COOTBETCTBYET 3KCMEPTHOMY OTYETY

ot 14.07.2022 Ne 16560

OBIIASI XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

1. HAMUMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITIAPATA
CumBactaTtut, 10 mMr, TaGJIeTKH, MOKPHITHIC TIJICHOYHON 000JI0YKOM
CumBactaTtut, 20 Mr, TaOJIETKH, MTOKPHITHIC TIJICHOYHON 000JI0YKOMH

CumBacrtatut, 40 Mr, TabJIeTKH, TOKPBITHIEC TNICHOYHON 000JI0YKOM

2. KAYECTBEHHBIA U KOJIUMYECTBEHHBIN COCTAB
JlelicTByronEe BEMIECTBO: CUMBACTATHH.

CumBacrtatus, 10 mr, Ta6JICTKI/I, MOKPBITHIC MIICHOYHOU 000JI0YKOH

Kaxngas TabneTka, MOKpHITas IUIEHOYHOM 000J0ukoHM, coaepkut 10 mr
CUMBaCTaTHHA.

BcromoraTenbHbIe BEIIECTBAa, HaJIWYMe KOTOPBIX HAJ0 YYHUTHIBATH B COCTaBe
JICKapCTBEHHOTO TIperiapaTa: JJAKTO3bl MOHOTHAPAT (cM. pazzaen 4.4).

CumBacrtatud, 20 Mr, TaOJIETKHU, MOKPBITHIE TNIEHOYHOU 000JIOUYKOU

Kaxnas Tabnerka, TOKpbITas IUIGHOYHOW  00osoukoit, comepxkut 20 mr
CUMBACTaTHHA.

BcromoraTenbHbIe BEIIECTBa, HaJIWYMe KOTOPBIX HAJ0 YYHUTHIBATH B COCTaBe
JICKapCTBEHHOT'O TIperiapaTa: JJAKTO3bl MOHOTHAPAT (cM. pazzaen 4.4).

Cumacrtatu, 40 mr, TaOJIETKHU, MOKPBITHIE INIEHOYHOU 000JIOUYKON

Kaxmas Tabnerka, TOKpbITas IUICHOYHOUW oOojoukoit, coaepxxut 40 mr
CHUMBAaCTaTHHA.
BcnomoraTenbHbIe BEIECTBa, HAJIMYWE KOTOPBIX HAJ0 YYUTHIBATh B COCTaBe

JICKapCTBEHHOTO TIperiapaTa: JJaKTo3bl MOHOTHAPAT (cM. pazaen 4.4).

[TonHbIN epedyeHb BCIIOMOTaTEIbHBIX BEIIIECTB MPUBEACH B pasene 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabeTku, MOKPHITHIC TIIICHOYHON 000I0YKOM.

CumBacratus, 10 mr, Ta6JICTKI/I, MOKPBITHIC MIICHOYHOU 000JI0YKOH




TabneTkn oBabHOM (OPMBI, C JIBOSII
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MJICHOYHOM 000JI0YKOM KOPUUYHEBATO-PO30BOTO 1IBETA, C PUCKON Ha OJHOM CTOPOHE.

Ha monepeunom paszpese TabiieTok sapo OEI0oro Uit MouTH OEJIoro IBETA.

CumBacratus, 20 mr, Ta6JICTKI/I, MOKPBITHIC MIICHOYHOU 000JI0YKOH

TabneTkn oBambHOM (OPMBI, C JIBOSKOBBIMYKJION IMOBEPXHOCTHIO, IMOKPHITHIC

MJICHOYHOUM 000JI0YKON KOPUYHEBATO-OpPAHKEBOTO 1BeTa. Ha momepeunom paszpese

TabJIETOK sJIpO OEJIOr0 WM MOYTH OEJIoro IBETA.

Cumacratud, 40 Mr, TaOJIETKHU, MOKPHITHIE TNIEHOYHOU 000JIOUKOMU

Tabnerku oBaJbHOW (HDOPMBI, C JABOSIKOBBIMYKJIOW IMOBEPXHOCTHIO, MOKPBITHIC

MJICHOYHOM 000JI0YKOM TEMHO-PO30BOTO IBeTa. Ha monepeunoM paszpese TabieTok

SIpO OEJI0T0 WM TTOYTH O€JI0T0 IBETA.

4.

KIIMHNYECKUE JAHHBIE

4.1. Ioka3aHusi K NPMMEHEHHU IO

[TaiMeHTHl ¢ ueMUYecKoil 00JIE3HBIO CepIIia WM ¢ BEICOKUM puckoM MBC

VY nmanueHToB ¢ BHICOKUM pucKoM pa3BuTus MbC (pu HAIMYUU TUNIEPIIUNTUIEMUAN

wi 0e3 Hee), HampuMep, y MAIMEeHTOB C caxapHbIM JUabeToM, Yy MAlUEHTOB C

UHCYJBTOM WJIU APYTUMHU LIepeOpOBACKYISIPHBIMU 3a00JIEBaHUSMU B aHAMHE3E, Y

NAIMEHTOB ¢ 3a00JeBaHUsAMU NIepudepruiecKux cocy1oB win y nauuentoB ¢ UbC

WIM IpeapacnoioxeHHocThio kK MBC cumBacTaTvH nokasaH JJis:

CHIDKCHHS pHCKa OOIIel CMEpPTHOCTH 3a CYET CHUXKEHHs CMEPTHOCTH B
pesynbstare UbC;

YMEHBILIEHUS PUCKA CEPBE3HBIX COCYAUCTBIX U KOPOHAPHBIX OCIOKHEHU:

- HedaTanpHbI HH(APKT MUOKapaa

- KOpOHapHasi CMEPTh

- HMHCYJbBT

- MPOIeAypbl pEBACKYIISIPU3ALINH;

YMEHBILIEHUSI ~ pUCKa  HEOOXOAMMOCTH  MPOBENEHUS  XUPYPTUUYECKUX

BMCHIATCJIILCTB 11O BOCCTAHOBJICHHIO KOPOHAPHOI'0O KPOBOTOKA (TaKI/IX KakK



COOTBETC TE.~ ET_ j""':' 'EF'TH""r Y OTUYETY

A0PTOKOPOHAPHOE  IIYHTUPOBAHHUE |_U qngal;dgraE'“TMnmLunan]bHaﬂ

KOpPOHApHAas aHTMOTIACTHKA);

® yMEHBIIEHUS  pUCKAa  HEOOXOJMMOCTH  TPOBEIEHUS  XUPYPIHUECKHUX
BMEIIATENIBCTB MO BOCCTAHOBIICHUIO MEPUPEPUUECKOTO KPOBOTOKA M JIPYTHX
BUJIOB HEKOPOHAPHOU peBacKyJIsIpU3aliy;

® CHWXXEHUS PUCKA FOCIUTAIU3AIMH B CBSA3H C MPUCTYNaMU CTEHOKap IUU.

['unepaununemus

® KaK JIONOJHEHHWE K JHUeTe, KOrjJa NPUMEHEHHE TOJBbKO JHEThl M APYIHX
HEMEIMKAMEHTO3HBIX METOJOB JICYEHUS Yy I[IAlMEHTOB C NEPBUYHOMN
TUIIEPXO0JIECTEPUHEMUEN, BKJIKOYAs reTEPO3UTOTHYIO CEMEWHYIO
runepxosiecrepuHeMuto (runepiaunuaemuss lla tuma no knaccuduxanuu
®penpuKcoHa), WIM CMEIIAHHON TMIEpXOJIECTEPUHEMHEN (TUIIEPIUNIUAECMUS
[Ib Tuna no knaccudukannu OpeApUKCOHa) HEAOCTATOUHO JIJIS:
- CHWXEHMs noBbilieHHOM KoHUeHTpauu OXC, XC JIITHII, TT', ano B
- nosslieHus koHueHTpauun XC JINIBII
- cHmwkenus cootHomrenus XC JIITHIT/XC JITIBIT u OXC/XC JIIBII;

e runeprpuriuuepuaemMus (runepiaunuaemus IV Tunma no kiaccuduxanuu
®peapuKcoHa);

® JIONOJHEHUE K IUETE U JPYTUM CIIOco0aM JICUeHUS MAUEHTOB C TOMO3UTOTHON
CEMEWHOM  TUINEPXOJECCTEPUHEMHUEN IS CHUXCHUS  TIOBBIIIEHHON
koHueHTparuu OXC, XC JIITHII u ano B;

e nmepBuyHas gucOeranunonporeuHemus (runepmunuaemus I tuma 1o
kiaccudukanu OpeapukcoHa).

IlpumMenenrne Vv JeTed M TOOJAPOCTKOB € TETEPO3UTOTHOU CEMEWHOU

TUIEPXO0JECTEPUHEMHUEHN

[IpuMeHeHne cUMBAacTaTHHA OJHOBPEMEHHO C JIUETOW IOKa3aHO JJIsi CHM)KEHUS
noBeimeHHon kKoHteHTparu OXC, XC JIITHII, TT, ano B y tonomeit 10-17 ner u

y neBymek 10-17 ner He MeHee, yeMm uepe3 | roj mocie MeHapxe (mepBoe
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MEHCTpPYajIbHOE KPOBOTEUEHUE) c 'H'E&E%MB¥EQﬁH 0C Tc' Metoit

TUIEPX0JIECTEPUHEMUEH.

4.2. Pe:xxuMm 103UMPOBaHMS U CIIOCOO MPUMEHEHUs

PexuM no3npoBaHus

Jlo Havanma nedeHus npenaparoM CHMBACTATHH NALUEHTY CIEIYET HA3HAYWUTH
CTaHIapPTHYI0 TUIIOXOJIECTEPUHOBYIO JAMETy, KOTOpas JOJDKHA COOJIIOaThCs B
TEUYEHHE BCErO Kypca JeUeHUsI.

Pexomenayemble 10361 cuMBacTaTuHa - oT 5 10 80 mr B cyTku. IIpenapar cnenyer
OPUHUMATh OJWH pa3 B CyTKU BeuepoM. [Ipm HeoOxoaumocTu 103y mpemnapara
YBEJIMYMBAIOT C UHTEPBaJIaMU HE MEHee ueM B 4 Henenu MmakcumyM 110 80 mr 1 pas
B cyTku BeuepoM. Jlosy 80 Mr B CYTKM pPEKOMEHIYETCs Ha3HayaTb TOJIBKO
NAIMEHTaM C BBICOKUM PHUCKOM CEpAEUHO-COCYIUCTHIX OCIOKHEHHA, €CITU JICUCHHE
npernapaToM B 0oJjiee HHU3KUX J03aX HE MO3BOJWJIO JIOCTUYB LIEJIEBBIX YPOBHEH
JIMITUIOB, a TIpeArnoaraeMas ojib3a Tepaluy MPEBBIIIAET BOZMOXKHBIH PUCK (CM.
pazaen 4.4 - Muonamus/paboomuonus).

ITpenapaT He JOCTymeH B JO3UPOBKE S5 MI, MO3TOMY TaOJIETKM Hpenapara He
JOJKHBI IETTUTHCS C LEIbI0 TOTYUYEHUS 103bI 5 MT.

Iayuenmor ¢ uwemuueckou 601e31bl0 cepoya Ul ¢ GblCOKUM PUCKOM paA36UMUs
HUsKC

CranmapTHas HavajabHas 7032 CUMBACTAaTHMHA JJISl MAIMEHTOB C BHICOKUM PHUCKOM
pazsutua MBC B couetanuu ¢ runepiaunuaeMuei uiau 0e3 Hee (IpU HAJIWYUU
caxapHoro aua0era, IEpeHECEHHOI0 MHCYJIbTAa WM IPYIHX LEepeOpOoBacKyIsPHBIX
3a0o0JieBaHUI B aHaAMHe3e, 3a00JeBaHuil nepudepruuecKux COCyI0B), a TaKKe AJs
nanueHToB ¢ UbC cocraBnsgeTr 40 mr 1 pa3 B cyTku BeuepoM. MenukamMeHTO3Hast
Tepanus AOJDKHAa ObITh HadaTa OJHOBPEMEHHO C HCIOJb30BAaHUEM IUETHl U
aeueOHON (PU3KYIBTYPOH.

Ilayuenmovl ¢ eunepaunudemueil, He umerOujue GvlulenepeducieHHblx GaKkmopos

pucka



COOTBETCTBYET 3KI(

ot 14.07.2022 N= 16560

TaHAApPTHAas1 Ha4YaJdbHasA A03a IIpcrapar COCTaB: _"I' ot ' {;T-K _IBIF ‘I—C .OM.
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JI1sl manuMeHToB, KOTOPHIM HEOOXOAMMO 3HauuTerabHoe (Oonee 45%) CHUKEHUE
koHueHTpauuu XC JIITHII, HauansHas 103a MoxkeT coctaBisATh 40 mr 1 pa3 B cyTku
BeuepoM. [larmenTam ¢ JIETKOW WM YMEPEHHOU TUIIEPXOJIECTEPUHEMUEN TEPATTAIO
npenapaToM MOXKHO Ha3HayaTh B HadainbHOU f03¢ 10 mr 1 pa3 B cytku. B ciyuae
HEOOXOJAMMOCTH TMOAOOpP 03 CIEeIyeT TPOBOAUTH B  COOTBETCTBUHU C
BBIIIEYKA3aHHOU CXEMOM.

Ilayuenmul ¢ 20MO3U20MHOU ceMeunou eunepxoiecmepuremueri

[Ipenapar pexkomengoBaH B jo3¢ 40 Mr B CYTKH, NPUHHUMAEMOW OJHOKPATHO
BeuepoM. Jlozy 80 Mr pexomeHayercs Ha3HayaThb TOJBKO B CcCllydae, €clid
npeanojaraeMas mojib3a Tepanuy NpeBbIIIAeT BO3MOXKHBIN pUcK (cM. pasaen 4.4 -
Muonamus/Paboomuonus). Y Takux TalMEHTOB TIpernapaT MPUMEHSIOT B
KOMOHWHAIIUN C APYTUMHU METOJaMHU TUIOJUITHICMHYECKOTO JIeUeHUs (Hanmpumep,
JIITHII-adepes) nnu 63 moJ00HOTO JISUSHHUS, €CTH OHO HEAOCTYITHO.

Jlnsi manueHToB, MPUHUMAIOIIMX JIOMUTAIU] OJIHOBPEMEHHO C MpernapaToM
CumBacTaTuH, CyTOYHas J103a Ipenapara He J0obkHa mpesbimatsh 40 mr (cm.
pasaensl 4.4, 4.5).

Conymcmeyrowas mepanusi

[Ipenapar MoXeT Ha3HA4YaThCSA KaK B BHUJIE MOHOTEpAIWW, TaK U B COYECTAHHH C
CEKBECTPAHTAMM >KEITYHBIX KUCIIOT.

VY manueHToB, MPUHUMAIONIMX TMperapaT OJHOBPEMEHHO ¢ (uOparamu, Kpome
rempudposuia (cm. pazaen 4.3) wiu penopudpara, MaKCUMaIbHas pEKOMEHIyeMast
n03a mpenapara coctaBisieT 10 Mr B CyTKH.

JIyst manyenToB, MPUHUMAIOIINX aMHOJIAPOH, BEparmaMul, TUJITHA3EM, TIPenapaThl,
cozepxainiye 3J10acBUp WM TPa30NpEBUP, WIM aMIIOJUIIMH OJHOBPEMEHHO C
CUMBACTaTUHOM, CYTOYHAs 7032 Mpernapara He JOoJDKHA npeBbimaTh 20 mr (cwm.
paszzeinsl 4.4, 4.5).

Ilpu napywenuu ¢hynxyuu nouex
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[Tockonbky mpenapar CuMBacTaTHH BBIBOQHTCH—lEr—IlO"-FKaWI:% 11-66(535]1H0M
KOJIMYECTBE, HET HEOOXOJIUMOCTH B M3MEHEHUU 03 Yy MAIMEHTOB C YMEPEHHBIM
HapymieHueM QyHKIUA TI0O4eK. Y  MalMeHTOB ¢ TSDKEJIOHW  MOYeYHOU
HenocrtatouHocthio (KK <30 wmu/MuH) ciiemyeT  TIIATENbHO  B3BECHTH
11€71€CO00Pa3HOCTh Ha3HAUYCHMSI TTperapaTa B 103ax, MPeBhIIaromuXx 10 Mr B CyTKH.
Ecnu Takue MO3MPOBKHM CUHMTAIOTCS HEOOXOAMMBIMH, CIIETyeT Ha3HA4aTh HX C
OCTOPOXKHOCTBIO (CM. pazaen 4.4 - C ocmoposichocmobio).

Ilpumenenue y oemeti u noopocmkos 10-17 nem c cemeposucomnoii cemetinotl
eunepxoaecmepunemuetl

Pexomenayemass HavanbHas J103a coctaBiser 10Mr B CYTKHM BEUEpOM.
Pexomenayembrii  pexxum  nmosupoBaHusi coctaBimsier 10-40 mMr B CyTKW,
MaKcUMalibHas peKoMeHayemas 103a npenapara coctasisieT 40 mr B cyTku. [londop
7103 IPOBOAUTCS UHIUBUAYAIBHO B COOTBETCTBUH C LIEJISIMU TEPAIIUU.

Cnoco0 mpuMeEHEHUS

BuyTpb.

