATENEHOCTE 0001)

I'unepaununeMus

e Kak pomonHenwe K Juere, Korja NpPUMEHEHUE TOJBKO JUETBl U JAPYIHX
HEMEIMKaMEHTO3HbIX METO/IOB JIeYeHUs y MalUEeHTOB c MEePBUYHOMN
TUIIEPXOJIECTEPUHEMHEHN, BKIIIOYAsl T'€TEPO3UTOTHYH) CEMEWHYIO THMIEPXO0JIECTEPUHEMUIO
(runepmunuaemus lla Tuna mo knaccubukanuu  DpeapukcoHa), WIM CMENIaHHOMN
runepxonecrepuHemueii (runepmununemus b tuna mo knaccudpukannun ®dpenprikcona)
HEJOCTATOYHO JIJISI:

— cHuxeHus nopeieHHoN koHueHTpauuun OXC, XC JIITHII, TT', anonunonpoTenHa
B (amo B);

— nosblmeHusa koHueHtpauu XC JITBIT;

— cHmwxkeHus cootHomenus XC JITTHIT/XC JITIBIT u OXC/XC JITIBII.

* T'uneprpurnunepuaeMus (runepaunuaeMus IV tuna no knaccupukamnun Opeapukcona).

* JlomosHeHHE K JUETE U APYTHM CIIOCOO0aM JICYCHHS TAllUEHTOB C TOMO3UTOTHON CeMEWHOM
TUIIEPXOJIECTEPUHEMHEN NI CHUXKEHUS oBbIeHHON KoHueHTpanuu OXC, XC JIITHIT n
aro B.

* IlepBuunas nucoOeranumnonporenHemus (runepnunuaeMus III Tuma nmo kiaccupukanuu
®dpenpuKkcoHa).

ITpuMeHeHnue v IeTed U IOAPOCTKOB C TETEPO3UTOTHON CEMENHON THIIEPX0JECTEPUHEMHUEN

[IpumeHeHne cuMBacTaTHHA OJHOBPEMEHHO C JUETOM IMOKA3aHO JJISi CHU)KCHUS TOBBIIICHHOM
koHuentpauuun OXC, XC JIIHII, TT', aro B y ronomeii 10-17 net u y neBymek 10-17 ner ne
MeHee dYeM depe3 | roj mocie MeHapxe (IepBO€ MEHCTpyaJbHOE KPOBOTCUCHHE) C

reTePO3UTOTHON CEMENHOMN TUIIEPX0JIECTEPUHEMHUEH.

IIporuBonoka3anus

* [loBpimIeHHAs YyBCTBUTEIBHOCTH K JIIOOOMY KOMITIOHEHTY Mpernapara.

e 3abosieBaHWEe TIEYCHW B AaKTHUBHOM (a3e WM CTOHKOE TMOBBIINIEHUE AaKTUBHOCTH
«TEYEHOYHBIX)» TPAaHCAMHHA3 B TIa3ME KPOBU HESICHOW ITHOIOTHH.

* OpnHOBpeMEHHOE MpPHUMEHEHHE C MOIIHBIMU HHrHOMTOpamMu wu3opepmenta CYP3A4
(UTpakoHA30JI0M, KETOKOHA30JO0M, I103aKOHA30JI0M, BOPHKOHA30JI0M, WHIHOUTOpaMu
BUY-niporeassl, OOLEPEBUPOM, TEIANPEBUPOM, IPUTPOMHUIIMHOM, KIAPUTPOMHUIIMHOM,
TEIUTPOMHUIIMHOM, He(Pa30J0HOM | TpernaparaMu, COJEpKallUMH KoOumucraTt) (CM.
pasnen «B3aummojeicTBre ¢ APYTMMHU JICKAPCTBEHHBIMH CpeICTBaMn»; pasnen «Ocolbie
yKazaHus», noapasaen «Muonatus/Padnomuonmsy).

* OnmHOBpEMEHHOE MpHUMEHEHUEe ¢ reMGuOpPO3UIOM, ITUKIOCIIOPUHOM HIIM JITaHA30JI0M (CM.

pa3nen «B3auMoneiicTBHe C IpyrMMHU JIEKapCTBEHHBIMHU CpencTBamm»; pasaen «Ocolble
8
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JCNEOOBATENEHOCTE 0001)

tie)
yKa3aHUs», MOapa3e <<MHonaTHﬂ/Pa6zL0MI/Iom/Is»I)—.l -

* OpaHOBpeMEHHOE TPHMEHEHHE CHMBACTaTHHA B J03ax Oonee 40 MI ¢ JOMUTAMUIOM Y
NalMeHTOB C TOMO3UIOTHOM CEMEMHOW rumepxojecTepuHemMuer (cM. paszaen
«BzaumopeiicTBue C JApYyrUMHU JIEKapCTBEHHBIMU CpeACTBaMU», monpasaen «Jlpyrue
JeKapCTBEHHbIE  B3auMoAeHcTBUs»;  pasfen  «OcoOble  yKazaHus»,  MOJApa3fel
«Muwuomnarus/PabgoMuoaunsy).

* bepemeHHOCTH WK MTEPUOJI TPYJHOTO BCKAPMITUBAHHSL.

* Bospact mo 18 mer (3a uckmouenuem neredt 10-17 yer ¢ rerepo3uroTHoi ceMeWHOU
runepxosecrepunemueii) (cM. pazaen «Iloka3anus K IPUMEHEHUIO).

* Penko BcTpewaromascs HaCIEICTBEHHAS HEIEPEHOCUMOCTh TaIaKTO3bl, Ne(UIIUT JIaKTa3bl

Jonapei Wi III0K030-TalaKTO3Has MalibabcopOuus.

C 0CTOPOXKHOCTHIO

Hapymenue ¢ynkuun mouek tspkenoit crenenn (KK menee 30 mur/muH); 310ynorpebiieHne
QJIKOTOJIEM JI0 Havaja JIeYeHHs; 3a00JIeBaHNs TICUeHH B aHAMHE3€; HACJIEICTBCHHbIC MbIIICYHbIC
3a0ojeBaHUs, MuUOMaTus Ha (oHEe InpuemMa CTATUHOB B aHaMHe3€, IOHM)KEHHBIH WIIH
HOBBIIIEHHBIN TOHYC CKEJIETHBIX MBIIIL] HESCHOM 3THOJIOTUH; HEKOHTPOJIMPYEMBIA THIIOTHPEOD3;
IUTaHUPYEMbIE XUPYpPrHUECKUE BMEUIATEIbCTBA, TSDKENbIE TEPANeBTHUECKUE M XUPYpPrHUECKHUe
3a00JeBaHUs; OAHOBPEMEHHOE IpUMeHeHue ¢ pubdbpatamu (Kpome GpeHopudpara), HIKOTHHOBOM
KHCJIOTOM B JIMMUJCHWXKAIOMUX 103ax (Oomee 1 T1/CyTKH), aMHOAApOHOM, aMJIOJAUITHHOM,
BEpalaMuIoM, JWJITHA3€MOM, PpaHOJa3WHOM, JPOHEAAPOHOM, TIpeHIPPYTOBBIM  COKOM;
caxapHblii 11abeT; MPUMEHEHUE y MAIlMeHTOB MOHTOJIOUIHOM packl, MOXKUIION BO3pacT (cTapiie

65 net, 0cOOEHHO JKEHIIIMHBI).

I[IpumeHeHne npu 6epeMEHHOCTH M B MIEPUO/I TPYAHOI0 BCKAPMJIUBAHUSA

bepemennocmu

CuMBacTaTUH TNPOTUBOINOKAa3aH OepeMeHHbIM. Tak Kak 0e30MacHOCTh Al OEpeMEHHBIX He
JI0OKa3aHa M HET JaHHBIX, YTO JIEYEHHE IpEenaparoM BO BpeMsi OEPEeMEHHOCTH MPUHOCUT
OUEBUJHYIO TOJIb3Yy, IIPUEM IIperapara cielyeT HEeMEMJEHHO MPEeKPaTUTh MpU HACTYIUICHUU
6epemenHocT. CUMBACTaTHH CJeIyeT Ha3HAuaTh KEHIIMHAM JETOPOJHOTO BO3pacTa TOJIBKO B
TEX CIIy4asix, KOrJa BEpOsTHOCTh OepeMEHHOCTH O4eHb Maia. [IpuMeHeHne npenapara BO BpeMs
OepeMEeHHOCTH MOXXET CHM3UTh KOHIIEHTpAIMI0 MeBajoHaTa (MpEeIIIeCTBEHHUK B OMOCHHTE3€
XOJIECTepUHA) Y TUIOAA. ATEpPOCKIEPO3 SBISIETCS XPOHHUYECKHM 3a00JICBaHUEM M OOBIYHO
IpeKpaleHne npruemMa rUnoIuIuAEeMUYeCKUX penapaToB BO BpeMs OEpeMEHHOCTH OKa3bIBaeT

HE3HAYUTCIBHOC BIIUSAHUC Ha AOJITOCPOYHELIC PHUCKHU, CBA3aHHBIC C HGpBH‘IHOﬁ
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rUrnepxoyiecTepuHeMueii. B cBsi3u ¢ 3TUM cum| aCTaTHﬁ%::ﬂlg%giﬁ ﬁJMEJ y gx;é;'ﬁr-'mH,

KOTOpBhIE OEpEMEHHBI, MBITAIOTCS 3a0E€peMEeHeTh WM TOJ03PEBAIOT, YTO OHU OEpEeMEHHBI.
JledeHne CMMBACTAaTUHOM JIOJDKHO OBITH MPHOCTAHOBIEHO HAa BECh CPOK OEPEMEHHOCTH, WIH
noka OEepeMEHHOCTh HE JMAarHOCTUPOBAHA, a caMma KEHILIWHA MPEeAyINpekIeHa O BO3MOXHOU
OIMACHOCTH JuTs Tioa (M. paszen «[IpoTHBOMOKa3aHuUs»).

Ilepuoo epyonozo éckapmausanus

JlaHHBIC O BBIJICTICHUU CHMBACTaTHHA U €0 META0OJIUTOB C TPYAHBIM MOJIOKOM OTCYTCTBYIOT.
[Tpu HEOOXOAMMOCTH Ha3HAYEHMSI CUMBACTATHHA KEHIIUHE B MIEPUOJ TPYJHOIO BCKapMIIUBaHUS
CJIeTyeT YUUThIBaTh, YTO MHOTHE JIEKAPCTBEHHBIE NMPENapaThl BBIACIAIOTCS C TPYAHBIM MOJIOKOM,
U UMEETCS yrpo3a pa3BUTHs CEPbE3HBIX HEOIarompuATHBIX peakiuil. BeiencrBue sToro mpu
KOPMJICHUU TPY/IBIO TIPHEM TIperapaTa cleayeT MpeKpaTUTh.

DepmunbHocmo

JlanHble 0 BIMSIHUM CUMBAacTaTHHA Ha (DePTHILHOCTD Y KEHIIUH OTCYTCTBYIOT. CUMBAcCTaTHH He

OKAa3bIBACT BIUSHUS HAa (EPTHIIBHOCTD Y KPBIC MYKCKOT'O M KEHCKOTO TI0JIa.

Cnoco0d npuMeHeHHs U 103bI

Jlo nauana newenuss npenapamom Cumeacmamun-AJICH nayuenwmy credyem HazHauumo
CMAHOAPMHYIO 2UNOXO0LECMEPUHOBYIO OUemy, KOMOopas OOJIHCHA cOONI00ambCsl 8 medeHue 6Ce2o
Kypca aedenus.

BHyTpb, 3annBas 10CTaTOYHBIM KOJUYECTBOM BO/JIBI.

Pexomenayemblie 10361 cuMBacTaTuHa — OT 5 110 80 Mr B cyTku. Jlyia oOecnieueHus: yKa3aHHOTO
peXuMa JO3UPOBAHUS MPU HEOOXOAMMOCTH MPUMEHEHHs] CHMBAacTaTHHA B J03€ 5 MI' B CyTKHU
CleqyeT Ha3HayaTh Mpenaparsl Jpyrux mpowsBoauteneit. [Ipum  HeoOXomIUMOCTH 03y
YBEJIIMUMBAIOT C MHTEpBajlaMu HEe MeHee 4eM B 4 Hegenu makcumyM a0 80 mr 1 pa3 B cyTku
BedepoM. [lo3y 80 Mr B CyTKH peKOMEHIyeTCsl Ha3HayaTh TOJIBKO MAlMEHTaM C BHICOKUM PHUCKOM
CEpJICYHO-COCYIUCTHIX OCIIO)KHEHUW, €CNIM JIeYeHHEe MpermapaToM B 0Ooliee HU3KHX J03aX HE
MO3BOJIMJIO JOCTUYL IIEJIEBBIX YPOBHEM JIMNHMAOB, a TMpeanoyiaraeMas IoJib3a Tepanuu
IpeBbIIAeT  BO3MOXHBIM  puck  (cM.  paszzmen  «OcobOble  yKazaHus»,  IOApasfel
«Muormatus/PaboMHu0IH3»).

