COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 27.03.2025 N° 8214

OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOPOTPEAAPATA = 10UT)

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
CumBactatun — BEPTEKC, 10 mr, Ta0neTku, MOKPHITHIC TUICHOYHON 000JI0UKON

CumBacratun — BEPTEKC, 20 mr, TabneTku, TOKPBITHIE TUICHOYHON 000JI0YKO#

2. KAUECTBEHHBIN 1 KOJIUYECTBEHHbBII COCTAB
JelicTByrolIee BENIECTBO: CHMBACTATUH

Cumsacratud — BEPTEKC, 10 mr, TabineTky, DOKPBITHIE [JIEHOYHOU 000JI04YKOM

Kaxxnas tabnerka comepxut 10 Mr cuMBacTaTHHa.
BcrnomoratenbHble BelIecTBa, HAJIUMYKWE KOTOPBIX HAJO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: jlaktosa (cM. paszuen 4.4.).

Cumsacratud — BEPTEKC, 20 mr, TabneTKy, DOKPHITHIE [JIEHOYHOU 000JI04YKOM

Kaxxnas Tabnerka comepxut 20 MI CHMBacTaTHHA.
BcrnomoratenbHble BelIecTBa, HAJIMYKWe KOTOPBIX HAJO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: jlaktosa (cM. paszuen 4.4.).

[TonHbIN TIEpevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAA ®OPMA
TalneTku, NOKPBITHIE MIICHOYHOI 000I0YKOM.
Kpyrible 1BOSIKOBBINTYKIIbIE TA0JIETKH, TOKPBITHIE TNIEHOYHOM 000J104KOM KOpUUHEBOTrO 1iBeTa. Ha

MIOTIEPEYHOM pa3pese Aapo OE0oro Uik MoYTH OeNoro 1BeTa.

4. KINMHNYECKHUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHECHHUIO

Bspocable mammenTsl crapiie 18 ser ¢ umeMmmndeckon 6osnesupio cepana (MBC) minm ¢ BEICOKUM

puckom UBC:

VY nanueHToB ¢ BEICOKUM puckoM pa3Butus MBC (pu Haauuuu runepiaunuieMud Ui 0e3 Hee),
HarpuMmep, y MAlUeHTOB C CaxapHbIM AMA0ETOM, y MAIMEHTOB C HMHCYJIBTOM WU JIPYTUMHU
1epeOpOBacCKYISIPHBIMU  3a00JIeBaHUSAMU B aHaMHe3€, Yy MallUeHTOB ¢ 3a00JeBaHUSIMU
nepudepudeckux cocynoB win y mnanueHtoB ¢ MBC wim npenpacnonoxenHocteio k. UBC
CUMBACTaTHH I10Ka3aH JUIs:
. CHIDKEHHSI prcKa 00IIel CMEpTHOCTH 3a CUET CHUKEHUS CMepTHOCTH B pe3ynbrate NBC;
. YMEHBILIEHUS PUCKA CEPBE3HBIX COCYAUCTHIX U KOPOHAPHBIX OCIIOKHEHUN:

— HedaTaabHbIN HHPAPKT MUOKAp/A,

— KOpOHAapHasi CMEpTh,

— MHCYIIBT,
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— TpoIeaypa peBacKyIsIpru3alng;

o YMEHBILIEHUSI pHUCKAa HEOOXOAMMOCTH MPOBEACHUS XUPYPrUUYECKUMX BMEUIATEIbCTB
10 BOCCTAHOBJIEHUIO KOPOHAPHOI'O0 KPOBOTOKA (TaKMX KaK AOPTOKOPOHAPHOE IIYHTUPOBAHHUE U
YpECKOXKHAsI TPAHCIIOMHUHAJIbHAS KOPOHApHAsl aHIMOIUIACTUKA);

o YMEHBUICHUs pHcKa HE00X0AUMOCTH XUPYPTUYECKOTr0 BMEILIATENILCTBA
110 BOCCTAaHOBJICHUIO  NEpU(EpPUYEcKOro KpPOBOTOKA H  JAPYrUX BHJAOB  HEKOPOHApHOU
pEeBaCKyIsIpU3aLNH;

o CHMIKEHMSI pHCKa FOCHUTAIM3ALMU B CBSI3U C IPUCTYIIAMH CTEHOKapIUH.

Bspocible manmeHTsl cTapuie 18 J1eT ¢ runepJIunuaeMuei:

. Kak pomosHeHue Kk Juere, Korja IpPUMEHEHHE TOJIBKO JMEThl U JAPYIHX
HEMEJIMKAMEHTO3HbIX METOJOB JICUEHHs] y MAallMEHTOB C MEPBUYHOW TUIIEPXO0JIECTEPUHEMUEH,
BKJIIOUYasi T€TEPO3UTOTHYIO CEMEWHYI0 TrunepxojecrepuHemuto (runepaunugemus Ila tuna no
kiaccupukanun OpeapruKkcoHa) WM CMELIaHHON runepxoiecrepuneMueii (runepaunuaemus Ib
Tuna no kiaaccudukanuu OpenpuxkcoHa) He1OCTATOYHO JJIS:

— CHWKEHUS MOBBIIIEHHOW KOHLEHTpauuu obmero xonectepuna (OXC) B mia3Me KpoBH,
XOJIECTEpUHA JIUNONPOoTenHOB Hu3koi mioTHoctu (XC JIITHII), tpurnuuepunos (TT),
anoJyiunonporenHa B (amo B);

— TIOBBIIIEHUS KOHIEHTPAMM XOJIECTEPUHA JIUIIONPOTEMHOB BBICOKOM IUIOTHOCTH
(XC JIIIBII);

— cHmwkenus coornomenus XC JITTHIT/XC JITIBIT u OXC/XC JIIIBII;

. runepTpurianuepuaemus (runepaunuaemus [V tuna no kinaccuduxanmuu OpenpukcoHa);
. JIOMIOJTHEHHUE K JIUETEe U IPYTHM CIIOoco0aM JIedeHUs MallueHTOB C TOMO3UIOTHON ceMeitHOM
TUTIEPXOJIECTEPUHEMHEH [IJIs1 CHUKEHUS ToBbIeHHON KoHIeHTparuu OXC, XC JIITHII u ano B;
. nepBuyYHas aucoeranunonporenHemus (runepiaunuaemus Il tuna no knaccudukanuu
OpenpuKcoHa).

Jletn 1 moapocTkH crapuie 10 JeT ¢ TeTeEPO3UTOTHON CeEMENHOM T'MIePX0JIECTEPUHEMHUEH

[IpumeHeHre cUMBAcTaTHHA OJHOBPEMEHHO C JUETOM MOKa3aHO Ui CHU)KEHUS MOBBILICHHON
koHueHtpanun OXC, XC JIITHIL, TT', ano B y tonomei#t 10 — 17 ner n y nesymek 10 — 17 ser He
MeHee ueM depe3 1 roj mociae MeHapxe (IepBoe MEHCTPYalIbHOE KPOBOTEUEHHE) C

TeTEPO3UTOTHOM CEMENHOM TUIIEPX0JIECTEPUHEMUEH.

4.2. PekuM 103MpOBaHMS U CIIOCO0 NPUMEHEHUS

PexuMm no3upoBanus

I[O Haydajla JICUCHUA CHUMBACTATUHOM  IMMAIIMCHTY  CJICAYCT Ha3HAYUTh CTAHAAPTHYIO

THUITIOXOJICCTCPUHOBYIO JUCTY, KOTOpas JOJIKHA CO6JHOI[EITBC5I B TCYCHUC BCCT'0 Kypca JICUCHUA.
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1 pa3 B cyrku BeuepoMm. IIpu HEOOXOAMMOCTH J03y MpernapaTa YBEIMYUBAIOT C HHTEpBAIaMH HE
MeHee 4yeM B 4 Hexenu MakcuMmyM a0 80 mr 1 pa3 B cyrku BeuepoM. Jlo3y 80 mr B cyrku
PEKOMEHIyeTCsl Ha3HauyaTh TOJbKO TMAallMeHTaM C BBICOKUM PHCKOM CEpJEYHO-COCYAUCTHIX
OCJIO’)KHEHUH, €CITU JIeYeHHE IIpernapaToM B 00siee HU3KUX J03aX HE MO3BOIMIIO JOCTUYD LIETIEBBIX
KOHIIGHTpAll{ JIMIUAOB, a MpeJroyiaraéMas Iojib3a TEpaluu IMPEBHIIIACT BO3MOXKHBIA PHUCK
(cm. paznen 4.4.).

Tayuenmwvr ¢ UBC unu evicokum puckom pazeumusi U6C

CranjapTHas HavyalbHas 7032 CUMBACTaTHHA JUIS MMAllMEHTOB C BBICOKUM puckoM pazputus UbC
B COYCTaHUU C TUICPIUIHIEMUeH min 6e3 Hee (IMTPH HAIMYUH caxapHoro 1uadera, MepeHeCeHHOTO
WHCYJIbTAa WIH JPYrUX IepeOpOBacCKYNSIpHBIX 3a0o0JieBaHWN B aHaMHe3e, 3a0oJieBaHUN
nepudeprudeckux cocynon), a takxke qis nanueHToB ¢ UBC coctaBnsier 40 mr 1 pa3 B cyTku
BeuepoM. MenrkaMeHTO3Has Tepanus 1o/ KHa ObITh HaYyaTa OJJHOBPEMEHHO C IMETOU U JeueOHOI
($U3KYIbTYPOH.

THayuenmoi ¢ eunepaunudemueli, He umerOwue 8blulenepeyucieHHbIX PaKmopos pucka
CrangaptHas HauanbHasl J03a cuMBacTtaTuHa coctaBiseT 20 mr 1 pas B cytku Beuepom. s
MAIMEHTOB, KOTOPBIM HE0OX0AUMO 3HauMuTenbHOe (6osee 45 %) cHmkeHue KoHueHTparuu XC
JITTHIT, nauansHas 103a MoxeT cocTaBisaTh 40 mr 1 pa3 B cyTku BedepoM. [lannentam c jerkoit
WM YMEPEHHOW THNEPXOJECTEPUHEMHEH Tepanmuio CHMBACTaTUHOM MOXHO Ha3Ha4aTh B
HavanpHOU 103e 10 Mr 1 pa3 B cyTku. B cmyuae HeoOXoauMOCTH MOA00P 03 CIeAYyET MPOBOIUTH
B COOTBETCTBUHU C BBIIICYKa3aHHON cXxeMoil (cM. paznen 4.2.).

Hlayuenmuol ¢ 20M03U20MHOU CEMEUHOU 2unepxoiecmepurnemueri

CumBacTaTUH peKOMEHI0BaH B j103¢ 40 MT B CyTKH, IPUHUMAEMOMN OJHOKpATHO BedepoM. J{o3y
80 Mr B CYTKHM PEKOMEHIYETCs Ha3HadyaTh TOJBKO B Cily4ae, €Clii IpeanosiaraeMas Imojb3a
Tepanuu MPEBBIIAET BO3MOXKHBIN pucCK (cM. pazmen 4.4.). YV Takux MalMeHTOB CUMBACTaTHH
MPUMEHSIOT B KOMOMHAIIMHU C IPYTUMH METOJaMH TUTIOIUIHASCMHUYECKOTO JIeueHUs (Harpumep,
JIITHIT nnasmadepes) wnu 6e3 Apyroro J€4eHUsl, €CIIM OHO HEJOCTYITHO.

Jns manueHToB, IPUHUMAIOLIUX JIOMUTAIN]T OJJHOBPEMEHHO C CUMBACTaTUHOM, CYTOYHAsl /103a
CMMBAacTaTHHAa He JI0JKHA npeBbimath 40 Mr (cM. pasnen 4.5., 4.4.).

Conymcemsyrowas mepanus

CumBacTaTHH MOKET Ha3HAYaThCs KaK B MOHOTEPANHH, TaK U B COUYETAHWU C CEKBECTpaHTaAMU
JKETYHBIX KUCTIOT.

VY nanueHToB, NPUHUMAIOIINX CHMBACTaTUH OJTHOBPEMEHHO ¢ pudpaTamu, kKpome rempudpo3uia
(cm. pazmen 4.3.) unu (denodubpara, MakcuManbHas PEKOMEHIyeMmasi 1032 CHMBAcTaTHHA

coctaBiisieT 10 Mr B CyTKH.
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AJI0ACBUP WM TPA30MPEBUP, WM aMJIOUITNH, OJJHOBPEMEHHO C CHMBACTATHHOM, CyTOYHAs /1032
CHMBAacTaTHHA HE JIOJDKHA npeBbimath 20 Mr (cM. pasnenst 4.4., 4.5.).

Oco0nlie T'PpYHOIIbI TAIKMEHTOB

Tayuenmoi ¢ napywenuem ¢hynkyuu novex
[TockonbKy CUMBAaCTaTHH BBIBOJUTCS IMOYKAMHU B HEOOJIBIIIOM KOJMYECTBE, HET HEOOXOAMMOCTH B
U3MEHEHUU 103 y TMAalMEHTOB C YMEPEHHBIM HapymeHHeM (yHKIUH TOoYeK. Y MalHueHTOB C
TSDKETION ToYeuHON HemocTaTouyHOCThI0 (kimupeHc kpeatnHuHa (KK) <30 mi/mMuH) ciemyet
TIIATEJIBHO B3BECUTH 11€JI€CO00Pa3HOCTh Ha3HAYEHHUS IIperapara B J103ax, npeBblmatomux 10 mr
B CyTKH. Ecnm Takue JO3MpPOBKH CUMTAIOTCS HEOOXOIWMBIMH, CIEAyeT Ha3zHadaTh HX C
OCTOPOKHOCTBIO (cM. paznen 4.4.).

eTu
Ilpumenenue y oemeti u noopocmxose 10 — 17 nem c 2cemepo3sucomuol cemeuHol
aunepxonecmepuremuer
Pexomenyemas HauanbpHas 103a cocraisieT 10 Mr ouH pa3 B CyTKH BeuepoM. PexomeHnyemblit
pexxuM po3upoBaHus coctaBiaser 10 — 40 Mr B CcyTkM, MakCHMallbHas pPEKOMEHJyeMas 7032
cumBactaTiHa coctaBiasier 40 mr B cyrku. [lombop 103 HpPOBOIUTCS HWHIMBUAYAJIbHO B
COOTBETCTBUHU C LIETSIMU TEPAIUU.
[To noka3anuto rerepo3uroTHas ceMmeiHas runepxonecrepuHemust Cumbacratud — BEPTEKC y
nereit 1o 10 net He npUMeHseTCs.
ITo mpyrum nokaszanusim Cumsactatid — BEPTEKC y nereit no 18 ner He npumensercs.

Criocob nnpuMeHeHus

BHYTpI), 3armMBasi 10CTaTOYHBIM KOJIMYECTBOM BO/JIbI.

4.3. IIpormBomoka3aHus

® TUIEPYYBCTBUTEIBHOCTh K CUMBACTATHHY W/WJIM K JIOOOMY M3 BCIIOMOTaTeIbHBIX BEIIECTB,
NIEPEYUCIIEHHBIX B pazzaene 6.1.;

e 3a0oJeBaHUE EYCHU B aKTUBHOM (haze MM CTOWKOE MOBBIIIEHUE AKTUBHOCTH «TI€YCHOYHBIX)»
TpaHCaMMHA3 B TJIa3Me KPOBU HESICHOM STHOJIOTHH;

e 0OepeMEeHHOCTb WM NepUO] IPYAHOTO BCKapMIIMBaHus (CM. pazzen 4.6.);

e OJHOBPEMEHHOE NpPHUMEHEHHE C MOUIHBIMM UHruouropamu uszodpepmenta CYP3A4
(UTpaKOHa30JI, KETOKOHA30J1, M03aKOHA30JI, BOPMKOHA30JI, MHTHOUTOpAaMH MPOTea3bl BUpYyca
umMMyHonepuuuta  4denoBeka  (BUY-mporeassl),  OouenmpeBHpOM,  TeIalpeBHPOM,
SPUTPOMUIIMHOM, KIAPUTPOMHIMHOM, TEIUTPOMHIMHOM, He(a30IOHOM M TperapaTamy,

coJiepkaimuMu KoourucTar) (cM. pasaensl 4.4., 4.5.);
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® OJIHOBPEMEHHOE TMPUMEHEHHE C TreM(puOpPA3UIOM, '-MH&M Wﬂaﬁgf J'IOM (CM.

paznen 4.4.,4.5.);

® OJHOBPEMEHHOE NPUMEHEHHE CUMBACTaTHHA B J03€, NpeBblaronieii 40 Mr, ¢ JOMUTAINI0M
y MAIMEHTOB C TOMO3UTOTHOM CEMEMHON TUIIepXoyiecTepuHeMueit (cM. pasaensl 4.4., 4.5.);

e Bo3pacT A0 18 ner (3a uckitoueHueM aereid U noapoctkoB 10 — 17 neT ¢ rerepo3uroTHon

ceMelHO# TunepxoiectepuHeMueii) (cm. pazaen 4.1.).