4.3. IIpoTuBONOKA3aHUA

e [umnepyyBCTBUTEIHHOCTh K CAMBACTAaTUHY WJIH K JTIOOOMY U3 BCIIOMOTaTEIbHBIX
BEIIECTB, IEPEUNCIICHHBIX B pasnaene 6.1.

e 3abosneBaHue TICYCHW B aKTUBHOU (pa3e WM CTONKOE MOBBIINIEHNE aKTUBHOCTH
«TIEYCHOYHBIX» TPaHCAMHUHA3 B IIJIa3Me KPOBU HESICHOM ATHOJIOTHH.

e bepeMeHHOCTh WM TEPUO] TPYIHOTO BCKapMJIIMBAHUSI.

e Bospact no 18 ner (3a uckmroueHuem jaeted u moapoctkoB 10-17 jer ¢
reTepO3UroTHON CEMEIHOM THIIepXoyiecTepruHeMueii) (cM. pasaen 4.1).

e HemepeHocuMOCTh JIaKTO3bI, MEMUIMT JIAKTa3bl WM TIIOKO30-TATaKTO3HAS
MajbabcopOIus.

e OpmHOBpEeMEHHOE NPUMEHEHHE C MOIIHBIMA HWHTHOUTOpaMH Hu30(hepMeHTa
CYP3A4 (urpakoHa3070M, KETOKOHA30JI0M, TT03aKOHA30JI0M, BOPUKOHA30JI0M,
WHTHOUTOpaAMU BUY-npoteassl, OolenpeBupoM, TENANpPEBUPOM,

6
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SPUTPOMUIIMHOM, KJIAPUTPOMHUIIMH
npenaparaM, —coaepXkalMmu — KoOuuuctar) (cMm.  pasgenst 4.4 -
Muonamus/Paboomuonus, 4.5).

e OnHOBpeMEHHOE TMpuUMEHeHHe C reM(pUuOpPO3UIOM, NIHUKIOCHOPUHOM WU
naHa30J1oM (cM. pasneisl 4.4 - Muonamus/Paboomuonus, 4.5).

e OaHOBpeMEHHOE NMPUMEHEHHUE CUMBACTATHHA B J103€, NpeBblatoiei 40 mr, ¢
JIOMUTAINUIOM y [allUEHTOB c TOMO3UTOTHOM CEMEUHOU
runepxojiecrepuaemueit (cM. pasaensl 4.4 - Muonamus/Paboomuonus, 4.5 -

pyzeue nexapcmeenmvle 3aumooeticmeausi).

4.4. OcobOble yka3aHusi M MePbI PEI0CTOPOKHOCTH MPU MPUMEHEHU U

C 0CTOPOKHOCTBIO

Hapymenue ¢ynkuuun mnodexk Ttsokenor crenenn (KK menee 30 mi/Mun);
37I0YMOTPEeOJIeHne aJIKOTOJIeM JI0 Hadaja JIeUYeHUs, 3a00JeBaHMS TICUYCHU B
aHaMHe3€; HACJICICTBEHHBIC MBIIIICYHBIC 3a00JI€BaHNs, MUOIIATUs Ha (OHE TTpreMa
CTaTHHOB B aHaMHeE3€, TTOHKEHHBIA WM MOBBIIICHHBI TOHYC CKEJICTHBIX MBIIIII]
HESICHOM  JTHOJIOTMH,  HCKOHTPOJIMPYEMBI  THIIOTHPEO3;  IUIAHUPYEMbIC
XUPYyPTUYECKHEe BMEIIATEIbCTBA, TSHKEIBIC TEPANEBTUYCCKUE U XHPYPTHUYCCKHE
3a00JIeBaHUs; OJTHOBPEMEHHOE MpuMeHeHne ¢ pudpatamu (kpome dhenodudparta),
HUKOTMHOBOM  KHCJIOTOM B JHUOWACHIKAKOMMX ngo3ax (Oomee 1 r/cyT),
aMHOJapOHOM, aMJIOAWITMHOM, BEpamaMuioM, IUJITHA3eMOM, PaHOJA3HHOM,
JIPOHEAPOHOM, TpeHN(PYyTOBHIM COKOM; CaxapHbIi JUA0ET, MPUMEHCHUE Y
MalMeHTOB MOHTOJIOWJHON pachl, MOXKWION Bo3pacT (ctapiie 65 jeT, ocOOeHHO
YKEHILIMHBI ).

Muonarus/Padnomuonms

CumMBacTaTHH, Kak u gpyrue uHruoutopsl ' MI'-KoA-penykrasbl, B peIKHX clydasix
BBI3BIBACT MHOIATHIO, CUMIITOMAaMH KOTOPOW SIBIISIOTCS OOJIb B  MBIIIIAX,
OOJIE3HEHHOCTh WJIU CJIa00CTh MBIIII] B COYETAHUHU C TMOBBIINICHHEM aKTUBHOCTHU

kpeatuHpochokunaszpl (KDOK) 6onee yem B 10 pa3 oT BepxHel I'paHUIbI HOPMBI

7
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(BI'H). Muonarus uHoraa npuHumaeT qlopmy ﬂ%ﬂm-lvrzﬂ%nﬁs“a_(::_okcfbmﬁ_ fi846dtoit

HEJI0CTAaTOYHOCTHIO BCIIEJCTBUE MUOTIIOOUHYPHUH MU O€3 TAaKOBOI, B OUEHb PEIKUX
ClIydasiX C JIeTaJbHBIM HMCXOJIOM. PUCK MHOMATHM BO3PAacTaeT C MOBBIIIEHUEM
ypoBHsI uHrHOUpYytomiel aktuBHOCTH ['MI-KoA-peaykrasel B 1ma3mMe KpoBu (B
YAaCTHOCTH, C TOBBIIICHUEM YpPOBHS CUMBACTaTHHA WU THAPOKCUKUCIIOTHI
CMMBACTaTHMHA B IUIa3M€ KpPOBH), YTO OTYACTH MOXKET OBITh OO0YCIOBJICHO
JEKApCTBEHHBIMA  IIpenapaTaMy, KOTOpPbIE BCTYHNAIOT B  JIEKAPCTBEHHBIC
B3aMMOJICUCTBUS, M KaK CJCACTBUE BIUSIOT HA META0OJIM3M W/WJIH TPAHCIOPTEPHI
cumBacTtaThHa (cM. pasaen 4.5).

Kak u npu npumenenuu apyrux uHruoutopoB [ MI'-KoA-penykrassl, puck
MUOTIATUH/pabIoOMUONI3a 3aBUCUT OT J03bl. B 0a3e MaHHBIX KIMHUYECKHUX
uccienoBanuil, rae 41413 manueHToB Modydaid mpenapar CMMBAaCcTaTHH, 4acTOTa
pa3zButus Muonatuu coctaBuiia mpumepHo 0,03%, 0,08% u 0,61% npu npumMeHeHnn
cuMBactatuna B 103ax 20, 40 u 80 MI/CyT COOTBETCTBEHHO.

B xnuHMYEeCKOM HcclieIoBaHUM, B KOTOPOM TAIMEHThI ¢ MH()APKTOM MHUOKap/ia B
aHamHe3e monydanu npemapar CumBactatuH B 10o3e¢ 80 mr/cyT (cpemHsis
MPOJIOIKUTEILHOCTh HaONMoAeHus 6,7 JeT), 4YacToTa pa3BUTHUS MHUONATUHU
coctaBmwia mnpubnmsutenbHo 1,0% mo cpaBuennio ¢ 0,02% y mManMeHToB,
noJTy4aBIuXx mnpemnapat B 103¢ 20 mr/cyT. [IpuMepHO B MTOJIOBUHE U3 STUX CIIy4YacB
MHUOIIATUsI pa3BUJiaCh B TEYEHHUE IIEPBOrO Troja JedeHus. Yactora pa3BUTHUSA
MHUOINATUM B TEUYEHUE KaXJAOro IMOCIAEAYIOEro ToJa JIEYEHUsS] COCTaBIIsIa
npubau3uTenbho 0,1% (cM. pasgenst 4.8 u 5.1).

VY nauueHToB, NOJyYaromux cuMBacTaTuH 80 Mr, pucK pa3BUTHS MUONATUU BBIIIIE,
YeM IMpPU HUCIOJb30BAaHUU JPYrodl Tepalmuyd Ha OCHOBE CTAaTUHOB CO CXOJHOM
3¢ pexTuBHOCTHIO B OTHOLIEHUU cHUKeHUs ypoBH XC-JITTHII. Takum obpaszom, B
no3e 80 mr npenapatr CUMBacTaTHH JOJKEH UCIOIb30BATHCS TOJIBKO Y MAlMEHTOB
C TSXKEION TUIEPXOJIECTEPUHEMUEH M BBICOKMM PHCKOM CEPAEYHO-COCYIUCTHIX
OCJIO)KHEHHH, Y KOTOPBIX HE YAAJIOCh IOOUTHCS 1I€JIeH JIeueHUs MpU MPUMEHEHUU

0oJjice HM3KHX A03, U OKuJaacMas I10Jib3a IIPCBBIMACT ITOTCHIHAJIBHBIC PHCKH. vy
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OCINEANOBATE HOCTE O001)
MNAalMCHTOB, KOTOPBIC MOJIYy4Yal0OT CUMBAacTaTUH 86 MI"-LI"EIY}KHEIIUTEH B H%Haf{énnn

JIPYroro JEKApCTBEHHOTO IpenapaTa, KOTOPbId MOXKET BCTyNaTh B JICKAPCTBEHHOE
B3aMMOJICUCTBHE, JOJIKHA UCIIOIL30BaThCs 0O0JIee HU3KAas /1032 CHMBACTaTHHA WA
aNbTEPHATUBHBIA PEKHUM TEpAINUHA C MPUMEHEHUEM JIPYTOro CTaTHHA C MEHBIIUM
NOTEHIIMAJIOM BCTYIIATh B JIEKAPCTBEHHBIE B3aUMOAEHCTBUSA (cM. Meponpusmus no
CHUICEHUIO PUCKA MUONAMUU, BbI36AHHOU 63AUMOOCUCMBUEM JIeKAPCMBEHHbIX
npenapamos u paszaeinsi 4.2, 4.3 u 4.5).

B xiuHHMYEeCKOM HCCIENOBAaHUM, B KOTOPOM MAaIlMEHTHl C BBICOKHUM PHUCKOM
CEplIEUYHO-COCYAUCTBIX 3a00JIeBaHMI Mmoiyyanu cumBacTtaTuH 40 Mr/cyT, yactora
pa3Butus mMuonatuu cocrasisia npuMmepHo 0,05% y manmeHTOB HEKUTaNCKOro
npoucxoxaenuss (n=7367) no cpaBHenuto ¢ 0,24% y mnaunuentoB u3 Kwuras
(m=5468). X0Ts1 €IMHCTBEHHON MOHTOJIOUTHOM TTOMYJISIITUEH, OIIEHUBAEMOM B 3TOM
KIIMHAYECKOM HCCJICIOBAaHUH, ObUTA KUTAUIIBI, CJIEAYET COOMI0AaTh OCTOPOKHOCTD
MpU HA3HAYCHUM CUMBACTATHHA MAIlMEHTaM MOHTOJIOMTHOM pachl U UCIOJb30BATh
HAaUMEHBIITYI0 HEOOXOIUMYIO J103Y.

CHudrcenue Qynkyuu mpancnopmmusix 6eiKos

CHmwxkenue (QyHKUUM TpaHCHOpTHBIX OenkoB nedeHn OATP moxer mpuBecTtu K
MOBBIIIEHUIO CHUCTEMHOM SKCHO3WIMK THAPOKCUKHUCIOTHI CHUMBAacTaTMHa U
YBEJIUYCHUIO pUCKa MUoONaTuu u padmomuonusa. CHwkeHHe (yHKIUH MOXKET
Pa3BUTHCS BCIIEICTBUE MHTHOWPOBAHUS TIO/ ICHCTBUEM MIPENapaToB, BCTYMAIOIINX
B JIEKAPCTBEHHbIE B3aUMOJEHCTBUS (HATpUMED, LIMKJIOCIIOPUHA), UJIA Y TAIlUEHTOB,
ABJIAIONIMXCS HOcuTensiMu noniumopdusma ¢.521T>C rena SLCO1B1.

VY nmanuenToB ¢ ayutenbHbIM BapuanToM ¢.521T>C rena SLCO1B1 BeipabaTeiBaeTcs
MeHee akTUBHBIM Oestok OATP 1B1, m oTMedaeTcss MOBBIIEHWE CHCTEMHOM
AKCHO3UILIMU TUIPOKCUKUCIOTHl CHMBACTaTUHA U TOBBIIIEHHWE PUCKA MHOIATHH.
Puck pa3BuTusa MUONIaTHH, CBSI3aHHOM C MPUMEHEHUEM BBICOKUX /103 CHMBACTaTHUHA
(80 mr), B menoMm cocrariser 1% mpu OTCYTCTBHH T'€HETHUECKOTO TECTHPOBAHMS.
Ha ocHoBanum pesynbraToB uccienoBanuss SEARCH y HocuTeneln roMO3UroTHOM

awtenu C (CC), momywaBmmx 80 Mr mpemapara, PUCK pPa3BUTHS MHOMATHH B
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COOTBETCTBYET IKCNEPT

ot 14.07.2022 N 16560

OCIENOBATENRHOCTL 0001
TeueHue roja cocrapisl 15%, Toraa kak y HOCII/EJFCJI&/'I"I—'[eTépogPIIJ:OT on *anne}r'n C

(CT) Takoyt puck Obul paBeH 1,5%. COOTBETCTBYIOIIUNA PUCK Yy MAIMEHTOB C
Haubonee yacteiM rerHotunom (TT) cocraBman 0,3% (cm. paszmen 5.2). Ilpu
BO3MOXHOCTH TE€HOTUIIMPOBAaHWE Ha ImpeaMer Hainuug amwienn C  J0JKHO
paccMaTpUBaTHCS KaK 4acTh OLIEHKHU MOJIb3bl U PUCKA IO HA3HAYEHHUS CUMBACTaTUHA
B 703¢ 80 MI' y KOHKPETHBIX MalHUEHTOB, U y Hocutened reHoruna CC ciemyer
n30eraTh MPUMEHEHHUSI BBICOKUX J103. B TO ke Bpemsi, OTCYTCTBUE JAHHOTO I'eHa Npu
TEHOTUIIUPOBAHUY HE UCKIIFOYAET BEPOSITHOCTH PA3BUTUS MUOIIATHUH.
Oyenka akmueHocmu Kpeamungpoc@oKuHasvl
Onenka aktuBHOCTH KpeaTuHdochoknnazel (KDOK) He nomkHa mpoBouTHCS TIOCIEe
WHTEHCUBHBIX  (U3MUECKMX HArpy30K WIM TPU HATUYUH  KaKOWU-TMOO0
MpaBIONOA00HON aJIbTEPHATUBHOW NPUYMHBI yBeIudeHUs akTUBHOCTH KOK,
IIOCKOJIBKY 3TO 3aTPYJHSET uHTeprperanuto 3HaueHnil. Eciim aktuBHOCTE KOK Ha
MCXOJTHOM YpOBHE ObliIa 3HAYMTENBHO ToBbImeHa (> 5 x BI'H), ona nomknaa ObITH
OLICHEHA Yepe3 S-7 NHEU IS TTOATBEPKIACHUS PE3YJIHTATOB.
Jlo Hauana neverus
[Ipu Havasie Tepanuu CUMBACTATHHOM WJIM YBEJIIMUCHHUH €TI0 J03bl BCEX MAaIlMEHTOB
clenyeT NpeaynpexaaTh O PUCKE MUOIIATUH U O HEOOXOAMMOCTH OBICTPO COO0IIAThH
0 JI000H 00U HESICHOI dTHOJIOTUH, 00JIE3HEHHOCTH WIIH CJIA00CTH B MBIIIIIIAX.
Cnenyer co0t0aTh OCTOPOXKHOCTH MPU HA3HAUYEHHMM MperapaTa HalueHTaM C
npeapacnoyaralomuMu  (pakTopaMu K pa3BUTHIO pabmomuonusa. B cremyrommx
cutyanusx akTuBHOCTh KOK HEeoOX0oAMMO O1IEHUBATH /10 Hayasia Teparuu C IeIbIo
onpeaesieHus: peepeHTHBIX UCXOIHBIX 3HAUYCHMI:

® TOXWIOHN Bo3pact (> 65 ner);

® KCHCKMH IIOJI;

e HapylieHue QyHKIUHU OYEK;

® HEKOHTPOJUPYEMBIN TUIIOTUPEO3;