TTanueHTEI ¢ MIIeMUYeCcKOil O0JIE3HBIO CEPIIA MU BEICOKUM puckoM passutus MUBC

CranpaptHas HaudanbHas no3a npernapata CumBactaTuH-AJICU ad maineHTOB € BBICOKUM
puckom pazsutus MBC B coueTannu ¢ runepiunuaeMuei wim 6e3 Hee (Mpu HAJTUIHH CaXapHOTO
nuabeTa, TEPEHECEHHOTO0 WHCYJIbTAa WJIM JPYTuX I[epeOpOBaCKYJISIPHBIX 3a00Ji€eBaHU B
aHamHe3e, 3a0oneBaHuil nepudepudeckx cocyoB), a Takxke ais naueHToB ¢ UBC cocrapinsier

40 mr 1 pa3 B cyTku BeuepoM. MenWKaMEHTO3Has Tepamusl JODKHA OBITh Ha3Ha4YeHa
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(MOCNEOCBATENEHOCTE 0001)

OJTHOBPEMEHHO C JIMETOU U JIeueOHON (HU3KYIBTYPOM.

IlanueHThl ¢ THIIEPIUINASMUEH, HE UMEIOIME BRIIICISPSUNCICHHBIX d)aKTODOB PUCKa

CranpaprtHas HadanbHas qo3a npenapara CumBactatuH-AJICH coctaBnsier 20 mr 1 pa3 B cyTku
BEUEPOM.

Jlst marMeHToB, KOTOPHIM HEOOX0UMO 3HauuTeNbHOE (OoJee 45 %) CHIKEHUE KOHIIEHTPAIUH
XC JIIHII, nauyaneHas go3a MoxeT cocTaBisaTh 40 mr 1 pa3 B cyTku BeuepoM. [larmenTtam c
JIETKOW WJIK YMEPEHHOH THIepX0JIeCTepUHEMHEH Tepanuio CAMBACTATUHOM MOKHO Ha3HA4YaTh B
HavabHOM 1o3e 10 mr 1 pa3 B cyrku. B ciyuae HeoOXoammocTH moado0p A03 CIETyeT
MIPOBOJIUTh B COOTBETCTBHM C BBINMICYKa3aHHON cxemou (cM. pazzen «Crmocod MpUMEHEHUs |
JIO3BI»).

IlanueHTsl ¢ TOMO3UTOTHONW CEMEMHON T'MIEpX0JeCTEpUHEMUEN

[Ipenapar CumBactatuH-AJICH pexomenmoBan B g03¢ 40 Mr B CyTKM, HPUHUMAEMOM
OJIHOKPAaTHO BEYEPOM.

o3y 80 Mr pekoMeHyeTcs Ha3HauaTh TOJIBKO B CIIy4ae, €CJIM MpeArnoIaraeMas mojib3a Teparnim
NPEBBIIAET  BO3MOXHBIM  puck  (cMm.  pasmen  «OcoOble  yKazaHus»,  MOApa3fel
«Mwuomnartus/Padgomuonus»). ¥ Takux MallMeHTOB CUMBACTATUH NMPUMEHSIOT B KOMOWHAIIMH C
JIPYTUMH METOJaMHu THHoJunuaeMuueckoro sedenus (Hampumep, JIITHII-adepe3) wmm 6e3
noOOHOTO JIEYeHHUs, €cau OHO HemoctymHo. [lo3y cumBactatuHa 80 Mr pEeKOMEHIyeTcs
npuHUMaTh B Tpu npuema (20 mr yrpom, 20 mr naem u 40 Mr Beuepom).

Jlis manueHToB, MPUHUMAIOIINUX JIOMUTAMNHI OJHOBPEMEHHO C CUMBACTaTMHOM, CYTOUYHAs J03a
CMMBacTaTHMHa HE Ao/bkHA mpeBblmath 40 mr (cMm. pazgen «B3aumopeiicTBue ¢ apyrumu
JIeKapCTBEHHBIMU CpEICTBAMUY; paznen «Ocobbie YKa3aHUsI», nmopas3aen
«MuonaTus/Pab1oMHOIH3»).

ConyTCcTBYIONIAA TeEpaAnUs

[Ipenapar CumBactatun-AJICHU MokeT Ha3HayaThCsl KaK B MOHOTEpAIH, TaK U B COUECTAHUU C
CCKBCCTPAHTAMU KCITYHBIX KUCIIOT.

Y manueHToB, TNPUHUMAIONIMX CHMBAcCTaTUH OJHOBpPEMEHHO ¢ (ubpatamu, Kpome
rempubposuna (cm. pasgen «I[IporuBomokasanus») win (penodubOpara, MakCHMaIbHAas
pexomenyeMast no3a npenapara CumbactatuH-AJICH cocraBnsier 10 Mr B CyTKH.

I[JI}I ManucHTOB, MPUHUMAIOIIUX aMUOAAapPOH, BCpallaMUl, TUIITUA3CM, IIPLCIIapaThl, COACPIKAIINC
3J168.CBI/Ip HJIN T'pa3onpeBUp, UKW aMJIOJUIINH OAHOBPEMCHHO C CUMBACTATUHOM, CYTOUYHAs J034a
npenapata CumBactatua-AJICU He nomkHa npesbimath 20 Mr (cMm. pasaen «B3aumoseicTaue ¢
OPYTMMH  JIGKQpCTBEHHBIMH  cpeAcTBamu»; paszzaen «OcoOble  yKazaHHs», MOApasJien

«MuonaTus/Padb1oMHOIH3»).
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 15.10.2025 N= 25818

(MOCNEOCBATENEHOCTE 0001)

Hapymenns d)VHKHI/II/I IIOYCK

HOCKOJ’IBK}/ CHUMBACTAaTUH BBIBOAUTCA IIOYKAMU B HGGOHBIHOM KOJINYCCTBEC, HET HGOGXOI[I/IMOCTI/I
B M3MEHEHUU JI03 Y MALMEHTOB C YMEPEHHBIM HapylleHHeM (YHKIHH TOYeK. Y TalUeHTOB C
TsoKenor modyeuHor HemocraroyHocThio (KK <30 mi/MuH) ciemyeT TIiaTteabHO B3BECHTh
11eJIeCO00Pa3HOCTh Ha3HAYCHHMS TIpenapara B J103ax, npesbimaronux 10 mr B cytku. Ecnu Takue
JIO3UPOBKH CUUTAIOTCS HEOOXOIMMBIMH, CIIEIyeT Ha3HAuaTh UX C OCTOPOKHOCTHIO (CM. pa3feln
«C 0CTOPOKHOCTBIO»).

I[Ipumenenne v gmeredd  m  mompoctkoB  10-17 gmer ¢ TeTepoO3HIOTHONW  CEMEHHOH

THOEepX0JIECTEpUHEMHUEN

Pexomennyemas HauanpHas 103a cocrasisieT 10 Mr B cyTku BeuepoM. PekoMeHyeMblil pexum
no3upoBanus cocraBisier 10-40 mMr B cyTKH, MakCUMallbHas PeKOMEHIyeMas J03a Iperapara
CumBacratuH-AJICU coctaBiser 40 mr B cyTku. [Togbop 103 mpoBOAUTCS MHAWBHUAYaIbHO B

COOTBETCTBUH C LCIISAMU TCPAIIHH.

ITo6o4uHoe neiicTBHE

CuMBacTaTHH B II€JIOM XOPOIIO MEPEHOCUTCS, U OOJBITUHCTBO MOOOYHBIX P(HEKTOB SBISIOTCS
c1abo0 BBIPAKEHHBIMH U MpexoasimuMu. Menee 2 % mMalMeHTOB, NMPUHUMABIIUX Y4YacTHE B
KIIMHUYECKUX HCCIICNOBAHUSX, MPEKPATHIIN JICUCHUE B CBSI3U C PA3BUTHEM HEXKENaTEeNIbHBIX
peaKLui, CBOMCTBEHHBIX CUMBACTaTUHY.

B mpeapeructpalliOHHBIX KIMHHUYECKHX HCCIECJOBAHMSIX HEXKENATENbHBIMU  PEAKIHSIMH,
BO3HMKABIIMMH C 4acTOTOM He MeHee | %, KOTOpble OLICHMBAINCh HCCIEAOBATEISIMU Kak
BO3MOXXHO, BEPOSITHO WIIM OMpPENEJICHHO CBsI3aHHBIE C MPHUEMOM TMpemnapara, Obuid O0ib B
JKUBOTE, 3am0p U MeTeopu3M. JIpyruMu HeXenaTenbHbIMU PeakIHUsIMH, Bo3HUKaBIUMHU y 0,5—
0,9 % nmanueHTOB, OBUIM ACTEHHUS Y T'OJIOBHAS 0OJIb.

Nmenuce peakue cooOmeHnus o pa3BUTHH Muomatuu (cM. paszaen «OcoOble yKazaHHs,
nonpaszzaen «Muonatus/PadnoMuonusy).

B ximnnyeckom uccnenoBanuu (HPS), B kotopoM 20536 manueHTOB MPUHUMAIA CUMBACTATHH
(n=10269 nanuentoB) B g03¢ 40 Mr B cyTku wiu Iuiane6o (N=10267 marueHToB) B TEYCHUE B
cpenHeM 5 JIeT, XxapaKTep HeKeJIaTeNbHBIX pPeakiHil ObUT CXOAHBIM B TpyMIax CUMBAacCTaTHHA U
iane6o. YactoTa mpekpamieHus Tepaniy BCICICTBUE Pa3BUTHUS HEXKeNIaTeNbHBIX PeakIuil Obl1a
TaKXe COMOCTaBUMOW B JByX rpymmax (4,8 % B rpymme cumBactatuHa u 5,1 % B rpymme
wiane6o). Yacrora pa3BUTHs MUOMATUM y MAIMEHTOB, MPUHUMABUIMX CHUMBAcCTaTHH, ObLIa
meHee 0,1 %. [ToBbllieHre aKTUBHOCTH «II€UEHOUHBIX» TpaHcaMuHa3 (6osee yeM B 3 pa3a BbIIle
BepxHedl TpaHunsl Hopmbl (BI'H), moaTBepkaeHHOE TIpH IMOBTOPHOM HCCIIETOBAHHH)
Habmonanoce y 0,21 % mnamuenroB rpynmel cumBactatuHa U 0,09 % mnanmeHTOB TpymIibl
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
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(MOCNEOCBATENEHOCTE 0001)

wiane0o.

Ecth cooOrieHnst 0 BO3MOKHOCTH Pa3BUTHSI CIEAYIONINX HEKENATEIbHBIX PEAKIIHA: 0YCHb YaCTO
(>1/10), gacto (>1/100, mo <1/10), mewacto (>1/1000, HO <1/100), peaxo (=1/10 000, HO
<1/1000), ouens peako (<1/10 000), yacTora HEM3BECTHA (Ha OCHOBAaHWU WMEIOIIMXCS JTaHHBIX
OIICHUTH HEBO3MOIKHO).

Hapywenus co cmoponul Kposu u tumgamuueckou cucmembl:

pPEIKO — aHEeMHSL.