4.4. OcoOble yka3aHMsl M1 Mepbl PeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBLIO

Hapymenune ¢ynkuuu nouek Tsxenoit crenenun (KK menee 30 mu/mun); 3moynorpebieHue
QJIKOTOJIEM JI0 Havaja JICYCHHUsT; 3a00JIeBaHMsI TICUCHU B aHAMHE3€; HACIICACTBEHHBIC MBIIIICUYHBIC
3a00JIeBaHUs; MUOIIATUs HA (POHE ITpHeMa CTATHHOB B aHAMHE3€; TOHVKCHHBIH FITH TOBBIIICHHBIN
TOHYC CKEJICTHBIX MBIIII] HESICHOH 3THOJIOTHH; HEKOHTPOJIUPYEMBIH THIIOTUPEO3; IIAaHUPYEMbIe
XUPYPTUYECKHE BMEIIATEIbCTBA; TSIKEIIbIC TEPANEBTUYCCKUE U XHPYPrUYeCKHUe 3a00JICBAHMUS,
OJIHOBPEMEHHOE NMpUMEHEeHHE ¢ pudparamu (kpome deHopudOpaTa), HHIKOTHHOBOW KHCIIOTOW B
JUNHACHIKAIOMMX A03ax (bosee 1 r/cyr), amMHOgapoOHOM, aMIIOAUIIMHOM, BEPAITaMUIIOM,
JTVITHA36MOM, PAHOJIA3MHOM, JIPOHEAAPOHOM, TPEHIPPYTOBBIM COKOM; CaxapHbIM auabeT;
MPUMEHEHHE y MAIMEHTOB MOHTOJIOUTHOM pachl; MOKUIONH Bo3pacT (cTapiie 65 jeT, 0coOOeHHO
JKEHIITUHBI ).

Oco0ble yKa3aHus

Muonamus/Paboomuonus

CuMBacTaTuH, KaK ¥ Ipyrue HHruOUTOPBI 3-THAPOKCH-3-METHITTYTapUiI-KOIH3UM A peyKTa3bl
(I'MTI'-KoA-penykTa3sl), B pEIKHUX CIIydasX BbI3bIBAET MHOIATHIO, CUMITOMaMHM KOTOPOM
ABIIAIOTCS 0OJIb B MBIIIIAX, OOJE3HEHHOCTh WM CIa00CTh MBIIII B COYETAHUU C MOBBIIIEHUEM
aKTUBHOCTH XoJiecTeprHa JunonpotenHoB chokunazbl (KDK) G6onee uem B 10 pa3 ot BepxHel
rpanunbl HopMbl (BI'H). Muonarust umHOorna npuHuMaer (opMmy pabIoMHoIN3a € OCTPOM
MOYEYHOW HEJOCTaTOYHOCTBIO BCIIEACTBHE MHUOTTIOOMHYPUH WM 0O€3 TaKOBOM, B OUEHb PEAKHX
ClIy4asix C JIeTAIbHBIM HCX0IO0M. PHck Muonatuu BO3pacTaeT C TOBBIINIEHHEM YPOBHS
uHruoupyromeit akrusHoctu ['MI-KoA-penykrazpl B 1mia3mMe KpoBH (B YacTHOCTH, C
MOBBILIEHUEM YPOBHS CUMBACTaTHHA WIIM THAPOKCUKHUCIOTH CHMBACTaTHHA B I1JIa3M€ KPOBH), UTO
OTYACTH MOXKET OBITh OOYCIIOBIIEHO JIEKaPCTBEHHBIMHU IIperapaTaMH, KOTOpbIE BCTYNAIOT B
JIEKapCTBEHHBIE B3aMOJICICTBHS, ¥ KaK CJIEICTBUE BIHAIOT HA META00IM3M W/UITH TPAHCIIOPTEPHI
cuMBacTatuHa (cM. pazaen 4.5.).

Kak wu npum npumeHenuun  1pyrux  uHruoutopo  I'MI-KoA-penykrasel,  puck

MI/IOHaTI/II/I/pa6,Z[OMI/IOJII/I3a 3aBUCUT OT JO3bI. B 0Oase JaHHBIX KIIMHHUYCCKHUX PICCJIGIIOBaHPIfI, rac
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0,03 %, 0,08% u 0,61 % npu npumenenun cumBactatuHa B go3ax 20, 40 u 80 wmr/cyr
COOTBETCTBEHHO.

B knuHHYecKOM HccieloBaHUM, B KOTOPOM MalMEHThl ¢ MH(GApPKTOM MHOKapia B aHaMHE3e
MPUHUMAIU CUMBAcTaTUH B J03€¢ 80 MI B CyTKU (CpelHss AIUTENbHOCTh HaOmoneHus 6,7 jer),
4acToTa Pa3BUTHUSI MUOMNATUU COCTaBWwia mpuMmepHo 1 %, a y MNalueHTOB, NPUHUMABIIMX
cumBacTaTvH B 03¢ 20 mr B cytku — 0,02 %. [IpumepHO nonoBHUHA Cily4aeB pa3BUTHS MUONIATUN
OblIa 3aperucTpupoBaHa B TEUEHHUE MEPBOro roja JjeueHus. YacTtora pa3BUTHS MHUOMNATUU B
TEYEHHE KaXK]IOT0 CJIEYIOIIEro rojia JeueHus coctanisiia npumepHo 0,1 % (cm. paznen 4.8., 5.1.).
VY nanueHToB, MOJdy4yarouux cuMBacTaTUH 80 Mr, pUCK Pa3BUTUS MHUOINATUU BBILIE, YEM MU
UCIIOJIb30BAaHUU JPYrodl Tepanmuy Ha OCHOBE CTaTHHOB CO CXOJHOH 3(QQPEKTUBHOCTHIO B
otHouiennu cHuxenus ypous XC-JIITHIL. Takum oGpa3om, B 103e 80 M cuMBacTaTUH AOKEH
MCIIOJIb30BATHCS TOJIBKO Y MAIIMEHTOB C TSHKEIOW THIEPXOJIECTepUHEMUEH U BBHICOKMM PHUCKOM
CEPICUYHO-COCYIUCTBIX OCJIOKHEHUHM, Yy KOTOPHIX HE YAAJIOCh JOOUTHCS LIeNed JICUCHUS TMpHU
MpUMEHEHUU OO0Jiee HU3KUX 103, M OKHJaeMas MOJjIb3a MPEBBINIAECT MOTCHIIMAIBHBIC PUCKU. Y
MAIMEHTOB, KOTOpbIe MONy4yaroT cuMBacTaTuH 80 MI M HYXJAIOTCS B HA3HAYCHHH IPYTrOro
JICKapCTBEHHOI'0 Mpemnapara, KOTOPhI MOKET BCTyHaTh B JIGKAPCTBEHHOE B3aUMOJCHCTBUE,
JIOJDKHA HCTIONB30BAaThCsl OOJiee HU3Kas 1032 CHMBACTaTHMHA WM AJIbTEPHATUBHBIA PEKUM
Tepanuu ¢ TPUMEHEHNEM JIPYTOTO CTATHHA C MEHBIITUM IMOTEHIIMAJIOM BCTYIIATh B JIGKAPCTBECHHBIE
B3auMoieicTBus (cM. paznensl 4.2.,4.3., 4.5).

B kIMHUYECKOM UCCIIeIOBAHUH, B KOTOPOM MALUEHTHI C BEICOKUM PUCKOM CEPIEUYHO-COCYUCTHIX
3a0o0sieBaHUl Mody4anu cuMBactaTuH 40 Mr/cyr, dacTtoTra pa3BUTHS MHUOINATUU COCTaBIISAJIA
npumepHo 0,05 % y marueHToB HEe KUTAaWCKOro mpoucxoxaeHus (n = 7367) mo cpaBHEHUIO C
0,24 % y manmentoB u3 Kutas (n = 5468). XoTa eIMHCTBEHHOW MOHTOJOMIHOW MOMYISLIKEH,
OIICHMBA€MON B JTOM KIMHHYECKOM HCCIEAOBAHUU, OBLTH KHUTAWIbI, CIEAyeT COOII0IaTh
OCTOPOKHOCTB TP Ha3HAUYEHUH CHMBACTATHHA MMAIIMEHTaM MOHTOJIOMTHON pachl U UCIIOJIb30BATh
HAaWMEHBIITYI0 HEOOXOIUMYIO 103Y.

CHudicenue QhyHKyuU mpancnopmusix 6eiKos

CHwkenue QyHKIUH TpaHCTOPTHBIX OenkoB meueHH OATP MoxeT mpuBeCTH K TOBBIIICHHIO
CHUCTEMHOM JKCIO3HMIINH THUAPOKCHUKUCIOTHl CHMBACTaTUHA W YBEIMYECHHUIO PUCKA MHUOIATHU U
pabnomuonu3a. CHKeHHE (GYHKIIUA MOXET Pa3BUTHCS BCIEACTBHE WHTHOMPOBAHMS TIOJ
NEHCTBHEM TIpernapaToB, BCTYMAKIIUX B JIEKAPCTBEHHBIE B3aUMOJICHCTBUS (HAMpUMeED,
[UKIIOCTIOPUHA), WJIK Y TAIMEHTOB, SIBISIOMIUXCS HocuTensiMu nonumopdusma ¢.521T>C rena
SLCO1BI.

VYV manmentoB ¢ amienpHbM BapuaHToM ¢.521T>C rema SLCOI1B1 BripabaThiBacTCsi MeHee
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TUAPOKCUKUCIOTHl CUMBACTaTHHA U TOBBIIICHUE pUCKAa MHUOIMATUU. PUCK pa3BUTHS MHUOIATHUH,

CBSI3aHHOM C NMPUMEHEHUEM BBICOKHUX 1103 cuMBactatuna (80 mr), B 1esioM coctasisetr 1 % npu

OTCYTCTBUM I'€HEeTHYeCKOro TectupoBanus. Ha ocHoBanuu pe3ysnpratoB uccienopanugs SEARCH

y "Hocuteneld romo3urotHoi amwtenu C (CC), momydaBmmx 80 Mr mpemnapara, pucK pa3BUTHS

MHUONATUU B TE€UEHUE rojia cocTaBiisul 15 %, Toraa kak y HOCUTeNe rerepo3urotHoit amienu C

(CT) takoii puck 6611 paBeH 1,5 %. CoOTBETCTBYIOIIMN PUCK y MALIMEHTOB C HaHOOJIee YacThIM

reHotunom (TT) coctasmst 0,3 % (cm. pazgen 5.2.). [Ipy BO3MOKHOCTH F€HOTUIIMPOBAHUE HA

npeaMer Hanuuus amenu C JI0DKHO paccMaTpUBAaThCs KakK 4acTh OLEHKHU IMOJIb3BI U PHUCKA 10

Ha3HAa4YEeHMs CUMBAcTaTUHA B 103€ 80 MI' y KOHKPETHBIX TALIUEHTOB, U Y HocuTelel renotuna CC

cienyeT u30eratb MpUMEHEHHUs BBICOKUX 7103. B TO e Bpemsi, OTCYTCTBHE JaHHOTO I'eHa Mpu

TeHOTUITMPOBAHUHU HE MCKIIIOUAET BEPOSATHOCTU PA3BUTHUSI MUOIIATUH.

Oyenxa axmugrnocmu Kpeamun@ocghoxunasvi

Onenka aktuBHOCTH KDK HE M0DKHA TPOBOAMTHCS MMOCIIC HHTEHCUBHBIX (DU3MYECKHUX HATPy30K

WM TpU HAJUYUU KaKOW-THOO TMpaBIONOJ00HON ajJbTEPHATUBHON NPUYUHBI YBEIUYCHUS

akTuBHOCTH K®K, MoCKoNbKy 3TO 3aTpyAHSET MHTEpIpeTannio 3HaueHud. Eciu akTHBHOCTH

K®K na ucxomnom ypoBHe Oblia 3HaYMTENbHO MoBbimieHa (> 5 x BI'H), ona momkna ObITh

OIlleHEeHa Yepe3 5 — 7 qHel i MOATBEPKICHUSI pe3yIbTaTOB.

Jlo nauana neuenus

[Ipn Hauane Tepanuu CMMBACTaTUHOM WJIM YBEJIMYEHHHM €r0 J03bl BCEX MAI[MEHTOB CIEIAYyET

MpeIynpexaaTh O PUCKEe MHOMATHU U O HEOOXOAMMOCTH OBICTPO cooOmiate o 0ol 6omu

HESICHOW 3THOJIOTHH, O0JIESHEHHOCTH MJIA CI1a00CTH B MBIIIIIAX.

Cnenyer coOmojlaTh  OCTOPOKHOCTh INPUM  HAa3HAUYEHWM Mpenapara NalUeHTaM ¢

npeapacroiaralonmmMi  GakTopamMu K pa3BuThUio pabaomuonusza. B crenyromux cutyanmsx

akTuBHOCTh K®K HeoOXxomumo olleHWBaTh [0 Haudajga Tepaluud C Ielbl0 ONpeaeTeHUs

pedepeHCHBIX UCXOIHBIX 3HAYCHU!

® TOXUJIOW BO3pacT (> 65 jer);

® KCHCKHUH IO,

e HapylieHHe QYHKIIMH MTOYEK;

® HEKOHTPOJUPYEMBIH THTIOTHPEO3;

e HaIW4YME B aHAMHE3€ MalleHTa WIK B €r0 CEMEMHOM aHaMHE3€ HACJIEACTBEHHBIX MBIIIEYHBIX
3a00JICBaHU;

® TOKCHYECKOE JIHCTBHE CTATUHOB WU (UOPATOB HAa MBIIIIILI B aHAMHE3E;

e 370ynOTpeOICHUE ATKOTOJIEM.

B Ttakux CUTyalnusax CJICAYCT OLCHHMBATb COOTHOHICHUC TIIOJIB3BI MW PpHUCKA JICUCHUA, U
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MbIII Ha ¢oHe Tepanuu (pubpaTtamMu WM CTAaTMHAMH, MOXHO HAa3HA4YMTh JPYTroil mpenapat
JAHHBIX KJIACCOB TOJIBKO C OCTOPOXKHOCTBIO. IIpM 3HAYUTEIBHOM HCXOIHOM IOBBIIIECHUU
aktuBHOCTH K®K (> 5 x BI'H) nevyenne HaunHaTh HE CeAyeT.

Bo epems neuenus

[Tpu mosiBneHuu 00JM, CIA0OCTU B MBIIIIIAX WIH CYAOPOT Ha (JOHE Tepanuu CTATHHAMHU CIIETYEeT
oneHuTs akTuBHOCTh K®K. Ilpm BbIABIEHHMM 3HAYUTENBHOrO MOBbINIEHUSA akTUBHOCTH KOK
(> 5 x BI'H) B oTCyTCTBHME MHTEHCUBHBIX (PM3UUYECKUX HATPY30K JICUCHUE CIIEYET MPEeKpPaTUTh.
[Ipu TSOKENBIX M BBI3BIBAIOIIMX €XKEIHEBHBIH JUCKOM(POPT MBIIMIEYHBIX CHMITOMAX MOXHO
paccMOTPETh BOMPOC O IMPEKPALICHUH JICYEHUS JaXKe IPU OTCYTCTBHUM ITOBBIIICHUS aKTUBHOCTH
K®K < 5 x BI'H. [Ipu nomo3perrnn Ha MHOTIATHIO TI0 JIF0OOM APYroi MpUIHHE JICYCHUE CIICTYET
MIPEKPATUTb.