® HaJIMYME€ B AaHaMHE3¢ IMalMeHTa WM B €ro CEeMEWHOM aHaMHe3e

HaCJICACTBCHHBIX MBIINICYHBIX 3360H€B&Hﬂﬁ;
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COOTBETCTEBYET 3KCNEFTHOMY C

oT 1'- :17 ] ? M= 16560

v Kﬂ -IE]% IBATENBHOCTE 0001)
® TOKCHYECKOE JEHCTBHE CTATUHOB WM (PUOpPAT LINIMITBL B AHAMHE3€e

® 370ynoTpeOICHUE AIKOTOJIEM.
B Takux cuTyauusx ciaeayeT OLleHMBATh COOTHOLIEHUE MOJIb3bl U PUCKA JICUEHUS, U
pEKOMEHAyeTCsl KIMHUYecKoe HaOmtojeHue. Ecnu y manueHta paHee BO3HHUKAJO
NOpakKeHWE MBI Ha (QoHe Tepanuu ¢GudpaTaMu WM CTaTUHAMHU, MOXHO
Ha3HAYUThH JPYroM Mpernapar AaHHBIX KJIACCOB TOJBKO C OCTOPOKHOCThIO. Ilpu
3HAYUTEJIBHOM HCXOAHOM MOBbIIeHHH akTUBHOCTH K®K (> 5 x BI'H) nedenue
HAa4YMHATh HE CIIEYET.
Bo epemsa neuenus
[Ipu mosiBneHun Oosid, cabOCTH B MBIIIAX WM CyJIOpOr Ha (OHE Tepanuu
CTaTUHAMHU cJleAyeT OoleHUTh akTUBHOCTh KPK. IIpu BhIABICHUN 3HAYUTEIBLHOTO
noBbiieHns akTuBHocth K®OK (> 5 x BI'H) B 0OTCyTCTBME WHTEHCHBHBIX
bu3nUecKkux Harpy3ok JiedeHue cieayeT mpekpaTuTh. [lpum  TaxEnblx U
BBI3BIBAIONINX ~€KETHEBHBIA JTUCKOM(POPT MBIIMICYHBIX CHMIITOMAx MOKHO
paccMOTPETh BOIPOC O MPEKPAIIECHUH JICUCHUS JaXe MPU OTCYTCTBUU MOBBIIICHUS
aktTuBHOCTH KDK < 5 x BI'H. Ilpu nomo3peHnu Ha MUOMATHIO TI0 JIFOOOM Jpyrou
MPUYUHE JICYCHUE CIEAYET MPEKPATUTD.
Nmerorcss  oueHb  pelnkue  cooOmeHuss 00 — MMMYHO-OMOCPEI0BaHHOU
Hekpotuzupytouei muonatuu (MOHM) Bo BpeMs Wity ocJie JIeUeHUsI HEKOTOPBIMU
cratuHamu. Knuanyeckn MOHM  xapakrepusyercss CTOMKON HNpPOKCHUMaJIbHON
MBIIIIEYHON CJa00CThI0O M TOBBIIIEHHOW AaKTHUBHOCTHIO KpeaTruH(poch)OoKuHa3hI
CBIBOPOTKH KPOBHU, KOTOPAsl COXPAHSETCS, HECMOTPs Ha MNpEeKpalleHUE Tepanuu
cratuHaMu (cM. paszzen 4.8).
[Ipu paspernieHn CUMOTOMOB W Bo3BpaileHnr akTUBHOCTH KDK k HOpMallbHBIM
3HAYCHUSM MOKHO PACCMOTPETh BOIPOC O BO30OHOBIICHUHY T€PANTUU CTATUHAMH HIIN
O Ha3HAYCHUHU JPYroro cTaTMHA B MHUHHUMaJIBHOM J103€ TMOJ THIATEIbHBIM
HaOIIOICHUEM.
bonee BbicOKas dacToTa pa3BUTHs MHUOMATHUH HAOMIOAANIACh Yy MAIlMEHTOB, Y

KOTOpBIX 103a Oblia yBenumdeHa g0 80 mr (cm. pasmen 5.1). Pexomenmyercs
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COOTBETCTEBYET 2KCNEPTHOMY OTYETY

ot 14.07.2022 N= 16560

IMPOBOJUTE NIEPHUOJUYCCKYIO OICHKY aKTH BHOCTI/II: IR&)-IQ Elﬂ')%EGJ]I_ %I:I\IOTI}IE%TE%ETB

MOJIE3HBIM JIJIS1 BBISIBJICHUS! CYOKIIMHMYECKHX CIy4daeB MUOMNaTuu. B To ke Bpems,
HET YBEPEHHOCTU B TOM, YTO TaAKON KOHTPOJIb NPEIOTBPATUT PA3BUTHE MUOIMATHH.

Tepanusi ciMBaCTaTUHOM JOJIKHA OBITh BPEMEHHO OTMEHEHA 32 HECKOJIbKO JTHEH 70
OOJIBIIIMX TUJIAHOBBIX XUPYPTrUUECKUX OINEpalii ¥ TOpPU Pa3BUTHH  TIKEIBIX
COCTOSTHUH, TPEOYIOUINX TEPANEBTUYECKOTO HIIM XUPYPrHUECKOr0 BMEIIATEIhCTRA.
Meponpusamus no CHUMCEHUO PUCKA MUONAMUU, B8bI36AHHOU 63AUMOOeUCmBUeM
JIeKapCmMeEeHHbIX npenapamos (cm. pazoen 4.5)

Puck Muonatuu m pabaoMUOIM3a 3HAYUTEILHO BO3pPACTAET MPU OJHOBPEMEHHOM
MPUMEHEHUU CUMBacTaThHa ¢ MollHbIMU uHTHOMTOpamMu CYP3A4, Takumu Kak
UTPAKOHA30JI, KETOKOHA30J, I03aKOHA30J, BOPHUKOHA30JI, SPUTPOMHUIIMH,
KJIQPUTPOMULIUH, TEIUTPOMUIIMH, MHrubOuTopbl mnpoteazsl BUY (manmpumep,
HespuHaBHp), OOIETPEBUP, TEIANPEBUpP, HePa30a0H, TEKAPCTBECHHBIC TPETIAPATHI,
coJepKaie KOOWIUCTaT, a Takke reM(GUuOpOo3ui, IUKIOCIOPUH U JIaHA30JI
[IpumMeHeHne HTUX JEKAPCTBEHHBIX IMPENaparoB BMECT€ C CHUMBACTATUHOM
IIPOTUBOIIOKa3aHo (cM. pasnen 4.3).

Puck pa3zButusi MUONIaTUU U pabIOMUOIN3a TAK)KE BO3PACTAET MTPU OJJHOBPEMEHHOM
IPUMEHEHUM aMHUOJapoHa, aMJIOJMIIMHA, BepanaMuia WM JWITHA3eMa C
ONpe/IeICHHBIMU J03aMU cUMBacTaTuHa (cM. paznen 4.2 u 4.5). Puck muonartuu,
BKJIIOYAsi pabOMHOJIM3, MOXKET BO3pacTaTh MPU OJAHOBPEMEHHOM INPUMEHEHHUU
Gby3uI0BOM KUCIOTHI U CTATHHOB (CM. pazjaen 4.5). Y marueHToB ¢ TOMO3UTOTHON
CEeMEWHOM TUIIEPXOJECTEPUHEMUEH TAKOW PHUCK MOXKET BO3pacrarb IIpHU
OJIHOBPEMEHHOM NPUMEHEHUH JIOMUTAIN/A C CAMBACTATUHOM.

CrnenoBatenbHO, uyTo Kacaercss uHrnoutopos CYP3 A4, npuMenenue cuMBacTaTiHa
BMECTE€ C HUTPAKOHA30JOM, KETOKOHA30JI0M, M03aKOHA30JI0M, BOPHUKOHA30JIOM,
uHruOutopamu nporeazsl BUY (mampumep, HendunHaBup), OOIEIpPEeBUPOM,
TENANPEBUPOM,  DPUTPOMHUIIMHOM,  KIAPUTPOMHUIIMHOM,  TEIUTPOMHUIIMHOM,
He(}a30/I0HOM U JIEKapCTBEHHBIMHU IMpenaparamu, cojiepKaliue KOOUIIMCTAT,

npoTUBONoKa3zaHo (cMm. paszaensl 4.3. u 4.5). Eciu npuMeHEHUs MOIIHBIX
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COOTBETCTBYET 2K(

ot 14.07 2 ? W2 16560

uaruoutopoe CYP3A4  (mpenapatpds, KQTOUEFEJ :VI;G:]T_I/F{T/IBZIIZ)”} JW0AuC

NPUOIM3UTENIBHO B 5 pa3 W BbINIEC) M30€KaTh HEb3s, Teparus CHUMBACTATHHOM
JOJDKHA OBITh BPEMEHHO TMIpeKpalrieHa (U pPacCMOTPEH BOIPOC O HAa3HAYCHHUH
JPyroro cTaTMHa) Ha BeCh nepuoj jJedyeHus. boaee Toro, HeOOX0UMO COOJIIOIATH
OCTOPOKHOCTh NMPHU KOMOMHUPOBAHWY CUMBACTATHUHA C IPYTUMU MEHEE MOIITHBIMU
unrubutopamu CYP3A4: ¢raykoHazonoMm, BepanaMuioM, ITWITHA3eMOM (CM.
pazaensl 4.2 u 4.5). Cnenyet uzderatb OJJHOBPEMEHHOTO MpUéMa CUMBAacTaTHHA U
rperndpyToBOro Coka.

OaHOBpEMEHHOE NMPUMEHEHUE CUMBAcTaTHHA U reMpuOpo3uiia MPOTUBONOKA3aHO
(cM. paznen 4.3). B cBs3u ¢ NOBBIIIEHHBIM PUCKOM MHOINATUH U PabIoMUONIN3A Y
MAIMEHTOB, TMOJYYalONMX CHUMBACTaTUH BMECTe ¢ JApyrumu ¢udpatamu, 3a
uckiroueHueM peHoduoOpaTa, 1032 CHMBACTaTHHA HE JIOJHKHA MpeBbImaTh 10 Mr B
cytku (cMm. pazgensl 4.2 u 4.5). Crnemyer coOmoAaTh OCTOPOKHOCTH TIpU
Ha3HaueHun ¢eHopudpara W CUMBACTATHHA, IOCKOJIBKY KaXKIbI W3 3THX
npenapaToB cam Mo cebe MOXET BBI3bIBaTh pa3BuTHe MuonaTtuu. CHMBacTaTUH
HEJb3 Ha3HA4YaTh OJJHOBPEMEHHO C (Py3U0BON KHCIOTOU B JIEKAPCTBEHHOUN (hopMme
JUUIS CACTEMHOTO TIPUMEHEHUS WU TPUMEHSITh B TCUCHUE 7 JTHEU MOCcie OKOHYAHUS
aedenus Gy3uaoBo  Kuciaotod. Ecim npumeHneHune (Py3umaoBONW  KHCIIOTHI
HEO0OXOMMO, Teparus CTATUHAMH JOJI’KHA OBITh IPUOCTAHOBJIEHA HA BECh MTEPHO/T
gedeHus  Qy3uaoBod  kucioTo. CylIEeCTBYIOT COOOIIEHHMS O  Ciydasx
pabmomuonm3a (BKJIIOYAs CiIydyad C JIeTaJbHBIM HCXOJIOM) Yy TAI[UEHTOB,
MOJIyYaloluX coueTaHue (y3uI0BOM KHCIOTHI M CTaTHHOB (cM. paszaen 4.5).
[TanpenTy ciienryeT peKOMEHI0BaTh HEMEJIEHHO OOpamaThCsi K Bpayy B cliydae
pa3BUTHS KaKUX-TMOO CUMITOMOB B BUJE 00JM, OOJIE3HEHHOCTH WUJU CIab0oCTH B
MbImax. Tepanus craTuHAMU MOXET ObITh BO3OOHOBJICHA Uepe3 CEMb JTHEH mociie
nocyienHero npuéma (Qy3u0BOM KUCIOTHL. B HCKIIOYMTENBHBIX CUTYalUsIX TpU
HEOOXOJAMMOCTHA JUIUTETLHOM CHCTEMHOW Tepanuu (Py3ug0BOM  KHCIIOTOM,

HalpuMep, OpU  THKENBIX HMHPEKIUSAX, LeIeco00pa3HOCTh OJAHOBPEMEHHOIO
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COQTBETCTBYET 3K(

ot 14.07 2

J OCTENNBATEARHOCTE 0001)
HPMMCHEHNS CHMBACTATHHA U (Dy31I0BOM KHCIOTB HO/KHA OLCHIBATHCH B KAYIOM

KOHKPETHOM CJIy4ae M MO/l TIIATeIbHBIM MEIUIIMHCKUM HAOIIOICHUEM.

Crnenyer wusberaTb KOMOMHMPOBAHHOTO MPHUMEHEHHUS CHUMBAcTaTHHA B J03aX,
npeBblaOmmXx 20 Mr B CYTKH, BMECTE€ C aMUOAAPOHOM, AMIIOJUIIMHOM,
BEPAIlAMUIIOM WIM JIWITHA3€MOM. Y TMIalIMEHTOB C TI'OMO3WIOTHOM CEMEHWHOU
TUIEepXOJeCTepUHEMHUE cienyeT u30eratb KOMOWHUPOBAHHOTO MPUMEHEHHS
CUMBACTAaTHHA B 103aX, IPEBhILAOMUX 40 MI' B CyTKH, BMECTE C IOMUTAMKIOM (CM.
paznensl 4.2, 4.3 u 4.5).

Y nanMeHToB, KOTOpbIE NPUHUMAIOT JPYTHE JIEKApCTBEHHBIC IIpENaparhl,
oOJiajiarone ymMmepeHHbIM UHrubupyromum jaeiicteuem Ha CYP3A4, Bmecte ¢
CUMBACTAaTHHOM, HAa3HAY€HHBIM B BBICOKMX J03aX, MOKET IOBBIIMIATBCS PHUCK
pazBuTusi Muonatuu. Ilpu OAHOBPEMEHHOM MPUMEHEHHWU CHMBAcTaTHHA C
ymepenHbiMu uHrHOUTOpamMu CYP3A4 (mpemapatamu, ysenunuuBaroummu AUC
npUOIU3UTENBHO B 2-5 pa3) MOXKET MOTPeOOBaTHCS KOPPEKIIKS 103bl CAMBACTaTHHA.
Jnst HekoTOphIX yMmepeHHbIXx uHruouTopoB CYP3A4, nanpumep, auituazema,
MaKCHUMallbHasi pEKOMEH1yeMasi 103a cuMBacTaTuHa paBHa 20 Mr (cm. pazaen 4.2).
CumBactaTuH sBisieTcs cyOctpatroM 3 (dIIOKCHOrO  TpaHCIopTepa Oeika
yCTOMUMBOCTH paka MojouHo# sxene3bl (Breast Cancer Resistant Protein, BCRP).
OaHOBpeMEHHOE TMPUMEHEHHE MPEenapaToB, KOTOpPbHIE SIBISIOTCA HHTUOUTOpaMU
BCRP (Takux kak, 310acBUp U Tpa3olpeBUpP), MOKET MPUBECTU K MOBBIIIEHUIO
KOHLIEHTpalMy CHMBAaCTaTHHA B IUIa3ME€ KPOBU M K MOBBIIIEHUIO PUCKA MHOIATHH.
CnenoBaTenbHO, CIEIyET paCCMOTPETh BOIPOC O KOPPEKIMH 1036l CHMBACTAaTHHA B
3aBUCMMOCTH OT Ha3HAuY€HHOH 103bl. OAHOBPEMEHHOE NMPUMEHEHHE AI0acBUpa U
rpa3onpeBHpa € CHUMBACTaTMHOM HE HW3Y4Y€HO; Yy MAalMEHTOB, KOTOpPbIE
OJIHOBPEMEHHO MOJIYyYaloT Mpenapathl, coepkKalire 10acBUp U Ipa3onpeBUp, U
CMMBACTaTHH, /1032 CHMBACTaTHMHA HE JOJKHA mpeBbimaTh 20 Mr B CyTKH (CM.
pasaen 4.5).

Penkue  cmyyam — mMuomnartuu/pabmoMuosivza  ObUIM  aCCOLIMMPOBAHBI  C

OJIHOBPEMEHHBIM  TpuMeHeHneM  uHruOuTtopoB ['MI-KoA-penykrasel u
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COOTBETCTBYET 2K(

ot 14.07 2

JUTIAJICHIDKAOIUMHA  1o3amMu (=1 r/c
KaK/IbIM 13 TIpernapaToB caM Mo ce0e MOKET BbI3bIBATh MUOIATHIO.

B xnuHuueckoMm wucciegoBaHuM (MeawaHa nepuoaa HaOmoaeHus 3,9 roga) c
y4acTHEM IMallMeHTOB C BBICOKMUM PHUCKOM CEpJEeYHO-COCYJIMCTHIX 3a00JIeBaHUM C
xopommM KoHTpojemM ypoBHs XC-JIIIHII na ¢one Ttepanmuu cuMBacTaTHHOM
40 mr/cyT B KOMOUHAIMH € 33eTUMUOOM 10 MT mitu 6€3 TaKOBOTO HE OBIIIO BRISIBJICHO
JOTIOJTHUTENBHOW MOJB3bl B OTHOILIEHUU CEPAEYHO-COCYIUCTBIX MCXOJOB TpU
no0aBjieHNM HUAIMHA (HUKOTWHOBOW KHUCJIOTHI) B JIMIUAJACHUKAIOMUX J03aX
(>1 r/cyTr). CnenoBarenbHO, BpayM, PacCMATPHBAIOIIME BOMPOC O HAa3HAYCHHUU
KOMOMHUPOBAaHHOW TEpanmuy CHUMBACTaTUHOM C JIMIHUJICHIKAIOIMIMMHU J103aMU
(> 1 r/cyT) HManuHa (HUKOTWHOBOW KHUCIIOTHI) WJIM TIpETapaTaMu, COIEPKAIIIMU
HUAIMH, JOJDKHBI TIIATEJIbHO B3BEIIMBATh MOTEHIMAJIBHYIO TMOJb3Y M PUCKH U
MPOBOJUTH TIIATEIbHOE HAONIOJCHUE 3a TallMeHTaMHd Ha TPEIMeT JHOOBIX
MIPU3HAKOB U CUMIITOMOB B BUJIe 0011, OOJIE3HEHHOCTH WM CI1a00CTH B MBIIIIIAX,
O0COOEHHO B TEpBbIE MECALbl TEpANMK WU MPU YBEJIMUYEHUHU JO3bI JFOOOTO U3
penapaTos.

