COOTBETCTBYET ZKCNEPTHOMY OTUETY

o1 23.06.2025 N= 15437

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA "0

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEIIAPATA
CumBacratuH, 10 Mr, TabJIETKH, MOKPHITHIC TIJICHOYHON 000JI0YKOH

CumBacratuH, 40 Mr, TaOJIETKH, TOKPHITHIC TIJICHOYHON 000I0YKOH

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB
JelcTByrolee BENIECTBO: CUMBACTATHH.

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

Kaxxnas tabnerka comepxut 10 Mr cumBacTaTuHa.
BcmomoratenbHBIE BEIIECTBA, HATMYHE KOTOPBIX HAI0 YYUTHIBATh B COCTABE JICKAPCTBEHHOTO
npemnapara: jaktosa (cm. pasuensi 4.3, 4.4).

CumBacratud, 40 Mr, Ta0JIeTKH, DOKPBITHIE [JIEHOYHONH 000JI0YKOM

Kaxxnas tabnerka comepxut 40 Mr ciMBacTaTHHa.
BcmomoratenbHBIE BEIIECTBA, HATMYHE KOTOPBIX HAI0 YYUTHIBATh B COCTABE JICKAPCTBEHHOTO

npemnapara: jakto3a (cMm. pasuensi 4.3, 4.4).
[TonHbIN TepevYeHb BCIIOMOTATEIbHBIX BEILIECTB MPUBEJIEH B pasee 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, NOKPHITHIE MIIEHOYHOW 000I0UYKOM.

CumBactaTtus, 10 mr, Ta6J'IeTKI/I, MOKPBITHIE INIEHOYHOM 000JI0YKOU

Kpyribie OBOSIKOBBITYKIIbIE TAOJIETKH, MOKPHITHIE TUIEHOYHON 000JI0YKOW Oeloro Wiu MOYTH
Oemoro nBera. Ha momepedHoM paspese siApo TMOUYTH OENoro WM OEJIoro € KEJITOBATHIM
OTTEHKOM I[BETA.

CumBactatus, 40 mr, Ta6J'IeTKI/I, MOKPBITHIE TNIEHOYHOM 000JI0YKOU

Kpyribie TBOSIKOBBITYKIIbIE TAOJIETKH, MOKPHITHIE TUIEHOYHON 000JI0YKOW OelI0ro Wiu MOYTH
Oemoro mBera. Ha momepedHoM paspese siApo TOUYTH OENOro WU OENIoTO C IKEJITOBATHIM

OTTCHKOM IIBCTA.

4. KIMHUYECKUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO

[Mamments! ¢ unemmnueckon 0one3npio cepama (MBC) nnu ¢ Beicokum pruckom UBC

VY B3pOCIHBIX MAllMEHTOB C BHICOKMM puckoM pa3utus WBC (mpu Hanuuuu runepaunuaeMun
win 6e3 Hee), HalpuMep, y NallMeHTOB C CaxapHbIM JAMAa0EeTOM, y NAllMEHTOB C MHCYJIbTOM HIIH

IPYTUMH  1IepeOpOBACKYIISIPHBIMU  3a00JICBAaHUSAMU B aHAaMHE3€, y B3pOCIBIX MAaIlMEHTOB C
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npeapacmnonoxkeHHocTeio kK MUBC cumBacTatun nokasa Jyist:

COOTBETCTBYET ZKCNEPTHOMY OTUETY

CHKeHHS prcKa oOIIel CMEPTHOCTH 3a CUET CHHIKEHUs cMepTHOCTH B pe3yibrare UBC.
YMEHbBIICHUS PUCKA CEPhE3HBIX COCYIUCTBIX M KOPOHAPHBIX OCIOXHEHHI: HedaTalbHbIHA
uH(papKT MUOKap/a, KOPOHAPHAsl CMEPTh, HHCYIIBT, IPOIEAYPHI PEBACKYIISIPU3AIIHH.
VYMeHbIIeHUsS pUCKa HEOOXOAWMOCTH TPOBEACHUS XUPYPTUYECKUX BMEIIATENbCTB IO
BOCCTAaHOBJICHUIO KOPOHAPHOTO KPOBOTOKA (TAKMX KaK aOPTOKOPOHAPHOE IIYHTUPOBAHUE U
YpECKOKHAsI TPAHCIIOMUHAIIbHASI KOPOHAPHASI AHTMOTIIACTHKA).

YMEHbIIIEHUST PUCKA HEOOXOJIMMOCTH TMPOBEACHUS XUPYPrHUYECKUX BMEIIATEIBCTB 110
BOCCTAHOBJICHHIO Tepu(epuveckoro KpOBOTOKa U JPYTUX BHUIOB HEKOPOHAPHOU
PEBaCKYJIAPU3ALIUU.

CHuxeHus pHUCKa rocuruTaan3anu B CBA3U C IPUCTYIIaMU CTCHOKApAHUHU.

I'unepaunuaemMus

Kak [pomonHeHue K aAuMere, Korga IPUMEHEHHE TOJIBKO JHUETBI M JIPYIHX
HEMEIMKAMEHTO3HbIX METOAOB JIEYEHHs Yy B3pOCIBIX MAUUEHTOB C IEPBUYHOU
TUIIEPXOJIECTEPUHEMHEHN, BKJIIOYAs TETEPO3UTOTHYK) CEMEHHYI0 T'HIEPXOJIECTEPHUHEMUIO
(runepmunuaemus Ila Tuna no knaccuduxanuu  PpeapuKcoHa), WIM CMENIaHHON
runepxonecrepueMueil (runepaunuaemus IIb tuna no knaccudpukanuu PpeapukcoHa)
HEJ0CTaTOYHO JUIA:

CHW)KCHHsI TOBBIIICHHOW KOHIeHTpaimu oomero xonectepuHa (OXC), xonecreprHa
aunonpotenHoB Hu3koit mwiotHocTr (XC JITTHIT), tpurnmuuepunos (TT), anonunonporenna
B (ano B) B ni1a3me kpoBy;

MOBBIIIEHUS] KOHIIEHTPALlMM XOJIECTEPHHA JIMIOMPOTEMHOB BBICOKOH MioTHOCTH (XC
JITIBIT) B ruia3me KpoBH;

cHmkenus cootHomenuss XC JITHIT/XC JITIBIT u OXC/XC JIIIBII B miia3me KpoBH.
l'uneprpurmuuepunemus (runepiaunuiaemus IV tuna no knaccuduxanuu Openpuxkcona).
JlonoHeHHe K ueTe U IPYTUM CIlocoOaM JIEYeHUs B3POCIBIX MAIMEHTOB ¢ TOMO3UTOTHOM
CEMENHOM THNEPXO0JIECTEPUHEMHUEH JUIsl CHYDKEHMS NMOBBIIEHHON KoHIeHTpanuun OXC, XC
JIITHII n amo B.

[lepBuunas aucOeranunonporenHemus (runepiaunuaemus I tuma no kmaccuduxanyu

dpenpukcoHa).

[IpuMeHeHMe y JeTeN U DOAPOCTKOB C T€TEPO3UTOTHON CEMENHON THIIEPXO0JIECTEPUHEMHUEN

HpI/IMeHeHI/Ie CHUMBACTaTHHA OAHOBPCEMCHHO C ,Z[HGTOﬁ IIOKa3aHO AJId CHHXKXCHHUA MOBBIIIICHHOM

koHneHntpauuun OXC, XC JIITHII, TT', ano B B mia3me kpoBu y roHomiei 10—17 et u y aeBymek
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TreTEePO3UTOTHOM CEMEMHON TUIIEPX0JIECTEPUHEMHUEH.

4.2. PexxuMm 103MpOBaHNs U C1IOCO0 NPUMEHEeHUs!

PexxuM 1o3upoBaHus

Jlo Hayama JedeHusi mnpenaparoM CHMBAcTaTHH NAalHEHTY cJeAyeT HAa3HAYUTh
CTAaH/JAPTHYI0 THIIOX0JIECTEPHHOBYIO JUETy, KOTOpPas I0J:KHA CcO0JII0AAThLCSI B TedeHHe

BCEro Kypca JieyeHusl.

I[J'IH obecnieyeHus YKa3aHHbBIX PCKUMOB HOO3UPOBAHUA IIpHU HeO6XOI[I/IMOCTI/I IIPUMCEHCHUSA
CUMBacTaTHHA B JI03¢ 5 MI B CYTKHU CJICAYCT Ha3HAYaTbhb NPCHapaTbl APYrux HpOPI3BO,Z[PIT€J'I€I>i, B

JICKapCTBEHHOU (hopMe «TabJIeTKH 5 Mr» WK «TabneTku 10 Mr» ¢ pUCKOiA.

[Ipr HEOOXOAMMOCTH OJHOBPEMEHHOTO NMPUMEHEHHUs cMMBacTtaTuHa B jgo3ax 10 mr m 20 mr
nesnecooOpa3Ho HazHaueHue npenapaToB CuMBactaTuHa (Tabnerku, cogepxxamue 10 mr u 20 mr

CHMBACTaTHHA).

Pexomenyemble 103l cuMBacTtaTuHa — oT 5 10 80 mr B cyTku. Ilpenapar cienyer npuHUMaTh
OJIMH pa3 B CyTKH BeuepoM. [Ipu HeoOxonuMocTH 103y npenapara yBeIndUBaKOT C MHTEPBAIAMU
He MeHee 4yeM B 4 Henenu makcumyM 110 80 mr 1 pa3 B cyrku Beuepom. o3y 80 Mr B CyTku
PEKOMEHIyeTCsSl Ha3HA4aTh TOJBKO MAIlMEHTaM C BBICOKUM PHCKOM CEPIEYHO-COCYAMCTBIX
OCJIOKHEHUH, €CIM JIeYCHHE NpenapaToM B Oosiee HM3KUX J033aX HE IO3BOJMIIO JOCTHYb
LIEJIEBBIX YPOBHEH JIMMUIOB, a MpeAroaaraeMas mojb3a Teparuu MPeBbIaeT BO3MOXKHBIM PUCK

(cm. pazmen 4.4).

Tayuenmuvr ¢ UBC unu ¢vicokum puckom paseumusi UbC

CranjapTHas HadyajdpHas J03a CUMBAcTaTHHA JUIs MTALlMEHTOB C BBICOKUM puckoM passutus UbC
B COUYETAaHWU C TUIEPIUNHAEMHEH uau 0e3 Hee (MpU HAIMYMKU CcaxapHOro jauadera,
NEPEHECEeHHOr0 MHCYJIbTAa WM JAPYrUX I1epeOpoBacKyNIspHbIX 3a00JIeBaHUN B aHaMHE3e,
3a0oneBaHui nepupepruIeckux cocyaoB), a Taike aisd mauueHToB ¢ UBC cocraBnser 40 mr
1 pa3 B cyTku BeuepoM. MeauKkaMeHTO3Has Tepanus A0KHA ObITh Ha3HaYeHa OJIHOBPEMEHHO C

JUETOM U JTIedeOHON (PU3KYITBTYpOil.

Tayuenmoi ¢ eunepaunudemuetl, He umerOwue evlulenepeyucieHublx pakmopos pucka

CranpapTHas HavallbHasi J103a cuMBacTathHa coctaBisieT 20 mr 1 pa3 B cyTku BeuepoM. Jlis
MalMeHTOB, KOTOPBIM HEOOX0IMMO 3HaunuTenbHOe (O6omee 45 %) cHmxkeHue koHneHtpanun XC
JIITHIT, HauanbHas 103a MOKET cocTaBiATh 40 Mr 1 pa3 B cyTku BeuepoM. [lanmenTam ¢ jierkoit

WIM YMEPEHHOM T'HMIEPXOJIECTEPUHEMHMEN TEpanul0 CHMBACTaTUHOM MOXHO Ha3HadaTbh B
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IIPOBOJIUTH B COOTBETCTBUH C BBILICYKa3aHHON CXEMOM.

Tlayuenmui ¢ 20M03UcOMHOU cemelnol cunepxoiecmepunemuel

CuMBacTaTUH pEeKOMEHAOBaH B /103¢ 40 MI' B CYyTKH, IPUHUMAEMON OJTHOKPATHO BeuepoM. J[o3y
80 Mr peKoMeHayeTCsl Ha3HauaThb TOJIBKO B Cllyyae, €CiH IpearoyiaraeMmas Iojib3a Teparnuu
NPEBBINIACT BO3MOXKHBIN pUCK (CM. pa3aen 4.4). Y Takux malMeHTOB CHMBACTATHH IPUMEHSIOT B
KOMOMHAIlMM C JPYTMMHM METOJAaMHU TMIOJUIUAEMUYECKOro JjedeHus (Hanpumep, JIITHII-
adepes) niau 6€3 MoJ0OHOTO JICYSHUS, €CIIM OHO HEIOCTYITHO.

Jlis manyeHToB, MPUHUMAIOIINUX JIOMUTANH OJTHOBPEMEHHO C CUMBACTaTUHOM, CYyTOYHAas /1032

CHMBAaCTaTHHA HE J0JDKHA npeBbimath 40 Mr (cM. pasaenst 4.4, 4.5).

Conymcmsyrowas mepanust

CuMBacTaTUH MOKET Ha3HAYaThCsl KaK B MOHOTEpANUU, TaK U B COYETAHHH C CEKBECTPAHTaAMHU
YKEITYHBIX KUCJIOT.

Y manueHTtoB, TNPUHUMAIONIMX CHMBAacCTaTUH OJHOBpEMEHHO ¢ (ubpatamm, Kpome
rempudpo3mna (cM. pasgen 4.3) wim (eHopuOpaTa, MaKCHMalbHAs PEKOMCHIyeMas J103a
CHUMBacTaTHHA cOocTaBiseT 10 MI' B CYTKH.

Jlns manueHToB, MPUHUMAIOIINX aMHUOJIapOH, BepamaMuil, JUITHA3eM, paHONIa3HH, Mpenaparsl,
cofepkaiie I0acBUp WM TPA3ONPEeBHpP WIM aMIIOJUIHH, OJHOBPEMEHHO C TIpernapaTom
CumBactatuH, cyTo4Has no3a npenapata CUMBacTaTMH He JOJDKHA mpeBblmath 20 mr (cm.
paznensr 4.4, 4.5).

OnHoBpeMeHHOE TNpUMeHeHue mpenapara CumBacTaTHH, TaOneTku, coaepkamue 40 Mmr, ¢
¢dubparamu (kpome denopudpaTa), aMHOJAPOHOM, aMJIOTUITTHOM, BEPATAMHIIOM, JUITHA3EMOM
WINA TIperapataMy, COACp)KallMMU dJI0acBHp WJIM TPa3ONpPEBHP MOXKET YBEIUYHTH PHUCK
BO3HMKHOBEHUS! MUOMATUH/Pab10MHOIN3A.

Oco0bIe I'pynnbl DaMCHTOB

Hapywenue ¢pynkyuu novex

[Tockonpky mpenapar CHUMBAcCTaTHH BBIBOJUTCS IMOYKAMH B HEOOJBIIOM KOJWYECTBE, HET
HEO0OXOUMOCTH B H3MEHEHHH /103 Y AIIUEHTOB C YMEPEHHBIM HapylieHHneM (QYHKIUH MoYeK. Y
MAIMEHTOB C TSDKEJIOM MOYeUHOU HeJ0CTaTouHOCThI0 (Kimpence kpeatuHuHa (KK) < 30 mu/muH)
clenyeT TIIATENIbHO B3BECUTh lleJecooOpa3HOCTh Ha3HAUYeHMs] Ipernapara B J03ax,
npeBbimaomux 10 Mr B cyTku. Ecnm Takue MO3MPOBKH CUUTAIOTCS HEOOXOAMMBIMHU, CIETYET

Ha3Ha4YaTh UX C OCTOPOKHOCTBIO (cM. paszzen 4.4).
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€THu

Ilpumenenue y oOemeii u noopocmkog 10—17 nem ¢ 2cemepo3ucOmMHOlU  CeMEUHOU
eunepxonecmepunemuer

PexoMennyemas HavyanbHas j103a coctaBisier 10 Mr B CyTku BeuepoM. PekoMeH1yeMblid pexuM
no3upoBanusi coctaBisier 1040 Mr B cyTKu, MakcUMajbHasi peKOMEHAyeMmas [03a Mpemnapara
cocramsieT 40 mr B cyTku. [Togbop 103 MPOBOAUTCS HHAWBUYaTbHO B COOTBETCTBUU C LIEISIMU

Tepamnuu.

Croco0 rmpuMeHeHus

BHyTpb, 0JIuH pa3 B CyTKH, BEUEPOM.

