COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 26.07.2023 N2 14186

OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

CumBacrtaruH, 10 mMr, TaOJIETKH, MOKPHITHIC INIEHOYHOW 000I0YKOM
CumBacratuH, 20 Mr, TabJIETKH, MOKPHITHIC IIJICHOYHON 000710YKOM

CumBacratuH, 40 Mr, TaOJIETKH, TOKPHITHIC TIICHOYHOH 000JI0YKOH

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB

JelicTByrolee BENIECTBO: CUMBACTATHH.

CumBacratud, 10 Mr, TaGneTKy, DOKPBITHIE [JIEHOYHOU 000JI0YKOM

Kaxxnas Tabnerka, mOKpbITas INIEHOYHOM 0007109K0#, cogepxuT 10 Mr cuMBacTaTuHa.
BcrnomoratenbHble BelIecTBa, HAJIMYKWE KOTOPBIX HAJO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npernapara: JaKTo3bl MOHOTHIPAT (caxap MOJIOUHBIH) (cM. pasaeinst 4.3 u 4.4).

CumBacratud, 20 Mr, Ta0IeTKU, DOKPHIThIE [JIEHOYHOU 000JI0YKOM

Kaxxnas Tabnerka, mOKpbITas INIEHOYHOM 0007109K0#, coaepxuT 20 MI cMMBacTaTHHA.
BcrnomoratenbHble BelIecTBa, HAJIMYKWE KOTOPBIX HAJO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npernapara: JaKTo3bl MOHOTHIPAT (caxap MOJIOUHBIH) (cM. pasaeinst 4.3 u 4.4).

CuwmBacratud, 40 Mr, TaOJIETKH, TOKPBITHIE IUIEHOYHON 000JI0YKOM

Kaxnas Tabnerka, MOKpbITast IIICHOYHOW 0005109KO0M, conepxut 40 Mr ciMBacTaTuHa.
BcnoMoraTenbHble BeleCTBa, HAJMYME KOTOPBIX HA/J0 YYUTHIBaTh B COCTaBE JICKAPCTBEHHOI'O
nperapara: JaKTO3bl MOHOTHIPAT (caxap MOJIOYHBIH) (cM. pazaensl 4.3 u 4.4).

[TonHbIN TTepevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAA ®OPMA

TabneTku, NOKPHITHIE MJIEHOYHOU 000I0UYKOM.

Kpyrible NBOSKOBBITYKIbIE TaOJIETKH, MOKPBIThIE MICHOYHOM 000JI0YKON Oenoro MM ModTd
6emnoro 1Beta. Ha monepeuHoM paspese siipo 6e10ro Win noutu 6e10ro 1Bera.

Jo3upoBka 10 Mr ¢ puckoil.

4. KIMHNYECKUE JAHHBIE

4.1. Tloka3aHusl K NPUMEHEHHUIO

[MarmenTs! ¢ unemmnuecko 0one3npio cepaia (MbC) ninu ¢ BeicokuM puckoMm UBC

Yy B3POCJIbIX TAIIUCHTOB C BBICOKUM PUCKOM pa3BUTHUA HUBC (l'[pI/I HaJIMYWU TUIICPIIMTTIUACMHU UJIU

oe3 Hee), Halpumep, y MalueHTOB C CaXapHbIM ,Z[I/Ia6eTOM, Yy HanueHTOB € HHCYJIBTOM HJIIN
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JIPYTUMH LIEpeOpPOBACKYIAPHBIME 3a00JIEBAHHAMH B ':Q{'a'fvfﬂ-gé"-@

3a00NeBaHUAMU TNepU(PEpPHUUECKUX COCYIOB MM y B3pocibix mnauueHToB ¢ MBC wnm
npenpacnonoxeHHocTeo kK UBC cumBacTaTH nokasas JJisi:
® CHIDKEHUS pUCKa OOLIEH CMEPTHOCTH 3a CUET CHHMKEHHs cMepTHOCTH B pesyabsTare UBC;
® YMEHBIIECHUS PUCKA CEPbE3HBIX COCYIUCTBIX U KOPOHAPHBIX OCIOXKHEHUI: He(aTanbHbIHI
uH(apKT MHOKap/1a, KOPOHApHAsi CMEPTh, HHCYJIBT, IPOLEAYPHI PEBACKYIISIPU3AIIUH.
® YMEHBIIEHUS PHUCKA HEOOXOJUMOCTH IPOBEIEHUS XUPYPTHYECKHX BMEIIATENIBCTB IO
BOCCTAHOBJIEHHIO KOPOHAPHOT'O KPOBOTOKA (TAKMX KaK AOPTOKOPOHAPHOE IIYHTUPOBAHUE
U YpPECKOKHAsl TPAHCIIOMUHAJIbHAS! KOPOHAPHAsl aHTUOIIJIACTUKA).
® yMEHBIIEHUS PHCKAa HEOOXOJUMOCTH IPOBEACHHUS XUPYPIHMUECKHMX BMELIATENbCTB 10
BOCCTaHOBJICHHIO NEepU(PEpUYecKoro KpOBOTOKAa W JIPYTMX BHJOB HEKOPOHAPHOM
peBacKyJIsIpU3aLUm.
® CHHMXXCHUSA PUCKA I'OCIIUTAIN3AlIHUU B CBA3U C IPUCTyITaMU CTCHOKApAWH.

I'unepaunuaeMus

e KaK JIONOJHEHHE K JAHeTe, KOrja MPUMEHEHHWE TOJbKO JHEThl M  JIPYyTrux
HEMEJMKAMEHTO3HBIX METOJIOB JIEYEHUS Yy B3POCIBIX TMAI[MEHTOB C TMEPBUYHOU
TUTIEPXOJIECTEPUHEMHEH, BKIIIOYAsi TETEPO3UTOTHYIO CEMEHHYIO THUIIEPXOJIECTEPUHEMHIO
(runepnunuaemus Ila tuma no knaccudukanumum DpenpuKcoHa), WIM CMEIIaHHOM
runepxosecrepunemueii (runepaunuaemus [Ib tuna mo knaccudukanuu Openpukcona)
HEJIOCTaTOYHO JIJIA:

O CHIDKCHHMS TIOBBIIICHHOW KOHIEHTpamuu oOmero xonecrepuna (OXC),
XOJIeCTepUHA JUMONPOTEMHOB HU3KOM 1uioTHOCTH (XC JIITHIT), Tpurnunepunos
(TT"), anonunonporeuna B (armo B) B mia3me kpoBwu.

O TIOBBIIIEHUS KOHIICHTPAIIMM XOJIECTEPHUHA JIUMOMPOTEUHOB BBICOKOM TUIOTHOCTH
(XC JIIIBII) B ma3me KpoBH.

o cHmxenus cootHomenus XC JIIMHIL/XC JINIBIT u OXC/XC JIIBII B nna3me
KpPOBHU.

e rtuneprpuriunepuaemus (runepiaunuaemus [V tuna no knaccudukamnun Opeapukcona).

e JIOTIOJTHEHHE K AUETE U IPYTUM CIIOCOOaM JeueHUs B3POCIBIX MAIIMEHTOB C TOMO3UTOTHOM
CEMENHON TUMepXO0JIeCTEpUHEMUEN JUIsl CHMXKEHMsI MOBbIIeHHON koHIeHTpauuun OXC,
XC JIIHIT u ano B.

e mepBuYHas aucoOeramunonporenHemus (runepiunuaemus Il tuma mo kmaccubuxanum

®dpenpuKkcoHa).

Crpanuna 2 u3 32



COOTBETCTBYET 3KCINEPTHOMY OTYETY
ot 26.07.2023 N2 14186
W:I:_']

IIpumMeHenye v IeTEH U IOAPOCTKOB C IreTEPO3UTOTHON é%ﬁﬁ@ﬁﬁéﬁ;gﬁﬁahgﬂﬁem

[IpuMeHeHne cUMBACTaTHHA OAHOBPEMEHHO C JMETOW MOKa3aHO Ul CHIKEHHS MOBBIIICHHON
koHueHTpauuu OXC, XC JIITHII, TT, anno B B nna3me kpoBu y roHomien 10-17 net u y neByuiex
10-17 net He MeHee yeM 4vepe3 1 roj mociae MeHapxe (MepBoe MEHCTPYaIbHOE KPOBOTEUCHHUE) C

reTePO3UTOTHOM CEMEIHOMN TUIIEePX0JIECTEPUHEMUECH.

4.2. Pe:kuM 103MPOBaHNS M CIOCO0 NPUMeEHEeHUs!

PexxuM 1o3upoBaHus

Jlo Hayana nedeHus npenaparoM CHMBAcTaTUH MALUEHTy CIEAYyeT Ha3HAYUTh CTAHJAPTHYIO
THIIOXOJIECTEPUHOBYIO TUETY, KOTOpasi JOJDKHA COOJIIOIAaThCSA B TEUSHHE BCETO KypCa JICUCHHUS.
Pexomenyemble 10361 cuMBacTaTiuHa oT 5 10 80 mr B cyTku. [Ipenapar ciienyer npuHuMaTh OAUH
pa3 B cyTku BeuepoM. Ilpu HeoOXxoanMocTu 103y npenapara yBeJIUYMBaIOT ¢ UHTEPBAIAMHU HE
MeHee uyeM B 4 Henenu Makcumym g0 80 mr 1 pa3 B cyrku Beuepom. Jlozy 80 mr B cyTku
pEeKOMEHAYEeTCsl Ha3HayaTb TOJbKO MAIMEHTaM C BBICOKMM PHCKOM CEpAECUHO-COCYIUCTBIX
OCJIOXKHEHHUH, €CIIM JICYCHHUE TIPEnapaToM B 00jIee HU3KUX 103X HE TIO3BOJIAIIO TOCTUYD LEIEBhIX
YPOBHEH JIMIHJIOB, a IIpeAIoiaraeMas oJjib3a TeParuy NPEBbILAeT BO3MOXKHBIN PUCK (CM. pa3zen
4.4).

Tayuenmvi ¢ uwemuueckoti 6one3Hvio cepoya unu blcokum puckom pazsumus U6C
CranjapTHas HayajbHas J03a CUMBAcTaTHHA JUIs TALIMEHTOB C BBICOKUM puckoM passurtus UbC
B COYETAHUU C TUIIEpIUNUAeMHUEN WK 0e3 Hee (IIPU HAJIMYUU caxapHoro 1uadera, IepeHeceHHOro
UHCYJIbTa WIH JpPYyruX LepeOpoBacKyIspHbIX 3a0o0jeBaHUN B aHaMHe3e, 3a00JeBaHUM
nepudepudecKkux cocynon), a Takxe st nanueHtoB ¢ UBC cocrasnser 40 mr 1 pa3 B cyTku
BeuepoM. MeaukaMeHTO3Hasl Tepanusi JoJKHA ObITh Ha3HayeHa OJHOBPEMEHHO C JTUETOH U
neueOHOM (PU3KYIBTYpOl.

Tayuenmui ¢ eunepaunudemueti, He uMerOwue 8blulenepeyucieHnblx pakmopos pucka
CranmapTHas HavallbHas J103a cMMBacTathuHa cocTamiseT 20 mr 1 pa3 B cyTku Bedepom. Jlms
MaIlMEeHTOB, KOTOPHIM HEOO0XO0MMMO 3HauuTeNbHOEe (Oosee 45%) cHmkeHnue KoHieHTparuu XC
JIITHII, nauansHast no3a MoxxeT cocTaByATh 40 mr 1 pa3 B cyTku Bedepom. llamuentam ¢ nerkoi
WIM YMEPEHHOW THUIIEPXOJIECTEPUHEMUEH TEpanuil0 CHMBACTaTUHOM MOJKHO Ha3HayaTb B
HauvanbHOH n03e 10 mr 1 pa3 B cyTku. B cinydae HE0OX0IMMOCTH TOI00P 103 CIIEIYeT MPOBOINUTH
B COOTBETCTBHUHU C BBIIICYKAa3aHHON CXEMOI.

