COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 17.04.2026 Ne 7937

OBILAST XAPAKTEPHCTHKA JTEKAPCTBEHIOFPOTIPEITAPATA U001

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O ITPEITAPATA
CumBacratuH, 10 Mr, TabJIETKH, TOKPHITHIC TIIICHOYHON 000JI0YKOM.
CumBacratuH, 20 Mr, TaOJIETKH, TOKPHITHIC TIJICHOYHON 000JI0YKOH.
CumBacrtartuH, 40 Mr, TaOJIETKH, MOKPBITHIC IJICHOYHOW 0O0JIOYKOM.
2. KAYMECTBEHHBINA U KOJTWYECTBEHHbINA COCTAB
JeiicTBytollee BEIEeCTBO: CUMBACTATHH.

CumBacratud, 10 Mr, TaOJIEeTKH, DOKPBITHIE [JIEHOYHONH 000JI0YKOM

Kaxxmast Tabierka, mOKpbITast INIECHOYHOH 0007109K0H, comepxuT 10 Mr cuMBacTaTuHa.

CumBacratud, 20 Mr, TabIeTKU, DOKPBITHIE IUIEHOYHOU 000JI0UKOM

Kaxxnas Tabnerka, HOKphITas INIEHOYHON 000109KOM, coaepkuT 20 MI CMMBacTaTHHA.

CumBacratud, 40 Mr, Ta0IeTKN, DOKPBITHIE JIEHOYHONW 000JI0UYKOM

Kaxxnast Tabierka, mOKpbITast TNICHOYHOH 0007109K0H, comepxuT 40 Mr ciMBacTaTuHa.
BemectBa, Hamuue KOTOPBIX HAJIO YYUTHIBATh B COCTABE JIKAPCTBEHHOTO Mperapara: JaKkTo3a
(cm. pasnen 4.4).

[TonHBIN TTepevYeHb BCIIOMOTATEIbHBIX BEIIIECTB MPUBEICH B pasnaede 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, NOKPHITHIE MIIEHOYHOW 000I0UKOM.

TabneTku, MOKPHITHIE MICHOYHONW 000JIOUKON PO30BOTO IIBETA, KPYTJble, TBOSKOBBIMYKIbIe. Ha
M3JI0Me O€JIOro MIIM MOYTH 0eJIoro LBETA.

4. KIMHUYECKUE JAHHBIE

4.1. Tloka3aHusl K IPUMEHEHHUIO

B3pociple manuenTsl cTapiie 18 JeT ¢ HIIeMHUYecKon 00JIE3HBIO cepana (I/IEC) HWJIN C BEICOKUM

puckom UBC:

VY nanueHToB ¢ BbICOKUM puckoM pa3Butus UBC (mpu Hanuuuu runepiaunuaeMun win 6e3 Hee),
HalpuMep, y MAalUeHTOB C CaXapHbIM OUAa0ETOM, y MAlUEeHTOB C WHCYJIBTOM WM JIPYTHUMH
1epeOpOBACKYIAPHBIMU  3200JI€BaHUSMU B aHaMHe3e, Yy TMAIMeHTOB C 3a00JeBaHUAMU
nepugepuyeckux cocynoB uian y mnauumeHtoB ¢ MBC wim mpenpacnonoxenHoctbio k MBC
CUMBACTATHH MOKa3aH JUIs:

* CHIDKCHHS pUCKa OOIIeH CMEPTHOCTH 3a CUET CHMKEHHUs CMEepTHOCTH B pesyabrate NBC;

* YMEHBILIEHHs PUCKA CEPBE3HBIX COCYIUCTBIX U KOPOHAPHBIX OCIIOKHEHUIA:

— HedaTanbHbI HHPAPKT MHOKap/a,

— KOpOHapHas CMepTh,

— UHCYJIBT,
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— MpoLeaypa PeBaCKYIISIPU3AIHH;

* YMCHBIICHUS pPUCKAa HEOOXOJMMOCTH TIPOBEACHHUS XHMPYPTUYECKUX BMEIIATENbCTB I10
BOCCTAHOBJIEHMIO KOPOHAapHOI'O KPOBOTOKa (TaKMX KaK aOpPTOKOPOHApHOE IIYHTUPOBAHUE U
YpECKOKHas TPAHCIIOMHHAIbHAS KOPOHAPHAsI aHI'MOIIACTHUKA);

* YMEHBIIEHHUs PUCKA HEOOXOAMMOCTH XMPYPrH4YE€CKOrO BMEIIATENIbCTBA MO BOCCTAHOBIIEHUIO
nepupepuyecKoro KpoBOTOKa M IPYTUX BUJOB HEKOPOHAPHON peBacKYISIpU3aIiig;

* CHWKEHUS PUCKA FOCIUTAIN3ALMH B CBSI3U C IPUCTYIIAaMH CTEHOKApAUU.

Bspocible manueHTs! crapuie 18 JIeT ¢ TunepJInnuaeMuei:

» Kak nononHeHue K aueTe, Korjaa MpUMEHEHHUE TONbKO JUEThl U IPYruX HEMEAUKAMEHTO3HBIX
METOJOB JIEUEHUs Yy T[alKUEHTOB C T[EPBUYHONM TUIEPXOJIECTEpUHEMUEH, BKIIIOYas
TETEPO3UTOTHYIO CEMEHHYI TrumepxosiecrepuHemuto (runepiaunuaemus lla Ttunma 1o
knaccudukanuu OpeapruKkcoHa) WU CMEIIaHHOM runepxoiectepunemueii (runepaunuaemus [Ib
TUMa no kinaccudukanuu OpeaprukcoHa) HeJOCTATOUHO IS

— CHHWXEHHUsS TOBBIINICHHOW KOHIEHTpanuu oOmero xonecrepuHa (OXC) B ma3me KpoOBH,
XOJIECTEpUHA JIMNONPOTeHHOB HU3K0H miotHoctu (XC JIIHII), tpurmuuepunos (TI),
anosiumonpoterHa B (amo B);

— TIOBBIIICHUS KOHIIEHTPALUU X0JeCTeprHa TUMONPOTEenHOB BbICOKOI mmotHocTH (XC JITIBII);
— camkenus cootnomenus XC JITTHIT/XC JITIBIT u OXC/XC JIIIBII;

* runepTpuraunepuaemus (runepaunuaemus [V tuna no xiaccupukannn @peapuKcoHa);

* IOTIOJIHEHWE K JIMeTe U JPYTUM croco0aMm JieYeHUs MalMEeHTOB ¢ TOMO3MIOTHOM ceMeiHOM
TUIEPXOJIECTEpUHEMUEN 151 CHYKEeHU NoBbIeHHOM KoHueHTpauuu OXC, XC JIITHII u ano B;

e nepBUuHas AucOeramunonporenHemus (runepiaunuaemus Il tuma no kinaccuukanuu
®peapuKkcoHa).

Jletn 1 moapocTKH cTapiie 10 JeT ¢ TeTeEPO3UTrOTHON CeMENHON T'MIepX0JIECTEPUHEMHUEN:

[IpuMeHeHrne cuMBacTaTHA OJHOBPEMEHHO C JUETOM MOKa3aHO Jisi CHUKEHUS MOBBIIICHHON
koHueHtpanun OXC, XC JIITHIL, TT', ano B y tonome#t 10 — 17 ner n y nesymek 10 — 17 ser He
MeHee dYeMm uepe3 | rox mociae MeHapxe (TMEepBO€ MEHCTPyaJbHOE KpPOBOTEYCHHE) C
TreTePO3UTOTHOM CEMEMHOM TUIIEPX0JIECTEPUHEMUEH.

4.2. Pe:kum 103MPOBaHNS M CIOCO0 NPUMeEHEHUs!

PexuMm no3upoBanus

Jlo Havanma Jie4eHHs CHUMBACTaTMHOM TAIMEHTY CcJeAyeT Ha3HauuTh CTaHJIAPTHYIO
TUII0XO0JIECTEPUHOBYIO TUETY, KOTOpasi TOJHDKHA COOJIIOIaThCS B TEUEHUE BCErO Kypca JIeUeHHs..

Pexomenyemble 103l cuMBacTaTiHa — OoT 5 10 80 mr B cyTtku. IIpenapar cnenyer npuHUMaTh
1 pa3 B cytku BeuepoM. [Ipu HeoOxoIMMOCTH 103y Ipenapara yBeInYUBaOT ¢ UHTEPBAIaMU HE

MeHee yeM B 4 Hemenu makcumyM 10 80 mr 1 pa3 B cytku Beuepom. [{o3y 80 Mr B cyTku
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OCJIOXKHEHUH, €CIM JIeYeHHE NpenapaTtoM B Ooyiee HHU3KMX 033X HE TO3BOJIMIIO JOCTHYB
LEJIEBbIX KOHIEHTpAIUi JTUMKIOB, a Mpe/roiaraeMas mojib3a Tepanuu MpPeBhIIIAeT BO3MOXKHBIN
puck (cM. pasnen 4.4.).

Tayuenmwvr ¢ UBC unu evicokum puckom pazeumusi U6C

CranpapTHas HavajabHas 032 CHMBAcCTaTHHA I MAIlMEHTOB C BHICOKUM pucKkoM pa3sutus UBC
B COYCTAaHWU C TUIEPIUNUACMHEH WM 0e3 Hee (MPU HAIWMYMK caxapHOTro nuabera,
MEPEHECEHHOr0 HHCYNIbTa WM JAPYruxX LepeOpoBacKyIspHBIX 3a0oieBaHMil B aHaMHese,
3a0oneBaHuil mepuepUIecKux CocyaoB), a Takxke s nmanueHtoB ¢ UBC cocraBnser 40 mr
1 pa3 B cyrku BeuepoMm. MeaumkaMeHTO3Hasi Tepamusi JIOJDKHA OBITh HayaTa OJHOBPEMEHHO C
JUETON U JIeYeOHOM (PU3KYIBTYPOH.

Tayuenmoi ¢ cuneprunudemueti, He UMerOujue GblulenepeyucieHHbIX hakmopoes pucka
CranpaptHas HauanbHasl Jj03a cuMBacTaTHHa coctaBisieT 20 mr 1 pa3 B cyTku BeuepoM. J[is
MalMEeHTOB, KOTOPBIM HEOOXOIUMO 3HauuTeabHOe (Oosee 45 %) cHmkenue koHreHTpammu XC
JITTHII, nauanpHas 103a MoxkeT cocTaBisaTh 40 mr 1 pa3 B cytku Bedepom. [lanmentam c jierkou
WIM YMEPEHHOW THUIEPXOJIECTEpUHEMUEH Tepamnui CHMBACTaTUHOM MOXHO Ha3HA4yaTh B
HauyanpHOM 103e 10 Mr 1 pa3 B cyrku. B cimyuae HeoOXxoaumocTu moabop 103 cleayeT
MIPOBOJIUTH B COOTBETCTBUHU C BBHIIIIEYKA3aHHOU cXeMoM (cM. pazaen 4.2.).

Ilayuenmul ¢ 20MO3U20MHOU ceMeUHOU cunepxoiecmepuremuen

CumBacTaTMH peKOMEHI0BaH B 103€¢ 40 MI B CyTKH, IPUHUMAEMO OAHOKPATHO BeuepoM. [[o3y
80 Mr B CYTKH PEKOMEHIYETCS Ha3HadyaTh TOJBKO B Cily4ae, €Clii IpeanosiaraeMas Imojb3a
Tepanuy TPEBBIIIACT BO3MOXKHBIM pUCK (cM. pazaen 4.4.). YV Takux MalMeHTOB CHUMBACTAaTHUH
MPUMEHSIOT B KOMOMHAIIMHN C IPYTUMHU METOJIaMH THUIIOJIMITHAEMHYECKOTO JIeYeHUs (Hampumep,
JITHIT nnazmacdepes) win 6e3 Jpyroro Je4eHHsl, €CIIM OHO HEJOCTYITHO.

s manueHToB, NPUHUMAIOLIUX JOMUTANK] OAHOBPEMEHHO C CHMBACTaTMHOM, CYTOYHAs J103a
CMMBAacTaTHHA HE JIOJDKHA MpeBbimath 40 mr (cM. pasnen 4.5., 4.4.).

Conymcemsyrowas mepanus

CuMBacTaTHH MOKET HA3HAYAThCsl KaK B MOHOTEpAINUH, TaK U B COUETAHHH C CEKBECTPAaHTaMH
JKEITYHBIX KUCTIOT.

Y manuMeHToB, TPUHUMAIONIUX CHUMBACTaTHUH OJHOBPEMEHHO ¢ (¢ulOpaTamu, Kpome
rempudpo3una (cMm. pasgen 4.3.) wim peHopuOpara, MakKCHMalIbHAs PEKOMEHIyeMas 103a
cUMBacTaThHa coctaBiigeT 10 Mr B CyTKH.

JIist manuenToB, MPUHUMAIOIINX aMUOJIapOH, BeparaMull, JUITHA3EeM, IPEnapaTsl, CoAepKaIlne
310acBUp WM TPA30NPEBUP, WK aMJIOUIIUH, OMHOBPEMEHHO C CUMBAaCTaTUHOM, CyTOUHAs 1032

CHMBAacTaTHHA HE JIOJDKHA MpeBbimarh 20 Mr (cM. pasaenst 4.4., 4.5.).



COOTBETCTEYET 2KCINEPTHOMY OTYETY
ot 17.04.2026 N2 7937 4

(NOCNEQCBATENEHOCTE 0001)

Oco0nie T'pYHOIIbI TAaMEHTOB

Tayuenmoi ¢ Hapywenuem hyHKyuu novex
[TockoNbKY CHMBACTaTHH BBIBOJUTCS MMOYKAMH B HEOOJBIIOM KOJIUYECTBE, HET HEOOXOIUMOCTH
B M3MEHEHUU 103 y MAIMEHTOB C YMEPEHHBIM HapylleHHeM (YHKIMHU MouYeK. Y MAlUEHTOB C
TSDKEJION TOYeYHON HemocTaTouyHOCThIO (KiaupeHc kpeatmHuHa (KK) <30 mu/mun) ciemyer
THIATENTFHO B3BECHUTH I1€TIECO00PA3HOCTh HA3HAYCHUS Tperapara B 103ax, NpeBbimaronmx 10 mr
B CyTkh. Ecimu Takue TO3UPOBKH CYHTAOTCS HEOOXOTUMBIMH, CIIEAyeT Ha3HadaTh WX C
OCTOPOXKHOCTBIO (cM. paznen 4.4.).

eTH
Ilpumenenue y Oemeti u noopocmkos 10 — 17 jgem ¢ eemepo3ucomuol cemMeluHoul
eunepxoecmepunemueri
Pekomennyemass HauanpHas [1o3a coctaBiaseT 10 Mr oaMH pa3 B CYTKH BEYEPOM.
Pekomennyembiii pexuMm no3upoBanust coctaBiaser 10 — 40 Mr B CyTKM, MakcUMajbHas
pexkoMeHayemas 103a cuMmBacTatuHa coctaBisier 40 mr B cytku. [lombop 103 mpoBoawTCS
WHMBUIYAJILHO B COOTBETCTBHH C I[EJISIMH TEPAITHH.
[To moka3aHMIO TeTEPO3UTOTHASL CEMEIHasi runepxoiiecTepuHeMus npenaparoM CHUMBAacTaTUH Y
nereit 1o 10 et He mpuUMeHseTCsl.
[To npyrum nokazanusiMm CUMBacTaTHH y JieTell 10 18 neT He npuMeHsieTcs.

