COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 10.12.2024 N= 27283
(NOCNEOCBATENEHOCTE 0002)

OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITAPATA
CumBacrtarut, 10 Mr, TaOJETKH, MOKPBITHIE MIEHOYHONW 000IOYKOMA.
CumBacratuH, 20 Mr, TaOJIETKH, TOKPHITHIC TIIEHOUYHON 000JI0YKOH.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBINA COCTAB

JelicTByroniee BEMIECTBO: CHMBACTATHH.

CumBacrtaTtuH, 10 Mr, TaOJIETKH, MOKPLITEIC IIJIEHOYHON 000JI0UKOMH

Kaxxnas Tabnerka cogepxut 10 Mr cumBacTaTuHa.

BcmomorarenbHple  BEIIECTBA, HANWYUE KOTOPBIX HAJIO YYHTHIBATH B COCTaBE
JIEKApCTBEHHOT'0 Tpemnapara — JIAKTO3bl MOHOTHJIPAT, JCIUTUH COEBbIM, KPACHUTENb >KENThII
conmueunslii 3akat E110 (cm. pa3genst 4.3., 4.4.).

Cumsactatud, 20 Mr, TaOIETKHU, MOKPLITHIC INIEHOYHOH 000JI0UYKOH

Kaxxnas Tabnerka cogepxut 20 Mr ciMBacTaTHHA.

BcmomorarenbHble  BEIIECTBA, HANWYUE KOTOPBIX HAJNO YYHTHIBATH B  COCTaBE
JIEKapCTBEHHOTO Tpemnapara — JIAKTO3bl MOHOTHIPAT, JCIUTHH COEBBIM, KPACHUTENh IKEITHIH
conmueunslii 3akat E110 (cm. pa3genst 4.3., 4.4.).

[TonHbIM IepeyeHb BCIOMOTaTeIbHbBIX BEIIECTB MPUBENIECH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPBITHIE TNIEHOYHOH 000I0UKOM.

Kpyrible 1BOSKOBBITYKIIBIE TaONETKH, TMOKPHITHIC IUIEHOYHOM OOOJIOYKOW 3EJIEHOTrO
nBeta. Ha monepeynom paspese BUIHBI 1Ba CJIOA: MIIEHOYHA 000JI0YKa 3€JEHOT0 I[BETa U AP0
0€eJI0r0 WJIM IOYTH OEIoro IBeTa.

4. KIMHUYECKHUE JAHHBIE

4.1. IToxazaHusl K NPUMEHEHHUIO

[MarmenTsl ¢ umemuyeckon 6oae3npio cepana (MBC) nnu ¢ Beicokum puckom UBC

Y B3pocibIX MAUUMEHTOB C BBICOKMM puckoM paszsutuss HWBC (npu Hanmuuuu
TUNIEPIIUIIUICMUH WK ©O€3 Hee), HampuMep, y TAalUEeHTOB C CaxapHbIM JHUa0eToM, Yy
NAIlMeHTOB C HWHCYJIBTOM WJIM JPYTUMH IepeOpOBACKYIAPHBIMH  3a00JCBaHUSAMU B
aHaMHe3€, y B3pOCIBIX IALUEHTOB C 3a00JE€BAHUAMHU NEepUPEPUUYECKUX COCYJOB WU Y
nanuenToB ¢ MBC wmmm npenpacnonoxenHocteio Kk MBC mpenapar CumBacTaTMH INOKa3aH
TS

* CHIDKEHUSI pUCKa OOIIeld CMEpPTHOCTH 3a CYET CHIDKCHHUS CMEPTHOCTH B PE3yNIbTaTe
NbC;

* YMEHBILIECHHS PUCKA CEPbE3HBIX COCYIUCTBIX U KOPOHAPHBIX OCIIOKHEHUMN:

— HedaTabHBIA HH(DAPKT MUOKapa,
— KOpOHapHasi CMEpTh,

— UHCYIIBT,

— MIPOLIEYPHI PEBACKYIISIPU3ALINY;

* YMCHBIICHHUS PHCKAa HEOOXOAWMOCTH TPOBEICHHS XHPYPTUYECKHX BMEMIATEIHCTB IO
BOCCTAHOBJICHHIO KOPOHAPHOTO KPOBOTOKA (TaKMX KaK aOPTOKOPOHAPHOE NIYHTHUPOBAHUE U
YpPECKOXKHAS TPAHCITIOMHHAIbHAS KOPOHAPHAsI aHTHOTUIACTHKA);

®* YMCHBUICHUSA PHUCKaA HGO6XOI[I/IMOCTI/I MNPOBCACHUA XUPYPIrUUCCKHUX BMCHIATCILCTB I10
BOCCTAQHOBJICHHIO  MEPU(PEPUIECKOTO  KPOBOTOKA M JIPYI'MX  BHJIOB  HEKOPOHAPHOM
PEBACKYIISIpU3AIINH;

* CHI)KCHUS PUCKA TOCTIMTAIIN3AIUH B CBS3H C TIPUCTYIIAMU CTEHOKAPIHH.
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['unepaunuaemMus

* Kak [fomosHeHHEe K JueTe, KOrja MPUMEHEHHE TOJbKO JHUEThl M  JIPYyTUX
HEMEJIMKAMEHTO3HBIX ~ METOJOB  JICYEHHUS Yy  B3pPOCIBIX MAalUEHTOB C  IEPBUYHOMN
TUIIEPXOJIECTEPUHEMHEH, BKJIIOYas TETEPO3UTOTHYIO CEMEUHYI0 THUIEPXOJECTEPUHEMUIO
(rumepmunuaemuss Ila Tuma mno knaccudukanuum  OpeApuUKCOHA), WM CMEIIAHHOW
runepxonecrepueMueii (runepaununemus Ilb tuna mo knaccupukanuum  DpenpuxcoHa)
HEZO0CTAaTOYHO JUIS:

— CHWKCHHSI  TIOBBIIICHHON  KOHIeHTpamuu obmero xonectepuna (OXC),
XO0JIeCTepUHA JIUMONMPOTenHOB HU3KOM mmioTHoctu (XC JIITHII), Tpurmumepumon
(TT"), anonunonporeuna B (amo B);

— noBeIeHus koHuenTpauuu XC JIBII;

— camxkenns cootHomenuss XC JITTHIT/XC JITIBIT u OXC/XC JIIBII;

e runepTpurnuuepuaemMus  (runepiaunuaemMus IV Tuma  mo  kiaccuduKauuu
®dpenpuxcoHa);

* IOTIOJTHEHHE K JAMETe W JPYI'MM croco0aM JieueHUs MalueHTOB C TOMO3UTOTHOU
CEMEMHON THUIIEpXOJIECTEPUHEMUEN il CHMKEHUS NOBbIMIEHHON KoHueHTpauun OXC, XC
JIITHII u ano B;

* epBUYHas nucOeramunonporenneMus (runepaunuaemus I Tuna nmo kmaccudukanum
®dpenpukcoHa).

IlpumeHnenre y  jgeTed W TOAPOCTKOB ~ C  TE€TEPO3UTOTHOW  CEMEMHOU
TUIEPXO0JIECTEPUHEMUEN

[Ipuém npenapata CumBacTaTUH OAHOBPEMEHHO C JMETOW IOKa3aH I CHU)KCHMS
nobilieHHOW KoHIeHTpauun OXC, XC JIITHII, TT', ano B y ronomeit 10—17 net u y aeBymek
10-17 ner He MmeHee ueMm yepe3 | roa mocie MeHapxe (IepBoe MEHCTPYalTbHOE KPOBOTEUYECHHE) C
TreTEPO3UTrOTHON CEMEMHOMN TUIIEPX0JIECTEPUHEMUECH.

4.2. Pe:kuMm 103MPOBAHUSA U CIOCO0 MPUMEHEHM I

Pexum no3upoBaHus

Jlo Hayanma JjedeHuss CUMBACTaTMHOM [MAIMEHTY CJelyeT Ha3HAuYUTh CTaHAAPTHYIO
TUIIOXOJIECTEPUHOBYIO TUETY, KOTOpas OJDKHA COOIOAATHCS B TEYCHHE BCETO Kypca JICUCHUSI.

Pexomenmyembie 10361 cumBacTaTuHa oT 5 g0 80 mr B cytku. s obGecrnedenwms
YKa3aHHOTO PEXHMMa JTO3UPOBAHMS MPU HEOOXOAMMOCTH MpHEMa CUMBACTAaTHHA B JI03€ 5 MI B
CYTKHM CJIeIyeT Ha3HayaTh MpernapaThl CHUMBAacTaTWHa JApyrux mnpousBogutenei. [Ipemapar
cienyer mpuUHUMaTh | pa3 B CyTku Bedepom. [lpu HeoOXxomumocTh 103y IMpemapara
YBEJIIMUYMBAIOT C UHTEpBaJIaMU He MeHee 4yeM B 4 Hegenu makcumyMm 10 80 mr 1 pa3 B CyTku
BeuepoM. /{03y 80 Mr B CyTKH peKOMEHIyeTcs Ha3HauaTh TOJIbKO MAllUEHTaM C BBICOKUM PUCKOM
CepIECYHO-COCYIUCTRIX OCIIOKHEHUM, €ClIM JIeUeHHEe MpemapaToM B 0Oojiee HU3KHX J03aX HE
MO3BOJIMJIO JOCTHYb IIEJIEBBIX YPOBHEM JMMUIOB, a IMpeArnonaraeMas IoJib3a Tepanuu
MIPEBBIIIACT BO3MOXKHBIN pUCK (cM. paznen 4.4.).

layuenmuor ¢ UbC unu gvicokum puckom pazeumus UbC

CrangapTHas HadajdbHas J03a CHMBACTaTHHA [UJIS TAIUEHTOB C BBICOKHM PHCKOM
pasButuss MUBC B coueraHuw c rumnepiumuaeMuel uiaum 0e3 Hee (NP HATWYUU CaxapHOTO
nuabeTa, TEpPeHEeCeHHOTO WHCYJIbTa WM JPYTUX IepeOpOoBaCKYNIApPHBIX 3a00JeBaHUN B
aHaMHe3e, 3a00JieBaHMi eprudepUIECKUX COCYI0B), a Takxke s narueHToB ¢ UBC cocraBnser
40 mr 1 pa3 B cyrku BeuepoM. MeaMKaMEHTO3Has Tepamusl JOJDKHA OBITh Ha3HA4YeHa
OJTHOBPEMEHHO C JIMETOU U JIeueOHOM (HU3KYIBTYPOM.

THayuenmoi ¢ eunepaunudemuell, He umerowue 8vlulenepeyucieHHblx pakmopos pucka

CrangapTHas HadajibHasl 103a CUMBacTathuHa coctasisier 20 Mr 1 pa3 B CyTKH BEYEpOM.
JlJis manueHToB, KOTOPBIM HEOOXOoAMMO 3HadynTensHoe (O6onee 45 %) CHMKEHUE KOHIIEHTPAIUU
XC JIIHII, nayansHas no3a MoxeT coctaBisaTh 40 mr 1 pa3 B cyTku BeduepoM. [lanmeHntam c
JIETKOM WJIM YMEPEHHOU TUnepXoiaecTepUHEMHE Tepanuio CUMBACTATUHOM MOKHO Ha3HAyaTh B
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HavanpHOW no3e 10 mr 1 pa3 B cyrku. B cimydae HeoOxoammocTH moadOp H03 CIEAyeT
IIPOBOJUTH B COOTBETCTBUH C BBIIICYKA3aHHON CXEMOM.

Ilayuenmul ¢ 20MO3U20MHOU CeMEUHOU cunepxoecmepuremuen

CumMBacTtatuH pekoMeHI0BaH B na03¢ 40 Mr B CyTKM, IPUHMMAaEeMOH OJHOKpPATHO
BeuepoM. Jlo3y 80 mr pexkoMeHAyeTcsi Ha3HAuyaTh TOJBKO B Cllydae, €Cld MpearnoJiaraeMas
MOJIb3a TEpalWH TMPEBBIACT BO3MOXHBIA pHCK (cM. pazgen 4.4.). V Takux NaIMeHTOB
CUMBACTaTUH MPHUMEHSIOT B KOMOMHAIMM C JPYTMMH METOJAMHU TUIOJUIUAEMHUYECKOTO
neuenust (Hanpumep, JIIIHII-mnazmadepe3) wunm 0e3 momoOHOro Je4eHUs, €CIH  OHO
HEJIOCTYITHO.

Jns manveHToB, NPUHUMAIOLIMX JIOMHUTANUJ OJHOBPEMEHHO C CHUMBACTATUHOM,
CyTOYHas J103a CHMBacTaTUHA HE JIOJDKHA TpeBbImath 40 mr (cM. pazaensl 4.4., 4.5.).

Conymcemeyrowas mepanus

CumBacTaTUH MOXET Ha3HAa4yaTbCs KaK B MOHOTEpanmuu, TaK M B COYETAHUU C
CEKBECTPAHTAMH >KETYHBIX KUCIIOT.

VY nanueHToB, NPUHUMAIOIIUMX CHMBACTaTUH OJHOBpPEMEHHO c (QubOparamu, Kpome
rempubposmna (cM. pasgen 4.3.) wim QenopubOpara, MakcuManbHas peKOMEHAyemas 1032
CMMBACTaTHHA COCTaBIAET 10 MI B CYTKH.

Jns manuMeHToB, NPUHUMAIONIMX aMHUOJAapOH, Bepamamui, AWITHA3eM, Ipenaparsl,
coJieprKaIliye 3J10acBUpP WM TPa3ONpeBUp, WU aMJIOJUIUH OAHOBPEMEHHO C CHMBACTaTHHOM,
CYTOYHAasl J03a CHMBACTaTHHA HE JT0JkHa npeBblmaTth 20 mr (cM. pasaenst 4.4., 4.5.).

OcoOble rpynmnel NaueHToB

Tayuenmoi ¢ Hapywenuem yHKyuu novex

[TockonbKy CHMBAcCTaTHH BBIBOAMTCA IOYKAaMH B HEOOJBIIOM KOJIHYECTBE, HET
HE0OXOIMMOCTH B U3MEHEHUH 03 Y MAllMEHTOB C YMEPEHHBIM HapyIlIeHuEM (QYHKIIUHU TTOYeK. Y
MAIUEHTOB C TSDKEIOW MOYeYHOM HeocTaToYHOCThIO (KiupeHce kpeatrnHuHa (KK) < 30 miu/Mun)
ClleqyeT TIIATEIbHO B3BECUTh I11eJeco00pa3HOCTh Ha3HAYCHMs Tpernapara B J03aXx,
npesbimaromux 10 Mr B cytku. Ecnu Takue 103UPOBKH CUMTAIOTCS HEOOXOIUMBIMH, CIIEIYET
Ha3HA4YaTh X C OCTOPOKHOCTHIO (CM. paznen 4.4.).

Hemu

[Ipenapar CuMBacTaTuH HEe PEKOMEHAOBAH ISl MPUMEHEHHUS Yy JE€Ted U MOJIPOCTKOB B
Bo3pacTe 70 18 5eT 3a MCKIIOUEHHEM TeTEPO3UTOTHON CEeMEHHOW rurepxojecTepuHeMuu (1o
JAHHOMY ITOKa3aHUI0 IPUMEHEHHUE POTUBOIIOKA3aHO Yy AeTell B Bozpacte 10 10 jer).

Hemu u noopocmxu 10—17 nem ¢ cemepo3ucomHuou cemelnoll cunepxoiecmepunemuet

Pexomennyemas HavanbHas qo3a coctaBisieT 10 Mr B cyTku BeuepoM. PekoMeHayeMblii
pexum no3upoBaHus coctaBisieT 1040 Mr B CyTKHM, MakCHMallbHas pEKOMEHAyemas 103a
cumBactatuHa coctaBiasier 40 mMr B cyrku. [lombop 103 TpPOBOAMTCS WHAMBUIYAJTbHO B
COOTBETCTBHH C LIEJIIMHU TEPAIUH.

Cnoco0d npumMeHeHnust

[Ipenapar CumBacTaTUH cleQyeT NOpPUHUMATh BHYTPb, 3aluBas JIOCTATOYHBIM
KOJIMYECTBOM BO/JIBI.

4.3. [IpoTuBONOKA3aAHUS

— I'unepyyBCTBUTENHPHOCTh K CHMBACTaTMHY WIH K ApyruM uHruouropam I'MI-KoA-
peAyKTa3bl, UK K TI000MY U3 BCIIOMOTaTENbHBIX BEIIECTB, IEPEUUCICHHBIX B paznene 6.1;

—3a0ojieBaHME TICUYEHHM B AKTUBHOW (paze WIM CTOHKOE TIOBBINICHHE AKTUBHOCTHU
«MI€YEHOYHBIX» TPAHCAMUHA3 B IJIa3M€ KPOBHU HESACHOM 3THOJIOTUH;

— O0epeMEHHOCTh WIIH MEpUOoJ JIaKTauu (cM. pasnen 4.6.);

—Bo3pact g0 18 mer (3a wWckimrodueHWeM jered W moapoctkoB 10-17 mer c
reTepO3UTOTHON CeMEIHOM TunepxoecTepuHemueii) (cm. pasaen 4.1.);
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— HEMEPEHOCUMOCTh JIAaKTO3bl, Ae(PUINUT JIaKTa3bl WM CUHAPOM TIIOKO30-TaJaKTO3HOM
ManbabcopOiuu (cM. pazaensl 4.4.);

— OJTHOBPEMEHHBIN NpPUEM CHMBACTaTHHA C MOIIHBIMU HHTUOUTOpamMH Hu30depMeHTa
CYP3A4 (urpakoHa30JI0M, KE€TOKOHA30JI0M, MO3aKOHA30JI0M, BOPUKOHA30JIOM, WHTHOUTOpaMU
BUY-nporeasbl, OouenpeBUpOM, TeNanpeBUPOM, SPUTPOMHUIIMHOM, KIAPUTPOMHUIIMHOM,
TeTUTPOMHUIIMHOM,  HE(Pa30JOHOM H  TMpernapaTaMd,  COJACpPXAIIUMH  KOOHWIIMCTAT)
(cm. paznensi 4.4., 4.5.);

— OJIHOBPEMEHHBIN NpUEM CHUMBAcTaTUHAa C TeM(UOPO3WIOM, NUKIOCTIOPUHOM WM
naHazojoM (cM. pasaensl 4.4., 4.5.);

— OJHOBPEMEHHBIN NpUEM CUMBACTaTUHA B J103€, MpeBblmatoniei 40 Mr, ¢ JOMUTANUAOM
y TAIMEHTOB C TOMO3UTOTHOW CEMEWHOM ruTepXxoiecTepuHeMueii (cM. pasnenst 4.5., 4.4.).