Kpome TOro, B JaHHOM HCCIIEJOBAHMM YAaCTOTA MHUOMNATHH NPUOIU3UTEIBHO
coctaBwia 0,24% y nauueHToB u3 Kuras, nonyyaromux cumBactatud 40 Mr wiu
a3etumud/cumBactatiul 10/40 mr, B cpaBHeHuu ¢ 1,24% y manmentoB u3 Kuras,
KOTOpbI€ NMpUHUMaIM cuMBacTaTuH 40 Mr unu 33etumubd/cumBactatuH 10/40 mr
BMECT€ C HHUKOTHHOBOW  KHUCIOTOW/JIAPOMUIPAHTOM  MOJIUDHUIIMPOBAHHOTO
BbICBOOOKAeHHS 2000 Mr/40 Mr. XOTs € IMHCTBEHHON MOHIOJIONTHOM MOMYJISIUCH,
OIICHMBAEMOH B 3TOM KJIWHHUYCCKOM HCCIICIOBAHNN, OBLIM KHUTAMIIBI, YUHUTHIBAS
0oJyiee BBICOKYIO HYacTOTY MHOINATHU y TMalMeHTOB W3 Kutas B cpaBHEHUU C
NalMEHTaMd HE KHUTANCKOro MPOUCXOXKICHUS, OJHOBPEMEHHOE IPUMEHEHUE
CUMBACTaTHHA C HUAIIMHOM (HUKOTHHOBOW KUCJIOTON) B JTUMHUACHIDKAIOIINX 032X
(> 1 r/cyT) y maiueHTOB MOHTOJIOMIHOM packl He pekoMeHayeTcs (cM. pasaen 4.5).

AIIMIMMOKC CTPYKTYPHO CBSI3aH C HUAILIUHOM.
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COOTBETCTBYET 2K(

ot 14.07 2022 Mz 16560

(MOCOENORATENRHOCTE, 0001]
XOTs alMNUMOKC HE U3ydaJics, PUCK TO cnqecm&"a@lﬁ&mg BOTHON e A Ml

MOKET ObITh AHAJIOTMYEH TAKOBOMY P MPUMEHEHUH HUAIIMHA.

Jlanmomuyun

[Ipu omHOBpeMeHHOM TpuMeHeHuu UHruouTopoB ['MI-KoA-penykrasel u
JAnNTOMHUITMHA OBUIM TOJYYEHBI COOOIICHUS O pPa3BUTUU MHOINATAUA W/ WA
pabaomuon3a.

CrnenyeT coOm01aTh OCTOPOXKHOCTH TMpHU HazHaueHUH HHruoutopoB I'MI-KoA-
peayKTa3bl OJTHOBPEMEHHO C JANTOMHIIMHOM, T.K. JIFOOOW W3 3TUX areHTOB NpH
NPUMEHEHUU [0 OTAEIBHOCTH MOKET BBI3bIBATH MUONATHIO W/WIH PaOIOMHOIIU3.
CrnemyeT paccMOTPETh BOIIPOC O BPEMEHHOM MPUOCTAHOBKE TPUMEHEHHUS Mperapara
CumBacTaTHa y MalUeHTOB, MPUHUMAOIINX JANTOMHIKMH (cM. pasaen 4.5).

Biusgaue Ha neyeHnb

B kimHMYeckux HUCCIENOBaHUSIX y HEOOJBIIOrO 4YHCIa B3POCIBIX IMAlMEHTOB,
IOJIYYalOIMX CHUMBACTATHH, OTMEYAJIOCh CTOWKOE TOBBIINIEHUE AKTUBHOCTU
TpaHCaMHHa3 B ChIBOPOTKE KpoBH (110 > 3 x BI'H). [Ipu oT™MeHe wim BpeMEeHHOM
IIPEKPAIlCHUY TEPAlMM CUMBACTATUHOM Yy OTHUX [AallMEHTOB AKTHUBHOCTH
TpaHCaMuHa3 OOBIYHO MEJJIEHHO CHM)KaJlach /10 YPOBHs, HaOJIOJABIIETOCS 0
Hayajsa JICUCHHS.

PexomMeHnyercs MpoBOAUTH OLEHKY (DYHKLMHU MEYSHU JI0 Hayaja JICUSHHUs], a 3aTeM
Ipy HAIWYUU KIMHUYECKUX TOKa3aHWM. Y TAlMEHTOB, Y KOTOpPBIX /1032 Oblia
yBenudeHa 10 80 Mr, GyHKIUIO TIEYeHH HEOOXOIMMO JOMOTHUTEIILHO OIICHUBAThH
nepes MOBBIIIEHWEM JI03bl, 4Yepe3 3 Mecsla IOCIE HEro M IMEPHOJNYECKH B
nanbHeimeM (Hanpumep, 1 pa3 B moiroga) B T€UEHHE MEPBOrO Toja JICUCHHS.
Oco0oe BHUMaHUE CIIEYET YACIATH MallieHTaM, Y KOTOPbIX BO3HUKAET MOBBILICHHE
AKTUBHOCTH TpPAaHCAaMHMHA3 B CBIBOPOTKE KPOBU. Y TaKUX IIALMEHTOB OLICHKY
(GYHKIMH TIEYEHU ClIeAyeT ObICTPO MOBTOPUTH U B JIabHEHILIEM BBIMOIHATH Yallle.
Ecam  akTMBHOCTH TpaHCaMHMHA3 CBUIACTEIBCTBYIOT O IPOrPECCUPOBAHUU
COCTOSIHMSI, 0COOEHHO eciii oHa noBbimaercs 10 3 x BI'H u cToliko coxpanstorcs,

CUMBACTaTHH ClenyeT OTMeHUTh. OOpaTuTe BHHMaHHE, YTO akTUBHOCTH AJIT
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et HERORBATENBHOC T 100

akTuBHOCTH AJIT B coueTanum ¢ nmospinmeHrueM akTuBHOCTH KDK MoxeTt YKa3bIBATb

MOXET OBITh O0O0YCIOBJIEHA MOpaKEHUEM OCT
Ha Muonatuio (cM. Muonamus/Paboomuonus).

CymiecTByIOT ~ HEMHOTOYHCIICHHbIE  TOCTPErHMCTPALIMOHHBIE  COOOILEHUS O
datanpHOM W HedaTaTbHON TMMEUYEHOYHOW HEIOCTATOYHOCTH Yy TAIMEHTOB,
NPUHUMABIIUX CTAaTUHBI, B TOM 4YHUCJE CHUMBacTatThuH. Eciu mpu JedeHuu
npenapatoM CHUMBAcCTaTHH  pPa3BUBACTCA  CEPhE3ZHOE MOPAKEHUE  IIEUECHH,
COIIPOBOXAAIOIIEECS KIMHUYECKUMU CUMITOMaMU W/WJIM TUNIEpOUIpyOonHeMuen
WM KEJNTYXO0M, HE0OOXOIMMO Ccpasy ke MPEeKpaTUTh Tepanuto. Eciiu He ycTaHOBIIeHa
JIpyras NpUYMHA MOPAXKEHHS IeYeHu, Tepanus npenapatoM CHMBACTaTHUH HE
JIOJKHA BO30OHOBIIATHCS.

[TaniueHTaM, KOTOpbIE MOTPEOIISAIOT 3HAUUTENLHOE KOJIMYECTBO AJIKOT0JIsA, Ipernapar
CJielyeT UCIO0JIb30BaTh C OCTOPOKHOCTBIO.

Kak u mpu npuMeHeHuu Apyrux JUNUACHUKAIOIIMX MpenaparoB, MPpU Teparuu
CHMBACTaTUHOM OMNMCaHbl ciaydyan ymepeHHoro (<3 x BI'H) mnoBeimeHus
AKTUBHOCTH TPAHCAMHHA3 B CBIBOPOTKE KPOBH. DTU U3MEHEHUS BO3HUKAIU BCKOPE
1ocJie Hayaja Tepanuy CUMBACTaTUHOM, YacTo ObUIM MPEXOAAIMMU, HE
COTIPOBOXKIAJIMCHh HUKAKUMH CUMIITOMAaMH U HE TPeOOBAJI IPEPHIBAHUS JICUCHUSI.

CaxapHublii nuadeT

HekoTopsie naHHBIE CBUACTEIHCTBYIOT O TOM, YTO CTATHHBI KaK KJIACC MOBBIIIAIOT
KOHIICHTPAITUIO TIFOKO3bI B KPOBH, & Y HEKOTOPHIX MAIUEHTOB C BHICOKUM PHUCKOM
Pa3BUTHSA CaxapHOTO aWadeTa CTaTUHBI MOTYT TMPUBOAUTH K Pa3BUTHIO TaKOTO
YPOBHSI THUMEPTIIMKEMHH, TMPHU KOTOPOM (POPMaTbHO IOJHKHBI OBITh Ha3HAUCHBI
CaxapOoCHWXAIOIUE TpernapaTbl. B TO XK€ BpeMs, 3TOT PUCK TEPEBENIMBACTCS
CHI)KCHHEM COCYJUCTOTO PUCKA MPH MPUMEHEHUHU CTAaTHHOB U, CJIEIOBATEIILHO, HE
JOJDKEH OBITh MPUYMHOW MpeKpalieHus tepanuu. [[anmenTs ¢ puckoM pa3BUTHSA
caxapHoro nua0era (KOHIIGHTpAIlMs TIIOKO3bI HATomak oT 5,6 mo 6,9 MMob/i,

UMT >30 kr/M?, THOBBINIEHHBI  ypOBEHb  TPUIJIMLEPUIOB, AapTepHanbHas
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COOTBCTCTBHMH C HAIMOHAJIIBHBIMHU PCKOMCHIAIAMMU.

HHTGDCTI/IHI/IaJIBHbIe 3a00J1€BaHMS JIETKUX

OnucaHsbl cily4an pa3BUTUS MHTEPCTUIUATBHONU O0JIE3HU JIETKUX MPU TPUMEHEHU U
HEKOTOPBIX CTaTUHOB, BKIIOUAsi CAMBACTaTHH, OCOOCHHO MPH JJIUTEILHON TEpanuu
(cm. pazmen 4.8). Ilpu3HakamMu WHTEPCTUIMAIBHONW OOJIE3HW JIETKHUX SIBJISTFOTCS
OJIBIIIKA, HEMPOIYKTUBHBIN KallleJdb M YXYJUIEHUE OOIIEro COCTOSHUS 370POBBS
(cmabocTh, CHMXKEHHE Macchl Tena W juxopazaka). [lpu momo3penun Ha pa3Butue
MHTEPCTUIIMAIBHOTO 3a00JIeBaHUsl JIETKUX Teparus CTaTUHAMHU JIOJKHA OBbITh
OTMEHEHa.

eTH
Illpumenenue y oemeti u noopocmog 6 gozpacme 10-17 1em
bezomacHocTh 1 3 PeKTHBHOCTH CUMBACTATHHA Yy IOJPOCTKOB B Bo3pacte 10-17 ner
C TETEpO3UIrOTHOM  CEMEHMHOM  TUIIEpXOJIECTEPUHEMUEH  OLICHUBAJIACh B
KOHTPOJUPYEMOM  KJIMHUYECKOM HCCIEAOBAHMM C YYaCTHEM MaJlbYUKOB-
NOJIPOCTKOB co craaueil passutus |l u Boime nmo knaccuduxamuu Tannepa u
JIEBOYEK, Y KOTOPBIX IIPOLLIO HE MEHEE OJHOrO I'0/ia MOCJe HACTYILJICHUSI MEHapXe.
VY manMeHToB, MOMYyYaBIIUX CHUMBACTATHH, MPO(HIIb HEXKENATeNbHbIX SBICHUHA B
EJIOM ObLT CXOHBIM C TAKOBBIM Yy MalMEHTOB, MOJIYYaBIINX IUIAE00.
Jo3b1 cBbiie 40 Mr B JaHHOW MOMYJSIIUU MAIIMEHTOB UCCJEI0BaHbl HE ObLIU. B
3TOM OrPAaHUYEHHOM KOHTPOJHPYEMOM HCCIEAOBAaHUUM HE ObUIO BBISBICHO
MOATBEP>KICHUS BIMSHUS Mpenapara Ha pocT WK MOJOBOE CO3PEBaHUE JEBOYCK U
MaJbUMKOB TOJPOCTKOBOTO BO3pacTa, WM BIMSHHUS Ha MPOJOIKHTEIHLHOCTD
MEHCTPYaJIbHOTO LIMKJIA y AEBOYEK TaKKe He OOHapykeHo (cM. pazzaensl 4.2, 4.8 u
5.1). JleBymKaMm-mogpoCcTKaM cCJIeIyeT OOBICHATh HEOOXOAUMOCTh MPUMEHEHUS
COOTBETCTBYIOIIUX METOJIOB KOHTpALICTILIMA BO BpEeMs TEpamud CHMBACTaTHHOM
(cm. pazgen 4.3 u 4.6). Y mamueHToB B Bo3pacte < 18 ner sddexktuBHOCTh U
0e30MacHOCTh Mmpemnapara NpU MPOJODKUTEIBHOCTH JiedeHus > 48 Henelnb

HEU3BECTHA,  JOJTOCPOYHBbIE  APGEeKTHI B OTHONICHUH  (PU3UUYECKOTO,
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WHTEJJIEKTYaJIbHOTO M TOJIOBOTO CO3P¢BAHUS
NPUMEHEHUIO CHMBAacTaTWHA Yy maiMeHToB Miagme 10 yer, a Takke y aereu

npemnyOepTaTHOTO BO3pacTa U JIEBOYEK B IMIPEMEHAPXEe HE MIPOBOIUITHUCE.

4.5. B3anMoaelcTBHe C APYIrHMHU JIEKAPCTBEHHBIMHU MNpenapaTaMu U JApyrue
BU/bI B3aUMO/IeHiCTBUS

MHOroYnciIeHHbIE MEXaHU3Mbl MOTYT  CIIOCOOCTBOBATh  IOTEHIMAIBHOMY
B3aumozeiicteuio ¢ uHruOutopamu ['MI-KoA-penykrasbl. JlekapcTBeHHBIE
CpPEICTBA WIM NPOAYKTHl PACTUTEIBHOTO INPOUCXOKIEHUS, WHTUOMPYIOIINE
onpeneneHHbie  (GepMeHthl  Mmertabonuzma  (Hanpumep, CYP3A4) w/wum
Tpancnoprepsl (Hampumep, OATP1B), Moryr yBenuuuBaTh KOHLEHTPALUIO
CUMBACTaTHHA U TUJIPOKCUKUCIOTHl CHMBACTATHHA B TIa3ME€ KPOBU U MIPUBOAUTH K
MOBBIIICHUIO PUCKA Pa3BUTHSI MUOTIATUN/PabIOMHOIH3A.

Jlj1s BceX MPUMEHSIIOIIUXCS OAHOBPEMEHHO JIEKAPCTBEHHBIX CPEACTB HEOOXOIUMO
0o0paTUThCAd K HHCTPYKUUU [0 MEIUIMHCKOMY MPUMEHEHUIO NJis MOJy4YeHUs
JIOTIOIHUTENbHON HHQOpMaMK 00 HMX NOTEHIHMAIbHBIX B3aWMOJACUCTBUAX C
CUMBACTaTUHOM, W/WJIM BO3MOKHOM BJIMSIHUM Ha ()EPMEHTHI WM TPAaHCIOPTEPHI,
JUTSl BO3MOKHOU KOPPEKLUHU 103 WIIH PEXUMA JTO3UPOBAHHUS.

HDOTI/IBOHOKaBaHHBIe KOM6I/IHaI_II/II/I JICKAPCTBCHHBIX CPCACTB

[IpoTuBONOKa3aHa COMYTCTBYIOIIAs TEpANUsl CIEAYIOIMMU JIEKApCTBEHHBIMU
CpencTBamu.

Mownvie uneubumopwt uzopepmenma CYP3A4.

CumBactatud metabosmsupyetcss uzopepmentoM CYP3A4, Ho He WHTHOMpYyeT
aKTUBHOCTb 3TOr0 H30(epMeHTa. DTO MO3BOJIAECT MPEAINOJIOXKHUTh, YTO IPUEM
CMMBACTaTHMHA HE OKa3bIBaeT BIIMAHMS Ha KOHIUEHTPAIMI0O B IUIa3ME€ KpOBU
JIEKapCTBEHHBIX CPENICTB, METaOOIM3UPYIOMIMXCA TOJ JACUCTBUEM H30(epMEeHTa
CYP3A4. Mommubsie unruoutopsl uzopepmenta CYP3A4 yBennuumBaioT pHUCK
pPa3BUTUS MUOMNATHM 32 CUET CHUXKEHUS CKOPOCTH BBIBEJICHHS CHMBACTaTHHA.