Criocob nnpuMeHeHu s

BHyTpb, 3annBas 10CTaTOYHBIM KOJTMYECTBOM BOJIBI.

4.3 IlporuBonoka3zanus

* TUTIEPYYBCTBUTEIBHOCTh K CHMBACTaTUHY W/WIIM K JIIOOOMY W3 BCIIOMOTATENbHBIX BEIIECTB,
NePEYUCIIEHHBIX B pa3zaene 6.1.;

* 3a0051€BaHME TIEUYCHH B aKTUBHOM (pa3e MM CTOHKOE MOBBIIIEHNE AKTUBHOCTH «II€YEHOYHBIX)»
TpaHCaMMHa3 B IJIa3Me KPOBU HESICHOM ITHOJIOTHH;

* OepeMEHHOCTH WJIM TIEPUOJ] TPYTHOTO BCKapMiIHBaHus (cM. pazzaen 4.6.);

* OJHOBpEMEHHOE TpUMEHEHHWEe C MOIIHbIMU uHruOutopamu uzopepmenta CYP3A4
(UTpaKoOHa30JI, KETOKOHA30JI, M03aKOHA30J, BOPHUKOHA30JI, MHTHOMTOpaMU MpoTeas3bl BUpYyca
UMMYHOJepHUIIUTA YeJIoBeKa (BUY-nporeassr), O01eTIPEBUPOM, TEJaIpeBUPOM,
SPUTPOMHUIIMHOM, KJIAPUTPOMUIIMHOM, TEIUTPOMHUIIMHOM, He(ha30I0OHOM W TpenapaTami,
coJiepKaiuMu KoourucTart) (cM. pasaensl 4.4., 4.5.);

* O/IHOBPEMEHHOE MpPHUMEHEHHE C TeM(UOpPO3WIOM, IMKIOCIOPUHOM MM JIaHAa30J0M (CM.
paznen 4.4.,4.5));

* OZJTHOBpEMEHHOE MPUMEHEHUE CUMBAcCTaTHHA B J103€, peBbliiatomeid 40 Mr, ¢ JJIOMUTAIUIOM Y

MAIMEHTOB C TOMO3UTOTHOW CEMEWHOM runepxoiecTepuneMucii (cM. pasaensi 4.4., 4.5.);
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ceMelHoM runepxoiecrepuneMueii) (cm. pazaen 4.1.).
4.4. OcoOble yka3aHMsl 1 Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

Hapymenne ¢ynkiuu mouek Tsokenon crernenn (KK menee 30 mui/mun); 3moymoTtpebieHue
QJIKOTOJIEM JI0 Hayaja JIedeHus1; 3a00JIeBaHMs TIEYCHN B aHAMHE3€; HACIIEICTBEHHBIC MBIIIICYHbBIE
3a0oneBaHusd; MHoNartus Ha (oHe NpuemMa CTaTUHOB B aHAMHE3€; IOHIKEHHBIH WIH
HOBBIIICHHBI TOHYC CKEJICTHBIX MBIIII HESICHON STHOJIOTHH; HEKOHTPOJIUPYEMBI THIIOTHPEO3;
IUITAHUPYEMbIE XMPYPIHYECKHE BMEIIATENIbCTBA; TSDKEIbIE TEPANeBTUYECKUE U XUPYPTUUECKHUE
3a00JIeBaHNs; OJHOBPEMEHHOE IpUMeHeHue ¢ pubdparamu (Kpome Gperopudpara), HIKOTHHOBOM
KACIOTOW B JIMOHMJACHIKAONMX jgo3ax (Oomee 1 r/cyr), aMuOIapoHOM, aMJIOAMITMHOM,
BEpAllaMWJIOM, JWJITHA3€MOM, PpAHOJA3MHOM, JPOHEIAPOHOM, TIpEHIIPPYTOBBIM  COKOM;
caxapHbIil 1uadeT; NpUMEHEHHE Y TTallMeHTOB MOHTOJIOUTHOM pachl; MOXMIION BO3pacT (cTapiie
65 net, 0coOEHHO KECHIIUHBI).

Oco0ble yKka3auus

Muonamus/Paboomuonus

CuMBacTaTuH, KaK ¥ Ipyrue HHruOMTOPbI 3-THAPOKCH-3-METHITITYyTapUiI-KOIH3UM A peyKTa3bl
(I'MI'-KoA-penykrassl), B peAKUX CIy4asX BbI3bIBAET MMONATHIO, CHUMIITOMaMH KOTOPOM
ABIIAIOTCS 0OJIb B MBIIIIAX, OOJIE3HEHHOCTh WM CIa00CTh MBIIII] B COYETAHUU C MOBBIIIEHUEM
aKTUBHOCTH XoJjecTepuHa JunonpotenHoB chokuHaszsl (KDK) G6onee uem B 10 pa3 oT BepxHeit
rpanunbl HopMbl (BI'H). Muonarust uHorna npuHuMaer ¢opmy pabaoMuonusa ¢ OCTpoi
MOYEYHON HEJOCTATOYHOCTHIO BCIIEJACTBUE MHOIVIOOMHYPUU WM 0€3 TaKOBOM, B OUEHb PEIKHX
ClIydasX C JIeTAIbHBIM HCX0l0M. PHck MuonaTuu BO3pacTaeT C TOBBIIIEHUEM YPOBHS
uHrubupyromieir aktuBHoctH I['MI-KoA-penykTassl B Iuia3Me KpoBH (B YacTHOCTH, C
MOBBIIIEHUEM YPOBHS CHMBACTaTMHA WM THAPOKCHKMCIOTHI CUMBACTaTHHA B IUIa3Me KPOBH),
YTO OTYACTH MOXKET ObITH OOYCIIOBJIEHO JIEKAPCTBEHHBIMH MpenaparaMu, KOTOpble BCTYMAlOT B
JIEKapCTBEHHbIE B3aWMOJEWCTBUS, W KaK CIEACTBHE BIHUAIOT Ha MeTabonu3M W/wiu
TpaHCHOPTEPHI CUMBacTaTHHA (cM. pazaen 4.5.).

Kak wu npu npumenenun  napyrux  uHruouropos  I'MI-KoA-penykraspl,  puck
MUOTMATUN/PabIOMHOIN3a 3aBUCUT OT J03bl. B 0aze MaHHBIX KIMHUYECKHX HCCIEeIOBAaHUM, T1e
41413 nanueHTOB NMOJy4aJId CUMBACTaTHH, 4YaCTOTa Pa3BUTHS MHUOIATUU COCTaBUJIA IPUMEPHO
0,03 %, 0,08 % u 0,61 % mnpu npumeHeHun cumBacTatTuHa B no3ax 20, 40 u 80 wmr/cyr
COOTBETCTBEHHO.

B xinmHu4eckoMm HcciaeloBaHMM, B KOTOPOM IMALMEHTHl ¢ MH(GApKTOM MHOKapia B aHaMHeE3e

MPUHUMAIN CUMBAcCTaTHH B /103¢ 80 MTI B CyTKU (CpeAHsis JIMTEILHOCTh HaOmoneHus 6,7 Jier),
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cumBactaTuH B no3e 20 mr B cyrku — 0,02 %. IlpuMepHO mOJOBHHA Cily4aeB pa3BUTHUS
MHUOIATHH OblIa 3aperucTpUpOBaHa B TEUYEHHE IEPBOrO roja JjedeHHs. YactoTa pa3BUTHA
MHUOIMATUN B T€YCHHE Ka)JIOTO CIEAYIOUIero roja jedeHus cocrapisuia npumepHo 0,1 % (cm.
paznmen 4.8., 5.1.).

VY nanueHTtoB, Nojay4yarouux cuMBacTaTUH 80 MI, pUCK Pa3BUTUS MHUOIATUU BBILIE, YEM IpPU
UCTIOJIb30BAaHUM JPYrol TEpalmuyd Ha OCHOBE CTAaTUHOB CO CXOAHOH 3(()EeKTUBHOCTHIO B
oTHomeHuu cHwkeHus ypoHs XC-JIITHII. Takum o6pa3om, B 103¢ 80 MI' CHMBAaCTaTHH JIOJDKEH
HCIIOJIB30BAaThCS TOJBKO Y MAalMEHTOB C TSKEJIOW THIIEPXOJECTEPUHEMUEH U BBICOKMM PUCKOM
CEpJIEYHO-COCYIUCTBIX OCJIOKHEHUH, Y KOTOPbIX HE YAAJIOCh NOOWUThCA Ii€JIed JICYEHUs INpU
IpUMEHEHUU OoJiee HU3KUX 703, U OKHUJaeMasl I10Jib3a MPEBBIIIAECT MOTEHUUAIbHbIE PUCKU. Y
MAlKUEHTOB, KOTOpPbIE MOJIYy4arOT CUMBACTaTUH 80 MI' MU HYXKJAIOTCS B Ha3HAYEHHH JPYroro
JIEKApCTBEHHOI'0 IIpenapara, KOTOPbIA MOXKET BCTYNAaTh B JIEKAPCTBEHHOE B3aMMOJICHCTBHE,
JIOJDKHA MCIIONb30BaThesl Oojiee HU3Kas /032 CUMBAcTaTMHA WM albTEPHATUBHBIA PEXUM
Tepanuyd C TPUMEHEHHEM JI[pyroro CcTaTMHa C MEHBIIUM [IOTEHIIMAJIOM BCTYINaTh B
JIEKapCTBEHHBIC B3aUMOJICUCTBUSA (CM. pasznensl 4.2., 4.3., 4.5).

B kiIMHMYECKOM HCCIEOBaHUM, B KOTOPOM IIALIMEHThl C BBICOKUM PUCKOM CEpAECHHO-
COCYAMCThIX 3a0osieBaHMN ToJydanu cuMBacTtaTuH 40 Mr/cyT, yacToTa pa3BUTUS MHUOINATUHU
cocrapisuia npuMepHo 0,05 % y manueHTOB He KUTailcKoro mpoucxoxiaeHus (n = 7367) mo
cpaBaenuio ¢ 0,24 % y namnuentoB u3 Kutas (n = 5468). XoTs eIMHCTBEHHOW MOHTOJIOMIHOMN
MOMYJNSIIINEH, ONEHUBAEMOW B ATOM KIMHUYECKOM HCCIEAOBAHUU, OBLIM KHTAMIIBI, CIIETyeT
coOiroaaTh OCTOPOKHOCTh MPU HA3HAYEHWM CHMBACTAaTHMHA MAallMEHTaM MOHTOJIOMIHON pachl U
HCII0JIb30BaTh HAUMEHBIIIYI0 HEOOXOJUMYIO J103Y.

CHudicenue QhyHKyuu mpancnopmusix 6enxKos

CHwxkenne QyHKIHH TpaHCHOPTHBIX OenkoB meueHH OATP MoxeT mpuBeCTH K MOBBIIICHHIO
CHCTEMHOM JKCIO3HMIINKM THAPOKCUKHUCIOTHI CHMBACTAaTHHA U YBEIUYCHHUIO PUCKA MUOMATUU U
pabnomuonu3a. CHuxkeHue (QyHKUUH MOXET pPAa3BUTHCS BCIEJICTBUE HWHIMOMPOBAHUS O]
JEMCTBUEM TMpENapaToB, BCTYMAIONIMX B JIEKAPCTBEHHbIE B3aUMOJACHCTBUSA (Hampumep,
[UKIIOCTIOPHUHA), WK Y TIAIUEHTOB, SIBISIFOIIMXCS HOocuTenssMHu nonumopdusma ¢.521T>C rena
SLCO1B1.

VYV mammentoB ¢ amienpHbiM BapuantoM ¢.521T>C rema SLCOI1B1 BripabaTsiBacTCsi MeHee
aktuBHBIH  Oemoxk  OATPIB1, u orMedaercss IIOBBIIIEHHE CHCTEMHOM  DKCIIO3HUIIUU
TUAPOKCUKUCIOTHl CUMBACTaTHHA M TOBBIIIEHUE pUCKAa MUOMATUM. PUCK pa3BUTUS MHOMATHH,
CBSI3aHHOM C MPUMEHEHUEM BBICOKMX 7103 cuMBacTaTuHa (80 mr), B 1esioMm coctasiseT 1 % npu

OTCYTCTBMH TI'CHCTHUYCCKOIro TCCTUPOBAHMA. Ha ocaoBanmnu PE3YIBTATOB HCCICAOBAHUA
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pa3BUTHS MUOIATUU B T€UEHME roja cocTaBisl 15 %, Torna kak y HOCUTENEW reTepo3uroTHON
amemu C (CT) Takoii puck 661 paBeH 1,5 %. COOTBETCTBYIONIUH PUCK Y MAIIMEHTOB C HanOoIee
yacteiM reHotunioMm (TT) cocramsin 0,3 % (cm. pasgen 5.2.). Ilpu BO3MOXKHOCTH
TFeHOTUIIMPOBAaHUE Ha MpeaMeT Hannuus ajuiead C JOKHO paccMaTpUBaThCS KAK 4acTh OLIEHKU
MOJIB3bI M PHUCKA JI0 Ha3HAUCHHs] CMMBAcTaTHHA B J103¢ 80 MI' y KOHKPETHBIX MALUEHTOB, U Y
Hocuteneil renotuna CC crnemyer u3beraTb NMPUMEHEHHMS BBICOKMX /103. B TO ke Bpewms,
OTCYTCTBUE JAHHOTO TI€HA IPU TE€HOTUIIMPOBAHMM HE MCKIIIOYAET BEPOSITHOCTU Pa3BUTHUS
MHOIATHH.

Oyenka akmusHocmu KpeamuH@pocghoxurazvl

Onenka aktuBHOCTH KK He H0DKHA MPOBOAMTHCS TOCIIE HHTEHCUBHBIX (PU3NYECKUX HATPY30K
WIA TpU HAIWYMM KaKoH-TMOO MpaBIONOA0OHOM aJbTEpHATUBHOM IMPUYUHBI YBEJIWYECHUS
aktuBHOCTH K@K, mockonbKy 3TO 3aTpy[HseT MHTEpIpeTanuio 3HaueHuil. Ecin akTUBHOCTh
K®K Ha mcxomHoMm ypoBHe Oblla 3HAUMTENbHO mMoBbImIeHA (> 5 x BI'H), ona momxHa OBITH
OLleHEeHa Yepe3 5 — 7 qHeH I MOATBEPKICHUS pe3yJIbTaTOB.

Ho nauana neuenus

[Ipy Hayanme Tepanuy CHUMBACTaTMHOM WM YBEJIMYEHUHU €ro J03bl BCEX IMALMEHTOB CIEIyeT
IpenynpexaaTh O pPUCKE MHOMNATUU U O HEOOXOAMMOCTH OBICTpPO cooOmiath o 000l 6omu
HESICHOW 3THOJIOTHH, O0JIESHEHHOCTH MJIA CI1a00CTH B MBIIIIIAX.

Cnenyer coOnrofaTe  OCTOPOKHOCTh  IPM  HA3HAYEHMM  TIpernapara  IalueHTaM ¢
npepacrnoiaraloliuMy  (pakTopaMu K pPa3BUTUIO pabaoMuonu3a. B cieayrommx cuTyarusx
aktuBHOCTh K®K HeoOxoaumo olieHHMBaTh [0 Haudajga Tepaluud C LeNbl0 ONpeaeieHUs
pedepeHCHBIX NCXOHBIX 3HAUECHUH:

* MMOXKHIION BO3pacT (= 65 jer);

* )KEHCKHH I0JI;

* HapylIeHue (PYHKITUH ITOYEK;

* HEKOHTPOJIMPYEMBII THITOTUPEO3;

* HaIMYKMe B aHaMHe3€ MaIMeHTa WM B €ro CeMEfHOM aHaMHe3€ HacJeJICTBEHHBIX MBILIIEUYHBIX
3a00JICBaHHUI;

* TOKCUYECKOE JICHCTBIE CTATUHOB MM (pUOPATOB HA MBIIIIEI B aHAMHE3E;

* 3JJ0YyOTPEOICHUE AJIKOTOJIEM.