Hapywenus co cmoponsl uMMyHHOU cucmembl:

peAKO — CHHAPOM THUIIEPUYBCTBUTEIBHOCTH, KOTOpBIM  MpOSABISIICS  aHaduIaKkcuew,
AHTHMOHEBPOTUYECKUM  OTEKOM,  BOJYAHOYHOIMOJOOHBIM  CHHIPOMOM,  PEBMAaTHYECKOU
NOJUMHAITUEH, J1Ie€PMAaTOMUO3UTOM, BACKYJUTOM, TPOMOOLMTONEHUEH, 3S03MHOPMINEH,
YBEJIMYEHUEM CKOPOCTH OCENaHUSl SPUTPOLUTOB, apTPUTOM, apTPAITUSIMHU, KpamuBHUIIEH,
(OTOUYBCTBUTEIBHOCTHIO, JINXOPAAKON, «IIPUJIMBAMU» KPOBHU K KOXKE JIMIIA, OJBIIIKON U 00IIen
¢11a00CTBIO;

peAKO — KOTHUTHBHBIC HapylleHHs (HampuMmep, pasIudHble HapyHIICHUS MaMsATH —
3a0BIBUMBOCTh, CHW)KEHHE TIaMSATH, aMHE3us, CIyTaHHOCTh CO3HaHUsS), CBSA3aHHBIE C
IPUMEHEHHEM CTAaTUHOB. J[aHHbIE KOTHUTHUBHBIE HapyUIeHHs OBLIM 3aperuCTPUpPOBaHbI MpU
npreme Bcex ctaTHHOB. CooOmIeHHs B IeIOM ObUTHM KiIaccU(PHUIIMPOBAHBI KaK HECEPbE3HbBIE, C
Pa3TUYHON AIUTEILHOCTHIO 10 TMOSBIEHUS CUMITOMOB (0T | CyTOK 10 HECKONBKUX JIET) U
BpeMeHeM MX paspenieHus (Meauana 3 Hemenn). CUMOTOMBI OBUTH OOPAaTUMBIMU U TPOXO UM
MOCJIe OTMEHBI TEPANUU CTATHHOM;

OUYCHb PEIKO — Pa3BUTHE MMMYHOOIOCPEIOBAaHHON Hekportusupymmiei muomnatuu (MOHM)
(ayTOMMMYHHOM MHOMNATHH), 00ycioBleHHOUW mpuemoM cratuHoB. MOHM xapakrtepusyercs
C1a0OCThI0 MPOKCUMAJIbHBIX MBI U TOBBIIIEHHON aKTUBHOCTBbIO KpeaTHH(OCHOKUHA3HI
(K®K) B CBIBOPOTKE KPOBH, KOTOPHIE COXPAHSIOTCS, HECMOTPS Ha OTMEHY JICYEHHUS CTATHHOM.
Ha Owoncum MBI BHIHA HEKPOTH3UPYIOMIAs MHUOMATHS 0€3 3HAYUTEIHHOTO BOCIIAJICHUS.
VYayumieHnne HaOMIOJAeTCsl MPU Tepauu MMMYHOJCTIPECCHBHBIMU TpemapaTamMu (CM. pasJien
«Oco0pbIe ykazanusi», moapasaen «Mwuonarus/PadgomMuonusy).

Hapywenus co cmoponvl HepeHoti cucmembi:

PEAKO — TOJIOBOKPYXKEHUE, TIeprudeprudecKkas HelponaTus, mapecTe3us;

OUYEHb PEIIKO — OECCOHHUIIA;

4acTOTa HEU3BECTHA — JICTIPECCHSL.

Hapywenus co cmoponsl ObixamenbHoU cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPeOOCMeHU!
4acTOTa HEM3BECTHA — MHTEPCTUIHAIBHOE 3a00ICBaHHE JIETKHX.

Hapymenuﬂ CO CNMOPOHbBL mceﬂydouHO-Kumelmoeo mpakma.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
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PEAKO — AUCTENCHs, TOIHOTA, PBOTA, THAPES, HeraTH;lf"r:er;LEMe%I];mlf'Hbc Tk 0007

OueHb penKo — (haranpHas U HedaTaTbHAS IEYCHOYHAS] HEJOCTATOYHOCTD.
Hapywenus co cmopoHvl Kod#cu 4 NOOKOICHBIX MKAHEU.
PEAKO — KOKHAs ChIIb, KOXKHBIN 3y/1, alTONEIHs.
Hapywenus co cmoponwl mbiueunotl, KoCmHou u coeOUHUMenbHOU MKAHU.:
PEAKO — MUAIITHS, CYOPOTH MBIIIIII, PadJOMHOIH3;
4acTOTa HEM3BECTHA — TCHAUHOIATHH, BO3MOXKHO C Pa3pPBIBOM CYXOXKHUITHA.
Hapywenus co cmoponbl penpo0ykmusHou cucmemsl U MOJTOYHBIX JiCees.
4acTOTa HEU3BECTHA — SPEKTUIIbHAS TUCHYHKLHS.
JlabopamopHvlie u uncmpymenmanbHvle OAHHbIE:
peAKO — pa3BUTHE BBIPAKEHHOTO M CTOWKOTO TIOBBIMICHUS AKTUBHOCTH «IEYEHOYHBIX)»
TpaHcaMuHa3. Takke coo0Iaaoch O MOBBIMICHUH aKTUBHOCTH IEeJI0OYHOM (docdara3sl U raMma-
IIyTaMuITpaHcnentuaasbl. OTKIOHEHHS B MOKa3aTeNlsiX (yHKIMOHATBHBIX MEUYEHOUYHBIX IPOO
00BIYHO cNa00 BBIPAKEHBI U HOCAT MPEXOIAIIHMA XapakTtep. VIMEIOTCs CBEIeHHUs O Ciydasx
noBbleHus aktuBHoctu KOK (cm. paznen 4.4.).
Coo0manocr O TOBBIMICHWH KOHIIGHTPAlMU TIMKO3WIMpOBaHHOTO Temorjobuna (HbAlc) u
KOHIEHTPAllUU TJIIOKO3bl B CHIBOPOTKE KPOBH HATOLIAK IPU MpPHEME CTATUHOB, BKIIOYas
CUMBACTaTHH.
Crnenytoiue HeKeIaTeIbHBIC SIBICHUS COOOIAINCH TPH MPUMEHEHHH HEKOTOPBIX CTATUHOB:

* HapylIEeHHUs CHA, BKJIIOYasi KOIIMapHbIe CHOBUICHMUS;

* CceKkcyajbHas AUC(YHKINS, THHEKOMACTHSI.

Jletu u noapoctku (10-17 ner)

B xnuHHUYecKkoM HcclieJoBaHUHU C yYacTHEM NalMeHTOB B Bo3pacte 10—17 mer ¢ reTepo3uroTHoi
CEeMEHHON THImepxoJiecTepuHeMUued MpouiIb O€30MacHOCTH W TIEPEHOCHMOCTH JICUCHHUS B
rpyIie, TPUHUMABIIEH CHMBACTaTHH, OBUT COMOCTaBUM C TMpoduiaeM O0e30MacHOCTH |
MEPEHOCUMOCTH JICUEHUsI B TPYIIIe, MpUHUMAaBIIeH 1ianedo (cMm. paznen «OcolOble yKa3zaHUs,

noapasnen «I[IpumMeHenue y neteii u moapocTkoB B Bo3pacte 10—17 yier»).

Ilepeno3upoBka

Coo0maioch 0 HECKONBKUX CIIy4asX TepeJo3UpOBKH, MaKCUMallbHas TPHUHSATAs 034
cocrasisia 3,6 . Hu y ogHOro namuenTa nociecTBUil Nepe1o3upoOBKU HE BBISBIICHO.

Jis neyeHus: mepero3UpOBKH MPHUMEHSIIOTCS OOLIMe Mepbl, BKIIIOYas IMOAJEPKUBAIOIIYIO U

CUMIITOMAaTHYCCKYIO TCpaAIIHnIO.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 15.10.2025 N= 25818

HEOOBATENEHOCTE 0001)

o (o
B3auMogeiicTBHe ¢ IPYTrHMH JIEKAPCTBEHHbIMU cpeucﬂsalvi

MHoro4uciaeHHble MEXaHU3Mbl MOTYT CIIOCOOCTBOBATh MOTCHIHMAIBHOMY B3aUMOICHCTBHUIO C
unruouropamu ' MI'-KoA-penykrasbl. JIekapCTBEHHbBIE CPEICTBA UM MPOJYKTHI PACTUTEIBHOTO
MPOUCXOKICHHS, HWHTHOUpYIOUIME oOmnpeneieHHble (epMeHThl MeTabonu3ma (Hampumep,
CYP3A4) w/umu Ttparcnoptepsl (Hampumep, OATP1B), Morytr yBeam4uBaTh KOHIIEHTPAIUIO
CHUMBACTaTHHA U THJIPOKCUKUCIOTH CUMBACTAaTHHA B IJIa3Me KPOBHU M MPUBOJUTH K TOBBIIICHHIO
pHUCKa pa3BUTHUS MUOIIATUH/PabIOMHONIN3A.

s ecex npumeHaowuxcs 00HO08PEMEHHO NeKAPCMBEHHBIX CPEOCm8 HeodX00UMO 0Opamumsbcs K
UHCIMPYKYUU NO MEOUYUHCKOMY NPUMEHEHUIO O/ NOJYYeHUsT OONOIHUMENbHOU uHgdopmayuu 0o
UX NOMEHYUANbHBIX 83AUMOOCUCMEUAX C CUMBACMAMUHOM, U/UTU BO3MONCHOM GIUAHUU HA
Gepmenmol unu mpancnopmepol, 0Jisk 603MONCHOU KOPPEKYUU 003 UNU PEHCUMA O03UPOBAHUS.

[IpoTHBOIIOKA3aHHBIE KOMOHWHAIIMU JICKAPCTBCHHBIX IIPETIapaToB

[IpoTrBOMOKa3aHa COMYTCTBYIOIAS TEPAITHS CIICAYIONMMHE JICKApCTBEHHBIMH CPEJCTBAMHU.
Mownvle uneubumopwt uzogpepmenma CYP3A4

CumBactatun Mmetabonusupyercs uzopepmeHTom CYP3A4, HO He MHTHOMpPYET aKTHUBHOCTD
3TOr0 M30()epMeHTa. DTO MO3BOJISET MPEIANOIOKNATh, YTO MPUEM CUMBACTaTHHA HE OKa3bIBACT
BJIMSIHHAS Ha KOHIICHTPAIIMIO B TNIa3ME KPOBH JIEKAPCTBEHHBIX CPEICTB, METAOOIU3UPYIOIIUXCSI
non neiictBueM uszodpepmenta CYP3A4. Mommnbie unruburopsl msopepmenta CYP3A4
YBEJIMYMBAIOT PHUCK PAa3BUTUS MHONATHH 3a CYET CHIDKCHUS CKOPOCTH BBIBEJCHUS
cuMBactatnHa. OTHOBpEMEHHOE TPUMEHEHUE MOIIHBIX MHTruOuTopoB m3odepmenta CYP3A4
(HampuMep, UMpPaKoOHA301A, KeMmOKOHA301d, NO3AKOHA30]d, 6O0PUKOHA30d, 3PUMPOMUYUHA,
KAApUMPOMUYUHA, — MeIumpomuyuna,  uneuoumopos  BHY-npomeasvl,  Ooyenpesupa,
menanpesupa, He@azo00Ha, TPENapaToB, COACPXKALMX KoOuyucmam) W CHMBACTaTHHA
poTHBOMNOKa3aHo (cM. pasnen «IIportuBomnokazanus»; pazaen «OcoOble yKa3aHUs», MOApa3aet
«Muormatus/Pab1oMHu0IH3»).

T'emghubposun unu yukiocnopum

Cm.  pasmen  «llporuBomokazanus»,  pazgen  «OcoOble  yKa3aHus»,  TOApas3zel
«Muormnatus/PadoMuoans».

JIpyrue peKapCTBEHHBIE B3AUMOAECHCTBUA

Hpyeue gpudbpamor

Puck pa3BuTHs MHONATHH YBEJIMYMBACTCS NPU OJHOBPEMEHHOM NPUMEHEHMHM CHMBACTAaTHHA C
rempudpo3unom (cMm. pasgen «l[IporuBomokazanusi») wu apyrumu  (ubOpatamu  (Kpome
dbenopudpara). /laHHBIE TUMOIUMIUIEMUYECKHE CPEJCTBAa CIIOCOOHBI BBI3BATH MHOIIATHIO B
MoHOTepanuu. [Ipy OJHOBpEMEHHOM IPHUMEHEHHHM CHMBacTaTHHa ¢ (eHodudparoMm puck
pa3BUTHUS MHONIATUX HE MPEBBIIAT CyMMY PUCKOB ITPH MOHOTEPANTUM KaXIbIM IIPETapaToM (CM.
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paznen «IIpoTHBOIIOKA3AHHSI; pasner «OEB%ETQ' EOC @'ﬁag%u ,': CT :h%%glénen

«MuonaTus/Pab1oMHOIH3»).