4.4. OcoOble yKa3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUH

C 0CTOPOXKHOCTBIO

— Hapymienne ¢pynkinuu nmouek tsxenou crenenu (KK menee 30 mi/mMun);

— 3710ynoTpebieHue akorojeM 10 Hayalla JIeUeHus;

— 3a00J1eBaHuUs TICUCHH B aHAMHE3E;

— HACJIC/ICTBEHHBIC MBIIIEYHbIC 3a00JIeBaHMs, MUOMNATUs Ha (oHE Npuéma CTaTHHOB B
aHaMHe3€e, OHMKEHHBIN WM TOBBIIICHHBIN TOHYC CKEJIETHBIX MBIIII] HESICHOM 3THOJIOTUH;

— HEKOHTPOJIUPYEMBIH THIIOTUPEO3;

— IUIAHUPYEMbIE XHUPYPTrUYeCKHE BMEIIATENIbCTBA, TSDKEIbIE TEpareBTUYECKUE U
XUPyprudecKkue 3a00JIeBaHus;

— OTHOBPEMEHHBIH TNpuéM cuMBacTaTMHa ¢ ¢ubparamu (kpome (denoduodpara),
HUKOTUHOBOW KHCJIOTOM B JHMIHICHWXKAKOIIMX Jg03ax (Oomee 1 r/cyT), amMuogapoHOM,
aMJIOZIMIIMHOM, BEparaMuiIoM, TWITHA3eMOM, PAHOIA3MHOM, IPOHEAAPOHOM, TpeinpyTOBbHIM
cokoM (cMm. pazaen 4.5);

— caxapHbIi 1radeT;

— IpUMEHEHHE Y MAIMeHTOB MOHTOJIOWIHON packl, MOXHUIONW Bo3pacT (crapiie 65 mer,
0COOCHHO JKCHIITUHBI).

OcoOble yKazaHus

Coob1manock, uTo B HECKONIbKHX cirydasx HHruoutopsl [ MI'-KoA-penykTassl (CTaTuHbI)
BBI3bIBAIU de novo WK YCYryOJsuli paHee CyIIEeCTBOBABIIYIO T'€HEPAIN30BAHHYI0 MHACTEHUIO
IpaBUC WIM TJa3HYI0O MHACTEHUIO. B cilydae BO3HMKHOBEHHMIO WJIHM YTSIKEJICHHS CHMIITOMOB
MuacTeHUM mnpuéMm npenapara CuMBacTaTUH cienyer mnpekpatuTh. CooOlanoch Takxke O
peruanBax MUACTCHHUH npu MOBTOPHOM npuéme Jpyroro MHTUOUTOpA
I'MI'-KoA-penykTassl (cM. pasnen 4.8.).

Muonamus/paboomuonus

CumBacratuH, Kak u Apyrue uWHruOutopsl ['MI-KoA-penykrasel, B peIKHX Clydasx
BBI3BIBACT MHUOMATHIO (CM. pasnen 4.8.), CHMOTOMaMd KOTOPOW SIBISIOTCS OONbh B MBIIIIAX,
00J€3HEHHOCTh WJIM C€1a00CTh MBIl B COYETAHUHM C TOBBIIIEHHEM AaKTUBHOCTHU
kpearuHpochoknnazpl (KDK) Oomee wem B 10 pa3 or BepxHed rpanuisl HOopmbl (BI'H).
Muonatus wHOTJa MpUHUMAaET GopMy pabIOMHUOIN3a C OCTPOH MOYEUHON HEIOCTATOYHOCTHIO
BCJIEJICTBHE MUOTJIOOMHYPUH UK 0€3 TaKOBOH, B OU€Hb PEAKHUX CIIydasiX C JIETAIbHBIM HCXO/IO0M.
Puck Muomatum Bo3pacTaeT C TOBBIIIEHHEM YPOBHS HWHTHOUpYIOLIEH aKTUBHOCTU
3-ruapoKCcU-3-MeTHIITITyTapui-kooH3uM A peaykrasbl (I’ MI'-KoA-penykrassl) B mia3Me KpoBU
(B 4aCTHOCTH, C MOBBILIEHUEM YPOBHSI CUMBACTaTHHA WU THAPOKCUKUCIOTHI CUMBACTaTHHA B
IUIa3Me€ KpPOBH), YTO OTYACTH MOXKET OBITh OOYCIIOBJIICHO JIEKAPCTBEHHBIMHU IIperaparami,
KOTOpbI€ BCTYHAalOT B JIEKApPCTBEHHbIE B3aUMOJEWUCTBUSA, U KaK CIEACTBHE BIUAIOT Ha
METa0O0IM3M H/UIIN TPaHCIIOPTEephl CUMBAacTaTHHA (cM. paznen 4.5.).
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Kak w mnpu mnpumenenun papyrux uHruoutopoB ['MI-KoA-peaykrasbl, puck
MUOTIATHH/PAabIOMUOIN3a 3aBUCHT OT J03bl. B 0a3e MaHHBIX KIMHUYECKUX HCCIEAOBAHUU, TIE
41 413 nmanuMeHTOB MOJIy4ald CUMBACTaTHH, YACTOTa Pa3BUTHUSI MUONATUU COCTaBUJIa MPUMEPHO
0,03 %, 0,08 % u 0,61 % mnpu npumeHneHuu cumBactatuHa B no3ax 20, 40 u 80 wmr/cyr
COOTBETCTBEHHO.

B xnuHMYECKOM HCCIEeNOBaHUHM, B KOTOPOM MAIMEHTHI C WHQPApPKTOM MHOKapaa B
aHaMHe3e MOoJy4yald CUMBAcTaTUH B A03e 80 Mr/cyT (cpeaHsis MpoaOIKUTEIbHOCTD Ha0MI0IeHUS
6,7 5eT), yacToTa pa3BUTUS MHUOIATHHM cOocTaBuia npubnmsutensHo 1,0 % 1Mo cpaBHEHHUIO ¢
0,02 % y manueHToB, mojydyaBIIuX npenapat B no3e 20 mr/cyt. [lpuMepHO B MONOBHUHE U3 ATHX
CJIy4aeB MHUOIATHS pa3BUJIach B T€UEHHUE MEPBOTo roja jedeHus. Yactora pa3BUTHs MUOTIATHUH B
TEUEHHWE KaXKJIOTO TOCISAYIOIMIero Toja JieueHUus cocTaBiasuia mnpubnusurensHo 0,1 %
(cm. paznensr 4.8., 5.1.).

VY nmanueHToB, nojay4yaronmx cumBacTaTuH 80 Mr, pUCK pa3BUTHS MHONATHH BBILIE, YEM
MPU UCIOJB30BAaHUU JPYTOd Tepamuu Ha OCHOBE CTATHHOB CO CXOAHOW 3(pPEeKTUBHOCTHIO B
otHomeHuu cHwkeHnus ypoHst XC JITTHII. Takum oGpa3om, B 103e 80 M cMMBacTaTHUH JOJDKEH
MPUMEHATHCS TOJBKO Yy MAIMEHTOB C TSHKENOM TUIEPXOJECTEPUHEMHUEH M BBICOKHMM PHUCKOM
CepICYHO-COCYIUCTHIX OCJIOKHEHUH, Y KOTOPBIX HE YIaJOCh NOOUTHCA LeNel JIeueHUs Mnpu
MIPUMEHEHHH 00Jiee HU3KUX J103, i 0KHIaeMasi TI0Jb3a MPEBBIIIACT MOTCHIIMATBHBIC PUCKH.

VYV manveHToB, KOTOpBIE MOJIYy4YaroT cMMBAcTaTUH 80 MI M HYXXIAIOTCS B Ha3HAYCHUU
JIPYroro JEKApCTBEHHOTO IpernapaTra, KOTOPbIA MOMXKET BCTynaTb B  JIEKAPCTBEHHOE
B3aMMOJICIICTBUE, JIOJDKHA HCIOJIb30BaThcsd Oojiee HHU3Kas [03a CUMBAcTaTHHA WU
ANbTEPHATUBHBIN PEXKUM TEepaluu ¢ TPUMEHEHUEM JPYTroro CTaTUHA ¢ MEHBUIUM MOTEHIIHAIOM
JIEKApCTBEHHOTO B3auMoieicTBUsI (cM. pa3aen 4.3., 4.5.).

B xnuHuMuyeckoM uccineAoBaHUHM, B KOTOPOM MALMEHTHI C BBICOKUM PUCKOM CEpACHHO-
COCyAMCThIX 3a0osieBaHUN monydanu cumBacTaTuH 40 Mr/cyT, yacToTa pa3BUTUS MHUOMATHUU
cocrapisuia npuMepHo 0,05 % y manMeHToB He KUTaWCKoro mpoucxoxaeHus (n = 7 367) mo
cpaBHenuio ¢ 0,24 % y nauuentoB u3 Kuras (n = 5 468). X0Ts e1IMHCTBEHHON MOHTOJIOUIHON
MOMYJISIIIEH, OIEHUBAEMOW B ITOM KJIMHHYECKOM HCCIICIOBAHHUH, OBUTM KHTAWIIBI, CIETyeT
co0II0AaTh OCTOPOKHOCTh MPU HAa3HAYEHHHM CHUMBACcTaTHHA MAllMEHTaM MOHTOJOWIHOW pachl U
MCIOJIb30BaTh HAUMEHBIIIYIO HEOOXOUMYIO J103Y.

CHudicenue QhyHKyuu mpancnopmmusix 6e1Kos

CHmxenune (yHKUM TpaHCHOPTHRIX OenkoB mnedenn OATP moxer mpuBectH K
MOBBIIIECHUIO CUCTEMHOM 3KCIO3ULUN THAPOKCUKHUCIOTH CUMBACTaTUHA U YBEIMYEHHUIO PUCKA
Muonatud u  pabgomuonuza. CHIbKeHHE (DYHKIMH MOXKET PpPa3BUThCS  BCICICTBUE
MHTHUOMPOBAHUS O/ JEHCTBHEM IMPEnapaToB, BCTYMAIOIINX B JIEKApPCTBEHHbIE B3aUMOJICHCTBUS
(Hampumep, IUKJIOCIOpUHA), WM Yy MAalUEHTOB, SBJSIOUIMXCS HOCHUTEISIMH MOJUMOpQHU3Ma
c.521T>C rena SLCOI1BI.

VYV mamuwentoB ¢ amwienbHbIM BapuaHTtoM c.521T>C renma SLCOI1B1 BripabaTsiBacTCs
MeHee akTuBHBIM Oenok OATP1BI, u oTMedaeTcs MOBBIINIEHHE CHCTEMHOM HKCIO3ULIMHU
TUIPOKCUKUCIIOTH CUMBACTaTUHA M TMOBBIIIEHUE PUCKAa MHOMATUU. PUCK pa3BUTHS MHONATHH,
CBA3aHHOM ¢ MpUEMOM BBICOKHMX 103 cuMBactatuHa (80 mr), B meinom cocrasisier 1 % mnpu
OTCYTCTBHUM TE€HETUYECKOro TecTHpoBaHUs. Ha OCHOBaHMM pe3ylbTaTOB HCCIEAO0BaHUS
SEARCH y Hocuteneit romo3urotHoi amenu C (CC), nonyyaBmmx 80 Mr mpemnapara, puck
pPa3BUTHUSI MUONIATUU B TEUEHHE rojla cocTaBisul 15 %, Torna kak y HOCUTENEW reTepo3uroTHON
ammenu C (CT) Takoii puck 6611 paBeH 1,5 %. COOTBETCTBYIONIUI PUCK Y TAIIMEHTOB ¢ Hanbolee
gacteiM TeHoTunoMm (TT) cocraBman 0,3 % (cm. pasmen 5.2.). Ilpu Bo3MOXKHOCTH
FeHOTUIMPOBAHKE Ha MpeAMeT Hanuuus ajuienu C J0KHO paccMaTpUBaThCsl KAk 4acTh OLEHKU
MOJIb3bl M PHUCKA 10 HAa3HAYEHMs] CUMBAcTaTHHa B 03¢ 80 MI' y KOHKPETHBIX MAallMeHTOB, U Y
Hocuteneit renoruna CC cnenyer u3derath npuéMa BBICOKUX /103 IpenapaTa. B To ke Bpems,
OTCYTCTBHE JAHHOTO T€Ha NIpH TCHOTUIUPOBAHUU HE HCKIIOYAeT BEPOATHOCTH pPa3BUTHUS
MHUOMATHUH.
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Oyenka akmugnocmu kpeamungocpokunazvl

OneHka akTUBHOCTH KpeaTuH(OCHOKWHA3bl HE JOHKHA MPOBOIUTHCS  IOCIHE
MHTEHCUBHBIX (U3MYECKUX HArpy30K WM TpUd HaJIUMYUU Kakoi-mubo mpaBaonoao0HOH
aNbTEPHATUBHOM MpUYHMHBI yBenuueHus akTuBHocTH K@K, mockonbky 3TO 3aTpyaHsET
uHTepnpeTamuio 3HaueHuid. Ecimm aktuBHOCTE KOK Ha mcxomHoM ypoBHE Oblia 3HAYUTEIHHO
noBeimieHa (> 5 x BI'H), ona gomkHa OBITh OlIEHEHA uepe3 5—7 AHEW s MOATBEPIKICHUS
pe3yiabTaTOB.

Lo nauana neuenus

Jlo Hayana Tepanvy CUMBAaCTaTUHOM WJIM YBEJIIMYEHHA €r0 J103bl BCEX NALMEHTOB CIEAYET
NPEeayNpexaaTh O PUCKe MHONATHH U O HEOOXOAMMOCTH OBICTPO coOOLIaTh O JHOOOH OoiH
HESICHOM 3THOJIOTHH, O0JIE3HEHHOCTH UJTH CJIA00CTH B MBILIIAX.

Cnemyer coOnrofaTh OCTOPOXKHOCTH MPU HA3HAYCHHWM TMIpenapara NalueHTaM ¢
npepacroiaralonmmMy  GaktopamMu K pa3BUTHIO pabaomuonusza. B crnenyromux cutyanusx
akTuBHOCTh K®K HeoOXoamMo OlleHHWBaTh [0 Havaja TEpanud C IENbI0  OMpeelieHus
pedepeHCHBIX UCXOIHBIX 3HAUECHUH:

* MIOKUJIOM Bo3pacT (= 65 ner);

* JKEHCKHI TI0JI;

* HapylIeHue QyHKIUH MTOYEK;

* HEKOHTPOJIUPYEMBIN THIIOTHPEO3;

* HAIMYKME B aHAMHE3€ MallMeHTa WJIA B €ro CEeMEWHOM aHaMHE3€ HACIJIEJICTBEHHBIX
MBIILIEYHBIX 3a00JI€BaHMIA;

* TOKCUYECKOE JICHCTBUE CTATUHOB WU (PUOPATOB HA MBIIIIILI B aHAMHE3E;

* 3JJ0YyNOTpeOICHUE AJIKOTOJIEM.

B Ttakux curyanusx ciemyeT OLIEHHBAaTh COOTHOIICHHE MOJb3bl U PUCKA JICUEHUS, U
peKoMeHayeTcsl KimHudeckoe HaOmtofeHue. Ecnu y manueHTa paHee BO3HUKANIO MOpa)KEHHE
MBI Ha (oHe Tepanuu (GuOparamMu WIM CTaTUHAMHU, MOKHO HAa3HAUUTh APYrod IMpemapar
JAHHBIX KJIACCOB TOJIBKO C OCTOPOYKHOCTBIO. [IpM 3HAYMTENBPHOM HCXOIHOM NOBBIIICHHUH
aktuBHOCTH KOK (> 5 x BI'H) nedyenne HaunHath HE CleayerT.

Bo epemsa neuenus

[Ipu mosiBnenun 6oyin, cIAaOOCTH B MBIIIIAX WIH CyIOpor Ha (OHE TEepanuu CTaTHHAMHU
cnenyeT oneHUTh akTUBHOCTh KDK. [Ipy BbISIBIEHMN 3HAYMTEIBHOTO MOBBIIIEHUS] AKTUBHOCTH
K®K (>5xBI'H) B oTcyrcTBHe HWHTCHCHUBHBIX (PU3MUECKUX HArpy30K JIEYCHHUE CIIEAyeT
npekpatuthb. [Ipu TSXKENbIX U BBI3bIBAIONINX €KEAHEBHBIA TUCKOM(OPT MBIIMIEYHBIX CHMIITOMAX
MOHO PAacCMOTPETh BOINPOC O MNPEKpAIlCHHH JICUCHUS] AaKe€ MPU OTCYTCTBUU MOBBILICHUS
aktuBHOCTH K®K < 5 x BI'H. Ilpn momo3pennn Ha MHOINATHIO O JIIOOOH ApYyro mpUUHHE
JIEYEHUE CIIEYET NPEKPATUTD.