4.3. IIpoTuBONOKA3aHUSA

e [ unepuyyBCTBUTENHHOCTh K CMMBACTaTUHY WM K JIOOOMY K3 BCIIOMOTAaTENbHBIX BEIIECTB,
NEPEYUCIIEHHbIX B pasjene 6.1, a Takke K JpyrMM IpenapaTaM CTaTHHOBOTO psijia
(uaruburopam  3-THUIPOKCHU-3-METUITIyTapui-kodH3uM A peaykrassl  (I'MI-KoA-
peayKTasbl)) B aHaMHE3e.

e 3aloneBaHWss TEYEHW B AaKTUBHOW (ase WM CTOHKOE TOBBIIIEHHE AKTUBHOCTH
«TEYEHOYHBIX» TPAHCAMMHA3 B IJIa3Me KPOBH HESACHOM 3THOJIOTUU.

e 3alboseBaHUS CKEJIETHON MYCKyIaTyphl (MUOTATHS).

e  bBepeMeHHOCTb, EpHOJ] IPYAHOr0 BCKapMIMBaHUS (CM. paszen 4.6).

e OJHOBpPEMEHHOE INPUMEHEHUE C «MOIIHbIMM» uHruOuTopamu wuszopepmenta CYP3A4
(UTpakoHa30J], KETOKOHA30Jl, IM03aKOHA30J, BOPUKOHa30l, uHruoutopsl BUY-mpoteassi
(Hampumep, HelapUHABUP), OOLEHNPEBHp, TENANPEBUP, SPUTPOMHIIMH, KIAPUTPOMHUIIMH,
TETUTPOMUIIMH, He(Da30/I0H W Tpenaparsl, CoAepkaime KoouiucTtar) (cMm. pasnenst 4.4,
4.5).

e ConyrcTByroliee jJeueHre reMmpruopo3uiIoM, IUKIOCTIOPUHOM WM JaHA30JI0M (CM. pa3elibl
4.4,4.5).

e OJIHOBpPEMEHHOE NPUMEHEHHE CHUMBAacTaTMHA B J03€, nOpeBbimaromet 40 wr, ¢
JIOMUTANUIOM VY TIAIIUEHTOB C TOMO3UTOTHOM CEMEWHOW THIepXOoJieCTEpUHEMUEH (CM.
pazzaensi 4.4, 4.5).

e Bospacr 10 18 mer (3a uckirodeHueM jererd u noApoctkoB 10—17 jeT ¢ rerepo3uroTHON
CeMEeWHOI TuIepxoiiecTepuHeMucii) (cM. pasnen 4.1).

e HenepeHocMMOCTb JaKTO3bl, ACPUIMT JaKTa3bl WIH [NIIOKO30-TAlIaKTO3HAs MalbaOCcopOIus

(cm. paznen 4.4).
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C 0CTOPOKHOCTBLIO

Tspkenas modevyHas HEINOCTAaTOYHOCTh  (KIMpEeHC KpeaTMHMHAa MeHee 30  MI/MHH);
3JI0yNIOTpEeOICHUE AJIKOI0JIEM JI0 Haydaja JeueHHs; 3a00JieBaHMs NI€YEHU B aHAMHeE3€; TSKeIble
TepaneBTUUECKUE U XUPyprUyeckue 3a00sIeBaHus; HACIEICTBEHHbIE MbIIICYHbIC 3a00J€BaHUS;
MuomnaTus Ha (poHe mpuema CTaTHMHOB B aHAMHE3€; NMOHW)KEHHBIA WM TMOBBIIMICHHBIH TOHYC
CKEJICTHBIX MBIIII] HESCHOW STHOJIOTHH; OJHOBPEMEHHBIM mpueM c ¢ubpatamu (Kpome
(denopubpaTa), paHOIA3UHOM, IPOHENAPOHOM, AMHOJAPOHOM, BEpaaMHJIOM, IWJITHA3EMOM,
aMJIOIMIIMHOM, HHMKOTMHOBOM KHCJIOTOH B JUOMICHWXKAKOIMX jgo3ax (Oomee 1 r/cyr),
rpelnpyTOBBIM COKOM; CaxapHBIA AMA0ET; MPUMEHEHHE y MAIlMEHTOB MOHTOJIOWTHON pachl;
MOKHJION BO3pacT (crapiie 65 jeT, 0COOCHHO KEHIITUHBI).

Oco0ble yKkazaHus

Muonamus/Paboomuonus

CumBacTtatuH, Kak u apyrue uHruoutopsl 'MI'-KoA-penykrasbl, B peKUX Cllydyasix BbI3bIBAET
MHOIATHIO, CUMIITOMAMH KOTOPOU SIBJISIFOTCS 0OJb B MBIIIIAX, OOJE3HEHHOCTh MIIM CIa0O0CTh
MBIIIII] B COYETAHWUU C TOBBIIMICHHEM aKTUBHOCTH KpeaTuHpochokuHazbl (KDOK) Gomee yem B
10 pa3 ot BepxHeil rpanunbl HopMmbl (BI'H). Muomatus wuHOrga mnpuHuMaeT Qopmy
pabaoMHOIu3a ¢ OCTPON MOYEYHOM HEIOCTATOYHOCTHIO BCIEIACTBHE MHUOTJIIOOMHYPUU WIH 0e3
TaKOBOH, B OYEHb PEIKHAX CIy4asx C JIETATbHBIM HCXOIOM. PHCK pa3BUTHSA MHONATHH
BO3PaCTaeT C IMOBBIIIEHHEM YpOBHS HHruoupymomeil aktuBHoctH I'MI-KoA-penykrassl B
IU1a3Me KpoBH (B YaCTHOCTH, C TOBBIIIEHHMEM YPOBHS CHMBAcTaTHHA WM THIPOKCHUKUCIOTHI
CHMBAcTaTHHA B TUIa3Me€ KPOBH), YTO OTYACTH MOXKET OBITh OOYCIIOBIIEHO JIEKaPCTBEHHBIMU
npernapaTamMmu, KOTOpbIe BCTYMAIOT B JIEKAPCTBEHHBIE B3aUMOICHCTBUS |, KaK CICIICTBHUE, BIHUSIOT
Ha MeTaboJIM3M H/UITH TPAHCIIOPTEePhl CUMBacTaTuHa (cM. paszaen 4.5).

Kak m npm npumenenum apyrux mHrudOuropoB I'MI'-KoA-penykra3pl, puCK pa3BUTHS
MHONATHH/PAadIOMHOJIN3Aa 3aBUCUT OT /03bl. B 0a3e MaHHBIX KIMHHYECKHX HCCIIETOBAHHIA,
rae 41413 manuMeHTOB TMOJydYaldd CUMBACTaTHH, YacTOTa PAa3BUTHUS MHOIATHH COCTaBHIIA
npumepro 0,03 %, 0,08 % u 0,61 % npu npumeHeHnn cumBacTtatuHa B go3ax 20, 40 u 80 mr B
CYTKU COOTBETCTBEHHO.

B kIMHUYECKOM HCCIeNOBaHWH, B KOTOPOM ITallMEHTHI ¢ WH(PAPKTOM MHOKapia B aHaMHe3e
MOJTyJaly cUMBAacTaTUH B 03¢ 80 Mr B CyTkH (CpemHsisi MPOJODKUTEIEHOCTh HAOIIOICHUS
6,7 1er), yactota pa3BUTHS MHOINATHM cocTaBuia npuOmmsurensHo 1,0 % mo cpaBHEHHIO C
0,02 % y manueHToB, MOTy4aBUIMX CUMBAcTaTuH B A03¢ 20 Mr B cyTku. [IpuMepHO B mosoBuHE

M3 J3TUX CJIy4a€B MHUOIIATHA pasBUJIaCb B TCUYCHHC IICPBOro roaa JICUCHUA. YacroTa Pa3sBUTHUA
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0,1 % (cm. paznensr 4.8, 5.1).

VY manueHToB, MPUHUMAIONIUX CHMBACTaTUH B J03¢ 80 MI' B CYTKH, PHCK Pa3BUTHS MUOTATHU
BbIllIE, YeM IIPU HKCIOIb30BAaHUM JAPYrol Tepamuu Ha OCHOBE CTAaTUHOB CO CXOJHOMN
s dexTuBHOCTBIO B OTHOIEHUN cHUKeHUs ypoBHs XC JIITHIIL. Takum oGpa3om, B go3e 80 mr
npenapar CHUMBacTaTUH JIOJDKEH HCIOJB30BaThCS TOJBKO Yy TALMEHTOB C  TSHKEIOU
TUTIEPXOJIECTEPUHEMHEHN U BBICOKMM PUCKOM CEPJI€YHO-COCYAUCTBIX OCIOKHEHUH, Y KOTOPBIX HE
yajaoch 10OUThCA LieTiel JiedeHHsl Ipy MPUMEHEHUH 0oJiee HU3KHUX 1103, U OKuJaemas IMojb3a
MPEBBIIIACT MOTEHIUAIBHBIE PUCKU. Y TMalMEHTOB, KOTOPHIE MOJY4al0T cUMBacTaTuH 80 Mr u
HY)KJIAaIOTCSl B HA3HAYEHUM JPYroro JIEKApCTBEHHOTO Mperapara, KOTOPbI MOXKET BCTyHaTh B
JIEKApCTBEHHOE B3aMMOJCHCTBUE, JOJKHA MCIOJIb30BaThCA 00Jiee HHM3Kas /1032 CHMBACTaTHHA
WIK albTePHATHUBHBIA PEXUM Tepanuu C TMPUMEHEHHWEM JIPyroro CTaTMHa C MEHbIIUM
MOTCHIIMAJIOM BCTYIAaTh B JIEKAPCTBEHHOE B3aMMOJCHCTBHE (CM. MYyHKT «MEpOnpusATHS 10
CHIW)KCHHUIO PHCKAa MHOTATHH, BBI3BAHHOW B3aMMOJCHCTBHEM JIEKAPCTBEHHBIX IPENApaTOB) H
paszaensi 4.2, 4.3, 4.5).

B xnuHMYecKOM HCCIEOBaHHWU, B KOTOPOM TMAlMEHTHI C BBICOKUM PHUCKOM CEPACYHO-
COCYAMCThIX 3a0oyieBaHUN Tonydanu cumBacTaTuH 40 MI/cyT, 4acToTa pPa3BUTHS MHOIATUU
cocraBisia npumepHo 0,05 % y manMeHToOB HEKHUTalcKoro mpoucxoxiaeHus (N = 7367) no
cpaBuenuto ¢ 0,24 % y nanuentoB u3 Kuras (N = 5468). X0Ts €AMHCTBEHHOW MOHTOJIOMIHON
MOMYJSIIINEH, OINEHUBAEMOW B ATOM KIMHUYECKOM HCCIEAOBAHUU, OBLTM KHUTAWIIbI, CIEAYyeT
coOJr0AaTh OCTOPOKHOCTh MPU HA3HAYEHHHM CHMBACTATHHA MAIlHEHTaM MOHTOJIOMIHON pachl U
WCIIOJIH30BaTh HAUMEHBIIIYIO HEOOXOIUMYIO J103Y.

CHuoicenue (hynKyuu mpancnopmmuvix 6eikos

CHwxkenne QyHKIUH TpaHCTOPTHBIX OenkoB meuyeHH OATP MoxkeT mpuBECTH K MOBBIIICHHIO
CUCTEMHON IKCHO3UIIMH THAPOKCUKUCIOTH CHMBACTaTHHA U YBEIWYCHHIO PUCKA MUOMATUU U
pabnomuonu3a. CHKeHHE (QYHKIIUA MOXET pPa3BUTHCS BCIEACTBUE WHTHOMPOBAHHS TIOJ
JNEHCTBUEM TMpernapaToB, BCTYMAOIIMX B JIGKAPCTBEHHBIC B3aWMOJACHCTBHS (Hampumep,
[UKIIOCTIOPHUHA), WIIH Y TIAIMEHTOB, SBISIOMUXCS HocuTensiMu nomumopdusma ¢.521T>C rena
SLCOI1BI.

VYV manmentoB ¢ aminenpHbM BapuaHtoM ¢.521T>C rema SLCOI1B1 BripabaThiBacTCsi MeHee
aktuBHBIH Oenmok  OATP1B1, u oTMedaeTrcs TIOBBIIICHHE CHCTEMHOM  DKCIO3HIIUH
TUIPOKCUKUCIOTH CUMBACTAaTHHA M TOBBIIIEHUE PUCKA MUOMATHH. PUCK pa3BUTHS MUOMATHH,
CBSI3aHHOW C IPUMEHEHHEM BBICOKMX J103 cuMBacTaTuHa (80 mr), B 1ienom cocrasiseT 1 % mpu
OTCYTCTBHUM TE€HETHYECKOro TecThupoBaHus. Ha oOCHOBaHMM pe3ylbTaTOB HCCIEIOBAHUS

SEARCH vy nocuteneit romo3uroror amtenu C (CC), momyuyaBmux 80 Mr mpemnapara, pucK



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 23.06.2025 N= 15437

pa3BUTHS MUOINATUM B Te€UEHHUE Toja cocTaBisul_15 %, f@&é%%gb'tﬁggﬂé% ';e'Tgﬁbzlml'{)'lr'Hoﬁ

aenu C (CT) Takoii puck 6611 paBeH 1,5 %. COOTBETCTBYIONIUI PUCK Y MAIIUSHTOB ¢ Hanbouee

gacteiM reHotunom (TT) cocraBmsn 0,3 % (cm. pasgen 5.2). Ilpu  BO3MOXKHOCTH

TEHOTHITMPOBAHKE Ha MpeAMeT Hamudus ajuienu C T0HKHO paccMaTpuBaThCs KaK 4acTh OIICHKH

MOJIB3bl U PHCKA JI0 Ha3HAYEHUs CMMBAcTaThHA B J03¢ 80 MI' y KOHKPETHBIX MAallUCHTOB, H Yy

Hocuteneil renotuna CC crnemyer u3beraTh NMPUMEHEHHsS BBICOKHX /103. B To ke Bpewms,

OTCYTCTBHE JaHHOTO TE€HAa NPH TCHOTUIHPOBAHUU HE WCKIIOYAeT BEPOSTHOCTH DPA3BUTHS

MHOTIATHH.

Oyenka axmusnocmu KOK

Onenka aktuBHOCTH KK HE M0DKHA TPOBOAMTHCS MMOCIIC HHTEHCUBHBIX (DU3MYECKHUX HATPY30K

WIH TIPU HaJIWYUU KaKOH-IIMOO TMpaBaonon00HON ambTEpPHATUBHOW TPHUYMHBI YBEITHUYCHUS

akTuBHOCTH K@K, MOCKONBKY 3TO 3aTpyAHSET MHTEPHpETalio 3HaueHuil. Eciu akTHBHOCTD

K®K na ucxomHom ypoBHe Oblia 3Ha4MTENbHO MOBbIMIeHa (> 5 x BI'H), ona gomkHa ObITh

OILICHEHA Yepe3 5—7 nHeH Uil MOATBEPKACHUS Pe3yIbTaToB.

Jlo nauana neuenus

[Ipu Havanme Tepanmuu CHUMBACTATUHOM WJIM YBEJIMYEHHH €ro J103bl BCEX MAIEHTOB CIEAYeT

MpeIynpexaaTh O PUCKEe MHOIMATUU U O HEOOXOAUMOCTH OBICTPO cooOmaTh o 00N Oonu

HESICHOU 3THOJIOTHH, O0JIESHEHHOCTH MJIA CI1a00CTH B MBIIIIIIAX.

Crnemxyer  coOmomaTh  OCTOPOKHOCTH INMPU  HA3HAYCHWW  Tperapara  TalueHTaM ¢

npepacroiaraloumMi  (GakTopaMu K pa3BUTHIO pabAoMuoin3a. B cleayromux cuTyanusx

akTuBHOCTh K®K HeoOXxommmo olleHHMBaTh [0 Hadala TEpamuu C UENbl0 OMpeesieHus

pedepeHCHBIX NCXOTHBIX 3HAYCHU:

®  TMOXWIOHN Bo3pacT (> 65 jer);

®  KEHCKMIH IOJI;

e  HapylieHHe QYHKIINH MTOYEK;

®  HEKOHTPOJHUPYEMBIH THIIOTHPEO3;

e HaIMYWEe B aHaMHe3¢ TAIMCHTa WIM B €ro CEMCHHOM aHaMHe3e HacleACTBCHHBIX
MBITIIEYHBIX 3a00JICBaHUM;

®  TOKCHYECKOE JICHCTBUE CTATUHOB WM ()UOPATOB HA MBIIIIIEI B aHAMHE3E,

e  370YyNOTpeOICHUE ATKOTOJIEM.

B Takux cCHUTyanusx cleayeT OIEHWBAaTh COOTHOIIECHWE TIONB3BI M pHUCKA JICUCHUSA, U

pEKOMEHIyeTcsl KIMHUYecKoe HaOmrofeHue. Ecnu y mamueHTa paHee BO3HUKAIO MOpakeHHe

MBIl Ha ¢oHe Tepanuu (pubOpaTtamMu WIM CTaTMHAMHU, MOXXHO Ha3HAa4YMTh JPYTroil mpemapat

JAHHBIX KJIACCOB TOJIBKO C OCTOPOXKHOCTHIO. [IpW 3HAYMTENIBHOM WCXOTHOM TOBBIIICHUN

aktuBHOCTH KDK (> 5 x BI'H) nedyenne HaunHaTh HE Cleayer.
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(NOCNEQCBATENEHOCTE 0003)

Bo epems neuenus

[Tpu nmosiBneHuu 00JM, CIA0OCTH B MBIIIIAX WIH CYAOPOT Ha (DOHE Teparuu CTaTUHAMHY CIISIyeT
onieHuTh akTuBHOCTH KOK. [Ipu BhIsIBIIEHUN 3HAUUTENILHOTO MOBbIIeHUs akTuBHOCTU KOK (> 5
x BI'H) B oTCyTCTBHE MHTEHCUBHBIX (PU3UYECKUX HArPY30K JICUEHUE CIeAyeT Mpekpatuthb. [lpu
TSOKENBIX W BBI3BIBAIOIIUX €KEIHEBHBIA TUCKOM(POPT MBIIIEYHBIX CHMITOMAaX MOXHO
PaccMOTPETh BOIIPOC O MPEKPALLECHUH JICYCHUS JAaKe IIPU OTCYTCTBUU ITOBBILICHHS AKTUBHOCTH
K®K < 5 x BI'H. [Ipu nogo3peHnn Ha MHOTIATHIO TI0 JIF0OOOM APYroil MPUYHHE JICYCHUE CICAYEeT
MIPEKPATUTb.

Hmerorcss oueHb pelnkue CcooOmeHHsT 00 HMMYHOOIOCPEAOBAHHON HEKPOTU3UPYIOIIEH
muonatun (MOHM) Bo Bpems uiau mocie JeuyeHuss HEKOTOPbIMHM cTaTMHaMu. KimHuyecku
NOHM xapaktepusyercsi CTOMKON MPOKCUMAIbHOW MBIIMIEYHON CIa00CThI0O M TOBBIIICHHON
akTUBHOCThI0O K®K CBIBOPOTKH KpOBH, KOTOpas COXpPaHSAETCs, HECMOTPs Ha MPEKpalleHue
Tepanuy cTaTHHaMU (CM. paszaen 4.8).