Tlayuenmui ¢ 20M0O3UOMHOU ceMelHOl cunepxoiecmepunemuel

CuMBacTaTuH peKOMEHI0BaH B 03¢ 40 M B CyTKM, IPUHUMAEMON OJJHOKpaTHO BedepoM. Jlo3y
80 Mr peKoMeHAyeTCsl Ha3HauaThb TOJIBKO B Cllydae, €CiH IpearosaraeMas Iojib3a Teparnuu
MPEBBIIIAET BO3MOXKHBIN PUCK. Y TaKUX MalMEHTOB CUMBACTaTHUH MPUMEHSIOT B KOMOMHAIMH C
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0J0OHOT0 JICYCHHUSI, €CITH OHO HEJIOCTYITHO.

JUis manueHToB, MPUHUMAIONINX JOMHUTAIN] OJHOBPEMEHHO C CHMBAaCTaTUHOM, CYTOYHAs 7032
CHMBacTaTHHA HE J0/uKHA mpeBbimarh 40 mr (cMm. 4.5, 4.4).

Conymcmsyrowas mepanust

CuMBacTaTUH MOXET HAa3HAYAThCS KaK B MOHOTEpAIMU, TaK M B COUYETAHUU C CEKBECTPAHTAMHU
KEITYHBIX KUCIIOT.

VY nmanueHToB, NPUHUMAIOIIUX CHMBACTAaTHH OJJHOBPEMEHHO ¢ (hubpaTamu, Kpome reMpuopo3uia
(cm. pasmen 4.3) wiu denodubpara, MakcuMalibHas PEKOMEHIyemas 032 CHMBAaCTaTHHA
cocraiusieT 10 Mr B CyTKH.

JUis manueHToB, MPUHUMAIOLINX aMUOJApOH, BeparmaMuil, TWITHA3eM, PaHOJA3WH, IpenapaTsl,
coJepkaiie 210acBUp WJIM TPa3oNPEeBHp, HIM aMJIOJAMIIMH OJHOBPEMEHHO C MpernapaTtoM
CuMmBacTaTtuH, cyrouHas jo3a npernapata CHMBacTaTWH HE JOJDKHA TpeBbimarth 20 mr (cM.
paznensi 4.5, 4.4).

Oco0bIe IPVIIILI MAIUEHTOB

Hapywenue ¢pynkyuu novex
[TockonbKy CUMBACTaTUH BBIBOJUTCS IMOYKaMH B HEOOJIBIIIOM KOJIMYECTBE, HET HEOOXOIMMOCTH B
W3MEHEHHH [103 y TMAIMeHTOB C YMEPEHHBIM HapylieHHeM (YHKIMH MOoYeK. Y TalueHTOB C
TsDKEJION modeuHoi HemocraTtouHocThio (KK < 30 mur/muH) ciienyeT TINATEIBHO B3BECHTH
1[eJ1eCO00pa3HOCTh Ha3HAUYEHHUs CHMBACTaTHHA B J103aX, IpeBbimanmux 10 mr B cytku. Ecnu
TaKkue JO3MPOBKH CUHUTAIOTCS HEOOXOAMMBIMH, CIEyeT Ha3HadaThb UX C OCTOPOKHOCTBIO (CM.
paszaen 4.4).

eTH
Ilpumenenue y Oemetl u noopocmkos 10-17 nem ¢ 2emepo3ucomHol  cemeuHol
eunepxoiecmepunemuert
Pexomennyemas HauanbpHas 103a coctaBisieT 10 Mr B CyTKU BeuepoM. PekoMeHayeMblil pexum
no3upoBanus coctarisieT 10-40 Mr B cyTKH, MakCUMaIbHasl pEKOMEHTyeMasi 1032 CHMBacTaTUHA
coctasiisieT 40 mr B cytku. [Togbop 103 IpoBOAUTCS MHAMBUIYAIBHO B COOTBETCTBUU C LENISMU
Tepanuu.

Crrocob nmpruMeHeHus

BHyYTpB, OJIMH pa3 B CYyTKH, BEUEPOM.

4.3. IlpoTuBONOKA3aHUS
® THICPUYYBCTBUTCIBHOCTE K CUMBACTAaTUHY WUJIN K .]'IIO60My N3 BCIIOMOI'aTCJIbHBIX BEHIICCTB,

MNEPCUUCIICHHBIX B Pa3aciic 61, a TAKXKC K ApYruM IIperiapartaM CTATUHOBOI'O psaa
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(maruduropam I'MI'-KoA-penykrassl) B aHaMHefiQ,':'::-_IE-']-': BA

e 3a0ojeBaHMs TE€YEHW B AaKTUBHOH (pa3e WM CTOWKOE TOBBIINICHHE AKTHBHOCTH
«IEYCHOYHBIX» TPAHCAMHHA3 B IJIa3ME KPOBH HESICHOM STHOJIOTHH;

e 3a00JIeBaHMsI CKEJIETHOM MYCKYJIaTyphl (MUOIIATHUA);

e OEepeMEHHOCTh, IEPHOJI TPYAHOT0 BCKapMIuBaHus (cM. pazaen 4.6);

® OJIHOBPEMEHHOE TPUMEHEHHE C «MOIIHBIMH» HHTruOuTOpamu uzopepmenta CYP3A4
(uTpakoHa30J1, KETOKOHA30J1, T03aKOHA30J1, BOPUKOHA30J1, uHruouropamu BUY-nmporeasbl
(manpumep, HenduHABUP), OOIECTPEBUP, TEIAMPEBUP, IPUTPOMHUIINH, KIAPUTPOMUIIIH,
TEIUTPOMHUIIMH, He(a30J0H U MpermapaTamMu, COACPKAMUMU KOOUIHCTAT) (CM. pa3/eibl
4.4 u4.5);

® CONyTCTBYyIOIIEE JiedeHHE TeMPUOPO3UIOM, IUKIOCIOPUHOM WM JaHa30J0M (CM.
pasnensl 4.4 u 4.5);

® OJHOBpPEMEHHOE MPUMEHEHHE CHMBAcTaTHHA B fo03ax Oonee 40 Mr ¢ JTOMHUTANUIOM Y
MAlMEeHTOB ¢ CEMEHHON TOMO3UTOTHOM TUIIepX0JIeCTepUHEeMHEH (cM. paznensl 4.4 u 4.5);

e Bo3pacT J10 18 yer (3a uckIoUeHUeM JeTed u nmoapoctko 10-17 et ¢ rerepo3uroTHon
ceMeliHol runepxoiecrepuaeMueii) (cm. pasuen 4.1);

® HENEPEHOCUMOCTb JAaKTO3bl, JAE(PULUT JIaKTa3bl M CHUHAPOM IJIFOKO30-TaJaKTO3HOM

MajababcopOIuu (cM. pazzaen 4.4).

4.4. OcoOble ykazaHMsl M Mepbl PeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPO’KHOCTBIO

Tspkenas 1mouedyHas  HEJOCTaTOYHOCTh  (KIMpeHC KpeaTMHMHa MeHee 30  MJI/MMH);
37I0YTIOTPEOIEHUE aJTKOTOJIEM JI0 Havaja JICUeHHs; 3a00JIeBaHus TICUCHH B aHAMHE3€e; TKEIbIe
TCPANICBTUYCCKUC U XUPYPIrHUYCCKUC 3360J’IGBaHI/I$[; HAaCJIC€ACTBCHHBIC MBIIIICYHBIC 3360H€B&HI/I$[;
MHUomnaTus Ha ()oHe mpuema CTaTHHOB B aHAMHE3€; MOHMKCHHBIA WM TMOBBIIIEHHBIH TOHYC
CKEJIETHBIX MBIIII] HESACHOW S3THOJIOTHM; OJHOBPEMEHHbIM mpueM c ¢ubpatamu (Kpome
dbenodpudpaTa), paHOJA3MHOM, IAPOHETAPOHOM, AMHOJIAPOHOM, BEpaNaMUIIOM, TUITHAZEMOM,
aMJIOAUIMHOM, HHMKOTMHOBOW KHCJIOTOM B JMNUACHIKaOIMX jgo3ax (Oomee 1 1/cyr),
IpeingpyToBBIM COKOM; CaxapHbIi Aua0eT; MpUMEHEHHE y MAIllMeHTOB MOHI'OJIOMTHON pachl;
MOXKWJION Bo3pacT (cTapiie 65 jeT, 0COOEHHO KEHIUHBI).

Oco0ble yKazaHus

Muonamus/Paboomuonus
CumBacTtatuH, Kak u apyrue uHruoutopsl ' MI'-KoA-penykrasbl, B peIKUX ClIydasix BbI3bIBAET

MHUOIIaTUIO, CUMIITOMaMH KOTOpOﬁ SIBJIAIOTCSA OOJIb B MBbIIIax, 00JIE3HEHHOCTh WU CIA00CTh
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MBI B COYETAHUU C TIOBBIINIEHHEM aKTUBHOCTH era': cb&%%mﬁqﬂb@ﬂkhﬁ(}' EOHéBI—IH-'éM B

10 pa3 ot BepxHe#t rpanuibl Hopmsl (BI'H). Muonarus nunoraa npuauMaet popmy padbaoMuonusa
C OCTPOH MOYEYHON HETOCTATOYHOCTHIO BCIIEJACTBHE MUOTJIOOMHYPHH MIIH 0€3 TaKOBOM, B 0Y€Hb
PEIKUX CIydasiX C JIETAJIbHBIM MCXOJOM. PHUCK pa3BUTHS MMONATUU BO3pPACTaEeT C MOBBILICHUEM
ypoBHsI uHTHOMpYromel aktuBHOCcTH ['MI'-KOoA-penykTassl B mia3me KpoBU (B 4aCTHOCTH, C
MOBBILIEHUEM YPOBHS CUMBACTaTHHA WJIM THPOKCUKHUCIOTH CUMBAaCTaTHHA B I1J1a3M€ KPOBHU), UTO
OTYACTH MOXKET OBITh OOYCIIOBIIEHO JIEKAPCTBEHHBIMHU IIperapaTtaMH, KOTOpPbIE BCTYNAIOT B
JIEKapCTBEHHbIE B3aUMOJICHCTBHSI U KaK CJIEICTBUE BIUAIOT HA METAO0JIN3M U/WIN TPAHCIIOPTEPHI
cumBacraTiHa (cM. pasnen 4.5).

Kak u mnpm npumenenun npyrux wuHruouropo I'MI-KoA-penykraspl, pUCK pa3BUTHA
MUOIATHH/pabJOMUOITN3a 3aBUCUT OT /103bl. B 6a3e JaHHBIX KIMHUYECKUX UCCIICAOBAHUM, TIe
41 413 nmanueHToB MOJyYalyd CUMBACTaTUH, YaCTOTA Pa3BUTHS MUOIIATHM COCTaBMJIA IPUMEPHO
0,03%, 0,08% u 0,61% npu npumeHenun cumBactatuHa B Ao3ax 20, 40 u 80 mMr B cyTku
COOTBETCTBEHHO. B KIIMHUYECKOM HCCIIeIOBaHUH, B KOTOPOM TAIMEHTHI C UH(APKTOM MHOKap/a
B aHaMHe3€ IOoJIydyald CHUMBAcTaTWH B Jo03¢ 80 Mr B CyTKH (CpeHsisi IPOAOKUTEIbHOCTH
HaOmroneHust 6,7 Jer), yacToTa pPa3BUTHUS MHUONATUM cocTaBwia npubiusurensHo 1,0% mo
cpaBHeHHIO ¢ 0,02% y manueHToB, MONY4aBIINX CUMBAcTaTHH B 03¢ 20 Mr B cyTku. [IpumepHo
B IIOJIOBUHE M3 3TUX CIy4yaeB MHOIIATUS pa3BWach B T€UEHUE MEPBOro roja jedeHus. Yacrora
pa3BUTHUSI MHONATUM B TEUEHUE KaKJIOr0 IIOCIEAYIOIIEro Troja JIEYEHHs] COCTaBisiia
npubimsutensho 0,1% (cm. pasgenst 4.8, 5.1).