Amuooapon

Puck pasButHs MuonaTHH/pabJOMUONN3a MOBBIIACTCS TPU OJHOBPEMEHHOM IPHUMEHEHUH
aMHOJapOHa C CHMBACTaTUHOM. B KIIMHHMYECKOM HCCIIEIOBAHUU YaCTOTa PA3BUTHS MHUOIATHH Y
NaIMEeHTOB, IPUHUMABIINX OJHOBPEMEHHO CUMBACTAaTHH B J103¢ 80 MI' 1 aMHOJJapOH, COCTAaBUIIA
6 % (cm. pasmen «CrocoO mpuMEHEHHsI U J03b1»; pasznuen «OcoOble yKa3aHUs», MOApa3el
«Muormatus/PaboMHuOIH3»).

brokamopul «medneHHbIX» KATbYUesblX KAHAI08

Puck pasButus MuonaTuu/pabJOMUONIN3a TOBBIIIACTCS TPU OAHOBPEMEHHOM IPHUMEHEHUH
Bepamammia, IWITHa3eMa WIM aMIIOJMIIMHA C CHMBacTaTHHOM (cM. pazgen «Crocod
NPUMEHEHHS U 103b1»; pa3aen «Ocobble ykazaHus», noapasaen «Muonatus/PadaoMuonns»).
Jlomumanuo

Puck pa3BuTHS MHONATUW/PaOIOMMONIM3a MOXET TMOBBIIIATECA MPU  OJHOBPEMEHHOM
OPUMEHEHUH JIOMUTANMJa C CHMBAacTaTMHOM (cM. pazznen «Crnoco0d NpUMEHEHHS U JI03BI»;
pazzaen «OcobOble yKazaHus», moapasaen « Muomarus/PadmomMuonusy).

Ymepennvie uneubumopwt uzogpepmenma CYP3A4L (nanpumep, oponedapon)

[Ipy ogHOBpEeMEHHOM NPUMEHEHUHU MPErnapaTroB, OONAJAIOIIUX YMEPEHHOM HHTHOMpYIOLICH
aKTUBHOCTHIO B oTHomeHHH u3zodpepmenta CYP3A4, u cumBacratuHa, ocoOeHHO B Oojee
BBICOKMX JI03aX, MOXET TIOBBICUTBCS PHCK pa3BUTHS Muonatuu (cM. pazgen «OcoOble
yKazaHus», mnoapaznen «Mwuonarus/Pabgomuonusy). Ilpu OJHOBpEMEHHOM MPUMEHEHHUU
CUMBAacTaTHHA U YMEPEHHBIX HMHTHOMTOpOB u30odpepmeHTOoB CYP3A4 moxer moTpeboBaThCs
CHIDKEHHE JI03bl CHMBACTaTHHA.

Panonasun (ymepennwiii uneubumop uzogpepmenma CYP3A4)

[Ipy OmHOBpEMEHHOM NPUMEHEHHWW DPaHOJIa3WHA M CHMBACTAaTHHA MOJKET TOBBICUTHCS PHCK
pa3BuTHs MuomnaTuu (cM. pazaen «OcoOble ykazaHus», mojapasaen «Muonatus/PadbqoMuonuns»).
[Ipy oAgHOBpeMEHHOM IPUMEHEHHHM CHMBACTaTHHA W PAHOJIA3WHA MOXET IOTPeOOBaTHCA
CHIDKEHHE JI03bI CHMBaCTaTHHA.

Hneubumopvr mparncnopmnoeo 6enxa OATP1B1

I'uapokcukucinoTa cuMBacTaTWHa sIBIsieTcs cyocTtparom TpaHcmoptHoro Oenka OATP1BI.
OnHOBpeMEHHOE NPUMEHEHHEe WHTHOMTOPOB TpaHcnopTHoro Oenka OATP1B1 u cumBacraTnHa
MOYKET MPUBECTH K YBEIMYCHUIO TUIA3MEHHON KOHICHTPAIMU TUAPOKCHKHUCIOTHI CHMBACTATHHA
Y TIOBBIIICHUIO PHCKA pa3BUTHs MuonaTuu (cM. pasaen «lIporuBomokazanus»; paszaen «Ocolble

yKazaHus», noapaszen «Muonatus/Padgomuomnms»).
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Hneubumopwl benxa ycmouuugocmu paka MOoaioYHOU cheygé%i:(%%%};ﬁ ATENEHOCTE 0001)

CumBactatuH sBisgercsi cyocrparoMm sd¢mokcHoro Tpancnoprepa BCRP. OnnoBpemenHoe
npUMEHeHHe cuMBacTatuHa W uHruOuTOopoB BCRP (Hampumep, snbacBupa U rpasornpeBupa)
MOKET HPUBECTH K YBEIMYEHUIO IMJIa3MEHHOH KOHIEHTPALlMM CHMBACTATUHA U TOBBILICHUIO
pucka pa3BuTus Muonatuu. Ilpu oqHOBpeMEHHOM NMPUMEHEHHHM CUMBAcTaTUHA U MHIMOMTOPOB
BCRP wmoxer mnorpeboBaTbcsi KOpPpEeKIMs J03bI cuMBacTatuHa (cM. pasgen «Crocob
NPUMEHEHUS U 103b»; pa3aen «Ocodble yKka3aHus», noapasnen «Muonartus/PadroMuonusy).
Huxomunogas kucnoma (ne menee 1 2/cymxu)

IIpyu OIHOBpEMEHHOM NPUMEHEHUH CHMBACTaTHMHA M HMKOTMHOBOM KHMCIOTHI (HMALlMHA) B
JUMUAJCHIWKAIOMNX J03aX (He MeHee 1 T B CyTKH) OIHKCAHBl PEAKHE CIydyal pa3BUTHS
muonatuu/padbaomMuonuza. B papmMakoKMHETHYECKOM HCCIENOBAaHUM TPH OJHOBPEMEHHOM
IPUMEHEHUH OJHOKPAaTHO 2 I HMKOTMHOBOH KHCJIOTBI 3aMEIJIEHHOTO BBICBOOOXIEHUS W
cuMBacTatuHa B 03¢ 20 Mr HaOmoganock HesHaunTenbHoe yBennuenne AUC cuMBacTaTiHa u
THJIPOKCUKUCIIOTHl CUMBAcTaTHA, a Takke Cmax T'HIPOKCUKUCIOTHl CUMBAaCTaTHHA B ILIa3Me
KpoBH (cM. pazaen «OcoOble ykazaHus», noapasaen «Muonarus/Pabnomuonusy).

dy3uoosas kucroma

[Ipn ogHOBpEMEHHOM NMPUMEHEHUM (PY3MJOBON KHUCIOTHI U CUMBACTaTUHA MOXET MOBBICUTHCS
puck  pa3Butus ~ muomatuu  (cM.  pazgen  «OcoOble  ykazaHUS»,  MOApa3zen
«MuonaTus/Pab1oMHOIN3Y).

Konxuyun

[Ipy OnHOBpEMEHHOM NPUMEHEHUM KOJXMLMHA M CHMBACTaTHHA Yy MAIMEHTOB C IOYEYHOU
HEIOCTaTOYHOCThIO ~ ONHMCAaHBl ~ CJIy4ad pa3BUTHUS MuUOMAaTUM W pabgomuonuza. [lpu
KOMOWHUPOBAHHOH Tepanuu JaHHBIMH IIperapaTaMyu TaKue MalueHTh JOJDKHBI HaXOIUThCS IO
TIIATEJIbHBIM HaOIIOACHUEM.

JHueoxcun

OnHOBpeMEHHOE NpPHUMEHEHHE JUTOKCMHA M CHMBAacCTaTMHA Yy 370POBBIX JOOpPOBOJIBIICB
NPUBOINIIO K HEOOIBIIOMY MOBBIIICHHIO (MeHee 0,3 HI/MIT) KOHLIEHTpAIlMK JUTOKCHHA B IJIa3Me
KPOBH, U3MEPEHHOW METOJOM DPAaJUOMMMYHHOIO aHaJlM3a, MO0 CPaBHEHUIO C OJIHOBPEMEHHBIM
IPUMEHEHHEM JIUTOKCHHA U 1aneoo.

Cexeecmpanmoi HcenuHblX KUCIOM

[Ipu 0oTHOBpEMEHHOM IMPHMEHEHHH CEKBECTPAHTOB JKETUHBIX KHCIOT M CHMBACTaTHHA NPHUEM
CHUMBAcTaTHHA JOJDKEH OCYIIECTBIIATHCS WM 3a 2 yaca A0, WM 4epe3 4 dyaca Iocie npuema
CEKBECTPAHTOB KEITYHBIX KHCIIOT (CM. paszen «Crocod MpuMeHEHHS U JT03b1»).

Pughamnuyun

B cBs3u ¢ TeMm, 4TO pudaMnuLuH SBISETCS MOIIHBIM MHAYyKTOpoM m3opepmenta CYP3A4, y
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MalMCHTOB, TMOJIYYaloMUX JOJTOCPOYHYIO TEPAIIHIO '%;JEPHJ%&&\I E(rrllléﬁlf)‘;i%/{gﬁ' ':IJTIQ‘;IQHHe

TyOepKyie3a), MOXKeT HaOmaaTbcs CHIKeHHE J(PQPEeKTUBHOCTH CHMBAcTaThHa. B
(apMaKOKMHETUYECKOM  HCCIEOBAaHUU Yy 3JI0pOBBIX  J0OpoBoibleB 3HaueHne AUC
TUAPOKCUKUCIOTH CUMBAacTaTHHA MPU OJHOBPEMEHHOM MPUMEHEHHU ¢ pU(aMIULIUHOM OBLIO
CHIKeHO Ha 93 %.

Jlanazon

[Ipn ogHOBpeMEHHOM MPUMEHEHHH JaHa30lla M CHMBACTaTHHA BO3PACTae€T PUCK PA3BUTHS
MHUOMATUN U pabJOMHUONU3A, TAKUM O00pa30M, OJHOBPEMEHHOE MPUMEHEHHE CHUMBACTaTUHA U
naHa3ojia mpoTuBomokazaHo (cMm. pasgen «lIpotuBomokazanusi», «OcobOble yKa3zaHUSN»,
nonpaszaen «Muonatus/PadnoMuonusy).

Henpsamvle anmuxoazynanmol (npouzeoonvie KymMapuHa)

CumBacratuH B 103¢ 20-40 Mr B CyTKH moTeHIupyeT 3G(HEeKT KyMapuHOBBIX aHTUKOATYJISTHTOB:
IPOTPOMOMHOBOE BpeMsi, ONpPENEICHHOE KaK MEXAYHapOoJHOE HOPMaJIM30BaHHOE OTHOIICHHE
(MHO), Bo3pactaer ot ucxoanoro ypoBHs 1,7 10 1,8 y 310poBbIX 100poBosibiieB U ot 2,6 1o 3,4
y TMAalHUeHTOB C THUIEPXOJeCTepPUHEMHUEH. VY TalMeHTOB, NPUHUMAIONINX KyMapUHOBBIC
AQHTUKOAryJIIHTbI, TPOTPOMOMHOBOE BpeMs JOJDKHO ONpPENeNiThcs A0 Hayalga Tepanuu
CUMBACTaTHMHOM, a TaK)X€ JOCTATOYHO YacTO B HAYaIbHBINA MEPUOJ JICUCHUS IJI HUCKIIOUEHUs
3HAUUTENBHBIX U3MEHEHU ITOT0 MoKasarens. Kak ToIbKO JOCTUTraeTcsi CTabMIbHBINA TTOKa3aTeNb
MHO, ero manpHeiiee onpeaeneHUe CiaeayeT MPOBOAUTh C MHTEPBAIAMHU, PEKOMEHIYEMbIMU
JUIsL KOHTPOJISI TAIIMEHTOB, MOJIYYaloluX Tepanuio aHTUKoaryiasHTamu. [Ipu m3MeHeHuu 036l
CUMBACTaTMHA WM TIOCIE€ €ro OTMEHBl TaKXe PEKOMEHIYETCS pEeryJsipHOe H3MEpeHue
IPOTPOMOMHOBOTO BpEMEHU. Y TAIMEHTOB, HE NPHUHUMABIIUX AHTHUKOATYJSIHTHI, TEparus
CUMBACTaTHHOM He Oblla CBSi3aHa C BO3HUKHOBEHUEM KPOBOTCUCHUN WJIM HW3MEHEHHUSIMU
MIPOTPOMOMHOBOTO BPEMEHH.

HHanmomuyun

[Ipu ogHOBpeMeHHOM npuMeHeHnr HHrnouTopoB I' MI'-KoA-peaykTasbl M TaHTOMHUIIMHA MOYKET
MOBBICUTHCS PUCK Pa3BUTHSI MHOTIATUH W/WIK pabaomuonu3a (cM. pazaen «[IpotuBonokazanusy,
«Oco0rbIe ykazanusi», moapasaen «Mwuonarus/Padgomuonusy).