OnHOBpeMEHHOE MPUMEHEHHE MOUIHBIX HHrubutopoB uzodpepmenta CYP3A4
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iosdirdnasol, “ Bophrdidiona

PUTPOMUIIMHA, KIIAPUTPOMHUIIMHA, TEIUTPOMUIIMHA, UHTHONTOpOoB BUY-1ipoTeassi,

(HampuMep, HTPAKOHA30Jla, KETOKO

OorenpeBupa, TeIANPeBUpa, He(ha3oq0Ha, MPENapaToOB, COASPIKAIIMX KOOUITUCTAT)
W CHMBacTaTMHa  MOpoTHUBOMOKazaHo  (cm.  pasgenst 4.3, 44 -
Muonamusil Paboomuonus).

I'emehubposun unu yuxnocnopun (cm. pazoenvt 4.3, 4.4 - Muonamus/Paboomuonus).

Jpyrue aekapCTBEHHbIC B3aMMOACHCTBUS

Ipyeue pubpamet

Puck pa3ButHs MHUONATHM YBEIWYUBAETCA TMPU OJHOBPEMEHHOM IPUMEHEHUU
CHMBAcTaTUHA ¢ reMpuopo3uom (cM. pazaen 4.3) u apyrumu pubparamu (Kpome
dbenopubpara). [laHHbIE THMNOTUMUIAEMUYECKHE CPEIACTBA CIIOCOOHBI BBI3BATh
MUONATUIO B MOHOTepanuu. [Ipu ogHOBpeMEHHOM NPUMEHEHUU CHUMBACTaTHHA C
dbenopubpaToM PHUCK Pa3BUTHS MHUOMATHH HE MPEBBINMIAT CYMMY PHCKOB IpHU
MOHOTEpanmud  KaXIeiM  mpenmapatoM  (cMm.  pasgenst 4.3, 44 -
Muonamusi/Paboomuonus)

Amuooapon

Puck pasBuTtHs MuonaTuu/pabIoMuONIM3a TMOBBIMIAETCS MPU  OJHOBPEMEHHOM
MPUMEHEHUN aMHUOJapoHa C CHMBACTaTUHOM. B KJIMHHYECKOM WCCIEIOBAHUN
4acTOTa PAa3BUTHUS MHUOMATHH Yy TAIHUCHTOB, MPUHUMABIINX OJHOBPEMEHHO
cuMBacTaTuH B g03¢ 80 Mr u aMuojapoH, coctaBuia 6% (cm. pasnenst 4.2, 4.4 -
Muonamusi/Paboomuonus).

brokamopul «meonennvixy Kanvyuesvix Kanaios

Puck pasButHs MuONaTHW/pabIOMUOIM3a TIOBBIIIACTCS TPH OJHOBPEMEHHOM
MPUMEHEHUN BeparmaMmia, JUJITHA3eMa Wi aMJIOJWIHA C CHMBACTaTUHOM (CM.
pasnensl 4.2, 4.4 - Muonamusi/Paboomuonus).

Jlomumanuo

Puck  pa3BuTusi ~ MHONATUW/pabAOMUOIM3a  MOXET  TOBBIMIATHCA  TpU
OJIHOBPEMEHHOM NPUMEHEHUHU JIOMUTANUA C CHMBAaCTaTUHOM (cM. pa3zaensl 4.2, 4.4

- Muonamus/Paboomuonus).
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Ymepenunvie uneubumopul usogpepmenmal C YPSAQI?HaMS—wFéﬁT Eﬂéﬁ'éébgau') oy

[Ipy OAHOBpEMEHHOM MPUMEHEHHHM TNPEnaparoB, O0O0JIAJAIOMIUX YMEPEHHOU
UHTUOUpYIOLIEH aKTUBHOCThIO B oTHoumeHun wu3zodpepmenta CYP3A4, wu
CUMBACTaTHHA, OCOOEHHO B 00Jie€ BBICOKHX [103aX, MOXET IMOBBICUTHCS PHUCK
pa3BuTus wmuomnatuud (cMm. paspen 4.4 - Muonamus/Paboomuonus). Ilpu
OJTHOBPEMEHHOM TPUMEHEHWHW CHUMBACTaTMHA W YMEPCHHBIX HWHTHOUTOPOB
nzopepmentoB CYP3A4 moxeT noTpedoBaThCsi CHUKEHHUE 1036l CHMBACTATHHA.
Panonazun (ymepennoui uneuoumop uzogpepmenma CYP3A4)

[Ipy oOJHOBpEMEHHOM NPUMEHEHUM paHOJa3MHA M CHUMBACTaTHHA MOXET
MOBBICUTRLCS PUCK Pa3BUTHS MUONATHH (CM. pasaen 4.4 - Muonamus/Paboomuonus).
[Ipu omHOBpEMEHHOM TPUMEHEHWW CHUMBACTAaTHHA W PAHOJA3WHA MOXKET
noTpeOOBaTHCS CHUYKEHUE J03bl CHUMBACTaTHHA.

HUneubumopvr mparncnopmnoeo dbenxa OATPIBI

'mapokcUKUCIOTa CUMBACTaTHHA SIBIETCS CYOCTpPAaTOM TpPAaHCTIOPTHOTO Oerka
OATPIBI1. OnHoBpeMeHHOE NPUMEHEHHE WHTHOUTOPOB TPAHCIIOPTHOIO OeiKa
OATPIB1 wm cumBactaTMHa MOXET MPUBECTH K YBEJIWYEHHUIO I[LJIA3MEHHOU
KOHIIEHTpAIlMU THAPOKCUKUCIOTH CUMBACTaTHHA U TOBBIIIEHUIO PUCKA PAa3BUTHUSA
muonatau (cMm. paznensl 4.2, 4.4 - Muonamus/Paboomuonus).

Hneubumopwl 6enxa ycmouuueocmu paxa monounou sxenesvt (BCRP)
CumBactatuH sBisieTca cyoctparom 3¢ dmokcHoro Tpancroptepa BCRP.
OnHOBpeMEHHOE TIPUMEHEHHE cuMBacTtaTuHa u uHruomTopoB BCRP (manpumep,
an0acBUpa M Tpa3onpeBUpa) MOKET MPUBECTH K YBEIMYECHUIO ILJIA3MEHHOU
KOHIIEHTpAllMd CUMBACTaTMHA W TOBBIIIEHUIO PHUCKa pa3BUTUA Muonatuu. llpu
OJTHOBPEMEHHOM TPUMEHEHWU cuMBacTtatuHa u wuHruoutopoB BCRP wmoxer
noTpeOoBaThCA  KOppEKIMs  J103bl cuMBacTatuHa (cMm. pasgen 4.4 -
Muonamusi/Paboomuonus).

Huxomunosas kucioma (ne menee 1 o/cym)

[Ipy OIHOBpEMEHHOM NPUMEHEHUU CUMBACTAaTHUHA W HUKOTHUHOBOM KHCIIOTHI

(HHarHa) B TUMUACHIDKAIONINX J03aX (He MeHee | T/CyT) OnucaHbl peKue Cydan
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makdkiHeTreekoMmtTe}

OJHOBPECMCHHOM INPHUMCHCHHMHU OJHOKPATHO 2 T HHUKOTHHOBOW KHCJIOTHI

(OBAHIH fipu

pa3BUTHs Muonatuu/padbagomuonusa. B

3aMEJICHHOTO BBICBOOOKIEHUS W CHUMBacTaTMHa B jgo03¢ 20 mMr HaOII01aI0Ch
He3HauuTenbHOoe yBenmnueHue AUC cumBacTaTMHa U THJIPOKCUKHUCIOTHI
cuMBacTaTuHa, a TakKkKe Cmax THAPOKCUKHUCIOTH CHMBACTaTHHA B IJIa3Me (CM.
paznen 4.4 - Muonamus/Paboomuonus).

Dy3uoosas kucioma

[Ipu omHOBpEMEHHOM TIpUMEHEHUU (DY3UIOBON KHCIOTHI U CUMBACTATHHA MOXKET
MOBBICUTBLCS PUCK Pa3BUTHs MUONATHH (CM. pasaen 4.4 - Muonamusi/Paboomuonus).
Konxuyun

[Ipu omHOBpEMEHHOM MPUMEHEHHH KOJIXMIIMHA M CUMBACTaTHHA y MAIMEHTOB C
MOYEYHON HEJOCTAaTOYHOCTBIO OMHMCAHbl CIydal pa3BUTUS MHOINATUU U
pabaomuonu3a. [Ipy KOMOMHMPOBAHHOW TepanuK JAHHBIMU TpemapaTaMyu TaKHe
MAIMEHTHI IOJDKHBI HAXOUTHCS TIOJT THIATEIHbHBIM HAOTIOCHUEM.

Jlueokcun

OnHOBpeMEHHOE TPUMEHEHHWE JUTOKCMHA W CHMBAcCTaTMHA Yy  370POBBIX
JOOPOBOJIBIIEB TMPUBOAWIO K HEOOJbIIOMY TMOBbIIeHUIO (MeHee 0,3 HI/M)
KOHIIGHTpAIlMd  JUTOKCMHA B  TUIa3ME€  KPOBHU, W3MEHEHHOW  METOJ0M
PaIMOMMMYHHOTO aHalli3a, MO0 CPAaBHEHHIO C OJHOBPEMEHHBIM INPUMEHEHHEM
TUTOKCHHA U IUI1a1e0o0.

Cexgecmpanmul HcenuHbIX KUCIOM

[Ipy OJHOBpEMEHHOM TIPUMCHEHUW CEKBECTPAHTOB JKEIYHBIX KHUCIOT U
CUMBAaCTaTHHA, MTPUEM CHMBACTATHHA JOJDKEH OCYIIECTBISITHCS MU 3a 2 Yaca 0
WK Yepe3 4 yaca mocjie mprueMa CeKBECTPAHTOB JKETYHBIX KUCIOT (CM. pazaen 4.2).
Pugamnuyun

B cBsi3u ¢ Tem, 4TO pudaMnuIH SBISETCS MOIIHBIM WHIYKTOPOM H30(epMeHTa
CYP3A4, y nanueHToB, MOIYYaOIUX JOJTOCPOYHYIO Tepanuio pudaMIUIIMHOM
(Hanpumep, JedeHwe  TyOepkysesa), MOXKET  HaONIOAATbCs  CHUKEHHUE

b (HEeKTUBHOCTH cHUMBacTaTUHa. B (apMakOKMHETHYECKOM WCCIEOBAHUU Y
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310pOBBIX 700poBObileB 3HaUeHHEe AUC FHﬂp@EHIZ%BI;ﬁT%HmEEéTEEHha 1pu

OJIHOBPEMEHHOM IPUMEHEHUU C puPamMIUIIMHOM ObLIO CHUXKEHO Ha 93%.
Jlanazon

[Ipn olHOBpEMEHHOM NPUMEHEHUHU JaHa30Jia U CUMBACTaTHHA BO3PACTAET PHUCK
pa3BUTHS MHONATHM W pPabJOMHUONIM3a, TaKUM O00pa3oM, OJHOBPEMEHHOE
MPUMEHEHUE CUMBACTaTUHA U JaHa30Jla MPOTUBOMNOKa3aHo (cM. pazaensl 4.2, 4.4 -
Muonamusi/Paboomuonus)

Henpsamvie anmukoazynsinmst (npouseoousie Kymapuna)

CumBactatud B o3¢ 20-40 Mmr B CcyTku mnoOTeHUUPYET 3P(EKT KyMapHHOBBIX
AHTUKOATYJIIHTOB: TPOTPOMOMHOBOE BpEMSI, OINPEACICHHOE KaK MEXKIyHapOIaHOE
HopMmanu3zoBaHHoe oTHouienue (MHQO), Bo3pacTaer oT UCXOgHOTO ypoBHA 1,7 10
1,8 'y 3m0opoBbix g00poBoibIeB M OT 2,6 10 3,4 y TMalMeHTOB ¢
TUIIEpXOJIECTepUHEMUEH. Y  MalMEeHTOB, MNPUHUMAIOIIUX  KyMapHHOBBIC
AHTUKOATYJISTHTBI, TPOTPOMOMHOBOE BpeMsl JOJKHO OMPEACNSIThCS 10 Hadalia
TEepanuyd CUMBACTATMHOM, a TaK)Xe JOCTaTOYHO YacTO B HAYaJIbHBIA MEPUOJ
JIeYEHUs JUIsl WCKIIOUYCHMS] 3HAYMTENbHBIX H3MEHEHUM 3Toro mokasarens. Kak
TOJIBKO JIOCTUTaeTCs CTaOMIbHBIN Moka3aresb MHO, ero nanbHeiiiiee onpeaesieHue
CleAyeT MPOBOJAUTH C HHTEPBAJIaMU, PEKOMEHYEMBIMU JIJI1 KOHTPOJIS MAllMEHTOB,
MOJTYYalINX TePANUI0 aHTUKOoAryiasiHTaMu. [Ipyu u3mMeHeHnu 1036l CHMBACTaTUHA
WM TIOCJ€ €ro OTMEHBbl TaKKe PEKOMEHIYETCS pEeryJjsipHOe H3MEepeHue
POTPOMOMHOBOTO BPEMEHU. Y TAIMEHTOB, HE MPUHUMABIINX AHTHKOATYJISHTBI,
Teparusi CHMBAaCTaTUHOM He Obljia CBsi3aHa ¢ BOSHUKHOBEHUEM KPOBOTECUEHUN WIIH
W3MEHEHUSIMU TTPOTPOMOUHOBOTO BPEMEHH.

Jlanmomuyun

[Ipu oxgHOBpemeHHOM mpuMeHeHun wuHruOuTopoB [I'MI-KoA-peaykraszel u
AT TOMHUITTHA MOKET MOBBICUTHCS PUCK PA3BUTHSI MUOTIATHH W/WIH pabJOMHOIN3A
(cm. pazmen 4.4 - Muonamusi/Paboomuonus).

JIpyrue BUAbLI B3aUMOJIENCTBUS
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Cok rpeitndpyTta coaep>KuT OA1H 1K Odiiee KOMH@E‘P{)%ERSEMéthH&B\IHOT

“MEPTHOMY OTYETY

nzodpepmenT CYP3A4 ¥ MOryT MOBBICHUTH KOHIICHTpPAIMIO B IIJla3M€ KPOBH
npenaparoB, metabonusupytomnmxcs nzopepmearom CYP3A4. Tlpu ynorpebienun
coka B 00b1yHOM KosimuecTBe (1 crakan 250 mil B IeHB) 3TOT 3P HEKT MUHUMAITBHBIN
(Habmromaercs yBenuueHue akTUBHOCTH MHruOuTopoB I'MI-KoA-pemykraspl Ha
13% npu onenke no 3HaueHno AUC) v He UMeeT KIIMHUYECKOT0 3HaueHus1. OTHaKo
ynoTpebsieHne coka rpeindpyra B OOJbIINX 00beMax 3HAYUTEIHLHO IMOBBINIACT
akTUBHOCTh MHTHONTOpOB ' MI'-KOA-penykTa3sl B miazme KpoBu. B cBsi3u ¢ 3Tum
HE0OXOoaMMO wu30eraTh yIOTpeOJICHHS CcokKa Tpeundpyra mpu  Tepanuu

cuMBacTaTHHOM (cM. paszzaen 4.4 - Muonamusi/Paboomuonus).

4.6. ®epTUIBLHOCTDH, 0€PEMEHHOCTD M JIAKTALMS

bepeMeHHOCTh

CuMBacTaTUH TPOTHBOINOKa3aH OepeMeHHbIM. Tak Kak 0e30macHOCTh AJis
OepeMEHHBIX HE J0Ka3aHa M HET JIaHHBIX, YTO JICYEHHE IpEenaparoM BO BpeMs
OepeMEHHOCTH TPUHOCUT OYEBUAHYIO TOJb3y, MIpPHUEM IMpenapara Cieayer
HEMEIJICHHO MTPEKPATUTh IIPHU HACTYIIJIEHUH OepeMeHHOCTH. CUMBACTATHUH CJIEyET
Ha3Ha4yaTh JKCHIIMHAM JETOPOJHOIO BO3pacTa TOJBKO B TEX CiydasX, KOrna
BEPOATHOCTh OEPEMEHHOCTH OYeHb Mana. [IpuMeHeHne cuMmBacTaThHa BO BpeMs
OEpEeMEHHOCTH MOXET CHU3UTh KOHILIEHTPALMI0 MEBAJOHATA (MPEAIIECTBEHHUK B
OMOCHHTE3€ XOJIECTEpUHA) Y IUIoa. ATEpOCKIEepO3 SIBISAETCA XPOHUUYECKUM
3a00JIeBaHNEM U OOBIYHO MTPEKPAILEHUE TPUEMA TUIIOJUINAEMUYECKUX IPENapaToB
BO BpeMsI OEpEMEHHOCTH OKa3bIBACT HE3HAUUTEIbHOE BIUSHUE HA JIOJITOCPOUYHBIE
PHUCKH, CBSI3aHHBIE C IEPBUYHOM TMIIEPXOJIECTEpUHEMUEN. B CBSA3M ¢ 3TUM npenapar
HE JIOJDKEH [PHUMEHATHCS Y JKCHIIUH, KOTOpble OEpeMEHHBbI, NbITAOTCA
3a0epeMeHeTh WM I0A03PEBAIOT, YTO OHM OepeMeHHbl. JleueHue mpenapaTrom
JOJKHO OBITh TMPUOCTAHOBICHO HAa BEChb CPOK OEPEeMEHHOCTH WM IOKa
OepeMEHHOCTh HE JMAarHOCTUPOBAHA, a cama JKEHUIMHA MpeaynpexicHa o

BO3MOKHOH OIACHOCTH JIA T1oaa (cM. paszuen 4.3).
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(MOCNEOOBATENEHOCTE 0001)

JlakTanus

JlaHHbIe O BBIJCJICHUM CHUMBACTaTMHA M €r0 METAa0OJUTOB C TPYAHBIM MOJIOKOM
orcyTcTBYIOT. Ilpu HeoOxomumocTn HaszHaueHuss mpemnapata CumBacTaTHHA
YKCHILMHE B MEPUOJ JIAKTAlUU CIEAYET YUYUTHIBATH, YTO MHOTHUE JIEKAPCTBEHHBIC
Ipenaparbl BBIACIAIOTCA C TPYAHBIM MOJIOKOM, M HMEETCS yrpo3a pa3BUTHSA
CEpbE3HBIX HEOMArompHsTHBIX peakuuid. BcenmeacTBue 3Toro mpu KOpMIICHHH
IPyAbIO IPUEM IIpenapara CiaeayeT NPEeKPaTUTh.