VY nanueHToB, NPUHUMAIOLIUX CHUMBACTAaTUH B 03¢ 80 MI' B CyTKHM, PUCK Pa3BUTHS MHOIATHH
BbIIlIE, YEM INPU HCIOIb30BAaHUM JAPYrol Tepamud Ha OCHOBE CTAaTUHOB CO CXOJHOM
3¢ (eKTUBHOCTBIO B OTHOIIEHNU cHIbKeHUs ypoBHs XC JITHII. Takum oOpa3om, B no3e 80 mr
CHUMBACTaTHH JIOJKEH UCIIOIb30BaThCS TOJIBKO Y IMALIUEHTOB C TSHKEJIOW TMIEPXO0JIECTEPUHEMUEN
U BBICOKUM PUCKOM CEP/I€YHO-COCYAMCTBIX OCIIOKHEHHUMH, Y KOTOPBIX HE YaJIOCh T0OUTHCS Lienen
JIeYEHUs IpU IPUMEHEHUHN O0Jiee HU3KHUX 103, U OXKHUAaeMas I10J1b3a MPEBBILIAET OTEHIINAIbHbIE
pUCKU. Y TNAIMEHTOB, KOTOpBIE MONYYaroT cUMBAcTaTUH 80 MI' U HYXJAlOTCSd B Ha3HAUEHUU
JpYroro JIEKapCTBEHHOTO IIpenapara, KOTOpbII MOXKET BCTynaTb B JIEKAPCTBEHHOE
B3aUMOJIEIICTBHE, JOJDKHA MCIIONb30BaTbcsd Oojee HU3Kas J103a CHMBacTaTMHA WU
aNbTEPHATUBHBIA PEKUM Tepanuu ¢ IPUMEHEHUEM JIPYroro CTaTMHA ¢ MEHBIIUM MOTEHIHAIOM
BCTYyNaTh B JIEKAPCTBEHHOE B3aUMOJIEHCTBUE (CM. moapasnen «Meponpusmus no CHUNCEHUIO
PUCKA MUONAMUU, 8bI36AHHOU 83AUMOOEUCMBUEM JeKAPCMEEHHbIX NPenapamos» U pasensl 4.2,
4.3,4.5).

B xinHMYecKkoM nccie10BaHuH, B KOTOPOM MAIMEHTHI C BHICOKMM PUCKOM CEpJIEYHO-COCYAUCTHIX
3a0oyieBaHUH MoOdy4yaiu cuMBacTaThH 40 MI' B CYTKH, 4acTOTa Pa3BUTHUS MHOIATUU COCTaBIIsIa
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0,24 % y manuentoB u3 Kuras (m = 5468). X0oTs eAMHCTBEHHON MOHTOJIOMIHOM TOMYIISIINEH,
OLICHUBAEMON B OSTOM KIMHHYECKOM HCCIIEOBaHUM, OBUIM KHUTAHIBI, Cleayer coOiroaaTh
OCTOPOKHOCTH IPU Ha3HAYEHUU CUMBACTaTHUHA MAlMEHTaM MOHT'OJIOUIHOM pachl U UCOJIb30BaTh
HAUMEHBIIIYI0 HEOOXOIUMOIO J103Y.

CHuoicenue ghyHKyuyu mpancnopmuuix 6eikoe

CHmwkenue QyHKIUH TpaHCTOPTHBIX OenkoB meueHH OATP MOXeT MpUBECTH K TMOBBIMICHUIO
CUCTEeMHOM SKCHO3UIMH THAPOKCUKUCIOTH CHMBACTaTHHA W YBEIUYEHHUIO PUCKA MHUOMATUU U
pabnomuonuza. CHuxkeHue (QyHKUUM MOXKET pPAa3BUTHCS BCIEJICTBUE HWHTMOMPOBAHUS O]
JNEICTBUEM IIpeNapaToB, BCTYMNAIOIIUX B JIEKAPCTBEHHbIE B3aUMOJEHUCTBUS (Hampumep,
[UKJIOCTIOPHUHA), WM Y MAIEHTOB, SBIISIOUIMXCS HOCUTENsIMH noiauMmopdusma ¢.521T>C rena
SLCO1B1.

VY nanuentoB ¢ amienbHbIM BapuaHtoM c.521T>C renma SLCO1B1 BripaGaThiBaeTcs MeHee
aktuBHbIH Oeqok OATPIB1, u orTMmeuaeTcss MOBBIIIEHHE CUCTEMHOM  3KCIIO3UIUMH
TUIPOKCUKUCIIOTHl CUMBAacCTaTHUHA U IOBBIIIEHUE PUCKAa MHONATHH. PUCK pa3BUTHS MUONATHUH,
CBSI3aHHOM C MPUMEHEHHEM BBICOKUX 7103 cuMBacTaTuHa (80 mr), B 1esiom coctasiseT 1 % mnpu
OTCYTCTBHH I'€HETUUYECKOTO TecTupoBaHusa. Ha ocHoBaHuu pe3ynbtaToB uccienosanus SEARCH
y Hocuteneld romosurotHoit amutenu C (CC), nomyuyaBmux 80 Mr mpenaparta, pucK pa3BUTHUS
MHUOINATUN B T€YEHHE Toja cocTaBsul 15 %, Torna xKak y HOCUTENEeW IeTepO3UroTHOM ajuienn
C (CT) takotii puck 0511 paBeH 1,5 %. CooTBETCTBYIOIIMI PUCK Y TAIIIEHTOB C HanOOJIee YaCThIM
reHotunoM (TT) cocrasnsn 0,3 % (cM. paszmen 5.2). [Ipu BO3SMOXXHOCTH F€HOTHIIHPOBAHUE Ha
npeaMeT Hannuus amenu C JI0JKHO paccMaTpUBaThCs KakK 4acTh OLEHKHU IMOJIb3bl U PHUCKA /10
Ha3Ha4YeHMs CHMBAcTaTUHA B 103€ 80 MI' y KOHKPETHBIX TAIIUEHTOB, U Y HocuTenel renotuna CC
cienyeT u3zberaTb MPUMEHEHUs! BBICOKUX 103. B TO e BpeMs, OTCyTCTBHE JAaHHOTO I'€Ha MpU
TEHOTUIIMPOBAHNHU HE MCKIIIOYAET BEPOSTHOCTU PA3BUTHUS MUOIIATHH.

Oyenka axmugHocmu Kpeamur@ocghoKuraszvi

Onenka axkTtuBHOCTHM KpeaTuHpocpokuHasel (KDOK) He pomkHa mnpoBoguThes mocie
UHTCHCUBHBIX (U3UYECKUX HArpy30K WIM IMpH HAJIMYUKU KaKOH-IMOO MpPaBIONoa00HOM
aNbTEpHATUBHONW MNpUYMHBI yBennueHUs akTUBHOCTH K@K, mnockonbky 3T0 3arpynaHseT
uHTepnpetanuio 3HaueHud. Eciu aktuBHocTh KOK Ha mcxoaHoM ypoBHE Oblia 3HAYUTENBHO
noBeimieHa (> 5 x BI'H), ona momkna OBITH OrleHEeHa uepe3 S5-7 MHEW ISl TOATBEPKICHUS
pE3yJIbTaTOB.

o nauana nevenus

[Ipy Havane Tepanmuu CHUMBACTATHUHOM WJIM YBEJIWYEHUHM €ro J103bl BCEX MAI[MEHTOB CleAyeT
MpenynpexaaTh O pUCKE MHOMATUU U O HEOOXOAMMOCTH OBICTPO cooOmiarh o 000l 6omu
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OCTOPOKHOCTh NPH HA3HAYCHUU Ipernapara NalueHTaM ¢ MpeApacroiararoluMi GpakTopaMu K
pa3BuTHIO padaomuonusa. B cnenyromux curyarnusax akTuBHOCTh KOK HeoOX01uMo O1leHUBATh
JI0 HayaJla Tepanuu C LEebI0 ONpe/iesieHus: peepeHCHBIX NCXOIHbIX 3HAYCHH:

® TIOXWJIOHN Bo3pacT (> 65 ner);

® KCHCKHM IIOJI,

e HapyleHHe (PYHKIIMH [TOYEK;

® HEKOHTPOJUPYEMBIN THIIOTUPEO3;

e HagMuMe B aHAMHE3€ IMAlMEHTa WIM B €ro CEeMEHHOM aHAaMHE3€ HAacJIeJCTBEHHBIX

MBIIICYHBIX 3a00JICBAHMUI;

® TOKCHYECKOE JICHCTBUE CTATUHOB WM (PMOPATOB HA MBILIILI B aHAMHE3E;

e 370yNOTpeOJIECHUE ATKOTOJIEM.
B Ttakux cuTyauusax cieqyer OLIEHMBAaThb COOTHOLIEHHME II0JIb3bl M pUCKA JICYEHUS, U
peKoMeHayeTcs KIMHUYecKoe HabmogeHue. Ecnu y manmeHTa paHee BO3HHKAIO NOpaKEHHE
MBI HAa ¢GoHE Tepanmuu (GuOpaTamMu WIM CTAaTHHAMM, MOXXHO HA3HA4YHWTh APYroil mpemapar
JAQHHBIX KJIACCOB TOJIBKO C OCTOPOKHOCTBHIO. IIpM 3HAYMTENIBHOM HCXOIHOM MOBBIIIEHUU
aktuBHocTH KOK (> 5 x BI'H) neuenue HaunHath He cieayer.
Bo epems neuenus
[Tpu nmosiBieHN# 001M, cTabOCTH B MBIMIIAX WIH CyIOPOT Ha (POHE Tepally CTATHHAMU CIEIYEeT
ouneHuTh akTuBHOCTH K®K. Ilpu BHIABICHMM 3HAYUTENBLHOrO MOBBIIEHHS akTHBHOCTH KOK
(>5x BI'H) B oTCyTCTBHE UHTCHCHBHBIX (DM3MYECKHX HArpy30K JICYCHHE CICAYeT MPEKPaTUTh.
[Tpy TSOKENBIX U BBI3BIBAIOIIMX €XKEIHEBHBIM JUCKOM(POPT MBIIMIEYHBIX CUMITOMAX MOXHO
pPaccMOTpEeTh BOIPOC O MPEKPALICHUH JICUEHUS JaKe MPU OTCYTCTBUH IMOBBIIIEHUSI aKTUBHOCTH
K®K < 5 x BI'H. Ilpu nogo3peHun Ha MUOTIATHIO 1O JIF000 Ipyroil npuduHe jJeueHue ciaenyer
IIPEKPATUTD.
Hmerotcst oueHb pekre cooO1ieHus: 00 MMMYHOOIIOCPEIOBAaHHON HEKPOTU3UPYIOIEH MUOTIATUI
(MOHM) Bo Bpems wiu TmOcie JiedeHUs: HeKoTopbiMU crtaTtuHamu. Kimanuecku MOHM
XapaKkTepU3yeTcs: CTOMKON MPOKCUMAaIbHON MBIIIIEUHON ¢1a00CThIO U MOBBIIIEHHOW aKTUBHOCTBIO
KpeaTuH(poc(HoKuHa3bl CHIBOPOTKH KPOBHU, KOTOpAasi COXpaHSETCs, HECMOTPs Ha IpeKpalleHHue
Tepanuu craTuHamu (cM. pasnen 4.8).
IIpn paspemieHnr CUMOTOMOB M BO3BpanieHnn akTMBHOCTH K@K k HOpMaIbHBIM 3Ha4eHUSIM
MOYKHO PacCMOTPETh BOIIPOC O BO30OHOBICHUH TE€PANUU CTATUHAMM MJIM O Ha3HAUYEHUH JIPYroro

CTaTWHA B MHUHHMAJBbHOM H03€ IIOJ TIIATeIbHBIM Ha6JIIO,Z[eHI/ICM. bonee BwIcOkas wacToTa

Crpanuna 8 u3 32



COOTBETC TEI d ET SK(

T H-Z:_Z' MY OTUETY

pa3BUTHS MUOTIATUN HAOII0aNIach y NAIlUEHTOH, Y KOTobElD_( ﬁé@%mﬁw J@Hﬁ%ﬂ’d Eo 8-b '(CM

pazmen 5.1).