B Takmx cuTyanusax cleayer OIIGHHMBaTh COOTHOLICHHE TOJb3bl M pHUCKA JICUEHUS, U
peKoMeHAyeTcsl KIMHUYeckoe HaOmroneHue. Eciam y manueHTa paHee BO3HMKAJIO MOPaXKEHHE
MbIIIL Ha (oHe Tepanuu (pubOpaTamMM WIM CTaTMHAMH, MOXHO HAa3HA4MTh JPYroil mpenapat

JaHHBIX KJIACCOB TOJIBKO C OCTOPOXXHOCTBIO. HpI/I SHAYUTCIBHOM HMCXOJHOM ITOBBIIICHHUH
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Bo epemsa neuenusn

[Tpu mosiBneHuu 00M, CIA0OCTH B MBIIIIIAX WIH CYAOPOT Ha (JOHE Tepanuu CTATHHAMHU CIIEIYET
oneHuth akTuBHOCTh K®K. Ilpu BbIsBIEHNM 3HAYUTEIBHOTO MOBBIMIEHUA aKTUBHOCTH KOK
(>5x BI'H) B oTCyTCTBHE MHTEHCHBHBIX (DU3UYECKHX HAIPY30K JICUCHUE CIICAYCT MPEKPATHUTb.
[Ipr TSHKENMBIX W BBI3BIBAIOIIUX €XKEIHEBHBIH TUCKOM(POPT MBIIMICYHBIX CHMITOMAX MOXKHO
paccMOTPETh BOIPOC O MPEKPALICHUH JIEUEHUs JaKe MPU OTCYTCTBUM MOBBILIECHUS aKTUBHOCTU
K®K < 5 x BI'H. IIpu nomo3peHnn Ha MUOTIATHIO T10 JIO00H APYrol MpUYuHE JEYCHHUE CIeIyeT
MIPEKPATUTb.

Hmerorcss odeHb peakue cooOmieHuss 00 HMMYHO-ONOCPEIOBAHHOM HEKPOTU3UPYIOLIEH
muonatun (MOHM) Bo Bpems uiu mocie Je4yeHuss HEKOTOPbIMM cTaTMHaMu. KimHuyecku
NOHM xapakrepu3yercs CTONKON MpPOKCHMAaTbHOW MBIIIEYHON CIa0OCThI0 M TOBBIIICHHON
akTUBHOCThI0O K®K CBIBOPOTKHM KpOBH, KOTOpas COXpAHAETCS, HECMOTpPs Ha IpEeKpaleHue
Tepanuu ctaTuHamu (cM. pazzaen 4.8.).

IIpn paspemieHMr CUMMNTOMOB M BO3BpamieHun akTMBHOCTM K®PK k HOpMaJIbHBIM 3HAa4CHUSIM
MO>KHO PacCMOTPETh BOMPOC O BO30OHOBJICHUH TE€PAIMK CTATUHAMU WJIM O Ha3HAYEHUU JAPYroro
CTaTHMHA B MUHUMAaJIbHOMU J03€ MO/ TIIATeIbHBIM HAOIIOICHUEM.

Bbonee Bbicokas yacToTa pa3BUTUSI MUONIATUM HAOIIOAANACh y MAllMEHTOB, Y KOTOPBIX /1032 Oblia
yBenuueHa 10 80 mr. PekoMeHayercs NMpoBOAWUTH MEPUOIUYECKYIO OIIEHKY akTUBHOCTH K®DK,
MOCKOJIBKY 3TO MOXET OBbITh MOJIE3HBIM JJIsl BBISBICHUS CyOKITMHUYECKUX Cy4aeB Muonaruu. B
TO K€ BpEMsI HET YBEPEHHOCTH B TOM, YTO TAKOW KOHTPOJb NPEIOTBPATUT PA3BUTUE MUOTIATHH.
Tepamnusi ciMBacTaTUHOM JIOJIKHA OBITh BPEMEHHO OTMEHEHA 3a HECKOJIbKO JTHEH 10 OOoJbLIMX
MJIAHOBBIX XUPYPrHUYECKUX OMNEpAM W TPU Pa3BUTHU TSDKEIBIX COCTOSHUM, TPEOYIOIMUX
TEpPaneBTUYECKOr0 UM XUPYPrUYECKOI0 BMEIIATEbCTBA.

Meponpusmus no CHUMNCeHUI0 PUCKa MUONAMUL, BbI36AHHOU 83AUMOOEUCMBUEM 1eKAPCNEEHHbIX
npenapamos (cM. paznen 4.5.)

Puck muonaTuu u paGaoMuoin3a 3HAYUTEIBHO BO3PACTAET MPH OJHOBPEMEHHOM IPUMEHEHUU
cUMBacTaTHHa ¢ MOIIHBIMU WHTHOUTOpaMu CYP3A4, Takumu Kak UTpaKoHa30J], KETOKOHA30I,
M03aKOHA30JI, BOPUKOHA30Jl, IPUTPOMUIINH, KIAPUTPOMHIIMH, TEIUTPOMUIINH, HHTUOUTOPHI
nporeazsl BHWUY  (manpumep, HenduHaBup), OouenpeBHp, TelanpeBUp, Heda3o0H,
JIEKapCTBEHHBIE TIPEMapathl, CoAepIKaIIue KOOUIHMCTAT, a TaKxKe reM(puOpo3ui, MUKIOCTIOPUH U
naHazon. llpuMeHeHHe STUX JIEKAPCTBEHHBIX IMpENapaToB BMECT€ C CHUMBACTaTUHOM
MPOTUBOMNOKAa3aHo (cM. pazaen 4.3.).

Puck pasButus wmuonmatuu U pabIOMHOIM3a TakXKe BO3pAacTaeT MpU OJAHOBPEMEHHOM

MNPpUMCHCHUN aMHuOJdapOHa, aMJIOAWIIMHA, BEpanmaMuiia WM AJUJITHA3€EMa C OIPCACICHHBIMU
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BO3pacTaTb MPH OJHOBPEMEHHOM IPHUMEHEHUH (Y3UJOBOH KHCIOTHI M CTaTUHOB (CM.
pa3nen 4.5.). YV nauueHToB ¢ TOMO3UIOTHOW CEMEMHON THIIEpPXOJIECTEPUHEMUEH TakOW pHCK
MOJKET BO3pacTaTh IPHU OJHOBPEMEHHOM MPUMEHEHUH JIOMUTANH/IA C CHMBACTaTUHOM.
CrnenoBatenbHO, uTO Kacaercss mHruoutopoB CYP3A4, npuMeHeHHEe CMMBacTaTHHA BMECTE C
UTPAKOHA30JI0M, KETOKOHA30J0M, I03aKOHA30JI0M, BOPHUKOHA30JIOM, UHTHOUTOPAMHU MPOTEA3bl
BUY (manpumep, HenduHaBHp), OOLENPEBUPOM,  TEIANPEBHUPOM,  IPUTPOMHIIMHOM,
KJIQPUTPOMULIMHOM, TEJIUTPOMHUIIMHOM, HE(Pa30d0HOM M JICKAPCTBEHHBIMU IIperapaTamu,
coJIepXKallMMH KOOHWIIMCTAT, MPOTHBOMOKa3zaHo (cMm. pazaen 4.3., 4.5.). Ecim npumeHeHus
MotHbIX MHruoutopoB CYP3A4 (mpenapatoB, kotopsle yBenumuuBaroT AUC (rutomianp moj
KPUBOW «KOHIIEHTPAIMSA-BPEMS») MPUOIU3UTEIBHO B 5 pa3 U BbIIIE) N30€KaTh HENb3s, TePaIHs
CUMBACTaTMHOM JIOJDKHA OBITh BPEMEHHO NpeKpalieHa (MU pacCMOTPEH BOMPOC Ha3HAYCHUS
Ipyroro craTMHa) Ha Bech IMepuoj JjedeHus. bonee Ttoro, HeoOXomuMo CoOOMIOAATH
OCTOPOXKHOCTb IIpM KOMOMHUPOBAHMM CUMBAcTaTMHa C JPYTMMH MEHEE MOILHBIMU
unruoutopamu CYP3A4: ¢paykonazonoMm, BepanaMuiiom, auituazeMom (cM. pasuen 4.2., 4.5.).
Crnenyet u3beraTb OJJHOBPEMEHHOTO NPHUEMa CUMBACTaTHHA U TPEUIIPPYTOBOTO COKa.
OnHoBpeMeHHOE MPUMEHEHHE CUMBAacTaTUHA U TeM(uOpo3uiia MPOTHUBOMOKA3aHO (CM. pa3/esibl
4.3.). B cBs3U ¢ MOBBILIEHHBIM PUCKOM MUONATHH U pabAOMUOIIN3A Y MALEHTOB, MOTYYarOIINX
CUMBAacCTaTMH BMecCTe C JApyruMu ¢QuOparamu, 3a ucCKIoYeHHeM QeHoduOpara, go03a
CUMBAcTaTHMHAa He JoJbkHa mpeBblmarh 10 mr B cytku (cm. pazgenst 4.2., 4.5.). Cuenyer
co0roaaTh OCTOPOKHOCTD NP Ha3HaueHuu ¢eHodubdpaTa U CHMBAaCTaTUHA, IOCKOJIBKY KaXKIbIN
U3 3TUX MpEernapaToB caM IO cebe MOKET BbI3bIBaTh Pa3BUTHE MUOMATHH.

CumBacTaTUH HENb3s Ha3HAYaTh OJHOBPEMEHHO C (y3UTOBOM KHCIOTOM B JIEKapCTBEHHOM
dbopMe 111 CUCTEMHOTO NMPHUMEHEHUs WU MPUMEHSITh B TeUeHUe 7 THEH IMociie OKOHYaHHS
neuenust ¢ys3unoBoit kucnoroil. Ecnu nmpuMenenue ¢py3uaoBoil KMCIOTH HEOOX0UMO, Tepamnus
CTaTUHAMHU JOJDKHA OBITh MPUOCTAHOBJICHA HAa BECh MEPHOJ JieueHUs (y3UIOBON KHCIOTOM.
Cy1miecTBYIOT cOOOIIEHUS O Ciydasx padamomMuoim3a (BKIt0Yas CIydan ¢ JIETaIbHBIM UCXOJI0OM) Y
NAIMEeHTOB, MOJYYAIOUUX coyeTaHue (Py3u70BOM KHCIOTHI M CTaTHHOB (cM. pasnensl 4.5.).
[TarueHTy crnemayeT pPeKOMEHIOBaTh HEMEIJIEHHO oOpamiaThCs K Bpady B CIIy4ae pPa3BUTHS
KaKuX-JIMOO CHUMITOMOB B BHUIE 00iM, OOJE3HEHHOCTH WM ClIabOCTH B MBIIIax. Tepamnus
CTaTHHAMU MOKET OBITh BO30OHOBJICHA YEPE3 CEMb JHEH MOCIE MOCIEAHET0 puemMa (Hy3u10Bon
KHCIIOTBI.

B HCKIIOUMTENBHBIX CUTYalMSIX TPH HEOOXOIUMOCTH JUIMUTEIHHOW CUCTEMHOW Teparuu
Gy3uI0BOM  KHCIOTOM, Hampumep, TMpPU  TOKEIBIX  HHPEKIUIX, I1eJIecCo00pa3HOCTh

OIHOBPCMCHHOTO IMMPUMCHCHUSA CHMBACTaTHHA U (bYSH,I[OBOfI KHUCJIOTBI OOJIDKHa OLICHUBATHCA B
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Crnenyer m3berath KOMOMHUPOBAaHHOTO MPUMEHEHHUS CHMBACTAaTHHA B J103aX, MPEBBIIIAIOLINX
20 Mr B CyTKH, BMECTE C aMHOIaPOHOM, aMJIOJJUITMHOM, BEPAIaAMUIIOM WJIH JHITHAZEMOM.

Y nDamuMeHToB C TOMO3WIOTHOW CEMEWHOW THIepXoJieCTepUHEMUeH cieayeT u30eraTh
KOMOMHHPOBAaHHOTO NPHUMEHEHHUsI CHUMBAcTaTMHA B J03aX, mpeBblmaromux 40 Mr B CyTKw,
BMECTE € JoMUTanuAoM (cM. pazzaeinsl 4.2.,4.3.,4.5.).

VY nanueHToB, KOTOpblE NPUHUMAIOT JPYTHE JIEKapCTBEHHbIE IIpernapaThl, 00Jaaarolue
yMepeHHBIM HHTHOUpYytonmM neiictBueM Ha CYP3A4, BMecTe ¢ cMMBAacTaTHHOM, Ha3HAYCHHBIM
B BBICOKHX J103aX, MOXET IOBBINIATbCA PUCK pa3BuTus muonatuu. [Ipu oIHOBpEeMEHHOM
NpUMEHEHHH CHUMBAacTatiHa ¢ ymepeHHbiMH uHrHOuTopamu CYP3A4 (mpenaparamu,
yBesmuuBatomumMu AUC npuOIM3UTEBHO B 2 — 5 pa3) MOXKET MOTPeOOBATHCS KOPPEKITUS O3B
cumBacTatuHa. Jlyig HEKOTOphIX yMmepeHHbIX MHruoutopoB CYP3A4, nanpumep, Auintuazema,
MaKcHUMaibHas peKoMeHayemMas 103a cuMBacTaTiHa paBHa 20 mr (cm. pazzaen 4.2.).
CuMBacTaTuH sIBISIETCS CyOCcTparoM 3¢ QIIOKCHOTO TpaHCIopTepa Oelka yCTOHYMBOCTH paka
monouyHo# >kene3bl (Breast Cancer Resistant Protein, BCRP). OnHoBpemenHOEe npHUMEHEHHE
[penapaToB, KOTopele ABisAt0TCS uHruouropamu BCRP (Takux kak, 3106acBup U rpa3orpeBup),
MOKET TPHUBECTH K TMOBBIIICHUIO KOHIICHTPAIMM CHMBAcTaTUHA B IUIa3ME€ KpPOBH M K
MOBBILICHUIO pUcKa Muonatuu. ClenoBaTeNbHO, CIEAYeT PacCMOTPETh BOMPOC O KOPPEKLUU
J103bl CUMBACTaTHHAa B 3aBUCUMOCTU OT Ha3Hau€HHOM 103bl. OJHOBpEMEHHOE NpPHUMEHEHHE
snbacBUpa M Tpa3olpeBUpa C CHMBACTAaTMHOM HE U3YY€HO; Yy TAllUEHTOB, KOTOpbIE
OJTHOBPEMEHHO IOJIy4yaroT Mpenaparhl, CoAepKalie 310acBUp U Tpa3oNpeBUp, U CUMBACTaTHH,
71032 CUMBacTaTHHa He JIOJIKHA MpeBbIaTh 20 Mr B CyTKH (cM. paznensl 4.5.).