IIpn paspemieHMr CMMNTOMOB M BO3BpamieHun akTMBHOCTM K@K Kk HOpMaIbHBIM 3Ha4CHUSIM
MOYKHO PacCMOTPETh BOIPOC O BO30OHOBIICHUH TEPANUU CTATUHAMH WMJIM O Ha3HAYEHUH JIPYTOTo
CTaTMHA B MUHUMAJIbHOMU J03€ MO/ TIIATeIbHBIM HAOIIOICHUEM.

bonee Bricokas yacToTa pa3BUTHS MUONATHH HAOIIOAANAch y MAIlMEHTOB, Y KOTOPBIX /1032 Oblia
yBenuueHa 10 80 mr (cm. paszzgen 5.1).

Pexomenayercs nMpoBOAUTh NEPUOANYECKYIO OLEHKY akTMBHOCTH K®K, mockomapky 3T0 MOXkKeT
ObITh MOJE3HBIM JUIS BBISBJICHUS CYOKIMHMUYECKUX CIydaeB MHoONaruu. B To ke BpeMs Her
YBEPEHHOCTH B TOM, YTO TaKO! KOHTPOJIb IPEJOTBPATUT PA3BUTHE MUOIIATHH.

Tepamnusi ciMBacTaTUHOM JIOJIKHA OBITh BPEMEHHO OTMEHEHA 3a HECKOJIbKO THEH 10 OObIINX
IUTAHOBBIX XUPYPrUYECKUX OMNEpalluid U TMpU Pa3BUTUU TSAKENbIX COCTOSHUMN, TpeOyrOINX
TEpPaNeBTUYECKOr0 UIIM XUPYPTUYECKOr0 BMELIATENIbCTBA.

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

Puck muonatun ¥ pabaoMuon3a 3HAYUTEIbHO BO3PACTAET MPH OJHOBPEMEHHOM MPHUMEHEHUU
cUMBacTaTHHa ¢ MolIHbIMU HMHruOuTopamu CYP3A4, TakuMu Kak UTPaKOHA30J, KETOKOHA30JI,
M03aKOHA30JI, BOPHUKOHA30JI, JPUTPOMHIIMH, KIAPUTPOMHIIMH, TEIUTPOMHUIIMH, HHTHOUTOPHI
nporeazsl BHWY  (manpumep, HenduHaBup), OouenpeBup, TenampeBup, HedazoioH,
JIEKapCTBEHHBIC TIPEMapaThl, CoAepIKaIIue KOOUIMCTAT, a TaKKe reM(puOpo3nII, ITUKIOCTIOPUH 1
naHazon. IIpuMeHeHHMe OTHUX JIEKapCTBEHHBIX IIPENapaToB BMECTE C CHUMBACTaTHHOM

NPOTHBOIOKa3aHo (cM. pa3zaen 4.3).
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Puck pasButus muomatuu W padbaoMuoNIMBa TaK>I'{Q ':'Eblﬁa%'ﬁ 'fT%%HgﬁHBEb‘éMBII:IIHOM

IPUMEHEHUH aMHUOJIapOHa, aMJIOAMIIMHA, Bepanamuia WiIM AWITHA3eMa C OIpeAeIeHHbIMU
J103aMH CUMBacTaTtuHa (cM. paszaensl 4.2, 4.5).

Puck muomnaruu, BkItoyasi pabIoMHOIIN3, MOXKET BO3pacTaTh IPH OJHOBPEMEHHOM IMPUMEHEHUU
by3uI0BOH KHCIOTHI U CTAaTHHOB (CM. paszaen 4.5). YV manueHTOB ¢ TOMO3UTOTHOM CeMEHHOMI
TUIIEPXOJECTEPUHEMHUEN TaKOM PHUCK MOXKET BO3pacTaTb IpPH OJHOBPEMEHHOM IPUMEHEHUU
JIOMUTAIIUJA C CUMBAaCTaTUHOM.

CrnenoBatenbHO, uTO Kacaercs uHruoutopoB CYP3A4, npuMeHeHHe cCMMBAcTaTHHAa BMECTE C
UTPAKOHA30JI0M, KETOKOHA30JI0M, M03aKOHA30JI0M, BOPUKOHA30JI0M, HHTUOUTOpPAMH MPOTEa3bl
BUY (manpumep, HenduHaBHp), OOLENPEBUPOM,  TEIANPEBHUPOM,  IPUTPOMHIIMHOM,
KJIAPUTPOMHULIMHOM, TEIUTPOMUIIMHOM, He(}a30I0HOM H JIEKApCTBEHHBIMH MperapaTamH,
coJlepKallMMK KOOUIUCTAT, MPOTUBOMOKa3aHo (cMm. pazzensl 4.3, 4.5). Ecniu npumenenus
motHbIX uHrHOuTOpoB CYP3A4 (mpemaparoB, KOTOpbIE YBETMYMBAIOT IUIOMIAAL O] KPUBOU
«koHueHTpanus — Bpemsi» (AUC) npuOiau3uTesisHO B 5 pa3 U BbIlIe) H30€XKaTh HEIb3s1, TEPAITHSI
CUMBACTaTMHOM JOJDKHA OBITh BPEMEHHO IpeKpalleHa (MU pacCMOTPEH BOIPOC O Ha3HAUEHUU
Ipyroro craTuHa) Ha Bechb IMepuoj JjedeHus. bonee Ttoro, HeoOxoaumMo coONMIOAATH
OCTOPOXKHOCTh MpPH KOMOMHUPOBAHWM CHUMBACTaTMHA C JPYTMMH MEHEE MOIIHBIMU
uaruouropamu CYP3A4: ¢iykoHa3omoMm, BeparnaMuiioM, JUITHa3eMOM (CM. paszensl 4.2, 4.5).
Crnenyet u3beraTb OJHOBPEMEHHOTO NMpUEMa CUMBACcCTaTHUHA U TPeln(pyTOBOrO COKa.
OnHOBpeMEeHHOE NMPUMEHEHHE CUMBAcTaTMHA M reM(puOpo3mia MpoTUBOMNOKA3aHO (CM. pasjen
4.3). B cBs3U C MOBBIIIEHHBIM PUCKOM MHOIATUHU U pabJOMHUONN3A Y MAIIEHTOB, MOTYYaIOIINX
CUMBAacCTaTMH BMeCT€ C JApyruMu @uOpatamu, 3a uUCKIoueHHeM ¢eHoubOpaTa, g03a
CMMBacTaTWHa He J0bkHa mpeBbimate 10 mr B cytku (cMm. pazgensl 4.2, 4.5). Cnenyer
co0JII0/IaTh OCTOPOXKHOCTh IPU Ha3HaueHUH (eHo(uOpaTa U CUMBACTATHHA, ITOCKOJIBKY KasKIbIH
U3 HTUX NPernapaToB caM M0 ce0e MOXKET BBI3bIBATh Pa3BUTHE MUOIATHH.

CumBacTaTHH HENb3s Ha3HAYaTh OJIHOBPEMEHHO ¢ (y3UIOBOM KHCIOTON B JIEKapCTBEHHOMN
dbopMe s CHUCTEMHOTO MPUMEHEHUsS WJIM NPUMEHSATh B TeueHue 7 JHEH Iocie OKOHYaHUs
neueHust ¢y3unoBoit kucinoroil. Ecnu nmpuMenenune ¢py3ugoBoil KUCIOTHI HEOOXO0AUMO, Tepanus
CTaTUHAMM JIOJDKHA OBbITh NMPUOCTAHOBJICHA HA BECh MEPHOJ] JEeYeHHUS (Yy3UT0BOH KHCIOTOM.
Cy1miecTByIOT cOOOIIEeHUs 0 CiTydasx padaomMuon3a (BKIt0Yas CIydan ¢ JIETaTbHBIM UCXOJI0OM) Y
NAlMEHTOB, MOJYYalOIIUX CcoYeTaHue (Y3UJ0BON KHCIOTHI M CTaTHHOB (cM. paszzmen 4.5).
[TatmenTy cienyer peKOMEHIOBaTh HEMEUIEHHO O0palaThCsi K Bpady B ciydae pa3BUTHUS
KaKUX-TMO0O0 CHUMOTOMOB B BHUjAE 00iM, OOJIE3HEHHOCTH WM CIa0OCTH B MBIIIIAX. Tepamus
CTaTHHAMU MOYKET OBITh BO30OHOBJICHA YepPE3 CEMb JHEH MOCIe MociaeaHero npuéma Gy3uaoBoi

KHUCJIOTEL. B HCKIFOUMTEIIBHBIX CUTyalludXx IIpu HGO6XOI[I/IMOCTI/I I[J'IPITCJ'IBHOfI CHCTEMHOM
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MY OTUETY

OJTHOBPEMEHHOTO MPUMEHEHHsI CUMBACTAaTHHA U (DY3UJTOBOM KHCIOTHI JTOJKHA OLIEHUBATHCS B
Ka)/IOM KOHKPETHOM CJIydae ¥ MO/ TIIATeIbHBIM MEIUIIMTHCKIM HAOIIOACHUEM.

Cnenyer uzberarb KOMOMHHPOBAHHOTO MPUMEHEHUS CHUMBACTATHHA B J103aX, IPEBBIIIAIOIINX
20 Mr B CYTKH, BMECTE€ C aMHOJIapPOHOM, aMJIOJUIIMHOM, BepamaMWIOM WIH JUITHA3eMOM. Y
MAIUEHTOB C TOMO3WTOTHOM CEMEWHON TuIlepxoJieCTepUHEMHEH clieqyeT u30erarb
KOMOMHMpPOBAaHHOI'O IPHMEHEHUs CHMBAacTaTMHA B J03aX, npesblmarommx 40 mMr B CyTky,
BMECTE C JIOMHUTAHI0M (CM. pasnensl 4.2, 4.3, 4.5).

Y nanueHToB, KOTOpblE MPUHUMAIOT JApyrue JIeKapCTBEHHbIE IIpernaparbl, OO0alaolue
yMepeHHBIM HHTHOUpYyronuM nericteruem Ha CYP3 A4, BMecTe ¢ CMMBAaCTaTUHOM, Ha3HAYEHHBIM
B BBICOKHX J103aX, MOXET IOBBINIATbCA PUCK pa3BuTus Muonatuu. [lpu onHOBpEeMEHHOM
NPUMEHEHUH CHMBAacTaTuHa ¢ yMmepeHHbiMH uHrHOUTOpamu CYP3A4 (mpenaparamu,
yBenmuuuBatomumMu AUC npubnu3utensHo B 2—5 pa3) MOXKET MOTpeOOBaThCS KOPPEKIUS J103bI
cuMBacTaTHHa. [ HEKOTOpBIX yMmepeHHbIX MHruoutopo CYP3A4, nanpumep, nuituazema,
MaKcHMaJlbHasi PEKOMEHyeMas J103a CUMBacTaTuHa paBHa 20 mr (cM. pazaen 4.2).

CumBacTaTtuH sBIsieTCS cyOcTparoM 3¢ QIIOKCHOTO TpaHcmopTepa Oeilka yCTOHYMBOCTH paka
MmosnouHoil >kene3nl (Breast Cancer Resistant Protein, BCRP). OgHoBpeMeHHOE mpHMEHEHHE
IpenapaToB, KoTopble sBistoTcs nHruouropamu BCRP (Takux kak 310acBup U rpas3orpeBup),
MOKET TPHUBECTH K IMOBBIIICHUIO KOHIIEHTpPAIMM CHMBAacTaTUHA B IUIa3ME€ KpPOBU M K
MOBBIIIECHUIO pUCKa Muonartuu. CleloBaTeNbHO, CIEAYET PacCMOTPETh BOMNPOC O KOPPEKLINHU
J103bl CUMBAaCTaTHHAa B 3aBUCUMOCTH OT HAa3HA4YE€HHOW 103bl. OJHOBPEMEHHOE NPHUMEHEHHE
anbacBUpa M Tpa3onpeBHpa C CHMBACTaTUHOM HE H3YYEHO; Yy MNALMEHTOB, KOTOpbIe
OHOBPEMEHHO TOJY4YalT Mpenaparbl, coJep:KaliMe 3J0acBHpP M TIpa3onpeBup, u
CMMBAaCTAaTHH, 1032 CHMBACTATHHA He J0JIKHA MpeBbIAaTh 20 Mr B cyTKH (cM. paszen 4.5).
Penkue ciaydam wmuonatuu/pabaoMuonu3a OBbTM  aCCOLMUPOBAHBl C  OAHOBPEMEHHBIM
npuMeHenreM UHruouTopoB ['MI'-KoA-penykrassl U IUNHACHUKAIOMMUMU J1o3amMu (= 1 r/cyr)
HUAIMHA (HUKOTMHOBOM KHUCIIOTHI), KaXIbl W3 IMpenapaToB caM IO cebe MOXKET BbI3bIBATh
MHOIATHIO.

B knuHMueckoM wuccienoBaHuM (MenuaHa nepuona HaOmoxeHus 3,9 roma) ¢ ydacTueM
MAIMEHTOB C BBICOKMM PHUCKOM CEPAECYHO-COCYIUCTHIX 3a00JIEBaHUN C XOPOIIMM KOHTPOJIEM
ypoBass XC JIITHIT Ha ¢one Tepammm cumBactaTHHOM 40 M B CYTKH B KOMOWHAITUH C
a3etuMuOOoM 10 Mr umm 6e3 TakoBOro He ObLIO BBISBICHO JOMNOJHHUTENbHOM MOJB3BI B
OTHOILEHUM CEPJCYHO-COCYAUCTHIX HMCXOJOB TMpH J00aBICHWH HHALMHA (HUKOTHMHOBOU

KHCJIOTHI) B TUMTUCHUKAONTUX 103ax (> 1 r/cyr).
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CnenoBaTenbHO, BpauH, pacCMaTPUBAIOIIKE BOIPOC O HIEHa‘Tem TQ%ME%EJB&HEGVI'TGHRHHH

CUMBACTaTHHOM C JIUIHJICHIDKAIOMIMMHU J103aMH (> 1 r/cyT) HuanuHa (HUKOTHHOBOW KHCIIOTHI)
WM TIperiapaTaMu, COACpPKalllMMU HUAIMH, JOJDKHBI TIIATEIHHO B3BEIIMBATH MOTEHIMAIBHYIO
MOJIb3Y M PUCKU M MPOBOAMUTH THIATEIbHOE HAOIIOJEHUE 3a MalMEeHTaMH Ha IpPEeaMeET J0OBIX
MPU3HAKOB U CUMIITOMOB B BUj€ 00K, O0JE3HEHHOCTH WX €1a00CTH B MBIIIIAX, OCOOEHHO B
TIEPBBIC MECSIIBI TEPANUU U TIPU YBEIWYCHUH JTO3BI JTFOOOTO U3 MPETIapaToB.

Kpome Toro, B JTaHHOM HCCIIEIOBAaHUY YacTOTa MUOMATHUN MPHOIM3UTENBbHO coctaBuna 0,24 % y
naiueHToB u3 Kwuras, nomywatommx cumBactatuH 40 Mr wiM 33eTUMHO/CHUMBAacTaTUH
10 mr/40 mr, B cpaBaenuu ¢ 1,24 % y nanueHToB U3 Kuras, KOTOpble IPUHUMAIM CUMBACTATUH
40 wmr wm 23etumub/cumBacratiH 10 wMr/40  Mr BMecTe C  HHKOTHHOBOM
KHCIIOTOM/maporupadToM MoaudumupoBanHoro BbeicBoOOkaeHUs 2000 wmr/40 wmr. Xots
€MHCTBEHHONM  MOHTOJOWJIHOW  TOMyNAllMel, OLEHWBAaeMOM B OTOM  KIMHHUYECKOM
MCCJIEIOBAaHUH, ObUTH KUTANIIbI, YUYUTHIBasE 00Jie€ BBHICOKYIO YaCTOTY MHOIIATUU Y MAlUEHTOB U3
Kutass B cpaBHeHMH C mMallMeHTaMH HE KHUTAHCKOTO MPOUCXOXKICHUS, OJHOBPEMEHHOE
MPUMEHEHHUE CUMBACTATUHA C HUAIIMHOM (HUKOTMHOBOW KHMCJIOTOW) B JIMIUJICHUKAOIIUX J103aX
(> 1 r/cyT) y manueHTOB MOHTOJIOMIHON pachl HE peKOMeHyeTcs (cM. paszaen 4.5).

AUHWIUMOKC CTPYKTYPHO CBSI3aH C HHUAIIMHOM. XOTS alUIUMOKC HE U3y4dajcs, pPHCK
TOKCHUYECKHX 2(P(EKTOB B OTHOIICHUH MBI MOXET OBbITh aHaJOTUYEH TaKOBOMY IpHU
MPUMEHEHUN HUAIIMHA.

Jlanmomuyun

[Tpu ogHOBpemMeHHOM TpuMeHeHnr UHruouTOopoB 'MI'-KoA-penykrassl U gantoMuiimHa ObLIn
MOJIY4eHBI COOOIIEHUS O Pa3BUTHH MHUOMATHH W/ pabaomuonuza. Crenyer coOmoaaTh
OCTOPOXXHOCTh TpH HazHadyeHun HUHruobutopo I'MI'-KoA-penykra3bl OJHOBPEMEHHO C
JAnNTOMUIIMHOM, TaK Kak JIOOON W3 STUX areHTOB IMPH MPUMEHEHUHU MO OTIEIHHOCTH MOKET
BBI3bIBATh MHOMATHIO W/uiu pabaomuonu3. Crieayer paccMOTpeTh BONPOC O BPEMEHHOMH
MPUOCTAHOBKE TMPUMEHEHMsI CHMBACTaTHMHA Yy TMAIlMEHTOB, MPUHUMAIOIINUX JTAlTOMHUIIUH (CM.

paznen 4.5).