Pexomenayercsa NpoBOAUTE NEPUOAUYECKYIO OLEHKY akTUBHOCTH K®PK, 1MoCKoIbKy 3TO MOXKET
OBITH TOJIE3HBIM JUIS BBIABICHUSI CYOKJIMHUYECKUX cllydyaeB Muonatuu. B To ke Bpems, HET
YBEPEHHOCTH B TOM, YTO TaKOH KOHTPOJb MPEAOTBPATUT pa3BUTHE MHONATHH. Tepamnus
CHUMBACTaTHHOM JIOJDKHA OBITH BPEMEHHO OTMEHEHA 32 HECKOJIBKO JHEH 10 OOJBIINX IIAHOBBIX
XUPYPTUYECKHUX OTepaIfii ¥ IPU PAa3BUTHH TSDKEJIBIX COCTOSHUHM, TPEOYIOIUX TEPAaeBTHYECKOTO
WM XUPYPrU4eCKOro BMEIIaTeIbCTRA.

Meponpusmus no cHUMNCeHU pUCKa MUONAMUL, BbI36AHHOU 83AUMOOeNCMBUEM NeKAPCNEEHHbIX
npenapamos (cm. pazoen 4.5)

Puck mMuonatuu u pabaoMuOIM3a 3HAYUTEILHO BO3PACTACT MPH OJHOBPEMEHHOM MPUMEHEHHU
cuMBacTaThHa ¢ MouIHbIMU HHTHOUTOpamMu CYP3A4, TakuMu Kak UTPaKOHA30J, KETOKOHA30JI,
M03aKOHA30JI, BOPUKOHA30JI, IPUTPOMUIIMH, KIAPUTPOMHIIMH, TEIUTPOMUIIUH, HHTUOUTOPHI
nporeazsl BHWY  (manpumep, HenduHaBUp), OOLENPEBHp, TeNANpeBUp, Heda300H,
JIEKapCTBEHHBIE TPEnapaThl, CoeprKallue KOOUIUCTAT, a TaKkkKe reMpUOPO3HI, IIUKIOCTIOPUH U
naHazon. [lpumeHeHHe 5STHX JIEKaPCTBEHHBIX IIPENaparoB BMECT€ C CHUMBACTaTHHOM
IPOTHBOIIOKA3aHo (cM. pas3zaen 4.3).

Puck pa3BuTus MUONIaTHH M pabIOMHOIIN3a TAKKE BO3PACTAET IIPU OJHOBPEMEHHOM ITPUMEHEHHUH
aMHOJapoOHa, aMIIOJWIIMHA, BepalmaMuia WM JUITHa3eMa C OINpPEACIICHHBIMH  J[03aMHU
cumBactaTiHa (cM. pasgensl 4.2, 4.5). Puck Muomatuu, BKIOYas pPaOIOMHOIN3, MOXKET
BO3pACTATh IPH OJTHOBPEMEHHOM NPUMEHEHHH (Y3UTI0BO KHCIIOTHI U CTATHHOB (CM. pazaen 4.5).
VY nanueHToB ¢ TOMO3UTOTHOM CEMEWHOM TUIIEPXOJIECTEPUHEMHUEN TAKOM PUCK MOKET BO3PACTaTh
NpY OJTHOBPEMEHHOM MTPUMEHEHHUH JIOMHUTAITH/IA C CHMBAaCTaTHHOM.

CnenoBarenbHo, uTo Kacaercsa nHruouropoB CYP3A4, nmpumeHeHue cUMBacTaTHHA BMeECTE C
UTPAKOHA30JI0M, KE€TOKOHA30JI0M, M03aKOHA30JI0M, BOPHUKOHA30JI0M, HHTMOUTOPAMHU MPOTEa3bl
BUY  (manpumep, HenduHaBup), OOLENPEBUPOM,  TENANPEBUPOM, SPUTPOMULIMHOM,
KJIAQPUTPOMHUIIMHOM, TEJIUTPOMHUIIMHOM, He(pa300HOM H JIEKApCTBEHHBIMH MperapaTamH,
cojieprKalie KOOUIMCTAT, IPOTHBOIOKa3aHo (cM. paszensl 4.3, 4.5). Ecnu npruMeHeHUS MOIITHBIX
unruouropos  CYP3A4 (mpemaparoB, KOTOpble YBEIMYMBAIOT IUIOINAAb IOJA KpPUBOM
«koHueHTpanus-spems» (AUC) npuOim3nuTeIbHO B 5 pa3 ¥ BbIlIe) U30€KaTh HEJIb3s, Teparus
CHMBACTaTHHOM JIOJDKHA OBITh BPEMEHHO IpEKpalieHa (M pacCMOTPEH BONPOC O Ha3HAUYCHHH
Jpyroro cTaTWHa) Ha BECh MepHo/ JeueHus. bosuee Toro, HeoOX0AMMO COOII0AaTh OCTOPOKHOCTD
npu KOMOMHHPOBAaHWM CHMBACTaTHHA C JPYTUMH MeHee MOIIHbIMU HMHruoutropamu CYP3A4:
¢iykoHa3zooM, BepamamiiIoM, amiathazemMoMm (cM. pasgenst 4.2, 4.5). Crneayer usberath
OJTHOBPEMEHHOTO MTPHEMa CUMBACTaTHHA B TPEHTIPPYTOBOTO COKA.
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4.3). B cBsi3U C TOBBIICHHBIM PHCKOM MHUOIIATUH U pabOMHUOIM3a Y HAIlMEHTOB, IMOIYyYaOIIUX
CUMBAacTaTHH BMeCTe C JpyruMu ¢(ubpatamu, 3a HCKIOYeHHEM QeHopubpara, m03a
CHMBacTaTHHA HE J0JDKHA IpeBbimarh 10 mr B cyTku (cM. pasaenst 4.2, 4.5). Cinenyer cobmoaath
OCTOPOXKHOCTh MpU HazHaueHUU ¢GeHoduOpaTa U CUMBACTATHHA, MOCKOJIbKY KaXIbIH M3 3THUX
IpernapaToB cam 1o cede MOXKET BBI3BIBATh Pa3BUTHE MUOIIATHH.

CuMBacTaTHH HEb3s Ha3HAYATh OJHOBPEMEHHO ¢ ()y3UI0BOM KHCIOTOH B JIEKAPCTBEHHOU (hopMe
JUISL CHCTEMHOTO NMPUMEHEHHsI UM MPUMEHSATh B T€UeHHe 7 JHEW Mocje OKOHYAHUS JICUeHUs
dby3unoBoii kucnoroil. Ecnu npumenenue Qpy3uaoBoii KUCIOTH HEOOX0IUMO, Tepanus CTaTHHAMU
JIOJDKHA OBITH PUOCTAHOBJICHA HA BECH MEPHOA JieueHUs (y3unoBol KucI0TOU. CyIecTBYIOT
COOOIIEHUs O cllydasix pabroMuoin3a (BKIIOYAs Clydad ¢ JETAIbHBIM MCXO0JIOM) Y TAIlMEHTOB,
HOJTyYaroIuX coyeTaHne (Qy3uI0BOI KUCIOTH U CTaTHHOB (cM. paszaen 4.5). [Tamuenty ciemnyer
PEKOMEHI0BaTh HEMEIJICHHO 00paIaThCs K Bpady B CiIydae pa3BUTUS KaKUX-IMOO CHUMIITOMOB B
Buze Oomnn, OONE3HEHHOCTH WM CIAabOCTH B MBIIIAX. Tepamusi CTaTHHAMH MOXXET OBITh
BO300HOBJICHA 4Yepe3 CeMb JMJHEH Iocie TMocieAHero mnpuéMa (y3uaoBOH KHCIOTH. B
UCKITIOYUTENbHBIX CUTYAIUSAX TPU HEOOXOJUMOCTH JITUTENIbHON CUCTEMHOM Tepanuu ¢y3ua0Boi
KHUCIIOTOM, Hampumep, 0Opu THKENBIX MHQEKIUAX, 11eI1eco00pa3sHOCTh OAHOBPEMEHHOIO
NPUMEHEHHS CHMBACTaTHHA U (y3HI0OBOM KHCIOTHI JOJDKHA OIIEHUBATHCS B KAXKIOM KOHKPETHOM
cJIydae ¥ IOJ TINATeIbHBIM MEANIIMHCKUM HabmroneHneM. Crieyer n3derarb KOMOMHUPOBAHHOTO
MPUMEHEHUS CHUMBAacTaTHHA B J103aX, MpeBbImaonmx 20 Mr B CyTKH, BMECTE C aMHOJapOHOM,
aMJIOJIMIIMHOM, BepanaMuiIoM WM JAWITHAa3eMOM. Y TMalMeHTOB C TOMO3UTOTHON ceMeitHOM
THIIEPXOJIECTEPHHEMHUEH cienyeT n30eratb KOMOMHHPOBAHHOTO MPUMEHEHHUS! CHMBACTaTHHA B
J103ax, MpeBbImanmx 40 Mr B CyTKH, BMeCTe ¢ JoMuTanuaoM (cM. pasaenst 4.2, 4.3, 4.5).

Y nanMeHTOB, KOTOpble MNPUHUMAIOT JApYyrue JeKapCTBEHHbIE Ipenaparbl, o0Jajaroime
yMepeHHbIM HHruOupytomum aericteueM Ha CYP3A4, BMecTe ¢ cMMBacTaTUHOM, Ha3HAYEHHBIM
B BBICOKMX [103aX, MOXET IMOBBIIIATHCS PUCK pPa3BUTHA Muomatuu. [lpu omHOBpeMEeHHOM
NPUMEHEHUH CHMBAacTaTMHa ¢ yMmepeHHbiMM uHruouropamu CYP3A4 (mpenaparamu,
yBenuuuBarommMu AUC npubnu3utensHo B 2-5 pa3) MOKeT NOTpeOOBATHCS KOPPEKIHS 03kl
cuMBacTaTHHa. J{1s1 HeKOTOpbIX yMmepeHHbIX MHruouropos CYP3A4, nanpumep, nuituazema,
MaKcHMallbHasi PEKOMEHIyeMas J103a CUMBacTaTuHa paBHa 20 mr (cM. pasaen 4.2).

CumBacTaTuH sBisieTcs cyocTparoM 3(QIIFOKCHOTO TpaHCmopTepa Oenka YCTOMYMBOCTH paka
MonouHoil >kene3nl (Breast Cancer Resistant Protein, BCRP). OgHoBpeMeHHOE TpHMEHEHUE
npenapaToB, KOTopble sBisitoTcs nHruoutopamu BCRP (Takux kak, 310acBUp U Tpa3onpeBup),
MOYKET MPUBECTH K MOBBIIICHNIO KOHIICHTPAIIMN CHMBACTaTHHA B TUTa3Me KPOBHU M K MTOBBIIICHUIO
pucka wmuomnatuu. CregoBarenabHO, CIEAYeT PacCMOTPETh BOMPOC O KOPPEKIHMH J03bI
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U Tpa3olpeBHpa C CUMBACTATUHOM HE HM3YYEHO; Y MALMEHTOB, KOTOPble OJHOBPEMEHHO
NMOJIy4al0T MNpenaparbl, cojep:Kamye 3J10acBHP U TIpa3omnpeBHpP, M CUMBACTATHH, 1032
CHMBACTATHHA He J0JIKHA NMpeBblmaTh 20 Mr B cyTKH (cM. paszzaen 4.5).