Penxkue cnyyam wmuomnaruu/pabaomMuonuza ObUIM  aCCOLMMPOBAHBl €  OJHOBPEMEHHBIM
npuMeHeHneM UHruouTopoB ['MI'-KoA-penykTasbl U TUMUACHUKAIOIIUMU 103aMH (> 1 r/cyT)
HUAIMHA (HUKOTHMHOBOM KHUCIOTHI), KXl W3 TMpemapaToB caM MO cebe MOXKET BbI3bIBATH
MUOTATHUIO.

B knmHWMYeckoM wucciaenoBaHuM (MeawaHa Tieproja HaOmrojeHus 3,9 roma) ¢ ydJacTHeM
NAaIMEHTOB C BBICOKMM PUCKOM CEpAECYHO-COCYIUCTHIX 3a00JIEBaHMI C XOPOIIMM KOHTPOJIEM
yposust XC-JIITHIT Ha ¢one Tepanuun cumBactatuHoM 40 MI/cyT B KOMOMHALMU C 33€TUMHOOM
10 Mr mim 6e3 TakoBOrO He ObLIO BBISBIEHO JIOMOJHUTENBHOM MOJIB3bl B OTHOILIEHUU CEPJIEYHO-
COCYAMCTBIX MCXOJIOB IPH A00aBICHUH HHAIIMHA (HUKOTHHOBOM KHCIIOTHI) B JIUIHICHUKAIOIINX
nozax (> 1 r/cyr).

CrnenoBarenbHO, BpauH, pacCMaTpUBAIOIINE BOIIPOC O Ha3HAYEHWH KOMOMHHUPOBAHHOM Tepanuu
CHMBACTaTHHOM C JIMIHACHIKAIONIUMHU 103aMu (> 1 T/CyT) HHanMHA (HUKOTHHOBOUW KHUCIIOTHI)

WM IIpenapaTrtaMu, COACpKKallUMKU HUAllUH, JOJDKHBI TINATCJIbHO B3BCIIMBATH IMOTCHIUAIBHYIO
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MPU3HAKOB ¥ CHMIITOMOB B BUjE 00JIM, OOJE3HEHHOCTH WIH CI1a00CTH B MBIIIIAX, OCOOCHHO B
MIEPBBIC MECSIIBI TEPANTUU U TIPU YBEITUYCHUH JTO3BI TFOOOTO U3 MPEIapaToB.

Kpome Toro, B JaHHOM HCCIIEZIOBAaHUN YAaCTOTa MUOMATHH puOau3uTensHo coctaBuia 0,24 % y
nanreHToB u3 Kuras, momydaronux cumBactaTud 40 mr wim 33etumud/cumBactatul 10/40 mr,
B cpaBHeHUM C 1,24 % y nanuentoB u3 Kuras, KoTopble NpUHUMaJINU cuMBacTaTUH 40 Mr wiu
a3erumub/cumBactatua  10/40 Mr BMecTe ¢ HHKOTMHOBOH  KHCJIOTOW/JIapONUIPaHTOM
MoaudunrpoBaHnHoro BeICBOOOKACHUS 2000 Mr/40 mr. XoTs €IWHCTBEHHOW MOHTOJOHMIHON
MONYJISAIIUEH, OLICHUBAEMOW B 3TOM KJIMHHUYECKOM HCCJICIOBAaHWH, ObLTH KUTAHNIIbI, YIUTHIBAs
0oJiee BBICOKYIO YaCcTOTy MHUOMNATHU y ManuMeHTOB u3 Kutas B CpaBHEHHU C MallMEHTaMH HE
KUTANCKOTO TIPOMCXOXKIEHHUS, OJIHOBPEMEHHOE TPUMEHEHHE CHMBACTaTHHA C HUAIMHOM
(HMKOTHHOBOW KHUCJIOTOI) B JIMMTUJCHIDKAIOMIUX 103aX (> 1 r/cyT) y malyeHToB MOHTOJIOHIHOM
pachbl He pekoMeHayeTcs (cM. pazzaen 4.5.).

ALIMIIUMOKC CTPYKTYPHO CBsI3aH C HHAIMHOM. XOTS alUIHMOKC HE W3y4dajics, PHUCK
TOKCHYECKMX 3()(PEKTOB B OTHOIICHHHM MBI MOXET OBITh AHAJOTHYCH TAKOBOMY TIpH
MPUMEHEHNUN HUAIIMHA.

Jlanmomuyun

[Tpu ogHOBpemMeHHOM npuMeHeHnru uHruouTopoB I'MI'-KoA-penykrassl u gantoMunuHa Obuin
MOJIy4YeHbl COOOIIEHHsS O pa3BUTHMM MHUOMNATHUM W/WiaM pabnomuonuza. Crenyer coOmonaTh
OCTOPOXXHOCTh TpH HazHadyeHuH UHTuOuTOpoB ['MI-KoA-penykTasbl OJHOBPEMEHHO C
JAnTOMUILIMHOM, TaK Kak JIOOOW W3 STHUX areHTOB MPHU MPUMEHEHUU MO OTAEIHHOCTH MOKET
BBI3BIBATh MHOIATUIO W/WUaM padaomuonu3. CremayeT paccMOTpeTh BOIPOC O BPEMEHHOU
MPUOCTAHOBKE TMPUMEHEHUS] CUMBACTATUHA Yy MAI[UEHTOB, MPUHUMAIOIIUX JANTOMHUIMH (CM.
pasnen 4.5.).

Brusnue na newenw

B KJIMHWYECKHWX HMCCIIENOBAHUSIX Yy HEOOJBIIOTO YKCIIa B3POCIBIX IMAIMEHTOB, MMOJYYArOIINX
CHMBACTaTHH, OTMEYAJIOCh CTOMKOE TMOBBINIEHNE aKTUBHOCTH TPAHCAMHUHA3 B CBIBOPOTKE KPOBHU
(mo > 3 x BI'H). [Ipu oTMeHe uiiv BpeMEHHOM MPEKPaIIeHUH TepPaii CUMBACTATHHOM Yy ATHX
MAlMEHTOB  aKTUBHOCTh TpaHCAaMHHA3 OOBIYHO MEUICHHO CHHXalach JI0 ypPOBHS,
HaO0JTI0TaBIIETOCs 0 HaJalla JICYCHHUS.

Pexomenyercst mpoBOAUTH OLIEHKY (DYHKITMY MEYEHU J0 Havdasa JICYEeHHUs, a 3aTeM MPHU HATHIUHU
KIIMHUYECKHUX TMOKa3aHWi. Y MaIlMeHTOB, Y KOTOPBIX J03a Obuta yBenudeHa 10 80 mr, QyHKIIHIO
MEYeHU HEeO0OXOIUMO JOTIOTHUTEIHHO OIICHMBATHh MEpe] MOBBIIMICHUEM J03bI, uepe3 3 Mecsia
MOCJIE HETO M TIEPUOJIUYECKU B JajbHeleM (Hanpumep, | pa3 B mMoiroaa) B T€UEHUE MEPBOTO

roga JICUCHUSI. Ocoboe BHUMaHUE CICOyCeT YACATh NalUCHTaM, Y KOTOPBIX BO3HHUKACT
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(GYHKIIMM TIEUYEHU CIEAyeT OBICTPO TMOBTOPUTH W B JalbHEHIIEM BBINONHATH damie. Ecnm
AKTUBHOCTh TPaHCAMHUHA3 CBUJICTEIHCTBYET O MPOTPECCHPOBAHUU COCTOSHUS, OCOOCHHO €CIIH
oHa mnoBeimaercs 10 3-x BI'H u croiiko coxpaHsieTcs, CUMBACTaTUH CJIEAYET OTMEHUTb.
OOparuTe BHHMaHHE, 4YTO AaKTHUBHOCTHh ajaHuHaMuHOTpaHcdepasbl (AJIT) moxer ObITH
00yCJIOBJIEHA MTOPAXEHUEM MBILIEUYHOM TKaHM, 103TOMY pocT akTuBHOCTH AJIT B coueranuu c
noBbilieHHeM akTUBHOCTH KDK MokeT yka3pIBaTh HA MUOTIIATHUIO.

Cy1iecTBYIOT HEMHOTOYHUCIIEHHBIE [OCTPErHCTpalliOHHbIEe Cco00IIeHus o (daraapHOM U
He(daTalIbHON TEYEHOYHOM HEIOCTATOYHOCTH Yy MAIMEHTOB, MPUHUMABIIUX CTATUHBI, B TOM
YuCje CUMBAcCTaTUH. Eciu mpu ne4eHHM CMMBACTaTUHOM DPa3BHBACTCSl CEPhE3HOE MOpPAKEHUE
MIEYCHU, COTPOBOKIAIONICECS KIMHHYECKUMU CHUMIITOMAMH W/ THIICPOMINPYOMHEMHEH HITH
KENTYXO0H, HE0OXOAUMO Cpasy ke MPEeKpaTUTh Tepanuto. Eciu He ycTaHOBIIEHA Apyras IpUYnuHa
MOpaXCHUsI IEYEHH, TePanusi CHMBACTATHHOM He JI0JKHA BO30OHOBIISITHCS.

VY nanueHToB, KOTOpbIE MOTPEOIISAIOT 3HAYUTEIBHOE KOJIMYECTBO AJKOTOJs, Mpernapar cleayer
MCIIO0JIB30BaTh C OCTOPOKHOCTHIO.

Kak u npu npuMeHeHu: IpYrux JUMUICHIKAIOIUX IPernapaToB, MPU TEPauu CHMBACTaATUHOM
omnucaHbl cinydau yMepeHHoro (< 3 x BI'H) noBbllieHns akTHBHOCTH TPaHCaMUHA3 B CHIBOPOTKE
KpOBU. DTH U3MEHEHUSI BOSHUKAIIM BCKOPE MOCTE Havaga Teparniui CHUMBACTATHHOM, YacTO OBLITH
MPEXOIANUMHU, HE COMPOBOXKIAIMCh HUKAKUMU CHUMITOMAMH M HE TpeOOBaM TMpephIBaHUS
JICYCHMUS.

CaxapHuuii ouabem

Hexotopeie maHHBIE CBUIETEIBCTBYIOT O TOM, YTO CTAaTUHBl KakK KJIAcC TIOBBIIIAIOT
KOHIIEHTPAIIMIO TIIOKO3bI B KPOBH, @ Y HEKOTOPBIX MAIMEHTOB C BBICOKUM PHUCKOM Pa3BUTHS
caxapHoro nuabera CTaTMHBI MOTYT MPUBOIUTH K Pa3BUTHIO TAKOTO YPOBHS TUIEPTIUKEMUH,
pu KOTOpOM (hOpManbHO JOJKHBI ObITHh HA3HAYEHBI CaXxapOCHWXKAIOIIME Mmpenaparsl. B To xe
BpEeMsI, 3TOT PUCK TIEPEBEIIMBACTCS CHIKEHUEM COCYIUCTOTO PUCKA MPU MPUMEHEHUH CTaTHHOB
W, CJIEIOBATEIbHO, HE JOJKEH OBITh MPUYMHOW TpPEKpalleHus Tepanuu. [larueHTsl ¢ puckomM
pa3BUTHUSA caxapHOTo nuadera (KOHIIEHTpAIUs TIIOKO3bl HATOIIAK OT 5,6 10 6,9 MMOIB/1, UHIEKC
Maccel Tena > 30 Kr/M2, MOBBINIEHHBI ypoBeHb T, apTepuanbHas TUNEPTEH3Hs) TOJKHBI
KOHTPOJIMPOBATHCS KaK KIMHUYECKH, TaK U OMOXMMHUYECKH B COOTBETCTBHH C HAIIMOHAJIBLHBIMHU
PEKOMEHIAITHSIMH.

Humepcmuyuanvuvie 3a601e6aHUA 1€2KUX

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

[Ipu3HakaMyu WHTEPCTUIHAIBHON OO0JIE3HH JIETKUX SBJISIOTCSA OJIBIIIKA, HEMPOAYKTHUBHBIN
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nuxopaaka). [Ipy momo3peHnn Ha pa3BUTHE UHTEPCTUIIMATIBHOTO 3a00JIeBaHUS JIETKUX Teparus
CTaTHHAMH JIOJKHA 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 Yy4acTHEM MaJbYMKOB-TIOJPOCTKOB cO cragueil pa3sutus Il u
BbIIlIe 1O Kiaccudukauuu TaHHepa M AEBOYEK, Y KOTOPBIX MPOLUIO HE MEHEEe OJHOTO roja
Mocjie HACTYIUIGHHS MEHapxe. Y IalHeHTOB, IMONYYaBIIMX CHUMBACTATHH, NTPOGUIHL
HEXEJATENIbHBIX SIBJICHUM B 1IEJIOM OBUI CXOJHBIM C TaKOBBIM Yy TAIMEHTOB, MOJYYaBIIUX
iane0o.
Jo3bl cBbimie 40 Mr B JaHHOM NOMyNALMM TAlMEHTOB HCCIEAOBaHbI He Obu. B 3TOM
OTPAaHUYEHHOM KOHTPOJUPYEMOM HCCIEOBAHUU HE OBUIO BBISBICHO MOATBEPKICHUS BIIHSHUS
mpenapara Ha poCT WJIH MOJOBOE CO3PEBAHME JIEBOUEK U MAJIBYMKOB MOAPOCTKOBOIO BO3PACTa,
WM BIIMSHUSA HA TPOJOKUTEIHLHOCTS MEHCTPYAIBHOTO IIMKJIA Y IEBOYEK TaKXKe HE 0OHAPYKEHO
(cM. pasmenst 4.2., 4.8, 5.1.). [eBymkaMm-moApocTKaM cieayeT OOBACHATh HEOOXOAMMOCTh
MPUMEHEHHUS COOTBETCTBYIOIIUX METOJOB KOHTpAIEMIIUA BO BpeMs TEepalul CUMBACTaTUHOM
(cm. paznenst 4.3., 4.6.). Y namuentoB B Bo3pacte < 18 set 3¢p(HeKTUBHOCTh U 0€30MaCHOCTh
npenapara npu MOPOAODKUTENBHOCTH JiedueHuss > 48 Helaenb HEU3BECTHA, JOJTOCPOYHbIE
3¢ ¢deKkThl B OTHOMIEHWH (PU3MYECKOTO, HHTEIIEKTYalbHOTO W TIOJIOBOTO CO3pPEBAaHUS HE
u3ydeHsl. MccienoBanus mo NpUMEHEHUIO CUMBAcCTaTHHA y TAIueHTOB Miafmie 10 jeT, a Takke
y JIeTeil nmpenyoepTaTHOTO BO3pacTa U ACBOYEK B IpeMEHapXe HE MTPOBOIAIIHUCE.

BcnoMorarenbHEIE BEIIECTBA

[Ipemapar conepxut nakrto3y. IlamueHTam ¢ peako BCTpevarollelcs HAclEICTBEHHOU
HENEPEHOCHUMOCTBI0  TajlakTO3bl,  JEQUIMTOM  JIaKTa3bl WM  T[JIFOKO30-TaJlaKTO3HOU
MajbaObcopOIMelt He ClielyeT MPUHUMATh 3TOT IIpermapar.