NmeroTcst oueHb peakue cooOueHuss 00 MMMYHO-OTIOCPEIOBAaHHON HEKPOTU3UPYIOIIECH
muonatun (MOHM) Bo Bpemss uiu mocie JiedeHUsT HEKOTOPHIMH CTaTWHaMH. KinHW4Yecku
NOHM xapakrepusyeTcs CTOWKONH MPOKCHUMAIbHON MBIIIEYHON CIIA0OCTHIO M TOBBILICHHOM
aKTUBHOCTBIO KpeaTHH(GOCPOKHHA3bl CHIBOPOTKH KPOBH, KOTOpasi COXpaHSAETCs, HECMOTPS Ha
IpeKpalleHue Teparuy cTaTHHaMu (cM. pazzen 4.8.).

[Ipu paspemieHuM CUMOTOMOB W BO3BpallleHHMM akTUBHOCTH K®K k HOpMaibHBIM
3HAYEHUSM MOXKHO PACCMOTPETh BOMPOC O BO30OHOBJICHUM TEpalUH CTaTUHAMU WIH O
Ha3HAYEHUH JIPYroro cCTaTUHa B MUHUMAaJIbHOU J103€ MO TIIATebHBIM HaOII0I€HUEM.

Bonee BwIcOKass yacToTa pa3BUTHS MHUONATHH HAONIOAANACh y MAIMEHTOB, Y KOTOPBIX
no3a Opu1a yBenudeHa 1o 80 mr (cm. pasnmen 5.1.). PekoMeHnyeTcs IpOBOIUTE MEPHOIUIECKYIO
omleHKy akTuBHOCTH K@K, TOCKOIBKY 3TO MOXET OBITh TOJE3HBIM [UIsl BBISBICHUS
CYOKJIMHUYECKHX CllyyaeB MHoONaTtuu. B To ke Bpems, HET YBEPEHHOCTH B TOM, YTO TaKOMH
KOHTPOJIb PEJOTBPATUT PA3BUTHE MUOTIATHH.
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Tepanusi cMMBacTaTUHOM JIOJDKHA OBITh BPEMEHHO OTMEHEHA 3a HECKOJbKO ITHEH 10
OOJNBIINX TUIAHOBBIX XUPYPTUYECKUX OMEpaluid W TPU PA3BUTHUU TSDKEIBIX COCTOSIHHIA,
TpeOyIOIINX TEPANEBTUYECKOTO UM XUPYPTUUECKOTO BMEIIATENbCTBA.

Meponpusmus no CHUMCEHUIO PUCKA MUONAMUU, B6bI36AHHOU  63AUMOOECEUeM
JIEKAPCMBEHHBIX Npenapamos (cm. pasoen 4.5.)

Puck muomatum M pabIoOMMONIM3Aa 3HAYUTEIBHO BO3PACTaCT MpPH OJHOBPEMEHHOM
MPUMEHEHUH CUMBAcTaTHHA ¢ MOMHBIMU HHTHOUTOpamMu CYP3A4, TakuMu Kak UTpPaKOHA301,
KETOKOHA30JI, T03aKOHA30Jl, BOPHKOHA30JI, SPUTPOMHULIMH, KIAPUTPOMUIIMH, TEITUTPOMHULIMH,
uHruouTOpHI npoteazsl BUY (Hanpumep, HenduHaBup), OonenpeBUp, TeIanpeBup, Heda3ooH,
JICKapCTBEHHBIE Iperaparthl, CoJepKalue KOOUIMCTAT, a TakkKe TeM(puOpO3mi, HUKIOCIOPUH
unanazon. [IpumeHeHHe HTHX JIEKAPCTBEHHBIX IpENapaToB BMECTE C CHUMBAaCTaTHHOM
MPOTUBOMOKa3aHo (cM. pazzaen 4.3.).

Puck paszButus Muonatuu W pabJoMHONIM3a TAaK)KE BO3pAcTaeT MPH OJHOBPEMEHHOM
MPUMEHCHUH aMHOJapOHa, aMIIOAWINHA, BepamamMuia WU JUiITHa3eMa C OIpeaeleHHBIMU
n03aMu cuMBacTaTuHa (cM. pazzaensl 4.2., 4.5.). Puck muonarum, BKIodas padIOMHUOIN3, MOXKET
BO3pacTaTb INpPU OJHOBPEMEHHOM TIPHUMEHEHUH (Y3UJOBOM KHUCIOTHI M  CTaTUHOB
(cm. paznmen 4.5.). Y marmeHToB ¢ TOMO3UTOTHON CEMENHOM THIIEPX0JIECTEPUHEMHUEH TaKOH PUCK
MOJKET BO3pacTaTh MPH OJHOBPEMEHHOM NPUMEHEHUH JIOMUTANNA C CUMBACTAaTHHOM.

CrnenoBatenbHO, 4TO Kacaercs uHruonTopoB CYP3A4, npuéMm cumMBacTaTuHa BMECTE C
UTPAaKOHA30JI0M, KETOKOHA30JI0M, M03aKOHA30JI0M, BOPMKOHA30JI0M, MHTHOUTOPAMH TPOTEa3bl
BUY  (manpumep, HendpuHaBHp), OOIEHPEBUPOM,  TEIAMPEBUPOM,  SPUTPOMHIIMHOM,
KIQPUTPOMHUIIMHOM, TETUTPOMUIIMHOM, HE(Pa30J0HOM | JIEKAPCTBEHHBIMU IMpermapaTamu,
coJiepKaluMH KOOHUITMCTAT, MPOTHUBOMOKa3aHo (cMm. pazgensl 4.3., 4.5.). Eciu npumeneHus
MouHbIX MHrHOuTOpoB CYP3A4 (npenapatos, koTopble yBennuuBatoT AUC npuOIu3nuTeNnsHO B
5 pa3 wu BbIIE) u30eKaTh HENb3s, TEpamusi CHUMBACTaTUHOM JOJDKHA OBITh BPEMEHHO
npekpaiieHa (M paccCMOTPEH BONPOC HAa3HAYCHMsI JAPYroro CTaTMHA) Ha BECh MEPUOJI JICUCHHS.
Bonee Toro, HeobxomumMo coOI0OIaTh OCTOPOXKHOCTH NMPH KOMOMHMPOBAHUM CHUMBACTaTHHA C
apyrumu  MeHee MoluHbiMH uHruOutopamu CYP3A4: ¢aykonasonoM, BepamnaMuiom,
muntuazeMoM (cM. pasmensl 4.2., 4.5.). Crneayer wu30eratb OJHOBPEMEHHOTO MpUEMa
CHUMBAaCTaTHHA U TPeUNIPPyTOBOTO COKA.

OpHoBpeMeHHBIH  Mpué€M  cUMBacTaTuHa ©  rem¢pubposuiaa  MPOTHBOIOKA3aH
(cMm. paznen 4.3.). B cBsi3U ¢ MOBBIIICHHBIM PUCKOM MHOIATUU M PabJOMMOJIN3A Yy TAlUEHTOB,
MOJTYYalONUX CHMBACTaTHH BMeCTe C ApyruMmH (ubpatamu, 3a uckioueHueMm ¢enodpuodpara,
71032 CUMBAacTaTWHA HE JOJDKHA mpeBblmaTh 10 Mr B cyTku (cM. pasnensl 4.2., 4.5.). Cnenyer
coOJTI0/1aTh OCTOPOKHOCTD MPU Ha3HAYCHUH (peHOPUOpaTa U CUMBACTaTHHA, TTOCKOJIbKY KaXKIbIH
U3 3TUX MpenapaToB caM Mo ce0e MOXKET BbI3bIBATh PA3BUTHE MUOMATHH.

CuMBacTaTMH HeNb3sl Ha3HAuaTh OJHOBPEMEHHO C  (Y3MIOBOH KHCIOTOM B
JIEKapCTBEHHON (opMe IJIsi CUCTEMHOTO NMPUMEHEHHS UM MPUMEHSATh B TeUeHHe 7 JTHEeH mocie
OKOHYaHUsl JiedeHus: ¢y3uaoBod kucinoroil. Ecmum mnpumenenue (y3umoBoil  KHUCIOTHI
Heo0X0IMMO, Tepamusi CTaTUHAMHU JIOJDKHA OBITh MPUOCTAHOBJIEHA HA BECh MEPHUOJ JEUEHUs
(by3uI0BOI KHUCIOTOM.

CyImiecTBYIOT COOOIIEHUS O CIIy4asx padaoMuoin3a (BKJIOYas CIy4dau C JIeTadbHBIM
UCXO/I0M) Yy TAIMEeHTOB, TMOJYYAIOUIMX coueTaHue (y3ua0BOM KHUCIOTHI U CTaTHHOB
(cm. paznmen 4.5.). [lanmeHTy crnemyeT peKOMEHAOBATh HEMEIJIEHHO oOpaliarhCs K Bpady B
cllydae pPa3BUTHUSl KaKUX-JIMOO CUMITOMOB B BHUAE O0ONHM, OONE3HEHHOCTH WM Cl1abOCTH B
MbImax. Tepanusi cTaTuHaMU MOXKET ObITh BO3OOHOBJIEHA Yepe3 CeMb JHEH Mocie MOCIeIHEro
npuéma Qpy3u0Boil KUCIOTHL. B HCKIIOUNTENBHBIX CUTYAIUSAX IPU HEOOXOIUMOCTH JUTUTEIHHOM
CHUCTEMHON Tepanuu (Qy3UJOBOM KHCIOTOM, HampuMep, TpPH TOKEIBIX HHPEKIHUIX,
11€J1IeCO00pPa3HOCTh  OAHOBPEMEHHOIO TNPUMEHEHHUSI CHMBACTaTWUHA M (y3UJIOBOH KHUCIIOTHI
JOJKHA OLEHUBATHCS B KaKIOM KOHKPETHOM Cllydyae W IMOJ TUIATEIbHBIM MEIUIUHCKUM
HaOII0ICHUEM.
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Cnenyer wu3beratb KOMOMHHpPOBAHHOTO NIPUMEHEHHUs CHMBAcTaTWHHAa B  J03aX,
npeBbimaromux 20 Mr B CYTKH, BMECTE C aMHOJApPOHOM, aMJIOJUIIMHOM, BEPAaMUIOM WA
JTUITAA3€MOM. Y TAIMEHTOB C TOMO3UIOTHOW CEMEWHOM THUIEPXOJIECTEPUHEMHUEH CIEayeT
n3beratb KOMOMHHUPOBAHHOTO NMPUMEHEHHsS] CUMBACTaTHHA B J03aX, MpeBbimaronmx 40 Mr B
CYTKH, BMECTE C JIOMUTANHAOM (CM. pazaensl 4.2.,4.3., 4.5.).

VY manueHToB, KOTOpPhIE MPUHUMAIOT JAPYTUe JCKAPCTBEHHBIE MpemapaThl, 00JIaTaromue
yMepeHHBIM UHTHOUpYyIomuM nerictBueM Ha CYP3 A4, BMecTe ¢ CHMBAacCTaTHHOM, Ha3HAYEHHBIM
B BBICOKHX JI033aX, MOXET TIOBBIIIATECS PHUCK Pa3BUTHs MHONATUU. [Ipu OXHOBPEMEHHOM
NMPUMEHEHUH CHUMBAacTaTHHAa C yMepeHHbIMH wuHrHOMTOpamMu CYP3A4 (mpemaparamu,
yBenmmuuBaomuMu AUC npuOIu3uTensHo B 2—5 pa3) MOXKET MOTPeOOBaTHCS KOPPEKIUS JT03bI
cuMBacTtatuHa. [ HEeKOTOphIX ymepeHHbIX mHTHOUTOpOoB CYP3A4, Hanmpumep, nuinTuazema,
MaKCUMaJlbHasi peKOMEeHayeMast 1o3a cumBacTatuHa paBHa 20 mr (cM. pazaen 4.2.).

CumBacTaTuH sBISIETCSl cyocTpaToM 3 GIIIOKCHOTO TpaHCTopTepa 0enka YCTOHYMBOCTH
paka wMosounoi xkene3bl (Breast Cancer Resistant Protein, BCRP). OmgnoBpemenHOe
MIPUMEHEHHE TIpenapaToB, KOTopeie sBisitoTcs nHruoutopamu BCRP (takux kak, snbacBup u
Tpa3oIpeBUp), MOKET MPUBECTHU K MOBBIIICHUIO KOHIICHTPAIIMN CUMBACTaTHHA B TJIa3Me KPOBU U
K TOBBIIICHUIO prcka MuonaTuu. CrenoBaTellbHO, CIEAYET PacCCMOTPETh BOIPOC O KOPPEKLIUU
7036l CHMBACTaTHHA B 3aBUCHUMOCTH OT Ha3Haue€HHOW H03bl. OJHOBpEMEHHOE NPHUMEHEHUE
anbacBUpa M Tpa3onpeBHpa C CHUMBACTaTUHOM HE U3YYEHO; Yy TMAalMEeHTOB, KOTOpBIE
OJTHOBPEMEHHO IMOJTYYalT Mpenaparhl, Co/epKaninue 310acBUp U rPa3onpeBUpP, U CUMBACTATHH,
710332 CHMBAcTaTHHA HE JIOJDKHA MPEBBINIAaTh 20 MI' B CYTKH (CM. pa3aen 4.5.).

Penxue cnydam muomartuu/pabaomMuonusa ObUIM aCCOLMUPOBAHBI C OJHOBPEMEHHBIM
npuMeHeHrueM UHTHOUTOpOoB I'MI'-KoA-penykTa3sl v JTUMUACHIKAIOIMIMME f103aMu (> 1 r/cyT)
HUAIMHA (HUKOTUHOBOW KHCJIOTHI), Kbl W3 MpenaparoB cam 1Mo cede MOXKET BBI3BIBATH
MHUOTMATHIO.

B xnuHMYeckoM mccienoBaHuu (MeAnaHa mepuoja HaOmoaeHus 3,9 roaa) ¢ ydactueMm
MAIMEHTOB C BBICOKMM PHUCKOM CEpAEUYHO-COCYIUCTHIX 3a00JIEBAHUN C XOPOUIMM KOHTPOJIEM
ypoBast XC JIITHII Ha ¢one Tepanuu cumBactaTiHOM 40 MI/CyT B KOMOMHALIUH C 33€TUMHUOOM
10 Mr mnm 6e3 TakoBOro He OBLIO BBISBICHO JOMOJHUTENIBHOMN MOJIB3bl B OTHOILIEHUU CEPlIEYHO-
COCYIMCTBIX HCXOJIOB MPH A00ABICHUH HUANMHA (HUKOTHHOBON KHCIIOTHI) B JIUITHICHUKAIOIIIX
no3ax (> 1 r/cyr).

CrnenoBarenbHO, Bpadd, pacCMAaTPUBAIONIUE BOMPOC O HA3HAYEHWHW KOMOWHUPOBAHHOM
Tepanuyd CHMBACTAaTHHOM C JIMTIHJCHWKAIOMUMU 103aMu (> 1 1/CyT) HManuHa (HUKOTHHOBOM
KHCIIOTHI) WM TIperapaTtaMu, COJEpKalliMH HHAIWH, JIOJDKHBI TINATEIILHO B3BEIIMBATH
MOTEHLIMAJIbHYIO TMOJIb3y U PUCKU M MPOBOJUTH TLIATENIbHOE HAOMIOACHHE 3a MAlMeHTaMH Ha
npeaMeT JI0bIX MPU3HAKOB M CHUMITOMOB B BHJE 00iu, OOJE3HEHHOCTH WM CIabOCTH B
MBIIIAX, OCOOEHHO B TMEPBBIE MECAIbI TEpPalmuu M MPH YBEIMYEHUU 03Bl JIOOOTO U3
MpenapaTosB.

Kpome Toro, B 1aHHOM HCCIIEJOBAHMHM YaCTOTa MHUOIMATHUU MPUOIM3UTEIHHO COCTaBUIIA
0,24 % y nmanuentoB u3 Kutas, momydaronmx cuMmBactaTtiH 40 MT Wiy 33eTUMHO/CUMBACTaTUH
10 Mr/40 wmr, B cpaBHenuun c¢ 1,24 % y mnamuentoB u3 Kwuras, KoTopble NpHHUMAIN
cumBactatuH 40 mr wunu  33etumud/cumBactatuH 10 Mr/40 Mr  BMecTe € HUKOTHHOBOM
KHUCJIOTOW/IaponunpanToM MoauduuupoBaHHoro BbicBoOOkaeHUs 2 000 mr/40 wmr. Xots
€IMHCTBEHHOW  MOHTOJOMIHOM  MOMYJSIMEH, OLICHUBAEMOM B  3TOM  KIMHUYECKOM
UCCIICIOBAaHUM, OBUTM KWTAWIBl, y4YUThIBas Ooyiee BBICOKYIO YacTOTy MHOIATHU Y
nanueHToB u3 Kutas B cpaBHEHHMM C TMalMEHTaMU HE KHUTAMCKOro MPOUCXOKICHHUS,
OJTHOBPEMEHHOE TMPUMEHEHUE CHMBACTaTHHA C HUAIWHOM (HUKOTHHOBOM KHCIIOTOW) B
JUOUACHIKAIONMX J03axX (= 1 r/cyT) y mamueHTOB MOHTOJOMJIHOW pachl HE PEKOMEHIyeTcs
(cm. paznmen 4.5.).
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AULUIUMOKC CTPYKTYpHO CBSI3aH C HHUAIMHOM. XOTSI allMIIUMOKC HE HU3y4ascsi, PUCK
TOKCHYECKUX 3(PQPEKTOB B OTHOIICHHHM MBI MOXET OBITh aHAJIOTWUYEH TAKOBOMY IIPH
MPUMEHEHUH HUAIMHA.