Penxue caydan wmuonatuu/pabaomMuonuza ObUIM  acCOLMHPOBAHBl C  OJAHOBPEMEHHBIM
npumeHenueM uHruoutopoB I'MI-KoA-penykrazsl ¥ aunuacHuxaomuMu ao3amu (> 1 r B
CYTKH ) HUAIMHA (HUKOTUHOBOU KUCJIOTHI ), KQXKIBI U3 TPENapaToB caM 10 ce0e MOXKET BHI3bIBATH
MUOTATHUIO.

B knuHMueckom uccienoBanuu (Menuana nepuoja HabmoaeHus 3,9 rojga) ¢ yyacTueM MalueHToB
C BBICOKUM PHCKOM CEpPJICYHO-COCYAUCTHIX 3a00JCBaHUI C XOPOIIUM KOHTPOJEM YpPOBHS
XC JIITHIT na ¢one Tepanuu cumBactaTUHOM 40 MI' B CYTKH B KOMOMHAIIUU C 33eTUMUOOM 10 mr
win 0e3 TakoBOro HE ObUIO BBISBICHO IOMOJMHHUTENBHOW MOJb3bI B OTHOIIEHHU CEPACYHO-
COCYAMCTBIX HCXOJIOB IPH A00aBICHUN HUALMHA (HUKOTMHOBOM KHUCIOTHI) B JIMITHICHUKAIOIINUX
no3ax (> 1 r/cyr).

CrnenoBaTenbHO, BpayH, pacCMaTPUBAIOIINE BOIPOC O HA3HAYEHWH KOMOWHUPOBAHHOW Tepanuu
CUMBACTaTHHOM C JIMIUACHIKAIOIIMME Ao03aMu (> 1 r/cyT) HuanuHa (HUKOTUHOBOM KHUCIIOTHI)
WIHM TpernaparaMmu, COAepKallluMU HHUAIMH, JOJDKHBI TIIATEIbHO B3BELIUBATH MOTEHIIHMAIBHYIO
MOJIb3y U PUCKH U MPOBOJUTH THIATEIIBHOE HAOJIOJCHHUE 3a MAallMEHTAMU Ha MPEIMET JTHOOBIX
MPU3HAKOB U CHMIITOMOB B BHUE 00JIM, OOJIE3HEHHOCTH WM CJIA0OCTH B MBIIIIAX, OCOOCHHO B
MIepBBIC MECSIIBI TEPANUU U TIPU YBEIUYSHHUH JTO3BI JTFOOOT0 U3 MPEnapaToB.

Kpome Toro, B 1TaHHOM HCCII€IOBAaHUU YacTOTa MHOMATUHU MpUOIM3uTensHo coctaBmia 0,24 % y
naruenToB u3 Kutas, monydaromux cumBactatu 40 Mr win 33etumud/cumBactatud 10 mr/40 mr,
B cpaBHeHUH ¢ 1,24 % y narnuentoB u3 Kuras, koTopsle npuHUManu cumBacTaTud 40 Mr uiau
a3etumubd/cumBactati  10mMr/40 Mr BMecTe ¢ HUKOTHHOBOW KHCIOTOM/ITapomUIpaHTOM
moudunupoBanroro BeicBoOOXkAeHHUsT 2000 Mr/40 mr. XoTs €IMHCTBEHHOH MOHTOJIOUIHON
MOMYJISIUEH, OLIEHUBAEMON B 3TOM KIMHHUYECKOM HCCJICAOBAHWH, OBLTH KUTAMWIIBI, YIUTHIBAsS
0oJiee BBICOKYIO YacTOTy MHUOMNATHU y TalMeHTOB u3 Kutas B CpaBHEHHU C MallMEHTaMH HE
KUTANCKOTO TMPOUCXOKIEHUS, OJHOBPEMEHHOE TPUMEHEHHE CHMBACTaTMHA C HUALUHOM
(HUKOTHHOBOW KHUCTIOTOM) B JIMMUICHMKAIOIMIUX 103aX (> 1 r/cyT) y ManueHTOB MOHTOJIOMIHON
pacel He pekoMeHyeTcs (cM. pasznen 4.5). AITMIUMOKC CTPYKTYPHO CBSI3aH C HUAITUHOM. XOTS
AIUIIAMOKC HE HM3YyYaJiCid, PUCK TOKCHYECKHUX J(P(HEKTOB B OTHOIICHUHM MBI MOXXET OBITh
AQHAJIOTMYEH TAKOBOMY IPY MPUMEHEHUU HUAIMHA.

Jlanmomuyun

[Ipu oaHOoBpemeHHOM mpuMeHeHun HUHrHOuTOpoB I'MI'-KoA-pemykTa3bl OJHOBpPEMEHHO C
JANTOMUIIMHOM OBUTA TOJTY4YEHBbI COOOIICHUS O Pa3BUTHH MHUOMATHU W/WIA PabJOMHOIIU3A.
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OJTHOBPEMEHHO C IalITOMHUIIMHOM, T.K. JIFO0OOM U3 3TUX areHTOB MPU MPUMEHEHHUH 10 OTIeTHHOCTH
MOJKET BBI3BIBATH MUOMATHIO W/WiH pabaomuonu3. CieayeT paccCMOTPETh BOIIPOC O BPEMEHHOM
NPUOCTAHOBKE TPUMEHEHUS CHMBACTAaTHHA y IAlIMEHTOB, NMPUHUMAIOIIUX JANTOMHIUH (CM.
paszzaen 4.5).

Baugnue Ha neyeHn

B kIuMHMYECKMX HUCCIENIOBAaHMAX Yy HEOONBIIOTO YHUCIA B3POCHBIX MAIMEHTOB, MOJTYYaIOLINX
CUMBACTaTHH, OTMEYAJIOCh CTOMKOE MOBBIIICHNE aKTUBHOCTH TPAHCAMMHA3 B CBIBOPOTKE KPOBU
(mo > 3 x BI'H). Ilpu oTMeHe nii BpeMEHHOM IPEKpaIICHUH TePAaIMi CUMBACTAaTHHOM Yy ATHUX
NAllMeHTOB  aKTMBHOCTh TpaHCAMHHA3 OOBIYHO MENJICHHO CHIKAJAach JO  YPOBHA,
Ha0JII0IaBLIETOCs /10 Havasia JEYEeHHUs.

PexomeHyeTcst MpOBOANTE OLEHKY (DYHKIMM [IEYEHH 10 Hayasia JICYEHUs, a 3aTeM NPU HAJTMUUU
KJIMHUYECKHUX MOKa3aHUH. Y MalueHTOB, y KOTOPBIX 103a Obuia yBenuueHa 10 80 mr, GpyHKIuo
NEYEHU HEeO0OXOIUMO JOTOJIHUTEIBHO OLIEHMBATh IE€pe] IMOBBIILIEHUEM J103bl, yepe3 3 Mecsdla
1ocjie Hero M NMepuoJUYecKH B JajbHeieM (Hampumep, | pa3 B oirosia) B TEUEHUE IEPBOTO
roga jeudeHus. Oco0oe BHUMaHME ClEAyeT YAENATh I[AaLUEHTaM, Y KOTOPbIX BO3HHKAeT
HOBBIIIIEHNE AKTUBHOCTH TPAHCAMHMHA3 B CBIBOPOTKE KPOBH. Y TaKUX MALMEHTOB OLIEHKY (QYHKLIUU
NIEYECHU ClIeyeT OBICTPO NOBTOPUTh U B JajIbHEHIIEM BBINOJIHATH yamie. Eciu akTHBHOCTH
TpaHCAMHHA3 CBUJIETEJILCTBYIOT O IIPOIPECCUPOBAHUU COCTOSIHMSI, OCOOEHHO €Cld OHa
nosbimaercs 10 3 x BI'H u cToiiko coxpaHsioTcs, CHMBAacTaTuH ciieayeT oTMeHUTb. OOparure
BHUMaHMe, 4yTo akTUBHOCTh AJIT MokeT ObITh 00yClIOB/IEHA MOPAKEHUEM MBILIEYHONW TKaHH,
nodToMy pocT akTUBHOCTH AJIT B coderannu c moBwimieHHeM akTUBHOCTH KOK moxer
yKa3bIBaTh Ha MUONATHIO (cM. ojpaszaen «Muonatus/PabioMuonnsy).

CyIecTBYIOT HEMHOTOYHMCIIEHHbIE MOCTPETUCTPAlMOHHBIE COOOLIeHHs O QaTadbHOU H
HedaTaabHON NEUeHOYHON HEI0CTaTOYHOCTH Y MAallMEHTOB, IPUHUMABIINX CTaTHHBI, B TOM YUCIIE
cuMmBacTaTvH. Eciiu nipy leyeHn cHMBAacTaTUHOM Pa3BUBAETCS CEPbE3HOE MOPaKEHUE TEUEHH,
COMpPOBOXKAAIOIIEECSd KJIMHUYECKUMH CHUMITOMaMU W/MIU TUNEpOUTUPYOMHEMHEW WU
KENTYX0H, HeOOXOJUMO cpa3y ke MpeKpaTuTh Tepanuio. Eciiu He ycTaHOBIIeHa Ipyras NpUYMHa
NOpa)KeHUsI IEYEeHH, Tepanus CUMBACTaTUHOM HE J0JKHA BO30OHOBIISATHCS.

VY nanuMeHToB, KOTOpble MOTPEOIIAIOT 3HAYUTENbHOE KOJIMUYECTBO AJKOTrOJis, Mpenapar cleayeT
UCIIONIb30BAaTh C OCTOPOXHOCThIO. Kak M mnpu NpUMEHEHWH JAPYTruX JUIHACHUKAIOIINX
IpenapaToB, IMPH Tepanud CHMBACTaTUHOM ONHMCaHbl ciydan ymepeHHoro (< 3 x BI'H)
MOBBILIEHHS] aKTUBHOCTH TPAHCAMUHA3 B CHIBOPOTKE KPOBHU. JTH U3MEHEHHUS BO3HUKAIN BCKOPE
rocjie Hayaja Tepaluyd CUMBACTaTHMHOM, 4acTO ObUIM MPEXOISIIMMU, HE COMPOBOKIAINCH
HUKAKHUMH CUMIITOMaMH U He TpeOOoBallu IPEePhIBAHUS JICUECHUS.

Crpannna 12 u3 32



COOTBETCTBYET 3K

—_

CMEPTHOMY OTYETY
2023 Ne 14186
Caxapupiii jmaGer (NOCMNELOBATENEHOCTL 0002)

HekoTopsie 1aHHbIE CBUIETETBCTBYIOT O TOM, YTO CTATUHBI KaK KJIACC TTOBBIIIAIOT KOHIIEHTPAITUIO
TJIFOKO3bI B KPOBH, & Y HEKOTOPBIX MAIIMEHTOB C BEICOKMM PUCKOM Pa3BUTHS CaXapHOTO JAuadeTa
CTaTHHBI MOTYT MPHBOJUTh K PAa3BUTHIO TAKOTO YPOBHS THICPIIIMKEMHH, IPH KOTOPOM
(hopMabHO JIOJDKHBI OBITh HA3HAYCHBI CaXapOCHIDKAIOIIUE MTpernapaThl. B To ke BpeMsi, 3TOT PUCK
MIEPEBEIINBACTCS CHIDKEHUEM COCYIMCTOTO PUCKA MPU MPUMEHEHUU CTATUHOB U, CIIEJI0BATEILHO,
HE JIOJDKEH OBITh MPUYMHON MpeKpaimieHus Tepanuu. [lalueHTsl ¢ pUCKOM Pa3BUTHS CaXapHOTO
nuabeTta (KOHIGHTpaIUsl TJIFOKO3bl HaTomak ot 5,6 mo 6,9 mmonws/n, UMT > 30 Kr/M2,
MTOBBIIIEHHBINA YPOBEHb  TPUIIALIECPHJIOB, apTepualibHast TUIICPTCH3MS) JIOTKHBI
KOHTPOJIMPOBATHCS KaK KIIMHUYECKH, TaK U OMOXUMHYECKH B COOTBETCTBUU C HAIIMOHATHHBIMU
PEKOMEHIAIISIMHU.