4.5. B3zauMmopeiicTBHe ¢ APYrMMH JeKapCTBEHHBIMH MpenapaTaMd W JApyrue BHbI
B3aMMO/EHCTBHUA

MHorouuncieHHble MEXaHU3Mbl MOTYT CIIOCOOCTBOBAaTh IMOTEHIMAILHOMY B3aWMOJEUCTBUIO C
unruoutopamu I'MI'-KoA-penykrassl. JlekapcTBeHHbIE CpEACTBA UM IPOAYKTHI PACTUTEIHHOTO
IOPOMCXOXKACHUS, WHIHOUpYIOIUME OmnpeseNeHHble (QepMeHThl MeTabonu3Ma (Hampumep,
CYP3A4) u/unmu tpancnoprepsl (Hanpumep, OATP1B), moryr yBennuuBaTh KOHIIEHTPALUIO
CUMBACTaTHHA U TUAPOKCUKHCIOTHI CHMBACTATHHA B IJIa3M€ KPOBH U NIPUBOAUTH K IOBBIIICHHIO

pHUCKa pa3BUTHUSI MUOTIATHH/padIoMUOIH3a.
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[TpoTuBoONIOKa3aHa CONYTCTBYIOLIAS TEPAIMS CIEAYIOLIMMU JIEKAPCTBEHHBIMU CPEICTBAMU:
Mownvle uneubumopwt uzogpepmenma CYP3A4

CumBacratun Metabonusupyercst uzopepmentom CYP3A4, HO He HMHTHOMpYeT aKTUBHOCTH
3TOro u3ohepMeHTa. DTO MO3BOJSET MPEANON0KUTh, YTO MPUEM CHMBACTaTHHA HE OKa3bIBaeT
BIIUSTHUSL HA KOHIIEHTPAILIMIO B TJIa3Me KPOBH JICKAPCTBEHHBIX CPEACTB, META0OIU3HPYIOIIUXCS
non aeiictBueM nzopepmenra CYP3A4.

Momnabie nHrHOUTOpH! M30hepmenTa CYP3 A4 yBeInunBaIOT pUCK Pa3BUTHS MHOIIATUH 32 CUET
CHI)KEHHSI CKOpPOCTH BbIBeJCHHUS cuMBacTaTuHa. OJHOBPEMEHHOE NPUMEHEHHE MOIIHBIX
uHrnouropoB uzodepmenta CYP3A4 (Hanpumep, HTpakoHa30J1a, KETOKOHA30J1a, T03aKOHA3071a,
BOPHUKOHA30J1a, JPUTPOMHUIIMHA, KIAPUTPOMHIIMHA, TEIUTPOMHIIMHA, WHTHOUTOpoB BUU-
poTeasbl, OoLeNpeBupa, TenanpeBrupa, Hea3oqoHa, IpenapaToB, CoOASPKAIIMX KOOULIUCTAT) U
CHMBAacCTaTHHA MPOTUBOIIOKAa3aHo (cM. pazzaeinsl 4.3., 4.4.).

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

I[DVTI/IG JICKAPCTBCHHBIC B3aHMOI[eI>'ICTBH$I

Hpyaue gpudbpamoi

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

Puck pa3BuTHsS MHONATHH/PAOIOMUONIA3a TIOBBIIIACTCS TPH OJHOBPEMEHHOM MPHUMECHECHUU
aMHUOJIapoHa C CHMBAaCTaTUHOM. B KIMHHYECKOM HCCIE0OBaHUU YacTOTa PA3BUTHUS MHOIATHH Y
MAIMEHTOB, MPUHIUMABIINX OJTHOBPEMEHHO CUMBACTaTHH B 03¢ 80 MI' U aMHOJIapOH, COCTaBUIIa
6 % (cMm. paznensi 4.2., 4.4.).

brokamopul «medneHHbIX» KaTbYUesblX KAHAI08

Puck pa3Butus MHONATHH/PaOAOMUONM3a 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
MPUMEHEHUH JIOMUTANH/Ia C CHMBACTaTUHOM (CM. pasznensi 4.2., 4.4.).

Ymepennvie uneubumopur uzogpepmenma CYP3A4 (nanpumep, OpoHedapoH)

[Ipu omHOBpEMEHHOM NPUMEHEHHH TPENapaToB, OO0JANAOIMIMX YMEPEHHOW WHTHUOMPYIOMIEH

aKTHBHOCTBHIO B oTHomeHWu u3zopepmeHnta CYP3A4, m cumBacratmHa, OCOOCHHO B OoJjiee
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OJTHOBPEMEHHOM TPHUMEHEHUH CHMBACTaTUHA M YMEPEHHBIX MHTHOUTOPOB H30(EpPMEHTOB
CYP3A4 moxer moTpeGoBaThCS CHUKEHUE J103bI CUMBACTATHHA.

Panonazun (ymepennwiii uneuoumop uzogepmenma CYP3A4)

[Ipy ogHOBpEeMEHHOM NPUMEHEHHWU paHOJa3WHA W CHMBACTaTHHA MOKET MOBBICUTHCS PHUCK
pa3zButus muomnartuu (cMm. pasgen 4.4.). [Ipy ogHOBpEMEHHOM NPUMEHEHUU CHMBACTaTHHA U
paHoJIa3uHA MOXKET NOTPEeOOBATHCS CHUKEHUE J103bI CUMBACTATHHA.

Hneubumopor mpancnopmuoeo beaxka OATPIBI

['mapokcuKucIOoTa CUMBAacTaTUHA SBIAETCS cyOcTparoMm TtpaHcrnopTHoro Oenka OATPIBI.
OnHOBpEeMEHHOE NMPUMEHEeHHe HHTHOUTOpoB TpancnopTHoro Oenka OATP1BI1 u cumBactatuna
MOJKET MPUBECTU K YBEJIUYECHUIO MJIA3MEHHOW KOHUEHTPALUU T'MIPOKCUKHUCIOTH CHMBAcTaTUHA
Y TIOBBIIICHUIO PUCKA Pa3BUTHS MHOIIATUH (CM. pa3zaensl 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 CHMBACTaTHHA WM TMOBBILICHUIO
pHUCKa pa3BUTHUS Muonatuu. [Ipu oAHOBpEeMEHHOM MPUMEHEHUU CMMBACTaTHMHA U MHTUOUTOPOB
BCRP mosxeTt motpeboBaThCsi KOPpeKIHs A03bI mpenapara (cM. pazaenst 4.2., 4.4.).
Hukxomunosas kucroma (ne menee 1 2 6 cymku)

[Ipy ogHOBpeMEHHOM MNPUMEHEHHHM CHMBACTaTHUHA W HUKOTHHOBON KHCJIOTHI (HUAIlMHA) B
JUMUAJCHWKAIOIINX J03aX (He MeHee 1 I B CyTKM) ONHCAaHbl pEIKHE CIydau pa3BUTHS
Muonatuu/padnomuonusa (cm. pazuen 4.4.). B ¢dapMakOKMHETHYECKOM HCCIEIOBAHUU TPU
OJIHOBPEMEHHOM TMPHUMEHEHUU OJHOKPAaTHO 2 T HUKOTHMHOBON KHUCIIOTHI 3aMEJIEHHOTO
BBICBOOOXKJICHUsSI M CHMMBacTaTHHa B 03¢ 20 Mr HaOlI0/al0Ch HE3HAUUTENBHOE YBEIMYEHUE
AUC cuMmBacTaTHHa U THUIPOKCHKHCIOTHI CHUMBAcTaTWHA, a Takke Cmax THAPOKCHUKUCIOTHI
CMMBAcCTaTHHA B TUIa3Me KpoBH (cM. pazzen 4.4.).

@y3udosas kucioma

[Tpu opHOBpeMEHHOM NpUMEHEHHUH (PY3UT0BOM KHCIOTHI U CUMBACTATHHA MOXET TMOBBICUTHCS
PHUCK pa3BUTHS MUOIIATHH (CM. paznen 4.4.).

Konxuyun

[Ipy oJHOBpeMEHHOM NPUMEHEHHHM KOJIXMIIMHA U CHMBACTaTHHA y MAalMEHTOB C TOYEYHOMN
HE/IOCTaTOYHOCTHIO ~ OMHMCAaHBl ~ CIIyyad pa3BUTHs MuomaTuu U pabaomumonusza. Ilpu
KOMOMHHPOBAHHOW Teparuy JaHHBIMU MpenapaTaMu TaKue MalieHThl JOKHBI HaXOUTHCS IO

THIATETHHBIM HAOJI0ICHHEM Bpaya.
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Jueoxcun

OnHOBpeMEHHOE NPUMEHEHHE JUTOKCMHA M CHMBACTaTMHA Yy 3/J0POBBIX J0OpPOBOJIBLIEB
NPUBOAMIIO K HEOOIbIIOMY MOBBIIIeHUIO (MeHee 0,3 HI/MIiT) KOHIIGHTPALUU AUTOKCHHA B TIJIa3Me
KpPOBH, U3MEPEHHON METOJOM pPaJMOMMMYHHOIO aHaiu3a, M0 CPaBHEHHUIO C OJHOBPEMEHHBIM
MPUMEHEHHUEM JUTOKCUHA U I11anedo.

Cekxsecmpanmul HCeNYHbIX KUCTIOM

[Ipy 0AHOBPEMEHHOM NPUMEHEHUU CEKBECTPAHTOB KEJIYHBIX KUCJIOT U CHUMBACTaTMHA MPUEM
CUMBACTaTHHA JOJKEH OCYIIECTBIATHCA WM 3a 2 yaca /10, WM uepe3 4 yaca mocie mnpuema
CEKBECTPAHTOB KEIYHBIX KUCIOT (CM. paznen 4.2.).

Pugpamnuyun

B cBsi3u ¢ TeM, 4TO pudaMIUIMH SBISETCS MOIIHBIM HHIyKTOpoM u3odepmenta CYP3A4, y
MAIMEHTOB, MOJYYAIOUIUX JOJTOCPOYHYIO Tepamnuio puaMmUIMHOM (HAIIpUMEp, JeYEeHUE
TyOepKyne3a), MOXKeT Ha0moaaTbCs CHUKEHHEe dJ(PQPEeKTUBHOCTH cHUMBacTaTuHa. B
(hapMaKOKMHETUYECKOM  HCCIEAOBAaHUU Yy  3J0pPOBBIX  J100OpoBosbileB 3Hauenue AUC
THJIPOKCUKUCIOTHl CUMBAaCTaTHHA MPH OJHOBPEMEHHOM NMPUMEHEHUH ¢ pUPaMIMINHOM OBLIO
cHIKeHO Ha 93 %.

Jlanazon

[Ipy opgHOBpEMEHHOM NPUMEHEHUHU JaHa30jla U CHMBAcTaTMHA BO3pPAacTaeT PHUCK pPAa3BUTHUS
MHUOMATUN U pabJOMHUONN3A, TAKUM 00pa30M, OJHOBPEMEHHOE NMPUMEHEHHE CHUMBAcTaTHHA U
JaHa30Jia MPOTUBOMOKa3aHo (cM. pa3aensl 4.3., 4.4.).

Henpsamvie aumuxoazynanmol (npouzeo0Hvle KyMapuHa)

CumBactatun B Jo3e 20 — 40 Mr B cyTku mnoTeHIUpyeT 3¢G(EeKT KyMapHUHOBBIX
AQHTUKOAryJssHTOB:  IPOTPOMOMHOBOE  BpEMs,  ONPEIEIIEHHOE  KaKk  MEXJIyHapOoJHOe
HopMmanu3oBaHHoe oTHouieHne (MHO), Bo3pactaer ot ucxomHoro ypoBHs 1,7 mo 1,8 y
3JI0pOBBIX JOOPOBOJIBIIEB U OT 2,6 110 3,4 y MAIMEHTOB C TUIEepXoJIeCTepUHEMUEH. Y NalueHToB,
NPUHUMAIOIIMX  KYMapHHOBBIE  AHTUKOATyJSHTHI, MPOTPOMOMHOBOE  BpeMs  JIOJKHO
OTIpeeNAThCS /10 Hayala Tepaluy CHUMBACTaTUHOM, a TakXKe€ JIOCTATOYHO 4YacTO B HaudalbHBIN
NEepPHUOJI JICYEHUS JIJISl UCKITFOUEHHS 3HAUUTEIbHBIX M3MEHEHUI JaHHOTo nokazarens. Kak Toiapko
nocTuraetcs crabuibHbIM nokazatens MHO, ero nanpHeiiiee onpeeneHue cieayeT NpoBOAUTh
C MHTEpBaJlaMM, PEKOMEHIYEMbIMH [UIsl KOHTPOJS MAalMeHTOB, MOJYYAOIUX TEeparnuio
aHTUKoaryiasHtamu. Ilpu wu3MeHeHHM 03Bl CHUMBAcTaTMHA WM €ro OTMEHBl TaKke
PEKOMEH/YeTCS DPErysipHOe HU3MEpEeHHE MPOTPOMOMHOBOIO BpEeMEHH. Y MalUEHTOB, HE
MPUHUMABIINX aHTUKOATYJISTHTHI, TEPANUs CUMBACTaTHHOM He ObLTa CBsi3aHA C BOBHUKHOBEHUEM

KPOBOTEUEHHUH UM U3MEHEHUSIMU IPOTPOMOUHOBOTO BPEMEHHU.
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Jlanmomuyun

[Tpu onHOBpeMeHHOM npuMeHeHud HHruouTopoB ' MI'-KoA-peayKkTa3sl 1 JanTOMHUIIMHA MOXKET
MOBBICUTBHCS PUCK PA3BUTUSL MHONIATUN W/HITK pabaoMuoinu3a (cM. paszaens 4.4.).

Jlpyrue BUILI B3aUMOJICHCTBUA

Cok rpeitndpyra coaep>KUT OJUH UIH 00JIee KOMIIOHEHTOB, KOTOPbIE HHIHOUPYIOT U30()EPMEHT
CYP3A4 wu MOryr T1OBBICUTh KOHLEHTpAlMi0O B IUIa3M€ KpPOBU  IIPenaparos,
meTtabommsupytommxcs uzopepmerrom CYP3A4. Tlpu ynorpebneHHMM coka B OOBIYHOM
konudectBe (1 crakan 250 mut B JIeHb) 3TOT 3G (HEKT MUHUMAIBHBIN (HAOIIOAAeTCsl YBEIIMUCHUE
akTUBHOCTH UHruOUTOpOoB ['MI'-K0oA-penykrassl Ha 13 % npu ouenke no 3nayennto AUC) u He
UMeeT KIMHUYIecKoro 3HadeHus. OHAKO yroTpeOieHne coka rpeindpyra B OOIBIIHX 00beMax
3HAQYMTEJIBHO NOBBIAET akTUBHOCTE ['MI'-KoA-penykraspsl B ma3me KpoBu. B ¢Bs3u ¢ 3TUM
HeoOXxoauMo u30eraTh ymorpeOiieHus coka rpeindpyra mpu Tepanuu CUMBACTaTHHOM (CM.
pasznen 4.4.).