HmeroTcst oueHb peqikrue cOOOIIeHHsI 00 UMMYHO-OTOCPEI0BaHHONW HEKPOTH3UPYIOLIEH MUOTIATHN
(MOHM) Bo Bpems wiM TMOcCjie JIeYeHUsT HEKOTOpbIMU cratuHamu. Kimauuecku MOHM
XapaKTEePU3yeTCsl CTONKON MPOKCUMAIbHON MBIIIEYHOM CIIA00CTHIO M TOBBIIICHHONW AKTUBHOCTBIO
K®K chIBOpOTKH KPOBH, KOTOpasi COXPaHSIETCs, HECMOTPS Ha MPEKpalleHUue Tepanuu CTaTUHAMU
(cm. pasnen 4.8.).

IIpn paspemeHnr CUMNTOMOB M BO3BpamieHun akTMBHOCTH K@K k HOpMaJIbHBIM 3HA4EHUSAM
MO’KHO PacCMOTPETh BOIIPOC O BO30OHOBJIEHUU TE€paNMK CTATUHAMU WJIM O Ha3HAYEHUH JAPYroro
CTaTWHA B MUHUMAJIbHOM J103€ MO/ TIIATEIbHBIM HaOII0A€HUEM.

Bornee BeIcokast yacToTa pa3BUTHA MUOMATUHN HAOMII01ANach y MAlMEHTOB, Y KOTOPBIX J103a OblIa
yBenuueHa o0 80 mr. PekoMmeHayercs MpoOBOJAUTH MEPUOANYECKYIO OIEHKY akTUBHOCTH K®K,
MOCKOJIBKY 3TO MOXET ObITh MOJIE3HBIM JJIs1 BBIBIEHUS! CYOKIMHUYECKUX CllydaeB MHONAaTHu. B
TO K€ BPEMsI HET YBEPEHHOCTH B TOM, YTO TaKOW KOHTPOJIb MPEAOTBPATUT PA3BUTHUE MUOIIATHH.
Tepanust cMMBaCTaTUHOM JOJDKHA OBITH BPEMEHHO OTMEHEHA 3a HECKOJbKO JHEW M0 OOoJbIInX
IUTAHOBBIX XUPYPTUYECKUX OMNEpalluid U TMPU PA3BUTHUU TSHKENBIX COCTOSHUM, TpeOyromux
TE€pPanEeBTUYECKOI0 WM XUPYPrUYECKOI0 BMEIIATEIbCTBA.

Meponpusmus no cHUdceHuro pucka MUONamul, 8bl36aHHOU 83AUMOOEUCMBUEM JIeKAPCMBEHHBIX
npenapamog (cM. paznen 4.5.)

Puck muonatuu u paGaoMuoin3a 3HAYUTEIbHO BO3PACTAET MPHU OJHOBPEMEHHOM IPUMEHEHUU
cuMBacTaTuHa ¢ MOIIHBIMU HHTHOUTOpamMu CYP3A4, TakuMu Kak MTPaKOHA30J, KETOKOHA30JI,
M03aKOHA30JI, BOPHUKOHA30J, JPUTPOMHIIMH, KJIAPUTPOMHUIIMH, TEIUTPOMHUIIMH, HHTHOUTOPHI
nporeassl  BUY  (manpumep, HenduHaBup), OoLeNpeBHp, TelanpeBup, Heda3oJloH,
JIeKapCTBEHHBIE MpernapaThl, coAepKaliue KOOUIKCTaT, a Takke reM(puOpo3ul, IUKIOCIOPUH U

JaHa30lJI. HpI/IMeHeHI/Ie OTUX JICKAPCTBCHHBIX IIpPEriaparoB BMECTEC C CHMBaCTaTHHOM
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MIPOTHUBOIIOKa3aHo (cM. pasnen 4.3.).

Puck pa3zButus Muonatuu ¥ pabJOMHOIM3a TAK)KE BO3pACTaEeT IPU OJJHOBPEMEHHOM IPUMEHEHUHU
aMUOJIapOHa, aMJIOJUIIMHA, BepalaMuia WId [IWiITHa3eMa C OIpPEAEICHHBIMU J103aMHU
cuMBactatuHa (cMm. pazaensl 4.2., 4.5.). Puck muomnaruw, BKIOYas paOJOMHOJIU3, MOXKET
BO3pacTarh MpPU OJHOBPEMEHHOM MPUMEHEHHH (DYy3UIOBOM KHUCIOTHI M CTaTUHOB (CM. pasjen
4.5.). YV nanueHToB C NOMO3UIOTHOM CEMEHHOW TUIIEpPXOJIECTEPUHEMUEH TAaKOW PUCK MOMKET
BO3pacTarh IIPU OJHOBPEMEHHOM IPUMEHEHUH JIOMUTAIHN/Ia C CUMBACTaTHHOM.

CrnenoBatenbHO, uTO Kacaercs mHruoutopoB CYP3A4, npuMmeHeHHE CUMBAacTaTHHA BMECTE C
UTPAKOHA30JI0M, KETOKOHA30JI0M, MO3aKOHA30JI0M, BOPUKOHA30JI0M, MHIHOUTOpAaMHU MPOTEa3bl
BUY (manpumep, HenduHaBHp), OOLENPEBUPOM,  TEIANPEBHUPOM,  IPUTPOMHIIMHOM,
KJIQPUTPOMULIMHOM, TEIUTPOMHUIIMHOM, HE(Pa30J10HOM U JIEKAPCTBEHHBIMHU IIperapaTami,
coJlepKallMMH KOOUIIMCTAT, MPOTHUBOIOKazaHo (cM. pasgen 4.3., 4.5.). Ecnu npumeneHus
mMomHbIX MHruOuTOpoB CYP3A4 (mpemapatoB, xoTtopsle yBenuuuBaroT AUC (ruiomaab moj
KPUBOW «KOHILIEHTPAIUSA-BpEMs») MPUOIU3UTEIBHO B 5 pa3 U BbIIIE) N30eKaTh HENb3s, TepaIus
CUMBACTaTMHOM JIOJKHA OBITh BPEMEHHO IpeKpalleHa (MU pacCMOTPEH BONPOC Ha3HAYCHUS
JIPYTroro CTaThHa) Ha Bech Mepuoj jeueHus. bosiee Toro, Heo0Xo1uMO cOOII0aTh OCTOPOKHOCTD
npu KOMOMHUPOBAHUU CHUMBACTaTWHA C JIPYrUMH MeHee MollHbiMH uHTHOUTOpamu CYP3A4:
GbaykoHa30JI0M, BepamammioM, mawithazeMom (cMm. pasgen 4.2., 4.5.). Cnemyer wusberath
OJIHOBPEMEHHOTO IpUeéMa CUMBACTaTHHA U TPEHNPPYyTOBOro CoKa.

OnHOBpeMEHHOE NMPUMEHEHHE CUMBACTaTMHA U TeM(puOpo3uia MPOTUBONOKA3aHO (CM. pa3ienbl
4.3.). B cBs3U C MOBBIIIEHHBIM PUCKOM MUOMATUU U pabdJOMHUOJIN3A Y MAIIUEHTOB, TOTYYaIOIIIX
CUMBAacCTaTMH BMecCTe C JApyruMu ¢QuOparamu, 3a uUcCKIoYeHHeM QeHoduOpara, go03a
CMMBAacTaTHMHAa HE JAo/bkHA mpeBbimath 10 mMr B cytku (cm. pasmensr 4.2., 4.5.). Cnemyer
co0JII0/1aTh OCTOPOXKHOCTh IIPU HazHaueHUM (peHouOpaTa U CUMBACTATHHA, IOCKOJIBKY KA IbIi
U3 ATUX NPernapaToB caM M0 ce0e MOXKET BBI3bIBATh Pa3BUTHE MUOIATHH.

CumBacTaTHH HeNb3s Ha3HAYaTh OJHOBPEMEHHO C (DY3HMI0BOM KHUCIOTOH B JIEKaPCTBEHHOM (opme
JUISL CHCTEMHOTO NMPUMEHEHMsI WM NMPUMEHSATh B T€UEHHE 7 JHEW Mocje OKOHYAHUS JIeUeHUs
¢by3unoBoii kucinotoit. Ecnu npumenenune (y3unoBoi KUCI0Th HEOOXOAMMO, Tepanus CTaTHHAMU
JIOJDKHA OBITH MPUOCTAHOBJIEHA HA BECh MEPHUOA JieueHUs (y3uoBoi KHCI0TOH. CyIecTBYIOT
coo01eHus 0 ciayvasx padaoMuonu3a (BKJIIOYas CIydad C JIETaIbHBIM UCXOJO0M) Yy MalleHTOB,
MOJTYYArOIIUX coueTaHne Qy3uI0BON KHCIOTHI M CTATUHOB (CcM. pasnensl 4.5.). [laruenty cnenyer
PEKOMEH1I0BaTh HEMEIJICHHO 00paIlaThCs K Bpady B Cllyyae pa3BUTHS KaKUX-ITM00 CHMITOMOB B
Buze Oonu, OONE3HEHHOCTH WM ciIaboCcTH B MBIIIIAX. Tepanmust CTaTUHAMH MOXET OBITh
BO300HOBJICHA Yepe3 CEMb JHEH MOCIIe MOCIeqHEro npuemMa Gpy3ua0Boi KUCIOTHI.

B HCKIIOUMTENBHBIX CHUTyallUsAX TPH HEOOXOIMMOCTH JUIMTEIIBHOW CHCTEMHOW Tepanuu
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OJTHOBPEMEHHOTO MPUMEHEHHsI CUMBACTAaTHHA M (DY3UJTO0BOW KUCIIOTHI JTOJKHA OLIEHUBATHCS B
Ka)KZIOM KOHKPETHOM CJIy4ae U O] TIATEIbHBIM MEIULIMHCKUM Ha0JII0IEHUEM.

Cnenyer uzberarb KOMOMHHUPOBAHHOTO MPUMEHEHUS CHUMBACTATHHA B J103aX, MPEBBIIIAIOIINX
20 Mr B CyTKH, BMECTE C aMUOAAPOHOM, AMJIOAUIIMHOM, BEPAMAMHUIIOM WJIU JIUIITHA3EMOM.

Y mnanueHToB C TOMO3WUTOTHOM CEMEHHOW THIepXOJeCTepUHEMHEH CleayeT u30erarb
KOMOMHHMPOBAaHHOI'O IPUMEHEHHUSI CUMBACTaTUHA B 103aX, NpeBblatonux 40 Mr B CyTKH, BMECTE
¢ joMuTanuaoM (cMm. pazaensl 4.2.,4.3., 4.5.).

Y namueHToB, KOTOpbIE MPUHUMAIOT Jpyrue JIeKapCTBEHHbIE IIperaparbl, o01anarolme
yMepeHHBIM HHTUOupyrommM jaerictBueM Ha CYP3 A4, BMecTe ¢ CHMBACTaTHHOM, Ha3HAYCHHBIM
B BBICOKHX J103aX, MOXET IOBBINATbCA PUCK pa3BuTus Muonatuu. [Ipm oIHOBpEeMEHHOM
NPUMEHEHUH CHMBAcTaTMHa C yMmepeHHbiMH uHrHOuTopamu CYP3A4 (mpenaparamu,
yBenmuuuBaomumMu AUC npuOan3uTenbHO B 2 — 5 pa3) MOXKET HOTPeOOBaTHCS KOPPEKIUS 03B
cumBacTaTuHa. Jljis HEKOTOphIX yMmepeHHbIX MHruoutopoB CYP3A4, nanpumep, AuiTuazema,
MaKCHUMaJIbHasi peKOMEHAyeMas 1032 cuMBacTaTiHa paBHa 20 mr (cM. pazaen 4.2.).
CumBacTaTtuH sBIsieTCS cyOcTpatoM 3¢ ¢IIOKCHOTO TpaHcImopTepa Oelka yCTOWYMBOCTH paka
MmosnouHoil >kene3nl (Breast Cancer Resistant Protein, BCRP). OgHoBpeMeHHOE mpHMEHEHHE
IpenapaToB, KOTopele ABsAtoTcs nHruonropamu BCRP (Takux kak, 3;16acBup U rpas3orpeBup),
MO’KET IIPUBECTU K MOBBILICHUIO KOHIIEHTPAIIMM CHMBACTaTHHA B IJIa3M€ KPOBU U K IOBBIILIEHUIO
pucka wmwuomnatuu. ClegoBaTenbHO, CIEAYET PacCMOTPETh BONPOC O KOPPEKIHMH O3Bl
CHUMBAcTaTHHA B 3aBUCUMOCTH OT Ha3HaueHHOH 103bl. OIHOBpEeMEHHOE IPUMEHEeHHe 310acBupa
Y rpa3olpeBUpa ¢ CHMBACTaTUHOM HE U3YYEHO; Y MallMEHTOB, KOTOPbIE OJJHOBPEMEHHO MOTyYaloT
npenaparsl, cojaepkalue 310acBUp W Ipa3olpeBUp, U CUMBACTaTHH, /7032 CUMBAacTaTHHA HE
JIOJKHA MpeBbIath 20 Mr B CyTKH (CM. pas3zaensl 4.5.).

Penkue ciaydam wmuonatuu/pa®aoMuonu3a OBbUITM  acCOLMUPOBAHBl C  OAHOBPEMEHHBIM
npuMeHenreM HHruouTopoB ['MI'-KoA-penykraszbl U TMNHUACHUKAIOIMKUMU 103aMH (= 1 r/cyr)
HUAIMHA (HUKOTMHOBOM KHUCIIOTHI), KaXIbli W3 IMpernapaToB caM IO cebe MOXKET BbI3bIBATh
MUOIATHIO.

B knuHnveckom uccnenoBanuu (Meinana nepuoja Haomonenus 3,9 rosa) ¢ yuacTueM MalrueHToB
C BBICOKUM PHCKOM CEpJE€YHO-COCYAUCTHIX 3a00J€BaHUIl C XOpOLIMM KOHTPOJEM YpPOBHS
XC-JITTHIT na done Tepanuu cumBactaTuHOM 40 MT/CyT B KOMOMHAITNY ¢ 33eTUMHOOM 10 Mr mm
0€3 TakOBOTr'0 He OBLIO BBISBICHO JOMOJHUTEIBHOH MOJIb3bI B OTHOILIEHUH CEPAECYHO-COCYIUCTHIX
UCXO/IOB TpH J00ABIEHUU HUAIMHA (HUKOTMHOBOM KHMCIOTBHI) B JIMIUACHMKAIOLIMX J103aX
(> 1 r/cyr).

CnenoBarenbHO, Bpay, pacCMaTPUBAIOLINE BOIIPOC O HA3HAYEHHH KOMOMHHPOBAHHOW Tepanuu
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CHUMBACTATHHOM C JIMIMHAACHMKAIOIIUMH go3amu (> 1 r/&%%ﬁ%ﬂi%ﬁf;&gﬁ' QI;I:(I;IJ'E(;TH)

WM TIpernapaTamu, COACPKallMMU HUALMH, JOJDKHBI TIIATENIbHO B3BEIIMBATh MOTEHIMAIBHYIO
MOJIb3Y ¥ PUCKU M MPOBOAMTH TIIATEIHFHOE HAOIIOJEHUE 32 MalMEHTAMH Ha TPEIMET JTHOOBIX
MPU3HAKOB U CUMIITOMOB B BUj€ 00K, O0JE3HEHHOCTH WX ¢1a00CTH B MBIIIIAX, OCOOCHHO B
MepBbIC MECSIIbI TEPANIUU U MPU YBEITUUCHUHU JI03bI JIFOOOT0 U3 IIPEnapaTosB.