Jlanmomuyun

[Ipu ogHOBpeMeHHOM MpuMeHeHUH HHTHOUTOPOB [ MI'-KOA-penykTa3bl U JanTOMUITMHA
OBbUIN MOJTyYEHBI COOOIIECHHS O PAa3BUTUH MHONATUU W/WiM padbromuonuza. Cienyer co0aroaaTh
OCTOPOKHOCTh TIpH HazHaueHHH WHrHOUTOpoB ['MI-KoA-penykrassl OTHOBPEMEHHO ¢
JANTOMUIIMHOM, TaK KaK JIOOOW W3 TUX areHTOB NMPU NPUMEHEHUU MO OTACIBHOCTH MOXKET
BbI3bIBaTh MHMOMNATHIO W/wiu padaomuonu3. Crenyer paccMOTpPEeTb BOINPOC O BPEMEHHOMU
MPUOCTAHOBKE MpuU€éMa CUMBACTaTUHA y  TAIMEHTOB, MNPUHUMAIOMIMX JANTOMHUILIUH
(cm. pasznmen 4.5.).

Bausnue na neuens

B kiuHWYeCcKHMX HCCIENOBaHUSAX Yy HEOONBIIOTO 4YHUCJIAa B3pPOCHBIX IallMEHTOB,
MOJIyYalolMX CHUMBACTaTHH, OTMEUAJIOCh CTOMKOE MOBBIIEHWE AKTUBHOCTH TpaHCaMUHA3 B
ceiBOpoTKe KpoBU (10 >3 x BI'H). Ilpu oTmMeHe wim BpeMEHHOM NPEKpaIleHUH Teparuiu
CUMBACTaTHMHOM Y TUX MAIlMEHTOB aKTUBHOCTH TPaHCAMHHA3 OOBIYHO MEIJICHHO CHIIKAIAChH JI0
yYpOBHsI, HaOIIOJABIIETOCs 10 Hayaia jedeHus. PexkoMeHnyeTcs MpoBOAUTH OLUEHKY (YHKIIMH
MEYEHU 0 Hayalia JICYEHUs, a 3aTE€M MPU HATMYUU KIMHUYECKUX MOKa3aHWi. Y MaIlMeHTOB, y
KOTOPBIX J103a Obwia yBenuwueHa o 80 wmr, GYHKOMIO TEYEHH  HEO0OXOIMMO
JOTIOJIHATEIBHO OLICHUBAaTh IE€pel MOBBIIIEHHEM J103bl, uepe3 3 Mecdla I0CI€ HEro u
NEepUONYECKH B AajlibHeieM (Harmpumep, 1 pa3 B mojiroja) B TeUYeHUE MEPBOrO rojia JeUEHUs.
Oco0oe BHHMaHHE CJENyeT YACNATh MalMeHTaM, Y KOTOPBIX BO3HHUKAET TIOBHIIICHUE
aKTUBHOCTH TpPaHCaMUHA3 B CHIBOPOTKE KpPOBU. Y TaKUX MAlEHTOB OLEHKY (yHKUUU
MEYCHHU CJelyeT OBICTPO MOBTOPUTH M B JAJILHEHIIEM BBIMONHATH 4Yaile. Eciam akTHBHOCTH
TpaHCAMHMHA3 CBUJIETEIBCTBYET O MPOrPECCUPOBAHUU COCTOSHUS, OCOOEHHO €ClId OHa
noBbimaercst 10 3-x BI'H wu croiiko coxpaHsieTcs, CHMBAcTaTHUH CJIEIYET OTMEHHTb.
OOparute BHMMaHWE, YTO AaKTUBHOCTHh alaHMHamuHOTpaHchepaza (AJIT) moxer OBITH
00yCIIOBJIEHa OPaKEHUEM MBIIICYHOW TKaHU, MO3TOMY pocT akTuBHOCcTH AJIT B coueranuu c
noBblieHreM akTuBHOCTH KDK MokeT yka3plBaTh HA MUOIIATHIO.

CymiecTBYIOT HEMHOTOYHCIICHHBIE MOCTPETUCTPALIMOHHBIE COOOLIeHUS O (aTaabHOU U
He(daTanbHOW MEYEHOYHON HEJIOCTATOYHOCTH Yy MAalMEHTOB, NMPUHUMABIIMX CTaTHHBI, B TOM
yucie cumBacTtaTuH. Eciaum 1mpu J€4eHMM CHUMBAacTaTUHOM — Pa3BUBAETCS  CEPhE3HOE
MOpaXeHHe  MEeYEHH, COMPOBOXKAAIOIIEECSs  KIMHUYECKMMH  CHMITOMAMHU  W/WIH
TUNepOMIUPYOMHEMHUEH WM KEeNTyXOoH, He0OOXOIMMO cpa3y ke MpeKpaTuTh Tepanuio. Eciu He
yCTaHOBJIEHA Jpyras OpUYMHA MOPaKEHUs TeYeHHU, Tepanusi CUMBACTaTUHOM HE JOJDKHA
BO300HOBJISITHCS.

VY manueHToB, KOTOPbIE MOTPEOISIOT 3HAYUTEIHHOE KOJIMYECTBO AIKOTOJISA, Mpernapar
CJIeTyeT UCIOIB30BaTh C OCTOPOKHOCTHIO.

Kak u mnpu mnpuMeHEeHWHM JpYTHX JIANUJICHIDKAIONIUX TMPEnapaToB, MPH TEparuu
CMMBAaCTaTMHOM OMHUCaHbl ciaydan ymepeHHoro (<3 x BI'H) moBblmeHns akTUBHOCTH
TpaHCaMHHAa3 B CHIBOPOTKE KPOBU. DTH M3MEHEHUS BO3HUKAJIM BCKOPE IMOCJIE Hayajla Teparnuu
CUMBACTaTMHOM, YacTO ObUIM MPEXOSIIMMU, HE COMPOBOKIAINCH HUKAKUMU CUMITOMaMHU U HE
TpeOOBaIH NMPEPHIBAHUS JICUCHUS.

Caxapmuwiii ouabem

Hexotopeie naHHBIE CBUAETEIBCTBYIOT O TOM, YTO CTAaTMHBI KaK KJIAcC MOBBIIIAIOT
KOHIIEHTPALIMIO TJIIOKO3bl B KPOBU, @ Y HEKOTOPBIX MAIlMEHTOB C BBICOKUM PHCKOM pa3BUTHUS
caxapHoro nuabera CTaTMHBI MOTYT IPUBOIUTH K Pa3BUTHIO TAKOTO YPOBHS THIIEPTIUKEMHUU,
IpU KOTOPOM (pOpMaibHO JOJKHBI ObITh Ha3HAUEHBI CaXapOCHWKAIOUIMe Mpenaparbl. B To ke
BpeMsl, 3TOT PUCK MEPEBEIIMBACTCS CHIKEHHEM COCYJIUCTOTO PUCKA IIPU NPUMEHEHUU CTaTUHOB
U, CIIeJ0BaTENIbHO, HE JODKEH OBITh MPUYMHON MpeKpalleHus Tepanuu. [[alnueHTsl ¢ puckoM
Pa3BUTH caxapHOTo Auadera (KOHIEHTpAIMs INIFOKO3bI HaTOIIaK OT 5,6 10 6,9 MMOJIb/JI, HHAEKC
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maccel Tena (UMT) > 30 kr/M’, TOBBIICHHBI YPOBEHb TPHUIIIMIEPUIOB, apTepHAIbHAS
TUMEPTEH3Us) JOJKEH KOHTPOJIUPOBATHCA KaK KIMHUYECKH, TaK © OWOXMMHYECKH B
COOTBETCTBUH C HAllMOHAJIbHBIMH PEKOMEHIALIUSIMHU.

Humepcmuyuanvuvie 3a601e6aHUA 1€2KUX

Onucanbl ciay4au pa3BUTHS UHTEPCTUIUAIBHON OOJNE3HU JIETKUX MpU MPUMEHEHHH
HEKOTOPBIX CTATHHOB, BKIIOYash CHMBACTAaTHH, OCOOCHHO TpU JIUTEIBLHON Tepanuu
(cm. paznmen 4.8.). Tlpu3HakamMu MHTEPCTUIIMATIBLHON OOJIE3HH JIETKUX SIBISIIOTCS  OJIBIIIKA,
HEMPOXYKTUBHBIN Kalllelb M YXyALIEHHE OOIIEero COCTOSHHS 310pOBbS (c1aboCTh, CHIKEHHE
Macchl Tena U jauxopanka). [lpu momo3peHUM Ha pa3BUTHE MHTEPCTUIUAIBHOTIO 3a00JIeBaHUs
JIETKUX TEpanus CTATUHAMH JIOJKHA ObITh OTMEHEHA.

eTu

BezonacHocts u 3¢h(heKTHBHOCTH CUMBAcTaTHHA y MOAPOCTKOB B Bo3pacte 10-17 mer ¢
FEeTEPO3UTrOTHOM CEMEUHOM THUIEePXOJECTEPUHEMHEN OIIEHMBAJIACh B  KOHTPOJIUPYEMOM
KIMHUYECKOM  HMCCIEJOBAHMM C  y4acTHEM  MAJbYUKOB-TIOJIPOCTKOB  CO  CTague
paszButus Il u Beime mo knaccudukanuu TaHHepa U A€BOYEK, Y KOTOPBIX MPOILIO HE MEHee
OJTHOTO TOJa TOCIE HACTYIUICHHS MeEHapxe. Y TMalHUeHTOB, IOTYYaBIIUX CHMBACTATHH,
npoduis HeXeNaTeNbHbIX peaklWil B 1EeJIOM OB CXOJHBIM C TaKOBBIM Yy MAI[MEHTOB,
noJrydaBmux rane6o. J{o3sl cBbiie 40 Mr B JaHHOW NOMYJNSANHWY MAIMEHTOB MCCICIOBAHBI HE
Obu. B 9STOM OrpaHMYe€HHOM KOHTPOJHMPYEMOM HCCIIEIOBAaHUM HE OBLUIO BBISIBICHO
MOJTBEPXKICHUS BIMSHUS TpenapaTa Ha pOCT WIM IOJIOBOE CO3pPEBaHHME JIEBOYEK U
MaJbUMKOB MOJPOCTKOBOIO BO3PACTa, WM BIUSHUS HA MPOJOJDKUTEIBHOCTH MEHCTPYaIbHOIO
[IMKJIA Y JIEBOYEK Takke He oOHapyxkeHo (cMm. pazaenst 4.2., 4.8., 5.1.). JleBymkamM-oagpocTkam
cienyer oOBSACHATh HEOOXOIMMOCTh IMPUMEHEHHUSI COOTBETCTBYIOIMX METOAOB KOHTpAalENLuu
BO BpeMs Tepamuu cumBactaTuHoM (cMm. pazgenst 4.3., 4.6.). VY [NalMeHTOB B
Bo3pacte <18 ner addexkTuBHOCTP M 0€30MaCHOCTh Mpemnapara MpU MPOIAOJKUTEITHHOCTH
neueHust  >48  Hedenb  HEU3BECTHA,  JOJATOCPOYHbIE  3(P(EeKThl B OTHOIICHUH
(bu3MYeCKOro, MHTEUIEKTYaIbHOIO U TIOJOBOTO CO3pEBaHUs He H3ydeHbl. McciemoBaHus 1o
MPUMEHEHHUIO CUMBACTAaTHHA y ManueHToB miuaame 10 ser, a Takxke y aereil mpemyoepTaTHOTO
BO3pacTa U JeBOYEK B IPEeMEHApXe HEe MPOBOAMIIUCE.

BcnomorarenbHble BeliecTBa

[Ipenapar CumBacTaTuH, TaOJETKHU, TOKPHIThIE IUIEHOUYHON OOOJOYKOM, COJEPIKHUT
BCIIOMOTAaTEIbHOE BELIECTBO JIAKTO3bl MOHoOruzapar. IlamueHTam ¢ peako BcTpedarolencs
HACJIEICTBEHHOW HENEePEeHOCUMOCTBIO TaJaKTO3bl, AEPHUIIMTOM JaKTa3bl JIOMapel WM TIII0K030-
rajJaKTo3HOH ManabaOcopOLueil He cieayeT IpUHUMATh TOT mpenapar (cM. pasnen 4.3).

[Ipenmapar CuMBacTaTUH COJEPAKHUT KpacUTENb JKEIThIM CoJIHEUHbIM 3akat E110,
KOTOPBI MOKET BbI3bIBaTh AJUIEPIHUECKUE PEAKIIHH.

[Ipenapar CuMBacTaTMH COIEPXKUT JEUUTHH coeBbld. [lanmenTam c amieprueil Ha
apaxuc WU COI0 He ClelyeT MPUHUMATh JaHHBIN JIEKapCTBEHHBIN Mpenapar.

4.5. BzaumojeiicTBue ¢ IPYruMH JIEKAPCTBEHHBIMH MpenaparaMud U JApyrue BHIbI
B3aMMOJAEHCTBUA

MHorouucneHssle MEXAHU3MBI MOTYT CIOCOOCTBOBATh MIOTEHLIUATIBbHOMY
B3auMoeiicTBuio ¢ uHruouropamu [I'MI-KoA-peaykrasbl. JlekapCTBEHHbIE CpEACTBA WM
IPOAYKTBl PACTUTENBHOIO IPOUCXOXKICHHS, HHTUOUPYIOIIME OIpelelieHHble (DEepMEHTHI
metabonu3ma (Hanpumep, CYP3A4) w/unu tpancnoprepsl (Hampumep, OATP1B), moryr
YBEJIMYMBATh KOHLEHTPALUIO CHMBACTaTUHA W THIPOKCUKHUCIOTHI CHMBACTaTMHA B IUIa3Me
KPOBHU U MPUBOJUTH K MOBBIIICHUIO PUCKA Pa3BUTUS MHONIATUN/PabIOMHUOIH3A.

Jis Bcex NPUMEHSIIOIUXCS OIHOBPEMEHHO JIEKApPCTBEHHBIX CPEJICTB HEOOXOAUMO
00paTUTHCS K MHCTPYKLUUHU N0 MEAMLUHCKOMY MPUMEHEHUIO JUIS MOJyYSHHs! TOTIOJIHUTEIbHON
uHpopManuu 00 MX MOTEHUHUAIBHBIX B3aUMOJICHCTBUAX C CUMBACTaTUHOM, W/WIIM BO3MO>KHOM
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BIUSHUU Ha (EPMEHThl WM TPAHCIOPTEPHI, A BO3MOKHONW KOPPEKLUHU 103 WIH PEeXHUMa
J03UPOBAHUSI.

HccnenoBanus B3auMoIeHCTBUS TPOBOAMIN TOJIBKO C YYaCTUEM B3POCIBIX MAIlEHTOB.

PapMaKOAMHAMHYECKOE B3aUMOJICHCTBUE

Bzaumooeticmsus ¢ eunonunudemuyeckumu npenapamamu, Komopbule Mo2ym npusooums
K B03HUKHOBEHUIO MUONAMUU NPU UX PA3OETbHOM NPUMEHEHUU

Pruck BO3HMKHOBEHHMS MHOIIATUH, BKIOYas pa0AOMHUOJIA3, TOBBIMIAETCS IpU
OJTHOBPEMEHHOM IpuMeHeHHH ¢ ¢pubparamu. Kpome Toro, cymectByer (hapMakOKHHETHUECKOE
B3anMo/ieiicTBIE ¢ reM(pUuOpPO3UIOM, KOTOPOE MPUBOAUT K MOBBIIIEHUIO YPOBHSI CUMBACTaTHHA B
wiasme  kpoBu  (cM.  mozapasgen  «DapMakOKMHETHYECKHE  B3aMMOACUCTBUS» U
paznensi 4.3. 1 4.4.).

[Ipu ogHOBpEeMEHHOM TPUMEHEHUM CHUMBacTaTHHa M (¢eHoduOpaTa HET HHUKAKHX
JI0Ka3aTeNbCTB TOrO, YTO PUCK BOSHUKHOBEHUSI MUOIIATUHU MPEBBIIIAET CYMMY HHAUBHIYyabHBIX
PUCKOB TIpM TPUMEHEHHWU KaXJOro IIperapara OTAeIbHO. HeT M0oCTaTOYHBIX JaHHBIX
(dapmakoHam3opa W (PapMaKOKMHETHKH OTHOCUTENbHO Apyrux ¢ubpatoB. MHorma ciydau
MHUOTATHH/pabaoMron3a OB aCCOLMUPOBAHBI ¢ OJJHOBPEMEHHBIM IPUEMOM CHUMBACTaTHHA U
HUAIMHA B JIUTTAI-MOAUPUITUPYIOMHNX f03aX (> 1 r/cyTkn) (cM. pa3aen 4.4.).

PapMaKOKMHETUYECKUE B3aUMOJICHCTBUS

Pexomenmanmm 10 B3aMMOJCHUCTBHUIO TMperapaToB MpHUBEAeHb B Tabnuie (Oomee
noJpoOHast HHGpOpMaLUs MPEICTaBICHA B TEKCTE; CM. Takke pasaensl 4.1.,4.3. u 4.4.).