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JAKTALMS

bepeMeHHOCTB

CuMBacTaTUH NPOTHBOIIOKa3aH OepeMeHHBIM. Tak Kak Oe30MmacHOCTb Al OepeMEHHBIX He
JI0Ka3aHa, U HET JaHHBIX, YTO JICYEHHWE CHUMBACTAaTUHOM BO BpeMsl OEpEeMEHHOCTHU MPUHOCHUT
OYEBHWIHYIO TOJB3Y, MPUEM IMpenapara cieAyeT HEeMEJICHHO MPEKpaTUTh MPU HACTYIJICHUU
6epemenHoctu. CHMBAcTaTUH CllelyeT Ha3HadyaTh JKEHIIMHAM JETOPOJHOTO BO3pAcTa TOJIBKO B
TeX ClydYasX, KOTJa BEpOSITHOCTh OEpEeMEHHOCTH O4YeHb Mana. [IpuMeHeHne cuMBacTaTHHA BO
BpeMsi OEpeMEHHOCTH MOXET CHHU3MTh KOHIEHTPAIMI0 MeBaloHaTa (MPEIIIECTBEHHUK B
OMocuHTE3€ XOJecTepuHa) y IIojaa. ATEpOCKIepo3 SBISETCS XPOHHUECKUM 3a00JIeBaHUEM, U
OOBIYHO TIpEeKpalleHne MpUeMa TUIMOJUMUIEMUYECKUX TPEnapaTtoB BO BpeMsi OEpEMEHHOCTH
OKa3bIBa€T HE3HAUMTENIbHOE BJIMSHUE Ha JOJITOCPOYHBIE PHCKH, CBSI3aHHBIE C MEPBUYHOMU
runepxosiecTepuHeMueii. B cBs3u ¢ 3TUM mpemapar He JOJKEH MNPUMEHSThCA Yy >KCHILMH,
KOTOpbIe OEpEeMEHHBI, MBITAIOTCS 3a0epeMeHeTh WJIM TMOJ03PEBAIOT, YTO OHU OCPEMEHHBI.
Jleyenue mpenapaTtoM JOJKHO OBITh MPUOCTAHOBJIEHO HAa BECh CPOK OEPEMEHHOCTH WJIU IOKa
OepeMeHHOCTh HE JAMArHOCTUPOBAHA, a cama JKEHIIMHA TMPEeAyNnpekJIeHa O BO3MOXKHOMN
OMmacHOCTH U1 ioaa (cm. pazzaen 4.3.).

JlakTanus

JlaHHbBIE O BBIJCIICHUM CHMBACTaTHHA W €T0 META0OJIMTOB C TPYAHBIM MOJOKOM OTCYTCTBYIOT.
[Tpr HEOOXOAMMOCTH HA3HAYECHHs Tperapara >KeHIIMHE B MEpPHOJ TPYIHOTO BCKapMIMBAHUS
CJeyeT yUUThIBATh, YTO MHOTHE JIEKAPCTBEHHBIE MPENAPAThI BHIJIEISAIOTCS C TPYIHBIM MOJIOKOM,
U HMMEETCS Yrpo3a pa3BUTHs CEpbE3HBIX HEONaronpusATHBIX peakuuil. Bcmeacrsue storo B

NepUo TPYAHOT0 BCKApMIIMBAHUS MPUEM Mpernapara cieayeT NPeKpaTuTh.
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DepTHILHOCTE

I[aHHBIe O BJIMAHHMH CUMBAaCTaTHHA Ha q)epTI/IJIBHOCTB Y KCHIIUH OTCYTCTBYIOT. CHuMBacTaTHH HE
OKAa3bIBACT BIUSHUS Ha (EPTUIBHOCTD y KPBIC MYKCKOTO M KEHCKOTO TI0Ja.

4.7. BausiHue HAa CMOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CPeACTBAMH M PadoTaTh €
MeXaHU3MaMHu

CuMBacTaTMH HE OKa3blBa€T WJIM OKa3blBaeT HE3HAYUTEIbHOE BIMSHUE Ha CIOCOOHOCTh
YIPaBJIATh TPAHCIOPTHBIMU CPEACTBAMH M paboTaTh ¢ MeXaHM3MaMH. TeM He MeHee, Npu
yIpaBiIeHUHN TPAHCIIOPTHBIMH CPEJCTBAMU UM paboTe ¢ MexaHU3MaMHu, ClelyeT IPUHUMATh BO
BHHMaHUE, YTO B MOCTPErHMCTPAIIMIOHHOM IEpUO/ie COOOIIANIOCh O PEAKUX CIydasX pa3BUTHS
TOJIOBOKPYKEHUS.

4.8. HexenarejibHbIEe peakuuu

Pesrome nmpoduisg 0e3onacHOCTH

CuMBacTaTuH B LEJIOM XOPOIIO MEPEeHOCUTCS, U OOJBIIMHCTBO HEXKEIATENbHbIX peaKIUi
SBIISIIOTCST cNTa00 BBIPAKEHHBIMU M Tpexoasmumu. Menee 2 % MalnnMeHTOB, MPUHUMABIINX
ydyacTueé B KIMHUYECKUX HCCIICJJOBAHMUSX, NPEKPAaTHWIM JICYEHHE B CBA3M C pa3BUTHEM
HE)KEJaTeNIbHBIX SIBICHUHN, CBOMCTBEHHBIX CUMBACTATHUHY.

B npeaperucTpalMOHHBIX KIMHUYECKUX HCCIEIOBAaHMAX HEXENaTeJIbHBIMU  SIBICHUSIMH,
BO3HUKABIIMMHU C 4YacTOTOM He MeHee 1 %, KOTOphle OLIEHUMBAINCh HCCIEIOBATEISIMU Kak
BO3MOXKHO, BEPOSITHO WJIM ONPEJEIIEHHO CBSI3aHHBIE C MPUEMOM CHMBAcTaTHUHA, ObUIM 0OJb B
KHUBOTE, 3a10p U METEOpU3M. J[pyruMu HexelaTeNbHbIMU SBJICHUAMHU, BOSHUKAaBIIMMHU y 0,5 —
0,9 % narnueHToB, OBUIM ACTEHHS U T'OJIOBHASA 0OJIb.

Nmenuck penkue cooOIIeHUsI 0 pa3BUTUU MUoNaTHH (cM. pazaen 4.4.).

B xnnnnueckom uccnenosanuu (HPS), B koropom 20536 nmanueHTOB MpUHUMAIU CUMBAcTaTUH
(n = 10269 manuenTtoB) B A03e 40 mr B cyTku wiu mianedo (n = 10267 manueHToB) B TEYCHUE B
CpeaHeM 5 JIeT, XapakTep HeXenaTeJIbHbIX SBJICHUN ObUI CXOJHBIM B IpYIax CUMBAcTaTHHA U
miane6o. YactoTa npekpalieHus Tepanuy BCJeACTBUE Pa3BUTHS HE)KeIaTeIbHBIX SBJICHUM Oblia
TaK)ke cornoctaBuma B JByX rpynnax (4,8 % B rpynne cumBactatuHa u 5,1 % B rpymme
wiane6o). Yacrora pa3BUTHS MUONATHUU y NAIMEHTOB, NMPUHMMABIIMX CHMBACTAaTHUH, ObLIa
menee 0,1 %. [ToBbIlIIeHNE aKTUBHOCTH «II€YEHOYHBIX» TpaHCaMKHa3 (Oosiee ueM B 3 paza BblIlIe
BI'H, noarBepkaeHHOE MpU MOBTOPHOM HccienoBaHuM) Habmoganocs y 0,21 % mnamueHToB
rpynnsl cumBacTatiHa Uy 0,09 % nmanueHToB rpymnisl miamedo.

PesromMe HexenaTeabHbIX PeaKIil

Ectp COO6I_I_ICHI/I$I 0 BOBMOZKHOCTHU pa3BUTUSA CIICAYIOIIUX HEKCIATCIbHBIX SIBJICHHM: OU€Hb 4aCTO

(> 1/10), gacro (= 1/100, vo <1/10), meuacro (> 1/1000, Ho <1/100), penko (> 1/10 000, HO
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OIICHUTh HEBO3MOXKHO).

Hapywenus co cmoponbl Kposu u ium@amuiecKol cucmemsi.

pENKO — aHEMHUSI.

Hapywenus co cmopoHbl UMMYHHOU CUCTIEMbL.:

peIKO — CHHJIPOM THIEPUYYBCTBUTEIBHOCTH, KOTOPBIA MpPOSBISUICS — aHadMIaKcuei,
AQHTMOHEBPOTUYECKUM  OTEKOM,  BOJYAHOYHONOZOOHBIM  CHHIPOMOM,  pPEBMAaTUYECKON
HOJUMMAITUEH, J1€pPMAaTOMUO3UTOM, BACKYJIMTOM, TPOMOOLMTONEHHUEH, 303MHO(UINEH,
YBEJIMYEHUEM CKOPOCTH OCEIaHUsl SPUTPOLUTOB, apPTPUTOM, apTPAITHSAMM, KpalHuBHHULEH,
(OTOUYBCTBUTEIBHOCTBIO, JINXOPAIKON, «IIPUIMBAMU» KPOBU K KOXKE JIMIA, OJBIIIKONW U 0O0LIeH
CJIa0OCTBIO;

oueHb peako — pazputue MOHM (ayroummyHHOM Muomatuu), OOyCIOBICHHOH NpUEeMOM
cratuHoB. MMOHM xapakrtepusyercss ciabOCThbI0 NPOKCHUMAJIbHBIX MBI M IOBBIIIEHHON
akTUBHOCTHI0O KDK B CHIBOPOTKE KPOBH, KOTOPbIE COXPAHSIOTCS, HECMOTPSL HA OTMEHY JIEUEHUS
ctatTuHoM. Ha Ouornicum Mblmin BHIHA HEKPOTH3UpYIOLIas MHUonaTHs 0e3 3HAYUTEIbHOIO
BOCMAJICHUA. YIIydllleHHe HalOJoJaeTcss MpH Tepanuy MMMYHOAEIPECCUBHBIMM IpenapaTaMmu
(cm. pasznmen 4.4.).

peAKO — KOTHWUTUBHBIE HapylleHUs (HalpuMep, pa3jiuyHble HapylIeHUs MOaMsITH —
3a0bIBUMBOCTh, CHIIKEHHE TMaMATH, aMHE3Us, CIYTaHHOCTb CO3HaHUs), CBSA3aHHBIE C
NPUMEHEHUEM CTaTUHOB. J[aHHBbIE KOTHUTHBHbBIE HapyLIeHHs OBLIM 3aperUCTPHUPOBAHBI IPH
npueme Bcex cTaTuHOB. CooOlLIeHHs B LElIOM ObUIM KiacCU(UIMPOBAHbI KaK Hecepbe3HbIE, C
Pa3IUYHON JJIUTENBbHOCTBIO JI0 TMOSBJIEHHUS CUMOTOMOB (OT 1 CYTOK /10 HECKOJBKHMX JIET) U
BpEMEHEM UX pa3pelieHus (Meauana 3 Hezaenu). CUMOTOMBI ObUTM OOpAaTUMBIMU U IIPOXOMIN
I10CJIE OTMEHBI TEPANUU CTATHHOM.

Hapywenus co cmopoHul HepsHOU cucmembl:

pENKo — roJIoBOKpYyKeHue, neprudepudeckas HeWponarTus, HapecTe3ns;

OYCHb PEJKO — OECCOHHUIIA;

4acTOTa HEU3BECTHA — JIEIIPECCHSI, MUACTEHMSI TPABHC.

Hapywenus co cmoponvl opeana 3penus:

4acTOTa HEU3BECTHA — IJ1a3Hasi MUACTEHHUS.

Hapywenus co cmopoHbl 0bixamenbHOU CUCeEMbL, OP2AHO8 2PYOHOU KIIeMKU U CPEOOCMEeHUs.:
4acTOTa HEU3BECTHA — MHTEPCTUIMATIbHOE 3a00JIeBaHHUE JIETKUX.

Hapywenus co cmoponbl diceny0ouHo-KuuedHo20 mpaKkma.

PENKO — IUCHEINCHs, TOIIHOTA, PBOTA, AUapes, HaHKPEaTUT, TeNaTUT/ KeNTyXa;

OueHb penKo — (hatanbHas U HedaTanbHas IEYCHOYHAs] HEJOCTaTOUYHOCTbD.



oT 17.04 2026 Nz 7937

(NOCNEOOBATENEHOCTE 0001)

COOTBETCTEYET 2KCNEPTHOMY O TI‘ZEOT Y

Hapymeﬂu}z CO CMOPOHbL KOJMHCU U NOOKONCHBIX MKAHEU.:

PENKO — KOYKHAs ChlIlb, KOXKHBIN 3y, AJIOTELIHSL.
Hapywenus co cmopoHvl MbluteyHotl, KOCMHOU U COCOUHUMENbHOU MKAHU:
PENKO — MUAJITHSI, CyIOPOTH MBIIIL, pabOMHUOIIN3;
4acTOTa HEU3BECTHA — TEHAUHOMATHH, BO3MOXKHO C Pa3pbIBOM CYXOXKHIIUM.
Hapywenus co cmopoHvl penpo0yKmusHoU cucmembvl U MOIAOYHBIX HCEES.
Y4aCTOTa HEU3BECTHA — SPEKTHIIbHAS TUCPYHKITHUS.
Jlabopamophvie u uHcmpymeHmanvHovle OaHHbIE:
pPEIKO — pa3BUTHE BBIPAKEHHOIO U CTOMKOTO TIOBBIIMICHUS AKTUBHOCTH «IIEYEHOYHBIX)
TpaHcamuHa3. Takke cooOIIaIoCch O MOBBIIICHUN aKTHBHOCTH IMIETIOYHOH (ocdaraspl u ramma-
riyTaMuiITpancnentuaasbl. OTKIOHEHUS B MOKa3aTessiX (yHKIMOHAIBHBIX NMEUYECHOYHBIX MPOO
00BbIYHO cNab0 BBIPAXKEHBI U HOCAT MPEXOIAIMii xapaktep. MMelTcs CBeIeHHS O Cllydasx
noBbIieHus aktuBHOCTH KDOK (cm. pasznen 4.4.).
Coo0majioch 0 TMOBBIIIEHUU KOHIEHTPAUU TIMKO3WIMPOBaHHOTO reMoriobwHa (HbAlc) u
KOHLEHTPAllUU TIJIIOKO3bl B CBHIBOPOTKE KPOBHM HATOLIAK IPU IPUEME CTATUHOB, BKJIOYAs
CUMBACTaTHH.
Crnenyrolue HexKenaTeIbHbIe BIECHUS COOOIIANNCH TPU IPUMEHEHUH HEKOTOPBIX CTATHUHOB:
* HapyILIEHUs CHA, BKJIOYasi KOIIMapHble CHOBUJICHUS;
* ceKcyaibHas TUC(YHKIUS, THHEKOMAaCTHSI.

€TH
B kxnuHMYeckoM HccleOBaHMM C ydacTMEM DalMeHToB B Bo3pacte 10 — 17 zer c
TeTepO3UTOTHON CeMENHON runepxojecTepuHeMueil Mpopuiib 6€30MaCHOCTH U MEPEHOCUMOCTH
JIeYEHUs B TpYyIIe, IPUHUMAaBIIEH CUMBACTaTHH, ObLJI COMOCTaBUM C MpoduieM 0e301acHOCTH U
NEPEHOCUMOCTH JICUEHUs B IpyIIe, NpUHUMaBIIeH mianebo (cM. pasaen 4.4.).

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxno coo0mare 0 MOJ03peBaeMbIX HEXKeNaTeNbHBIX pEeaKUusX I0Clie pPETUCTpaluu
JIEKapCTBEHHOTI'0 Tpernapara ¢ 1eabi0 00ecnedeHrs HeMpepbIBHOIO MOHUTOPUHTA COOTHOILIEHUS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOIO Mpenapara. MeIuIUMHCKUM pPaOOTHUKAM pPEKOMEHAyeTCs
coolmate O JOOBIX MOJO3PEBAEMbBIX HEXKENATENbHBIX PEeaKIMIX JIEKapCTBEHHOTO Ipernapara
yepe3 HallMOHAIbHBIE CUCTEMbI COOOIIEHUSI O HEXKEIaTeNbHBIX PEaKIUsX rocydapCTB - YICHOB
EBpazniickoro 5KOHOMHUYECKOT0 COK03a.