Kpome Toro, B JaHHOM HCCIEOBaHUU YaCTOTa MUOMATUH Npubau3uTensbHo cocrasuia 0,24 % y
narueHToB U3 Kuras, nomyyaronmx cumBactaTid 40 Mr wim 33etumud/cumBactatud 10/40 mr, B
cpaBHeHuu ¢ 1,24 % y manuenToB u3 Kurtas, koTOpbple NpuHUMaIM cuMBacTaTuH 40 Mr umu
a3erumuO/cumBactatue 10/40 Mr BMecTe C€ HHUKOTHHOBOH  KHCIIOTOW/JIApOTMIIPAHTOM
moaudummpoBarroro BeicBoOOKAeHHUS 2000 Mr/40 mr. XoTs €IMHCTBEHHOW MOHTOJIOUIHON
MONYJISUEH, OLIEHUBAEMON B 3TOM KJIMHHUYECKOM HCCJICIOBAHHMM, OBLIM KHUTAMIIbI, YUUTHIBAs
0ojiee BBICOKYIO YacTOTy MHOIATUHU y MalMEeHTOB W3 KuTas B cpaBHEHHH C MallMEHTaMU HE
KUTaWCKOTO TMPOUCXOXKICHHUS, OJHOBPEMEHHOE MPHUMEHEHHE CHMBACTaTHHA C HHAIIMHOM
(HUKOTWHOBOW KHCJIOTOH) B JIMITAJICHIDKAIOIINX J03aX (> 1 r/cyT) y MalieHTOB MOHTOJIOHTHOM
packl He pekoMmenayetcs (cM. pazzaen 4.5.).

AUHUIIUMOKC CTPYKTYPHO CBSA3aH C HUAIIMHOM. XOTS allUITUMOKC HE U3Y4aJICsl, PUCK TOKCHUYECKHUX
3(()eKTOB B OTHOLICHUH MBIIIIL MOKET ObITh AaHAJIOTUYEH TAKOBOMY MPH MPUMEHEHUH HUALIMHA.
Jlanmomuyun

[Tpu ogHOBpemMeHHOM npuMeHeHnru uHruouTopoB I'MI'-KoA-penykrassl u gjantoMunuHa Obun
MOJTy4eHBbl COOOIICHHUS O Pa3BUTHM MHUOMATHM W/WiaM pabmomuonuza. Criemyer coOmoaaTh
OCTOPOXXHOCTh TpH HazHadyeHuH UHTuOuTOpoB ['MI'-KoA-penykTasbl OJHOBPEMEHHO C
JATITOMUIIMHOM, TaK Kak JI0OOM W3 3TUX areHTOB IPH MPUMEHEHUU MO OTIAEIBHOCTH MOMKET
BBI3BIBATH MHOMNATUIO W/WiaM pabaomuonus. CremayeT paccMOTpeTh BOIPOC O BPEMEHHOU
MPUOCTAHOBKE MPHMEHEHHUs CHMBACTATHHA Yy MAIlMEHTOB, MPUHUMAIONIUX JATOMHIIMH (CM.
pasnen 4.5.).

Bausinue na neuens

B KkIMHWYECKHMX HMCCIENOBAaHMUSIX Y HEOOJBIIOTO YHCIAa B3POCIBIX MAIMEHTOB, MOTYYarOIINX
CUMBACTAaTHH, OTMEYAJIOCh CTOMKOE MOBBIIIEHNE aKTUBHOCTH TPAHCAMUHA3 B CHIBOPOTKE KPOBHU
(mo > 3 x BI'H). [Ipu oTMeHe uiiv BpeMEHHOM MPEKPaIIeHUH TepPaii CUMBACTATHHOM Yy ATHX
MallMeHTOB  aKTMBHOCTh TpaHCAaMWHA3 OOBIYHO MEIJIEHHO CHIDKajdach JI0O  YpPOBHS,
HaOJII0/IaBLIETOCs 10 Havaa JeUeHus.

PexoMeHyeTcss MpOBOAMTH OIEHKY (PYHKIIMH MEYSHH JI0 Hadaia JICUCeHHUs, a 3aTeM MpU HATHIUU
KIIMHUYECKHX TMOKa3aHWi. Y MaIlMeHTOB, Y KOTOPBIX J03a Obuta yBenudeHa a0 80 Mr, GyHKIUIO
MEYeHU HEeO0OXOIUMO JOTOTHUTEIBHO OICHHBATh Mepe] IMOBBIINIEHWEM J03bI, uepe3 3 Mecsna

nocjie Hero M NMepuoJuYecKy B JajbHeieM (Hampumep, 1 pa3 B moirona) B TeUEHUE MEPBOTO
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MOBBIIIIEHUE AKTUBHOCTH TPAHCAMHMHA3 B CHIBOPOTKE KPOBH. Y TAKUX MALMEHTOB OLICHKY (DyHKIIUU
IeYeHHN cieayeT ObICTPO TMOBTOPUTh M B JAJbHEHIIEM BBINONHATH 4amie. Eciau akTUBHOCTh
TpaHCAaMHUHA3 CBUJAETEIbCTBYET O MPOrPECCUPOBAHUU COCTOSHUS, OCOOCHHO €ClIM OHa
noBeImaercs 10 3-x BI'H u cToliko coxpaHsieTcsi, cCMMBacTaTHH cieayeT oTMeHUTb. OOparture
BHUMAaHME, YTO AaKTHBHOCTb ajaHuHaMuHOTpaHcdepasbl (AJIT) moxer ObiTh 00ycIOBICHA
MOpPaXEHUEM MBIILIEYHON TKaHH, IOATOMY pocT akTUBHOCTH AJIT B coueTaHuu C MOBBILIEHUEM
akTuBHOCTH K@K MOXeT yka3pIBaTh HAa MUONIATHUIO.

Cy1iecTByIOT HEMHOTOYHUCIICHHBIE [OCTPErHCTpAaIlMOHHbIE CcOO00IIeHus o (aranbHOW U
He(aTaIbHOM NEYEHOYHON HEJOCTATOYHOCTH Yy MAllUEHTOB, IPUHUMABILIUX CTATUHBI, B TOM YHUCIIE
cuMBacTaTvH. Eciiu nipy JleyeHUM CHMBACTaTUHOM Pa3BUBAETCS CEPbE3HOE MOPaKEHUE TEUEHH,
COMPOBOXKAAIOIIEECS KIMHUYECKUMH CHMITOMAaMU W/MIU TUNEPOUTUPYOMHEMHEW WU
KENITYX0H, HE0OXOAUMO Cpasy ke MPEeKpPaTUTh Tepanuio. Eciu He ycTaHOBIIEHA Apyras IpUYruHa
MOpaXEHUsI IEYEHH, TePANHsi CHMBACTaTUHOM HE JI0JI)KHA BO30OHOBIISITHCS.

VY nauuMeHToB, KOTOpblE NOTPEOJIAIOT 3HAYUTENbHOE KOJUYECTBO aJKOTOJIsI, Ipernapar Ciexyer
UCIIOJIb30BaTh C OCTOPOKHOCTHIO.

Kak u npu npuMeHeHu: IpYrux JUMUICHIKAIOIUX IPErnapaToB, MPU TEPaui CHMBACTaTUHOM
onucaHbl ciydyau ymepeHHoro (< 3 x BI'H) noBbliieHns akTUBHOCTH TpaHCaMUHA3 B CHIBOPOTKE
KpOBH. DTH U3MEHEHUS BO3ZHUKAJIM BCKOPE IOCJIe Havaja Teparuyu CUMBACTaTUHOM, 4acTo ObLIN
MPEXOAAIIUMHI, HE COMPOBOXKIAIMCH HUKAKUMU CUMOTOMaMHd W HE TpeOoBalld MpepbIBaHUS
JICYEHUS.

Caxapmubiii ouabem

HekoTopsie 1aHHbIE CBUAETEIBCTBYIOT O TOM, YTO CTATHHBI KaK KJIACC MOBBIIIAIOT KOHIEHTPALUIO
TJIFOKO3bI B KPOBH, & Y HEKOTOPBIX MAIIMEHTOB C BHICOKMM PUCKOM Pa3BUTHUS CaXapHOTo aAuadeTa
CTaTUHBI MOTYT MPUBOJUTH K PA3BUTHI0 TAKOIO YPOBHS TUIEPIVIMKEMUH, MPU KOTOPOM
(dbopMabHO JT0JKHBI ObITh HA3HAYEHBI CaXapOCHIKAIOLIUE MTpenapaTsl. B To jke BpeMs, 3TOT pucK
NEPEBEIINBACTCS CH)KEHUEM COCYIUCTOrO PUCKA MPU MPUMEHEHUH CTaTHHOB U, CJIE0BATENbHO,
HE JIOJDKEH OBITh MPUYMHON MpeKpaiieHus Tepanuu. [lalmeHTsl ¢ pUCKOM pa3BUTHUS CaXapHOTO
nuabeTa (KOHILEHTpanus TJIIOKO3bl HaTomak oTr 5,6 A0 6,9 MMoOsb/J, MHIEKC Macchl Tena
> 30 kr/m%, HoBbILIEHHBIH ypoBeHb TI, apTepuanbHas THIEPTEH3HU) JOKHBI KOHTPOIMPOBAThCS
KaK KJIMHUYECKHU, TaK 1 OMOXMMHUYECKH B COOTBETCTBUU C HAIIMOHATbHBIMU PEKOMEHIAIUSIMH.
Humepcmuyuanvuvie 3a601e6aHUA 1€2KUX

Ornucansbl CiIy4au pa3BUTHUS UHTEPCTULIMATHHON OOJE3HU JIETKUX MPU MPUMEHEHUU HEKOTOPBIX
CTAaTUHOB, BKJIIOYas CHUMBACTaTHH, OCOOCHHO MpH JUIMTEIbHON Tepanmuu (cMm. pazaen 4.8.).

[Tpu3HakaMu MHTEPCTUIMATBLHOM OOJIE3HU JIETKUX SIBIISIOTCS OJBIIIKA, HEPOAYKTUBHBIN KaIlelb
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MOJI03PEHUH Ha Pa3BUTHE MHTEPCTUIIMATLHOTO 3a00JIeBaHM JIETKUX TEPANusl CTATHHAMU JIOJDKHA
OBITH OTMEHEHA.

eTH
Ilpumenenue y demeti u noopocmros 6 sozpacme 10— 17 rem
Bbe3omacHocth ¥ 3QEKTUBHOCTH CHMBACTaTHHA y TOJIPOCTKOB B Bo3pacte 10 — 17 ner ¢
TEeTEPO3UTOTHOM CEMEWHON THUIIEPXOJECTEPUHEMHUEN OLEHHUBAIACh B  KOHTPOJIUPYEMOM
KIIMHUYECKOM HCCIIEIOBAaHUU C Y4acTHEeM MaJbYHKOB-TIOJPOCTKOB cO cragueil pa3sutus Il u
BbIIIIE 10 KJaccuukanuu TaHHepa U 1eBOYEK, Y KOTOPBIX MPOILIO HE MEHEE OJIHOTO rojia mocie
HACTYIUICHHSI MEHapxe. Y TAIMeHTOB, MOJYYaBIINX CUMBACTATHH, MPOQPIIb HEKEITATCITbHBIX
SBJICHUH B 11€JI0M ObUI CXOAHBIM C TAKOBBIM y NAIIUEHTOB, OJyYaBUIMX I11a11€00.
Jo3bl cBbimie 40 Mr B JaHHOM NOMyNALMM TAlMEHTOB HCCIEAOBaHbI He Obut. B 3TOM
OTPAaHUYEHHOM KOHTPOJIUPYEMOM HCCIIEIOBAHUU HE OBLIO BBISBICHO MOATBEPIKICHUS BIUSHUS
IpenapaTta Ha poCT WM I10JIOBOE CO3PEBAHHUE JIEBOYEK M MAJIbUYMKOB MOJIPOCTKOBOIO BO3pACTa,
WIN BIMSIHUSL HA TIPOJIOJDKUTENIEHOCT MEHCTPYAJIbHOTO LIUKJIA Y IEBOUYEK TaKKe HE OOHAPYKEHO
(cMm. pasmenst 4.2., 4.8, 5.1.). [eBymkaM-moApoCTKaM cjieayeT OOBACHATh HEOOXOAMMOCTh
MPUMEHEHHUS COOTBETCTBYIOLINX METOAOB KOHTPAIEIIMH BO BpeMsl Tepallui CHMBACTaTUHOM (CM.
pasznensi 4.3.,4.6.). Y nanueHToB B Bo3pacte < 18 net appekTuBHOCTH 1 6€30MaCHOCTH ITpenapara
IpU MPOJOJDKUTENBHOCTH JIedeHUs > 48 Henenb HEW3BECTHA, AO0ITOCPOYHbIE 3(PQEKTh B
OTHOIIEHMH (PU3UYECKOTO, HWHTEINIEKTYalbHOTO U TIOJIOBOTO CO3PEBAaHUS HE W3YYEHBHI.
HccnenoBanus mo NpUMMEHEHHIO CUMBACTAaTUHA y MalMeHToB muaame 10 ser, a Takxe y aeren

HperyoepTaTHOrO BO3pacTa M JIEBOYEK B ITPEMEHapXe He MPOBOIMIIUCE.

BcnomMmorarennHble BellecTBa

ITpenapatr CumBactatun — BEPTEKC conepxurt nakro3y. [Tanuentam ¢ penko BeTpedaromencs
HACJIC/ICTBEHHOM HENEepPeHOCHUMOCThIO TallakTo3bl, JAe(QUIMTOM JIaKTa3bl WM TIIOKO30-

TaJIaKTO3HON MabaObCopOIMelt He clieyeT MPUHUMATD STOT Mperapar.

4.5. BzaumopeiicTBHe C APYIMMH JIEKAPCTBEHHBIMM IpenaparamMM W JApyrue BHAbI
B3aMMO/EHCTBHUA

MHoro4uciaeHHble MEXaHU3Mbl MOTYT CHOCOOCTBOBATH MOTEHIMAIBHOMY B3aHMMOJAECUCTBHUIO C
unruoutopamu I'MI'-KoA-penykrassl. JlekapcTBeHHbIE CPEACTBA UM MPOAYKTHI PACTUTEIHHOTO
MPOUCXOKICHHS, WHTHOUPYIONINE OTmpeneieHHble (epMeHTh MeTabonu3ma (Hampumep,
CYP3A4) u/umu tpancnoprepsl (Harnpumep, OATP1B), Moryr yBenuuuBaTh KOHIIEHTPALUIO
CUMBACTaTHHA U TUAPOKCUKUCIOTHI CHMBACTaTHHA B IJIa3M€ KPOBH U MPUBOAUTD K MOBBIIICHUIO

pHUCKa pa3BUTHUS MUONIATHH/PadIOMHOH3A.
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(noc
[IpoTuBOIIOKa3aHHBIE KOMOMHAIINH JIEKAPCTBEHHBIX cpez[DrB -

[TpoTuBoONIOKa3aHa CONYTCTBYIOLIAS TEPAIMS CIEAYIOIMMU JIEKapCTBEHHBIMU CPEICTBAMU:
Mownvle uneubumopwt uzopepmenma CYP3A4

CumBacratul Metabonusupyercs uzopepmentrom CYP3 A4, HO He HHTHOUPYET aKTUBHOCTD 3TOTO
n3zodepMeHTa. ITO MO3BOJISET MPEANOI0KUTH, UTO IPUEM CUMBACTaTHHA HE OKA3bIBAET BIUSHUS
Ha KOHIIEHTPALMIO B IIJJa3M€ KPOBM JIEKAPCTBEHHBIX CPEJCTB, META0OJIM3UPYIOIIUXCS IOJ
neiicreuem nzopepmenta CYP3A4.