B3aumopneiicTBHe ¢ APYTrUMH J1eKAPCTBEHHBIMH CPeCTBAMHU, KOTOPOE ACCOLMUPOBAHO
C MOBBINIEHHBIM PHCKOM Pa3BUTHS MHONIATHH/PadI0MHOIN3A
[Ipenaparsl B3aUMOI€MCTBUS COOTBETCTBYIONINE PEKOMEHAAIINN
MotrHble UHrHOuTOpH! M30hepmenta CYP3A4:
- UTPaKOHA30I1,
- KETOKOHA3011,
- I03aKOHA3011,
- BOPHKOHA301I,
- SPUTPOMHUIIMH,
- KJIIApUTPOMHUIIVH,
- TEJUTPOMHUIIVH,
- uarubutopsl BUY-npoteassl  (Hampumep, HPOTHBOTIOKA3AHE! fpH HpHMEHEHIH
HenuHABHD), CUMBACTaTHHA
- OotenpeBup,
- TeJanpeBup,
- He(azo0H,
- KOOMIIHCTAT,
- IUKJIOCTIOPHH,
- TaHa3011,
- reM(pubpo3uI
Ipyrue ¢bubpatsl (3a WCKJIFOYCHHUEM | HE Clie[yeT IpeBbimaTh 10 Mr cuMBacTaTHHA B
dbenodubpara) CYTKH
HE PEKOMEH/I0BaHO MpUMEHEHNE C
(bysunosas wucnora CUMBACTAaTHHOM
HE PEKOMEHI0BaHO MIpUMEHEHNE C
HUAIWH (HUKOTHHOBAs Kuciota) (> 1 r/cyr) CMMBAaCTaTUHOM  MAalUMEHTaM  a3HaTCKOro
MIPOUCXOXKACHUS
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B3aumojeiicTBHE ¢ IPYTrHMH JIEKAPCTBEHHBIMH CPEACTBAMH, KOTOPOE ACCOIMHPOBAHO
C MOBBILIEHHBIM PUCKOM Pa3BUTHS MHONATHH/PadAOMHUOIN3A

[Ipenaparsl B3aUMOI€MCTBUS COOTBETCTBYIONINE PEKOMEHAAIINN

aMHOJIapOH
aMJIOTUTIMH
BEparaMuIl HE creayeT npesblmate go03y 20  Mr
IUITHA3EM CHUMBACTaTHHA B CyTKU

a516acBUp
rpa3onpeBup

U ManUueHTOB C T'OMO3UT'OTHOM CeMEWHOU
JIOMUTAIIU/ TUTIEPXO0JIECTEPUHEMHECH He ciemyer
MPEBBIIATH CYTOUHYIO 103y 40 Mr

M0 BO3MOXXHOCTH Y IAIIMEHTOB, MOJYYAIOIINX
TEpanuio JAaNTOMHIIMHOM, CIIEyeT BPEMECHHO
MPUOCTAHOBUTh NPUMEHEHHWE CHMBACTATHHA,
32 MCKJIFOYCHHUEM CJIyJacB, KOTJa OXKujacMast
0JIb3a TaKoM Tepanuu MPEBBIIIACT
BO3MOXKHBIN pUCK (CM. paznen 4.4.)

IAnTOMULIMH

npu MNOpUMCHCHHU CHUMBACTaTUHA CJICAYCT

rpeun OBBIN COK .
peinpyT n3berath noTpedaeHne rpeundpyToBoro coxka

BrusiHue Apyrux JeKapcTBEHHBIX CPEJCTB HA CHMBACTAaTUH

Bzaumooeiicmeue ¢ uneubumopamu CYP3A4

CumBactatun sBisgercss cyocrparom nutoxpoma P450 3A4. MourHble MHTHOUTOPHI
nutoxpoma P450 3A4 mnoBpIIAIOT PUCK BO3HUKHOBEHHS MHUOMATHM M palbOoMHOIN3A
MOCPEJICTBOM YBEJIMYECHHUSI KOHIEHTpauu uHruoupyromeit aktusHoctd I MI'-KoA-penykrassl B
mia3Me KpOBH BO BpeMsl JieUeHHs CcUMBAcTaTMHOM. K TakuM WHTHOUTOpaM OTHOCATCS
UTPAKOHA30J, KETOKOHA30J, I103aKOHA30JI, BOPHUKOHA30J, 3PUTPOMHIMH, KIAPUTPOMUIIVH,
TeTUTPOMHIIMH, WHTHONTOPE BUY-mporeassl (Hampumep, HenduHaBUpP), OoIENpeBUp,
TenanpeBup u HehazonoH. OTHOBpEMEHHOE IPUMEHEHNE UTPAKOHA30J1a IPUBOAUT OoJiee YeM K
10-kpaTHOMY TOBBIIIEHUIO 3KCHO3WIIMA CHUMBACTATHHOBOW KHCJIOTHI (aKTUBHBIA METa0OJUT
0eTa-THUIPOKCUKUCIIOTHI). TEMUTPOMUIIMH MPUBOANUT K |1-KpaTHOMY TOBBIIICHHIO SKCIIO3UIIUN
CUMBACTaTUHOBOI KHCIIOTHI.

[IpoTuBOMOKa3aHbl KOMOMHAIIMM C HMTPAKOHA30JIOM, KETaKOHA30JIOM, IMO3aKOHA30JIOM,
BOpPHKOHa30Ji0M, HHTHOUTOpamMu BUY-tiporeassr (Hanpumep, HelPUHABUPOM), OOIEITPEBUPOM,
TENAMPEBUPOM, SPUTPOMUIIMHOM, KIAPUTPOMHUIIMHOM, TEIUTPOMHUIIMHOM U He]a3oI0HOM, a
TaKke ¢ reMpuOpO3UIOM, ITUKIOCIIOPHUHOM W aaHa3osnoM (cMm. pasmen 4.3.). Eciam tepanuro
mouHbiMH  uHTHOUTOpaMu  CYP3A4  (nmpenapatamu, kotopble yBenuuuBaior AUC
NpUOIM3UTENBHO B 5 pa3 uiau 0o0Jjbllle) HEBO3MOKHO OTMEHUTh, CIEAyeT NPUOCTAHOBUTH
Tepanuio CUMBAaCTaTMHOM Ha BpeMs NpueMa JaHHbIX mnpenaparoB. C OCTOPOKHOCTBIO CIENYET
Ha3Ha4YaTh CHMBACTaTHH B KOMOMHAIIMK C APYTUMH MeHee MOIIHbIMA WHruoOuTopamu CYP3A4:
(1yKOHa30J10M, BeparnaMuiIoM WU TUITHA3eMOM (cM. pa3zaensl 4.2. u 4.4.).

Dnykonason

Penxo coobmanoch o0 pa3BUTHM pabJOMHONN3a, CBS3aHHOTO C OJHOBPEMEHHBIM
MMPUMEHEHUEM CUMBAacTaTHHa U (JIykoHa3oua (cM. pa3aen 4.4.).

Luxnocnopun

Pruck BO3HMKHOBEHHS MHOMATUW/PabIOMHOIN3a MOBBIIACTCS HPU OJHOBPEMEHHOM
MPUMEHEHUHU IUKIOCIOPUHA C CHUMBACTaTUHOM, IO3TOMY MIPUMEHEHUE C LHUKJIOCIIOPUHOM
MPOTHBOIMOKa3aHo (cM. pasznensl 4.3. u 4.4.). HecmoTps Ha TO, 4TO TaHHBI MEXaHHU3M JI0 KOHIIA
HE M3Yy4YeH, ObLIO MPOAEMOHCTPHPOBAHO, YTO HMKIOCTIOpUH yBenuuuBaeT AUC MHruObutopos
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I'MI'-KoA-penykrasel. YBenuuenne AUC il cuMBacTaTUHAa MPOUCXOUT, B MEPBYIO OYEPE/b,
YaCTUYHO 10 npuunHe narubuposanus CYP3A4.

Hanaszon

Puck pasButuss Muomatu W pabJOMHONM3a MOBBINACTCS NPU OAHOBPEMEHHOM
NPUMEHEHUH JaHa3oja C CHUMBAcCTaTUHOM, II0O3TOMY MpPUMEHEHHE C  JIaHa30JI0M
MPOTUBOINOKa3aHo (cM. paznensl 4.3. u 4.4.).

T'em¢pubposun

I'empubpos3un yBemnunBaer AUC cumMBacTaTUHOBOM KUCIOTH B 1,9 pa3a, BO3MOXKHO, 32
cuer wuHruOupoBanus rimokyponm3anun u/umu OATPIB1 (cm. pasgenst 4.3. u 4.4.).
OnHOBpeMEHHOE MPUMEHEHHUE ¢ TeM(UOPO3UIOM TPOTHBOIOKA3AHO.

@Dy3udosas Kucioma

Puck muomaruu, BKJIOYass paOJOMHOJIM3, MOXET IOBBIIIATHCA NPH OJHOBPEMEHHOM
MPUMEHEHUH CHUCTEMHOW (y3ua0BOM KHCIOTHI M CTaTHHOB. OJXHOBPEMEHHBIH IPUEM ATOU
KOMOMHAIIMM MOJKET MPUBECTH K IMOBBIIICHUIO KOHILEHTPAIMK OOOMX IpernapaTroB B ILIa3Me
KpoBU. MeXxaHn3M 3TOTo B3auMoAecTBus ((papMakoanHaAMUKA WA (apMaKOKMHETHKA, U 00a
MeXxaHu3Ma) 1noka HeusBecTeH. Coobmianock 0 padbromMuonuse (BKIOYas JeTalbHbIE CIy4an) y
MAlMEHTOB, KOTOpble MNPUHUMAIU JaHHYl0 KomOuHauuio. Ecnu npumenenue ¢y3umoBoit
KHUCJIOTBHl SIBIISICTCS HEOOXOIUMBIM, JIEYCHHE CHMBACTaTUHOM CJEIyeT MpeKpaTUTh Ha
MPOTSHKEHUH BCETO MEpHoia JieueHus Qy3uI0BOM KUCIOTOH (CM. paszaen 4.4.).

Amuooapon

Puck pa3BuTuss Muonatud MU pabJoMMONIM3a MOBBILIACTCS MPU  OJHOBPEMEHHOM
NPUMEHEHUH aMHOAapOHa C CUMBACTaTUHOM (cM. pazzen 4.4.).

B knuHHYecKOM HcclieJOBaHUM MUONIATHs Haboqanack y 6 % maieHToB, MoJIy4aBIInX
80 Mr cumBacTaTHHa U amuoapoHa. [losToMy 103a cuMBacTaTHHA HE AOJDKHA NpeBbiaTh 20 Mr
B CYTKH JIJIsl MAlIUEHTOB, KOTOPbIE MPUHUMAIOT ATOT Mpernapar OJHOBPEMEHHO C aMUOAAPOHOM.

broxamopuvl kanvyuegvix xananoe

Bepanamun

Puck BO3HHMKHOBEHHMsS MHONATHHM M pabIOMHOJIM3A TOBBIIIAETCS MPHU OJHOBPEMEHHOM
MPUMEHEHUH BeparaMmia U cuMBactatuHa B go3e 40 mr wm 80 mr (cMm. pasgen 4.4.). B
(apMaKOKMHETUYECKOM HCCIICZIOBAaHUHM OJHOBPEMEHHBIH IpHEM BepamaMmia IpHBeNl K
YBEIIMYEHUI0O B 2,3 pa3a CHMBACTaTUHOBOM KHCIOTBHI, BO3MOXXHO, YAaCTUYHO 3a CYET
unruouposanus CYP3A4. [ToaTromy 103a cMMBacTaTHHA HE JIOJDKHA MpeBbIIaTh 20 MI B CyTKU
JUIS TAlMEHTOB, OTHOBPEMEHHO MPUHHUMAIOIIUX BepanamHuIl.

Hunmuazem

Prck BO3HUMKHOBEHHUSI MHOINATUU U pabJOMHUONIN3A TOBBIIMIAETCS MPU OJHOBPEMEHHOM
MPUMEHEHUH JWiITHa3eMa C cuMmBactaThHoM B go3e 80 wmr (cm. pasmen 4.4.). B
(apMaKOKMHETHUYECKOM HCCIIEZIOBAHUHM OJTHOBPEMEHHOE IPUMEHEHUE JUITHA3eMa IIPUBOIUIIO K
YBEIIMYCHUIO YPOBHS CHUMBACTaTUHOBOM KHCIOTBI B 2,7 pa3za, BO3MOXHO, 3a CYET
unru6uposanus CYP3A4. [ToaTromy 103a cMMBacTaTHHA HE JIOJDKHA MpeBbIIaTh 20 MI B CyTKH
y MalMEeHTOB, OJHOBPEMEHHO MPUHUMAIOIINX JTUITHA3EM.

Amnoounun

[ToBbIlIeHHBIH ~PUCK BO3HMKHOBEHHUS MHUONATHM  HAONMIONaeTcss y  MalUEeHTOB,
NPUHUMAIOIIMX OJHOBPEMEHHO AaMJIOJUMINH W CHUMBacTaTHH. B  (apmakokuHeTHUECKOM
UCCIIEIOBAaHUH OJHOBPEMEHHBIH MPHUEM aMJIOJUIINHA MPUBEN K YBEIUUYEHUIO CUMBACTaTHHOBOU
KucnoThl B 1,6 paza. IloaToMy 1103a cMMBacTaTMHa HE AOJDKHA IpeBblath 20 MI B CYTKH Y
MAUEHTOB, OJTHOBPEMEHHO MPUHUMAIOLIUX aMJIOIUIIHH.

Jlomumanuo

Puck wmuomatum u pabIoMHONIM3a MOXET TOBBIIIATBCS TPU  OJHOBPEMEHHOM
NPUMEHEHUH JIOMHUTANUAa C CUMBAacTaTMHOM (cM. pazaensl 4.3. u 4.4.). CnenoBaTenbHO, Y
MAIMEHTOB ¢ TOMO3UTOTHOM CEMENHON THIEPXOJECTEPUHEMHUEN 1032 CUMBACTaTUHA HE JIOJKHA
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npeBbiiaTh 40 Mr cuMBacTaTMUHAa B CYTKM Yy THAllMeHTOB, OJAHOBPEMEHHO MPUHUMAIOLINX
JIOMHTAITU].

Ymepenunvie unecuoumopvr CYP3A44

VYV mauuMeHToB, NPUHUMAIOIIUX JPYTHE JIEKAPCTBEHHBIE CPEJCTBA, KOTOPHIE OKA3bIBAIOT
ymepenHo unruoupyronuii 3gdexr Ha CYP3 A4, oqHOBpEeMEHHO C CHMBACTaTHHOM, OCOOCHHO B
BBICOKHX J1033aX, MOKET OBITh TIOBBIIICHHBIN PUCK pa3BUTHS MUOMATUH (CM. pa3znen 4.4.).

Hneubumopwt benxa-nepenocuuxa OATPIBI

CuMBacTaTuHOBasg KHCJOTa sBisgeTcss cyocrparom Oenka-nepeHocunka OATPIBI.
ConyrcTBytoniee Ha3HAUEHHE JIEKAPCTBEHHBIX CPENICTB, KOTOpPbIE M3BECTHHI KaK MHTUOUTOPHI
Oenka-nepenocunka OATPIB1, Moxer mNpuUBOOUTH K  yBEIMUYEHHUIO  KOHIEHTpAIUU
CUMBACTaTMHOBOI KUCJIOTHI B IJIJa3Me KPOBU M K MOBBIIICHUIO PUCKA Pa3BUTHS MHOMATHH (CM.
paznensl 4.3. u 4.4.).

Hneubumopwr benka ycmotuugsocmu paka moaounou dmcenesvl (Breast Cancer Resistant
Protein — BCRP)

OnHoBpeMEeHHOE TIpUMEHEHHWE cuMBacTathHa U uHruoutopoB BCRP, Brimrogas
mpemapaTsl, COJEpKallue 53I0acBUp WM TPaA30MpPEBHUP, MOKET NPUBECTH K YBEIHUCHUIO
IJIa3MEHHOW KOHIICHTpAllMM CHMBAcTaTMHA U TIOBBIIIEHMIO pPHUCKAa Pa3BUTHS MHUOMNATUU
(cm. paznensi 4.2. 1 4.4.).

Huayun (nuxomunosas xucioma)

Penxue cinyuam wmuonatuu/pabaoMuonmn3a ObUIM  CBA3aHBI C  OJHOBPEMEHHBIM
MPUMEHEHUEM CUMBACTaTHHA U HUAIIMHA (HUKOTUHOBOW KHUCIJIOTHI) B JIMMUI-MOAU(PUIIUPYIOIINX
nozax (> 1 r/cytku). B dapmakoknHETHYECKOM HCCIEIOBAaHUU OJHOBPEMEHHOE NMPUMEHEHUE
pa3oBOM 1036l 2 T HUKOTHHOBON KHCIIOTHI C MPOJIOHTHPOBAHHBIM BBICBOOOXKIEeHHEM W 20 MT
CUMBACTaTHHA MPUBEIO K ymepeHHoMy yBenundeHnio AUC cuMBacTaThiHa U CHMBAacTaTUHOBOU
KUCHOTEI U Cpax CAMBACTATUHOBOU KHUCJIOTHI B ILIAa3ME.

I'petingppymosuwiii cox

['petindpyToBsiif cok HHrHOUpyeT nutoxpoM P450 3A4. OnHoBpeMeHHOE ynoTpeOIeHrE
Oonpmioro konuuectBa (Oosee 1 nuTpa B JA€HB) IpeHnpyToBOro cCoka C CHMBACTaTHHOM
MPUBOJUT K YBEJIMYECHHUIO KOHIIEHTPAIMi CUMBACTaTUHOBOW KHUCIOTHI B 7 pa3. Ilpuem 240 mn
rpedndpyToBOro coka yTpoM M CHMBACTaTHHA BEYEPOM TAKKE YBEIUUYMBACT KOHIICHTPAIUIO
CUMBACTaTUHOBOW KHCJIOTHI B 1,9 pa3a. B cBsi3u ¢ »TuM HeoOxoammo n3berath MOTpeOIeHUs
CoKa rpeindpyra npu NnpuMEeHEHUU CHMBACTaTHHA.

Konxuyun

Coob1manocs 0 ciay4yasx MUOMATUU U PabJAOMHOIN3a IPU OJHOBPEMEHHOM IPUMEHEHUU
KOJIXHLMHA U CUMBACTaTHHA MAllMEHTaM C IOYEYHON HEJ0CTaTOYHOCThIO0. PexoMeHiyeTcs yacto
MPOBOAUTH KIIMHUYECKUI MOHUTOPHUHT MMallMEHTOB, KOTOPbIE MPUHUMAIOT 3Ty KOMOMHAIIHIO.

Jlanmomuyun

[Ipu omHOBpeMeHHOM mnpuMeHeHHH WHTHOUTOpOoB ['MI-KOA-penykrasel (Hampumep,
CUMBACTaTMHA) W JalTOMHUIIMHA MOJXET TMOBBICUTHCS PHUCK PA3BUTHS MHUOMATHH W/WIN
pabaomuonuza (cM. pazzaen 4.4.).