JIpyrue BUALI B3aUMOIECHCTBUSA

Cok rpeiindpyTa conep>KuT OJUH WU 00jiee KOMIIOHEHTOB, KOTOPbIe HHTHOUPYIOT H30(epMEHT
CYP3A4 wu wMoOryr TOBBICUTH KOHIGHTPALMIO B  IJJa3Me  KPOBH  IPEnapaTos,
metabonmsupyommxcs uzopepmeHTom CYP3A4. Tlpu ymorpebieHnn coka B OOBIYHOM
konudectBe (1 crakan 250 mi B JieHb) ATOT 3 (PEKT MUHUMATBHBIN (HA0II0IaeTCsl YBEITHMYCHHE
aktuBHOCTH HHTHOUTOpOB ' MI'-KOoA-penykrassl Ha 13 % npu ouenke no 3Hayennto AUC) u He
UMeeT KIMHUYECKOTo 3HadeHus. OHako ynorpelieHue coka rpeiindpyra B 601pmux oobeMax
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CBSI3M C OTUM HeoO0XoauMo wu30eraTh YHoTpeOJeHHs CcoKa Trpedndpyra Npu Tepanuu

cUMBacTaTHHOM (cM. pa3zaern «OcoOble yKazaHus», noapasznen «Muonarus/Padaomuonusz»).

Oco0ble ykazanust

Muonarusa/Padnomuonns

CumBacrtatuH, kKak u apyrue uHruoutopsl [ MI'-KoA-peaykrassl, B peIKUX CIIy4asx BBI3bIBACT
MUOIATHIO, CUMITOMAMU KOTOPOM SABISAIOTCA OOJb B MBIIIIAX, OOJE3HEHHOCTh WM CJIa0O0CTh
MBIIIII B COYETAHUU C TTOBBIIMICHHEM aKTUBHOCTH KpeatuHdpochokruHaszsl (KDK) 6onee yem B 10
pa3 ot BepxHeii rpanunb HopMbl (BI'H). Muonarus nHorna npuHuMaeT GopMmy pabIoMHUOIIN3a ¢
OCTPOI TOYEYHON HEIOCTaTOYHOCTHIO BCIIEACTBHE MHUOTTIOOMHYPHH MM 0€3 TaKOBOM, B OYECHb
PEOKHX Cily4asiX C JIETAIbHBIM MCXOJIOM. PUCK MMOMaTUM BO3PAacTaeT ¢ MOBBIILIEHUEM YPOBHS
uHruoupytomen aktuBHOCTH [ MI'-KoA-penykra3sl B 1mjiasMe KpoBH (B YacTHOCTH, C
MOBBIIICHHEM YPOBHSI CUMBACTaTUHA WJIM TUJIPOKCUKHUCIIOTHI CUMBAcTaTHHA B IJIa3ME€ KPOBH),
YTO OTYACTH MOXKET OBITh 00YCIOBJICHO JIEKAPCTBEHHBIMU MpeENapaTaMH, KOTOPbIE BCTYHAIOT B
JIEKapCTBEHHbIE B3aWMOJAEWMCTBUS, W KaK CIEJACTBUE BIHAIOT HAa METabOJIU3M W/WiH
TpaHCTIOPTEpPhl CUMBAcTaTHHa (cM. pazaen «B3aumoneilcTBue ¢ APYyrMMHU JIEKapCTBEHHBIMU
CpEeICTBAMMNY).

Kak wu npu npumenenun  apyrux  uHruoburopoB  I'MI-KoA-penykrassl,  puCK
MUOMATUN/PabIOMHOIN3a 3aBUCUT OT J03bl. B 0a3e MaHHBIX KIMHUYECKUX HCCIEAOBaHUU, Tie
41 413 nanueHTOB MOJy4YaJId CUMBACTAaTHH, YacTOTa Pa3BUTHUSI MUOIATHH COCTABUJIA TPUMEPHO
0,03 %, 0,08 % u 0,61 % mnpu npumeHeHun cumBactatuHa B no3ax 20, 40 u 80 mr/cyTku
COOTBETCTBEHHO.

B xnmHHuYeckoM wHccienoBaHUM, B KOTOPOM MAallMEHThl ¢ MH(APKTOM MHUOKapjia B aHaMHeE3e
MPUHUMAJIN CUMBAcCTaTUH B 103¢ 80 MT B CyTKHU (CpeaHss JUIMTEIBHOCTh HaOMoAeHUs 6,7 JeT),
4acTOTa pa3BUTUS MHOINATUM COCTaBWiIa npuMepHo 1 %, a y mMalueHToB, NMPUHUMABIIUX
cumBactaTuH B no3e 20 mMr B cytku — 0,02 %. IlpuMepHO mojoOBHHA cCily4aeB pa3BUTHUS
MHUOMATUX ObUIa 3aperucTpUpoBaHa B TEUEHHUE MEpPBOro rojaa JyedeHus. Yacrora pa3BUTHUS
MHOTIATHU B TEUEHUE KAXKIOTO CIEAYIOIIETO rojaa jedeHusl coctasisuia npumepHo 0,1 % (cm.
paznen «®apmakoanaamuka» u «I[lo6ouHOE AEiicTBHEY).

VYV mnauuMeHToB, MOMy4arolmux cuMBacTatuH 80 MI, pUCK pa3BUTHSI MUONATHU BBIIIE, YEM MpPHU
UCIIOJIb30BAaHUU JPYroil Tepamuy HAa OCHOBE CTaTMHOB CO CXOAHOM 3((EKTUBHOCTHIO B
oTHomeHuu cHwkeHus ypoBHs: XC-JIITHII. Takum o6pa3om, B 03¢ 80 MI CHMBAaCTaTHH JIOJKECH
MCIIOJIb30BaThCS TOJIBKO y MAIMEHTOB C TSDKEION TMIEPXOJECTEPUHEMHUEN U BBICOKMM PHUCKOM
CepACYHO-COCYTUCTHIX OCJOXHEHUH, Y KOTOPBIX HE YAaJIOCh NOOUTHCS LeNed JICUeHUs IpH
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MpUMEHEHUHN 0oJiee HU3KHUX /103, U OXKHIaeMast T0JIb3a nb@&&nl%ﬂ?&éﬁﬂhﬂ%{%ﬁ&%ﬂ )

Yy ManUCHTOB, KOTOPBIC MOJYYAOT CUMBACTATUH 80 Mr m HYXIAaTCd B HAa3HAYCHUU OPYTroro
JIEKAPCTBEHHOI'0 Ipenapara, KOTOPbIA MOKET BCTyHaTh B JIEKAPCTBEHHOE B3aMMOJICHCTBHE,
JOJKHA MCIIONB30BaThesl Oosiee HU3Kas J03a CHMBACTaTHHA WM aJbTEPHATUBHBIN pEXUM
Tepanmuu C MPUMEHEHHEM Jpyroro CcraTMHa C MEHBIIMM [OTEHIMAJIOM BCTyNaTh B
JICKapCTBEHHBIE B3aWMOJACHUCTBHUS (CM. moapazaen «MeponmpusTuss 1O CHUXKCHHIO pHCKA
MHOIIaTHH, BBI3BAHHOU BSaHMO,Z[GfICTBI/IeM JICKAPCTBCHHLIX IIPCHIapaToB» U pa3aciibl ((CHOC06
NpUMEHEHUs U N103bD», «IIpoTHBONOKa3anusy», «B3auMonaelicTBrue ¢ IPyruMH JIEKapCTBEHHBIMU
CpEICTBaAMM).

B ximHMYeckoMm HUCCIICAOBAaHHMHU, B KOTOpPOM ITAalIUCHTBI C BBICOKMM PUCKOM CCpACYHO-
COCYIUCTBIX 3a00yieBaHUIl monyyanu cuMBacTaTuH 40 MI/CyTKH, 4acTOTa pa3BUTHUS MUOIMATHH
cocraBisuia pumepHo 0,05 % y manueHToB HE KUTAaWCKOro mpoucxoxiaeHus (n = 7 367) mo
cpaBaenuio ¢ 0,24 % y mauuentoB u3 Kutas (n = 5 468). X0oTs eAMHCTBEHHON MOHTOJIOUTHON
HOHy.HHI.[HGﬁ, OHGHHBaGMOﬁ B O5TOM KIMHHUYCCKOM HCCICAOBAHUMH, GBIJII/I KHTaﬁHBI, CJICOyCT
CO6JIIOI[aTI: OCTOPOKHOCTDH IMPU HAa3HAUYCHUU CHMBACTATHHA MAallUCHTAM MOHFOHOHHHOﬁ pachl U
MCIOJIb30BaTh HAMMEHBIIYI0 HEOOXOAUMYIO J103Y.

CHmwxeHre QYHKIIMH TPAHCIIOPTHLIX OEIKOB

CHmkenue QyHKIUH TpaHCTIOPTHBIX OenkoB meueHu OATP MoxeT mpuBecTH K IMOBBIIICHUIO
CHUCTEMHOM HKCIO3HUIMHU TUIPOKCUKHUCIOTHl CUMBACTaTMHA M YBEJIMYEHUIO PUCKA MHUOMATHH U
pabnomuonuza. CHukeHHE (QYHKIIMH MOXET pa3BUTHCS BCIEACTBHE HMHTUOMPOBAHUS TIOJ
NeiiCTBHEM TMpenapaToB, BCTyMAalOIIMX B JIEKAPCTBEHHBbIE B3aWMOJACUCTBUSA (Hampumep,
[UKIIOCTIOPUHA), WIH Y MAIMEHTOB, SIBISIFOIIMXCS HOCHTENsIMU monmMopdusma ¢.521T>C rena
SLCO1B1.

VYV manmentoB ¢ amnenbHbiM BapuanToM ¢.521T>C rema SLCOIBI1 BreipaGarbiBaeTcs MeHEe
aktuBHBIH Oenoxk OATPIB1, ® oTMmeyaeTrcss TIOBBIIICHHE CHUCTEMHOM  DKCIIO3UIIAU
TUAPOKCUKUCIOTHl CUMBACTAaTHHA U TMOBBILIEHUE pPUCKAa MHOMATUH. PUCK pa3BUTUS MUONATHUH,
CBSI3aHHOUW C IPUMEHEHHEM BBICOKMX 7103 cuMBacratuHa (80 mr), B mienom coctasiser 1 % mnpu
OTCYTCTBHUM T'€HETHYECKOrO0 TEeCTUpoBaHMsA. Ha OCHOBaHMM pe3yJapTaTOB MCCIIEIOBAHUSA
SEARCH vy nocurene#t romozurotHoit ayuienu C (CC), momyvaBmmx 80 Mr mpemapara, pucK
pPa3BUTHS MUONIATUU B T€UEHUE rojia cocTaBisul 15 %, Torna Kak y HOCUTENEH reTepo3uroTHOM
amenu C (CT) Takoii puck 661 paBeH 1,5 %. COOTBETCTBYIOIINN PUCK Y AIIUEHTOB ¢ Hanboee
yacteiM reHotunioM (TT) cocraBmsin 0.3 % (cm. pasmen «DapmakokuHeTuka»). I[lpu
BO3MOKHOCTH F'€HOTUIIMPOBAHKE Ha MpeaMeT Hanmnuus ayen C JOJKHO paccMaTpuBaThCs Kak
YacTh OLIEHKHU MOJIb3bl U pUCKA 10 Ha3HAYeHUsi cUMBacTaTuHa B J03€¢ 80 MI y KOHKPETHBIX

NaIMEeHTOB, U y HocuTenel reHotuna CC cnenyer nzberaTb MPUMEHEHUS BRICOKUX J103. B TO ke
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MHOIIaTHH.

OlleHKa aKTUBHOCTH KpeaTuHGOCHOKUHA3HI

Onenka aktuBHOCTH KK He momkHa MpOBOAUTHCS MOCIE HMHTEHCUBHBIX (DU3UYECKUX HATPY30K
WIM TpPU HaJUYMK KaKoW-IMOO MpaBAONoJ00HON anbTEepHATUBHON MNPUYMHBI YBEIUYEHUS
aktuBHOCTH K®K, MOCKOJIBKY 3TO 3aTpy[HSET MHTEpPIpPETALMI0 3HaueHui. Ecin akTMBHOCTH
K®K Ha wmcxomHoM ypoBHE Oblla 3HAUMTENbHO mMOBhIMeHA (>5 x BI'H), ona momkHa OBITH
OIICHEHA uepe3 S—7 JHEeU IS MOATBEPKICHUS PE3YIbTaTOB.