MuacreHus

Coo01manoch, 4To B HECKOJNBKHMX ciydasx HHruoutopsl I'MI-KoA-penykTassl (CTaTHHBI)
BbI3bIBAJIN pa3BUTHE de NOvo WM YyCyryOJsulM paHee CYHIECTBOBABIIYIO T'€HEPAIN30BAHHYIO
MUACTEHHIO TPaBUC WK TJIA3HYI0 MUACTeHUIO (cM. paszen 4.8). B ciyuae BOSHHUKHOBEHMS WU
YTSDKETIEHUS] CUMITOMOB MHAcTEeHUM IpueM mnpenapara CUMBAcTaTHH CIEAYET IHPEKPATUTb.
Coo01manoch Takke 0 peruIuBaX MHACTEHUH MPU MOBTOPHOM IpUEME TOTO K€ CTaTWHA U MpU

npuMeHeHuu apyroro uaruouropa 'MI'-KoA-penykrassbr.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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(NOCNEQCBATENEHOCTE 0003)

BinusiHue Ha eyeHb

B kiIuMHMYECKHX HUCCIENIOBAaHMAX Yy HEOONBIIOTO YHUCIA B3POCHBIX HAIMEHTOB, MOJTYYaIOLINX
CUMBACTaTHH, OTMEYAJIOCh CTOMKOE MOBBIIIEHUE aKTUBHOCTH TPAHCAMUHA3 B CHIBOPOTKE KPOBU
(mo > 3 x BI'H). Ilpu oT™MeHe uiy BpeMEHHOM IPEKPAIICHUH TePaIMi CUMBACTaTHHOM Y ITHX
NAllMEHTOB  AaKTHBHOCTh TPAaHCAMHMHA3 OOBIYHO MEIJIEHHO CHMXKAJach /0  YPOBHA,
HA0JII0IaBLIETOCS 10 Hayaa JEUYEHUs.

Pexomenryercst poBOANTH OLIEHKY (PYHKIIMU ITEYSHHU [0 Havaja JeUeHHs, a 3aTeM MPH HATUIHH
KJIMHUYECKHUX MOKa3aHUM. Y MalueHTOB, y KOTOPBIX J103a Obula yBenndeHa 10 80 Mr, pyHKIUIO
[IeYeHN HEOOXOJMMO JIOMOJIHUTENIBHO OLIEHUBATh IEpe]l MOBBILIEHUEM J03bl, Yepe3 3 Mmecsla
1ocjie Hero W MEepUOJUYECKH B JajbHeieM (Hampumep, | pa3 B mojiroaa) B T€UEHHUE NEPBOIO
roga jnedeHus. Oco0oe BHUMaHHME CIEAYeT YACHATh IAlMEHTaM, Y KOTOPBIX BO3HHKAET
MOBBIIICHUE AKTUBHOCTU TPAHCAMUHA3 B CBHIBOPOTKE KpPOBU. Y TaKMX IAlMEHTOB OLEHKY
GyHKIMU TEeYeHH ciefyeT OBICTpO MOBTOPUTh M B JajibHeillleM BBINOJAHATH 4vamie. Ecin
AKTUBHOCTh TPAaHCAMHHA3 CBHJIETEIBCTBYET O MPOTPECCHPOBAHUM COCTOSHHS, OCOOCHHO €CIn
oHa noselmaercss 0 3 X BI'H u croiiko coxpassiercs, CUMBAacTaTUH CJE€IyeT OTMEHHUTb.
OOpaTuTe BHHMaHHE, 4YTO AaKTUBHOCTh alaHuHamuHOTpancdepasbl (AJIT) moxer OBITH
00ycJI0BJI€Ha MOPaXKEHUEM MBIIICYHON TKaHHU, MO3TOMY pocT akTuBHOCTH AJIT B coueranuu c
noBblieHreM akTUBHOCTH KO®OK Moxker yka3piBaTh Ha MHOMATHIO (CM. MOJpa3fent
«Mwuomnarus/PabgoMuonus»).

CyIecTByIOT HEMHOTOYHMCICHHbIE MOCTPErHMCTPAallMOHHbIE COooOIIeHuss o (aranbHOM U
HedaTaabHON MEYEHOYHOM HEIOCTaTOYHOCTH Yy MHAallMEeHTOB, NPUHUMABIIUX CTaTHHBL, B TOM
yyclie CUMBAacTaTUH. Eciv mpu Jie4eHHH CHMBAaCTaTMHOM Pa3BUBAETCS CEPbE3HOE MOpaKEHHE
MEYEHHU, COMPOBOKIAIOIIeeCd KIMHUYECKUMU CUMITOMAMU W/MIIM TUNEPOUTMPYOMHEMHUENH WU
KENTyX0H, He0OXOMMO cpa3y ke MpeKpaTuTh Tepanuio. Eciu He ycTaHOBIIeHa Ipyras NpuYMHa
NOpa)KeHUsI IEYEeHH, Teparnus CUMBACTaTHHOM HE J0JKHA BO30OHOBIISATHCS.

VY nmanuMeHToB, KOTOpble MOTPEOIISAIOT 3HAYUTENbHOE KOJIMYECTBO AJIKOTOJIsl, Mpenapar cleayeT
HCIIOJIb30BATh C OCTOPOKHOCTHIO.

Kak u npu npuMeHeHUH ApYruX JMIHAICHIKAIOINX TPENapaToB, NpU Tepanuy CUMBAaCTaTHHOM
onucaHsl ciydau ymepeHHoro (< 3 x BI'H) noBbliieHust ak THBHOCTH TpaHCaMUHAa3 B CHIBOPOTKE
KpPOBH. DTH U3MEHEHUSI BO3HUKAJIM BCKOPE MOCje Hayajla Tepanuy CUMBAaCTaTHHOM, 4acTO ObUIH
MPEXOAAIIUMH, HE CONPOBOXKIAIMCh HUKAKUMU CUMIOTOMaMHU W HE TpeOoBaJld IMpepbIBaHUS
JIEYEHUS.

CaxapHblil [uadeT

HCKOTOpI)IC JaHHBIC CBUACTCILBCTBYIOT O TOM, 4YTO CTAaTHUHBI KaK KJIaCC IIOBBIINAKOT

KOHICHTPAIUIO T'JIFOKO3bl B KPOBHU, 4@ Y HCKOTOPLIX IMAIIMEHTOB C BBICOKMM PHUCKOM PAa3BUTHUA
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caxapHOro auabera CTaTHHBI MOTYT MPUBOAUTE_K pa3ﬁ%1;71'ﬁi—xl&%“%%ﬁi:ﬁngﬁﬁnk'eﬂnn

pyu KOTOPOM (OpMaJIbHO JTOJDKHBI OBITh HAa3HAYEHBI CaXapOCHWKAIOIIUE Mpenaparsl. B 1o xe
BpPEMsI 3TOT PUCK IIEPEBEIINBAETCS CHUKEHUEM COCYJUCTOIO PUCKA IIPU IPUMEHEHUU CTaTUHOB
U, CJIEJJOBATEIIbHO, HE JOJDKEH ObITh NMPUUYMHOMN NpekpaiieHus Tepanuu. [lanueHTsl ¢ puckoM
pa3sBUTHSL CaXapHOro auadera (KOHLEHTpalUs INIF0KO3bl HATOLIAK OT 5,6 10 6,9 MMOJIB/J1, HHAEKC
maccel Tema (MMT) > 30 kr/m°, MOBBIIICHHBIIT ypoBenb TI', aprepuanbHas runepTeH3us)
JIOJDKEH KOHTPOJUPOBATHCA KaK KIMHUYECKH, TaK M OHOXMMHYECKH B COOTBETCTBHUH C
HallMOHAJIbHBIMU PEKOMEHIALUAMHU.

HuaTepcTHIIHaIbLHEIC 3a00JIEBAHUS JIETKHMX

Onucansl ciiy4ad pa3BUTHUS WUHTEPCTULMATIBHON OOJE3HU JIETKUX MPU NPUMEHEHUU HEKOTOPIX
CTaTUHOB, BKJIIOYas CHMBACTaTHH, OCOOCHHO MpH UIMTEIbHOW Tepanuu (cMm. paszaen 4.8).
[Ipu3HakaMyd WHTEPCTUIMAIBHON OO0JIE3HH JIETKUX SIBJSIOTCS OJIBIIIKA, HEMPOAYKTHUBHBII
Kalllesib U YXYAIICHHE OOIIEero COCTOSHHUS 3A0pOBbs (ClaboCTh, CHMXKEHHUE MACChl Tella U
nuxopajka). [lpu nono3peHun Ha pa3BUTHE MHTEPCTULIMAIBHOIO 3a00JI€BaHUS JETKUX Tepamnus
CTaTWHAMHM JJOJDKHA OBITh OTMEHEHA.

eTH
Ilpumenenue y demeti u noopocmros 6 sospacme 10—17 nem
besonacHocth W 3((HEKTUBHOCTH CHMBACTaTHHA Yy TOJPOCTKOB B Bo3pacte 10-17 n;er ¢
TFeTEPO3UTOTHOM CEMEWHOW THIIEPXOJECTEPUHEMHUEN OLEHHUBAIACh B  KOHTPOJIUPYEMOM
KJIIMHUYECKOM HCCIIEIOBAaHUU C y4aCTHEM MaJlbYMKOB-TIOJPOCTKOB cO cragueil passutus Il u
BbIlIE MO Kiaccuukauuu TaHHepa M JIeBOYEK, y KOTOPBIX MPOILIO HE MEHee OJHOro roja
nocjie HacTyIUIeHHs MeHapxe. Y MalMeHTOB, MOJy4YaBIIMX CUMBAcCTaTWH, HpodUihb
HE)KENaTeNIbHbIX SBJICHUM B I1€IOM OBLI CXOJHBIM C TaKOBBIM Yy MAalMEHTOB, MOJy4YaBIIMX
iane6o.
Jo3b1 cBbimie 40 Mr B JaHHOW MOMYJSINUM NAIMEHTOB HCCJEI0BaHbI He ObLIM. B sTOM
OTPaHUYEHHOM KOHTPOJUPYEMOM HCCJIEIOBAaHUU HE ObUIO BBISBICHO MOJITBEPXKJIEHUS BIUSHUS
mpernapaTta Ha poCT WIH IMOJIOBOE CO3PEBaHUE JIEBOYEK U MAIbUYUKOB MOJIPOCTKOBOIO BO3pacTa,
WM BIIMSHUS HA TIPOJOKUTEIHHOCTh MEHCTPYAILHOTO IIMKJIA Y IEBOYEK TaKkKe HE 0OHAPYKEHO
(cM. pasgensi 4.2, 4.8, 5.1).
JleByIIKaM-TIoAPOCTKAM CJIENYET OOBSICHATH HEOOXOIUMOCTh NMPUMEHEHHS COOTBETCTBYIOIIHNX
METOJIOB KOHTPAILISIIIMU BO BpeMsl TePAIUU CUMBACTATHHOM (CcM. pasneinsi 4.3, 4.6).
VY mnamuentoB B Bo3pacte < 18 ner sddektuBHOCT M OGe30macHOCTh Mpemnapara Hpu
IPOIOJDKUTEIBHOCTH JICUeHUs > 48 Heslenb HeU3BEeCTHA, TONTOCPOUHbIe 3 (EKThl B OTHOLICHUN

(1)I/ISI/I‘IGCKOFO, HHTCEJUICKTYAJIBHOT'O M ITOJIOBOT'O CO3PCBaHUA HC N3YUYCHEI.
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IpernyoepTaTHOrO BO3pacTa M ICBOYEK B IIPeMEHapXe HE MIPOBOIUIINCE.

BcrnioMorarenbHbIE BEIECTBA

HpenapaT COACPXKUT JIAKTO3BI MOHOIHApAT. IlamyeHTHI C PEAKMMHU HACJICACTBECHHBIMU
3a00JIeBaHUSIMU HCIICPCHOCHUMOCTH TI'dJIaKTO3bI, I[C(l)I/II_[I/ITOM JIAKTa3bl MJIH TIII0OKO30-TaJIaKTO3HOM

MasibabcopOIIel He TOJDKHBI IPUHUMATh TAaHHBIH Mpernapar.

4.5. B3amMojgeilicTBMe C JAPYrHMH JIEKAPCTBEHHbIMHM IpenaparamMM W JApyrue BH/bI
B3aNMOJAEHCTBUSA

MHorouuciaeHHble MEXaHU3Mbl MOTYT CIIOCOOCTBOBATh MOTEHIIMAILHOMY B3aWMOJCHCTBUIO C
unruoutopamu I'MI'-KoA-penykrassl. JlekapcTBEeHHbIE CPEACTBA UM IPOAYKTHI PACTUTEIILHOTO
MPOUCXOXKICHUS, WHTHOUPYIONIUE OIpeneiacHHbple (epMeHTH MeTaboim3ma  (Hampumep,
CYP3A4) w/umn tpancnoprepsl (Hanmpumep, OATP1B), Morytr yBenuuuBaTh KOHIICHTPAIUIO
CMMBACTaTHHA U THUIPOKCUKHUCIOTH CUMBACTAaTHHA B IIa3M€ KPOBU U MPUBOJUTH K MOBBIILICHUIO
pHUCKa Pa3BUTHUSI MUOIIATUHU/PabJOMHOIH3A.

Jasi BceX MNPHUMEHSIOIIUXCS OJHOBPEMEHHO JIEKAPCTBEHHBIX CpPeICTB He00X01uMo
o0paTuTbcsl K MHCTPYKUUM MO0 MEAUIUHCKOMY NPHMEHEHHMI0 /JIsi IOJyYeHUs
AOMOJIHUTEIbHOH uMHpopMamuum 00 HUX NOTEHHUAJbHBLIX  B3aMMOJENCTBUAX C
CHMBACTATHHOM, M/WJIM BO3MOKHOM BJIMSIHUM HA ()epMeHThl WM TPAHCHOPTEPHI, IS
BO3MOKHOM KOPPEeKIUH /103 WIH Pe:KuMa J103UPOBAHUS.

HccnenoBanus B3aMMOI€UCTBUS TPOBOMIM TOJIBKO C YYACTUEM B3POCIBIX MAIIMEHTOB.

dapmMakogHAMHUYECKOE B3aUMOAEHCTBUE

Bzaumooeiicmeus ¢ eunoaunudemMuyeckumMu Npenapamamiu, Komopvie MO2ym Nnpueooumv K
B03HUKHOBEHUIO MUONAMUU NPU UX PAZOETbHOM NPUMEHEHUU

Puck BO3HMKHOBEHHUS MHOIATHH, BKIOYas pabJOMHUOIN3, MOBBIMIAETCA MPHU OJAHOBPEMEHHOM
npuMeHeHuu ¢ pubparamu. Kpome Toro, cymiecTByer papMakOKHHETHUECKOE B3auMO/IeicTBUE
¢ reM(puOpO3UIOM, KOTOPOE MPUBOAUT K MOBBILICHUIO YPOBHS CUMBAcTaTHHA B IUIa3Me€ KPOBU
(eMm. monpaznen «®dapMakoKMHETHYECKHE B3auMojeucTBus» u pasnenst 4.3, 4.4). Ilpu
OJTHOBPEMEHHOM MPUMEHEHHH CUMBAcTaTHHA U (peHo(puOpaTa HET HUKAKUX JI0Ka3aTeNbCTB TOTO,
YTO PHUCK BO3HUKHOBEHUS MHONATHM MPEBBIIAECT CYMMY HWHIUBUAYAJIbHBIX PHUCKOB IIpU
NPUMEHEHUN KaXJ0ro Ipemnapara OTAenbHO. HeT nocTtarouHbIX AaHHBIX (apMakoHaa30pa U
(dhapMaKOKMHETHKHA OTHOCUTENBHO Apyrux (udparoB. MHorma ciydan muonaTuu/padroMuoinsa
ObUIM aCCOIMMPOBAHBI C OJHOBPEMEHHBIM INPHEMOM CHMBACTaTHMHA W HHUAllMHA B JIMIUA-
MOIUGHUIMPYIONIHX 103aX (> 1 r/cyTkn) (cM. pa3znen 4.4).

DdapMaKkoOKHHETHYECKHUE B3aUMOIECHCTBUA
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ot 23.06.2025 N= 15437

roB_puBICHII B TabHMIE (60dcd TioApooHas

uH(pOpMaLKs IPEACTaBICHA B TEKCTE; CM. TakKe pasneinsl 4.2, 4.3 u 4.4).