Pughamnuyun

[Tockonbky pudamMnuuuH sBiaseTcs MOIMHBIM HHAYKTOpoM CYP3A4, y mamueHToB,
KOTOPHIM TPOBOAWTCS JJIMTENbHAS Tepanus pudamMnuinuHoM (Hampumep, JUisi JIeUeHUs
TyOepKyJie3a), BO3MOXHA TOTEpPs AaKTUBHOCTH CHMBAcTaThHAa. B  (apMakOKMHETHYECKOM
UCCIIEIOBAaHNHM HA 3J0POBBIX M0OpoBONbIAX Twomans mox kpuoi (AUC) mns
CUMBACTAaTUHOBOM KHCJIOTHI yMEHbIIMJIACh Ha 93 % mpu OJHOBPEMEHHOM IPUMEHEHUU
pudamMnuIuHa.

Bausnue cumeacmamuna na papmaxkokunemuxy opy2ux npenapamos

CuMBacTaTMH HE OKa3blBaeT HMHIUOMpYIOLIero AeHCTBHS Ha muroxpom P450 3A4.
[ToaTomMy He OKuIaeTcs, 4TO CUMBACTAaTHH MOKET BIUSATh Ha KOHIIGHTPAllMM B IJIa3Me KPOBU
BEIIIECTB, METAOOJIM3UPYIOLINXCS MTOCPEACTBOM LuToxpoma P450 3A4.
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Ilepopanvuvie anmukoaynanmsi

B 1ByX KIMHMYECKUX MCCIEIOBAHUIX, TIEPBOE HA 3J0POBBIX JOOPOBOIIBIIAX U BTOPOE HA
MAIMEHTAaxX C MOBBIIICHHBIM YPOBHEM XOJIECTEPUHA, CUMBACTATHH B J103€ OT 20 10 40 MI B CyTKH
YMEPEHHO YCHIIMBal JEHCTBHE KYMapHHOBBIX AHTHKOATyJSHTOB: MPOTPOMOMHOBOE BpeMsl,
BBIPOKEHHOE KaK MEXIyHapoJaHOoe HopManu3zoBaHHoe oTHomeHne (MHO), yBenmuwmioce ¢
ucxogHoro ypoBHs 1,7 mo 1,8 y 3m0poBBIX H0OpoBOsBIIEB M OT 2,6 1m0 3,4 TAIMEHTOB C
runepxonecrepunemucii. Coobmanoch 00 odeHbp peakux ciydasx MHO Bbilie HOpMaIbHBIX
3HaueHuil. [lanenTam, TpUHUMAIONIMM KYMapHUHOBBIE aHTUKOATYJISIHTBI, CIEAYET OMpPEIeIuTh
MpPOTPOMOMHOBOE BpeMs JO0 M B Hayaje Tepaluud CHMBACTaTUHOM, YTOOBI ONpEIeNUTh
OTCYTCTBHE 3HAYUTEIHLHOTO W3MEHEHHUS MPOTPOMOMHOBOTO BpeMEHH. Ecim 3aJ0KyMEeHTHPO-
BaHa CTAa0WJIBHOCTh MPOTPOMOMHOBOTO BPEMEHM, €€ MOXKHO H3MEpSATh Yepe3 HHTEPBAJIbL,
OOBIYHO PEKOMEHIYEMBIC /IS MAIMEHTOB, MOJIYYAIOIINX KyMapUHOBBIE AHTHUKOAT Y ISTHTHI.

[Ipy m3MeHeHHH N03blI CMMBAcTaTHHA WM MPEKpAllEeHUU JICYCHUS Ty K€ IPOLEAYpY
ClieqyeT TOBTOPUTH. Tepamus CHMBAcTaTUHOM He ObUTa CBs3aHa C KPOBOTCUEHUEM HIIU
M3MEHEHUSMHU TPOTPOMOMHOBOIO BPEMEHH Y MAIIMEHTOB, HE MPUHUMABIINX aHTUKOATYJISTHTHI.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTb U JAKTALMS

bepemeHHOCTD

CumBacTaTHH MPOTUBOIIOKa3aH OepeMeHHBIM. Tak Kak 0e30MacHOCTh il OEpEeMEHHBIX
HE J0Ka3aHa M HEeT JaHHBIX, YTO JICYEHHE IpernaparoM BO BpeMs OEpeMEHHOCTH NPHHOCHT
OUYEBUIHYIO MOJIb3Yy, MPUEM Mpenapara cleJyeT HEMeIJeHHO MPEeKpaTUTh MpU HACTYIUIEHUU
6€peMeHHOCTI/I. CuMBacTaTHH CJICAYCT Ha3dHA4YaTh KCHIIWHAM ACTOPOAHOTO BO3pacTa TOJIBKO B
TeX ciyd4asx, KOTJa BepOsITHOCTh OEpEeMEHHOCTH O4YeHb Mana. lIpuMeHeHue cuMmBacTaTMHA BO
BpeMA GGPGMGHHOCTI/I MOKCT CHHU3UTb KOHIOCHTPALMIO MCBAJIOHATA (HpeI[H_IGCTBeHHI/IK B
OMOCHHTE3€ XOJIECTEpPHHA) Yy TJI0/1a. ATEPOCKIIEPO3 SBISETCS XPOHHMUYECKUM 3a00JIeBaHUEM, U
OOBIYHO TpeKpalieHne Npuéma THIOIUIUACMUYECKUX IPErnapaToB BO BpeMs OEpeMEHHOCTH
OKa3bIBaeT HE3HAYUTENIbHOE BIUSHUE HA JIOJITOCPOYHBIE PHUCKH, CBSI3aHHBIE C TEPBUYHON
FHHGpXOHGCTGpHHGMHGﬁ. B cBs3u ¢ 3TUM CHMBacTaTHH HE AOJDKCH NPUMCHATHCH Y KCHIIHH,
KOTOpPBIE OEPEMEHHBI, TIBITAIOTCS 3a0€peMEHEeTh WU TT0I03PEBAIOT, YTO OHH OEPEMEHHBI.

JledeHne CMMBAaCTaTUHOM JIOJDKHO OBITh MPHOCTAHOBIIEHO HA BECh CPOK OEPEeMEHHOCTH
WM TIOKa OepeMEHHOCTh He TMarHOCTUPOBAaHA, a cama >KeHILUHA MPeIyNpexaeHa O BOZMOKHON
ormacHoCTH JuIs ona (cm. pazaen 4.3.).

JlakTamus
I[aHHBIe O BBIJACIICHUU CHMBAcCTaTWMHa HU €TI0 MeTaGOHI/ITOB C I‘pyI[HBIM MOJIOKOM

OTCYTCTBYIOT.
[Ipy HEOOXOAUMOCTH HA3HAYCHHS CHMBACTaTHHA KEHIIMHE B TIEPHOJ] TPYIHOTO
BCKapMJII/IBaHI/IH cnez[yeT yLII/ITBIBaTB, YTO MHOI'HC HeKapCTBeHHBIe HpenapaTH BBIACIAKOTCA C
TPYAHBIM MOJIOKOM, W HWMEETCS yrpo3a pa3BUTHUSA CEPHhE3HBIX HEXKEIATCIbHBIX PEaKIIHil.
Benencreue 3T0ro npu KOpMIIEHUH IPYABIO IIPUEM IIpenapara cleqyeT NPEeKPaTUTh.
DepTHILHOCTD
I[aHHBIe O BJIIHJIHHWN CHMBACTATHMHA HaA (bepTI/IJIBHOCTB y JKCHIIINH OTCYTCTBYIOT.
CumBacTaTHH HE OKa3bIBACT BIUSHUS Ha GEPTHIIBHOCTD Y KPBIC MYXCKOT'O U KEHCKOTO T0JIa.

4.7. Bansinue Ha CIOCOOHOCTDH YNPABJATH TPAHCHOPTHBIMU CPEACTBAMM U PadoTaTh
¢ MeXaHU3MaMH

CuMmBacTaTUH HE OKa3blBaeT WIJIM OKa3blBaeT HE3HAYMTEIILHOE BIMSHHUE HAa CHOCOOHOCTH
VIIPaBJIATh TPAHCIOPTHBIMU CpEACTBAMH W pPaboTaTh C MeXaHM3MaMu. TeM He MeHee, NpU
yIIpaBJI€HUH TPAHCIOPTHBIMU CpPEICTBAMU WM paboTe ¢ MeXaHU3MaMH, cieayeT NMPUHUMATh BO
BHUMAaHHE, YTO B IOCTPETHCTPAIIMOHHOM TEPHOAE COOOIIAIOCh O PEAKHX CIIydasX pa3BUTHS
TOJIOBOKPY>KEHHUSL.
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4.8. HexkennaTeibHbIe peakuuu

Pe3oMe HexkeJIaTeIbHBIX PeaKIuii

HexenarenbHble peakmMu MEPEYMCACHBI B COOTBETCTBHH C CHCTEMHO-OPTaHHOMN
KIaccuuKanued ¥ 4acTOTON BCTpedaeMoCTH: oueHb dacto (>1/10), wacro (>1/100, vo <1/10),
Heuyacto (>1/1 000, vHo <1/100), penxo (>1/10 000, vHo <1/1 000), ouennr peako (<1/10 000),
4acTOTa HEM3BECTHA (HA OCHOBAHUHU MMECIOIIMXCS JaHHBIX OLICHUTH HEBO3MOXKHO ).

HapyrieHust co cTOpOHBI KPOBY U INMGATHYECKOH CHCTEMBI
Peoxo: anemus.
Yacmoma Heuzeecmua: TPOMOOLIUTOTICHHUS.

HapyiieHus co CTOpOHbI IMMYHHOU CHCTEMBI

Peoko:  cHHIpPOM  TOBBIIEHHONW  YYBCTBUTEIBHOCTH, KOTOPBIM  MPOSBIISETCA,
AQHTUOHEBPOTHYECKUM  OTEKOM,  BOJYAHOYHOMOJOOHBIM  CHHIPOMOM,  PEBMATHYECKOMN
MONMMHUAITHCH, JACPMAaTOMHUO3ZMTOM, BAacCKYJIUTOM, TPOMOOLMUTONEHUEH, D03MHO(UIHECH,
YBEJIMUEHUEM  CKOPOCTH  ocemaHus spurpouutoB (COD), aprputoM, apTpalrusami,
KpanuBHUIIEH, (OTOUYBCTBUTEIBHOCTBIO, JIUXOPAJIKON, «IIPUJIMBAMU» KPOBU K KOXe JIHIIa,
OJIBIIIIKOH M 00IIEN c1a00CThIO.

Ouenb pedxo: aHaPUITAKCHS.

Yacmoma neuzeecmua: pa3BUTHE ayTOUMMYHHOM MUOIIATHH.

bbuin momydeHbl OYEHb pelIKHe COOOIIEHHS O Pa3BUTUH HMMYHOOIIOCPEIOBAaHHON
HEKPOTH3UPYIONICH MUONaTHH (ayTOMMMYHHOH MHOIATHH), OOYCJIOBIECHHOW MPHEMOM
cTaTuHOB. VIMMyHOOMOCpEe10BaHHAs MUOMATHsI XapaKTepHu3yercsi ciaaboCThI0 MPOKCHUMANIbHBIX
MBIIII] ¥ TOBBIIIEHHON aKTHBHOCTBIO KpeaTuH(pochokunazsl (KDK) B cbiBopoTke KpoBH,
KOTOpBIE COXPaHSIOTCS, HECMOTPS Ha OTMEHY Je4eHus cTaTMHOM. Ha Ouorcuu MbIln BHAHA
HEKPOTH3UPYIOIasi MUOTIATUsI 0€3 3HAYMTEIHLHOTO BOCMATICHUS. YIydIlleHHe HaOI0IaeTcs mpu
Tepanuy UMMYHOJEIIPECCUBHBIMU MpenapaTaMu.

Takxe OBUIM MOJYYEHBI PEIKHE TOCTPETUCTPALMOHHBIE COOOIICHUS O KOTHHTHUBHBIX
HapyLIeHUsIX (HampuMmep, pa3iuyHble HApYIICHUs MaMATH — 3a0bIBUYMBOCTh, CHIDKEHUE TaMSTH,
aMHe3Usl, CIIyTaHHOCTh CO3HAHMSI), CBSI3aHHbBIE C IPUMEHEHUEM CTaTUHOB. J[aHHbIE KOTHUTHUBHbBIE
HapylIeHHs ObUTH 3aperuCTPUPOBAHBI MPH MpueMe BceX cTaTUHOB. CooOLIeHHs B 1[€JIOM ObUIH
KJIACCU(UIIUPOBAHBI KaK HECEPhE3HBIE, C PA3TUYHON JJIUTEIHHOCTHIO JIO0 TIOSBICHUSI CHMIITOMOB
(ot 1 cyTOK 10 HECKOJIBKHX JIET) M BPEMEHEM UX paspenieHus (Meauana 3 Henenn). CUMOITOMBI
OBUTH OOPAaTUMBIMU U TIPOXOIMIIN TIOCTIE OTMEHBI TEPANTUU CTATHHOM.

Icuxyuyeckue HapyIIeHUs
Ouendb pedro: GECCOHHUIIA.
Yacmoma Heuzgecmua: NeNPECCHs].

HapymieHus co cTOpOHbI HEPBHOW CUCTEMBbI

Peoxo: ronoBHas 001, TOJOBOKpYKEHUE, epudeprueckas HeHponaTus, HapecTe3ns.
Ouendb pedko: yXynlIeHUE TaMATH.

Yacmoma neuzsecmua: MUACTEHUS TPABHC.

Hapymienust co cTOpoHbI opraHa 3peHus
Peoxo: nomyTHeHue B MOJI€ 3pEHUS, HApYIICHUE 3PEHUSI.
Yacmoma neuzeecmua: Tiia3Hasi MUaCTEHUS.

Hapyiieanss co  CTOpPOHBI  ABIXaTEILHOM CHCTEMBI, OPraHOB TPYAHOM KICTKH H
CPEIIOCTEHUS

Yacmoma Heuszsecmua: WHTEPCTULIMANBHOE 3a0oyieBaHMe JEerKuX (0COOGHHO TIpH
JUTUTEIIBHOM TTPUMEHEHUN ).

KenynouHo-KHIICYHEIC HAPYIICHUS
Peoko: 3amop, 0onb B JKMBOTE, METEOPH3M, MUCIICTICHS, TOIIHOTA, PBOTA, aHUapes,
MaHKPEaTHT.
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HapymieHust co CTOPOHBI [TEYEHU ¥ KESITYCBBIBOJISIINX ITYTEH
Peoxo: renatut / xentyxa.
Ouenw peodxo: GatanbpHas 1 HedaTaabHas IEYCHOYHAS HEIOCTATOYHOCTb.

Hapymenns co cTOpoHbI KOKU M NOJKOKHBIX TKaHEe!
Peoko: K0KHas ChIIb, KOXHBIN 3Y/1, AJTONEIHSI.
Ouenb pedxo: TMXCHOUTHAS JIEKAPCTBEHHAS CHITIb.

Hapy1ienns co CTOPOHBI MBIIIEYHOM, CKEJIETHON M COSAMHUTEILHON TKAaHU

Peoko: muanrusi, CyIopOory MBI, MUOTATHS (BKIIOYask MHO3HTHI), pabJOMHOIH3.

Ouenb pedxo: pa3pblB MBIIIIIHIL.

Yacmoma HeuzgecmHna: TEHAWHOIIATHH, BO3MOXKHO C  Pa3pblBOM  CYXOXKHWIHM,
MMMYHOOIIOCPEIOBAHHAS! HEKPOTU3ZUPYIOIIAsi MUOIMATHSI.

Hapymienus co cTOpoHbI penpoAyKTUBHON CUCTEMbI M MOJIOYHBIX JKEJIE3
Ouenv pedko: THHEKOMACTUSI.
Yacmoma neuzéecmua: SpEKTUIbHAS TUCHYHKITHSL.

OO011Me HApYIIEHUS U PEAKIMU B MECTE BBEACHUS
Peoxo: acreHus.

JlaGopaTopHbIe U HHCTPYMEHTAIbHbIC TaHHbIE

NmeroTcst penxue cooOIIEHUS O Pa3BUTHH BBIPAKEHHOTO M CTOMKOTO TOBBIIICHHUS
aKTUBHOCTH «IEYEHOYHBIX» TpaHcamMuHa3. Taxxke cooOmasoch O MOBBIUICHHUH AKTUBHOCTHU
IeT0YHOM QocdaTassl M ramma-riayramuiITpancnentuiasbl. OTKIOHEHUS B IIOKa3aTelsx
(YHKIIMOHATBHBIX TEYEHOYHBIX MPOO OOBIYHO C€a00 BBIPAKEHBI M HOCAT MPEXOSITUN
xapakTep. FIMeroTcst cBeJIeHHsI 0 cydasx MOoBbIeHUs akTuBHOCTH KDK.

CooOmiaioch O TMOBBIIIEHWHM KOHLUEHTPALUU TJIMKO3WJIMPOBAHHOTO TeMOorioOnHa
(HbAlc) u KOHIEHTpauuu TIIOKO3bI B CHIBOPOTKE KPOBM HATOIIAK IPHU IPHEME CTATUHOB,
BKJIIOYasi CHMBACTaTHH, TUIEPTIINKEMHUS.

Onucanue OTAEIBHBIX HEXKEIATEIbHbIX PEAKINI

Crnenyronue HeXeNnaTeNbHbIE PEAKIUH COOOLIANNCh MpU MPUMEHEHHH HEKOTOPBIX
CTaTUHOB:

— HapyIlIeHus CHA, BKJII0Yasi KOLIMapHbIe CHOBUICHUS;

— CeKcyallbHas TUCPYHKIINS, THHEKOMACTHS.

eTu

B xnuHMYeckOM HCCIEAOBaHMM C y4YyacTHMEM HAIUEHTOB B Bo3pacte 10-17 ner c
TeTEPO3UTOTHON CEMEHHOW rurepxojiecTepuHeMuei mpodmib 0€30MacHOCTH U TTEPEHOCHMOCTH
JIeYeHHsl B TpyIIe, IPUHUMABIIEH CUMBACTaTHH, ObLII COMIOCTAaBUM C Mo uIeM 6e30MacHOCTH U
MIEPEHOCUMOCTH JICUEHHS B TPyIINe, MpUHUMaBIIEH mianeoo.