HHTepcTualbHbIC 3a00JIEBAHUS JIETKHX

Ornucansl ciiy4au pa3BUTHUS UHTEPCTULIMATBHON OOJE3HU JIETKUX MPU MPUMEHEHUU HEKOTOPBIX
CTaTHHOB, BKJIIOYas CHMBACTaTHH, OCOOCHHO MpH JUIMTEIbHON Tepamuu (cMm. pazgen 4.8).
[Tpu3HakaMy HHTEPCTUIMATIBHON OOJIE3HU JIETKUX SBIISFOTCS OJIBIIIKA, HEPOXYKTHBHBIHN Kalllellb
U yXyALIeHUE 00IIer0 COCTOSHUS 310POBbsI (c1ab0CTh, CHIYKEHHE MACChI Tela U uxopaaka). [Ipu
MOJI03PEHHUH HA Pa3BUTHE UHTEPCTUIIMAIBHOTO 3a00IeBaHMsI JIETKUX Tepanusi CTaTUHAMU J0JKHA
OBITH OTMEHEHA.

eTu
Ilpumenenue y demeti u noopocmxog 6 sospacme 10-17 nem
bezonacHocTe M 3P QPEKTUBHOCTh CHUMBAcTaTHHA Y MOAPOCTKOB B Bo3pacte 10-17 ner c
TFeTEPO3UTOTHOM CEMEWHOW THUIIEpXOJECTEPUHEMHUEN OLEHHUBAIACh B  KOHTPOJIUPYEMOM
KJIMHAYECKOM HCCIIEIOBAaHUH C y4acCTHEM MallbYMKOB-TIOJIPOCTKOB cO craguer pasButus |l u
BhILIE 10 Kiaccuukanuu TanHepa U 1eBOYEK, Y KOTOPBIX MPOILIO HE MEHEe OJHOT0 rojia 1mocie
HACTYIUICHUsI MEHapxe. Y MalUeHTOB, MOJYYaBIINX CHMBACTATUH, MPO(UIL HEKENaTeIbHbIX
SIBIICHUI B T€JIOM OBUT CXO/IHBIM C TAKOBBIM Y MAI[EHTOB, MOJYYaBIINX III1aeoo.
Jlo3b1 cBbime 40 Mr B JAaHHOH MOMYJSsINMM NMALHEHTOB MCCJIEA0BaHbI He ObLIHM. B sTOM
OTrPaHUYEHHOM KOHTPOJMPYEMOM MCCIIEJOBAHUU HE OBLIO BBISBICHO MOJATBEPXKICHUS BIUSHUS
npernaparta Ha poCcT WJIM MOJIOBOE CO3PEBAHUE JIEBOYEK U MaJIbYMKOB MOJPOCTKOBOTO BO3pacTa,
WM BJIMSTHUSL Ha TIPOJIOJDKUATENIEHOCT MEHCTPYAJIBHOTO IIUKJIA Y IEBOUYEK TaKKe HE O0OHAPYKEHO
(cm. pazmensr 4.2, 4.8, 5.1). JleBymKaM-TIOAPOCTKAM CJEAYyeT OOBICHATH HEOOXOIUMOCTH
PUMEHEHHS COOTBETCTBYIOIINX METO/I0B KOHTPAIICTILIMU BO BPEMs TEPAITUU CUMBACTATHHOM (CM.
paznenst 4.3, 4.6). Y nanuenToB B Bo3pacte < 18 net 3 hekTHBHOCTh 1 6€301acHOCTh MpernapaTa
P TPOAOIDKUTEIBFHOCTH JieueHUs > 48 Hemenb HEW3BECTHA, IOJTrocpouyHble 3(PQeKTs B
OTHOWIEHNH (DU3MYECKOTO, HMHTEIUICKTYaIbHOTO M IIOJIOBOTO CO3PEBaHHMS HE W3YUYCHBHI.
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I/ICCJ'IG,I[OBaHI/IH M0 NpUMCHCHHUIO CUMBACTATHHA

permyoepTaTHOrO BO3pacTa U AEBOUYEK B IPEMEHAPXE HE TIPOBOAUIHCH.

BcnomMorarennHble BEIECTBA

HpenapaT COACPXKUT JIAKTO3BI MOHOTHApAT. HaI_II/IeHTI)I C PCAKHMMH HACICACTBECHHBIMU
3a00JIeBaHUSIMU HEINIEPCHOCHUMOCTHU I'aJIaKTO3hI, ,I[e(bI/IHI/ITOM JIAKTa3bl MIIH TIIFOKO3HO-TaJIaKTO3HOM

MasibabcopOIel He TOIDKHBI TPUHUMATh JaHHBIHA Mpernapar.

4.5. B3amMmopeiicTBMe ¢ [PYrHMH JIEKAPCTBEHHBIMHM MpenapataMu H JApyrue BH/IbI
B3aNMOJAEeHCTBUSA

MHOro4nciIeHHble MEXaHHU3Mbl MOTYT CHOCOOCTBOBATH MOTEHIMAIBHOMY B3aHMMOACHUCTBHIO C
unruoutopamu I'MI'-KoA-penykrassl. JlekapcTBEeHHbIE CpEACTBA UM IPOAYKTHI pACTUTEIILHOTO
MPOUCXOXKACHUSA, WHTHOUPYIOUIUE oOIpeneieHHble (epMeHThl MeTabonu3ma  (Hampumep,
CYP3A4) w/umu tpancnoprepsl (Hanpumep, OATP1B), moryr yBennyuBaTh KOHIIEHTPAIMIO
CHUMBACTaTHHA U THIPOKCUKUCIIOTH CHMBACTaTHHA B TUIa3Me KPOBU U IPUBOJIUTH K MOBBIIICHUIO
pHUCKa pa3BUTHS MUOTIATHH/PabIOMUOIIN3A.

Jisi BceX MNPUMEHSIIOUIMXCH OJHOBPEMEHHO JIEKAPCTBEHHBIX CPEACTB He00X0AUMO
o0paTuTbCl K MHCTPYKUMM 1O MEIUIUHCKOMY TMPHMEHEHHMI0 [UI MOJIyYeHHs
JAOMOJHUTEIbHOI  uHpopMauuun 00 MX MNOTEHUHAJBHBIX B3aHMOJEHCTBHAX C
CHMBACTATHHOM, W/MJIM BO3MO:KHOM BJIMSIHUHM HAa (pepMeHTHbI WJIH TPAHCHOPTEPbI, AJs
BO3MOKHOIH KOPPEeKLIMH /103 UJIH Pe:KUMa 103MPOBAHMSI.

HccnenoBanust B3aMMOAEHCTBHSI TPOBOAMIM TOJIBKO C YYaCTHEM B3POCIBIX MMALUEHTOB.

dapmMakoarHAMHYECKOE B3aUMOAEHCTBUE

Bzaumooeiicmeus ¢ eunoiunudemMudeckumMu Npenapamamiu, Komopvie MO2ym Nnpueooumv K
B03HUKHOBEHUIO MUONAMUU NPU UX PA3OETbHOM NPUMEHEHUU

Puck BO3HMKHOBEHHUS MHUOIATHM, BKJItOYas pabIOMHOJIN3, MOBBIMAETCS MPH OJHOBPEMEHHOM
npuMeHeHuu ¢ pubdparamu. Kpome Toro, cyiiecTByer (hapMakOKMHETHUYECKOE B3aUMOJIEHCTBHUE C
reMmpuoOpo3UIOM, KOTOPOE IPUBOJUT K MOBBIIICHNUIO YPOBHSI CUMBAacCTaTHHA B IJIa3Me KPOBH (CM.

noapaznen «®DapmakokMHeTHYECKHE B3amMmojeiicTBus» U pasmenst 4.3, 4.4). Tlpu

OJTHOBPEMEHHOM MPUMEHEHHH CUMBAcTaTUHA U (peHo(puOpaTa HET HUKAKUX JI0Ka3aTeIbCTB TOTO,
YTO PHUCK BO3HMKHOBEHMS MHONATHH TIPEBHIIIAET CYMMY WHIUBUIYaJIbHBIX PHCKOB THpHU
NPUMEHEHUN KaXJ0ro Ipemnapara OTAenbHO. HeT mocTtarouHbIX AaHHBIX (apMakoHaa3opa u
(apMaKOKUHETHKHA OTHOCUTEIBHO Apyrux ¢uoparos. MHoraa ciyyan MuonaTuu/padaoMuosimn3a
ObUIM aCCOLMMPOBAHBI C OJHOBPEMEHHBIM INPUEMOM CHMBACTaTHMHA W HHUAlMHA B JIMIUA-

MouduIEpyronmx go03ax (> 1 r/cyrku) (cM. pasaen 4.4).
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
o1 26.07.2023 N= 14186

(NOCNEQCBATENEHOCTE 0002)

PexomeHnnanuu mo B3aMMOJCHCTBHIO NpENapaToB NpUBEIACHbI B Tabiuue (Oonee moapoOHas

uH(pOpMaIUs IpeCTaBICHa B TEKCTE; CM. Takoke pasnensl 4.2, 4.3 u 4.4).

B3aumoneiicTBHe ¢ APYrMMH JIEKAPCTBEHHBIMH CPeICTBAMH, KOTOPOE aACCONMHPOBAHO C

MOBBIINICHHBIM PUCKOM Pa3BUTUSA MHOHHTHH/pﬁG}IOMHOJIH:{ﬂ

IIpenaparsl B3anMojeiicTBus CooTBeTCTBYIOLIHE PEKOMEeHAANI

Momunsie nuarudutopsl uzopepmenta CYP3A4: IIpornBONOKAa3aHbl NPH NPUMEHEHUU

-UTPaKOHA30I1, CHUMBACTaTHHA

-KE€TOKOHA3011,

-[103aKOHA3011,

-BOPUKOHA30J1,

-3PUTPOMHUIINH,

-KJIApUTPOMHUIIUH,

-TeITUTPOMHUIIHH,

-MHTHOUTOPBI BUY-nporeassr (Hanpumep,

Hen(UHABUD),

-Oorernpesup,

-TeJarpeBup,

-Heda30/10H,

-KOOMIIHCTAT,

-IIUKJIOCTIOPHH,

-J1aHa3o1,

-reMmpuoOpo3un

apyrue ¢bubdpatsl (3a UCKJIIIOYCHHEM | He  cieayer  mpeBpimath 10 wr

(dhenopudparta) CUMBACTaTUHA B CYTKH

Gby3umoBas KHciIoTa HE  PpEKOMEHJOBaHO  IpPHMEHEHHE C
CUMBACTaTHHOM

HUALUH (HUKOTHHOBas KKca0Ta) (> 1 r/cyTKn) HE PpEKOMEHJOBAHO  NPHUMEHEHHE C
CHMBACTaTHHOM TIIallAEHTaM a3MaTCKOTO
TIPOUCXOXKIACHUS

aMHUOJIapoH HE cleayeT mpeBblmath g03y 20 wMr

aMJTOTUTTHH CUMBACTaTHHA B CYTKH

BeparammI

TUIITHA3EM
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a516acBHUp

Ipa3onpeBup

JIOMHUTAIIU JUIA HAlUEHTOB ¢ TOMO3UTOTHONM CEMENMHON
TUTIEPXO0JIECTEPUHEMHECH HE ciemyer
IpeBbIIaTh  CyTOYHYO 103y 40 wmr

CHUMBaCTaTHHa

JalITOMUIINH 110 BO3MOXXHOCTH y IMaIMCHTOB,
IoJIydaromux TEparurw AJallTOMUIIMHOM,
CJICayCT BPCMCHHO IMPHUOCTAHOBUTDH
IPHUMCHCHUC CHUMBaCTaTHHa, 3a
HUCKIIIOYCHHUEM CIIYy4YacB, KOorga oxxXuaacmas
I10J1b3a Takou TCpaliuu IIPCBLIIIACT

BO3MOXHBIN pUCK (cM. paszzen 4.4).

rpernpyToOBBIA COK Py MPUMEHCHUH CHUMBACTaTHHA CJICIYeT
n3beratb moTpedIeHNEe TperndpyToBOro

COKa

Brusnue Opyeux JNEeKApCmMeEEHHbLX cpedcme HA cumeacmamuH.