Poccniickas @enepanvs

®denepanbHas ciiyx0a 1o Haga30py B cdepe 3ApaBOOXPaHEHHUS.

Anpec: 109012, r. MockBa, CnaBsiHcKas miomazis, a. 4, ctp. 1.

Tenedon: +7 800 550 99 03
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4.9. [lepeno3upoBka

CHMIOTOMBI

Coo0manoch 0 HECKOJBKUX CIIydasxX TIEepeIO3HpPOBKH, MaKCHUMallbHAs TIPUHATAs 1032
cocrapisiia 3,6 . Hu y o1HOTO maryieHTa mocieCTBHIA MepeI03UPOBKU HE BBISBIICHO.

Jleduenue

Jns nedeHus TMepeso3upOBKU MPHUMEHSIOTCS OOIMe Mepbl, BKJIIOYAs IMOJJACPKUBAIONIYI0 U
CUMIITOMATHYECCKYIO TEPAITHIO.

5. PAPMAKOJIOTUYECKHE CBOMCTBA

5.1. ®apmakoauHaAMHUYecKHe CBOicTBA

®dapMakoTepaneBTUYECKas TPyMIa: TUHoJunuaeMudeckue cpeacrsa; nHruoutopsl [’ MI'-KoA-
PEeAYKTa3bI.

Kox ATX: C10AAO01

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

[locne mpuema BHYTPh CHMBACTaTHH, SIBJISIOIIMICS HEAKTUBHBIM JIAKTOHOM, IOJBEPraercs
TUAPOJIN3Y B TI€UEHW C OOpa3oBaHMEM COOTBETCTBYIOLIEH (OpPMBI [-THIPOKCHUKUCIOTHI
CUMBACTAaTHHA,  SABISIONIEHCS  OCHOBHBIM  MeETAa0OJMTOM H  OO0JaJarolled  BBLICOKOH
UHTuOMpyromeii  aktuBHocThlo B oTHomeHun  ['MI-KoA-pemykrasel,  ¢epmenTa,
KaTaJM3UPYIOLIEr0 HauYalbHYIO U Hanbosiee 3HAYUMYIO CTaINI0 OMOCHHTE3a X0JIecTeprHa.
Knunnueckue uccnenoBanus mokazaim 3PGEeKTUBHOCTh CHMBACTATHHA B OTHOIICHUH CHUXEHUS
koHueHTpauuu OXC B mnazme kposu, XC JIITHIL, TI" u xonecrepuHa IUMONPOTENHOB OYEHBb
Huszkoi miotHoctu (XC JIIIOHII), a Takxe mnoBbimenus konueHntpauun XC JIIBIT y
MAllUEHTOB C TETEPO3UTOTHOM CEMEMHOM M HECEMEWHOW THUIIEPXOJIECTEPUHEMUEN WIIH
CMEIIAHHON TUNEPIUIUIEMUACH B T€X Clydasx, KOrja MOBBIIIEHHAS! KOHIICHTPaUs X0JIECTEpUHA
aBsieTcsl GaKTOPOM pYCKa M Ha3HAYCHUS OJTHON JUETHI HEJIOCTATOYHO.

3aMeTHBIN TepaneBTUYECKUil AP deKT HaOMoaaeTcs B TeUueHHe 2-X Helenb MpHeMa mpenapara,
MaKCHUMaJbHBIA TepaneBTHYEeCKHi dPdekT — B TeueHue 4 — 6 HeJenb Mocje Hadajaa JeueHHs.
DddekT coxpaHseTcs TpH TPOIOJDKEHUN Tepanuu. [Ipu mpekpaiieHnu nmpueMa cMMBacTaTUHA
KOHIICHTpAIlMsS XOJECTEPHHA BO3BPAIIACTCI K HCXOAHOMY 3HAYCHHUIO, HAOIIOMABIIEMYCS /0
Hadaa JICUCHUS.

AKTHBHBIA MeTabONHUT CUMBACTaTHHA sABIsAeTCs crnenududyeckum wuHruouropom ['MI-KoA-
penykTasbl, ¢pepMeHTa, KaTaJu3HPYIONIEro peakinuio obpazoBaHus MeBajoHaTa u3 [ MI-KoA.

HCCMOTpr Ha 3TO, NpHUEM CHUMBACTAaTHHA B TCPAINICBTHYCCKUX A03aX HE MPUBOAUT K ITOJIHOMY


mailto:pharm@roszdravnadzor.gov.ru
mailto:npr@roszdravnadzor.gov.ru
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HE00X0UMOr0 KOJIMYECTBA MEBAJIOHATA.

[TockonpKy paHHUM 3TanoM OMOCHMHTE3a XoJjiecTepuHa sBisieTcss KoHBepcus ['MI'-KoA B
MEBAJIOHAT, CYUTACTCS, YTO IPUMEHEHHE CUMBACTATHHA HE JOJDKHO BBI3bIBATh HAKOIUICHUS B
OpraHu3Me IOTEHIHUAJbHO TOKCHYHBIX cTeposioB. Kpome Toro, I'MI-KoA ©OsicTpo
Metabonu3upyercss oOpatHo a0 anetwi-KoA, KoTopelii ydacTByeT BO MHOTHX IIpoleccax
OMOCHHTE3a B OpraHU3MeE.

XO0Ts XOJIECTEPHH SIBJIETCS MPEALIECTBEHHUKOM BCEX CTEPOUIHBIX TOPMOHOB, HE HA0JII01AJIOCh
KIIMHUYECKOr0 BIHUSHUSA CHMBAcTaTHHAa Ha crepoujoreHe3. Ilockonpky cHMBacTaTMH He
BBI3BIBAJI IIOBBIIICHUS JIMTOTEHHOCTH JKEJIYM, MAJOBEPOATHO €ro BJIMSHHUE HA YBEINYEHHE
4acTOTHI 3200JIEBAEMOCTH KETYHOKAMEHHOH 00JIE3HBIO.

CUMBacTaTUH CHUXAET KakK IOBBIIIEHHYI0, TaK M HOpMalbHYylO KoHueHTpauuro XC JIITHIIL
JIIHIT oGpasyrorcs u3 JIIIOHII. Kara6onusm JIITHII npenMyiiecTBEHHO OCYILIECTBISETCS C
nomotpio Beicokoaduuuoro JIITHII-pernentopa.

Mexanusm cHmwkeHust koHneHtpammu XC JIITHIT nmocne mpuema cuMmBacTaTHHA MOYET OBITH
oOycnoBieHn kak cHwkeHueM KoHueHtpauun XC JIIOHII, tak wu aktusanmeit JIITHII-
pELEenTOpOB, YTO HPUBOAUT K YMEHBIIECHHIO 00pa3oBaHUs M ycuJeHMI0 Karabomuzma XC
JIITHIL. Ilpu Tepanuu CUMBACTaTHHOM TAKXE CYIIECTBEHHO CHMYKAETCA KOHLEHTpaunus aro B.
ITockoneky kaxnpas wactuna JIIIHIT comepxxutr omny wmonekyny amo B, a B apyrux
JUMONPOTENHAX OOHApyKEHbl Malible KOJMYecTBa amo B, MOXHO HpeanoyiokuTh, YTO
CUMBACTaTHH HE TOJBKO BbI3BIBACT NOTEprO0 XoJjiectepuHa B yactuuax JIIIHII, Ho u cHmxkaer
KOHIeHTpauuto mupkymupyrommx yvactun JIITHII. Kpome Toro, cumBacTaTvH MOBBIIIAET
koHueHTpauuio XC JIIIBII u camxkaer konuentpauuto TI' B mna3me kpoBu. B pesynbrare 3Tnx
u3MeHeHuit cootHomeHust OXC/XC JIIBIIT u XC JIITHIT/XC JITIBIT cankatoTcs.

B ckaHImHaBCKOM HCCIIE€IOBaHUN BIIMSHUS CHMBAacTaTHHA Ha BBDKHMBAaEeMOCTh (4S) Bo3neiicTBue
Tepanuu CMMBACTaTMHOM Ha OOIyI0 CMEpPTHOCTh (MeIuMaHa BPEMEHHU y4yacTHs MalueHToB 5,4
roja) oueHuBanock Ha 4444 nauuenrtax ¢ UbC. CumBacTaTuH CHUXaJ pUCK 001el CMEPTHOCTH,
cmeptHocT 0T MBC u uactoTy HedaranbHbIX NOATBEPKICHHBIX HH(PAPKTOB MHOKapAa.
CHMBacTaTUH TaK)Ke CHIDKAJI PUCK HEOOXOIUMOCTH MPOBEICHHSI XUPYPIrUUECKUX BMEIIATEIbCTB
[0 BOCCTAaHOBJICHHIO KOPOHApHOTO KPOBOTOKAa (AOPTOKOPOHAPHOE NIYHTUPOBAHUE WIIU
YpEeCKOXHasi TPaHCIIOMHUHAlIbHAs KOpPOHApHasl aHTHOIJIACTHKA). Y MAIMeHTOB C CaxapHbIM
MabeToM pUCK BO3ZHUKHOBEHHUS! OCHOBHBIX KOPOHAPHBIX OCIIOKHEHHH ObUT CHIDKEH. bosee Toro,
CUMBACTaTHH 3HAUYUTEILHO CHMKAJ PUCK BO3HUKHOBEHHs (aTanbHbIX M HedaTanbHBIX
HapyLEHUH MO3rOBOI0 KpPOBOOOpAIEHUs (MHCYJIbTOB M MPEXOAALIMX HApYIIEHUH MO3rOBOTO

KpOBOOOpaIeHus).
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ObL1a mpoeMoHCcTpupoBaHa y 20536 manueHToB ¢ THIIEPIIUITUIEMUU WM 0€3 Hee, HaX OIS IIHXCS
B Ipynne BbIcOKOro pucka pasutus BC B cBs3M ¢ COMyTCTBYIOIMM CaxapHbIM IUA0ETOM,
UHCYJIFTOM B aHAMHE3€ U IPYTHMHU COCYIUCTBIMU 3a00JI€BaHUAMHU.

B naHHOM MHOTOLIEHTPOBOM PaHIOMHU3UPOBAHHOM JIBOMHOM CIIEIIOM IUIALE00-KOHTPOIUPYEMOM
UCCIICIOBAaHUM CHMBAcTaTHH B 03¢ 40 MI' B CyTKM B CpPaBHEHHUM C IUIane0o CHIKan OOmIyro
CMEPTHOCTb, PUCK cMepTH, cBs3aHHOW ¢ MBC, puck BO3ZHMKHOBEHHS OCHOBHBIX KOPOHAPHBIX
OCJIOKHEHUH (BKJIIOYas HedaTanbHbIM WH(GAPKT MUOKapAa WM cMepTh, cBsazanHylo ¢ UBC),
HE00XO0MMOCTh XMPYPTUYECKUX BMEIIATENILCTB 110 BOCCTAHOBJIEHUIO KOPOHAPHOTO KPOBOTOKA
(BKirOYAasi ~ aOpPTOKOPOHApHOE  IIYHTHUPOBAaHHME U YPECKOXKHYIO  TPAHCIIOMHUHAJIbHYIO
AQHTUOIIACTUKY), a TaKkke Mepudepruueckoro KpOBOTOKA M JPYTMX BHIOB HEKOPOHAPHOU
peBackyysipuzauuu. CHUMBACTaTUH CHMJKal PHUCK pa3BUTUA MHCYJIbTA, a TaKXKe PHUCK
TFOCIUTAIM3ALUM [0 IOBOJLY CTEHOKapAuu. PHCK pa3BUTUS OCHOBHBIX KOPOHApPHBIX U
COCYAMCTBIX OCIIO)KHCHUW CHIDKAJICS y TmarnueHTtoB ¢ win 0e3 MBC, BkIouas TMAaMEHTOB C
caxapHbIM JuaberoM, 3a00JeBaHUSAMHU TNEpUPEPUIECKUX COCYJOB HIIHM IIepeOpOBACKYISIPHON
natosioruedl. Y MalUeHTOB C caxapHbIM Jua0eTOM CHUMBACTaTUH CHMXKaJl PHUCK Pa3BUTHUS
CepbE3HBIX COCYIMCTBIX OCJOXHEHHUH, B TOM YHCIE HEOOXOOUMOCTb IPOBEACHUS
XUPYPru4ecKUX BMENIATEIbCTB MO0 BOCCTAHOBJIEHHIO NMEepU(EPHUUECKOro KpOBOTOKA, aMITyTalluu
HUKHUX KOHEYHOCTEH, a TaK)Ke BOSHUKHOBEHUSI TPO(YUUECKUX SI3B.

B 1pyrom MHOTrOLEHTPOBOM IUIale00-KOHTPOJIMPYEMOM HCCIeIOoBaHUU ¢ ydactueM 404
NAIMEHTOB C UCIOJIb30BAHUEM KOJMYECTBEHHON OLIEHKM KOPOHAPHOIO KPOBOTOKA CUMBACTATHUH
(Mo MaHHBIM KOpPOHApHOW aHruorpaduu) 3aMeisia MNPOTPECCUPOBAHUE KOPOHAPHOTO
aTepoCKJepo3a U MOSBJIECHUE KAaK HOBBIX YYaCTKOB aT€pOCKIEPO3a, TaK U HOBBIX TOTAJIbHBIX
OKKJIIO3UH, TOrja Kak y TMalUeHTOB, MOJYyYaBIIMX CTAaHJAPTHYIO TEpamnuio, HaOI0Janoch
HEYKJIOHHOE ITPOrPECCUPOBAHNE aTEPOCKIEPOTUUECKUX ITOBPEXKIEHUI KOPOHAPHBIX apTEPHi.
AHanu3 MOArpynn M3 JBYX HCCIENOBaHWI, B KOTOpble ObLIO BKIIOYEHO 147 maIMeHToB ¢
runeprpuriannepuaemMuei (runepnunuaemus IV Ttuna no kinaccuduxanum dpenpukcona),
MO0Ka3aj, 4YTo cuMBacTaTuH B no3e oT 20 no 80 Mr B cyrku cHmkan koHueHtpauuto TI, XC
JIIIHIL, XC wne-JIIBII (paccuuThiBaeTcsi Kak pa3sHOCTh MexAy KoHueHtpauued OXC u
koHnentpanuen XC JIIIBII) u mossimaer XC JITIBII.

AHanu3 apyroil moArpynmnsl U3 7 MAallMEHTOB C AMCOETAIUIIONPOTEMHEMUEN (THIIEpPIUITUIEMUS
III Tuna no knaccudpukanuum DpenpuxkcoHa), CUMBACTaTUH B jg03e¢ 80 MI B CYTKM CHMXKAl
koHueHTpauuto XC JIITHII, Bxirovast IunonpoTenHsl npoMexyTouHoil wiotHoctu (JITIIIII), a

takxe KoHreHntpanuio XC JITTOHIT u JITIIIT.
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COOTBETCTBYET SKCTIEPTHOMY OTHETY

5.2. ®DapmakoKHMHeTHYECKHE CBOMCTBA

AOGcopbuust

BcacbiBanuto nossepraercs okoio 85 % MpUHATON BHYTPh 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 TIEYCHU OMPEACTSIOTCS O0Jiee BRICOKHE KOHIIEHTPAIMA CHMBACTATHHA,
4YeM B APYTUX TKaHSX.