DepTHILHOCTH

I[aHHBIC O BJIMAHHNKU CHUMBACTAaTHHaA Ha q)CpTI/IJII)HOCTB Y KCHIIMH OTCYTCTBYIOT.
CumMmBacTaTMH HE OKa3bIBaeT BJIMSHHUS Ha (I)CpTI/IJ'IBHOCTB Y KPBIC MYKCKOI'O H

ZKCHCKOI'O I10JI1a.

4.7. BuusiHue HAa CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMH H
padoTaTh ¢ MEXaHU3MaMHU

CuMBacTaTUH HE OKa3blBa€T WM OKa3blBACT HE3HAUUTENbHOE BIMSIHHME Ha
CIIOCOOHOCTH YIPABIISATH TPAHCHOPTHBIMU CPEACTBAMH U pabOTaTh C MEXaHU3MAMHU.
Tem He MeHee, MpU yHpPABICHUU TPAHCIOPTHBIMHM CpPEACTBAMHU WM paboTe ¢
MEXaHU3MAMH CJIEAYeT IPUHATH BO BHUMAaHUE, YTO B MOCTPETUCTPALMOHHOM

NepUoie COOOIIANIOCh O PEAKUX CIydasX Pa3BUTUS FOJIOBOKPYKEHUS.

4.8. Hexenare/ibHble peaKkIuu

PesromMe mpoduiist 6e30macHOCTH

[Ipenapar B 1eJI0M XOPOIIIO MEPEHOCUTCS, U OOJIBITUHCTBO MOOOYHBIX 3P (PEKTOB
ABIIAIOTCS CNAa00 BBIPAKEHHBIMU U mpexoasmuMmMu. Menee 2% MpOLIEHTOB
NAIMEHTOB, MPUHAMABIINX yYaCTHE B KIMHUYECKUX MCCIICTOBAHUIX, TPEKPATUIN
JeUYeHHE B CBSI3M C PA3BUTHEM HEXKEJATEeNbHBIX SBJICHWH, CBOMCTBEHHBIX
npernapary.

B mpenperucTpallMOHHBIX KJIMHUYECKUX HUCCICIOBAHMIX HEXKEIaTeIbHBIMU

SIBJICHUSIMHM, BO3HUKABIIMMHU C 4YacTOTOM He MeHee 1%, KOTopble OLICHUBAIUCH
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HCCIICAOBATC/LIMM KaK BO3MOXKHO, BEPOATHO Igﬁ&j&&ﬁ%%éﬁmy I:CIEBLE»'a%'I—I;IB‘]TIC C

“MEPTHOMY OTYETY

IpUEeMOM Tipenapara, ObUIM 00JIb B KMBOTE, 3aM0p M MeTeopusM. Jpyrumu
HEXENaTebHBIMU sBIICHUsIMH, Bo3HuKaBmmmu y 0,5-0,9% mnammentoB, Obumn
acTeHUs U Tos0BHas1 60Jib. IMenuch pesikue cooOUIeHUs O Pa3BUTUM MUOTIATUH (CM.
paznen 4.4, Muonamusi/Paboomuonus).

B xnunnueckom uccnenoanuu (HPS), B koTopom 20536 manueHTOB MPUHUMAIH
cumBacTtatuH (n=10269) B no3e 40 mr B cyTku wi maiedo (n=10267) B TeueHue B
CpemHeM 5 JIeT, XapaKTep HEeXeNaTeNbHBIX SBJICHWA ObLUT CXOJHBIM B TPYIIIax
CMMBAacTaThHA U 1anebo. Yactora mpekpamieHus: Tepanu BCIEACTBUE Pa3BUTHSA
HEXeJaTeNbHbIX SIBJICHUI Oblia Take CONOCTaBUMOM B AByX rpymnmnax (4,8% B
rpynre cuMBacTaTtuHa, u 5,1% B rpymnme mianebo). Yactora pa3BUTHS MUOTIATUH Y
NAlMEeHTOB, TOJy4aBIIMX cUMBacTaTuH, Obuta wmeHee 0,1%. IloBbiieHue
AKTUBHOCTU «TI€YCHOYHBIX» TpaHcamuHa3 (Oojiee, yeM B 3 pasa BBINIC BepXHEH
rpanunbl HopMbl (BI'H), mnonarBepxaeHHOE IIpU IMOBTOPHOM HCCIEAOBAHUM)
HaOmopaanock y 0,21% mnauuentoB rpynnsl cuMmBactatuHa Uy 0,09% mnanueHTos
rpynimsl mianeoo.

Pe3romMme HexeaTelbHbIX PEAKITNT

EcTb coobmieHust 0 BO3MOXXHOCTH Pa3BUTHS CIEIYIONNX HEXKEIATEIbHBIX SBICHUN
(penkue: >0,01% u <0,1%, ouenn penkue: <0,01%, yacToTa HE yCTaHOBJEHA!
HEBO3MOKHO YCTaHOBUTH HA OCHOBAHHUH JIOCTYMHBIX JTAHHbIX):

Hapywenusa co cmoponul kposu u numgamuueckou cucmemvl

Penkue: anemus.

Hapywenus co cmoponst ummyHnou cucmemsl

Penko pasBuBajiicsi CHHIPOM THUNEPUYYBCTBUTEIHLHOCTH, KOTOPBIA MPOSBIISIICS
aHa(uIaKCcUen, AHTMOHEBPOTUYECKUM OTEKOM, BOJTYAHOYHOIIOAOOHBIM
CHUHIPOMOM, PEBMATUYECKOW MMOJIMMHUAITHEH, IEPMATOMHO3UTOM, BACKYJIHTOM,
TpOMOOIUTOTICHUEH, DO3WHODUINEH, YBEIMYCHHEM CKOPOCTH  OCEIaHUS

SPUTPOLIUTOB (COD9), apTPUTOM, apTpaITUsSIMH, KpanuBHUIIEH,
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(OTOUYBCTBUTEIBHOCTBIO, JTUXOPAIKON «nppf%ﬁmc%ﬁgggb%z%gi@:%:kna

“MEPTHOMY OTYETY

OJIBIIIIKON M 00II1€el cl1a00CThIO.

brinmu monmydeHsl o4eHb penkue COOOIIEHUs O Pa3BUTHH UMMYHOOTIOCPEIOBAHHON
HEKPOTH3UpYIOIIell MuonaTtuu (ayTOMMMYHHOM MHUOMNAaTHH), OOYCIOBICHHOU
IPUEMOM CTaTWUHOB. VIMMyHOOMOCpEIOBaHHAS MHOIMATHS XapaKTePU3yeTCs
c1ab0CThI0  TPOKCHMAIBHBIX MBI W TOBBIIMICHHOW  aKTUBHOCTBIO
kpeatuHpochokunazpl (KDOK) B CHIBOPOTKE KpPOBH, KOTOPHIE COXPAHSIOTCH,
HECMOTpSI Ha OTMEHY JIeueHus cTaTuHOM. Ha Oworicuu MBI BHJIHA
HEKpOTH3UpYIO[asi MuomnaTusi 0e3 3HAUYUTEIBLHOTO BOCHAJICHUS. YIIyYIlIEHHE
HaOJIFOaCTCs TIPU TeparTui UMMYHOICTIPECCUBHBIMY TTpenapataMu (CM. paszaen 4.4
- Muonamus/Paboomuonus).

Taxke OBUTM TIONYYCHBI PEAKHE TOCTPETHCTPAIIMOHHBIE COOOIICHHS O
KOTHUTUBHBIX HApyMICHUSX (HampuMmep, pas3audHble HapYIICHUS TMaMsITH -
3a0BIBUNBOCTD, CHIDKCHHUE TTAMATH, aMHE3UsI, CITyTAHHOCTh CO3HAHUS ), CBI3AHHBIX C
NPUMEHEHUEM  CTaTMHOB.  JlaHHBIE  KOTHUTUBHBIC  HApyIICHHWS  ObUIH
3aperuCTPUPOBaHbl MpU TpueMe Bcex cTaTUHOB. CoOOIeHUsT B I1€JIOM ObLIH
KJIacCH(DUITMPOBAHBI KaK HECEPhE3HBIC, C PA3IMYHON JITUTEITLHOCTHIO JI0 TTOSBICHUS
CUMIITOMOB (OT 1 CYyTOK /10 HECKOJIbKHX JIET) U BPEMEHEM UX pa3pelieHus (MeauaHa
3 menenu). CUMOTOMBI OBUTH OOPAaTUMBIMU U MIPOXOIUIIH TOCJE OTMEHBI Teparuu
CTaTHHOM.

Hapywenus co cmoponsl nepenou cucmemul

Penkwue: ronoBokpyxeHue, nepudeprudeckas HeUponaTHs, mapecTe3usl.

Ouenb peakue: 6ECCOHHUIIA.

YacToTa HE yCTaHOBIIEHA: JEMTPECCHS.

Hapywenus co cmoponwvl OvixamenvHou cucmemsl, 0peaHo8 2pyOHOU KIemKu U
cpedocmeHus.

YacToTa HE yCTaHOBJIEHA: UHTEPCTUITMATBLHOE 3a00JICBAHUE JIETKUX.

Hapywenus co cmoponwl srceny0ouno-kuuieuno2o mpakma

Penkwue: nucnerncusi, TONIHOTA, PBOTA, JUAPEs, TAHKPEATHUT, TENATUT/KENTyXa.
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Ouenb peakue: daranbHas U HedaTalbHASL neuetddhal Hebetardiitocts, 220

Hapywenus co cmoponsl Kodtcu u noOKOIHCHbIX MKAHeLl
Penxue: kokHas ChINb, KOXKHBIN 3y, aIONEIU.
Hapywenus co cmoponsl ckenemno-muludleyHol u cOeOUHUmMeNbHOU MKAHU
Penkue: muanrus, cy10poru Maliil, padIoMUOIH3.
YacToTa HE yCTAaHOBJIEHA: TEHAUHONATHH, BO3MOKHO C Pa3pbIBOM CYXOKHUIIHM.
Hapywenus co cmoponst nonogvix op2anog u MOA04YHOU JHcene3vl
YacToTa HE yCTaHOBJICHA: SPEKTHIIbHASA JUCPYHKITHSL.
Jlabopamopuvie u uHcmpymeHmaivbHble OGHHbLE
NmeroTcs peakre cOOOLIEHUSI O Pa3BUTHH BBIPAXKEHHOTO U CTOMKOTO MOBBIIIEHUS
aAKTUBHOCTH «II€UYEHOYHBIX» TpaHCaMMHa3. Takxke cooOIalioch O TOBBIIICHUN
aKTUBHOCTU  WIeNOYHOM  ¢ocdarassl W raMMa-rIyTaMUJITPAHCIIENTH IA3hI.
OTKJI0HEHUS B MOKa3aTeNsiX (QyHKIMOHAIBHBIX MEYEHOUHBIX MPOO 0OBIYHO c1abo
BBIPDAKEHBI M HOCAT NPEXOAAIMi XapakTtep. VIMeroTcs CBeAeHUs O Cliydasx
noBbIicHus akTuBHOCTH KDK (cM. pasnen 4.4).
Coo0mianoch 0 MOBBIIIEHUH KOHIIEHTPAMHU TIUKO3WIMPOBAHHOTO TeMOTJI0OOMHA
(HbAlc) u KOHIIEHTpALMU TJIFOKO3bI B CHIBOPOTKE KPOBHM HATOIIAK MPHU MPUEME
CTaTUHOB, BKJIOYasi CHMBACTaTHH.
Crenyrolye HexXelaTeNbHbIE SBJICHUS COOOIANNCH PU MPUMEHEHUN HEKOTOPBIX
CTaTUHOB:

— HapyILICHHS CHA, BKJIKOYas KOIIMAapHbIE CHOBUICHUS;

— CCKCyaJibHasA ,Z[I/IC(IJYHKHI/IH, T'MHCKOMAaCTHUs.

Jletu u moapoctku (10-17 ner)

B kiMHMYeCKOM HCCeNOBAaHUM C Yy4YacTHEM maiueHToB B Bo3pacte 10-17 mer ¢
TeTepO3UTOTHON CEeMEMHON TurepxoynecTepuHeMuel npoduiab 0e30macHOCTH U
NEPEHOCUMOCTH JICYEHUS B TPYIINE, MPUHUMABIIEH CUMBACTATUH ObLI COMOCTaBUM
¢ mpodunemM 6e30MacHOCTH U MEPEHOCUMOCTH JICUSHHsI B TpYMIe, NPUHUMABIICH
miare6o (cM. pasnen 4.4 - Ilpumenenue y demetl u noopocmkos 6 eozpacme 10-17

sem).
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Coo011eHrE 0 10103PEBAEMBIX HEKEIATE nbupix Pedrilpa’ 50 TENEHOCTE 0001)

BaxxHo coolOmarb 0 M0J03pEBaEMbIX HEXKENATENbHBIX PpPEaKIUAX MOCIe
perucTpanyy JEKapCTBEHHOTO Mpernapara ¢ IeJbi0 00eCleueHus: HelPEPHIBHOTO
MOHUTOPUHIA COOTHOILIEHHUSI «I0JIb3a — PHUCK» JIEKapCTBEHHOIO Ipernapara.
MenuimHCKIM pabOTHHKAM PEKOMEHAYETCS COOOIIaTh O JIOOBIX MOI03PEBAEMBIX
HEXKENATEIbHbIX pPEaKlUsAX JEKapCTBEHHOTO IMpernapara 4epe3 HalMOHAJIbHbIC
CUCTEMbI COOOILEHHS O HEXKENaTeNbHBIX PpEeaKIUsIX TOCYJapCTB — YICHOB

EBpa3suiickoro 3K0HOMHUYECKOT0O COI03a.

Poccuiickas ®@eoepayus

Aopec: 109012, Mockea, Cnasauckas niowaos, 0. 4, cmp. 1

Deoepanvras cuyscba no Hao3opy 6 chepe 30pasooxpanerus (Poczopasnaosop)
Teneghonwr: +7 (495) 698-45-38, +7 (499) 578-02-30

Daxkc +7(495) 698-15-73

E-mail: pharm@roszdravnadzor.qgov.ru

Caum: http://roszdravnadzor.gov.ru//people

4.9. Ilepeno3upoBka

Coo0manoch 0 HECKOJBKHMX CIyyasX NEpeJO3UPOBKHM, MAKCUMallbHas MPUHATAs
no3a cocrasisuia 3,6 r. Hu y ogHOro nanueHTra mnocieACTBUI NEpeI03UPOBKU HE
BBISIBJICHO.

Jleyenue

Jnsg  jedeHuss TEPEeNO3UPOBKH  MPUMEHSIOTCS  OOIIKME  MEpbI,  BKJIIOYAs

NoAJACPKUBAOIIYIO U CUMIITOMATHUYCCKYIO TCPAIIHIO.

5. ®APMAKOJIOTMYECKHE CBOMCTBA
5.1. ®apmakoauHaMH4yecKue CBOMCTBA
®dapmakoTeparneBTruueckas rpynna: ['unomunuaemuyeckoe cpenctso — ['MI-KoA -

peayKTa3bl HHTHOUTOD.

Kox ATX: C10AAO01
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MexaHu3M JEHUCTBUS U d)aDMaKOI[I/IHaMI/I CCKHE I%&T:C-IIJ':['EIL: BATENBHOCTE 000T)

CuMBacTaTHH NpeCTaBIseT COO0M TUIMONUIUAEMUYECKUI Npenapart, MoaydaeMbli
CUHTETHUYECKUM IyTeM U3 MpoaykTa GpepmenTaruu Aspergillus terreus.

[locne npuema BHYTPb CHUMBACTATWH, SIBJISIONIMICS HEAKTHUBHBIM JIAKTOHOM,
MOJIBEPTaeTCsl TUAPOSIU3Y B MEYEHU C 00pa30BaHUEM COOTBETCTBYIOLIEH (HOpMBI [3-
TUAPOKCUKUCIOTHl CHUMBACTATHHA, SIBJISIOLIEHCS OCHOBHBIM METa0OJUTOM U
00J1a1aro1el BEBICOKON MHTMOMPYIOIIel akTUBHOCTBIO B oTHOIeHun ['MI'-KoA (3-
TUAPOKCH-3-METHITITY TAPUI-KOIH3UM A) pEeIayKTas3bl, dbepmenTa,
KAaTaJIM3UPYIOLIEr0 HAYallbHYI0 W HauOoyiee 3HAYMMYIO0 CTaJui0 OHWOCHUHTE3a
XOJIECTEpPHUHA.