Momnabie nHrHOUTOPHI M30hepmeHTa CYP3 A4 yBenuuuBaroT pUCK pa3BUTHS MHUOIATHHU 3a CUET
CHI)KEHHSI CKOpPOCTH BbIBeJ€HUS cuMBacTtaTuHa. OJIHOBPEMEHHOE NPUMEHEHHE MOIIHBIX
uHrnouropoB uzodepmenta CYP3A4 (Hanpumep, nTpakoHa30Ja, KETOKOHA30J1a, M03aKOHA301a,
BOPHUKOHA30J1a,  JPUTPOMHIIMHA,  KJIAPUTPOMUIIMHA,  TEIUTPOMHIIMHA,  WHTHOUTOPOB
BUY-niporeaspl, OouenpeBupa, TenanpeBupa, Heda3oloHa, MPEnapaToB, COIACPIKAIIUX
KOOHWIIMCTAT) ¥ CUMBACTaTHHA MMPOTHBONOKa3aHo (cM. pasnensl 4.3., 4.4.).

Temgpubposun unu yuxnocnopun (cm. pazoenvt 4.3., 4.4.)

I[DVTI/IG JICKAPCTBCHHBIC BSaHMOﬂeﬁCTBHﬂ

Hpyaue gpudbpamoi

Puck pa3BuTHS MUONATUU YBEIUYUBACTCS MPHU OJHOBPEMEHHOM MPUMEHEHUU CHMBACTaTHHA C
rempudpo3unom (cMm. pasaen 4.3.) u apyrumu ¢ubpatamu (kpome (enHodubOpara). JlanHbie
TUTIOJTUITHIEMAYECKUE CpPEJCTBA CIOCOOHBI BBI3BaTh MHUOMNATHIO B MOHOTepanuu. llpm
OJIHOBPEMEHHOM TPHUMEHEHUU CHUMBACTaTHHA ¢ (eHOPUOpATOM PHUCK PA3BUTHUS MHUOIMATUU HE
MPEBBIIIAl CyMMY PUCKOB ITPH MOHOTEPANH KaXKIbIM MpemapaToM (cM. pasaensl 4.3., 4.4.).
Amuoodapon

Puck pa3BuTHs MHONATHH/PaOAOMHOJIM3a TOBBIIIACTCS TPH OJHOBPEMEHHOM IPHUMECHECHUU
aMHUOJIapoHa C CHMBAaCTaTUHOM. B KIMHHUYECKOM HCCIE0BAaHUU YaCTOTa Pa3BUTHS MHOMATHH Y
MAIMEHTOB, MPUHIUMABIINX OJTHOBPEMEHHO CUMBACTaTHH B 03¢ 80 MI' U aMHOJIapOH, COCTaBUIIa
6 % (cMm. paznensi 4.2., 4.4.).

brnokamopul «medneHHbIX» KalbyUesbliX KAHAI08

Puck pa3Butus MHONATHH/PaOIOMUONM3a TOBBIIIACTCS TPU OJHOBPEMEHHOM MPHUMEHEHUU
BepamnaMuia, TMiITHa3eMa I aMIIOIUIIMHA C CHMBACTaTUHOM (CM. pasznensi 4.2., 4.4.).
Jlomumanuo

Pruck pasButHs MHONATHW/PaOJOMHOJIA3a MOXET TIOBBIIATECS TPU  OJHOBPEMEHHOM
MPUMEHEHUHY JIOMUTANH/Ia C CAHMBAaCTaTUHOM (CM. pazjensi 4.2., 4.4.).

Ymepennvie uneubumopur uzogpepmenma CYP3A4 (nanpumep, OpoHedapoH)

[Ipu omHOBpEMEHHOM NPUMEHEHHH IpErapaToB, 00JIANAIOINX YMEPEHHOM WHTHUOMPYIOMEH

aKTUBHOCTBHIO B oOTHomieHnu uzopepmenta CYP3A4, m cumBactaTuHa, OCOOCHHO B Oosee
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BBICOKHMX JI033aX, MOXET IOBBICUTBCS PHCK aSBI/ITI/Iﬂn &ﬁ&ﬁ%"{&gﬂbﬂz—[eyﬂ 1Hp1z1

OJTHOBPEMEHHOM TPHUMEHEHUH CHMBACTaTUHA M YMEPEHHBIX MHTHOUTOPOB H30(EpPMEHTOB
CYP3A4 moxer moTpeGoBaThCS CHUKEHUE J103bI CUMBACTATHHA.

Panonazun (ymepennwiii uneuoumop uzogepmenma CYP3A4)

[Ipy ogHOBpEeMEHHOM NPUMEHEHUU paHOJa3WHAa M CHMBACTaTHHA MOKET MOBBICUTHCS PHUCK
pa3Butus muomnatuu (cMm. pasgen 4.4.). [Ipy onHOBPEMEHHOM NPUMEHEHUH CHUMBAcTaTUHA U
paHoJIa3uHA MOXKET NOTPEeOOBATHCS CHUKEHUE J103bI CUMBACTATHHA.

Hneubumopor mpancnopmuoeo beaxka OATPIBI

['mapokcuKuCIOoTa CUMBAacTaTUHA SIBIAETCS CyOcTparoM TpaHcrnopTHoro Oeinka OATPI1BI.
OpnHOBpeMEHHOE NMpUMEHeHHe HHTnouTopoB TpancnoptHoro 6enka OATP1BI1 u cumBacTaTnHa
MOJKET MPUBECTH K YBEJIIMUYEHUIO JIA3MEHHON KOHIEHTPALUU THAPOKCUKUCIOTH CUMBacTaTHHA U
MTOBBIIICHUIO PUCKA Pa3BUTHsI MUOIIATHH (CM. pa3zaeisl 4.3., 4.4.).

Hneubumopwl 6enka ycmouuusocmu paka moaoyHou sxcenezvl (BCRP)

CumBactatuH sBisietcsi cyOctpatoMm addumokcHoro tpancrnoprepa BCRP. OnnoBpemenHoe
npuMeHeHue cumBactatuHa W uHruOutopoB BCRP (Hampumep, snbacBupa u rpasonpeBupa)
MOJKET TPUBECTU K TOBBIIICHUIO TJIa3MEHHOW KOHIICHTPAIMM CHMBACTAaTHHA WM TMOBBIIICHUIO
pHUCKa pa3BUTHS Muonatuu. [Ipu ogHOBpEMEHHOM MPUMEHEHHHU CHMBACTaTUHA M HHTUOHTOPOB
BCRP wmoxer mnotpeboBathcsi Koppekius no3bl mpemnapata CumBactatun — BEPTEKC
(cm. paznensi 4.2., 4.4.).

Huxomunosas xucnoma (ne menee 1 2 6 cymku)

[Ipy ogHOBpEeMEHHOM MNPUMEHEHHH CHMBACTaTHHA W HUKOTMHOBOW KHCIOTHI (HHAIMHA) B
JUOUACHIKAIONIMX J03aXx (He MeHee | I B CyTKM) ONUCaHbl pPEIKHE CiIy4au pa3BUTHUS
Muonatuu/padaomuonusa (cm. pazaen 4.4.). B (dapMakOKMHETHYECKOM HCCIEAOBAHUHN TIPU
OJIHOBPEMEHHOM TPUMEHEHUM OJHOKPAaTHO 2 T HUKOTHMHOBOM KHUCIIOTBHI 3aMEJIEHHOTO
BBICBOOOK/ICHHSI M CUMBAcTaTHHa B J103e 20 Mr Hab0anock He3HaunTenbHoe ypenuuenue AUC
CUMBAacCTaTMHa W THAPOKCHUKUCIOTHI CUMBacTaTMHa, a Takke Cmax THIPOKCHUKUCIOTHI
CMMBAcCTaTHHA B TUIa3Me KpoBH (cM. paznen 4.4.).

@Dy3uoosas kucioma

[Tpu ogHOBpeMEHHOM NMpUMEHEHHH (PYy3UJT0BOM KHCIOTHI M CUMBACTATHHA MOXKET MOBBICHUTHCS
PUCK pa3BUTHsI MUoONaTHH (CM. pazaen 4.4.).

Konxuyun

IIpy OJHOBpPEMEHHOM NPUMEHEHUM KOJIXMIMHA M CHMBACTAaTHHA Yy MAalUEHTOB C IOYEYHOU
HEIOCTaTOYHOCTHIO ~ OMMCAaHBl CIlydyad pa3BUTHS MHONATMM M padaomuonusa. Ilpum
KOMOMHHPOBAHHOW Tepanuy JaHHBIMH MpernapaTaMy TaKue MalueHThl TOJKHBI HAXOIUTHCS MO

THIATETHHBIM HAOJI0ICHHEM Bpayva.
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(NOCNEOOBATENEHOCTE 0001)

Jueoxcun

OpnHOBpeMEHHOE MPUMEHEHUE JUTOKCMHA W CHMBAacTaTHHA Y 3JIOPOBBIX JTOOPOBOJIBIEB
MPUBOJIMIIO K HEOOJIBIIIOMY MOBBITIICHHIO (MeHee 0,3 HI/MIT) KOHIIEHTpAIlMU AUTOKCHHA B IJIa3Me
KPOBH, U3MEPEHHON METOJOM PaJHMOMMMYHHOI'O aHajiu3a, M0 CPaBHEHUIO C OJHOBPEMEHHBIM
MPUMEHEHHUEM JUTOKCUHA U I11anedo.

Cekxsecmpanmul HCeNYHbIX KUCTIOM

[Ipu oHOBpEeMEHHOM MPUMEHEHUU CEKBECTPAHTOB >KEITYHBIX KHUCIOT U CUMBACTAaTHHA MPUEM
CUMBACTaTHHA JOJDKEH OCYIIECTBIIATHCA WM 3a 2 yaca /10, WM 4depe3 4 yaca mocie mpuema
CEKBECTPAHTOB KEIYHBIX KUCIOT (CM. paznen 4.2.).

Pugpamnuyun

B cBs3u ¢ TeM, 4TO pUdaMIUIUH SBISETCS MOIIHBIM HHIyKTOpoM u3odepmenta CYP3A4, y
MAIMEHTOB, MOJIYYAIOUIUX JIOJITOCPOYHYIO TEpamuio puGaMIUIMHOM (HAmpuMep, JedYeHue
TyOepKyne3a), MOXKeT Ha0moaaTbCs CHUKEHHEe dJ(PQPEeKTUBHOCTH cHUMBacTaTuHa. B
(hapMaKOKMHETUYECKOM  HCCIEAOBAaHUU Yy  3J0pPOBBIX  J100OpoBosbileB 3Hauenue AUC
TUIPOKCUKUCIOTH CHMBACTaTHHA MPU OJHOBPEMEHHOM MPHUMEHEHHUU C pUPAMIUIIUHOM OBLIO
cHIKeHO Ha 93 %.

Jlanazon

[Ipu onHOBpeMEHHOM NPUMEHEHWH JaHa30ja M CHMBACTaTHHA BO3PACTAET PHUCK Pa3BUTHS
MHUOTNIATUU U PabJOMHUONIN3a, TAaKUM OOpa3oM, OJHOBPEMEHHOE NMPUMEHEHHE CHMBACTaTHHA U
JaHa30J1a MPOTUBOIMOKAa3aHo (cM. pa3aenst 4.3., 4.4.).

Henpsamvie aumuxoazynanmol (npouzeo0Hvle KyMapuHa)

CumBacrtatuH B 103€ 20 — 40 Mr B cyTKH NOTEHIMPYET 3G (HEKT KyMapHUHOBBIX aHTUKOAryJISIHTOB:
MPOTPOMOMHOBOE BpEMSI, OIPEACIICHHOE KaK MEXIyHapOJIHOE€ HOPMAaJIM30BAaHHOE OTHOIIEHUE
(MHO), Bo3pacraet ot ucxoasHoro ypoBHs 1,7 1o 1,8 y 310poBbIX 100pOBOIBIEB U OT 2,6 10 3,4
y TMalMeHTOB C THUIEPXOJIECTEpUHEMUEH. Y TalUUMEHTOB, NPUHUMAIOLIUX KyMapUHOBbBIE
AQHTUKOATYJISIHTBI, TPOTPOMOMHOBOE BpEMsS JIOJDKHO OMPENEIAThCA [0 Hadajga Tepanuu
CHMBAaCTaTHHOM, a TaK)Xe JOCTAaTOYHO YacTO B HAYAJIbHBIN MEPUOJ JICUCHHS ISl UCKITFOYCHUS
3HAUUTENBHBIX W3MEHEHUU MaHHOTO TokazaTens. Kak ToIbko JocTuraercs CTaOWIIbHBIM
nokazatenb MHO, ero panbHeiiliee omnpeneneHue cleAyeT MPOBOAUTh C HHTEPBAIAMH,
PEKOMEHTYEeMBbIMH JIJIs KOHTPOJIS MAIIMEHTOB, MOTYYaoNIUX TEPAui0 aHTUKoaryasaTtamu. [Ipu
W3MEHEHUH J03bl CHMBACTaTHHA WJIM €T0 OTMEHBI TaK)Ke PEKOMEHAYETCS PEryIsipHOE N3MEPEHUE
MPOTPOMOMHOBOTO BpEMEHHU. Y TAIMEHTOB, HE NPUHUMABIINX aHTHKOATYJISHTBI, Tepamus
CUMBACTaTMHOM He Oblla CBSi3aHa C BO3HUKHOBEHHEM KpPOBOTCUEHUN WM H3MEHEHUSMU
MPOTPOMOMHOBOTO BPEMEHH.

Jlanmomuyun
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[Ipu omHOBpeMeHHOM NpUMeHeHHH HHTHOUTOPOB I’ MI - ﬂ%-p—éﬁ%gﬁabﬂ_ IEJHMOMIILH/IHa MU}KeT

MOBBICUTHLCS PUCK Pa3BUTHUS MUOTIATHH W/WJH padbromMuonun3a (cM. pa3aeist 4.4.).

I[DVTI/Ie BHJIbI B3aHMOI[eI>'ICTBI/I$I

Cok rpeitndpyra coaep>KUT OJAUH UK 00Jee KOMIIOHEHTOB, KOTOPbIE HHIHOUPYIOT H30(EPMEHT
CYP3A4 wu Moryr TIOBBICUTh KOHILEHTpPAlMIO B  IUla3Me€ KPOBU  Mpemnaparos,
meTtabommsupytomuxcs uzopepmerrom CYP3A4. Tlpu ynorpebneHHM coka B OOBIYHOM
kosmyecte (1 crakan 250 miu B 1eHb) 3TOT 3G (HEeKT MUHUMAIBHBINA (HAOII0AAaeTCs YBEIMYECHUE
akTuBHOCTH UHrHOUTOpOB ['MI'-K0A-peaykrassl Ha 13 % npu ouenke no 3HaueHuto AUC) u He
uMeeT KJIMHu4Yeckoro 3HadeHus. OgHako ynoTpeOienue coka rpeindpyra B 00JIbIINX 00beMax
3HAQYMTEJIBHO NOBBIAET akTUBHOCTE ['MI'-KoA-peaykrasbl B mia3me KpoBu. B ¢Bs3u ¢ 3TUM
HEoO0X0uMO H30eraTh yHoTpeOJieHUsl COKa Tpeindpyra mpu Tepanud CUMBACTATHHOM (CM.

pasznen 4.4.).