KoHnenTpanus akTUBHOTO MeTaboiuTa cuMBactathHa [-654,969 B CHCTEMHOM KpPOBOTOKE
COCTaBJISIET MEHee 5 % OT MPHUHATOW BHYTPH M03bI; 95 % OT ATOro KoJM4yecTBa HaXOJIUTCS B
CBSI3aHHOM C O€JIKaMM IIJIa3MbI COCTOSIHHH.

Pesynbrarom akTHBHOrOo Mera0onu3Ma cHUMBAcTaTMHa B meudeHH (6oiee 60 % y MyK4uH)
SBJISICTCSI €r0 HHU3Kas KOHIICHTpalus B OOIIEM KpPOBOTOKE. BO3MOXHOCTh TPOHHKHOBEHUS
CMMBAcTaTHMHA Yepe3 TremaTodHIepainueckuii Oapbep W TeMaToIUIalleHTapHbIM Oapbep He
n3ydeHa.

buotp aHC(bODMaHI/IH

CumMBacTaTUH SBISETCS HEAKTUBHBIM  JIAKTOHOM, KOTOPBIA  OBICTPO  THUAPOJIHU3YETCH,
npeBpamasch B B-TUIAPOKCUKUCIOTY cuMBacTtatuHa (L-654,969), cunbnblii uarubutop I'MI -
KoA-penykra3el. OCHOBHBIMM MeTAa0OJIMTaMU CHUMBAacTaTHMHa B IJa3Me€ KpPOBHU SBISAIOTCA [3-
TUApOKCUKUciIoTa cuMBactaTuHa (L-654,969) u ero 6’-ruapokcu, 6’-THAPOKCUMETHI U 6’-
9K30MeTWIeH TmpousBogHble. MurubupoBanue I'MI-KoA-penykTasel sBiseTCs KpUTepUeM
KOJIMYECTBEHHOW OLIEHKM BcCeX (PapMaKOKMHETUYECKUX HCCIEIOBAaHUM [-THIPOKCUKHUCIIBIX
MeTaboNIUTOB (AaKTUBHBIX MHTMOMTOPOB), @ TAK)K€ aKTUBHBIX M JIATEHTHBIX UHTHOUTOPOB (BCEX
MHTUOUTOPOB), 00pa3yIOIIKXCs B pe3yibTaTe ruapoiansa. O6a Tuna MeTaboIUuTOB ONpeeNsIoTCs
B I[IJIJa3M€ KPOBH MPHU MTPUEME BHYTPb CUMBACTaTHHA.

['unponn3 cumBacTaTMHa B OCHOBHOM MPOUCXOAMT IPH «IIEPBHYHOM MPOXOXKICHUU» Yepes3
ME€YEHb, MOITOMY KOHIIEHTpalMs HEM3MEHEHHOI0 CHMBAcTaTMHA B IJIa3ME€ KPOBHM YeEJIOBEKa
Hu3kas (MeHee 5 % OT mpuHATON 103b1). MakcumanbHast KoHneHTpanus (Cmax) CHMBacTaTUHA B
I1asMe KpoBU jaocturaercs depes 1,3-2,4 gaca mocie npueMa BHYTPb OJHOKpAaTHOW 103bl. B
MICCIIeIOBAHNH ¢ puMeHeHneM “4C MeueHOro cuMBacTaTHHA MIa3MeHHas KOHIEHTpAIHs oomeit
panuoaktuHOocTH (X4C MeueHsrii cumBactatma + “C MedeHble MeTaGONHTHI CHMBACTaTHHA)
JOCTUTaja MakcuMyma depe3 4 wyaca M OBICTpO CHIDKamack 1o npumepHo 10 % ot
MaKCUMaJIbHOTO 3HAa4Y€HUs B TeueHue 12 4yacoB MOCIE NMpUeMa BHYTPb OJHOKPATHOM JO3BI.

HCCMOTpr Ha TO, 4YTO JAWAaa3soOH PCEKOMCHAOBAHHBIX TCEPANCBTUYCCKUX O03 CHUMBACTaTUHA
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COXpaHsETCs MPHU yBEJIMUECHUU J103bI 10 120 mr.

DJIMMHUHALHS

[Ipy «mepBUYHOM TMPOXOXKIECHUU)» uepe3 IeYeHb CHUMBACTaTHH METabO0IH3UpyeTCcs CO
CJIETYIOIIUM BBIBEJICHHEM CHMBACTAaTHHA U €r0 META00IUTOB C JKETUbIO.

B wuccnenosanuu npu npueme 100 mr cumpactatuHa (5 kamcyn mo 20 mr) #C meuensiit
CUMBACTaTHH HaKaIUIMBAJICS B KPOBH, MOYE€ M KaJOBbIX Maccax. Oxoso 60 % mpuHATON 103bI
MEYEHOr0 CMMBACTaTHHA ONPENEIOCh B KAIOBBIX Maccax U okoso 13 % — B moue. MeueHblit
CUMBACTaTMH B KaJIOBBIX Maccax ObUl TMpeACTaBlIeH Kak NPOAYKTaMH MeTadoau3Ma
CMMBACTaTHHA, BBIACIUBIIMMUCS C IKEJIYbIO, TaKk W HEaOCOPOMPOBABIIMMCS MEUYCHBIM
cumBactatuHoM. Menee 0,5 % TpHHITON 1036l MEYCHOTO CMMBAcTaTHHA OBUIO OOHApYXEHO B
MO4Y€ B BHJC AKTHBHBIX METa0OJIUTOB cuMBacTaTuHa. B muasme kpou 14 % AUC ObL10O
00yCIIOBIEHO aKTUBHBIMU uUHTHOUTOpamMu U 28 % — Bcemu wuHruOuropamu ['MI-KoA-
penykraszel. [lociemHee yka3plBaeT Ha TO, YTO B OCHOBHOM MPOAYKTHI MeETa0OIM3Ma
CUMBACTaTHHA SBJISIOTCS HEAKTHBHBIMU WM clabbiMu nHrnoutopamu 'MI'-KoA-penykrassl. B
WCCJIE0BAHUM M0 U3YYEHHUIO MPONMOPLIUOHAIBHOCTU 103 cuMmBactatuHa 5, 10, 20, 60, 90 u
120 mr He HabII01ATI0Ch CYIECTBEHHOTO OTKIOHEHUs oT nuHeiHocTH AUC B 0011eM KpOBOTOKE
C yBelIMYeHHueM J03bl. PapMaKOKUHETUUECKHE MOKA3aTEH MPU OJJHOKPATHOM U MHOTOKPATHOM
npueMe BHYTPb CHUMBACTaTHHA MOKA3aJId, YTO CHMBACTATHUH HE HAKAIUTMBACTCS B TKAHIX IMPHU
MHOTOKPAaTHOM ITPUEME BHYTPb.

B uccnenoBanuu y maiueHToB ¢ TsoKenon moueyHo HegoctaTouHocThio (KK menee 30 mu/Mun)
oOurast koHueHTpauuss UHruoutopoB I'MI-KoA-penykrassl B mia3Me KpoOBM IOCiE MpueMa
BHYTPb OJHOKPATHOW 03Bl COOTBeTCTBYIONIero nuruouropa I'MI'-KoA-penykrassl (craTuHa)
ObL1a MPUOTU3UTEIHHO B 2 pa3a BhIIIE, YEM Y 3I0POBBIX JOOPOBOJIBIIEB.

B wuccnemoBaHuMM ¢ y4acTheM 3JO0POBBIX JIOOpPOBOJIBLIEB TNPUMEHEHHE CHUMBACTaTHMHA B
MakcuMaibHOW J03e 80 Mr He BIMAJIO Ha MeTadoJM3M MHJa30jlaMa W HIPUTPOMULIMHA,
apnsomuxcst cyocrparamu uzopepmenta CYP3A4. Dto o3HauaeT, 4To CHUMBAcTaTHH He
aprsiercss uHrHOMTOpoM m3odepmenta CYP3A4, u mo3BoiseT NPEANONOXKUTh, YTO TpPUEM
BHYTPb CHMBAcCTaTMHAa HE OKAa3bIBAa€T BIMSHUS Ha KOHIIEHTPALMIO B IUJIa3M€ KpOBU
JICKAPCTBEHHBIX CPEJICTB, META0OIM3UPYIOMIHXCS 101 AekicTBHeM n3opepmenta CYP3A4.
UzBectHo, uTo nukinocnopud ysenuuuBaeT AUC unruburopoB I'MI-KoA-peaykrassl, XOTs
MEXaHU3M JIEKQpCTBEHHOTO B3aMMOJEHCTBUS HE U3Yy4YeH MOoJHOCThio. YBenumuenne AUC
CUMBACTaTHHA TPEIOJIOKUTENHHO CBS3aHO, B YAaCTHOCTH, C MHTHOMpOBaHUWEM H30(epMeHTa

CYP3A4 u/wmm tpancnoptHoro 6enka OATP1B1 (cm. pazaen 4.3.).
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Habmomanoce  yBenumuenue AUC  B-THAPOKCHKHMCIOTBI cHMBactatuHa B 2,7  pasa,
MIPEIIOJIOKHUTETHHO 32 cueT nHruoupoBanus nzopepmernra CYP3A4 (cMm. pasaen 4.4.).

B ¢dapmakokuHeTHYecKOM HCCIEIOBAaHUU IPU OJHOBPEMEHHOM MPUMEHEHHUU OJHOKPATHOMN
1036l (2 T) HUKOTMHOBOM KHCJIOTHI 3aMEIJICHHOTO BBICBOOOXKIEHUS M cuMBacTtatuHa 20 wmr
Habmo1anock HezHaunteabHoe yBenudenne AUC cumBacTaTiHa U B-TUAPOKCUKHUCIOTH U Cmax
[-THIPOKCUKUCIIOTHI CHMBACTaTHHA B IJIa3Me KPOBH (CM. pasnen 4.4.).

Konkpernsie myTu Meraboian3Ma ¢y3ua0BOM KHUCIOTHI B MEYEHU HEU3BECTHBI, OJJHAKO MOKHO
MPEIIOJIOKUTh O HAIMYUU B3aMMOJEUCTBUSA MEXIY (Dy3uT0BOW KHUCIOTOM U CUMBACTaTHHOM,
KoTopbie MeTabomm3upytorcs uzopepmeatrom CYP3A4 (cm. pasnen 4.4.).

Puck pa3BuTHS MUOTIATHH YBEIWYHBACTCS MIPH TMOBBIIICHUH KOHIEHTpAMu HHruOuTopoB ['MI -
KoA-penykra3el B 1nazme kpoBu. CumbHble MHTuOUTOpHl u30depmenta CYP3A4 wmoryr
MOBBIIATh KOHIEHTpaIuio UHruoutopoB ['MI-KoA-peaykrassl U NpUBOAUTH K YBEIMUYEHUIO
pHYCKa pa3BUTUSA MUOTIATUH (CM. pazensl 4.4.,4.5.).

Oco0ble TpyNIbI NAIMEHTOB

Honumopguszm cena SLCO1BI

Hocurenu annenu ¢.521T>C rena SLCO1B1 umerot 6onee HU3KYI0 aKTUBHOCTh TPAHCIIOPTHOTO
o6enka OATP1B1. AUC 0CHOBHOTO aKTHBHOT'O MeTa0OIMTa, TUIPOKCUKHUCIOTH CHMBACTaTHHA,
cocraBmsier 120 % y CT u 221 % y CC, orHocutensHo mamumeHToB ¢ TT. Yacrora
BcTpeyaemoctn aymienu C B eBpomeiickod mnonynsuuu paBHa 18 %. YV mauumeHtoB ¢
noaumopdusmom resa SLCOI1BI1 ecTb pHUCK NOBBIMIEHHUS AKCHO3ULUUU T'MJIPOKCUKUCIOTHI
CHMBACTaTHHA, YTO MOXKET MIPUBECTH K YBEIUUYEHUIO pUCKa padaoMuoimn3a (cMm. pazaen 4.4.).

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. IlepeyeHp BCIOMOraTeJIbHBIX BEIECTB

JlakT03B1 MOHOTHIPAT

Kpaxman xaprodenbHbiit

[enmron03a MUKPOKpUCTAITHYECKAS

AckopOUHOBasI KHUCTIOTA

JIMMOHHOM KHCIIOTBI MOHOTHIPAT

Komnosumnon (Koymunon BA-64)

Maruus creapat

KpemHust TMOKCH KOJIJIOUTHBIN (a3pOCH)

Cocmag obonouxu:

Omnagpaii 11 (cepust 85):

[ToMMBUHUIOBBIN CIUPT YACTUYHO TUAPOTU30BAHHBIN
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COOTBETCTEYET 2KCNEPTHOMY O TI‘2E7T Y

Tanpk

Tutana auokcun E 171

Kpacurens xenesza okcu yepHsiii E 172

Kpacutens xenesza okcu xentoiii E 172

Jlak anrOMUHMEBBIN HA OCHOBE KpacUTENsl KpacHbI oyapoBarenbHblil E 129

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs )

5 ner.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHUTh B 3aIIUIICHHOM OT CBETa M BIIard MECTe Ipu Temmeparype He Boiiie 25 °C.

6.5. Xapakrep u coepxkaHue YIIaKOBKH

[To 10 TabneTok B KOHTYPHYIO SIYEHKOBYIO YIAKOBKY M3 IUJICHKM IOJMBUHWIXJIOPUAHON U
(GoJIbru aMIFOMUHNEBOM NEYaTHON JTAKUPOBAHHOM.

3 KOHTYpHBIE SYEWKOBBIE YMAKOBKM BMECTE€ C HMHCTPYKIMEH MO MPUMEHEHHIO MOMEMIAI0T B
MavKy U3 KapTOHA.

6.6. OcoOble Mepbl MNPEeIOCTOPOKHOCTHM TNPH  YTWIM3AUMU  HMCHOJIH30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara MJH  OTXO0J0B, TMOJYYEHHbIX IOcjde NpPHMEHEeHUus:
JIEKAPCTBEHHOI0 Npenapara, u ipyrue MaHUMyJISHM C NpenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHN S

Poccniickas @enepanns

AO «Hoocubxumdapm»

630028, Poccus, r. HoBocubupck, yn. Jlekabpucros, a. 275.

Ten. +7 (383) 363 32 44.

®axc +7 (383) 363 32 55.

7.1. TlpencraBuTesib Jep:KaTesisi PerMcTPALMOHHOIO Y/IOCTOBEPEHHMS JIeKAPCTBEHHOI0
npenapara Ha teppuropun Coroza

[IpereH3un norpedUTENed HAOPABIATE 110 aIPeCy:

Poccuiickas ®@enepanns

AO «Hoocubxumdapm»

630028, Poccus, r. HoBocubupck, yu. Jlekabpuctos, a. 275.
Ten. +7 (383) 363 32 44.

dakc +7 (383) 363 32 55.
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COOTBETCTBYET SKCTEPTHOMY OTUETY

9. KATEI'OPUS OTITYCKA JIEKAPCTBEHHOI'O ITIPEITAPATA

JlexapcTBEeHHBIH MpenapaT OTHOCUTCS K KaTETOpUU OTITYCKa MO PELenTy.

OO61mas xapakTepucTHKa JeKapCTBEHHOTo npenapata CuMBacTaTUH JOCTYIHA B €IUHOM peecTpe
3aperuCTPUPOBAaHHBIX JIEKAPCTBEHHBIX CcpelcTB EBpa3uiickoro 3KOHOMHUYECKOr0 CO03a M Ha
ounmansHOM caiite YIIOJTHOMOYEHHOT'0 oprasa (3xcnepTHOM OpraHu3aliN)

(https://Ik.regmed.ru/Reqister/EAEU SmPC).