B3aumoseiicTBHe ¢ APYrHMH JIEKAPCTBEHHBIMH CPeICTBAMH, KOTOpPOEe acCONMUPOBAHO €

NOBBILIEHHBIM PUCKOM Pa3BUTHS MHONIATHH/PadIoMH0IN3a

IIpenaparsl B3auMoaeiicTBUs

COOTBeTCTByIOHII/Ie PEKOMEHAAUHN

Mornsie UHTHOUTOPBI nzodepmeHTa

CYP3A4:

— UTPAKOHA30JI;

— KETOKOHA301;

— I103aKOHA30J1;

— BOPUKOHA30JT;

— DPUTPOMHUIIUH;

— KJIQPUTPOMHUIINH;

— TEJIMTPOMUIINH;

—unrubutopel BUY-nporeaszsl  (Hanmpumep,
HeJI(UHABHD);

— OorenpeBup;

— TeTanpeBup;

— HedazonoH;

— KOOMITUCTAT;

— IIMKJIOCTIOPUH;

— J1aHAa30JI;

— rempuopo3uI

HpOTI/IBOHOKa:’.aHLI npu NMPUMECHECHUH

CUMBaAaCTaTHHaA

JIpyrue ¢bubdpatsl (3@ MCKIIOYEHHEM

denopudpara)

He clieqyeT mpeBblmaTh 10 Mr cumBacTaTuHa B
CYTKH

by3uaoBast KHCIOTa

HE PEKOMECHAOBAHO IMPUMCHCHHUEC C

CHUMBAaCTaTuHOM

HUAIMH (HUKOTUHOBasI KUcioTa) (> 1 r/cyTkn)

HC PECKOMCHIOBAHO IIPUMCHCHUC C

CHUMBACTaTUHOM nmanucHTamM a3ruaTCKoro

IMPOUCXOKACHUA

aMHOIapOH
aMJIOIUTTNH
BepanammI

IUITHA3EM

HEe clenyer npeBwlmars g03y 20 wmr

CUMBACTATHHA B CYTKU
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(MOCHEQOEATENBHOC T 0003]

arb6acBUp

rpa3ornpeBup

JIOMUTAIIU IS TAIUEHTOB C TOMO3UT'OTHOU CEMEMHON
THUIIEPX0JIECTEPUHEMHUCH HE ciemyer
npeBblaTh  CyrouHylo  nmo3y 40  wmr

CHUMBacCTaTnHa

JaIlITOMHUIINH 10 BOBMOKHOCTHU Y IAIIMCHTOB, IIOJYy4Yaromux
TEpAINIO JAIITOMUOMWHOM, CICAYET BPEMCHHO
MNpUOCTAHOBUTL MNMPHUMCHCHUC CHUMBACTATUHA,
3a HMCKIIIOUCHUCM CJIYy4ac€B, KOTAa OXHUAacMas
I10J1b3a Takoi TCpalnu IMPCBBIIACT

BO3MOJKHBIN pHCK (CM. pasnen 4.4)

rpeinQpyTOBBIi COK OpU TPUMEHEHUH CHUMBACTaTHHA CIIEIAYeT
uzberatb  ymorpeOieHUss TpertnhppyToBOroO

COKa

Bausnue opyaux nekapcmeennuix cpeocme Ha cUM8ACmMamum

Bzaumooevicmeue ¢ unzubumopamu CYP3A4

CumMmBacTatuH sBisercs cyoctpatoM nuroxpoma P450 3A4. MoiiHble HHTUOUTOPBI IIUTOXPOMA
P450 3A4 noBBIIAIOT PHCK BO3HUKHOBEHUS MHONATHM M PabAOMHONM3a TOCPEICTBOM
YBEJIMUEHUS! KOHIEHTpaluu HHruoupyomei aktuBHoctH ['MI-KoA-penykrasel B miazme
KPOBH BO BpeMs JICUEHHs CHUMBAcTaTMHOM. K TakuM HMHrHOMTOpaM OTHOCATCS HMTPAKOHA30Jl,
KETOKOHA30JI, I103aKOHA30JI, BOPUKOHA30JI, SPUTPOMUIIMH, KIAPUTPOMHLIMH, TEIUTPOMHULIUH,
uHruouropel BUY-npoteassl (Hanpumep, HenduHaBHp), OOLENpeBUp, TENaNpeBUp U
Heda30/10H.

OnHoBpeMeHHOE TPUMEHEHHE UTPAaKOHAa30J1a MPUBOAUT Oosiee yeM K 10-KpaTHOMY MOBBIILIEHUIO
SKCTIO3UIIMM CHMBACTAaTHHOBOW KHUCJIOTHI (aKTUBHBIA METAa0OJHUT OeTa-THAPOKCUKUCIIOTHI).
TenuTpoMulMH NOpUBOAUT K 11-KpaTHOMY TOBBIIIEHMIO 3KCIO3MLIMHA CUMBAaCTaTHHOBOM
KHCIIOTBI.

[IpoTuBOnOKa3aHbl KOMOMHAIlMM C HWTPAKOHA30J0M, KETaKOHA30JI0M, I103aKOHA30JI0M,
BOpUKOHa30J0M, HHrHOUTOpamu BUY-npoTeass! (Hampumep, HelIPUHABUPOM), OOILIETIPEBUPOM,
TEJIAIPEBUPOM, SPUTPOMHUIIMHOM, KIAPUTPOMHUIIMHOM, TEITUTPOMUIIMHOM U Heda3ogoHOM, a
TaKkke ¢ reM(puOpO3UIOM, IMKIOCIOPUHOM M naHazoioM (cM. paszen 4.3). Eciau tepamnuio
MomHbiMu ~ uHTHOMTOpamMu CYP3A4  (mpemaparamu, kotopele yBenmuuuBaroT AUC

npuOIM3UTENIBHO B 5 pa3 WM OoJbllle) HEBO3MOXXHO OTMEHHTH, CJIEIYyeT NPUOCTaHOBUTH
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inoc OB A HOCTE 00037
TEpaNMI0 CUMBACTATHHOM Ha BpeMs NpHEeMa JTaHHBIX nd@naﬁgl%g‘.‘@"oz%BﬂHoc B10" CHENYET

Ha3HA4aTh CUMBACTAaTHH B KOMOMHALIMU C IPYTUMHU MeHee MoulHbIME uHruouropamu CYP3A4:
(ryKOHA30J10M, BEpariaMuIOM WJIH TMIITHA3eMOM (CM. pa3zaensl 4.2, 4.4).

DnyKkoHaszon

Penxo coobmanoch 0 pasBUTHH pabJOMUOJIN3a, CBSI3aHHOIO C OJHOBPEMEHHBIM NPHUMEHEHUEM
cuMBacTaTHHa U QuiykoHasouia (cM. pasaen 4.4.).

Huxnocnopun

Puck  BO3HHMKHOBEHMs  MMONATUW/pabAOMHONM3a  IOBBILACTCA MPU  OAHOBPEMEHHOM
IPUMEHEHUN LUKJIOCHOPHHA C CHMBAaCTaTUHOM, II0O3TOMY IPUMEHEHHE C LUKIOCIHOPHHOM
IIPOTUBONOKAa3aHo (cM. pa3zaensl 4.3, 4.4). HecmoTpst Ha TO, YTO JaHHBIA MEXaHU3M J0 KOHLA HE
M3y4eH, ObLJIO MPOJAEMOHCTPUPOBAHO, uTO HUKJIoCcTOopuH yBennunBaeTr AUC unru6utopos ['MI -
KoA-penykrassl. Ypenuuenne AUC [yl cuMBacTaTuHa MPOUCXOAMT, B IIEPBYIO O4YEpellb,
yacTU4HO 1o npuunHe nHruduposanus CYP3A4.

Jlanaszon

Puck pa3Butus muonatuyd W pabIOMHUOJM3a TOBBIIACTCSA MPH OAHOBPEMEHHOM NPUMEHEHUH
JlaHa30J1a C CHMBAcCTaTMHOM, IO3TOMY IPUMEHEHHE C JIaHA30JIOM IMPOTHUBOMNOKA3aHO (CM.
pasnensi 4.3, 4.4).

Tempubposun

I'emduopos3mn yBennunuaer AUC cuMBacTaTUHOBOW KUCIOTHI B 1,9 pasza, BO3MOXHO, 3a cueT
uHruOupoBanus rmokyponmzanuu u/unu OATP1B1 (cm. pasgensr 4.3, 4.4). OgHoBpeMeHHOE
npUMeHeHHe ¢ reMpuOpO3nUIOM MPOTUBOIOKA3AHO.

Dy3udosas kucroma

Puck wmwuonatuum, BKIOYas pabJOMHUONIU3, MOXKET MOBBIIATHCS MPU  OAHOBPEMEHHOM
OPUMEHEHUN CHCTEMHOM (y3uI0BOM KHUCIOTHI M CTaTMHOB. OJHOBpPEMEHHBI NpHEM 3TOH
KOMOMHAIMM MOXET NPUBECTH K MOBBIMIEHUIO KOHIEHTpallud OOOMX HpenapaToB B IIa3Me
KpoBH. MexaHu3M 3Toro BauMoaencTsus (papmakoarnHaMuka win papMakoKMHETHKA, UK 00a
MexaHHu3Ma) 1oka HeusBecTeH. CooOmianoch 0 padbromuonuse (BKIOUas JeTadbHble CIydan) y
NAalMEeHTOB, KOTOpbIE NPUHUMANM JaHHYI0 KoMOuHauuio. Ecinu npumenenue ¢y3uaoBoit
KHUCJIOTHl SABNSIETCA HEOOXOJUMBIM, JIEYEHHE CHUMBACTATHHOM CIE€AyeT NpeKpaTuTh Ha
MPOTSHKEHUH BCETO TIEPHO/Ia JIeUeHUs! (Py3UI0BOM KUCTOTOH (cM. pasznaen 4.4).

Amuooapon

Puck pa3BuTus muonatud W pabOMHOJM3a TOBBIIIAETCS NMPU OJHOBPEMEHHOM NPUMEHEHUH

aMuoJapoHa C CUMBACTaTUHOM (cM. pazzen 4.4).
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B xImHHYECKOM HCCIEI0BAaHUN MHUOIIATHS HAOJ] mnanacﬂw:g:.%%%ﬁ¥@:| Iﬁblfljqual_ﬁml/lx“é@ MT

CUMBacTaTMHa U amuojapoHa. [lo3romy n03a cumMBacTaTHHA HE JOJDKHA NpeBblmaTh 20 Mr B
CYTKH JUIsl MTALIUEHTOB, KOTOPBIE IPUHUMAIOT 3TOT Ipenapar 0JJHOBPEMEHHO C aMUO/IapPOHOM.
broxamopul kanvyuesvlx kananos

Bepanamun

Puck BO3HUKHOBEHUSS MHUOMATHM U PabIOMHONHM3a TOBBIIIACTCS MPU  OJHOBPEMEHHOM
IPUMEHEHUN Bepanammwia M cumBacTathuHa B ao3e 40 mr wim 80 mr (cm. paszen 4.4). B
(bapMaKOKMHETHYECKOM HCCIIEOBAaHUM OJIHOBPEMEHHBIM IIpUeM BepamaMuia MpHUBeNl K
YBEIMYEHUI0O B 2,3 pa3a CHUMBACTaTUHOBOM KHCIIOTBI, BO3MOXKHO, YacCTHMYHO 3a CUeT
unruouposanus CYP3A4. IlosTomy 1032 cuMBacTaTUHA HE JIOJKHA MpeBblaTh 20 MI' B CYTKU
JUISl TaLlMEHTOB, OJJHOBPEMEHHO IPUHHUMAIOLIUX BeparamHuIl.

Hunmuasem

Puck BO3HMKHOBEHHS MHONATUUW W pabJOMHMONM3a TOBBIIIAETCA MPU OJHOBPEMEHHOM
NpUMEHEHUU JWiTHa3eMa C cuMmBactaTuHoM B go3e 80 mr (cm. pazmen 4.4). B
(apMaKOKMHETHYECKOM HCCIIEI0BAaHUHN OJIHOBPEMEHHOE MIPUMEHEHHUE NUITHA3eMa IPUBOIUIIO K
VBEJIMYEHUIO YPOBHS CHUMBAaCTaTHHOBOM KHUCIOTHI B 2,7 pa3a, BO3MOXHO, 3a CUeT
unrubupoBanus CYP3A4. TlosTomy 1032 cuMBacTaTHA HE JOJKHA MpeBbIIaTh 20 MI' B CyTKH
y MaIUE€HTOB, OJJTHOBPEMEHHO MPUHUMAIOIINX TAITHAZEM.

Amnoounun

[ToBBIIIEHHBIH PUCK BO3HUKHOBEHHS] MHOMATHH HAONIONAeTCs y MAlMEHTOB, MPUHUMAIOIINX
OJIHOBPEMEHHO AaMJIOJUIIUH M CHUMBAacTaTUH. B  (papMakOKHHETHUYECKOM HCCIIeIOBAaHUU
OJIHOBPEMEHHBIN TIPUEM aMIIOJUIIMHA TIPUBEN K YBEIIMUEHUIO CUMBACTaTUHOBOM KUCIIOTHI B 1,6
paza. IloaTtomy no3a cuMBacTaTMHa He JOJDKHA MpeBblmaTh 20 MI B CYTKM Yy MallUEHTOB,
OJIHOBPEMEHHO MPUHUMAIOIINX aMJIOJIUTIHH.

Jlomumanuo

Puck mumomatuu u pabAOMHOIW3a MOXET TOBBIMIATHECS MPU OJHOBPEMEHHOM MPUMEHEHUHN
JoMUTanuaa ¢ cuMmBacTaTUHOM (cM. pasmensl 4.3, 4.4). CrnemoBaTenbHO, y TAIMEHTOB C
TOMO3UTOTHOM CEMEWHON TUIEepXOJECTEPUHEMHUEN 1032 CUMBAcCTaTMHA HE JIOJDKHA MPEBBIIATH
40 Mr cuMBacTaTHHa B CyTKH y NMAlIUEHTOB, OJJTHOBPEMEHHO TPUHUMAIOLIUX JIOMUTAIIU]L.
Ymepenunvie unecuoumopvr CYP3A44

Y mnanuMeHToB, NPUHUMAIOIIUX JPYTHe JIEKapCTBEHHBIE CPEICTBA, KOTOpPbHIE OKa3bIBAIOT
ymepeHHo uHruoupyromuii a3gpdext Ha CYP3 A4, oqHOBpeMEHHO C CHMBAaCTaTUHOM, OCOOCHHO B
BBICOKHX 033X, MOXET OBITh MOBBIIICHHBIA PUCK pa3BUTUS MUOTATUH (CM. pazzaen 4.4).

Hneubumopul benxa-nepenocuuxa OATPIBI
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CuMBacTaTUHOBAsI  KHUCJIOTa  SBISIETCSI  C) 6CTpaTc§M':':::%::ﬁé%gg&lﬁﬁ@: T?)A'ﬂ?lfBl

ComnyTcTByloIIee Ha3HAUYEHUE JIGKAPCTBEHHBIX CPEACTB, KOTOPHIE M3BECTHBI KaK MHIHOUTOPHI
oenka-nepeHocunka OATP1B1, wMoxer mnpuBoAMTh K  YBEJIMYEHUIO KOHLEHTpPALUU
CUMBACTaTMHOBOM KHCJIOTHI B IJIa3M€ KPOBU U K IMOBBIIICHUIO PUCKA Pa3BUTHS MHOMATHHU (CM.
pasnensi 4.3, 4.4).

Hueubumopwl 6enxa ycmouuusocmu paka moaoyHotl sxcenesvl (Breast Cancer Resistant Protein —
BCRP)

OnHOBpeMEHHOE TNpPUMEHEHHE cuMBacTaThHa W uHTHOMTOpOoB BCRP, BKIIOWas mpemnapartsl,
coliepkaiiye 310acBUp WM T'Pa3oNpEeBUP, MOMKET IMPUBECTH K YBEIMYEHUIO IUIa3MEHHOMN
KOHIEHTPAllMU CUMBACTaTHHA U MOBBIIIEHUIO PUCKA Pa3BUTHS MUONIATUH (CM. pasnensl 4.2, 4.4).
Huayun (nuxomunosas kucioma)

Penkue cnydan muonatuu/pabaomMuonus3a ObUIM CBSI3aHBI C OJHOBPEMEHHBIM MPUMEHEHHEM
CUMBACTUTHHA M HUAIMHA (HUKOTWHOBOW KHUCJIOTHI) B JIUMUI-MoAuUUUpyOIMX ao3ax (=1
r/cyTkn). B papMaKkoOKMHETHYECKOM HCCIIEIOBAaHUN OJHOBPEMEHHOE TIPUMEHEHUE PAa30BOM JT03BI
2 I HUKOTMHOBOM KHUCJIOTHI C MPOJOHTUPOBAHHBIM BBICBOOOXIeHHEM W 20 MI' cMMBacTaTHHA
npuBesio K ymepeHHomy yBennueHnto AUC cumBacTaTHHA U CUMBACTaTUHOBOUW KUCTOTHI U Cax
CUMBACTaTMHOBOM KUCIIOTHI B TJIa3Me.

I'pevungpymosuviii cox

['peiindpyTroBbiil cok wuHruobupyer murtoxpom P450 3A4. OpHoBpemeHHOE ynoTpediieHne
6onbmioro konuuectBa (Oosiee 1 nuTpa B JA€HB) IpeHnpyTOBOro coka € CHMBAaCTaTHHOM
MPUBOJIUT K YBETMYCHUIO KOHIICHTPAIMH CUMBACTATHHOBON KHUCIOTHI B 7 pa3. [Ipuem 240 mn
TpelnppyTOBOrO0 COKa yTPOM WM CHMBACTaTHHA BEUEPOM TAKKE YBEIMYHMBACT KOHIICHTPALUIO
CUMBACTaTMHOBOM KHCIOTHI B 1,9 paza. B cBs3M ¢ 3TuM HeoOxoauMo u3beratb ynorpediieHus
coKa rpendpyra npu NpuMEeHEHUU CUMBACTAaTHHA.

Konxuyun

Cool0manoch 0 ciay4asx MHOMATHU W PaOJOMHONN3a TPU OJHOBPEMEHHOM TPUMEHEHUH
KOJIXHIIMHA ¥ CHMBACTaTHHA MAIIMEHTaM C TTIOYEYHOW HEJOCTaTOYHOCTHI0. PEKOMEHIyeTC st 4acTo
MPOBOANTDH KIIMHUYECKUI MOHUTOPUHT MAIUEHTOB, KOTOPbIE MTPUHUMAIOT 3Ty KOMOMHAIIHIO.
Jlanmomuyun

[Ipu onHOBpemMeHHOM mnpuMeHeHMM uHrHOuUTOpoB ['MI-KoA-penykrasel (Hampumep,
CHMBAcTaTHHA) W JalTOMHIMHA MOXET IOBBICUTBCS PHUCK PAa3BUTHA MHOMATHU W/WIA
pabmomuonusa (cM. pazaen 4.4).