Bzaumooeucmesue ¢ uncubumopamu CYP3A4

CumBacTatuH sBisiercst cyocTpaTtoM muroxpoma P450 3A4. MoriHble HHTHOUTOPHI TUTOXpOMa
P450 3A4 mnoBpIIIAIOT PHUCK BO3HUKHOBEHUS MHOMATHU M PabJAOMHOIN3a TOCPEICTBOM
YBEJIMYEHUS] KOHLEHTpalMu nHrubupytrouiei aktuBHoctd ' MI'-KoA-penykTasbl B 11a3me KpoBH
BO BpeMs JieueHUs cuUMBacTaTUHOM. K TakuM MHrHOMTOpaM OTHOCSTCS HTPaKOHA30l,
KETOKOHA30JI, I03aKOHA30JI, BOPUKOHA30JI, SPUTPOMUIIMH, KIAPUTPOMMILHH, TEIUTPOMHUIIUH,
unruoutopsl BUY-npoteassl (Hanpumep, HespuHABUD), OOIIEIPEBUD, TETATPEBUP U HEPA30I0H.
OnHOBpeMEHHOE MPUMEHEHNE UTPAaKOHAa30J1a MPUBOAUT Oosiee yeM K 10-KpaTHOMY MOBBIILIEHUIO
HKCHO3ULUU CHMBACTAaTUHOBOM KHUCIOTHI (aKTHBHBI MeTaboJUT OeTa-ruIPOKCUKUCIOTHI).
TenuTpoMuLuH NpUBOAUT K | 1-KpaTHOMY NOBBIIIEHHUIO SKCIIO3ULIUN CHMBACTaTUHOBON KUCIIOTHI.
[IpoTuBOomOKa3aHbl KOMOMHAIlMM C UTPAaKOHA30J0M, KETAaKOHA30JI0M, I103aKOHA30JI0M,
BOpUKOHa30J0M, uHrHOuTOopamu BUY-npoTeass! (Hampumep, HeIPpUHABUPOM), OOLETIPEBUPOM,
TEJIAIPEBUPOM, SPUTPOMHUIIMHOM, KIAPUTPOMUIIMHOM, TEIUTPOMULIMHOM U He(]a3ogoHOM, a
TaKke ¢ reM(puOpO3UIOM, IMKIOCIOPUHOM M JaHa3oiloM (cM. pazznen 4.3). Ecnu tepamnmio
momHeiME  mHTHOMTOpamMn  CYP3A4  (mpenmapatamu, Kotopble yBenmmumBaror AUC
NpUOIU3UTENBHO B 5 pa3 uiu 00JbIle) HEBO3MOXKHO OTMEHUTD, CJIEAYET IPUOCTAHOBUTH TEPAITHIO

CUMBACTaTHHOM Ha BpeMs MpHeMa JaHHbIX mpernapaToB. C OCTOPOKHOCTHIO CIeNyeT Ha3HAYaTh
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1Y OTUETY

(IryKOHa30JI0M, BEparaMUIIOM WK TUITHAa3eMOM (cM. pasnenst 4.2, 4.4).

DnyKonaszon

Penko coobmianoce 0 pa3BuTuu pabJOMUONIN3a, CBI3aHHOTO C OJTHOBPEMEHHBIM MPUMEHEHUEM
cuMMBacTaTHHa U (yKoHasoua (cM. paszen 4.4).

LHuxnocnopun

Purick BO3HMKHOBEHHS] MUOTIATHH/PabIOMUOJIN3a MIOBBILIAETCS IPH OJTHOBPEMEHHOM ITPHUMEHEHUH
[UKJIOCTIOPUHA C CHMBACTaTUHOM, MO3TOMY NMPUMEHEHHE C IUKIOCHOPUHOM MPOTHBOIIOKA3aHO
(cm. pasnensl 4.3, 4.4). HecmoTpst Ha TO, YTO J@aHHBIH MEXaHHM3M JIO KOHIIA HE WM3Yy4eH, ObLIO
MPOJEMOHCTPUPOBaHO, 4TO mukiocnopud yBenmumuuBaeT AUC wunruburopo ['MI-KoA-
penykrasbl. YBenunuenne AUC i cuMBacTaTUHA IPOUCXOUT, B IEPBYIO OUEPE]Ib, YACTUYHO T10
npuunHe nHruoupoanus CYP3A4.

Jlanazon

Puck pasButus Muonaruu M pabaOMHOJIM3A TMOBBIILIAETCS MPU OJHOBPEMEHHOM IPUMEHEHUU
JlaHa30J1a C CAMBAacCTaTMHOM, [103TOMY IIPUMEHEHHUE C JaHa30J10M IIPOTUBOIIOKA3aHO (CM. pa3ieibl
4.3,4.4).

T'emepubposun

I'em¢pubpo3mn yBennunaer AUC cMMBacTaTMHOBOW KHCIOTHI B 1,9 pas3a, BO3MOXXHO, 32 CYET
uHTHOMpoBanus Tmokyporm3anuu uw/umu OATP1IB1 (cm. pasnens 4.3, 4.4). OgHOBpeMeHHOE
pUMEHeHHe ¢ reM(puOpPO3UIOM MTPOTUBONOKA3AHO.

@y3udosas Kucioma

Puck Muonaruu, BkiIrodas pab0MUOIIN3, MOXKET MOBBIIIATHCS IPU OJJTHOBPEMEHHOM IPUMEHEHUHU
CUCTEMHOM (y3H10BOM KUCIOTHI M CTaTUHOB. OJTHOBpEMEHHBIN IPUEM ITOW KOMOMHALIMHA MOKET
IPUBECTH K MOBBIIIEHUIO KOHIIEHTPALMU 000MX IPEnaparoB B IUIa3Me KPOBH. MeXaHHU3M 3TOro
B3auMojieiicTBua (papmMakoguHAMUKa MM (papMakOKMHETHKa, WM 00a MexaHHM3Ma) IOoKa
HeusBecTeH. Cood1anocs o padbaoMuonuse (BKIItoYas JeTalbHbIe Cllydan) y MallueHTOB, KOTOphIE
NPUHUMAIU JlaHHyl0 KomOuHauuio. Ecnum npumeHneHue ¢y3uaoBOMl KHUCIOTBHI  SBISETCS
HEOOXO/IMMBIM, JIEYEHHE CUMBACTATHHOM CIIEAYyeT NMPEKPaTUTh Ha MPOTSHKEHUH BCETO MepHoja
JedeHus Gy3uI0BON KUCIOTOMH (cM. paszaen 4.4).

Amuooapon

Puck pa3BuTHs Muomatuu U pabIOMHOSN3a MOBBIIIAETCS MPH OJHOBPEMEHHOM IMPHUMEHEHUU
aMHOJIapOHa C CUMBACTaTUHOM (cM. pasnen 4.4).

B xiMHHMYecKOM HcciieoBaHUM MUONATHs HaOmoanacs y 6 % manueHToB, noixydaBmmx 80 mr

CHMBacTaThHa M amuojapona. [loatomy no3a cumBactaTMHa He JOJDKHA mpeBbimarh 20 Mr B
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CYTKH JUIsl TTallUEHTOB, KOTOpPbIE MPUHUMAIOT HTOT npéEL{ﬁaﬂEﬂiééb%L%&kd"& 'alJI_ﬁb'ﬁab'c;ﬁOM.

broxamopwvl kanvyuegvix kananos

Bepanamun

Puck BO3HMKHOBEHHMS MHONATUU U pabJOMMONM3a MOBBIIIAETCS MPU OJHOBPEMEHHOM
MPUMEHEHUN Bepamammwia u cumBactatiHa B go3e 40 mr mimu 80 mr (cMm. pasmen 4.4). B
(apMaKOKMHETHUYECKOM HCCIEIOBAaHUM OJHOBPEMEHHBI TIpUEM Bepamamuia TpUBEI K
YBEJIMYEHUI0O B 2,3 pa3a CHUMBACTaTUHOBOM KHCIIOTBI, BO3MOYKHO, 4YaCTMYHO 3@ CYET
unruoupoBannsi CYP3A4. [TosTomy n0o3a cuMBacTaTiHa He JODKHA MpeBbIath 20 M B CYTKH
JUISl TAUMEHTOB, OJHOBPEMEHHO MPUHUMAKOIIUX BepariaMuil.

[unmuaszem

Puck BO3HUKHOBEHHS MHONATHM W PAaOJAOMHONM3a TOBBIIIAETCS TPU OJHOBPEMEHHOM
NpUMEHEHUH JWiTHa3eMa ¢ cuMBacTaTiHOM B g03¢ 80 wmr (cm. pazgen 4.4). B
(bapMaKOKMHETHYECKOM HCCIIEIOBAaHUH OJIHOBPEMEHHOE MPUMEHEHUE NUITHA3eMa IPUBOIUIO K
YBEIMYCHHUIO YPOBHSI CHMBACTATHHOBON KUCIIOTHI B 2,7 pa3a, BO3MOXKHO, 32 CYET HHTHOMPOBAHHS
CYP3A4. TlosTomMy 11032 CMMBAacTaTHHA HE JTOJDKHA MpeBbIIaTh 20 MI' B CYTKH y MAllMEHTOB,
OJIHOBPEMEHHO IPUHUMAIOILIUX JAUIITHA3EM.

Amnoounun

[ToBBIIEHHBIH PUCK BO3HUKHOBEHMS MHONATHHM HAOJIONAETCS y MAlUMEHTOB, MPUHUMAIOIINX
OTHOBPEMEHHO aMJIOJIMIIUH W CHMBAcTatuH. B  (apMakOKWHETHYECKOM HCCIEIOBAHUU
OJIHOBPEMEHHBIN ITPUEM aMIIOJUIIMHA MIPUBEN K YBEJIIMYEHUIO CUMBACTaTUHOBOM KUCIOTHI B 1,6
paza. IlosTromy no3a cumBacTaTMHA HE JIOJDKHA IpeBblmiarh 20 MI' B CYTKM Yy MAIMEHTOB,
OJIHOBPEMEHHO MPUHUMAIOUINX aMJIOAUIIHH.

Jlomumanuo

Puck muonatum u pabnoMHONIM3a MOXET MOBBILATHCS MPU OJHOBPEMEHHOM MPUMEHEHUU
JOMHUTANUAa C CUMBAcTaTMHOM (cM. paszzaensl 4.3, 4.4). CnemoBaTenbHO, y MAlMEHTOB C
TOMO3UTOTHOM CEMEMHOM TUIIePXO0JIeCTEpUHEMUEH 1032 CHMBACTATHHA HE JOJIKHA MpeBhIaTh 40
MI' CHMBACTaTHUHA B CyTKH y MallMEHTOB, OAHOBPEMEHHO IPUHUMAIOIIUX JIOMUTAIIN].
Ymepennvie uneuboumopvr CYP3A4

VY nanueHToB, IPUHUMAIOIIMX APYTUE JIEKAPCTBEHHBIE CPEACTBA, KOTOPBIE OKa3bIBAIOT YMEPEHHO
uHruoupyrouwmii apdext Ha CYP3A4, ogHOBpEMEHHO C CUMBACTaTUHOM, OCOOEHHO B BBICOKHUX
7103aX, MOYKET OBITh MOBBIIMICHHBINA PUCK Pa3BUTUS MUONIATHH (CM. pasaen 4.4).