CooO011eHne 0 Mo03peBaeMbIX HEKEIATEILHBIX PEaKITUIX

BaxHo cooOmiath 0 MOA03peBaeMbIX HEXKENAaTeIbHBIX PEAKIHIX IOCJIE PErucTpaluu
JIEKapCTBEHHOTO TIperapara ¢ Ieliblo 00ecredeHrs] HeMPEPHIBHOTO MOHUTOPHHTA COOTHOIICHHUS
«T0JIb3a-pUCK» JIEKAPCTBEHHOIO Tpemnapara. MeIuIuMHCKUM paOOTHUKAM pPEKOMEHAYEeTCs
coo0maTe O JIOOBIX TOJ03PEBACMBIX HEKENATEIbHBIX PEAKIUAX, BO3HHUKAIONINX TpU
MPUMEHEHUH JIEKApCTBEHHOT0 IIperapara, uepe3 HalMOHAJIbHbIE CHCTEMbl COOOIICHHUH O
HEXKENATEIbHBIX PEAKIUIX TOCYAAPCTB - WICHOB EBpa3uiickoro 3KOHOMHUYECKOTO COI03a.

Poccuiickas ®@enepanus

109012, r. Mocksa, CraBsiHCKast miiomaib, 1. 4, ctp. 1

denepanpHas cinyx0a 1Mo Haa30py B chepe 31paBoOXpaHEHUS

Ten.: +7 800 550 99 03

On1. moura: pharm@roszdravnadzor.gov.ru

http://www.roszdravnadzor.gov.ru
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4.9. [lepeno3upoBka

CuMOTOMBI

CooOmranoch 0 HECKOJIBKHX CIIydasx NepeJo3UpOBKH, MaKCHMajbHas MPUHATAs /1032
cocraisuia 3,6 . Hu y onHOro nanueHnTa nociaeAcTBUM epe103upOBKY HE BBISBIIEHO.

Jleuenue

Jnis nedeHus nepeo3upOBKH MPUMEHSIOTCS 00IMe MEphl, BKIIIOYask MOJAECP KUBAOLTYIO
U CHUMIITOMaTH4YecKyro Tepanuio. CreayeT KOHTPOJIMPOBaTh (YHKUMK TEYEHH U IOYEK,
akTuBHOCTh KDK B CBIBOPOTKE KpOBH.

5. PAPMAKOJIOTHYECKHAE CBOMCTBA

5.1. ®apmakoauHaMH4YeCKHe CBOMCTBA

dapmakoTepaneBTHUECKass TPYMNa: TUNOJUMHISMHUYECKHE CpPEACTBA; HHTUOUTOPHI
I'MI'-KoA-penykrassbl.

Kon ATX: C10AA01.

MexaHu3M J1eHCTBUS

[Ipenapar CuMBacTaTWH MPEACTABISET COOOM TUIMOMUNMIEMHUYECKUI TMpenapar,
MOJIy4aeMbIif CHHTETUYECKHUM ITyTeM U3 MpoayKTa depMeHTauuu Aspergillus terreus.

PapMakoAMHAMHKA

[locne mnpuéma BHYTpPb CHUMBACTaTHUH, SBISIIOIIUNACA HEAKTUBHBIM  JIAKTOHOM,
MOJBEpraercss TUAPOIU3y B TMEYeHH C 00pa3oBaHUEM COOTBETCTBYMOIIEH  (HOpMBI
B-rUIPOKCUKUCIOTHl CHUMBACTATHHA, SIBIAIONIEHCS OCHOBHBIM MeTabonuTOM M oO0iajnaroleit
BBICOKOM HMHruOupytomeid akTuBHOCThIO B oTHomeHuun ['MI-KoA-penykrassl, ¢epmeHTa,
KaTaJu3upYIOLIEro HavyallbHYl0 W HaumOojee 3HAYMMYIO0 CTaJIui0 OWOCHHTE3a XOJeCTEepHHA.
Knuaunueckue uccnenoBanus noxkasanu 3¢p(HeKTUBHOCTh CUMBACTATHHA B OTHOIICHUU CHIDKEHHS
koHuneHtpauun OXC B mnazme kpoBu, XC JIITHII, TT" u XC JIIOHII, a Takke NmOBBILICHUS
koHueHTpauun XC JIIIBII y nanueHTOB € TETEPO3UIOTHOM CEMEHHOM M HeceMeHoU
TUTIEPXOJIECTEPUHEMHUE WM CMEIIAHHOW THUNEPIMIUIEMHE B TeX Clydasx, Korja
MOBBIIIEHHAs] KOHIEHTpAlMs XOJeCTepuHa SBIsETCS (DAKTOpOM pHCKa M Ha3HAUYEHUE OJHOM
JUETHl HEIOCTATOYHO. 3aMETHBIA TepaneBTUUecKuil 3G (eKT HabmoaaeTcss B TeUeHUE 2 Helelb
npuéma mpenapaTa, MaKCUMalbHBIA TepaneBTHYecKHi 3((dekT B TeueHue 4—6 Hemenb Mocie
Hayana jgeueHus. DdeKT coxpaHsercs npu NpoJoLKeHUH Tepanuu. [Ipu npekpariennu npuéma
CMMBACTaTHHA KOHIICHTPALMsl XOJIECTEPUHA BO3BpaIlaeTcsi K HMCXOAHOMY 3HA4YCHUIO,
HaOII0AaBIIEMYCS 10 Havaja JeUeHHs.

AKTHBHBIH MeTabONMUT CHUMBacTaTHHA SBISETCd CHEUU(DUUECKUM HHTHOUTOPOM
I'MI'-KoA-penykTassl, (pepMeHTa, KaTaIM3UPYIOLIET0 PEeakluio 0O0pa3oBaHMs MEBaJlOHATA U3
I'MI'-KoA. Hecmotps Ha 310, mpuém mnpenapara CHMMBAcTaTUH B TEPANEBTUUYECKUX [103aX HE
OpUBOAUT K moiHOMY wuHruobupoBanuto ['MI-KoA-penykTassl, 4TO MO3BOJISIET COXPAaHUTH
BBIPa0OTKY OMOJIOTHYECKH HEOOXOIMMOI0 KOJMUecTBa MeBajioHaTa. [10cKoIbKy paHHUM ATarnoM
O6uocuHTe3a xonectepuHa sBisercss kousepcus I MI'-KoA B MeBasioHaT, CYMTACTCS, UTO MPUEM
npenapara CUMBacTaTUH HE JOJDKEH BBI3BIBATH HAKOIUIEHUS B OpPraHU3ME MNOTEHIUAIBHO
TOKCHYHBIX CcTeposioB. Kpome toro, I'MI-KoA OwicTpo Metabonusupyercs oOpaTHO [0
anetuin-KoA, KOTOphI ydacTByeT BO MHOTHX IIpolleccax OMOCHHTE3a B OpraHuU3Me. XOTs
XOJIECTEPUH SBJISIETCS TPEALICCTBEHHUKOM BCEX CTEPOMIHBIX TOPMOHOB, HE HAOIIOIaoCh
KJIMHMUYECKOTO BIIMSIHUSI CUMBAacTaTUHA Ha crepouaoreHes. [I0ckoapKy CHMBACTATHH HE BBI3BAJI
MOBBIIIEHUS JIMTOI€HHOCTH JKE4YM, MAJOBEPOSITHO €ro BIMSHUE Ha YBEJIWYEHUE YaCTOTHI
3a00J1eBa€MOCTH KEITYHOKAMEHHOU OOJIE3HBIO.

CuMBacTaTUH CHMJKAeT Kak IIOBBIIIEHHYIO, TaK M HOPMaJbHYIO KOHLIEHTPALHIO
XC JITTHIT. JIITHIT obpa3yroTcss W3 JHUMONPOTEHMHOB OYeHb HU3KoW miotHocth (JITTOHIT).
Karabomusm JIIHIT npenMyIliecTBEHHO OCYIIECTBISIETCS C IOMOINBIO BbICOKOAadGUHHOTO
JIITHII-penentopa. Mexanusm cHwkeHus KoHueHtpauuu XC JIIIHII mnocne npuéma
CHMBAcCTaTHHAa MOXET ObIThb 00yCJlOBJIeH Kak cHikeHHeM KoHueHtparuu XC JIIIOHII, Tak u
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aktuBaruert JITTHII-penenTopoB, 4TO MPUBOAMT K YMEHBIICHUIO OOpa30BaHUS U YCHJICHHIO
karabonmu3ma XC JIIHIL Ilpu Tepanmuu CHMBAacTaTHHOM TAaK)Xe CYIIECTBEHHO CHIKACTCS
KoHIeHTpanus anoiunonporenHa B (amo B). Ilockonpky kaxkmas vactuna JIITHIT conepxut
OJIHy MOJIEKYJy amo B, a B Apyrux numonporenHax oOHapyKeHbl Mallble KOJIMYecTBa amo B,
MOXHO MpPEANON0XUTb, YTO CHMBACTaTUH HE TOJBKO BBI3BIBAET IOTEPIO XOJIECTEPUHA B
gactuuax JIITHIL, Ho u cHmkaeT koHueHTpauuio nupkyaupyromux yactuy JIITHIL. Kpowme Toro,
cuMmBacTaTuH noBeimaeT koHueHTtpanuo XC JIIBII u cHmxkaer koHuentpamuioo TIT B miazme
KpoBHu. B pesynbprate 31ux M3MmeHnenuil otHomenus OXC/XC JIIIBIT u XC JITHIT/XC JITIBIT
CHUKAIOTCA.

B CckaHIUHABCKOM HMCCIICIOBAHWM BIUSHHS CHMBAcTaTHHA Ha BBDKHBAeMOCTh (4S)
BO3/JICHCTBUE Tepamuy CHUMBACTATUHOM Ha OOIIYyI0 CMEPTHOCTh (MeIuaHa BPEMEHU Yy4dacTus
nanueHToB 5,4 roja) oueHuBaioch Ha 4 444 manMeHTaX ¢ HMIIEMUYECKOW OO0JIe3HBIO cepila
(MUBC). CumBacTtaThH CHWXKal PUCK oOmer cmepTHOocTH, cMepTHOCTH OT MBC um wactoty
He(aTaNbHBIX TOJITBEPKICHHBIX HH(ApKTOB MuOKapaa. CHMBACTaTHH TaKXKE CHUXKAIl PHUCK
HE0OXOIMMOCTHU MPOBEIECHUS XUPYPTrUUECKHX BMEIIATEIbCTB 110 BOCCTAHOBICHUIO KOPOHAPHOTO
KpPOBOTOKa (QaOPTOKOpPOHApHOE IIYHTHUPOBAHME WM  YPECKOXKHAsA  TPaHCIIOMUHAIbHAS
KOpOHapHasl aHTMOIUIaCTHKAa). Y MalMeHTOB C CaXapHbIM JMa0eTOM pPHCK BO3HHKHOBEHUS
OCHOBHBIX KOPOHApHBIX OCJOXXHEHWH OBLT Takke CHIDKEH. bolee TOro, cuMBacTaTUH
3HAYUTENIBHO CHU)KAJl PUCK BOZHUKHOBEHHUS (PaTaJbHBIX U He(aTalbHBIX HAPYIIEHUH MO3rOBOTO
KpOBOOOpaIIeHus (MHCYIbTOB U MPEXOAALINX HAPYIIEHUH MO3TOBOTO KPOBOOOpAILICHHS).

B S5-metnem wuccnemoBanmm 3amuthl cepana  (HPS) »sddexruBHOCTE Tepamum
CHUMBACTaTMHOM ObUIa MpoJeMOHCTpUpoBaHa y 20 536 manueHToB ¢ runepaunuaeMueii wim o6e3
HEe, HaXOMSIIMXCS B TpyIIe BbICOKOro pucka paszButuss MBC B CBsI3M ¢ COMyTCTBYIOIIUM
caxapHbIM qrabeToM, MHCYJIbTOM B aHAMHE3€ U APYTUMHU COCYAUCTHIMH 3a00JICBaHUSIMHU.

B 1aHHOM MHOTOIIEHTPOBOM pPaHIOMHU3WPOBAHHOM JIBOWHOM CJENOM Iuianedo-
KOHTPOJIMPYEMOM HCCIICIOBAHUU CUMBACTaTHH B J03¢ 40 MI B CyTKH B CpPaBHEHHH C TUIAIE00
CHHXaJ OOIIyI0 CMEPTHOCTh, pUCK cMepTH, cBsizanHOU ¢ UBC, pruck BOSHMKHOBEHHSI OCHOBHBIX
KOPOHAPHBIX OCIOXHEHHH (BKIIIOUast He(haTanbHBIA HH(MAPKT MUOKAp/a WM CMEPTh, CBI3aHHYIO
¢ MBC), HEoOX0MMMOCTh XUPYPTHUECKUX BMEIIATEIBCTB MO BOCCTAHOBIICHHIO KOPOHAPHOTO
KpOBOTOKa (BKJIIOYasi a0PTOKOPOHAPHOE IIYHTUPOBAHUE U UYPECKONKHYIO TPAHCIIOMUHAIBHYIO
aHTUOIUIACTUKY), a Takke Mepudepruueckoro KpOBOTOKAa U JAPYTUX BUJOB HEKOPOHAPHOMU
peBackyispusanuu. CHUMBACTaTUH CHUDKAJd PUCK Ppa3BUTUS HMHCYJbTAa, a TaKXKE PHUCK
FOCIMTAIM3AIMU TI0 IOBOAY CTEHOKapAuu. PHCK pa3BUTHS OCHOBHBIX KOpPOHApHBIX H
COCYMCTHIX OCIIO)KHEHUW CHIDKANCS y manueHToB ¢ win 0e3 MBbC, Bkirodas MaiueHTOB C
caxapHbIM Ja0eToM, 3a00JICBaHUSAMU TEPUPEPHUUECKUX COCYIOB WU IepeOpPOBACKYISIPHON
naTojioruedi. Y MalUEHTOB C CaxapHbIM JUabeTOM CHUMBACTaTHH CHIDKAd PHUCK pa3BUTHUSA
CEpbE3HBIX  COCYIUCTHIX OCJIOXHEHHH, B TOM 4HCIE HEOOXOJUMOCTh IPOBEICHUS
XUPYPrud4ecKuX BMEINIATEIbCTB 110 BOCCTAHOBIICHUIO NMEepUPEpPUUECKOT0 KPOBOTOKA, aMIIyTalluu
HIUKHUX KOHEYHOCTEH, a TAaK)Ke BOSHUKHOBEHHE TPO(DUUECKUX SI3B.

B npyrom MHOTrOLIEHTPOBOM I1alle00-KOHTPOJIUPYEMOM HCCIEAOBAHUUA C YYacTHEM
404 manMeHToB CUMBAcTaTUH (IO JaHHBIM KOPOHApHOW aHrumorpaduu ¢ MCIOJIb30BaHUEM
KOJIMYECTBEHHOM OIIEHKHM KOPOHAPHOTO KPOBOTOKA) 3aMEJISI IPOTrPECCUPOBAHNE KOPOHAPHOTO
aTepoCKIIepo3a U TMOSABICHHE, KaK HOBBIX YYaCTKOB aTEPOCKIIEPO3a, TaK M HOBBIX TOTAIbHBIX
OKKJIIO3MM, TOT/la Kak y TNAallMeHTOB, MOJY4YaBIIMX CTaHJApTHYIO Tepamuio, HadJi0aaaoch
HEYKJIOHHO€ TPOTPECCUPOBAHUE ATEPOCKICPOTUUECKUX MOBPEXKIACHUM KOPOHAPHBIX apTEpHid.
AHanmM3 TOATPYI W3 JBYX HCCIECIOBAaHWM, B KOTOPbIC ObUIO BKJIIOYEHO 147 TManueHTOB C
runepTpurianuepuaemMuei (runepaunuaeMus IV Ttuma mo knaccudpukanuu PpeapukcoHa),
MoKazaJjl, YyTo cuMBacTaTuH B 7103€ OT 20 mo 80 Mr B cyTku cHuxkan koHueHTpanuo TI', XC
JIITHII, xonectepuH He JunonpoTeMHoB Beicokor muioTHOcTH (XC ne-JIIIBII, paccuuTsiBaeTcs
kak pasHocTh Mexay koHieHTtpamueii OXC u xonnentparuern XC JIIIBIT) u moBeiman XC
JITIBII.

19



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 10.12.2024 N= 27283
(NOCNEOCBATENEHOCTE 0002)

AHanmu3 Apyrod TMOATpynmbl ®W3 7 TAMUMEHTOB ¢ JIUCOETAIMIONPOTECHHEMUEH
(runepmunuaemust 111 tuna nmo knaccudpukanmuu OpeapuKcoHa) cHMBACcCTaTUH B o3¢ 80 mr B
cyTku cHuxkan KonmeHTpauuo XC JIITHII, Bkiroyas JUNONpPOTEMHBI MPOMEKYTOUHOM
mnotHoctu (JITIIIT), a Takke konnenTpauuto XC JITTOHIT u JITITIIL.

5.2. dapmakokuHeTHYECKHE CBOHCTBA

Ab6copbuus

BcacbiBanuto nossepraercs okoio 85 % MpUHATON BHYTPh 103bl CUMBACTaTHHA.

[IpuéM mummm (B pamMKax CTaHAAPTHOM THIIOXOJIECTEPUHOBON IIMETHI) Cpa3y IOCIe
npuéMa CHMBacTaTUHA HE BIUSET HAa (papMaKOKWHETUYECKHI MPOQHIIb Ipernapara.