Jlo HayaJa JjeueHus

[Ipu Havane Tepanmuu CHUMBACTATHHOM WJIM YBEIMYCHHM €rO JI03bl BCEX MAI[MEHTOB CIIEAYET
OpeayNpexaaTh O PUCKe MHUONATUU U O HEOOXOAMMOCTH OBICTPO coOOLIaTh O JO00H Gomu
HESICHOH 3THOJIOTHH, O0JIE3HEHHOCTH WJIH CITA00CTH B MBIIIIIAX.
Cnemyer coOmomaTh  OCTOPOKHOCTh TpM  Ha3HAYCHWM  IIperapara  IMalueHTaM ¢
npepacrnoiaraloliuMy  (pakTopaMu K pa3BUTHIO pabromuonusa. B criemyronmx cuTyanusx
aktuBHOCTh K®OK Heo0XoauMo OLeHUBaTh /0 Hayala TEparuu C MENbI0  ONpeeseHHs
pedepeHCHBIX UCXOTHBIX 3HAUCHHIA:

*  TOXWIOH BO3pacT (>65 ner);

*  KEHCKMIH IOJI;

*  HapylleHue (PyHKIIUH ITOYEK;

*  HEKOHTPOJHMPYEMBI THIIOTHPEO3;

* HajiMyhe B aHAMHE3¢ MAalMeHTa WIM B €ro CEMEHHOM aHaMHe3€ HAacJIeICTBEHHBIX

MBIIICYHBIX 3200JICBaHU;

*  TOKCHYECKOE JACWCTBUE CTATHHOB WU (GHOPATOB HA MBIIIIIBI B aHAMHE3E;

*  3JI0yNOTPEOJICHUE aTKOTOJIEM.
B Takux cuUTyanusx Ccleayer OICHWBAaTh COOTHOIICHHE TOJBb3bl W PUCKA JICYCHUS, H
peKoMeHayeTcs KIMHUYecKoe HabmogeHue. Eciu y marueHTa paHee BO3HUKAIO IMOPaXEHUE
MBI Ha (oHe Tepamuu (uOparaMu WM CTaTHHAMH, MOKHO HA3HAYUTh JPYrOW IMpernapat
JAHHBIX KJIACCOB TOJBKO C OCTOPOXHOCTBIO. IIpyM 3HAYUTETHHOM HCXOIAHOM MOBBIIICHUH
aktuBHOCTH KDK (>5 x BI'H) neyenne HaunHaTh HE CIIEIYET.

Bo BpeMs neuenus

[Tpu nosiBiieHnn 00iH, CIa0OCTH B MBIIIIAX UM CYOPOT HAa (JOHE TEeparuu CTaTUHAMU CIIEyeT
orieHuTh akTUBHOCTH KOK. [Ipu BBIsIBICHUN 3HAYUTEILHOTO MOBBIIEHU akTUBHOCTH KDK (>5
x BI'H) B oTCyTCTBHE MHTEHCUBHBIX (DU3UYECKUX HATPY30K JICUEHUE CIENyEeT MpeKpatuthb. [1pu
TSDKENIBIX W BBI3BIBAIONINX EKETHEBHBIM MUCKOM(OPT MBIIMICYHBIX CHUMITOMAaX MOYKHO

PACCMOTPCTL BOIIPOC O MPCKPAIICHUHN JICUCHUA OAXKE MPU OTCYTCTBUH IOBLIIICHUSA aKTHUBHOCTU
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MIPEKPATHUTD.
Nmerorcss o4yeHb penkue CcooOmeHuss 00 WMMYHO-OMOCPEIOBAHHON HEKPOTH3UPYIOICH
muonatun (MOHM) Bo Bpemsi uiau mocie JiedeHUs] HEKOTOPHIMH CTaTWHaMH. KIiMHWYecKH
NOHM xapaktepusyercsi CTOMKON MPOKCUMAIbHON MBIIIEYHON CIa00CThIO W TOBBIIICHHOM
akTUBHOCThI0O K®K CBIBOPOTKH KpOBU, KOTOpas COXpPAHSETCS, HECMOTPS Ha MpEeKpalleHHe
Tepanuu craTHHaMU (cM. pazzaen «[lobouHoe neicTBrEeY).

[Ipu pa3pemieHur CUMITOMOB M BO3BpanleHWH akTUBHOCTHU K®PK k HOpMaibHBIM 3HAYEHUSIM
MO>KHO PacCMOTPETh BOIIPOC O BO30OHOBJICHUU TE€pPANK CTATUHAMU WM O Ha3HAYEHUU IPYTroro
CTaTHHA B MUHUMAJIBHOM J03€ MO/ TIIATEIbHBIM HAOIIOICHUEM.

Bonee BricOKas yacToTa pa3BUTHS MHOIATUU HAOIIOJAIACh Y TIAIMEHTOB, Y KOTOPBIX J103a ObLIa
yBenudyeHa 10 80 wmr (cMm. pasgen «@PapmakoguHaMUKa»). PekoMeHIyeTcss MpOBOAUTH
nepuoanydeckyo ouneHky akTuBHOCTH K®K, mockonbky 3TO MOXeT OBbITh MOJE3HBIM IS
BBISIBJICHUS CYOKIIMHUYECKUX CITy4yaeB MHOIATHU. B TO ke BpeMsi HET YBEPEHHOCTH B TOM, YTO
TaKOW KOHTPOJIb MPEJOTBPATUT PA3BUTUE MUOTIATHH.

Tepamnus cHMBacTaTUHOM JIOJKHA OBITH BPEMEHHO OTMEHEHa 3a HECKOJIbKO JHEH 10 OOJIbLINX
IUTAHOBBIX XUPYPTUYECKUX OMNepaluii M MNpU Pa3BUTHUU TKENBIX COCTOSHUM, TpeOyommx
TEpPaneBTUYECKOr0 UK XUPYPTUUECKOT0 BMENIATEIbCTBA.

MeponpusThs 110 CHIKSHHUIO PUCKAa MHOIIATHH, BBI3BAHHOM B3aMMOACHCTBHEM JIEKAPCTBECHHBIX

npenaparoB (CM. pasaen «B3anmMoeicTBHE ¢ IPYTHUMH JISKapCTBEHHBIMH CDGI[CTBaMI/I»)

Puck muonatun u paGaoMuoin3a 3HaUUTEIHHO BO3pPACTAET MPU OJHOBPEMEHHOM MPUMEHEHUU
cUMBacTaThHa ¢ MOIIHbIMU uHrHOUTOpamMu CYP3A4, TakuMu Kak UTPAKOHA30J1, KETOKOHA30M,
M03aKOHA30JI, BOPUKOHA30JI, DPUTPOMHUIIMH, KIAPUTPOMUIINH, TETUTPOMHUIIMH, WHTUOUTOPHI
nporeassi  BUY  (manpumep, HenduHaBup), OouenpeBup, TeianpeBup, Hedaz0JI0H,
JIeKapCTBEHHBIE MpenapaThl, CoAepKaliie KOOUIMCTAT, a Takke reMpuOpo3u1, IUKIOCIOPUH U
naHazon. [lpuMeHeHHe STUX JIEKAPCTBEHHBIX IPENapaToB BMECTE C CHUMBACTaTHHOM
NPOTHBOIOKA3aHO (CM. pa3zaen «[IpoTuBomOKa3aHUs»).

Puck pasButuss muonatuu u pabJOMHONM3a TakKe BO3pacTaeT MpH OJHOBPEMEHHOM
NPUMEHEHUN aMMOJApOHa, AMJIOAUIIMHA, BEpalmaMuiia WiId JUWITHAa3eMa C OIpeAeICHHbIMU
n03aMH cUMBacTatuHa (cM. pazaensl «Crmoco0 MpuMeHeHHs W J03b», «B3ammopeicTBue c
JIPYTHEMH JIEKAPCTBEHHBIMU CpEICTBaMU»). PHCK MHUOMaTuu, BKItOYash PaOJOMUONH3, MOXKET
BO3pacTarh MPU OJHOBPEMEHHOM MPUMEHEHHH (PY3HI0BOM KHUCIOTHI U CTATUHOB (CM. pa3zien
«B3aumMoIeiicTBUE C IPYTrUMU JIEKAPCTBEHHBIMH CPEJICTAaBMKY). Y TMAIIMEHTOB C TOMO3UTOTHOM
CEMEHHON THUIIEPXOJECTEPUHEMUEH TAKOM PHUCK MOXKET BO3pacTarb IPU OJHOBPEMEHHOM
MPUMEHEHUU JIOMUTANUAA C CHMBAaCTaTUHOM.
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UTPAKOHA30JI0M, KETOKOHA30JI0M, MO3aKOHA30JI0M, BOPUKOHA30JI0M, MHTHOUTOPAMH TPOTEA3bI
BUY  (manpumep, HenduHaBUp), OOLENPEBUPOM,  TENANPEBUPOM,  SPUTPOMHUILIMHOM,
KJIQPUTPOMUILIMHOM, TEIUTPOMHUIIMHOM, HE(Pa30J0HOM M JIEKapCTBEHHBIMU IIperapaTamu,
colepKallUMM  KOOWIMCTaT, MNpoTUBOMOKa3zaHo (cM. pasgen  «lIpoTruBomokazanus»,
«B3auMopeiicTBiE C APYIMMU JIEKAPCTBEHHBIMU CpeICTBaMH»). ECIM NMpPUMEHEHHs] MOIIHBIX
unruouropoB CYP3A4 (npenapatos, kotopbie yBenuunbaioT AUC npubau3uTensHo B 5 pa3
BBINIC) M30€XKaTh HENb3s, Tepanusi CHMBACTAaTHHOM JOJDKHA OBITH BPEMEHHO TMpEKpalieHa (u
paccMOTpeH BOIPOC Ha3HAueHUsl APYroro CTaTWHa) Ha Bech Mepuoj JjedeHus. bonee Toro,
HE00X0IMMO COOJII0IaTh OCTOPOKHOCTH MPU KOMOMHUPOBAHUN CHMBACTaTHHA C IPYTUMH MEHee
mourHbiME uHrHOuTOpaMu CYP3A4: ¢guykoHa3zonoM, BepanaMHuiIOM, TWITHA3EMOM (CM. pasfeln
«Crioco0 mpuMeHEeHHsI U J103b1», «B3auMoeicTBre ¢ IPyrUMH JIEKaPCTBEHHBIMU CPEACTBAMMIY).
Cnenyet u3beratb 0JJHOBPEMEHHOTO MpHUEMa CUMBACTaTUHA U TPeHn(pyTOBOrO COKa.
OnHOBpEeMEHHOE NMPUMEHEHUE CUMBAcTaTUHA M reMpuOpo3uiIa MPOTHBONOKA3aHO (CM. pasjen
«[IpoTuBomOKa3aHus»). B CBsI3M C MOBBILICHHBIM PHCKOM MHUONATHH W PabIOMHOIH3A Y
MAIMEHTOB, MOJYYalolUX CHUMBAaCTaTUH BMecCTe ¢ JApyruMu ¢ubparamu, 3a HCKIIOYEHHEM
dbenopudpara, 7032 CHMBAcCTaTHHA HE JIOJDKHA TpeBbimath 10 Mr B cyTku (cM. pazaen «Crnocob
NPUMEHEHHS U J103b1», «B3anMojenicTBrie ¢ qpyruMu JIEKapCTBEHHBIMH CpelcTBamMmy»). Ciemyer
cOOJII0IaTh OCTOPOXKHOCTD IIPU HazHaueHUH (penoguoOpara M CMMBACTaTHHA, TOCKOJIBKY KaXIbIi
U3 3TUX IMpernapaToB caM Mo cebe MOXKET BbI3bIBATh Pa3BUTHE MUOIIATHH.