Knuanueckas 3dhhekTHBHOCTH U 0€30IMaCHOCTD

Knunuueckue wuccrnenoBanus moka3zand A((PEeKTUBHOCTh CHUMBAcTaTUHA B
OTHOIIIEHUH CHIbKEeHHs 0011ero xonectepuHa (OXC) B m1a3mMe KpoBU, XOJIECTEpUHA
munonipotrenHoB Hu3ko minotHoctu (XC JIITHIL), tpurmuuepumoB (TI) wu
X0JIECTEpHUHA JTUMONPOTEHMHOB o4eHb HHM3KoM mioTHocTH (XC JITIOHII), a Takxke
MOBBIIICHUSI KOHILICHTPALMU XOJIECTEPUHA JIMIOMPOTENHOB BBICOKOM IUIOTHOCTHU
(XC JHIBII) y mnanyeHTOB C TETEPO3UTOTHOM CEMEWHOW U HeceMeWHOU
TUIIEPXOJIECTEPUHEMUEN NI CMEIIAHHOW TMIIEPIUIIMIEMHUEN B TEX CIIy4asx, KOraa
MOBBINICHHAST KOHIIGHTpAIUsl XOJIECTEpUHA SIBISETCS (PaKTOPOM pHUCKA U
HA3HAUYEHUE OJIHOM NUEThl HEJOCTATOYHO. 3aMETHBIA TepaneBTHUYeCKui 3Pdext
HaOMOaeTCsl B TEUEHHME 2-X HEAeNb IMpueMa Ipenapara, MaKCHUMaJbHBIN
TeparneBTuIeckuii 3P ekt — B TeueHue 4-6 Heqeap mocie Havasa jedeHus. IPdext
COXpAaHSIETCAd NpU NOPOJOJDKEHUM Tepanuu. llpu mnpekpameHun npuema
CMMBACTaTHHA KOHIIEHTpAUMs XOJIECTEpUHA BO3BpPALlAeTCd K HCXOJAHOMY
3HAYEHMIO, HAOJI0IaBIIEMYCsl JI0 Havaa JISYeHUsI.

AKTHBHBII METa0OJUT CHMBACTaTHHA SIBIACTCS CHEIU(DUUECKUM WHTHOMTOPOM
['MI'-KoA-penykras3el, (pepMeHTa, KaTAIM3UPYIOIIETO PEAKIUI0 00pa3oBaHUS
meBanmoHara wu3 [I'MI-KoA. HecmoTps Ha »3TO, mpuemM CHUMBAcTaTUHA B

TEpaNneBTUYECKUX J03aX HE MPUBOAMUT K MOJHOMY HHruoupoBanuio ['MI-KoA-
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ot 14.07 2

OCIENNBATEORHOCES 0001)
peayKTa3bl, YTO MO3BOJISIET COXPAHUTH Llpa60'11Ey GHotorecki 1eobXdAHMoro

KOoJM4ecTBa MeBajioHaTa. [1oCKOJIbKY paHHMM 3TanoM OMOCHMHTE3a XOJEeCTepHUHa
apisietcs: KoHBepcusas [I'MI-KoA B MeBasioHaT, cUMTaeTcs, 4YTO NPUMEHEHHE
CHMBACTaTHHA HE JIOJDKHO BBI3bIBATh HAKOIUIEHHS B OpPraHU3ME IMOTEHLIHAIBHO
TOKCUYHBIX cTeposioB. Kpome Toro, 'MI'-KoA OsicTpo MeTabonmm3upyercs o0paTHO
no ametuwi-KoA, KOTOpBIM y4acTByeT BO MHOTHX TMpoIleccax OHOCHMHTE3a B
OpraHu3Me.

XOTs XOJIECTEPUH SBJISETCS MPEAICCTBEHHUKOM BCEX CTEPOUIAHBIX TOPMOHOB, HE
HAOJMIOAAIOCh  KJIMHUYECKOrO BIMSIHUSL CUMBACTaTHHA Ha CTEPOMIOTEHES.
[IoCcKOJIBKY CHMMBAacTaTMH HE BbI3bIBAJl MOBBIIIEHUSA JIMTON€HHOCTU KETYH,
MaJIOBEPOSTHO €T0 BIUSHUE HA YBEIMUCHUE YACTOTHI )KEITYHOKAMEHHON OOJIC3HH.
CHMBAacCTaTUH CHMUYKAET KaK MOBBILICHHYIO, TAK 1 HOPMAJIbHYIO KOHLIEHTparuo XC
JITHIL. JIITHIT oOpa3yroTcss M3 JIUNONPOTEMHOB OYEHb HHU3KOM IUIOTHOCTH
(JITTOHIT). Kata6omm3m JITTHIT nmpenmyIiieCTBEHHO OCYIIECTBISIETCS C MIOMOIIIBIO
Bbicokoauuuoro JIITHII-penentopa. Mexanu3m cHukeHus koHieHTtpauuun XC
JIITHIT mocne mpuema cuMBacTaTHHA MOXKET OBITh OOYCIIOBJIEH KaK CHUXCHHEM
koHueHtpamuu XC JITIOHII, tak u aktuBauuei JINIHII-penentopos, 4TO IPUBOAUT
K YMEHbIIIEHUI0 00pa3zoBanus U ycuienuto katadbonmusma XC JITHIL. [Tpu tepanuun
CHMBACTaTUHOM TAKKE€ CYIIECTBEHHO CHUYKAETCSA KOHIIEHTPALIUS allOJIUIIONPOTENHA
B (ano B). [Tockonbky kaxaas yactuia JIITHIT conepxut oany Mosnekyiy amno B, a
B JPYrUX JHUIONPOTEHMHAX OOHApYKEHBbI Majble KOJWYECTBA amo B, MOXHO
MPEANOJIOKNUTh, YTO CUMBACTATUH HE TOJBKO BBI3BIBACT MOTEPIO XOJECTEPUHA B
yactuuax JIITHII, HO u cHMXkaeT KOHUEeHTpauuto nupKyupyromux yactur JITTHII.
Kpome Ttoro, cumBactatud mnoBblmaer koHueHTpauuro XC JIIIBII m cHmxkaer
KOHUeHTpauo TI' B tuiazme KpoBu. B pe3ynbTare 3TUX U3MEHEHUU OTHOIIEHMS
OXC/XC JIIBII u XC JITHIT/XC JITIBII canxkatotcs.

B ckanguHaBCKOM HCCIIE€IOBAaHWU BIIMSHUS CUMBACTaTHMHA Ha BHDKMBAEMOCTH (4S)
BO3JICCTBHE TEpanmuu NpernaparoM Ha OOIIYI0 CMEPTHOCTh (MeIWaHa BpEMEHHU

y4acTus MaiueHToB 5,4 roja) oneHuBanoch Ha 4444 nmanueHTax ¢ UIIEMHAYECKOM
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oonesnpro cepaua (MBC). Ilpenapar C"Mﬁgé:fa';lﬁ'&l'::é‘ﬁnffcah_':ﬁﬁgﬁ 00 e

cmepTtHOCTH, cMepTHOCTH OoT MBC m uvactoTy HedaTanbHBIX MOATBEPAKIECHHBIX
uHapkTOB MUOKapa. [Ipemnapat Taxxke CHIXKAI PUCK HEOOXOJUMOCTH MPOBEICHUS
XUPYPTrUYE€CKUX BMEIIATENbCTB IO BOCCTAHOBJIICHHIO KOPOHApHOTO KpPOBOTOKA
(A0pTOKOpOHApHOE IWIYHTUPOBAHUE WA YPECKOXKHAs  TPaHCIIOMUHAJIbHAs
KOpOHapHas AaHTUOIUIACTUKA). Y TMAallMeHTOB C CaXapHbIM JUa0eTOM pHUCK
BO3HUKHOBEHHUSI OCHOBHBIX KOPOHApHBIX OCJIOKHEHMH ObLI Takke CHUXEH. boiee
TOTO, CUMBACTaTHMH 3HAYMTEIBHO CHIJKAI PHUCK BO3HMKHOBEHHS (HaTalbHBIX H
He(aTaJIbHBIX HApyLIEHUH  MO3roBOro  KpoBooOpalleHuss (MHCYJIbTOB U
OpEeXONslMX  HApyLIEHWH  MO3rOBOro  KpoBooOpauieHus). B 5-netHem
uccienoBanuu 3amuthl cepama (HPS) apdextuBnocts Tepanuu npenaparom Obuia
npojaeMoHcTpupoBaHa y 20536 manMeHTOB C TUIEPIUINUJEMHEN uiu 0e3 Hee,
HaXOJSAIIMXCS B TPYyNIE BBICOKOTO pucka pazsutust UbC B CBsI3U ¢ COMyTCTBYOIUM
caxapHblM JuabeToM, HHCYJIHTOM B aHaMHE3€ U JPYTMMH COCYJIUCTBIMU
3a00JIEBAaHUSAMHU.

B n1aHHOM MHOTOLIEHTPOBOM PaHIOMHU3HMPOBAHHOM JBOMHOM CJENOM Iianedo-
KOHTPOJIMPYEMOM HcCclleloBaHuU Ipenapar CumBacTaTuH B 03¢ 40 MI B CyTKH B
CpPaBHEHMH C TUIale00 CHUXaJl OOIIyI0 CMEPTHOCTh, PUCK CMEPTH, CBS3aHHOM C
NBC, puCK BO3HMKHOBEHMS OCHOBHBIX KOPOHAPHBIX OCIOKHEHHM (BKJIIOUas
HepaTalbHbIl MH(QAapKT MHOKapAa WIM cMepTh, cBsizaHHylo c¢ UBC),
HEOOXOMMOCTh XUPYPIHUECKUX BMEIIATEIHCTB IO BOCCTAHOBJICHHIO KOPOHAPHOTO
KPOBOTOKa (BKJIIOYasl aOPTOKOPOHApHOE IIYHTHUPOBAHHE U  YPECKOXKHYIO
TPAHCIIOMUHAIbHYIO AHTMOIUIACTUKY), a TaKKe Mepu(pepruueckoro KpoBOTOKA U
JIpYruX BHJIOB peBacKyssipusanuu. [IpenapaT cHU»Kaln pUCK pa3BUTHS MHCYJIbTA, a
TaK)K€ PUCK TOCHUTAIN3ALNHU 110 TIOBOAY CTEHOKApAUH. PUCK pa3BUTHS OCHOBHBIX
KOPOHAPHBIX M COCYAMCTBIX OCIOXHEHHUM CHIDKAJCS y nanueHToB ¢ uiu 6e3 MbC,
BKJIIOYAsl TMAIlMEHTOB C CaxapHbIM JuabeToM, 3a00jieBaHUSAMU TepUepuIecKux
COCYZIOB WM LEepeOpOBAacKYyJSIpHOM NAaTONOIMEed. Y TMalKMEeHTOB C CaXapHbIM

I[I/Ia6eTOM CUMBACTATUH CHWIKAJI PHUCK PA3BUTHUA CCPBC3HBIX COCYJAUCTBIX
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“MEPTHOMY OTYETY

BMEUIATEJIbCTB 110 BOCCTAaHOBJIEHUIO NMEPUPEPUUECKOTO KPOBOTOKA, aMITyTallUU
HIDKHUX KOHEUHOCTEH, a TaK)K€ BOSHUKHOBEHHE TPO(YUUECKUX S3B.

B npyrom MHOTOLIEHTPOBOM ITaLI€00-KOHTPOIMPYEMOM UCCIIEN0BAHUY C YUACTHEM
404 mDamueHTOB cHUMBAcCTaTUH (MO JAaHHBIM KOPOHApHOM aHruorpadguum c
UCITOJIb30BAHUEM KOJMYECTBEHHON OLIEHKHM KOPOHApHOIO KPOBOTOKA) 3aMeEIIs
IIPOrPECCUPOBAHNE KOPOHAPHOT'O aTEPOCKIIEPO3a U MOSIBIICHUE KaK HOBBIX YYaCTKOB
aTEpPOCKJIEPO3a, TAK M HOBBIX TOTAJIBHBIX OKKIIO3MM, TOTAa KaK y MAalUEHTOB,
IOJIy4aBLIMX CTaHJAPTHYIO Tepanuio, Ha0JII01a710Ch HEYKJIOHHOE
IIPOTPECCUPOBAHNUE ATEPOCKICPOTUUYECKUX IOBPEKICHUN KOPOHAPHBIX apPTEPUU.
AHanu3 MOATPYINI M3 JABYX HCCIENOBaHUM, B KOTOphIE ObLIO BKIOYEHO 147
NAlUEHTOB C runeprpuriuuepuaemueii (runepaunuaemus IV Tuma no
kinaccudukanuu OpeapuKcoHa), mokasai, YTo CUMBacTaTHH B 103¢€ oT 20 10 80 mr
B CyTKM cHWXas koHueHTpauuto TI', XC JIITHII, xonectepuH He JIUIONMPOTEUHOB
BbicOKOW TMIOTHOCTH (XC He-JIIIBII, paccuuThiBaeTcs Kak pasHOCTb MEXIY
koHneHTparmein OXC u konnentpanuend XC JITIIBIT) u noseiman XC JITTBIIL.
AHanu3 napyrol moarpynmel M3 7 MalUMEHTOB € AMCOETANIUIIONpPOTEMHEMHEN
(runepmunuaemus I1 Tuna no knaccupukannu OpeaprukcoHa) CHMBACTaTHH B 103€
80 mr B cytku cHmwxkan konueHtpauuio XC JIIIHIIL, Bxirodas numonpoTerHbI
npomexyTounor miotHocty (JIIIIIIT), a takxke xonuentrpauuto XC JIITOHII u

JIIIIIL.

5.2. ®apMaKOKHHETHYECKHE CBOMCTBA

AOGcopOuus

BcaceiBanuto noasepraercst okosio 85% MnpuHATON BHYTPb 103bl CHMBACTaTHHA.
[Tpuem numm (B paMKax CTaHAAPTHOM THUIIOXOJIECTEPUHOBOW JAMETHI) Cpaszy MOCIHe
nmprieMa CUMBAcTaTHHA HE BIUSET Ha (apMaKOKHHETHYECKUI poduiTs mpemnapara.

Pacnpenenenne

33



COOTBETCTEBYET 3K
ot 14.07.2

QCNEQQBATE OCTR Q0O
[Tocne mpueMa BHYTpb B MEUYEHU OIpE e10TCA “60JIee BEICORHE KOHIIE:HTp;.IIII/II/I

CHMBACTaTHUHA, Y€M B JIPYTMX TKAHSX.
Konnenrpaiusi aktuBHOro Merabonura cumBactatuHa L-654,969 B cuctemHoM
KPOBOTOKE COCTaBJIsIeT MeHee 5% OT HpUHATOM BHYTpPb 1103bl; 95% OT 3TOrO
KOJIMYECTBA HAXOAUTCS B CBI3aHHOM C O€ITKaMH COCTOSTHUMU.

Pesynbratom akTMBHOTO MeTaboiM3Ma cuMmBacTtaTtuHa B medeHu (6omee 60% y
MYKYHH) SIBJIIETCS €r0 HU3Kas KOHILIEHTPAIKs B 00IIIEM KPOBOTOKE.

B03MOXXHOCTh TIPOHUKHOBEHHUSI CHMBACTaTHMHA 4Yepe3 TeMaTodHIehamnaeckuii
Oapbep U reMaToIUIalleHTapHBIM 0apbep HE M3yUeHa.

BI/IOTDaHCd)ODMaHI/IH

CuMBacTaTUH SIBJISIETCS HEAKTUBHBIM JJAKTOHOM, KOTOPBIi OBICTPO TUAPOIU3YETCH,
npeBpaiiasch B B-ruapokcukuciaory cumBactatuHa (L-654,969), cuibHbBIM
uaruoutop I'MI'-KoA penykraspl. OCHOBHBIMH METa0OJMTaMU CHUMBACTaTHHA B
IU1a3Me KPOBH SIBIISIFOTCS B-THAPOKCUKUCIOTa cumBacTaTuHa (L-654,969) u ero 6°-
TUAPOKCH, O -TUAPOKCUMETUJI, 6’-3K30METUJICH MPOU3BOJHbIC. VHruoupoBaHue
['MI'-KoA-penykrasbl SIBISETCS KPUTEPUEM KOJUYECTBEHHOM OLIEHKHM BCEX
(bapMakOKMHETHYECKMX  UCCIEAOBAHMM  [-TUJIPOKCUKUCIBIX  METa0OJUTOB
(aKTUBHBIX WHTHOMTOPOB), & TAKKE AKTUBHBIX W JIATCHTHBIX WHTHOUTOPOB (BCEX
UHTUOUTOPOB), 00pa3yromMXcs B pe3yspTaTe ruaponnsa. O6a tuma MeTaboIuTOB
OMPENENAI0TCS B IJIa3Me KPOBH MPU MTPUEME BHYTPb CUMBACTaTHHA.