Pacnpenenenue

[Tocne mpuéma BHYTP, B TI€YEHH OIPENCISAIOTCS OoJiee BBICOKHE KOHIICHTPAIIUU
CUMBACTaTHHA, YEM B JPYTHX TKaHSX.

Konnentpanus aktuBHOro wmetabonura cumBactatuHa L-654,969 B cucreMHOM
KPOBOTOKE COCTaBJIsIeT MeHee 5 % OT NpUHATOM BHYTPH A03bL; 95 % OT 3TOro konuuecrna
HAXOJUTCS B CBSI3aHHOM C OE€ITKaMU COCTOSTHUU.

Pe3synbratom akTUBHOTO MeTaboIM3Ma CUMBacTaTuHA B reyeHu (Oonee 60 % y My 4nH)
SIBIISICTCSL €70 HU3KAasi KOHIIEHTPAILIHS B 00II[EM KPOBOTOKE.

Bo3MoKHOCTh MPOHUKHOBEHUS CHUMBACTaTHHA 4Yepe3 reMarodHiedanuyeckuil 6apbep u
reMaToIUTalleHTapHbINA Oaphep He U3y4YeHa.

buotpanchopmanus

CuMBacTaTUH SBISIETCS HEAKTUBHBIM JIAKTOHOM, KOTOPBIA OBICTPO THAPOIU3YETCH,
mpeBpamasich B P-THAPOKCUKHUCIOTY cumBactatuHa (L-654,969), cunbHBI HHTHOUTOD
I'MTI'-KoA-penykrazpl. OCHOBHBIMH METa0OIHTaAMH CUMBACTaTHHA B IJIa3ME€ KPOBU SIBISIOTCS
B-ruapokcukuciaora cumBactatuHa (L-654,969) m ero 6'-ruapokcu, 6'-TUAPOKCUMETHI U
6'-ok30MeTmiieH npousBoaHble. MurubupoBanue I'MI-KoA-penykrassl SBIsieTCS KpUTEpHEM
KOJIMYECTBEHHOM OIEHKH BceX (hapMaKOKMHETHUYECKUX HCCIeIOBAaHUN [-TUIPOKCUKHUCIIBIX
MeTaboMUTOB (AaKTUBHBIX HHTUOMTOPOB), @ TAK)KE AKTUBHBIX W JIATEHTHBIX WHTHOUTOPOB (BCEX
WHTUOUTOPOB), 00pa3yIONIUXCs B pe3ysbTare ruapoian3a. O6a Tuna MeTaboIuTOB ONPEAEISIOTCS
B IJTa3Me KPOBHU TMPH NMPUEME BHYTPHh CUMBACTATHHA.

'unponu3 cumBacTaTviHa B OCHOBHOM HPOUCXOAMUT IMPH «IIEPBUYHOM MPOXOKICHUN
yepe3 IMeuYeHb, MOITOMY KOHIEHTpalus HEU3MEHEHHOr0 CHUMBACTaTHMHA B IUIa3ME€ KpPOBU
yenmoBeka Hu3kas (MeHee 5 % OT mpuHATON 103b1). MakcumanbHas KOHIEHTpamus (Cpax) B
IUIa3Me KpPOBHM METabOIMTOB CHMBAcCTaTHHA JocTuraercs depe3 1,3-2,4 vaca mocne mpuéma
BHYTPb OJHOKPATHOW M03bl. B HcClen0BaHNU C MPUMEHEHHEM C meuenoro cmmBacrarnHa
IJIa3MEHHAs KOHIEHTpamusi oOIeld paauoaKTHBHOCTH (14C MEYEHBEI CUMBACTaTHH +
"“C meueHsle MeTaGOIHTHI CHMBACTATHHA) JOCTHTANa MakcuMyMma uepe3 4 yaca U OBICTPO
CHMXanach 10 npuMepHo 10 % oT MakCcuManbHOTO 3Ha4YEHHUs B TeueHue 12 yacoB mocie npuéma
BHYTPb OJHOKpaTHOM 103bl. HecmoTps Ha TO, YTrO [AMana3oH PEKOMEHJIOBAaHHBIX
TEpaNneBTUYECKUX 103 CUMBACTaTHHA COCTaBIAET OT 5 10 80 Mr B CYTKH, JUHEUHBIN XapakTep
npopmns AUC (ruiomanb 1oJ KPUBOH «KOHICHTpALMA-BPEMs») aKTUBHBIX METaOOIUTOB B
00111eM KpOBOTOKE COXPaHSCTCS MPH YBEIMYCHHUH 10361 10 120 mr.

DJIMMUHAINS

[Ipn «mepBUYHOM MPOXOXKACHUU» Yepe3 INEeUYeHb CHUMBACTaTHH MeETaboNU3UpPYeTCsl C
MOCIIEAYIONUM BBIBEICHHEM CUMBACTATHHA U €r0 META0OIUTOB C KEITYBIO.

B wuccnenosanuu npu mpuéme 100 mr mpemapara (5 kamncyn mo 20 wmr) 1C meuenbiit
CUMBACTaTUH HaKaIUIMBAJICA B KPOBM, MOYE M KaJOBBIX Maccax. Oxoso 60 % mpuHATON 03Bl
MEUEHOI0 CUMBACTaTHHA OMPEJEISIOCh B KAJIOBBIX Maccax v okoJio 13 % — B mode. MeueHslit
CUMBACTaTMH B KaJIOBBIX Maccax OBUI TPEACTaBICH Kak NPOAYKTaMH MeTabonm3ma
CUMBACTaTHHA, BBIJCIUBIIUXCS C OKEIYbl0, TaK W HEaOCOPOMPOBABIIMMCS MEUYEHBIM
cumBactatuaoM. Menee 0,5 % TpHHITON 03Bl MEYEHOTO CHMBAcTaTHHA OBLIIO OOHAPYKEHO B
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MO4Y€ B BHUJEC aKTHBHBIX METAa0OJWUTOB cuMBactaTtuHa. B mmasme kpoBu 14 % AUC 6wuio
O0yCJIOBICHO  aKTHUBHBIMM  HHruOutopamu u  28% —  BceMH  HMHrHOMTOpaMu
I'MI'-KoA-penykTa3bl. [locneqnee ykasplBaeT Ha TO, 9YTO B OCHOBHOM MPOJIYKTHI METabOIM3Ma
CUMBACTATHHA SIBIISIOTCS HEAKTUBHBIMU WK c1a0biMu nHTHOUTOpaMu I MI'-KoA-pemykTassl.

B uccnenoBannu mo u3ydeHHIO MPOMOPIUMOHATBLHOCTU 103 cuMBacTaTtuHa 5, 10, 20, 60,
90 u 120 Mr He HaOJIOJANIOCH CYIIECTBEHHOTO OTKJIOHEHHs oT juHeiHocTn AUC B oOmem
KPOBOTOKE C yBelW4YeHHeM J103bl. DapMakOKMHETHYECKHE IOKa3aTeaud MpU OAHOKPATHOM U
MHOTOKPaTHOM MpUEME BHYTPh CUMBACTAaTHHA TOKA3aJIM, YTO CHMBACTATHH HE HAKAIINBACTCS B
TKaHSIX IPU MHOTOKPATHOM NpuUéMe BHYTPb.

B uccnepoBanum y mamueHTOB ¢ TshKenol moueyHoil HenmoctatouHocThio (KK menee
30 mi/mMuH) ob6mas koHneHTpanus HHruoutopoB I'MI'-KoA-peaykrasbsl B mia3mMe KpoBH TOCIIE
npuéMa BHYTPh OJHOKPAaTHOW 1103kl cooTBeTcTBYyIomiero uHruouropa ['MI-KoA-penykrassi
(craruHa) ObUTAa MPUOM3UTENHHO B 2 pa3a BHIIIE, Ye€M Y 3J0POBBIX JOOPOBOJIBIICE.

B uccrnenoBanum ¢ y4acTueMm 370pOBBIX J0OpPOBOJIBLIEB MPUMEHEHHE CHMBAcTaTHHA B
MakCUMaJdbHOM g03¢ 80 Mr He BIWSAIO HAa MeETadoNMM3M MHAa30jlaMa WU SPUTPOMHUIIMHA,
apisomuxcst cyoctpatamu u3odepmenta CYP3A4. Drto o3Hayaer, YTO CHMBACTaTUH He
sBisieTcst uHruouTopom n3zodepmenta CYP3 A4 u mo3BoSIET MPEATIOIOKUTE, YTO IPUEM BHYTPb
CUMBACTaTHMHA HE OKa3bIBaeT BJIMSHUS HA KOHIICHTPAIMIO B IIa3M€ KPOBHU JIEKAPCTBEHHBIX
MpenaparoB, MeTadoIM3upyImuXcs moj aeiicteueM nzodepmenta CYP3A4.

N3BectHO, uTo nukiocnopu ysenuunBaeT AUC unrubutopoB I'MI-KoA-penykrassl,
XOTSI MEXAaHU3M JICKAPCTBEHHOT'O B3aMMOJCHCTBHUS HE M3Yy4€H MOJHOCTHIO. YBenumuenne AUC
CHMBACTaTHHA IPEAINOJIOKUTEILHO CBSI3aHO, B YAaCTHOCTH, C MHTHOMpPOBaHUEM H30(epMeHTa
CYP3A4 u/mmm tpancnoptroro 6enka OATP1B1 (cm. paznmen 4.3.).

B ¢apMakokuHETHYECKOM HCCIEOBAHUU TPH OJHOBPEMEHHOM MPUMEHEHHH C
nunTrazeMoM Haomoganoch yBennueHne AUC B-ruapOKCUKUCIOTH CHMBAacTaThuHa B 2,7 pasa,
MPEIOI0KHUTENbHO 3a cueT HHruouposanus msopepmenta CYP3A4 (cm. paznen 4.4.).

B ¢dapmakoknHeTHYECKOM HCCIEIOBAaHUM TPH OJHOBPEMEHHOM MPUMEHEHUU C
amyonunuHoM HaOmonanoch yBenndenne AUC B-ruIpOoKCHKUCIOTH cMMBacTaThHa B 1,6 pasa
(cm. paznmen 4.4.).

B ¢dapMakoKkMHETHYECKOM HCCIEJOBAHUM TPH  OJHOBPEMEHHOM INPHUMEHEHHUH
OJIHOKPATHOM 7036l 2 I HUKOTUHOBOM KHUCIIOTHI 3aMEJIEHHOTO BBICBOOOXKACHHS 1 CUMBACTaTHHA
20 mr Habmoganoch HesHaunTenbHoe yBenuueHne AUC cumBacTatuHa M B-TUAPOKCHKUCIOTHI
cumBacTaTuHA U Cp,ax B-THAPOKCUKUCIOTH CHMBACTaTHHA B TUIa3Me KPOBH (CM. pasnen 4.4.).

Konkpernsie mytu Merabonnsma (y3uI0BON KUCIOTHI B NMEYEHU HEH3BECTHBI, OJIHAKO
MO>KHO MPEIOJIOKUTh O HATMYUU B3aUMOJICHCTBUS MexX 1y Gy3u0BON KUCIOTON U CTaTUHAMH,
KoTopbie MeTabonu3upyroTcs nzohepmentom CYP3A4 (cm. pazaen 4.4.).

Puck pa3BuTus MUOTIATHH YBEIMYUBACTCS MPU MOBBIIICHUH KOHIIEHTPAIIMA HHTHOUTOPOB
I'MI'-KoA-penykTa3bl B mia3me kpoBu. MomHbie nHTHOuTOphl m3odepmenta CYP3A4 moryt
MOBBIIIATh KOHIEHTpaIuio HHruouTopoB [ MI-KoA-peaykra3sl U MPUBOAWTH K YBEIMUCHUIO
pHUCKa pa3BUTUA MUOTIATUH (CM. pazaensl 4.4., 4.5.).

Oco0ble rpynIbl NAITUEHTOB

Honumopgpuszm eena SLCO1BI

Hocurenun amnenu c¢.521T>C rema SLCOIBI1 wumeror Oosiee HH3KYIO aKTHBHOCTb
tpancnoptHoro 6eiaka OATP1B1. AUC ocHOBHOTO aKTHBHOTO METa0O0JIUTa, THAPOKCUKUCIOTHI
cumBacTatuHa, cocrasisieT 120 % y rereposurotHsix Hocutened (CT) C amtenu u 221 % y
roMo3urotHeix Hocutenei (CC), OTHOCUTEIBHO MAIMEHTOB C HauOojiee YacThIM T'€HOTHIIOM
(TT). Yacrtora BcTpeuaemocTu aienu C B eBponeickoi nomyisiinuu pasHa 18 %. Y mauneHntos
¢ nmosmmopdusmom reHa SLCO1B1 ecTh pUCK MOBBIMIEHUS SKCHO3UIUU THIPOKCHUKUCIOTHI
CHUMBACTaTHHA, YTO MOKET IIPUBECTHU K YBEIMUYCHHIO pHCcKa pabaoMuomnusa (cM. pazzaen 4.4.).
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6. PAPMAIIEBTUYECKUE CBOMCTBA
6.1. Ilepeuenb BcIOMOraTe/IbHBIX BelIECTB
— JlakT03BI MOHOTHAPAT
— KpaxMaJl KyKypYy3HbI YaCTUIHO MPEKEITATHHUZUPOBAHHBIN
— LIEJUTI0JI03a MUKPOKPHUCTAIINYECKast
— KpEMHUS TUOKCHU]] KOJUTOUTHBIA O€3BOHBIN
— OyTHITHAPOKCHAHU30JT
— acKOpOMHOBAsI KMCJIOTA
— TIMMOHHASI KUCIIOTa MOHOTUAPAT
— MarHus creapar
— MIEHKOOOPpa30BaTENb (3EJICHBIN):
CHUPT MOJMBUHUIIOBBIN YaCTUYHO TUPOTHN30BAHHBIN
TaJlbK
Makporol 3350 (oAU TUIICHTITUKOIIB)
JISIUTUH COEBLIN
OKpAITUBAIOIIUI MTUTMEHT (3eNeHbli) (TuTana nuokcua E171, amoMuHUEBBII JTak Ha
OCHOBE JKeiaToro xwmHojJmHOBOro E104, amoMuHHEBBIM JIaKk Ha  OCHOBE

uHaurokapmuna E132, anioMuHUEBBIA JTaK HA OCHOBE JKEITOTO COJIHEYHBIN 3aKaT
E110)

6.2. HecoBMecTHUMOCTD
He nmpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs )
2 roxa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHECHUHU
XpaHUTh B OPUTHHAIBHON YITaKOBKE (KOHTYpHAs SUEHKOBas yHMaKOBKA) JUIS 3aIIUTHI OT
BJIary, IpU Temneparype He Boie 25 °C.

6.5. XapakTep u cofep:kaHue NEPBUYHON YIAKOBKH

[To 10 TabmeTok B KOHTYPHYIO SIMEHMKOBYIO YITAKOBKY W3 IUICHKH TOJHWBHHIIIXJIOPUIHOM
WIN TUIEHKU W3 HeractuduipoBanHoro [1BX mis ynakoBKM JeKapCTBEHHBIX MpENapaToB U
THOKON yIMTaKOBKM Ha OCHOBE afOMUHHEBOW (ojbru wiam (GOJIbTH aTIOMHUHUEBON IEeYaTHOM
JAKUPOBAHHOM MJIM MaTepuaia KOMOMHHUPOBAHHOTO HA OCHOBE ()OJIBTH.

2 unu 3 KOHTYpPHbBIE SYEMKOBBIE YIMAKOBKM BMECTE C MHCTPYKIMEH MO MEIUIMHCKOMY
MNPUMCHCHUIO TOMCHIAIOT B MMAYKYy U3 KaPTOHA.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH NPH YHHYTOKEHUHM WCIOJIb30BAHHOIO
JIEKAPCTBEHHOT0 Tpenapara WJIH OTXOA0B, TOJYYEHHBIX TMOcCjJde TNPUMEHEHHs
JIEKAPCTBEHHOT0 Mpenapara, u Ipyrue MaHUMyJISIIUM C PenapaTom

Yrunuszauus
Het oco6bIx TpeGoBaHU K YTHIU3AIUH.

7. AEPKATEJIb PETUCTPAIHIMOHHOI'O YOCTOBEPEHUSA

Pecny6nmka benapychb

OTKpBITOE aKIOHEPHOE 001IecTBO «BOPHCOBCKUIT 3aBOT MEUITMHCKUX MTPETIAPATOBY
222518, Munckas o6nacts, r. bopucos, yi. Yamaesa, 64

Ten/axc: +375 (177) 735612, 744280

E-mail: market@borimed.com
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7.1. lIpeacraBuTeib AepxaTessi PperuCTPALMOHHOIO YI0CTOBEPEHHSI HA TEPPUTOPUH
Coroza

[IpeTen3un moTpeduTENEH HAPABIATH MO AJAPECY:

Pecry6nuka benapych

OTKpBITOE aKIMOHEpHOE 0011ecTBO «BOPHUCOBCKUI 3aBOT METUIIMHCKUX MPENapaToOB)

222518, Munckas obnacts, T. bopucos, yn. Uamaea, 64

Ten/daxc: +375 (177) 735612, 744280

E-mail: market@borimed.com

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA
9. IATA NMEPBUYHOM PEI'UCTPALIUA (IOATBEPXIEHUWSA
PEITICTPALIMU, IEPEPEI'MCTPALIUN)

JlaTa repBoii perucTpanmu:

10. TATA IEPECMOTPA TEKCTA

OOmiasi xapaKTepUCTHKa JICKapCTBEHHOro mpenapata CHMBacTaTHH JIOCTYIIHA Ha
nHopManuoHHOM mopTane EBpa3uiickoro 3KOHOMHYECKOrO COr03a B HH()OPMAIMOHHO-
KOMMYHUKaIMoHHOU cetn «MHTepHeT» https://eec.eacunion.org/.
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