4.6. DepTUIBLHOCTH, 0EPEMEHHOCTDH U JIAKTAIMS

bepeMeHHOCTB

CuMBacTaTuH TPOTHBOIIOKAa3aH OepeMEeHHbIM. Tak Kak 0e30macHOCTh JUIi OEpeMEHHBIX He
JI0Ka3aHa, U HET JaHHBIX, YTO JICYEHHWE CHUMBACTAaTUHOM BO BpeMs OEpEeMEHHOCTH MPUHOCHT
OUEBHUJHYIO MOJIb3Yy, NPUEM Ipenapara CleAyeT HEMEIJIEHHO NPEKpaTUTh NPU HACTYIUICHUU
O6epemenHocTu. CHMBAcTaTUH ClIeyeT Ha3HayaTh JKEHIIMHAM JE€TOPOJHOTO BO3pAcTa TOJBKO B
TeX ciydasX, KOTJa BEpOsITHOCTh OEpEeMEHHOCTH O4YeHb Maja. lIpuMeHeHue cuMBacTaTMHA BO
BpeMsi OEpeMEHHOCTM MOXKET CHU3UTh KOHIEHTpAllMI0 MeBajloHaTa (IpPEeALIECTBEHHUK B
OMOCHHTE3€ XOJIECTepUHA) y IUI0/a. ATEpPOCKIIepo3 SBISAETCS XPOHHUYECKUM 3a00JieBaHUEM, U
OOBIYHO TpeKpalleHue NpHeMa THIOIMIHMIEMUYECKUX IPernapaToB BO BpeMsi O€peMEHHOCTH
OKa3bIBAa€T HE3HAYUTENIbHOE BIMSHUE Ha JOJITOCPOUYHBIE PHUCKH, CBSI3aHHBIE C IEPBUYHOMN
TUIIEPXOJIECTEPUHEMUEH. B CBA3M ¢ TUM IIpenapaT He JOJKEH IPUMEHSATHCS Y )KEHILUH, KOTOPBIE
OepeMEeHHBI, MBITAIOTCS 3a0epeMEeHeTh WM I0/03PEBAIOT, YTO OHMU OepeMeHHbI. JleueHue
[pernapaToM JIOJDKHO OBITh TNPUOCTAHOBJIEHO Ha BEChb CpPOK OEpeMEHHOCTH WM IOKa
OepeMeHHOCTh HE TMAarHOCTHPOBaHa, a caMa >KeHIIMHA MPEAYIPEkKICHA O BOZMOKHON OMaCHOCTH
Jutst ofia (eM. pazaen 4.3.).

JlakTanus

JlaHHbI€ 0 BBIJIEJICHUH CUMBACTaTHHA U €0 METa00JIUTOB C TPYAHBIM MOJIOKOM OTCYTCTBYIOT. [Ipu
HEO0OXOUMOCTH Ha3HAYEHUS IperapaTa >KeHIUHE B IEPUO] TPYIHOTO BCKAPMIIMBAHUSI CIIEIyET
YUUTBIBaTh, YTO MHOTHME JIEKApPCTBEHHBIE NpENaparbl BBIAEIAIOTCA C TPYJHBIM MOJOKOM, U
MMEETCsl YyTp0o3a pa3BUTHUS CEPbE3HBIX HEOIAroNpusATHBIX peakuuil. BenencTeue sToro B nepuon

TPYAHOTO BCKapMIIMBAaHMSI IPUEM Mpernapara cieayeT NPeKpaTuTh.
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DepTHILHOCTE

I[aHHBIe O BJIMAHHMH CUMBAaCTaTHHA Ha q)epTI/IJIBHOCTB Y KCHIIUH OTCYTCTBYIOT. CuMBacTaTHH HE

OKAa3bIBACT BIUSHUS Ha (EPTHIBHOCTD Y KPBIC MY)KCKOT'O M KEHCKOT'O T0JIa.

4.7. BausiHue HA CMOCOOHOCTH YHPABJATHL TPAHCHOPTHBIMHM CPeJACTBAMHU U PadoTaTh C
MeXaHU3MaMHu

CuMBacTaTUH HE OKa3bIBACT WJIM OKAa3bIBACT HE3HAYHMTEIHHOE BIIMSHHUE HA CIOCOOHOCTH
YIPaBJIATh TPAHCIOPTHBIMU CPEACTBAMH M paboTaTh ¢ MeXaHM3MaMH. TeM He MeHee, Npu
yIpaBiIeHUHN TPAHCIIOPTHBIMH CPEICTBAMU UM paboTe ¢ MeXxaHU3MaMHu, ClIelyeT IPUHUMATh BO
BHHUMaHUE, YTO B MOCTPErMCTPAIIMOHHOM IEpUOJIe COOOIIANIOCh O PEAKUX CIydasX pa3BUTHS

TOJIOBOKPYKECHHS.

4.8. HexeaaTe/bHbIe peaKIUH

Pesrome mpoduisg 6e3onacHOCTH

CuMBacTaTUH B IIEJIOM XOpOILIO TEPEHOCHUTCS, U OOJBIIMHCTBO HEXKEIATENbHBIX peaKui
SIBIITIOTCS.  CJTIA00 BBIPAKEHHBIMH W TIpexosammmu. MeHee 2 % MalUeHTOB, MPUHUMABIINX
ydyacTue B KIMHUYECKUX HCCIICJJOBAHMUSX, NPEKPAaTHIM JICYEHHE B CBSA3M C pa3BUTHEM
HE)KeNaTeNIbHbIX SBJICHUN, CBOMCTBEHHBIX CUMBACTATHHY.

B mpenpeructpallMOHHBIX KIMHHUYECKUX HCCIEAOBAHUAX HEXKEIATeNbHBIMU  SBIICHUSMU,
BO3HUKABIIMMHU C 4acToToil He MeHee 1 %, KOTOpbIE OLIEHWBAJIUCH MCCIENOBATENSIMH Kak
BO3MOXKHO, BEPOSITHO WJIM ONPEJEIIEHHO CBSI3aHHBIE C MPUEMOM CHMBACTaTHHA, ObUIM 0OJIb B
KHUBOTE, 3amOp M MeTeopusM. JlpyruMu HexenaTeIbHbIMU SIBJICHUSIMH, BO3HHKAaBIIUMHU Y
0,5 0,9 % nanueHTOB, OBLIN ACTEHUS U TOJIOBHAS OOJIb.

Nmenuck penkue cooOIIeHUsI 0 pa3BUTUU MUoONAaTHH (CM. pazaen 4.4.).

B xnnnnueckom uccnenosanuu (HPS), B koropom 20536 nmanueHTOB MpUHUMAIU CUMBAcTaTUH
(n = 10269 manuenToB) B go3e 40 Mr B cyTku wiu miamnebo (n = 10267 manueHToB) B TEYCHHE B
CpemHeM 5 JeT, XapaKkTep HeKeJIaTeNbHBIX SBICHHUM ObLT CXOJHBIM B TPYIIAX CHMBACTaTUHA U
iane6o. YacroTa npekpaiieHus Teparnuy BCIeACTBUE Pa3BUTHS HEXKeENNaTeIbHbIX SIBJICHUN Oblia
TaK)Ke COMocTaBUMa B AByX rpymnnax (4,8 % B rpynne cumBactaTtiuHa u 5,1 % B rpymnmne miaine6o).
YacroTa pa3BUTHS MUOMATHH y MAIIMEHTOB, MIPUHUMABIIUX CUMBacTaTHH, Obuta meree 0,1 %.
[ToBblIeHNEe aKTUBHOCTH «II€YEHOUHBIX» TpaHcamuHa3 (Ooinee uem B 3 pasa Beime BI'H,
MOJITBEPKJIEHHOE MPU MOBTOPHOM HcCcleoBaHUM) Habmonanock y 0,21 % manueHToB TpyIIibl
cumBactatuHa u 'y 0,09 % manueHToB rpynisl miamneoo.

PesroMe HexxenaTeabHBIX PEaKIi

Ectp COO6H.[CHI/ISI 0 BOBMOKHOCTH pa3BUTHUSA CICAYIOIIUX HCKCIATCIbHbBIX SIBJICHUM: OUYEHb YacTO

(> 1/10), wacto (= 1/100, wno <1/10), wnewacto (= 1/1000, w©o <1/100),
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pero (= 1/10 000, Ho <1/1000), ouers pexo (<1/10 000} qalﬁe;ra '?[erFBEU‘TH (kR A6

MMEIOIIMNXCS JAHHBIX OLEHUTh HEBO3MOKHO).

Hapywenus co cmoponuvl kposu u tumghamuueckotl cucmemvi:

PEIKO — aHeMHSI.

Hapywenus co cmoponwvt ummyHnnou cucmemol.

peIKO — CHHAPOM THUIEPYYBCTBUTEIBHOCTH, KOTOPBIA TPOSBISUICS  aHa(UIAKCHUEH,
AHTMOHEBPOTUYECKUM  OTEKOM,  BOJYAHOYHOMOJIOOHBIM  CHHIPOMOM,  PEBMATHYECKOUN
MOJIMMHAJITHEH,  JIEPMAaTOMHO3UTOM, BACKYJIMTOM, TPOMOOIIMTONICHUEH, DS03MHODUINCH,
YBEJIUYCHUEM CKOPOCTH OCEIaHHsI DPHUTPOIMTOB, ApPTPUTOM, apTPAITHUSIMH, KpalWBHHIICH,
(OTOUYBCTBUTEIHHOCTRIO, JINXOPAJKON, «IIPUIUBAMU» KPOBH K KOXKE JIMIIA, OJBIIIKON U 00IIei
CJIa0OCTBIO;

oueHb peako — paszsutue MOHM (ayroummyHHON Muomatuu), OOYCIIOBICHHON MPHEMOM
cratuHoB. MOHM xapakrepusyercs ciaab0OCThbIO MPOKCHUMAIBHBIX MBI W MOBBIIICHHON
akTUBHOCTHI0O KDK B CHIBOPOTKE KPOBHU, KOTOPHIE COXPAHSIOTCS, HECMOTPSI HA OTMEHY JICUCHUS
cratuHoM. Ha OwWorncuu MBI BUAHA HEKPOTHU3HUPYIOLIAs MHUOMNATHs 0€3 3HAYUTEIbHOTO
BOCMaJieHUs. YJiydllleHue HaOJrofaeTca MpU Teparnuud MMMYHOJEIPECCUBHBIMU IpernapaTaMu
(cm. pasznmen 4.4.).

pPEeIKO — KOTHUTUBHBIE HAPYIICHUS (HApUMEp, pa3IMuHbIe HAPYIICHHS MaMsITH — 3a0bIBYMBOCTb,
CHIDKEHHUE TIaMATH, aMHE3Us, CITyTAaHHOCTb CO3HAHMS), CBSI3aHHBIE C MPUMEHEHHWEM CTaTHHOB.
JlaHHBIE KOTHUTUBHBIE HApYIICHHUS OBLIM 3apeTUCTPUPOBAHBI MPHU TPUEME BCEX CTATHHOB.
CooO1ieHus B 11eJ10M ObUTH KJIacCU(UIIMPOBAHBI KaK HECEPhE3HbIE, C PA3IIUYHON JIIUTETHHOCTHIO
JI0 TIOSIBJIEHUSI CUMIITOMOB (OT | CYTOK 10 HECKOJIBKUX JIET) M BpEMEHEM UX paspenieHus (Meauana
3 Henenu). CUMIITOMBI ObUTH OOPAaTUMBIMU U TIPOXOUIIN TTOCJIE OTMEHBI TEPANTUU CTATUHOM.
Hapywenus co cmoponul HepeHoll cucmemvi:

pPENKo — roIOBOKpYKeHue, nepudepudeckast HeMponaTus, mapecTe3ns;

OYCHb PEJIKO — OECCOHHUIIA;

4aCTOTa HEU3BECTHA — JICTIPECCUSI, MUACTCHHSI TPABUC.

Hapywenus co cmoponwvl opeana speHus:

yacTOTa HEM3BECTHA — IJIa3Hasi MHACTCHUS.

Hapywenus co cmoponul ovixamenvHoli cucmemsl, 0pearHo8 2pyOHOU KIemKU U CPeOOCMeHUsL.
4aCTOTa HEM3BECTHA — MHTEPCTUIIMAITIBHOE 3a00I€BaHNE JIETKUX.

JKenyoouno-kuuieunvie HapyueHus:

PENKO — TUCIENCHs, TOIIHOTA, PBOTA, AUApeEs], MTAHKPEATUT, TeNaTHT/ )KeTyXa,

OueHb penKo — (hatanbHas U HedaTanbHas IeYeHOYHAs] HEIOCTATOYHOCTb.
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Hapymeﬂu}z CO CMOPOHbL KOJMHCU U NOOKONCHLIX MKAHE:

PENKO — KOYKHAs ChlIlb, KOXKHBIN 3y, AJIOTELIHSL.
Hapywenus co cmopoHvl mbiuieyHoul, ckenemHou U coeOUHUmMenbHot MKAHU:
PENKO — MUAJITHSI, CyIOPOTH MBIIIL, pabOMHUOIIN3;
4acTOTa HEU3BECTHA — TEHAUHONATHH, BO3MOXKHO C Pa3pPbIBOM CYXOXKHUIIHH.
Hapywenus co cmoponvl penpo0yKmueHoU cucmembvl U MOIOYHBIX JiCeNes.
Y4aCTOTa HEU3BECTHA — SPEKTHIIbHAS TUCYHKITUS.
Jlabopamophvie u uncmpymenmanvHovle OaHHble
pPEIKO — pa3BUTHE BBIPAKEHHOIO W CTOMKOrO TIOBBIIIEHHUS AKTHUBHOCTH «IICYEHOYHBIX)
TpancamuHa3. Takke coo0IIaIoch O MOBBIIICHUN aKTHBHOCTH IMIETOYHOH (ocdaraspl u ramma-
riyTaMuiITpancnentuaassl. OTKIOHEHUS! B MOKa3aTesiX (YyHKIMOHAIBHBIX MEUYEHOYHBIX IPOO
00BIYHO cNab0 BBIPAXKEHBI M HOCAT MPEXOAAuid xapaktep. MMeroTcs cBeAeHHsS O Cllydasx
noBbIieHus aktuBHOCTH KOK (cm. paznen 4.4.).
Coo0manoch 0 TOBBIMIEHHH KOHIEHTPAIMH TIMKO3WINpOBaHHOTO Tremorioomna (HbAlc) u
KOHLEHTpPALlMU TIJIIOKO3bl B CBHIBOPOTKE KPOBHM HATOIIAK IpPHU MPUEME CTATUHOB, BKJIOYAs
CUMBACTaTHH.
Crnenyrolue HexKenaTeIbHbIe BIECHUS COOOIIANNCH TPU IPUMEHEHUH HEKOTOPBIX CTATHUHOB:
o HapyLIeHUsI CHA, BKJIIOYasi KOIIMapHbIE CHOBUJIEHUS;
o CeKcyaslbHas IUC(HYHKINS, THHEKOMACTHSL.

€TH
B xnrHMYECKOM HCCIIeIOBAaHUH C YYaCTHEM MaIMeHToB B Bo3pacte 10 — 17 jeT ¢ reTepo3uroTHoit
CEeMEHHOM rurepxosaecTepuHeMuei mpoguiib 0€30MaCHOCTH U IEPEHOCUMOCTH JICUEHHUS B TPYIITIE,
NPUHUMABILEH CUMBACTaTUH, OBbUI COMOCTABUM € MpoduieM Oe30MacHOCTH U NMEePEeHOCHUMOCTH
Jie4eHMs B TpyIIe, MpUHUMAaBIIeH ianedo (cM. paszaen 4.4.).

Coo011eHne 0 mMoI03pEBAEMBIX HEXKEIATEIbHBIX PEAKIIHIX

Baxno coo0marh 0 MOJ03peBaeMbIX HEXKeNaTeNbHBIX pEeaKUUsX I0Clie pPETUCTpaluu
JIEKapCTBEHHOI'0 Tperapara ¢ 1ebi0 00ecrnedyeHrs HeMpepbIBHOIO MOHUTOPUHTA COOTHOILIEHUS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOTO Ipemnapara. MeIuIMHCKUM paOOTHUKaM pPEKOMEHyeTCs
coolIaTh O IMOA03PEBACMBIX HEXENaTeNbHBIX PEaKLUAX JEKapCTBEHHOIo Ipernapara yepes
HAI[MOHAJIbHBIE CHCTEMBbI COOOIIEHUS O HEXeNaTelIbHBbIX peakusX TIOoCyIapCTB-YICHOB
EBpazniickoro 3K0HOMHYECKOT0 COI03a.