['mpponn3 cuMBacTaTMHA B OCHOBHOM  MPOUCXOJUT TNPH  IEPBUYHOM
INPOXOXKJIEHUU» 4Yepe3 Te4YeHb, T[O3TOMY KOHIIEHTpalUs HEU3MEHEHHOIO
CMMBACTAaTHHA B IJIJa3M€ KPOBU YesioBeKa HHU3Kasi (MeHee 5% OT MPUHATOM JO3bI).
MakcumainbHasi KoHIIeHTpaus (Cmax) B IJIa3ME KPOBH CUMBACTaTUHA JIOCTUTAETCA
yepe3 1,3-2,4 4 mociie npuemMa BHYTPh OJHOKpPATHOM 103bl. B mccienoBaHuu ¢
npumenenneM *C MEUEHHOrO CMMBACTATHHA ILUIA3MEHHAS KOHIIEHTpALys OOImeih
paguoaktuBHocTH (X*C Meuennbli cumBactatH + 4C MeueHHBIE METAOOIUTEI
CMMBACTAaTHHA) JOCTUTalla MakcUMyMma 4Yepe3 4 4 MU OBICTpO CHHUXKANACh 0

npumepHo 10% oT MakCMMaJIbHOTO 3HaY€HUs B T€UeHUE 12 4 nmocie npueMa BHyTpb
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TEeparneBTUYECKUX /103 CMHMBACTaTHHA COCTABISET OT 5 10 80 MI' B CYTKH, TMHEHHBIN
xapaktep mnpodpmiast AUC (mwiomanp MOA KPHUBOM «KOHIEHTPAIUS-BPEMSD))
aKTUBHBIX META0OJIUTOB COXPAHSIETCS PU YBEIWYEHUH 10361 70 120 Mmr.

DIIMMUHAIMS

[Tpu «mepBUYHOM MPOXOKACHUN» Yepe3 NMeYeHb CUMBACTATUH META0OIU3UPYETCS
C TIOCJIEYIOIIUM BhIBEJICHUEM CUMBACTATHHA U €r0 METa0O0JIUTOB C JKEITYBIO.

B uccnenosanuu pu npueme 100 mr npenapara (5 xancyin o 20 mr) 1*C meuennblit
CMMBACTaTUH HAaKaIUIMBAJICA B KPOBHM, MOYe M KajoBbeIX Maccax. Okomo 60%
NPUHATON J03bl MEUYEHHOI'O0 CHUMBACTAaTHMHA OMNpPEACIIIIOCh B KaJOBBIX Maccax U
okoJ10 13% - B Moue. MeueHHBII CHMBACTaTHH B KaJOBBIX Maccax ObLI IPEICTaBICH
KaK MpOAYKTaMU MeTa00JIM3Ma CUMBACTAaTUHA, BBIJIETUBIIUMUCS C JKETUbIO, TaK U
HeaOCoOpOMPOBABIIMMCS MEUEHHBIM cuMBacTaTuHOM. Menee 0,5% MpUHATOMN J03bI
MEUYEHHOTO CHMBAacTaTMHa OBLJIO OOHApYy)XeHO B MOuY€ B BHUJIEC AaKTUBHBIX
MeTaboauToB cuMBacTaTuHa. B mnasme kpoBu 14% AUC Obuto 00yciioBiI€HO
aKTUBHBIMU MHTHOUTOpaMu U 28% - Bcemu uHrHONTOpamu [ MI'-KoA-pemykTassi.
[locnennee yka3plBaeT Ha TO, YTO B OCHOBHOM MpPOAYKTHI MeTaboIM3Ma
CUMBACTaTHHA SIBJISIOTCS HEAKTUBHBIMU WM ciabbiMu uHruoutopamu ['MI-KoA-
pEeayKTa3bl.

B nccnenoBanuu no n3yyeHuo MpornopuuoHalIbHOCTH 103 cuMBacTaTuHa 5, 10, 20,
60, 90 u 120 mr He HaAOIIOMATIOCH CYIIECTBEHHOTO OTKJIOHEHHUS OT JIMHEWHOCTH
AUC B oOmem KpOBOTOKE C YyBeJIWYeHUEM [03bl. DapMaKOKMHETUYECKUE
MoKa3aTesid MpU OJAHOKPATHOM M MHOTOKPAaTHOM MpUEME BHYTPh CMMBACTaTHHA
NOKa3aJId, YTO CUMBACTAaTUH HE HAKAIUIMBAETCA B TKAaHAX IMPU MHOTOKPATHOM
npruemMe BHYTPb.

B uccrnenoBanny y nalMeHTOB € TSHKEJIOM OYEYHOM HEAOCTATOYHOCTHIO (KIMPEHC
kpeatuanHa (KK) menee 30 mur/mMuH) oOmiasi KoHueHTpauus uHruoutopos I'MI -

KoA-peaykra3pl B IUIa3M€ KpOBU IMOCJE MpUEMa BHYTPb OJHOKPATHOM 03Bl
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NpUOJIM3UTENIBHO B 2 pasa BBIIIE, YEM Y 3I0POBBIX T0OPOBOJIBIICB.

B uccnenoBanum ¢ ygactrem 310pOBBIX JOOPOBOJIBIIEB MPUMEHEHUE CUMBACTATHHA
B MakcuMajgbHOM n03e 80 Mr He BIHAJIO Ha METabOJU3M MHAa3o0jlaMa u
SPUTPOMHUILIMHA, ABIAIOMUXCS cyocTpaTtamu nzopepmenta CYP3A4. O1o o3Havaer,
YTO CUMBACTaTUH He sBisgeTca nHruoutopoM nzodepmenta CYP3A4 u nospossier
MPEANOJIOXKUTh, YTO MPUEM BHYTPh CHUMBACTaTHHA HE OKa3bIBae€T BIIMSIHUS Ha
KOHIICHTPAIMIO B TIJIa3M€ KPOBU JICKAPCTBEHHBIX CPEACTB, META0OIM3UPYIOIIUXCS
nox aevicteueM n3zopepmenta CYP3A4.

N3BectHo, uto 1ukiocnopud yBenuuuBaeT AUC wunru6uropo I'MI-KoA-
pemayKTa3bl, XOTS MEXaHW3M JICKaPCTBEHHOTO B3aWMOJCHCTBUS HE W3y4YCH
nosHocThlo. YBennuenne AUC cuMBacTaTHHa MPEANOJIOKUTEILHO CBSI3aHO, B
YacTHOCTH, ¢ uHrubupoanuem uszodpepmenta CYP3A4 w/wnu TpancmopTHOTO
oenxa OATPIBI1 (cm. paznen 4.3).

B dapmakoknHeTHUECKOM HCCIIEIOBAHUU TMPU OJHOBPEMEHHOM IPUMEHEHUU C
nunTrazeMoM Habmoaanoch yeenndaenne AUC B-THIPOKCUKHUCIOTHI CHMBACTaTHHA
B 2,7 pasa, IpeAnoioKUTEIbHO, 32 c4eT uHruoupoBanus uzodpepmenta CYP3A4
(cMm. paznen 4.4 - Muonamus/Paboomuonus).

B dapmakokumHETHYECKOM WCCIICIOBAHWN TMPU OJHOBPEMEHHOM MPUMEHEHUU C
aMJIOTUITUHOM HaO0JTI01aJI0Ch yBEJINYEHUE AUC B-rUIPOKCUKUCTIOTHI
cumBactaThHa B 1,6 pasza (cM. pazuen 4.4 - Muonamusi/Paboomuonus).

B (dapMakoKMHETHYECKOM HCCIEAOBAHUM TPU OJHOBPEMEHHOM IPUMEHEHUU
OJIHOKPATHOM /103bl 2 T HUKOTUHOBOM KUCJIOTHI 3aMEJJICHHOTO BBICBOOOXKICHUS U
cumBactatnHa 20 Mr HaOmomanoch He3HaumtenbHOe yBenmmueHue AUC
CUMBACTaTHHA U B-TUIPOKCUKUCIOTHI cUMBAcTaTUHA U Cmax P-THIPOKCUKHUCIOTHI
CUMBACTaTHHA B IJ1a3Me KpoBH (cM. pasnen 4.4 - Muonamusi/Paboomuonus).
Konkpetnbie mytu Merabomm3ma (py3uaoBON KHCIOTHI B TICYCHW HEWU3BECTHBI,

OJHAKO MOXHO IPCAIIOJOXHUTL O HaJIM4YHUKN BSaPIMO,HefICTBPI}I MCXKOY (1)y31/I,Z[OBOI>’I
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KHCJIOTOUM M CTaTHHaMH, KOTOPbLIC MCTAOOJMU3IH

(cMm. paznen 4.4 - Muonamus/Paboomuonus).

Puck pa3BuTHS MUONATUM YBEJIUYMBAETCS TMPU TMOBBIIICHUH KOHUEHTPALUU
uaruoutopo I'MI'-KoA-peaykraspl B I1a3mMe KpoBU. MOIHbIE WHTHOUTOPBI
uzopepmenta CYP3A4 MoryT noBsiaTh KOHIEHTpaIuio HHruOuTopoB ['MI'-KoA -
peIyKTa3bl M IPUBOIUTH K YBEIIMUCHUIO pUCKA Pa3BUTHSA MuonaTuu (cM. pa3aen 4.4
- Muonamusi/Paboomuonus v pasaen 4.5).

Oco0ble TpynIbl MANUEHTOB

Honumopghuzm cena SLCO1B1

Hocurenu amnenu ¢.521T>C rena SLCO1B1 umeror 60jiee HU3KYIO aKTUBHOCTH
tpancnoptHoro 6Oenka OATPIB1. AUC oOCHOBHOro axkTHBHOTO MeETa0OJIUTa,
T'HIPOKCUKHUCIOTH CUMBacTaThHa, cocTaBisieT 120% y rerepo3uroTHbIX HOCUTENEH
(CT) C amnenn u 221% y romo3uroTHeix Hocuteneid (CC), OTHOCHUTEIBHO
nanueHToB ¢ Hanbosee yacTeiM renotunom (TT). HacTora BcTpedaemMocT amienu
C B eBporneiickoi nomysiuu paBHa 18%. ¥V nmanueHToB ¢ moJuMoppu3MoM reHa
SLCOIBI ectb puCK MOBBIIICHUS SKCIIO3UIUN THAPOKCUKUCIOTH CUMBACTATHHA,

4TO MOXKET IPUBECTH K YBEJIIMYCHHUIO PUCKa pabaoMuomm3a (cM. paszen 4.4).

6. ®APMAIEBTHYECKHE CBOMCTBA
6.1. IlepeyeHb BcioMOraTeibHbIX BElIECTB

Cumacrtatud, 10 mMr, TaOJIETKHU, MOKPHITHIE INIEHOYHOU 000JIOUKONU

Bcnomozcamenvuule sewecmasa:
JIakTO3b1 MOHOTHIPAT

[{esutr0103a MUKPOKPUCTAILTAYECKAS
Kpaxman npexxenaTuHu3upOBaHHBIN
bytuiruapoxcrnannzon
AckopOrHOBas KUCIOTa

JIMMOHHAas KuciIoTa

KpeMuust tuokcu 1 KOJUTOUIHBIN 0€3BOTHBIN
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Tansk

Marnus creapar

IInenounas obonouxa:

['unpomeriosa (Pharmacoat 606)
I'unpomenosa (Methocel E1SLV Premium)
Kpacurens xene3a okcua kpacHsiil (E172)
Kpacutens sxene3a okeun xkentoiit (E172)
TpusTHnuuTpar

Turtana nuokcun (E171)

Tanbk

IloBugon

Cumacrtatud, 20 Mr, TaOJIETKHU, MOKPBITHIE INIEHOYHOU 000JIOUYKOU

Bcnomozeamenvhvie gewyecmea:

JlakT03BI MOHOTHIPAT

[{emnro103a MUKPOKPUCTAIIINYECKAS
Kpaxmai npexenaTuHu3npoBaHHbIN
byTuiruapokcrnann3odn

AckopOrHOBas KUCIOTa

JlumoHHas KucioTa

Kpemuus quokcua KoJUTOuIHbIN O€3BOTHBIN
Tanbk

Marnus creapar

lInenounas obonouxa:

['umpomeriosa (Pharmacoat 606)
['unpomeniosa (Methocel E1SLV Premium)
Kpacurens xxene3a okcua kpacHsiil (E172)
Kpacutens xenesa okcun xkentoiid (E172)
TpusTriurpar

Turana quokcun (E171)
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Tansk

IloBuon

Cumacrtatud, 40 mr, TaOJIETKHU, MOKPHITHIE INIEHOYHOU 000JIOUKOMU

Bcnomozamenvhvie gewecmea:

JlakTO3B1 MOHOTHPAT

[ennmrosi03a MUKpOKpUCTAILTAYECKAS
Kpaxmai npexenaTMHA3UPOBAaHHBIN
bytuiruapoxcrnannzon

AckopOMHOBAs KUCJIOTA

JlumonHas kuciora

KpeMuust tuokcu 1 KOJUTOUIHBIN 0€3BOTHBIN
Tanbk

Marnus creapar

IInenounas obonouka:

['unpomerniosa (Pharmacoat 606)
['unpomenoza (Methocel E15LV Premium)
Kpacutens sxene3a okeun kpacHsiil (E172)
Kpacurens xxene3a okcun xkentoiii (E172)
TpusTriuTpar

Tutana nuokeun (E171)

Tanbk

IToBunon

6.2. HecoBMeCTUMOCTH

He npumenumo.

6.3. Cpok roaHocT (CpOK XpaHeHHs1)

3 roxa.
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XpaHUTh IpU TemIiepaType He Boiie 25 °C.

6.5. XapakTep u cojep:KaHUe NEPBUYHON YIIAKOBKHU
CumBacratuH, 10 Mr, Ta0JI€TKH, HOKPBITHIE IJIEHOYHOU 000JI0UYKON

[To 10 u 14 Tabnetok B 6mctep uz [IBX/TIBJIX/An. 1o 3 6auctepa o 10 Tabnerox

U no 2 6onucrepa no 14 tabnerok BMecTe ¢ JIMCTKOM-BKJIAABIIIEM TOMEIIAIOT B
MavyKy M3 KapTOHA.
CumBacrtatud, 20 mr, TaOJIETKH, HOKPHITHIE INIEHOYHOW 000JIOUKOM

ITo 10 u 14 tabnerok B 6suctep uz [IBX/TIBAX/An. 1o 3 6auctepa o 10 TadneTok

u no 2 6muctepa no 14 Tabnetok BMecTe ¢ JIMCTKOM-BKIAABIIIEM TOMEMIAIOT B
MayvKy 13 KapTOHA.

Cumacrtatu, 40 mr, TaOJIETKHU, HOKPHITHIE INIEHOYHOU 000JIOUKOMU

[To 7 tabnerox B 6muctep u3 [IBX/TIBJAX/An. Ilo 2 unu 4 Gnucrepa BMecTe ¢

HI/ICTKOM-BKJ'I&I[BIHICM IMOMCIIAIOT B IIAYKY M3 KapTOHA.

6.6. OcoObie Mepbl MPEAOCTOPOKHOCTH NPH YHUUYTOKEHUHN HCIOJIH30BAHHOTO
JIEKAPCTBEHHOI'0 NMpenapara MiH 0TX0A0B, MOJYYEHHBIX IOCJIe NMPUMEHEHUSs!
JIEKAPCTBEHHOI'0 Npenapara u Apyrue MaAaHUMYJISILUH C MPenapaTom.

Oco0nbie TpeOOBaHUS OTCYTCTBYIOT.

7. JEPXATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUA
[Tonbma

®apmanestuuecknii 3apos «I IOJIBOAPMA» AO

yi. llenprnabceka, 19

83-200 Craporapna I'nanbcku

Howmep Tenedona: +48 58 5631600

Homep daxca: +48 58 5622353

Anpec anektpoHHoM mouThl: phv@polpharma.com
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7.1. IlpeacraBuTeJb JepKATEsI Perud Tpannmag‘gﬁgﬁ]_%ﬁﬁ;j 0001)

[IpereH3un HOTDC6PITCJICﬁ HampaBJIATH 110 aAPECY.

Poccus

Ak1noHnepHoe 001iecTBo «Xumuko-papmaneprudaeckuit komouHat « AKPUXIH»
(AO «AKPUXWH»)

142450, MockoBckast obmacts, Horunckwuii paiion, . Crapas Kymnasna,

yi. Kuposa, 1. 29.

Tenedon/dakc: +7 (495) 702-95-03

Anpec anekrponHoi moutsl: Info@akrikhin.ru

8. HOMEP PETHCTPAIHMOHHOI'O YAOCTOBEPEHUSA

9. JIATA NEPBUYHOM PETUCTPAIIMU (ITIOATBEPXKIEHUSI
PETUCTPALIUU, HEPEPETUCTPALIUN)

JlaTta niepBoOU perucTpayu:

10. JATA HIEPECMOTPA TEKCTA
OOwrast XxapakTepUCTUKA JIEKApCTBEHHOTO npenapara CuMBacTaTHH JOCTyIHA Ha
UHpOpMaLMOHHOM  nopTane  EBpa3uilckoro  3KOHOMHYECKOTO  COK3a B

UH(POPMALIMOHHO-KOMMYHHUKaIMOHHOM cetn «MHTepHe (https://eec.eaeunion.orq)
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	6.6. Особые меры предосторожности при уничтожении использованного лекарственного препарата или отходов, полученных после применения лекарственного препарата и другие манипуляции с препаратом.