CumBacTaTUH HENb3s Ha3HAYaTh OJIHOBPEMEHHO ¢ (y3HMJIOBOM KHCJIOTOH B JIEKAPCTBEHHOM
dopme AN CUCTEMHOro MPUMEHEHHS WM NPUMEHSTh B TEUYEeHHE 7 JHEH IOcie OKOHYAaHUS
neueHust (y3unoBoi kucinotoil. Ecnu npumenenue ¢y3umpoBoi KUCIOTH HEOOXO0AUMO, Teparus
CTaTMHAMM JOJKHA OBITh MPHOCTAHOBIIEHA HA BECh MEPUOJN JiedeHHsS (Dy3uI0BOM KHCIOTOIA.
Cy1ecTBYIOT COOOIIEHUS O Ciydasx padbaoMuonn3a (BKII0Yast CIy4au C JICTATbHBIM UCX0JI0OM) Y
NAIMEeHTOB, TMOJIyYalONIMX co4yeTaHue (y3ua0BOW KHUCIOTHI M CTaTUHOB (CM. pasnen
«BzauMopeiictBue ¢ ApyrMMH JIEKapCTBEHHBIMH  cpeAcTBamu»). llanmenty cienyer
PEKOMEHI0BaTh HEMEAJIEHHO 00panaThes K Bpauy B cllyyae pa3BUTHUS KaKUX-JIHNOO CUMIITOMOB B
BHUJIe 00JM, OOJIE3HEHHOCTH WJIM CJIA00CTH B MBIIIIAX. Tepanus CTaTMHAMH MOXET OBITh
BO300HOBJICHA Yepe3 CeMb JHEU IMOCe MOCIeTHEero mprueMa Gy3u10BON KUCIOTHI.

B HCKIIOUMTENBHBIX CHUTyalUsAX MpH HEOOXOAUMOCTH JUIMTEIbHOM CHUCTEMHOW Tepamuu
Gy3uI0BOM  KHCIIOTOW, Hampumep, TMpU  TOKETbIX  HMHPEKIHIX, IeJIeco00pa3HOCTh
OJIHOBPEMEHHOT'O TMPUMEHEHUs! CUMBACTaTHHA U (Y3HJI0BOM KHUCIOTHI JOJKHA OLIEHUBATHCS B
KaX/IOM KOHKPETHOM CJIy4ae | MOJ TIIATeIbHbIM METUIIMHCKUM HaOII0ACHUEM.

Crnenyer n30eratb KOMOMHUPOBAHHOTO MIPUMEHEHHS CUMBACTaTHHA B J103aX, MpeBbimaomux 20
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MI' B CYTKH, BMECTC C aMUOAapOHOM, aMJIOJJUITUHOM, BCDI-EJ.;IIIE?I\:/E/I-JII%&%% I&HEE!’:EI&JI\P 0001 J

Y mnanueHToB C TOMO3WTOTHOM CEeMEHHOW THIepXoJecTepuHeMue cienyer u30erarb
KOMOMHHPOBAHHOTO TPHUMEHEHHWs CHUMBACTaTHMHA B J103aX, mpeBblmamommx 40 Mr B CyTKH,
BMECTE C JOMHUTAnuAoM (cM. pazzaensl «Crnoco0 npumeHeHHUs U 103b», «[IpoTuBonoka3zanus»,
«B3auMoieiicTBIE C IPYyTUMH JIEKaPCTBEHHBIMU CPEICTBAME).

Y manueHToB, KOTOphIE NPUHUMAIOT JIPYTHe JIEKAapCTBEHHBIC IMIpemapaThl, 00Jamaroliue
yMepeHHbIM HHruOupytommm aeiicteuem Ha CYP3A4, BMecTe ¢ cMMBAacTaTUHOM, HA3HAYEHHBIM
B BBICOKHX [103aX, MOXET IOBBIIIATbCSA PUCK pa3BUTHs Muonatuu. llpu ogHOBpeMEeHHOM
NPUMEHEHWH CHUMBacTaTMHa C yMmepeHHbIMH wuHTHOMTOpamMu CYP3A4 (mpenaparamu,
yBemmuuBaromumMu AUC npuOnmu3utensHo B 2—5 pa3) MOXKET MOTPeOOBATHCS KOPPEKIIUS JT03bI
cuMBacTaTHHa. J{1s1 HEKOTOphIX ymepeHHbIX MHruouropo CYP3A4, nanpumep, nuituazema,
MaKkCUMaJbHasi pEKOMEHAyemas Jno3a cuMmBactatuHa paBHa 20 Mmr (cm. paszgen «Crocob
MPUMEHEHHUS U J03bD»).

CumMmBacTatuH sBJIsieTcsl cyOcTpaToM 3>(QIIIOKCHOTO TpaHCIopTepa Oelka yCTOMYMBOCTH paka
MosouHo# >kene3wl (Breast Cancer Resistant Protein, BCRP). OgHoBpeMeHHOE TpHMEHEHUE
npenaparoB, KOTopbie SBisitoTcS nHruOnTopamu BCRP (Takux kak, 3710acBUp M Tpa3onpeBup),
MOKET TPUBECTH K TMOBBIILIEHUIO KOHIEHTPAllMM CHMBAcCTaTHHAa B IUTa3ME KPOBU U K
NOBBILIEHUIO pUCKa Muomnatuu. CleIoBaTeNbHO, CIEAYET pacCMOTPETh BOMNPOC O KOPPEKLUU
JI03bl CUMBACTaTMHA B 3aBHUCUMOCTH OT Ha3HA4yeHHON 1103bl. OJHOBpEMEHHOE NpPUMEHEHUE
snbacBUpa M Tpa3ompeBHpa C CUMBACTaTHHOM HE H3Y4Y€HO; Y MAIMEHTOB, KOTOpbIE
OJIHOBPEMEHHO MOJYy4aloT Mpernaparsl, coAepKaliue 310acBUp U TPa3onpeBUp, U CUMBACTaTHH,
J103a cUMBacTaTWHA HE JoJkHA npesblmiaTte 20 Mr B cyTku (cM. pasznen «BzaumoneiicTBue c
JIPYTHMH JIEKaPCTBEHHBIMU CPEACTBAMM ).

Penxue caywan wmuonatuu/pabaoMuonuza ObUIM  aCCOIMMPOBAHBl C  OAHOBPEMEHHBIM
npuMeHeHneM HHruouTopoB ' MI'-KoA-pemyKkTas3sl v JIUIHICHIKAIOMIMME 03aMu (>1 T/CyTKH)
HUAIMHA (HUKOTMHOBOW KHCJIOTHI), KaXAbIH W3 TpenaparoB caMm 1Mo cebe MOMKET BBI3BIBATH
MHUOMATHIO.

B xmuHWMYeckoM wuccnenoBaHuu (MeauaHa Tmiepuona HaOmoneHus 3,9 roma) ¢ ydacTheM
MAI[MEHTOB C BBICOKMM DPHUCKOM CEpAEYHO-COCYIUCTHIX 3a00JIEBAHUN C XOPOUIMM KOHTPOJIEM
ypoBuss XC-JIITHIT na ¢one Ttepanuu cumBactaTuHoM 40 Mr/CyTKM B KOMOWHAIIUU C
a3etumMuOOM 10 Mr wmium 0Oe3 TakoBOrO He OBUIO BBISBICHO JOIMOJHUTENBHON TOJB3bI B
OTHOIIEHUH CEPACYHO-COCYIUCTBIX MCXOJOB TMpu J00aBJICHUH HHAIMHA (HUKOTHHOBOMU
KHCJIOTHI) B TUTTUJCHUKAIOMNX 103aX (>1 r/cyTkn).

CrnenoBarenbHO, Bpayl, pacCMATPUBAIOIIUE BOMPOC O HA3HAYECHUN KOMOWHUPOBAHHOW Teparnuu
CUMBACTaTHHOM C JIUMIUJICHIDKAIOMUME 103aMu (>1 1/cyTKH) HUAIMHA (HUKOTUHOBOU KHCIOTHI)
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WM TIperiapaTaMu, COAEPKallMMU HUAIWH, JTODKHBI Tﬁﬂgbﬁxmﬁ'eﬂﬁﬂlfﬁ'ﬁ&gﬁﬂ%%hm

MOJIb3Y M PUCKU M MPOBOJUTH THIATENLHOE HAONIONCHUE 3a TMAIMEHTaMU Ha MPEAMET JIF0OBIX
MPU3HAKOB U CUMIITOMOB B BHUE 00Jid, OOJIE3HEHHOCTH WM CIA0OCTH B MBIIIIAX, OCOOCHHO B
NepBbIE MECSIIbI TEPANIUU U TPU YBEJIUYEHHUH JT03bI JTI0O0T0 U3 MPernapaToB.

Kpowme Toro, B JTaHHOM HCCI€I0BAaHUHU YacTOTa MUOIATUU MpuOIM3uTeNbHO coctaBuia 0,24 % y
narueHToB u3 Kuras, momydaromux cumBactatud 40 mr unu 33etumub/cumBactatud 10/40 mr,
B cpaBHeHUM C 1,24 % y nmanuenToB u3 Kuras, koTopele npuHuManu cumBacTtaTtud 40 Mr wim
a3erumuO/cumBactatud - 10/40 Mr BMecTe ¢ HHUKOTHHOBOW  KHCJIOTOH/JIApOMUIIPAHTOM
MoaudunrpoBaHHOTo BbICBOOOXKACHUST 2000 Mr/40 mr. XoTs €IMHCTBEHHOW MOHTOJIOMIHOM
MOMYJISIIINEH, OIEHUBAEMOW B ATOM KJIMHUYECKOM HCCIICOBAHUU, OBLTH KHUTAUIIbI, YIUTHIBAs
0ojee BBICOKYIO YacCTOTy MHOIATHUU y MAMEHTOB W3 KuTas B CpaBHEHHM C TAIlIEHTaMU HE
KUTAWCKOTO TMPOUCXOXKICHUS, OJHOBPEMEHHOE IMPUMEHEHHE CHMBACTaTMHA C HHUAIMHOM
(HUKOTHHOBOM KHUCIIOTOW) B TUMUACHIKAIONTUX 103aX (>1 I/CyTKH) y MaIIMEHTOB MOHTOJIOUTHOM
pacel He pekomeHayeTcs (cMm. pasnen «B3aumoneicTBHE C APYTMMHU  JIEKAPCTBEHHBIMU
CpeICTBaMmu»).

AULHWIUMOKC CTPYKTYpHO CBSI3aH C HHAIMHOM. XOTS AalMIHMOKC HE W3Yy4alcs, PHUCK
TOKCHYECKNX 3((PEeKTOB B OTHONIEHMH MBI MOXET OBbITh aHAJOTWYEH TAaKOBOMY IIpH
NPUMEHEHUN HUAIMHA.

JlanToMuIvH

[Ipu omHOBpeMeHHOM TpuMeHeHnH UHTuOuTOpoB ' MI'-KOA-peaykTa3bl U TanTOMUIIMHA ObLTH
MOJIyYEHBI COOOIIEHHUsSI O Pa3BUTHU MHUONATHU W/Wiau pabmomuonmsa. Cremyer coOiroaath
OCTOPOKHOCTh TpU HazHaueHWu UHruouropo I'MI-KoA-penykrassl OIHOBPEMEHHO C
JANTOMHUIIMHOM, TaK Kak JIOOOW M3 3TUX areHTOB MPU MPUMEHEHHUU MO OTACIbHOCTH MOXKET
BbI3bIBaTh MHONATHIO W/Wimu padaomuonui. Creayer paccMOTpeTh BONPOC O BPEMEHHOU
PUOCTAHOBKE MPUMEHEHHUs CHMBACTAaTHHA Yy MAllMEHTOB, MPUHUMAIOIIUX JATOMHUIMH (CM.
pas3zaen «B3anMoeicTBre ¢ IPYTrMMH JIGKAPCTBEHHBIMU CPEACTBAMUY).

BiausgHue Ha neyeHn

B knuHMuYecKMX HCCIeNOBaHMAX Yy HEOOJBIIOrO YHUCIa B3POCHBIX MAlMEHTOB, MOIYYarOLIUX
CHUMBACTaTHH, OTMEYAJIOCh CTOMKOE IMOBBIIICHNE aKTUBHOCTH TPAHCAMHUHA3 B CBIBOPOTKE KPOBU
(mo >3 x BI'H). IIpu oTMeHe UM BpeMEHHOM NpEKpalleHHH TEeparuyd CUMBACTATHHOM Y 3THX
NAllMeHTOB aKTMBHOCTh TpaHCAaMHHA3 OOBIYHO MENJICHHO CHIKAJach O  YPOBHS,
HaOJIr0AaBIIEroCcs 10 Hayaa JeYeHHUs.