Pugpamnuyun

[Tockonpky pudamMnuuuH sBiasieTcss MOITHBIM HHAYKTOpoM CYP3A4, y manueHToB, KOTOPHIM

MPOBOJIUTCS JJIUTENbHAS Tepanusl pudaMnuimHOM (HampuMmep, I JIeYeHUs TyOepkyresa),
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NoOc MB L HOCTH Q003
BO3MOXHA MOTEps] aKTUBHOCTH CHUMBacTtatuHa, B d)aﬁuaKOMeJmtﬁémeT 'Blamm' Ha

3n0poBbIX no0poBonbiax AUC s CMMBacTaTHHOBOM KHCIOTHI yMEHbLIMJIAch Ha 93 % mpu
OJIHOBPEMEHHOM TPUMEHEHUH pr(aMITUIITHA.

Bausnue cumeacmamuna na papmakokunemuxy opyeux npenapamos

CuMBacTaTHH HE OKa3bIBaCT MHTHOUpYrOIIEero AceiicTBus Ha mutoxpoM P450 3A4. Iloatomy He
0)KHMJIA€TCS, YTO CHUMBACTAaTUH MOXET BJIUATHh HAa KOHIIGHTPALlMU B IUIa3ME KPOBHU BEIIECTB,
METa0OIM3UPYIOIIUXCA TOCPEACTBOM UToXpoma P450 3A4.

IlepopanvHovle anmukoa2ynsaHmol

B 1Byx KIMHMYECKHMX HCCIEIOBaHUAX, MEPBOE Ha 370POBBIX T0OpPOBOJIBIIAX U BTOPOE Ha
MAalMEeHTaX C MOBBIIICHHBIM YPOBHEM XOJIECTEpUHA, CUMBACTAaTUH B J103€ OT 20 10 40 MI B CyTKH
YMEPEHHO YCWJIMBAJI JCHCTBUE KYMapUHOBBIX AHTUKOAryJISHTOB: MPOTPOMOMHOBOE BpeMs,
BBIpQXXEHHOE KaK MEXIyHapoaHoe Hopmanu3zoBaHHoe oTHouieHwe (MHO), yBemuuuminocs ¢
ucxoaHoro ypoeus 1,7 mo 1,8 y 3m0poBbIx n00poBOibIEB U OT 2,6 10 3,4 y MalueHTOB C
runepxonecrepuHemueii. Coobmanoch 00 oueHb peakux ciaydasx MHO Bbllie HOpMaJIbHBIX
3HaueHuil. [lannenTam, TpUHUMAIOIIUM KYMapUHOBBIE aHTHUKOATYJISIHTBI, CIEIYET OMpPEIeIUTh
IPOTPOMOMHOBOE BpeMs [0 U B Hayale Tepanmud CHMBAaCTaTHHOM, 4YTOOBI OINpEAETUTh
OTCYTCTBHE 3HAYUTEILHOTO U3MEHEHUS MPOTPOMOMHOBOTO BpeMeHu. Eciu 3aj0kyMeHTHpOBaHa
CTaOUIIBHOCTh MPOTPOMOMHOBOTO BPEMEHH, €€ MOXHO H3MEpSTh 4Yepe3 HWHTEpBaJbl, OOBIUYHO
pEeKOMEHJIyeMble IS TAIMEeHTOB, TMOJYYAONIUX KyMapHUHOBBIE AaHTHKOATYJISHTHL. [lpu
W3MEHEHUU [103bl CHUMBACTaTMHA WJIM NPEKPAIleHUH JICYEHHUS Ty XK€ MNPOUEAYypy CIeayeT
MOBTOPUTH. Tepanus CHMBAaCTaTHHOM He OblLla CBA3aHa ¢ KPOBOTEUCHHEM WM M3MEHEHUSMU

HpOTpOM6I/IHOBOFO BPECMCHH Y MMALITUCHTOB, HC IPUHUMABIINX aHTUKOAT'YJIAHTEI.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD U JIAKTALUSA

bepeMeHHOCTD

CuMBacTaTuH TPOTUBOINOKAa3aH OepeMeHHbIM. Tak Kak Oe30macHOCTb JUIsi OEpeMEHHBIX He
JIOKa3aHa W HET JaHHBIX, YTO JICUECHHE TIperapaToM BO BpeMsi OCpEMEHHOCTH IPHHOCHT
OUYEBUJIHYIO TIOJNIB3Y, TPUEM TIperapara CieayeT HEMEIJICHHO IMPEKpaTHTh NpPU HACTYIUICHUH
6epemenHocTy. CUMBAcCTaTHH Cl€yeT Ha3HAyaTh KEHIMHAM JETOPOJHOTO BO3pacTa TOJIBKO B
TeX Clly4yasX, KOrJla BEpOSTHOCTh O€peMEHHOCTH OoueHb Maya. [IpyuMeHeHHe cuMBacTaTHHa BO
BpeMsi OEpeMEHHOCTH MOXXET CHHU3WUTh KOHIICHTPAIMI0O MeBajloHaTa (MPEIIIECTBEHHUK B
OMOCHHTE3e XOJeCTepHHa) Yy TUIOAA. ATEPOCKIIEPO3 SIBISIETCS XPOHWYECKHM 3a00JIeBaHHEM H
OOBIYHO TpEeKpalleHHe NpueMa THIOJUIMUAEMUYECKUX IPernapaToB BO BpeMsi OepeMEHHOCTH
OKa3bIBaCT HE3HAUMTENIFHOE BIMSHHE HA JOJTOCPOYHBIE PHUCKH, CBSI3aHHBIC C MEPBUYHOMN
runepxoiyiectepuHeMueil. B cBsi3u ¢ 3TuM npenapaT He JODKEH NMPUMEHATHCS Yy JKEHILUH,

KOTOpbIe OEpEMEHHBI, MBITAIOTCS 3a0epeMeHeTh WM IOJ03PEBAIOT, YTO OHU OCPEMEHHBI.

21



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 23.06.2025 N= 15437

JledeHnue mpenapaTtoM JOJIKHO OBITh MPHUOCTAHOBICHO 'P@%é&E%;E'EE%HII;OIC¥P? nlmlal 3 :IOKa

OepeMEHHOCTh HE JAMArHOCTHPOBAHA, a cama JKCHIIMHA TMPEAyNpekJIeHa O BO3MOXKHOUN
OIMacHOCTH TSt 1oz (cm. pasnen 4.3).

Jlakrarmus

JlaHHBIC O BBIJCIICHHMH CHMBACTaTHHA W €r0 META0OJIUTOB C TPYAHBIM MOJIOKOM OTCYTCTBYIOT.
[Tpn HEoOXoauMocTH Ha3HaueHUs npenapata CHMBACTATUH JKEHIIWHE B IEPHOJ| JAKTAI[UU
CJIETyeT YUUTHIBATh, YTO MHOTHE JICKAPCTBEHHBIC MPENAPAThI BEIACISIOTCS C TPYIHBIM MOJIOKOM,
U HMEETCS yrpo3a pa3BUTHUS CEPHhE3HBIX HEXENATENIbHBIX peakinui. BceieactBue sToro mpu
KOPMJICHHH TPYIbIO TIPHEM TperapaTa ceayeT IpeKpaTuTh (cM. pazaen 4.3).

DdepTUabHOCTD

JlaHHBIE O BIMSIHUM CUMBACTaTWHA Ha (PEPTHIBHOCTH Y KEHIIMH OTCYTCTBYIOT. CHMBacTaTHH HE

OKa3bIBACT BJIMAHHA HA Q)CPTHHLHOCTB Y KPBIC MY?KCKOI'O U JKEHCKOTI'O I10JIa.

4.7. BunsiHue Ha CIOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHM CPEACTBAMH H padorarh ¢
MeXaHu3MaMu

CuMBacTaTHH HE OKa3bIBaeT MJIM OKa3bIBa€T HE3HAYMTEIbHOE BIUSHHUE Ha CHOCO6HOCTI)
VIPaBIsATh TPAHCIOPTHBIMU CPEACTBAMH M paboTaTh C MeXaHHM3MaMH. TeM He MeHee, MpHU
yIpaBiIeHUN TPAHCIIOPTHBIMU CPEACTBAMH WJIM paboOTe ¢ MEXaHU3MaMH CIeAyeT MPUHUMATh BO
BHMMAaHHUE, YTO B MOCTPETHUCTPAIIMOHHOM TMEPUOAE COOOIIANIOCh O PEAKUX CIydasx Pa3BUTHUS

TOJIOBOKPYKECHHS.

4.8. HexxennaTesibHbIC peaKIUU

Pesrome mpoduis 6e3onacHoOCTH

CuMBacTaTuH B II€JIOM XOPOIIO MEPEHOCUTCS, U OOJIBIIMHCTBO MOOOYHBIX 3 (HEKTOB SABISIOTCS
c1abo BBIpRXXEHHBIMH U TpexonsmuMu. Menee 2 % TaIlMEeHTOB, NMPUHUMABIINX YYacTHE B
KJIIMHUYECKUX MCCIIEOBAHUAX, MPEKPATUIN JICUEHHE B CBSI3U C PA3BUTUEM HEXKENaTeIbHBIX
SIBJICHUM, CBOMCTBEHHBIX CUMBACTATHUHY.

B mnpemperucTpalliOHHBIX KIMHHUYECKHUX HCCIIECIOBAHUSX HEXKEIATCIbHBIMA  SIBJICHUSIMU,
BO3HHUKABIIMMH C 4YacTOTOM He MeHee | %, KOTOphIE OICHHBAINCH HCCIEAOBATEISIMH Kak
BO3MOXXHO, BEPOSITHO WU ONPEICICHHO CBS3aHHBIE C MPHUEMOM IIpemnaparta, ObUIHM OONb B
’KUBOTE, 3al0p U METEeOpHu3M. J[pyruMu HeKelaTelbHbIMU SIBJICHUSIMU, BO3HUKABIIMMU Yy 0,5—
0,9 % marueHTOB, OBUTM acTEHUS W TOJIOBHAs 00ib. MIMennch peakue COOOIICHUS O pa3BHTHU
muonatuu (cM. paszen 4.4).

B xnunnyeckom uccnenoBanuu (HPS), B koropom 20536 manueHTOB MPUHUMAIN CUMBACTaTUH
(n = 10269 namnuentor) B 1o3e 40 Mr B cyTkH wiu 1iaiedo (N = 10267 nanueHToB) B TeUCHUE B

cpenHeM 5 JIeT, XapakTep He)KelaTeNIbHBIX SBJICHUM ObLI CXOAHBIM B TPYIIAx CUMBACTaTHHA U
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miane6o. YacTora pexpanieHys Teparnuy BCIeICTBUE p@ﬁTMﬁéﬁaEﬂli{lﬂlfx CRO0%, s

TaK)Ke conocraBUMoil B JByx rpymmnax (4,8 % B rpymnmne cumBactatuHa u 5,1 % B rpymnme
iane6o). Yactora pa3BUTHS MUOTIATHH y TIAIIUEHTOB, MOJIYYaBIIUX CHUMBACTaTHH, OblJla MEHEe
0,1 %. IloBbllieHMEe aKTMBHOCTH «IEYEHOYHBIX» TpaHcamMuHa3 (Oosee yeM B 3 pasa BbllIe
BepxHel rpanuubl HopMmbl (BI'H), nonarBepxaeHHoe mpu IMOBTOPHOM HCCIIEIO0BaHHUM)
Habmonanoce 'y 0,21 % mnamuentoB rpymmbsl cumBactatuHa Uy 0,09 % manmeHTOB Tpynmbl
m1aneoo.

Pe3ioMe HexxenaTelIbHbIX DEAKIIUN

Yacrora HexenatenbHbix peakiuii (HP) ycranoBnena crnenyrommm o0pa3oM: OuY€Hb YacTO
(>1/10); gacto (>1/100, HO <1/10); Heuacto (>1/1000, o <1/100); pemxo (>1/10000, HO
<1/1000); ouenp peaxo (<1/10000); gyacroTa Heu3BecTHA (Ha OCHOBAHWW MMEIOIIUXCS JaHHBIX
OLICHUTh HEBO3MOYKHO).

Hapywenus co cmoponul kposu u tumgamuueckou cucmembl

Penko: anemus.

YactoTa HeusBecTHa: TPOMOOIIUTONIEHUSI.

Hapywenus co cmopoHbl uMMyHHOU cucmembl

Penxo: CUH/IPOM MOBBILICHHON YyBCTBUTEJILHOCTH, KOTOPBIi MPOSIBIISIETCS
AQHTMOHEBPOTUYECKUM  OTEKOM,  BOJYAaHOYHONOJOOHBIM  CHHIPOMOM,  PEBMAaTHYECKOMN
MOJIMMHUAITHEH, JIEPMAaTOMHUO3UTOM, BACKYJIMTOM, TPOMOOIIMTONECHUEH, DS03UHODUINEH,
YBEIMYEHUEM  CKOpOCTH ocenanus spurpouutoB (COD), apTputoMm, apTpaiTHsIMH,
KpanuBHUIEH, (DOTOUYBCTBUTENBHOCTHIO, JHXOPAIKOHM, «IIpUIMBAMI» KPOBH K KOXE IHUIIA,
OJIBIIIIKOH M 001IIel Cl1a00CThIO.

Ouenb penko: aHaduIakcusl.

YacroTa HeM3BECTHA: pa3BUTHE ayTOMMMYHHOW MUOTIATHH.

bbutn  monydeHbl O4YeHb peAKHe COOOIIEHUS O Pa3BUTUUM HMMYHOOIOCPEIOBAaHHOU
HEKpPOTHU3HpYIOIIed Muomnaruu (ayrOMMMYHHOM MHoOmnaTuu), OOYCIIOBIEHHOHM IpHUEMOM
cTtaTuHOB. VIMMyHOOMOCpEe1OoBaHHAs MUOMATHUS XapaKTepU3yeTcsl Ci1abOCThI0 MPOKCHUMAIbHBIX
MBI W TOBBIIIEHHONW akTHBHOCThIO K®DK B CBHIBOPOTKE KpOBH, KOTOPBIE COXPaHSIOTCA,
HECMOTpS Ha OTMEHY JICYEHHS CTaTUHOM. Ha OWONCHHM MBI BUAHA HEKPOTH3UPYIOIIAs
Muonatusg 0e3 3HAYUTENBbHOTO BOCHAJCHHs. YiIydllleHHe HaOMoJaeTcss Tpu  Tepanuu
UMMYHO/JICTIPECCHBHBIMH TTPETIapaTaMH.

Takxe ObUTM TIONYy4YEHBI PEIKHE MOCTPErHCTPAIIIOHHBIE COOOMIEHUS O KOTHUTHUBHBIX
HApYIICHUAX (HapUMep, pa3InyHble HAPYIICHUS MaMSITH — 3a0bIBUMBOCTh, CHIDKEHUE MAMSTH,
aMHe3Hs, CIIyTaHHOCTb CO3HAHUS), CBSI3aHHbIE C IPUMEHEHUEM CTaTUHOB. /laHHbBIE KOTHUTHBHbIE

HapyIIeHUs OBbLIU 3aperuCTPUPOBAHBI MIPU MpHEME BceX CTaTMHOB. COOOIICHUS B LIETIOM OBLIU
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KJIaccu(UITUPOBaHbI KaK HeCEPhEe3HbIC, C PA3TUHOM AHHQWBHE&EEHOT%E%HM Gt ToMOR

(ot 1 cyTOK 0O HECKOJBKHX JIET) U BpEMEHEM UX pasperieHus (menuana 3 neaenu). CUMITOMBI
ObUTH 0OOPATUMBIMHU M IPOXOAMIIM TIOCIIE OTMEHBI TEPAITH CTATUHOM.

Tcuxuyeckue napywenus

Ouenb penko: OECCOHHUIIA.

YactoTa HEU3BECTHA: JENPECCUSL.

Hapywenus co cmoponvl HepeHoll cucmembl

Penxo: ronoBHas 60116, TOJOBOKpYKEHHUE, Nepudepruueckas HelpomnaTus, mapecTe3usl.

OdeHb peKo: YXyALICHUE MaMsITH.

YactoTa HEU3BECTHA: MMACTEHUS TPABUC.

Hapywenus co cmoponvl opeana 3penus

Penko: moMyTHeHuUe B ToJie 3pEHMs], HAPYIIICHHE 3PEHUSL.

YacroTa HeM3BECTHA: TJIa3HAsi MUACTECHUSI.

Hapywenus co cmoponsl OvixamenbHOoU cucmemsl, Op2aHos8 2pyOHOU KIemKU U CPeOOCmeHUs
YactoTa HEM3BECTHA: MHTEPCTULMAIBHOE 3a00JieBaHUE JIETKUX (OCOOEHHO MpPH JJIUTEIBHOM
MIPUMEHEHHUH ).

Kenyoouno-kuuieunvie napyuieHus

Penko: 3amop, 60116 B )KUBOTE, METEOPU3M, AUCIIETICHS, TOIIHOTA, pPBOTA, TUapesl, IAaHKPEATHT.
Hapywenus co cmoponvl neuenu u yxenueableo0auux nymeti

Penxo: rematut/xxentyxa.

Ouenb penko: (aranpHas v HeaTanbHas MEYEHOYHAS HEIOCTATOYHOCTb.

Hapywenus co cmoponsl Kodtcu u nOOKOIHCHbIX MKAHel

Penko: koxxHast ChIllb, KOKHBIN 3Y/1, aJOTIELHS.

OueHb penKo: JIMXEHOUAHAS JIEKapCTBEHHAs ChIllb.

Hapywenus co cmoponvl mvluteunou, ckeiemHou U cOeOUHUMenbHOU MKaHU

Penko: Muanrusi, Cy1opory MBIIII, PabIOMUOIIN3, MUOTIATHSI (BKITIOYAst MUO3UTHI).

OueHb peliKO: pa3pbIB MBIIIIIHI.

Yacrora  HEWU3BECTHA: TEHMHONATHH, BO3MO>KHO C  pa3phlBOM  CYXOXXHJIHH,
MMMYHOOIIOCPEIOBAHHAS HEKPOTU3UPYIOIIasi MUOTIATHSI.

Hapywenus co cmoponvl penpodykmusHou cucmemsl i MOJTOYHbIX Jcelle3

OdeHb peKo: THHEKOMACTHS.