Poccniickas @enepanvs

®DenepanbHas ciryx0a 1o Haa3opy B cdepe 3apaBooxpanenus (PoczapaBHanzop)

Anpec: 109012, r. MockBa, CnaBsiHcKast 1iomais, a. 4, ctp. 1

Tenedon: 8 (800) 550 99 03
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DnekTpoHHas rmoyta: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHUKALMOHHON ceTn «MHTepHeT»:

https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CHMIITOMBI

Coo0m1a10ch 0 HECKOIBKUX CITydasix MepeI03UPOBKU, MAKCUMAIIbHAS IPUHSTAS 032 COCTABIISIIA
3,6 . Hu y ogHOTrO nmanuenTa nocie/ICTBUM Mepe03uPOBKU HE BBISIBIICHO.

JleueHue

Jns nedeHus Mepeno3UpOBKH MPUMEHSIOTCS OOIIMe Mepbl, BKIIOYas IMOAJNEPKUBAIOIIYIO U

CHMITOMATUYECKYIO TEPAIIHIO.

5. PAPMAKOJIOTUYECKHUE CBOMCTBA

5.1. ®apmakoauHaMH4YeCKHe CBOMCTBA

®dapMakoTepaneBTUUYECKas TPyMIa: TUHodunuaeMudeckue cpeactsa; nHruoutopslr ['MI-KoA-
peAyKTas3bl.

Kon ATX: C10AAO01

MexaHu3M ASHCTBUS U d)aDMaKOHI/IHaMI/I‘IeCKI/Ie Sd)(beKTbI

ITocne mpueMa BHYTpb CHUMBACTaTHH, SABIIIOIIUNCS HEAKTUBHBIM JIAKTOHOM, IIOJBEPraeTcs
TUAPOJIM3Y B TI€UEHH C OOpa3oBaHMEM COOTBETCTBYIOLIEH (OpPMBI [-THIPOKCHUKUCIOTHI
CUMBACTaTHHA, SBJISIOLIEICS OCHOBHBIM METa0O0JIMTOM U 00Ja/iaroliell BBICOKOM MHIHOUpYroLei
aKTUBHOCTBIO B oTHoeHnu ['MI'-KoA-penykrassl, pepmMeHTa, KaTanu3upyoLero HadyaabHy0 U
HaunOoJiee 3HAYMMYIO CTa 10 OMOCHHTE3a X0JIeCTEepHHA.

Knunnueckue nccnenoBanus nokasanu 3¢ HeKTUBHOCTh CUMBAaCTaTHHA B OTHOILIEHUH CHUYKEHUS
koHueHTpauuu OXC B mnazme kpoBu, XC JIITHII, TT" u xonecteprHa TUNONPOTEUHOB OYEHb
Huskoi wiotHocty (XC JITTOHIT), a Takxke nmoBeienus konteHTpanun XC JITIBII y nanueHToB
C TETEpO3UIOTHOM CEMEWHOM U HECEMEHHON THUIIEpXOJECTEPUHEMUEH WM CMEIIaHHOU
TUIIEPIIMIIMIEMHUEN B TEX CIIydasX, KOI/la MOBBIIMICHHAs KOHIIEHTPALUs XOJIECTEPUHA SIBISETCS
(bakTOpoM prcKa U Ha3HAYEHUsI OJHOW JUEThI HEIOCTATOYHO.

3ameTHBIN TepaneBTHUeckuil ekt HabmogaeTcss B TeueHue 2-X Helelnb mpuema mpenapata,
MaKCHUMaJIbHBIN TepaneBTHUECKU 3ppekT — B TeueHue 4 — 6 Hepeab MOCie Havyala JeUCHHs.
OddexT coxpaHseTcs npu NpoaoKeHun Tepanuu. [Ipu mpekpaiieHnn npruemMa cuMBacTaTHHA
KOHIEHTpAalUsl XOJIECTEpHHA BO3BpAIaeTcsl K HCXOAHOMY 3HA4€HMIO, HAOIIOJaBIIEMYCS [0
HayaJia Je4YCHUs.

AKTUBHBIA ~ MeTaOOMUT  CHMBAacTaTMHA  SIBISETCA  CHEHU(PHUECKUM  HMHTUOMTOPOM

I'MI'-KoA-penykra3bl, (pepMeHTa, KaTaJW3UPYIOMIETO0 PEaKIuio OO0pa30BaHUsS MEBaJlOHATa W3
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I'MI'-KoA. HecmoTpst Ha 3TO, IpUEM CUMBACT4TUHA B %ﬁ%@%&n&%&—m ﬁp'r/lIBo;mT K

noiaHoMy wuHruoupoBanuto [I'MI-KoA-pemykrasbl, 4TO MO3BOJSET COXPAaHUTHh BBIPAOOTKY
OMOJIOTUYECKH HEOOXOIMMOTO KOJIMYECTBA MEBAJIOHATA.

[TockonbKy paHHMM OJTanmoM OWOCHMHTE3a XoJjiecTepuHa sBisercs kKoHBepcus ['MI-KoA B
MEBAJIOHAT, CUWTAETCSA, YTO NPUMEHEHHE CHUMBACTaTMHA HE JOJDKHO BBI3bIBATh HAKOIUIEHUS B
OpraHu3Me MOTEHIMAaJbHO TOKCHYHBIX cTeponoB. Kpome Toro, I'MI-KoA OsicTpo
MeTabonmu3upyercst odpatHo 1o amnetuin-KoA, KOTOphI ydacTByeT BO MHOTHX TIpoIeccax
OHoCHHTE3a B OpraHu3Me.

XOTs XOJIeCTepUH SIBIISICTCS MPEIIIIECTBEHHUKOM BCEX CTEPOUTHBIX TOPMOHOB, HE HA0JI0/1aI0Ch
KIIMHUYECKOT'O BIMSHHS CUMBAcCTaTUHA HA cTepouioreHes. [IoCKoIbKy CHMBAaCTaTHH HE BbI3bIBAII
MOBBIIECHHS JINTOTEHHOCTU KEIYHM, MAJIOBEPOATHO €ro BIIMSHUE HA YBEIWYEHHE 4YaCTOTHI
3a00JIeBaEMOCTH KEITYHOKAMEHHON O0JIE3HBIO.

CUMBacTaTUH CHUXAET KakK IOBBIIIEHHYI0, TaK M HOpMalbHYylO KoHueHTpauuro XC JIITHIIL
JITHIT o6pasyrorcst u3 JIITOHIIL. Kara6onmsm JIITHIT npenMyiiecTBEHHO OCYHIECTBISIETCS C
nomoIIpio Beicokoaduuuoro JIIMTHII-pernentopa.

Mexanusm cHmxkeHus: konneHtpauuun XC JIITHIT mocne mpuema cuMBacTaTHHA MOXKET OBITh
oOycrnoBieH Kak cHmwkeHueM koHueHtpamuu XC JIIIOHII, Tak wu  axTuBanuein
JIITHII-penenTopoB, 4TO HNPUBOAMT K YMEHBIIEHUIO OOpa30BaHHS M YCWJICHHIO KaTaboiu3Mma
XC JIITHIT. ITpu Tepanuy CMMBaCTaTUHOM TaKKe CYIIECTBEHHO CHUYKAeTCsl KOHIEHTpalus ano B.
ITockonpky kaxnmas dactuua JIIIHII comepxur omHy Mosekyiny amo B, a B apyrux
JUTONPOTENHAX OOHAapy>KEeHbl Mallble KOIWYecTBa amo B, MOXHO MpeanoioXuTh, YTO
CHMBACTaTHH HE TOJBKO BBI3bIBAECT MoTepro xosectepuHa B yactuuax JIITHII, Ho u cHuxkaer
KOHIleHTpauuio mupkymupyrommx vactun JIITHII. Kpome Toro, cuMBacTaTWH MOBBIIIAET
koHueHTpauuto XC JIIIBII n camkaer koHuenTpauuto TI' B mmazme kpoBu. B pesynbrare 3THX
usmenenuit cootHomenust OXC/XC JIIBIT u XC JITHIT/XC JITIBII camkatorcs.

B ckanamHaBCKOM MCCIIEIOBAaHUM BJIMSIHUSI CAMBAaCTaTHHA HA BBDKHBAEMOCTH (4S) BO3IeHCTBHE
Tepanuyd CHUMBACTaTHHOM Ha OOIIYyI0 CMEpPTHOCTh (MeAuaHa BPEMEHU YYacTHsl TalMeHTOB
5,4 rona) ouenuBanoch Ha 4444 mamumentax ¢ UBC. CumBacTaTuH CHUXall PHUCK 0OIIei
cmeptHOCTH, cMepTHOCTH OT MBC u wactoTy HedaTalbHBIX TOATBEPKICHHBIX HH(PAPKTOB
Muokapaa. CHMBAcCTaTHH TaKXKE CHIDKAI PUCK HEOOXOAMMOCTH TPOBEACHUS XHPYPTUUECKUX
BMEIIATEIHCTB IO BOCCTAHOBIIEHUIO KOPOHAPHOTO KPOBOTOKA (A0PTOKOPOHAPHOE IITYHTUPOBAHUE
WIM YPECKOXKHAs TPaHCIIOMHUHANIbHAS KOPOHAPHAs aHTHOIIACTHKA). Y MAIMEHTOB C CaXxapHbIM
n1uabeToM pUCK BOSHHKHOBEHHSI OCHOBHBIX KOPOHAPHBIX OCIOKHEHUH ObLT cHUXeH. bosee Toro,
CUMBACTaTHMH 3HAYUTENIIbHO CHUXKAJl pPHUCK BO3HUKHOBEHHS (haTaIbHBIX U HedaTaabHBIX

HapyIIEHUH MO3rOBOr0 KpOBOOOpaIieHUsI (MHCYJIBTOB M NMPEXOISAIIUX HApyIIEHUH MO3TOBOTO
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KpOBOOOpaIieHus).

B 5-nernem uccnenoBanuu 3ammthl cepaua (HPS) addexTuBHOCTh Tepanuu cUMBAaCTaTHHOM
ObL1a mpoeMoHcTpupoBaHa y 20536 maneHToB ¢ THIEPIUIHIEMUU WK 0€3 Hee, HaX OIS IIIX Cs
B Ipymme BbICOKOro pucka pa3putus MBC B CBA3M ¢ CONYTCTBYIOUIMM CaXapHbIM IUa0ETOM,
MHCYJIFTOM B aHAMHE3€ U JIPYTHMHU COCYJIUCTBIMU 3a00JI€BaHUAMHU.

B n1anHOM MHOTOIIEHTPOBOM PaHIOMU3MPOBAHHOM JABOWHOM CIIETIOM ILIale00-KOHTPOIHUPYEMOM
UCCIICIOBAaHUM CHMBAcCTaTHH B 7103¢ 40 MI' B CYTKHM B CpPaBHEHUH C IUIane0o CHIDKan oOmIyro
CMEPTHOCTb, PUCK cMepTH, cBasaHHOW ¢ MBC, puck BO3HMKHOBEHMSI OCHOBHBIX KOPOHAapHBIX
OCJIOKHEHUH (BKJIOYas HedaTaIbHBIM MHPAPKT MHOKapaa WM cMepTh, cBs3anHylo ¢ UBC),
HEO0OXOUMOCTh XUPYPrUYECKUX BMELIATEILCTB [0 BOCCTAHOBJICHHIO KOPOHAPHOIO KPOBOTOKA
(BKirOYasi ~ AaOPTOKOPOHApHOE  IIYHTHUPOBAaHHME U YPECKOXKHYIO  TPAHCIIOMHUHAJIBbHYIO
aHTMOIJIACTUKY), a Takke Mepudepruueckoro KpoBOTOKAa W JPYTMX BHUA0B HEKOPOHAPHOM
peBackyysipuzauuu. CHUMBACTaTUH CHMJKal PHUCK pa3BUTUA MHCYNIbTA, a TaKXKe PHUCK
TOCIHUTAIU3AIMH 10 TIOBOAY CTEHOKapAuu. PUCK pa3BUTHS OCHOBHBIX KOPOHAPHBIX U COCYAUCTBIX
OCJIOHEHHUH CHIDKANCA y TanueHToB ¢ i 6e3 BC, Birtoyasi manueHToB ¢ caXapHbIM T1a0eTOM,
3a00J1eBaHUAMU NepUPEepUUECKUX COCYA0B UITH LIEpeOPOBACKYIISIPHON MAaTOJIOTHEN. Y MalueHToB
C caxapHbIM JuabeTOM CHMBACTaTUH CHIDKAl PHUCK PAa3BUTHS CEPbE3HBIX COCYAMCTBIX
OCJIO’)KHEHUH, B TOM 4YHCIIE HEOOXOJUMOCTb IMPOBEACHUS XUPYPTHUUECKUX BMEIIATEILCTB IO
BOCCTAHOBJIEHHIO NEPUPEPUUECKOT0 KPOBOTOKA, aMIyTallMd HUKHUX KOHEYHOCTEW, a TakKKe
BO3HUKHOBEHUS TPOPUUECKHX SI3B.

B 1pyrom MHOTrOLEHTPOBOM IUIale00-KOHTPOJIMPYEMOM HCCIEeOBaHUU ¢ ydactueMm 404
MAIMEHTOB C HUCIOJIb30BAaHUEM KOJMYECTBEHHON OLEHKHU KOPOHAPHOTO KPOBOTOKA CUMBACTATHUH
(Mo MaHHBIM KOpPOHApHOM aHruorpaduu) 3aMeIsia MNPOTPECCUPOBAHUE KOPOHAPHOTO
aTEpOCKJIEp03a U TOSBICHUE KAK HOBBIX YYacCTKOB aTE€POCKIEPO3d, TaK U HOBBIX TOTAJIbHBIX
OKKJIIO3UH, TOrja Kak Yy TMalMeHTOB, MOJYYaBIIMX CTaHAAPTHYIO TEpamuio, HaOIr0AaIoch
HEYKJIOHHOE€ ITPOrPECCUPOBAHNE aTEPOCKIEPOTUYECKUX MMOBPEXKICHUI KOPOHAPHBIX apTEPH.
AHanu3 MOArpynn M3 JBYX HCCIENOBaHUM, B KOTOpble ObLIO BKIIOYEHO 147 malleHToB ¢
runepTpuranuepuaemMuer (runepiunuaeMus IV Ttuma mo knaccudpukanuu POpeapuKCoHa),
II0Ka3aj, 4To cMMBAcTaTHH B 103€ 0T 20 1o 80 mr B cyTku cHuxkan koHueHtpauuto TT, XC JITTHII,
XC ne-JITIBII (paccunThiBaeTcs Kak pa3HOCTh Mexay KoHIeHTpauueir OXC u KoHLeHTpauuen
XC JIIIBIT) n nosermaer XC JITIBII.

AHanu3 Ipyroil moArpynmsl U3 7 MalUEHTOB C AUCOETATUIIONPOTEHHEMUEH (TUIEPIUITUAECMUs
III tuna mo knaccudpukanun DpeapukcoHa), cUMBACTaTUH B J103¢ 80 MI' B CYTKM CHHXKal
koHnentpanuto XC JIITHII, Bkirovast munonpoTenHbl mpoMexyTodHor motnoctu (JIIIIII), a

takxe KoHentpanuo XC JITTOHIT u JITIIIL.
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5.2. ®DapmakoKHMHeTHYECKHE CBOMCTBA

AOGcopouus

BcacbiBanuto nossepraercs okoiio 85 % NpuHATON BHYTPb 103bl CUMBACTATHHA.
[Ipuem numu (B paMKax CTaHAAPTHOM TUIIOXOJIECTEPUHOBOM IHETHI) Cpa3y IOCie MpuemMa
npernapara He BIUseT Ha (hapMaKOKMHETHYECKH Mpo(uiib CHMBacTaTHHA.

Pacnopenenenne

[Tocne mpuema BHYTPh B NIEYCHU OINPEACISAIOTCA 00JIee BRICOKUE KOHIIGHTPAIIMH CUMBACTATHHA,
4YeM B APYTUX TKaHSX.

KoHnenTpanus akTuBHOTO MeTaboiuTa cuMBactathHa [-654,969 B CHCTEMHOM KpPOBOTOKE
cocTaBisieT MeHee 5 % OT MPUHATON BHYTPb 1103bI; 95 % OT 3TOro KoJIMYecTBa HAXOIAUTCS B
CBSI3aHHOM C O€JIKaMM IIJIa3MbI COCTOSIHHH.