PexomeHyeTcst NpOBOAUTE OLIEHKY (YHKLIMH MEUSHH O Hadasa JeUeHUsl, a 3aTeM IIPU HaTUIUU
KJIMHUYECKUX MOKa3aHUi. Y MalKueHTOB, y KOTOPhIX 1032 Obuta yBenuueHa 10 80 Mr, GyHKIIHIO

INCYCHU H€O6XO,Z[I/IMO AOIOJHUTCIIBHO OLCHUBATHL NCPCA MNOBBIMICHUCM JO3bI, YCPE3 3 MECiALa
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MOCJIE HETO M TIEPHOJUYESCKU B JallbHEUIIIEM (HaanMe{)l,_l II:I BQEEB-'I'E&T]?JEJ;I ll-aHrg‘(l:eLﬁej ;iQJI;OFO

roga jneueHus. Oco0oe BHUMaHHME CIEAyeT YACNATh IMAaLUEHTaM, Y KOTOPBIX BO3HHUKAET
NOBBILIEHUE AKTUBHOCTH TPAHCAMHUHA3 B CBIBOPOTKE KPOBU. Y TakuUX MALMEHTOB OLIEHKY
GYHKIIUM TeYeHU CclieyeT OBICTPO MOBTOPUTh U B JalbHEWIEM BBINONHATH yamie. Ecnu
AKTUBHOCTh TpaHCAaMHHA3 CBUJETEIbCTBYET O MPOrPECCUPOBAHUU COCTOSHUS, OCOOCHHO €Cliu
oHa mnosbimaercs A0 3-x BI'H u cTolikOo coxpaHsieTcs, CHMBACTaTUH CJEIYET OTMEHMTD.
OOparure BHUMaHME, 4YTO AaKTHBHOCTh ajlaHMHaMuHOTpaHcdepassl (AJIT) moxer ObITH
00yCJIOBJICHA MOpPaKEHUEM MBIIICYHON TKaHH, M03TOMY pocT akTuBHOCTH AJIT B coderanum c
noBblieHneM akTUBHOCTH KDK MokeT yka3pIBaTh HA MUOTIATHIO.

CyIecTByIOT HEMHOTOYHUCIICHHBIE IOCTPETUCTPAIIMOHHBIE COOOWIEHUsT O (aTaJbHOU W
HedaTaabHON MEYCHOYHOM HEJOCTAaTOYHOCTH Yy MAIMEeHTOB, MPUHUMABIINX CTAaTHHBI, B TOM
YyuCie CUMBAcTaTUH. ECaM mpu JIe4eHUM CUMBACTATHHOM Pa3BUBAETCSA CEPHE3HOE MOPaKEHHUE
MEYEHHU, COMPOBOXKIAIONIeeCs KIMHUYECKUMU CUMIITOMAMH /WM TUNepOMmInpyOuHeMueil mim
KENTyXO0H, He0OXOIMMO Cpa3y ke MPEeKpaTUTh Tepanuio. Ecnu He ycTaHOBIEHA Apyrasi IpUYMHA
NOpa)KeHUs IEYCHH, Tepanus CUMBACTaTHHOM HE JI0JKHA BO30OHOBIISATHCS.

VY nmanueHTtoB, KOTOpble MOTPEOJIAIOT 3HAYUTEIbHOE KOJMYECTBO aJKOTOJISI, Iperapar cieryer
HCIIOJIB30BaTh C OCTOPOKHOCTHIO.

Kax 1 npu npumMeHeHNN ApyTUX JTUNUACHUKAIOUIMX MIPENaparoB, IPU TEPAIIUU CUMBACTaTUHOM
onucaHsl caydan ymepeHHoro (<3 x BI'H) moBbleHust akTUBHOCTH TPaHCAMHHA3 B CHIBOPOTKE
KpPOBH. DTH U3MEHEHHUS BO3ZHMKAJIM BCKOpE MOCIe Havyajla Tepauyu CUMBACTaTUHOM, YacTO ObLIN
MPEXOIAIIUMHI, HE CONMPOBOXKIAINCh HUKAKUMU CUMITOMAMHU U HE TpeOOBalM INpepbIBaHUS
JICYEHUS.

CaxapHblii auader

Hekoropele [JaHHbIE CBHJETENBCTBYIOT O TOM, UTO CTaTMHbl Kak KJacC IOBBIIIAIOT
KOHIIEHTPALMIO TJIOKO3bl B KPOBH, @ Y HEKOTOPBIX MAI[MEHTOB C BBICOKUM PUCKOM pa3BUTHS
caxapHOro aua0eTa CTaTMHBI MOTYT IPUBOJAWTH K PA3BUTHIO TAKOTO YPOBHS THIEPTIIMKEMHUH,
IpU KOTOPOM (HhOpMaJIbHO JIOJKHBI ObITh Ha3HAYEHBI CaXxapOCHWKAIOIIUE MpenapaTsl. B To xe
BpEMs 3TOT PUCK IEPEBEIINBACTCS CHUKEHHEM COCYIUCTOTO pHCKa IpU NPUMEHEHUH CTaTUHOB
U, CIIEJJOBAaTEIIbHO, HE JIOJKEH OBITh NMPUUMHON NMpeKpalleHus Tepanuu. [lalueHTsl ¢ puckoM
pa3BUTHS caxapHOro AuadeTa (KOHLEHTPAIHs TIIFOKO3bI HATOMIAK OT 5,6 10 6,9 MMOJIB/JI, UHIEKC
Macchl Tena >30 kr/m%, moBblleHHBIH ypoBenb TI', apTepuanbHas THUIEPTEH3Ms) IOJKHBI
KOHTPOJIMPOBATHCS KaK KIMHUYECKH, TaK U OMOXUMHUYECKH B COOTBETCTBUM C HALIMOHAJIBHBIMU
PEKOMEHIALUAMHU.

HHTepcTHLIMAILHEIC 3a00JIEBAHUS JIETKUX

OmnucaHbl CJIydan pa3BUTUMA HHTepCTHHHaﬂbHOﬁ 00JIe3HHU JIETKUX pru NpUMCHCHHUU HCKOTOPBIX
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CTaTHUHOB, BKJIIO4Yas CMMBAaCTaTuH, 0COOCHHO npu HHHTG%E&%&ﬁF@ L_[)lalgf-l[[éﬂ- &'I'ilgt%lq'ﬂoe

neiicreue»). [Ipu3HakamMu  HMHTEPCTHUIMAIBHON  OOJIE3HW  JIETKUX  SBJSIFOTCS  OJIBIIIKA,
HENPOAYKTUBHBIN Kallelbh W YXYJIICHHE OOIIEro COCTOSHUS 3A0POBbs (CIab0OCTh, CHIKEHUE
Macchl Tena U Jauxopanka). Ilpu momo3peHuN Ha pa3BUTHE UHTEPCTUIHMAIBHOTO 3a00JIeBaHUS
JIETKUX Teparus CTaTUHAMHU JJOJKHA ObITh OTMEHEHA.

eTu
Ilpumenenue y oemeu u noopocmkog 6 eo3pacme 10-17 nem
be3onacHocTh U 3¢(HEKTUBHOCT, CHUMBACTaTHHA Yy TMOAPOCTKOB B Bo3pacte 10-17 n;er ¢
FeTePO3UTrOTHOM CEMEMHON THMNEpXOJECTEPUHEMHUEH OIEHHWBAJlach B  KOHTPOJIUPYEMOM
KIIMHUYECKOM MCCIEJOBAHUU C YYaCTHEM MAJIbUMKOB-TIOJPOCTKOB CO craauen paszButud Il u
BBIIIIE IO KJaccuukanuu TaHHepa U 1eBOYEK, Y KOTOPBIX MPOILIO HE MEHEE OJTHOTO To/1a MocCIie
HACTYIUICHHs] MeHapxe. Y MalUeHTOB, MOJYyYaBIIUX CHMBACTaTHH, MPOPUIb HEXKeIaTelbHbIX
peakuuii B 1eJI0M ObUT CXOHBIM C TAKOBBIM Yy MallMEHTOB, MOJIYYaBIINX IJIAe0o.
Jo3bl cBeimie 40 Mr B JaHHOW MOMYJSAIMHM TAIMEHTOB HCCIIENOBaHB He ObuTH. B 3TOM
OTPAaHHYEHHOM KOHTPOJIUPYEMOM HCCIEIOBAHWU HE OBUIO BBHISBICHO MOATBEPIKICHUS BIUSHUS
npenapara Ha pocT WIH MOJOBOE CO3PEBAHUE AEBOYEK U MAJIbYMKOB MOAPOCTKOBOIO BO3pPACTa,
BJIMSTHUS Ha MPOJIOJDKUTENIbHOCTh MEHCTPYaIbHOTO LIUKJIA Y IEBOYEK TAaK)Ke HE OOHAPYKEHO (CM.
paznensl «®apmakoanmHamukay, «Crnoco0 mpuMmeHeHus W A03bD», «[lobouHoe neiicTBHe»).
JleByIIkaM-moIpOCTKaM CIIeyeT OOBSICHATH HEOOXOJAMMOCTh MPHUMEHEHUS COOTBETCTBYIOIIUX
METOJIOB ~ KOHTpAlENLMW  BO  BpeMs  Tepallud  CHUMBAcCTaTUHOM  (CM.  paseisbl
«IIpotuBonokazanus», «llpumenenne mnpu OEpPEeMEHHOCTM W B MEPHOJ  TPYIAHOIO
BCKApMIIMBaHUS»). Y TAIMEHTOB B Bo3pacte <18 ner sddexTuBHOCTE M 06€30mMacHOCTh
npenapara OpH MPOJOJDKUTEIBHOCTH JiedeHHs >48 Helenb HEU3BECTHA, JI0JITOCPOYHBIC
3 dexThl B OTHOMIEHHH (HU3UIECKOTO, HHTEIUICKTYaIhbHOTO W TIOJIOBOTO CO3PEBaHUS HE
u3yueHsl. MccnenoBanus o NnpuMEHEHUIO CUMBACcTaTUHA y MauueHToB muaauie 10 jet, a Takxke

y netelt mpemyOepTaTHOrO BO3pacTa U IEBOYEK B IPeMEHapXe HE MPOBOIUIHCH.

Biiusinue Ha ClIOCOOHOCTH YNIPABJIATH TPAHCIIOPTHBIMHU CPEACTBAMM, MEXaHU3MaMHU

CuMBacTaTUH HE OKa3bIBAaeT WJIM OKa3blBa€T HE3HAYUTENIbHOE BIMSHHUE Ha CIOCOOHOCTH
yIpaBIATh TPAHCHOPTHBIMU CPEIACTBAMU M pabOTaTh C MEXaHHM3MaMHU. TeM He MeHee, INpH
yIpaBJICHUU TPAHCIIOPTHBIMU CPEJICTBAMH HJIM paboTe ¢ MEXaHU3MaMH, CIeIyeT MPUHUMATh BO
BHHMaHUE, YTO B MOCTPETHCTPAIMOHHOM MEPHUOJAE COOOLIANIOCh O PEAKUX CIIydasx pPa3BUTHUS

TOJIOBOKPY>KEHHS.
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(MOCNEOCBATENEHOCTE 0001)

®opMma BBIILYCKA

TaGneTku, MOKPBITHIE TIICHOYHOM 060m0uKo#, 10 mr, 20 Mmr.

[To 10 TabmeTok B KOHTYPHYIO SYEHKOBYIO YIMAKOBKY M3 IUICHKH MOJIMBUHWIXJIOPUIHON H
(G oJIbTY aTIOMHUHUEBOM TMEUYaTHOMN JTAKUPOBAHHOM.

I[To 3, 5 6 mmm 9 KOHTYpPHBIX SYEHKOBBIX YIAKOBOK C HWHCTPYKIIUEH IO MEIUIIMHCKOMY

MPUMCHCHHUIO TOMCHIAIOT B ITAYKy U3 KapTOHA.

YcaoBusi XxpaHeHust
IIpu Temnepatype He BbIie 25 °C B OpUrMHAIBHOM YIIaKOBKE.

XpaHUTb B HEJOCTYITHOM JJis ieTei MecTe!

Cpok rognoctu
3 roxa.

He IMPUMCHATH IO UCTCUCHUU CPpOKA rOAHOCTHU, YKA3aHHOT'O HAa YITAKOBKC.

YcaoBus oTnmycka

OTmycKarT 1o perenTy.

ITpousBoaure/nb
AO «AJICHU Dapmar
Anpec MecTa MpOU3BOCTBA:

Poccus, 610044, Kuposckas 061., r. Kupos, yn. Jlyranckas, a. 53B.

HaumenoBanmue, apec OpraHu3anum, NPpUHUMAIOLIEH IPeTeH3uM MoTpeduTe el

AO «AJICHU dapmay

Poccus, 125009, r. MockBa, BH. Tep. I'. MyHHIMNAJIbHBIA OKpyr ApOat, yi. Bo3asuxkeHka,
n.4/7, ctp. 2, nomem. 1/1.

Tenedon: (495) 787-70-55
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