YacroTa HEM3BECTHA: IPEKTHIIbHAS JUCPYHKIIHSL.

Obwue Hapyuienus u peakyuu 8 Mmecme 68e0eHuUs

Penxo: actenust.
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Jlabopamopnvie u uHcmpymeHmanbHvle OaHHbIE

HmeroTcst penkue coOOIEHUsI O Pa3BUTHH BBIPAXKEHHOTO M CTOMKOTO MOBBIMICHUS aKTHBHOCTH
«MEUEHOYHBIX» TpaHCaMHHA3. Takke cooOMaloCh O TOBBIIICHUA AKTUBHOCTH IICIIOYHOMN
docdaraspl U ramma-riIyraMuwiITpaHcnenTua3bl. OTKIOHEHUS B MOKa3aTensix (yHKIMOHAIbHBIX
MEYCHOYHBIX MPOO0 OOBIYHO CJIa00 BBIPAKEHBI M HOCAT Mpexomsimmii xapaktep. Mmerorcs
CBEJICHUS O CiIydasX MoBbllIeHUsI akTUBHOCTH KDK.

Coo0mmaioch 0 MOBBIIIEHUU KOHIEHTPALUU TIMKO3WIMPOBaHHOTO reMorioboumHa (HbAlc) u
KOHIEHTPAllUU TJIIOKO3bl B CBHIBOPOTKE KPOBHU HATOIIAK IpPHU TMpUEME CTAaTHHOB, BKJIOYAs
CUMBACTaTHH, TUIEPIIINKEMHH.

Onucanue OTACIBHBIX HCXKCIATCIbHBIX peaxunﬁ

Crnenyrolye HexKenaTeabHble IBJIEHUS COOOIIANINCH TPU IPUMEHEHUH HEKOTOPBIX CTATUHOB:
e HapyILIECHHUs CHA, BKJIKOYas KOLIMapHbIE CHOBU/ICHNS,
® CcekcyallbHas TUCHYHKINS, THHEKOMACTHS.

€T’
B KJIMHHYECKOM HMCCIEN0BaHNN C yYaCTHEM MALlMEHTOB B Bo3pacTte 10—17 yieT ¢ rerepo3uroTHon
ceMeHHON rumnepxosiecTepuHeMued Npoguiab Oe30MaCHOCTH U NEPEHOCUMOCTH JIEYCHHs B
rpymnre, NpPUHUMABIIEH CHMBAacTaTWH, OBUI COMOCTaBUM C TpoduieM Oe30HacHOCTH U
MEPEHOCUMOCTH JIEYEHHS B TPYIIIE, IpUHUMAaBIIEH manedo.

COO6H.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo coobmiate 0 mogo3peBaeMbIX HeKeIaTeNbHbIX PeaKIUIX MMOCie PerucTpalyu mnpemnapara
C Ienbl0 00ecreueHusl HEMPEepPhIBHOTO MOHHTOPUHTA COOTHOIIECHUS «IOJIb3a — PHUCK»
JIEKapCTBEHHOTO TIpenapara. MeauIMHCKIM pabOTHUKAM PEKOMEHAYETCsl cOoOIaTh O JTHOOBIX
MO/I03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX JIEKAPCTBEHHOTO Mpernapara 4epe3 HalMOHaJIbHbIE
CHUCTEMBI COOOIIEHUsI O HEXKeJIaTeNbHBIX pPEeaKIUsIX TOCyAapcTB — uJIeHOB EBpasuiickoro
SKOHOMMYECKOTO COI03a.

Poccuiickas @enepanus

109012, r. MockBa, CiiaBgaHcKas miomanib, A. 4, ctp. 1

OenepanpHas cayxk0a o Haa30py B cdepe 3apaBooxpanenus (Poc3apaBHamzop)

Tenepon: +7 (800) 550-99-03

DnextponHas mouta: pharm@roszdravnadzor.gov.ru

Anpec B uHTepHere: roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka
CHUMOTOMBI
Coo0manoch O HECKOJIBKHX CIIydasX TMepelo3UpPOBKH, MaKCHUMalbHas TPUHITAsS 1032

cocTarsuia 3,6 T, MU TOM HU y OJHOTO MAIMEeHTAa MOCIEACTBUIN NEPEIO3UPOBKH HE BBISIBICHO.
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JleueHne

I[JISI JICYHCHHA NCPCAO3UPOBKU IMPHUMCHAIOTCSA 06nme MCPBI, BKJIKOYad HNOAACPKUBAIOIIYIO H

CUMIITOMATHUYECKYIO TEPAIUIO.

5. DPAPMAKOJIOTHMYECKHUE CBOMCTBA

5.1. @apmakoauHaAMHUYecKHe CBOiicTBA

®dapmakoTepaneBTUUYECKas Tpyma:; TUIonnuaeMruieckue cpeacrsa; uHruoutopsr ['MI'-KoA-
penyKTa3bl.

Kox ATX: C10AAO0I.

MexaHu3M ASHCTBUS

[Ipenapar CuMBacTaTUH NpPEACTaBISIET COOON TMIOJUIMAEMUYECKUH Ipenapar, MoJydyaeMbli
CHHTETHYECKUM ITyTeM U3 npoaykra pepmentamuu Aspergillus terreus.

ITocne nmpuema BHYTph CUMBACTaTUH, KOTOPBIM SABJISAETCS HEAKTUBHBIM JIAKTOHOM, II0JIBEPTaeTCs
THJIPOIM3Y B IE€YEHH ¢ O0Opa3oBaHUEM COOTBETCTBYIOLIEH (GOpMBI B-THAPOKCUKHUCIOTHI
CUMBACTaTHHA,  SBJSIOIICHCS  OCHOBHBIM ~ MeTaOOMMTOM W oONajgaromieil  BBICOKOU
UHTHOUpPYIONIEH  aKkTUBHOCTBIO B oTHomeHun [ MI-KoA-peaykrasel,  (depmeHTa,
KaTaJIM3UPYIOLIEr0 HAyajJbHYI0 W Haulojiee 3HAUMMYIO CTaAMI0 OMOCHHTE3a XOJIECTEpPHHA.
Knuanueckue nccnenoBanus nokasanu 3(pQGEeKTUBHOCTb CUMBACTATHHA B OTHOIIEHUN CHUXKEHUS
koHueHTpauuu OXC B mnasme kpoBu, XC JIITHII, TT" u xonecteprHa TUNONPOTENHOB OYEHb
Hu3koi miotHoctu (XC JIIOHII), a Takxke mnosbimeHus koHuentpaunn XC JIIBIT y
MAlUHUEHTOB C TE€TEPO3UIOTHOM CEMEWHONM U HECEMEHHON THIIEPXOJIECTEPUHEMHUEH, a TaKkKe
CMEIIAHHOM THIIEPIINITUIAEMHUEN B TEX CIIydasx, KOTJa MOBBIIIEHHAs KOHLIEHTPALNS XOJECTEpHUHA
aBisercs (aKTOpOM pHUCKAa W HA3HAYEHUS OJHOM JAMEThl HEIOCTaTOYHO. 3aMETHBIN
TepaneBTHUecKuil 3¢¢dexkr HabmomaeTcs B Te4YeHHWE 2 Helenb IpuUeMa  Iperapara,
MaKCHUMaJIbHBIN TepaneBTHUYeCKUi 3(dekr — B TedeHue 4—6 Henenpb IMocie Hayala JEYSHHs.
O dext coxpansercs npu NpoAODKEHUH Tepanuu. [Ipu mpekpalieHun npuemMa cUMBacTaTHHA
KOHIEHTpAlUsl XOJIECTEpUHA BO3BpAIIAeTCs K HCXOAHOMY 3HA4eHMIO, HAOIIOJaBIIEMYCS [0
HayaJia Je4eHUS.

AKTUBHBIA METa0OJUT CHUMBAacTaTHHA siBisercs crneunpuyeckum uHruouropom ['MI-KoA-
penyKTasbl, (pepMeHTa, KaTaJU3UPYIOIIEro peakiuio odpazoBaHus MeBanoHata u3 I'MI-KoA.
HecMoTpst Ha 3T0, MpreM CHMBAcCTaTHHA B TEPANEBTUYECKUX J103aX HE MPHUBOJUT K IOITHOMY
uHruouposanuo ['MI'-KoA-penykrasbl, 4TO MO3BOJISIET COXPAHUTH BBIPAOOTKY OMOJIOTMYECKU
HE00X0/IMMOT0 KOJMYecTBa MeBasloHaTa. [I0CKONbKY paHHMM 3TanoM OMOCHHTE3a XOJecTepUHa
apnsercss koHBepcuss 'MI'-KoA B MmeBanoHaT, cuuTaercs, 4To NPUMEHEHUE CHUMBAcTaTHHA HE

JOJIKHO BBI3BIBATH HAKOIUICHUA B OPraHU3ME MMOTCHIWAJIbHO TOKCUYHBIX CTCPOJIOB. KpOMe TOTO,
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MY OTUETY

II%ITH- Vga'cmve'r BO

MHOTHX HpoIeccax OMOCHHTE3a B OpraHu3Me. XOTs XOJICCTEPUH SIBJISICTCS MPEIIICCTBEHHUKOM
BCCX CTCPOUAHBIX TOPMOHOB, HC Ha6JIIOI[aJIOCB KIMHHUYCCKOI'O BJIHUIHHA CHMBAaCTaTHHA Ha
CTEpOUIOTCHE3.

[TockOJIbKY CHMBACTATHH HE BbI3BaJ IOBBIIICHUS JUTOTCHHOCTH JKEIYH, MaJOBEPOSTHO €ro
BJIMSIHHAE Ha YBEITMYEHHUE YacTOTHI 3200J1€BAEMOCTH JKEITYHOKAMEHHOM 00JIE3HBIO.

dapmakoauaamuyeckue d3PHEeKTol

CuMBacTaTUH CHI)KAeT KaK MOBBINIEHHYIO, TaKk W HOpMaibHyl0 KoHuIeHTpauutro XC JIITHIIL.
JITTHIT o6pa3zyrorcs u3 JITIOHII. Kata6omusm JIITHIT mpeumyiecTBEHHO OCYIIECTBIISETCS C
nomotsio Beicokoadduunoro JIIMHII-penentopa. Mexanusm cHikeHHs KoHeHTparmu XC
JIITHIT nocne npueMa cuMBacTaTUHa MOXET ObITh O0OYCIIOBJIEH KaK CHUKEHHEM KOHLEHTpaLuu
XC JHIOHII, Ttak wu aktuBammeit JIIIHII-penenTtopoB, 4TO MNPUBOAUT K YMEHBLIECHUIO
oOpazoBanus u ycunenuto karabonmuzma XC JIITHIL. Ilpu Tepanuu cUMBAcTaTUHOM TaKke
CYILIECTBEHHO CHMXAeTcs KOHLeHTpauus anosunonporenHa B (amo B). [lockonbky kaxmas
gactuna JIITHIT comepxut oxny monekyny amo B, a B Apyrux nunonpoTenHax OoOHApyKEHBI
MaJjble KOJMYECTBa amno B, MOXHO NpeanoyioKUTh, YTO CUMBACTATUH HE TOJIBKO BBI3bIBAET
notepto xoznecrepuHa B yactuuax JIIIHII, HO M cHM)KaeT KOHUEHTpPAUUI0 LUPKYIUPYIOLIUX
yactun JIITHII. Kpome Toro, cumBactatun nosbimaer konneHtpanuo XC JIIIBII u cHmxaer
koHUeHTpauuio TI' B mmasme kpoBu. B pesynbrare sTux msmeneHuit otHomeHuss OXC/XC
JIIBIT u XC JITHIT/XC JIIBII camxkatotes.

Kinuanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTD

B ckaHIMHABCKOM HCCIIC/IOBAHUY BIIMSHUS CHMBAaCTaTHHA Ha BBDKUBAEMOCTh (4S) Bo3ieicTBHE
Tepanuu mpernaparoM Ha OOIIYI0 CMEPTHOCTH (Me/lMaHa BPEMEHHU y4acTus NalueHToB 5,4 roaa)
oueHuBanioch Ha 4444 namuentax ¢ MBC. CumBacTaTMH CHMXKaJI PUCK OOIIEH CMEpTHOCTH,
cmeptHocTH 0T MBC u uactoTy HedaranbHbIX NOATBEP)KICHHBIX HH(PAPKTOB MHOKApAA.
CuMBacTaTUH TakXe CHIKaJ pUCK HEOOXOAMMOCTH MPOBEACHUS XUPYPTUUECKUX BMEIIATENbCTB
[I0 BOCCTAaHOBJICHUIO KOPOHAapHOTO KpPOBOTOKA (2OPTOKOPOHApHOE IIYHTUPOBAaHHE WU
YpECKOXKHAsl TPAHCIIOMHMHAIBHAs KOPOHApHas aHTMOIUIACTHKA). Y MalMEeHTOB C CaXxapHbIM
nMabeToOM PUCK BO3HUKHOBEHMS OCHOBHBIX KOPOHAPHBIX OCIIOKHEHMH OBUI TaKKe CHMIKEH.
bonee Toro, cuMBacTaTMH 3HAUYUTEIBHO CHHXKAJl PHUCK BO3HUKHOBEHHS (aTalbHBIX U
He(aTalbHBIX HapYIIEHUH MO3TOBOT0 KPOBOOOPAIEHHS (MHCYJIBTOB U MPEXOAIINX HapyILIeHUH
MO3TOBOr'0 KPOBOOOPAIIEHUS).

B 5-nernem uccnenoBanuu 3ammthl cepaua (HPS) addexTuBHOCTS Tepanuu cUMBacTaTHHOM

Obuta TpoJeMOHCTpHpoBaHa y 20536 mamueHTOB C TUINEpIUNUACMHEH win 0e3 Hee,
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nabeToM, MHCYIBTOM B aHAMHE3€ U APYTUMH COCYIUCTHIMH 3a00JI€BAaHUSIMU.

B n1anHOM MHOTOIIEHTPOBOM PaHIOMU3MPOBAHHOM JBOWHOM CIIETIOM ILI1a1ie00-KOHTPOIHUPYEMOM
UCCIICIOBAaHUM CHUMBAcTaTHH B 7103¢ 40 MI' B CyTKM B CPaBHEHHUH C IUIALe00 CHIDKan OOLIyro
CMEPTHOCTb, PUCK cMepTH, cBa3aHHOU ¢ MBC, puck BO3HMKHOBEHHS OCHOBHBIX KOPOHAPHBIX
OCJIOKHEHUH (BKJIIOUash HedaTambHBI MHPApKT MUOKapAa WIU cMepTh, cBs3aHHyio ¢ WBC),
HEO0OXOUMOCTh XUPYPrUYECKUX BMELIATEILCTB 110 BOCCTAHOBJIEHUIO KOPOHAPHOTO KPOBOTOKA
(BKJIOYasi ~ aOPTOKOPOHApHOE  IIYHTUPOBAHME U UYPECKOXKHYIO  TPAHCIIOMHUHAIBbHYIO
aHTUOIJIACTUKY), a TakkKe Mepudepruyeckoro KpoBOTOKAa U JPYTUX BHUI0B HEKOPOHAPHOM
peBackymsipuzauud. CHUMBAacTaTUH CHIDKAJdl PHUCK pa3BUTHUS HUHCYJIbTa, a TaKXKe pPHUCK
rOCHUTANIM3AIMK [0 IOBOJY CTEHOKapAuu. PHCK pa3BUTUS OCHOBHBIX KOPOHApHBIX U
COCYIIUCTBIX OCJIOXHEHHUH CHUXalcs y nanueHToB ¢ win 6e3 WBC, BkiIoyas nanueHToB ¢
caxapHbIM JuaberoM, 3a00JeBaHUSAMHU NEepUPEPUUYECKUX COCYJOB MIIM 1epeOpOBaCKYJISIPHON
naTojorueii. Y NAaIUEHTOB C CaxapHbIM JuMa0EeTOM CHUMBACTaTUH CHIDKAJI PHUCK pa3BUTHUS
CephE3HBIX COCYIHMCTHIX OCJIOXHEHHH, B TOM 4HCIE HEOOXOAMMOCTH MPOBEACHUS
XUPYPrUYECKUX BMELIATENbCTB IO BOCCTAHOBJICHUIO NepU(pEpUIECcKOro KpOBOTOKA, aMITyTalluu
HIDKHUX KOHEUHOCTEH, a TakKe BOSHUKHOBEHHE TPOPHUECKUX S3B.

B npyrom MHOTromeHTpoBOM TIanieb0-KOHTPOJIUPYEMOM HCcleoBaHuU ¢ ydactuem 404
NAlMEHTOB CHUMBAcCTaTUH (1O JaHHBIM KOPOHApHON aHruorpauu C UCHOJIb30BaHUEM
KOJINYECTBEHHOHN OIIEHKH KOPOHAPHOI'0 KPOBOTOKA) 3aMEIJIsUI MPOrpecCUpOBaHNE KOPOHAPHOTO
aTEpOCKJIEp03a U TOSABJIEHUE KAK HOBBIX YYacCTKOB aT€pOCKIIEPO3a, TaAK U HOBBIX TOTAJIBHBIX
OKKJIIO3MM, TOrJa Kak y TAalleHTOB, IOJYYaBIIUX CTaHAAPTHYIO TEpanuio, HaOII0Janoch
HEYKJIOHHO€ MPOrPEeCCUPOBAHUE aTEPOCKIEPOTHUECKUX MOBPEXKACHUNH KOPOHAPHBIX apTepuil.
AHanu3 MOATPYMNIT U3 JBYX MCCIEJOBAHUM, B KOTOpPble OBLIO BKIOYEHO 147 ManMeHToB C
runepTpuranuepuaemMuei (runepnunuaeMus IV tuna no xinaccuduxanuun dpenpuxcona),
MmoKasay, 4To cuMBacTaTuH B 7103¢ oT 20 mo 80 Mr B cyTku cHmxan koHuentpamutoo TI°, XC
JIITHII, xonectepun He nunonpoTenHoB Bbicokoi mioTHoctu (XC He-JIIIBII, paccunTsiBaercs
Kak pasHocTh Mexnay KoHueHTpauued OXC m konuentpauued XC JIIIBII) u mossiman XC
JIIIBIL.