Pe3ynbrarom akTHBHOTO MeTabor3Ma cuMBacTaTHHa B ieueHu (6osee 60 % y My>KUHH) SBJISIETCS
€ro HM3Kas KOHIICHTpAIusa B 00meM KpoBOTOKe. BO3MOKHOCTh MPOHMKHOBEHHUS CUMBAcCTaTHHA
yepe3 reMaTodHIehaTHIecKuil Oapbep U reMaToIUTalleHTapHbBINA 0aphep He U3ydeHa.

Buorpancdhopmarims

CuMBacTaTuH SBJISETCS HEAKTUBHBIM JIAKTOHOM, KOTOPBIH OBICTPO THAPOIU3YETCS, IPEBPALIASICH
B B-ruapokcukuciory cumBactatuHa (L-654,969), cunbubiit uaruoutop ['MI'-KoA-peaykrassl.
OcHOBHBIMU Me€Ta0OJUTaAMH CHUMBacTaTHHA B IUIa3ME€ KPOBH SIBISAIOTCA [-TUAPOKCHUKUCIOTA
cumBactatna (L-654,969) u ero 6’-ruapokcu, O6’-TUIAPOKCUMETUT U 6 -9K30METHIICH
npousBojHble. MHrn6uposanue I'MI'-KoA-penykra3pl sBise€TCs KpUTEPHUEM KOJIMUYECTBEHHOU
OLIEHKH BceX (apMaKOKMHETUYECKUX HCCIEOBaHUN [-THIPOKCUKHCIBIX MeTaboJIMTOB
(aKTUBHBIX HHIMOUTOPOB), a TAKXKE aKTUBHBIX U JJATEHTHBIX MHTUOUTOPOB (BCEX MHTUOUTOPOB),
oOpasyromuxcs B pe3yiabTare ruapoiusa. O6a Tura MeTaboIUTOB OMPEACIIAIOTCS B IJIa3Me KPOBU
MpH pHeMe BHYTPbh CHMBAacTaTHHA.

I'maponu3 cumBacTaTMHa B OCHOBHOM IPOMCXOAMT IIPH «IIEPBHUYHOM IMPOXOXKIECHUU» YEPE3
M€YEHb, MOATOMY KOHIIEHTpAlMsi HEM3MEHEHHOI'O0 CHMBACTaTHHA B IJJa3M€ KPOBH YEJIOBEKa
Hu3kas (meHee 5 % oT mpuHATON 103bl). MakcumasnbHas KOHUEHTpaus (Cmax) CHMBAacTaTHHA B
I1a3Me KpoBM Jocturaercs uepes3 1,3-2,4 yaca mociie mpueMa BHYTPb OJHOKPATHOW O3B
B uccneopanuu ¢ npumeHeHneM '*C Me4eHOro CHMBACTATHHA IIa3MEHHAs KOHIEHTPAIUs
obmeit pagmoaktuBHOcTH (*C  Meuensli cumBactatuH + “C  MedeHBle MeTaGONHUTHI
CUMBACTaTHHA) JOCTUTaja MaKCUMyMa depes 4 yaca u OpIcTpo cHUXkaack 10 npumepHo 10 % ot
MaKCHMaJbHOTO 3HAUEHUs B TeueHue 12 yacoB mocie NpuemMa BHYTPb OJHOKPAaTHOW O3B
Hecmotps Ha TO, 4TO 1OMana3oH pPEKOMEHJOBaHHBIX TEPANEBTUYECKUX JI03 CHMBAcTaTHHA
coctaBisieT ot 5 10 80 Mr B cyTKH, JuHEHHBIN XapakTep mpodmist AUC akTUBHBIX METa0OJIUTOB

COXpaHSIETCS MPH YBEJIIMYEHUH 10361 70 120 M.
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OIMMUHALNS

[Ipn «mMepBUYHOM TPOXOKICHUW» UYepe3 TIeUeHb CHMBACTATUH METa0OMU3HPYETCS CO
CJICAYIOIIMM BbIBEJICHEM CUMBACTATHHA U €T0 METa0OIUTOB C JKEITYBIO.

B wuccnenopanuu npu mpueme 100 mMr cumpactaTusa (5 kamcyn mo 20 wmr) *C meueHsiit
CHMBACTATHH HAaKaIUIMBAJICS B KPOBU, MOUY€ M KaJlOBbIX Maccax. Okosio 60 % mpHHATOW A03BI
MEUYEHOT0 CMMBACTAaTHHA OMPEAEISIOCh B KaJOBBIX Maccax U okojio 13 % — B moue. Meuenblit
CHUMBACTaTHH B KQJIOBBIX Maccax ObLI IPECTaBJICH KaK IPOAYKTaMU MeTab0JIn3Ma CHMBacTaTHHA,
BBIICTIMBIIMMHUCS C JKENYbl0, TaK U HEaOCOpOMPOBABIIMMCS MEUYEHBIM CHMBACTaTHHOM. MeHee
0,5 % npuHATON 103bI MEYEHOTO CHUMBAcTaTWHA ObLIO OOHApPYKEHO B MOYE B BHJIE AKTUBHBIX
MeTa0oauTOB cuMBacTaTHHa. B turasme kpou 14 % AUC Obuto 00YCIIOBIEHO aKTHBHBIMH
uarrOuTOpamu u 28 % — Bcemu uaruouropamu I MI'-KoA-penykrassl. [locnennee yka3piBaeT Ha
TO, YTO B OCHOBHOM IPOJYKThl METa0ONM3Ma CHMBACTATHHA SBIIAIOTCS HEAKTUBHBIMH WU
cnabpivu  unruoburopamu  ['MI-KoA-penykra3el. B wuccnegoBaHuM 1O M3YYEHUIO
MPOMOPIMOHAIIBHOCTA /103 cuMBactatuHa S5, 10, 20, 60, 90 u 120 Mr He HaOMIOAIOCH
CYILIECTBEHHOr0 OTKJIOHEHHUs OT JinHelHocTh AUC B 00lIeM KPOBOTOKE C YBEIMYEHUEM JO3bI.
®apMaKOKMHETHYECKUE TOKa3aTeld IpU OJHOKPAaTHOM M MHOTOKPaTHOM IpUEME BHYTPb
CMMBACTaTHHA TNOKAa3aJld, YTO CUMBACTATUH HE HAKAIUIMBAETCS B TKAHSAX IPU MHOTOKPAaTHOM
npueMe BHYTPb.

B nccnenoBanuy y naineHToB ¢ TspKeIol noyeyHoi HegoctaTouHocThio (KK mMenee 30 mur/muH)
oOmast koHueHTpanuss UHruoutopoB ['MI-KoA-peaykrassl B miia3Me KpOBH TOCJe MpHeMa
BHYTPh OJIHOKPATHOW 03Bl COOTBETCTBYoIIero uaruouropa I'MI-KoA-penykrassl (cTaTuHa)
ObUTa TPUOJIM3UTENIBHO B 2 pa3a BBIIIE, YEM Y 3I0POBBIX TOOPOBOJIBIIEB.

B wuccnenoBanum ¢ yyacTHeM 370pOBBIX JOOPOBOJIBLIEB NIPUMEHEHHWE CHUMBAacTaTUHA B
MakcuMaibHOW 103e 80 Mr He BIMSIIO Ha MeTabonu3M MHaa3ojamMa U IPUTPOMHUIIMHA,
apisommxcs cyoctparamu uzopepmenta CYP3A4. 3to o3HavaeT, YTO CUMBACTATHH HE SIBIISETCS
uHruoutopom wuzopepmenta CYP3A4, u mo3BoisieT MNpeAnonoXkuTb, YTO IPUEM BHYTPh
CMMBAcTaTHHA HE OKAa3bIBACT BIIMSHUS HAa KOHIICHTPAIMIO B TUIa3Me€ KPOBH JIEKAPCTBEHHBIX
CPEICTB, META0OIM3UPYIOMUXCS o AelicTBueM nzodepmenta CYP3A4.

N3BectHO, uto 1mukiocnopud ysenuunBaeT AUC unrubutopoB I'MI-KoA-penykrassl, XOTs
MEXaHM3M JIEKAPCTBEHHOTO  B3aUMOJICHCTBUSL HE M3y4eH IIOJHOCThIO.  YBEJIMYEHHUE
AUC cuMBacTaTuHa TIPEATONOXKHUTEIIBHO CBSI3aHO, B YaCTHOCTH, C HWHTHOMpOBaHUEM
uzopepmenta CYP3A4 w/unu tpancnoptaoro 6enka OATP1BI1 (cm. pa3aen 4.3.).

B dapmakokmHETHUECKOM HUCCIIEOBAHUH TPU OJHOBPEMEHHOM MPUMEHEHUU C TUITHA3EMOM
HaOmoganock  yBenmuuenne AUC — B-TUAPOKCHMKHMCIOTBI CHMBacTaThHa B 2,7  pasa,

MIPEANOIOKUTENBLHO 3a cueT nHruoupoBanus nzopepmenta CYP3A4 (cm. paznen 4.4.).
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(2 T) HHMKOTMHOBOM KHCJIOTBHI 3aMEIJICHHOTO BBICBOOOXKAECHUS M cuMBactaruHa 20 wr
Habroanocs HesHaunTenbHoe yBenuueHue AUC cumBacTaTHHA U B-TUAPOKCUKUCIOTH U Cmax
B-ruapOKCUKUCIIOTH CHMBACTaTHHA B IJIa3Me KpOBH (CM. paznen 4.4.).

KonkperHsle nytn merabonu3ma ¢y3uI0BOH KHUCIOTHI B M€YEHU HEU3BECTHBI, OJJHAKO MOXHO
NPENONI0KUTE O HAJHYUU B3aMMOACUCTBHS MEXIY (y3HIOBON KHUCIOTOM M CHMBAaCTaTHHOM,
KoTopbie MeTabomm3upyrorcs uzopepmentom CYP3A4 (cm. pasnen 4.4.).

Puck pa3BuTHs MUONATHM YBEIMYUBACTCA IMPU IOBBILIEHUH KOHIEHTPALUU HHIHOUTOPOB
I'MI'-KoA-penykra3sl B maa3me KpoBu. CuibHbie HHrHOUTOpHI M3odepmenta CYP3A4 moryr
NOBBIIATh KOHIEHTpanuo UHruoutopoB I'MI'-KoA-penaykrassl U NpUBOAUTH K YBEIMUYEHUIO
pHYcCKa pa3BUTUA MUOTIATUU (CM. pazaensl 4.4., 4.5.).

Oco0ble rpynnbl NalkeHTOB

Honumopguszm cena SLCO1BI

Hocurenu amnenu ¢.521T>C rena SLCO1B1 umerot 6onee HU3KYI0 aKTUBHOCTB TPAHCIIOPTHOTO
o6enka OATP1B1. AUC 0CHOBHOTO aKTMBHOT'O MeTabOIMTa, TUIPOKCUKHUCIOTH CUMBACTATHUHA,
cocraBiseT 120 % y CT u 221 % y CC, otHocuTensHO nauueHTos ¢ TT. YacTora BcTpeuaemoctu
amenmu C B eBpomeiickod momynsauuu paBHa 18 %. Y mamueHToB ¢ moaumMopdu3MoOM TeHa
SLCOI1B1 ecTh pucK MOBBILIEHUS HKCIO3UIUN THIPOKCUKHUCIOTHl CUMBACTaTUHA, YTO MOXKET

MIPUBECTU K YBEITUUYEHUIO pUCKA pabaoMuonu3sa (cM. pazzaen 4.4.).

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHp BCIOMOraTeJIbHBIX BEIECTB
JlakTO3BI MOHOTHIpPAT

Kpaxman Kkykypy3HbIi

[Menmrono3a mukpokpuctamndeckas 101
AcKopOMHOBAs KUCIIOTA

['unposno3a (ruAPOKCUTIPONIIILIEIITION03A)
Kpockapmenno3a Hatpus

JIMMOHHOM KUCIOTHI MOHOTUAPAT
Byrunruapokcnanuzon

Kanbuus creapar

IInenounas obonouxa:

I'mnpomennosa

['urposno3a (ruApOKCUIIPOIHIIIIEIUTION03a)

Tanpk
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Tutana quokcug

Kpacurens xene3a OKCUJ YEpHBII

Kpacurens xene3a OKCU KpaCHBIN

Kpacurenp xene3a OKCUT AKEAThII

unu

Cyxas cMech [UIsi IUICHOYHOTO TMOKPBITHS, COJEpKalllas TUIPOMEIIO3Y, THUIIPOJIO3Y
(TUIPOKCUTIPONTMIIIIEIUIIONO3Y), TallbK, TUTaHA TUOKCUJ, KpPacUTENb >KeJIe3a OKCHUJl YEpPHBIH,

KpacCuTeJib KCJI€3a OKCHU KpaCHBIfI, KpaCHUTECJIb KEJI€3a OKCHU JKCIITHIH.

6.2. HecoBMecTHMOCTEL

He npumennmo.

6.3. Cpok roaHocTH (CpOK XpaHeHHs)

2 roza.

6.4. Oco0Obie Mepbl NPEIOCTOPOKHOCTH NPU XPAHECHUH

XpaHUTh B 3aIIUIIEHHOM OT CBETa MECTE MpH Temrieparype He Boimie 25 °C.

6.5. Xapakrep u coaep:kaHHue NEPBUYHON YIIAKOBKH

I[To 10, 15, 20 wumum 30 TabneTok B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 IUICHKH
MOJMBUHUJIXJIOPUAHON U (POTBTU ATFOMUHHEBOM.

2 wiu 3 KOHTYpHBIE sTYeHKOBBIC YIaKOBKH 110 10 Tabnetok, 1, 2, 4 unu 6 KOHTYPHBIX STYEUKOBBIX
ynakoBoK 1o 15 rtabnerox, 1, 2 unu 3 KOHTypHbIE siueHKOBble ymakoBKd 1o 20 TalNeTok,
1, 2 unu 3 KOHTypHBIE siUeHKOBbIe ymakoBKU Mo 30 TaOIeTOK BMECTE C JTUCTKOM-BKJIAJIbIIIEM

MNOMCIIAIOT B ITaYKy M3 KapTOHA.

6.6. OcoOble Mepbl NPEJOCTOPOKHOCTH TPH YHUYTOKEHHH HCHOJIb30BAHHOIO
JIEKAPCTBCHHOI'0 Mpernapara ujin oTxoa0B, IMMOJYYCHHBIX ITI0CJI€ MPUMEHECHUS Npemapara, u
Apyrue MAHUMYJISHUY ¢ TPenapaTom

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEP/KATEJIb PETUCTPAIIMOHHOT'O YAOCTOBEPEHUSA
Poccuiickas ®@enepanns

AO «BEPTEKC»

Anpec: 197350, r. Canxt-Ilerepoypr, Jlopora B Kamenky, a. 62, mut. A
Tenedon: 8 (800) 2000 305

AJlpec 2JIeKTpOHHOM MOUTHL: vertex(@vertex.spb.ru
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[Iperen3un HOTD€6I/IT€JICI/I HalpasJIATH 110 aAPECyY.

Poccniickas @enepanys

AO «BEPTEKC»

Anpec: 197350, r. Cankr-IletepOypr, lopora B Kamenky, a. 62, 1ut. A
Tenedon: 8 (800) 2000 305

Anpec anekTpoHHON TouThl: pharmacovigilance@vertex.spb.ru
8. HOMEP PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS

9. JIATA NMEPBUYHOM PETMCTPAIIMUA (IIOJATBEPXJIEHHSI PETUCTPAILIMN,
INEPEPETUCTPALIMN)

Jlara nepBoii peructpanuu:

10. JATA IIEPECMOTPA TEKCTA

O6mas xapakrtepuctuka JiekapctBeHHoro npemnapara CumBactatud — BEPTEKC nocrynna Ha
UHPOPMALIMOHHOM TmopTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

TeJIEKOMMYHHUKAIIMOHHOM cetu «MHTepHeT» https://eec.eaeunion.org/.
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