AHanu3 apyroil moArpynmnsl U3 7 MalMeHTOB C AMCOETAIUIIONPOTEMHEMUEH (THIIEpIUITUIEMUS
IIT Tuna nmo knaccuduxanum DpeapuKcoHa) CUMBACTaTUH B A03€ 80 MI' B CYTKH CHIDKAJ
koHueHTpauuto XC JIITHII, Bxiarovast IMONpoTenHb! MpoMexyTouHoi miotHoctu (JITIIIII), a

taxke KoHneHrpanuto XC JITIOHII n JITITIIL.
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5.2. @apmMakoKMHeTHYeCKHE CBOICTBA

AOGcopouus

BcacbiBanuto nozsepraercs okoso 85 % MpUHATON BHYTPh 103bl CHMBACTaTHHA.
[Ipuem numu (B paMKax CTaHAAPTHOM THIIOXOJIECTEPUHOBOM TUETHI) Cpa3y IOCie MpuemMa
CUMBACTaTHHA HE BIMsET Ha (hapMaKOKHHETHUECKUN poduib nmpenapara.

Pacnopenenenne

[Tocne mpuema BHYTpPb B MEUEHU OMPEICISIIOTCA 00Jiee BRICOKME KOHIIEHTPAIIMM CUMBACTaTHHA,
4YeM B APYTUX TKaHSX.

KoHnenTpanus akTUBHOTO MeTaboiuTa cuMBacTaTuHa [-654,969 B CHCTEMHOM KpPOBOTOKE
COCTaBJISIET MEHee 5 % OT MPHUHATOM BHYTPH 103bI; 95 % OT ATOro KoJW4ecTBa HaXOJIUTCS B
CBSI3aHHOM C O€JIKaMH COCTOSHUH.

Pesynbrarom akTHBHOrO MeTa0oiuM3Ma cCHUMBAcTaTMHa B medeHH (6ornee 60 % y My>K4YuH)
SIBJISICTCS] €70 HU3Kask KOHIIGHTPAIUs B 00IIIEM KPOBOTOKE.

Bo3MOXXHOCTh TNPOHUKHOBEHHMSI CHUMBACTaTHHA 4Yepe3 TremMaTodHIedanTudeckuii Oapbep H
reMaToIUIAllCHTapHbBIN Oapbep HE U3ydeHa.

BI/IOTDaHC(bODMaI_II/IH

CuMBacTaTUH SBIISETCS HEAKTUBHBIM JIAKTOHOM, KOTOPBIM  OBICTPO  THUIAPOIHM3YETCH,
MpeBpaasich B THIAPOKCUKUCIOTY cuMBacTtatuHa (L-654,969), cunbubiilt uaruoutop ['MI'-KoA-
peaykrassl. OCHOBHBIMH MeTAa0OJMTAaMH CHUMBAcTaTHMHA B IIJJa3M€ KpPOBU SIBISIOTCS  [3-
ruapokcukuciora cumBactatuHa (L-654,969) u ero 6'-rumpokcu, 6'-TuapokcuMeTwn u 6'-
9K30MeTWiIeH mpousBogHbie. MurubupoBanne I'MI-KoA-penykTasel sBiseTCs KpUTepueM
KOJIMYECTBEHHOW OLIEHKH BCEX (PapMaKOKMHETUYECKUX HCCIEIOBAaHUM [-TUIPOKCUKHUCIIBIX
MeTaboIUTOB (AKTUBHBIX MHTMOMTOPOB), @ TaKXKE aKTUBHBIX U JIATEHTHBIX MHTMOUTOPOB (BCEX
MHTHOUTOPOB), 00pa3yromumxcs B pe3yibTare ruaponausa. O6a Tumna MeTaboIuTOB ONPeAesSoTCs
B I[IJIJa3M€ KPOBH MPHU MTPUEME BHYTPb CUMBACTaTHHA.

['upponu3 cuMBacTaTMHAa B OCHOBHOM IPOUCXOJHUT IMPH «IIE€PBUYHOM MPOXOKIECHUU» UYepes
Ne4YeHb, MO3TOMY KOHIEHTpalisi HEeH3MEHEHHOr0 CMMBACTATHHA B IJIa3M€ KPOBM 4eJOBEKa
Hu3Kas (MeHee 5 % oT mpuHATON M03b1). MakcumanbHass koHueHTpanus (Cpax) B IIa3Me
KpOBM METaOOTUTOB CHMBAcTaTHHA JaocTuraercs depe3 1,3-2,4 4 mociie mpuemMa BHYTPhb
OJHOKPATHOM JT03BI.

B wmccrneioBaHAN ¢ mpuMeHeHHeM “'C MEYeHOTO CHMBACTATHHA IUIa3MEHHAS KOHIICHTPALUHS
obmeii pagmoakrtmBHocTH (*'C  Medemblii cmmBacratm + 'C  MedeHble MeTaGOIMTHI
CHMBACTAaTHHA) JIOCTUTAlla MaKCUMyMa depe3 4 yaca u ObICTpO CHIKanach 10 nmpumepao 10 %
OT MAaKCHUMAaJIbHOTO 3HAYEHHS B TeueHue 12 JacoB mociie npuemMa BHYTPb OAHOKPATHON JO3BI.

HCCMOTpﬂ Ha TO, 4YTO AWala3’OoH PEKOMCHIAOBAHHLIX TEPAIICBTHYCCKHUX 103 CHUMBaCTaTHHa
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«KOHLIGHTpALUs — BPEMs») aKTUBHBIX META0OJIHMTOB B OOIIEM KPOBOTOKE COXPAHSAETCS IMPH
yYBEJIMYEHHUH 10361 J10 120 mr.

OJIMMHUHALNS

[lpy «IepBUYHOM MPOXOXKAEHUM» Yepe3 IEeYeHb CHMBACTaTUH METa0OIM3UPYETCs C
MOCJIEIYIONINM BBIBEICHUEM CUMBACTaTHHA U €r0 METa0O0JIUTOB C JKEITYbIO.

B uccnenosanuu npu npueme 100 mMr npenapara YC MedeHBIil CHMBACTATHH HAKAIUTHBANCS B
KpOBH, MOYe€ M KajoBbIXx Maccax. Okono 60 % mnpuHATOM 103l MEYEHOIO0 CHMBACTaTHHA
OIpENeNsIIOCh B KAJIOBBIX Maccax M 0koJyio 13 % — B Moye. MedeHblil cuMBacTaTUH B KaJOBBIX
Maccax ObUT TpPEACTaBICH KaK MPOAYKTaMH MeTa0oJM3Ma CHMBACTATHHA, BBLICIHMBIIUXCS C
JKEMYbl0, TaK U HeaObCOpOMPOBABIIMMCS MEYEHBIM cuMmBacTtaTuHOM. Menee 0,5 % mnpuHsATOM
71036l MEUYEHOI'0 CHMBACTaTHHa ObUIO OOHapy)XEHO B MOuY€ B BHJIE€ AKTHUBHBIX METaOOJIUTOB
cumBactatuHa. B mnasme kpoBu 14 % AUC 06b110 00yCIOBICHO aKTUBHBIMA WHTHOUTOpaMU U
28 % — Bcemmu unaruoutopamm [I'MI-KoA-pemykraspl. [locnennee ykaspiBaeT Ha TO, YTO B
OCHOBHOM TIPOIYKTHl METa0OJM3Ma CHMBACTATHHA SIBIISIOTCS HEAKTHBHBIMH WM CIa0BIMU
unruoutopamu ' MI'-KoA-penykrassi.

B uccnepoBanuu no M3y4eHUIO IMPONOPLUMOHAIBHOCTU A03 cuMBactatuHa 5, 10, 20, 60, 90 u
120 mr He HabII0JAIOCh CYIIECTBEHHOTO OTKIIOHEH!s oT mHeiHocTH AUC B 0011eM KpoBOTOKE
C yBeIMuYeHUEM J103bl. PapMaKOKMHETUYECKUE MTOKA3ATENN MIPU OJHOKPATHOM M MHOTOKPaTHOM
IIpYMeMe BHYTPb CUMBACTaTHHA IMOKAa3ajM, YTO CUMBACTATUH HE HAKAIUIMBAETCS B TKaHAX IMPH
MHOT'OKPAaTHOM IpUEME BHYTPb.

B nccnenoBanum y nanneHToB ¢ Tspkenaon nmouyedHoi HegoctarouHocThio (KK menee 30 mur/muH)
oOmrast koHueHTpauuss UHruoutopoB ['MI'-KoA-peaykrassl B mia3Me KpoOBM MOCiE MpueMa
BHYTPb OJHOKPAaTHOW 03Bl cooTBeTcTBYyIolero nuruouropa I'MI'-KoA-penykrassl (cratuHa)
ObuTa IPUOIU3UTENBHO B 2 pa3a BhIIIE, YEM Y 3/I0POBBIX JOOPOBOJIBIIEB.

B wuccnenmoBaHumum ¢ y4yacTheM 3J0POBBIX JI0OpOBOJIBLIEB TNPUMEHEHHE CHUMBAcTaTHMHA B
MakcUMaibHOW J03e 80 Mr He BIMAJIO Ha MeTadoJM3M MHJa30jlaMa U HIPUTPOMULIMHA,
aBistomuxcst cyocrparamu u3odepmenta CYP3A4. D710 o3Havyaer, 4TO CHMBAcCTaTUH HE
sBisiercs nHruouTopom nzopepmenta CYP3A4 u no3BossieT NpeanonokuTh, YTO IPUEM BHYTPb
CUMBACTaTHMHA HE OKa3blBAaeT BJIMSHHUS Ha KOHIIEHTPAIMIO B IJa3Me KPOBH JIEKAPCTBEHHBIX
CpencTB, MeTaboMM3upyroIuXcs moj AciicTBueM nzodepmenta CYP3A4.

N3BecTHO, uTo 1ukiocnopud ysenuunBaeT AUC wuurubutopoB I'MI-KoA-penykrassl, XOTs
MEXAHU3M JIEKAPCTBEHHOI'O B3aMMOJAEWCTBHUA HE H3Yy4eH NoJHOCThIO. YBenuueHue AUC
CHUMBAcTaTHHA INPEAINOJIOKUTEIBHO CBS3aHO, B YAaCTHOCTH, C MHTMOMPOBAaHHEM H30(epMeHTa

CYP3A4 w/umu tpancrnoptaoro 6eiaxka OATP1BI1 (cMm. pasaen 4.3).
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Habmomanoce  yBenmumuenue AUC  B-THAPOKCHKHMCIOTHI CHMBactatyHa B 2,7  pasa,
IPETOI0KHUTENBHO 3a cueT HHruouposanus uzopepmenta CYP3A4 (cm. paznen 4.4).

B ¢dapmakokuHeTHUeCKOM HCCIEA0BaHUU MPU OJHOBPEMEHHOM MPUMEHEHUH C aMIIOAUIIMHOM
HaOmoganock yBenuueHne AUC B-ruapoKCHUKHUCIOTHI cMMBacTtaThHa B 1,6 pasa (cMm. paszen
4.4).

B ¢dapmakokuHETHUECKOM HCCIICAOBAaHUHM TPH OJHOBPEMEHHOM IPUMEHEHUH OIHOKPATHOU
036l 2 T HUKOTHMHOBON KHCIIOTBHI 3aMEIJIEHHOTO BBICBOOOKIEHUS M cuMmBacTaruHa 20 mr
HaOmonanock He3HauuTenbHoe yBenudenne AUC cuMBactaTuHa U [-THIPOKCHKHCIIOTHI
cumBactaTiHa U Cmax P-THAPOKCUKHUCIOTH CHMBACTaTHHA B TUIa3Me KPOBH (cM. paszzaen 4.4).
KonkperHsie mytn merabonu3ma (y3ua0BOH KHCIOTHI B MEYCHW HEU3BECTHBI, OJHAKO MOYKHO
MOPEINONIOKUTh O HAIWYUHM B3aUMOJCHCTBUS Mexay (y3uI0BOM KHCIOTONH U CTaTHHaMH,
KoTopbie MeTabomu3upyrotcst uzopepmentom CYP3A4 (cm. pasaen 4.4).

Puck pa3BuTus MuonaTuu yBeIM4MBAETCS MPU MOBBIILIEHUN KOHLEHTpauun uaruouropos I'MI'-
KoA-penykrassl B miaasme KpoBu. CunbHbie uHrnouropsl m3odepmenta CYP3A4 wmoryr
MOBBIIATh KOHIEHTpaIuio UHruoutopoB ['MI-KoA-peaykrassl U NpUBOAUTH K YBEIMUYEHHUIO
pHCKa pa3BUTHs MuonaThu (cM. pasuensl 4.4, 4.5).

Oco0bIe TpyNIbl NAIMEHTOB

THonumopguszm ecena SLCOIBI

Hocutenu amnenun c¢.521T > C renma SLCOIB1 wumeror O6ojiee HHU3KYI0 AKTUBHOCTh
tparcnoptHoro 6enka OATP1B1. AUC ocHOBHOro akTHBHOTO METabO0IHUTa, TUIPOKCUKUCIOTHI
cumBacTtatuHa, cocrapisieT 120 % y rereposurotHsix Hocuteneit (CT) C amenu u 221 % y
romo3uroTHbix Hocutene (CC), OTHOCHUTEIBHO MAIMEHTOB C HauOoJiee YacThiM T'€HOTHUIIOM
(TT). Yactora BcTpeuaemoctu awienu C B eBponeiickoit monynsiuu paBHa 18 %. ¥V nanueHTos
¢ nmonumopdusmom rena SLCOI1B1 ecTh pHCK MOBBIIEHUS SKCIO3UIUN CHUMBACTATUHOBOMN

KHCIIOTBI, YTO MOYKET MPUBECTU K YBEIUUCHHIO PHCKa pabaomMuonu3a (cM. pasnen 4.4).

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeueHb BcOMOraTebHbIX BellleCTB
Llemtrono3a MuKpokpucTaunyeckas 102
KpocnoBunon (tun B)

AckopOUHOBas KUCIOTa

JIuMoHHast KUCIO0Ta

Marnus creapat

Kpaxman kapTodenbHbiit
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(nocneno Ei.i.TEh EHOCTE 0003)

BytunruapokcuToiyo

JlakT03BI MOHOTHIpAT

CMech s TNPUTOTOBIEHUS IUIEHOYHOTO IOKPBITUS «Onanpaﬁ® 20A 180003  Oemblity:
runpomerio3a 2910, runpososa, TaJIbK, TATAaHA TUOKCH/T

WIn

CMmech Al IPUTOTOBIICHHSI TNIEHOYHOT'O TOKPBITUS, B COCTaB KOTOPOI BXOJSAT: THIIPOMEIIO3a

2910, rumposo3a, TanbK, TUTaHA JTUOKCH]T

6.2. HecoBmecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTH (CpOK XpaHeHHs )

2 roja.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPU XPAHEHUH

XpaHHTh B 3aIIUIICHHOM OT CBETa MECTe MpH TeMiieparype He Biie 25 °C.

6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU

ITo 10 unum 15 TabneTok B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY U3 IUIEHKH MOJUBUHUIXJIOPUIHON
1 GONBIH ATIOMUHUEBOM MMEYaTHOMN JIAKUPOBAHHOM.

[To 2, 3, 4, 6 unn 9 KOHTYPHBIX SYEUKOBBIX yHmakoBOK mo 10 tabmerok wium mo 2, 4 umm 6
KOHTYPHBIX STUEHKOBBIX YMAKOBOK IO 15 TaOJeTOK BMECTE ¢ MHCTPYKIHMEH MO MEIUIIMHCKOMY

MPUMCHCHUIO ITOMCHIAIOT B ITAYKY M3 KapTOHA.

6.6. Oco0ble Mepbl MNPEeJOCTOPOKHOCTH MNPH  YHUYTOKEHUH  MCIOJb30BAHHOIO
JICKAPCTBEHHOI0  Npenapara WJIM  OTXOA0B, TMOJYYECHHBIX IOCJA¢ NPHMEHEHHUs
JIEKApPCTBEHHOI'0 Mpenapara v Apyrue MaHuIyJsIUH C penapaTomM

OcoOble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIMOHHOI'O YIOCTOBEPEHMUSA
Poccniickas @enepanvs

AO «ABBA PYC»

121614, r. Mockaa, yi. Kpeutarckue Xonmsl, a. 30, koprr. 9.

Ten.: + 7 (495) 956-75-54.

avva-rus.ru

7.1. IlpencraBure/ib [epiKaTesii PErucTPALMOHHOIO YIOCTOBEPEHHUSs HA TEPPUTOPHU
Coroza

[Iperen3un norpedUTEIECH HAIPABIATE IO AAPECY:

Poccniickas @enepanvs
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AO «ABBA PYC» (NMOCNEOOBATENEHOCTE 0003)

121614, r. Mockga, yi. Kpsutarckue Xonmsl, a. 30, koprr. 9.
Ten.: + 7 (495) 956-75-54.

DnekrponHas moura: drug.safety@avva-rus.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUASA

9. JATA NEPBUYHOMN PEIMCTPALIMM (IIOATBEPKJIEHUSI PETHCTPAILIUM,
IHNEPEPEI'MCTPAILIMN)

JlaTa nepBoii peructpanuu:

10. JATA IEPECMOTPA TEKCTA

OOmass  xapakTepuCTHKa JiIeKapCcTBeHHoro nmnpemnapara CuMBacTaTMH  JOCTyIIHAa  Ha
uH(GOPMallMOHHOM TmopTaje EBpasuiickoro »KOHOMHYECKOTO COr03a B HWH(OPMAIMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT» http://eec.eaeunion.org/.
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