Uneubumopuwl b6enrxa-nepenocuuxa OATPIB1

CuMBacTaTuHOBasg  KHUCIIOTa  sBisieTcst  cyOctpatom  Oenka-nepeHocunka OATPI1BI.
ConyrcTBylolee Ha3HAUEHHE JIEKAPCTBEHHBIX CPEJICTB, KOTOPbHIE M3BECTHBI KaK HMHTUOUTOPHI
Oenka-nepeHocunka OATP1B1, wmoxer mnpuBoAMTh K  YBEJIMYEHHUIO  KOHIEHTpALUU
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paznuensi 4.3, 4.4).

Hueubumopwl benka ycmotivugocmu paxa monounou sxcenesvl (Breast Cancer Resistant Protein -
BCRP)

OnHOBpeMEHHOE TNPUMEHEHHE cHUMBacTaTMHa W WHruouTopoB BCRP, Bkirowas mpermapartsi,
coJepalie >JI0acBUp WM TPa3oNpeBHP, MOXKET NPUBECTH K YBEIMYCHHIO IIJIa3MEHHOM
KOHLICHTPALMK CUMBACTATUHA U MOBBIILICHUIO PUCKA Pa3BUTUSI MUOIIATHH (CM. pasneinst 4.2, 4.4).
Huayun (nuxomunosas xucioma)

Penkue cnydan muomnatuu/pabaomMuoinn3a ObUIM CBSI3aHbI C OJTHOBPEMEHHBIM IPUMEHEHHEM
CUMBACTUTHHA M HHUAlMHA (HUKOTHMHOBOW KHUCIIOTHI) B JHMHI-Moauduuupyrommx mo3ax (> 1
r/cyTku). B ¢papMakoOKMHETHYECKOM HCCIIEIOBAaHUN OJTHOBPEMEHHOE IIPUMEHEHUE PAa30BOM JT03bI
2 T HUKOTMHOBON KHCJIOTBHI C MPOJOHTHPOBAHHBIM BBICBOOOXKIEeHHEM M 20 MI' cHMBacTaTHHA
puBeNIo K ymepeHHoMmy yBennueHuto AUC cuMBacTaTUHA M CUMBAaCTaTHHOBON KUCIOTHI U Cmax
CUMBACTaTMHOBOM KUCIIOTHI B IJIa3Me.

I'peiingppymosuoiii cox

['peiindpyroBblit cok wuHruOupyer uutoxpom P450 3A4. OpgnoBpeMeHHOe ymnoTpeOieHue
Oonpiioro konuyectBa (6osnee 1 nmuTpa B JA€Hb) TpelndpyToBOro coka ¢ CHMBACTATHHOM
MPUBOAUT K YBEJIMUECHUIO KOHIICHTPALIUM CUMBACTaTUHOBOW KUCIOTHI B 7 pa3. [lpuem 240 mn
IpelnppyTOBOrO0 COKa yTPOM M CHMBACTaTHHA BEUEPOM TAK)KE YBEIMYHMBACT KOHIICHTPALUIO
CUMBACTaTMHOBOM KUCIIOTHI B 1,9 paza. B cBs3M ¢ 3TM HeoOXoauMo n3beratb ynorpebieHus coka
rpeindpyra npu IPUMEHEHUH CUMBACTaTHHA.

Konxuyun

CooOmiasioch 0 ciydasgXx MHONATUHM M pabJOMHOIN3a IpPU OJHOBPEMEHHOM NPUMEHEHUU
KOJIXMIIMHA U CUMBACTaTHHA MAllMEHTaM C TOYEUYHON HEJIOCTaTOUYHOCThI0. PexkomMenayercs yacto
MPOBOANTH KIMHUYECKUI MOHUTOPUHT MAalMEHTOB, KOTOpBIE MPUHUMAIOT 3Ty KOMOWHAIUIO.
Jlanmomuyun

[Ipu onHOoBpemMeHHOM mnpuMeHeHMM uHrHOuTOpoB ['MI-KoA-penykrasel (Hampumep,
CUMBACTaTMHA) M JaNTOMHUIIMHA MOXET TOBBICUTHCA PHUCK pPa3BUTHS MHUOMATUU W/ MU
pabmomuonusa (cM. paszaen 4.4).

Pugpamnuyun

[Tockonbky pudamnumnuH sBisercs MomHbIM HHIyKTOopoM CYP3A4, y manueHToB, KOTOPHIM
MPOBOAMTCS ANUTENbHAs Tepanus pupaMIUIMHOM (Hampumep, IS JICYSHHsS TyOepkyrnesa),
BO3MOXXHa TOTEps aKTUBHOCTH CHMBAacTaTHHAa. B (apMaKkOKMHETHYECKOM HCCIEeIOBAaHUU Ha
310poBBIX A00poBosbiiax AUC uis cHMBAacTaTHHOBOW KHCJIOTHI yYMeHbIIHIAch Ha 93 % mpu
OJTHOBPEMEHHOM MPUMEHEHUH pUDaMITHITIHA.
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CuMBacTaTUH HE OKa3bIBae€T MHTHOMpYIoUero neiictBus Ha uutoxpom P450 3A4. ITostomy He
OKHJAETCsl, YTO CUMBACTaTUH MOXET BJIMATh Ha KOHLIEHTpPALMM B IIJJa3M€ KPOBM BEILECTB,
MEeTa0O0JIM3UPYIOMINXCS TOCPEICTBOM ITuToXpoma P450 3A4.

IlepopanvHovle anmukoa2ynsaHmel

B AByX KIMHHMYECKMX HCCIEIOBAHUAX, MEPBOE Ha 3J0POBBIX JOOPOBOJBIIAX M BTOPOE HA
MAalMEeHTaX C MOBBIIICHHBIM YPOBHEM XOJIECTEPUHA, CUMBACTaTUH B J103€ OT 20 10 40 MI B CyTKH
YMEpPEHHO YyCHUJIUBal JACHCTBHE KyMapUHOBBIX AHTHUKOArYJISHTOB: IPOTPOMOMHOBOE BpeMms,
BBIpQXXEHHOE KaK MEXIyHapoJaHoe Hopmanu3zoBaHHoe oTHomeHwe (MHO), yBemuuuminoce ¢
ucxoaHoro ypoBHs 1,7 mo 1,8 y 3m0poBbIX m00poBoibLieB u OT 2,6 10 3,4 MalMEHTOB C
runepxonecrepuHemucii. Coobmanocb 00 odyeHb peakux ciaydasx MHO Bbllie HOpMaIbHBIX
3HaueHuil. [larmenTraM, NpUHUMAIONIMM KyMapUHOBbIE aHTHKOAryJSHTHI, CIEAYeT ONpeleInTh
MPOTPOMOMHOBOE BpeMs 10 U B HaYaJle Tepalui CMHMBACTaTUHOM, YTOOBI OIPEIEIUTh OTCYTCTBHE
3HAUUTENBHOIO  M3MEHEHMsI IPOTPOMOMHOBOrO  BpeMeHu. Ecim  3a70KyMeHTHpOBaHa
CTaOUIIBHOCTh IPOTPOMOMHOBOIO BPEMEHH, €€ MOXHO H3MEPSATh 4Yepe3 HMHTEPBaJIbI, OOBIYHO
PEKOMEHIyeMble IS MallUeHTOB, TOMYyYaloUIMX KyMapiHOBbBIE aHTUKOAryJIsSHTHL. [Ipu u3smeHeHnu
JI03bI CUMBACTaTHHA WM MIPEKPALEHUH JICUCHUS Ty K€ MPOLEAYPY ClIeyeT NOBTOPUTh. Tepanus
CUMBAcCTaTMHOM He Obljla CBs3aHa C KPOBOTEUEHHEM WWJIM HM3MEHEHUSIMH IPOTPOMOMHOBOTO

BPCMCHH Y IMALIUCHTOB, HC IPUHUMABIINX AHTUKOATI'YJIAHTHI.

4.6. ®epTHIBHOCTDH, 0€PEMEHHOCTD M JIAKTALUSA

bepemeHHOCTD

CuMBacTaTUH NPOTUBOIIOKa3aH OepeMeHHBbIM. Tak Kak Oe30macHOCTh 1 OEpeMEHHBIX He
JIOKa3aHa W HEeT JaHHBIX, YTO JICUEHHE TMpenapaToM BO BpeMsi OEpeMEHHOCTH NPHHOCHUT
OUYEBHUJHYIO MOJIb3Yy, NPUEM IIpernapara CilelyeT HEMENJIEHHO IPEKpaTUTh NpPU HACTYIUIEHUU
O6epemenHoctu. CHMBAcTaTUH CllelyeT Ha3HadyaTh >KEHIIMHAM JETOPOJHOTO BO3pacTa TOJIBKO B
TeX CiydasiX, KOrJa BEpOsITHOCTh OEpEeMEHHOCTH O4eHb Mana. [IpuMeHeHue cuMBacTaTMHA BO
BpeMs OEpeMEHHOCTH MOXKET CHHU3UTh KOHIEHTpAllMI0 MeBaJoOHAaTa (IPEIIIECTBEHHUK B
OMOCHHTEe3€ XOJecTepHHa) Yy IUIoAA. ATEpOCKIIEpO3 SIBISETCS XPOHHYECKUM 3a00JeBaHUEM U
OOBIYHO TpeKpalleHWe MpHeMa THIOJIUIHIEMUYECKHX MpernapaToB BO BpeMsl OepeMEeHHOCTH
OKa3bIBAaeT HE3HAYUTENIbHOE BIHMSHHE Ha JOJTOCPOYHBIE PHUCKU, CBSI3aHHBIE C TEPBUYHOMN
TUIIEPXOJIECTEPUHEMUE. B CBA3M ¢ 3TUM IIpenapaT He JOKEH IPUMEHSATHCS Y )KEHILUH, KOTOPbIE
OepeMeHHBI, MBITAIOTCS 3a0epeMEeHeTh WM I0/03PEBAIOT, YTO OHMU OepeMeHHbI. JleueHue
IpernapaToM JIOJDKHO ObITh TNPHUOCTAHOBJIEHO HA BEChb CPOK OEpeMEHHOCTH WJIM IO0Ka
OepeMeHHOCTh HE TUAarHOCTHPOBaHa, a caMa >KEHILMHA NPEAYIPEkKACHA O BOZMOKHON OMaCHOCTH
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utst TToza (eM. paszen 4.3). (NOCNEAQCQBA

JlakTanus

JlaHHbI€ O BBIJIETIEHUHY CUMBACTaTUHA U €0 META0OJIUTOB C IPYJHBIM MOJIOKOM OTCYTCTBYIOT. [Ipu
HE00X0MMOCTH Ha3zHaueHus mpenapaTa CUMBAcTaTHH >KEHIIMHE B MEPHOJ JIAKTAL[UK CIIEAyeT
YYUTBIBATH, YTO MHOIME JIEKAPCTBEHHBIC IPENapaThl BBIACIAIOTCA C TPYAHBIM MOJIOKOM, U
UMEETCA YIrpo3a pa3BUTHUS CEPbE3HBIX HEXKENATEIbHBIX peakuuil. BcaeacrBue 3TOro mnpu
KOPMJICHUH TPYABIO IIPUEM IIperapara ClIe1yeT IIPEKPaTUTh.

DepTUILHOCTE

I[aHHBIe O BJIMAAHUHU CMMBACTaTHHA Ha (bepTI/IJ'IBHOCTB Y KCHIIUH OTCYTCTBYIOT.

CuMBacTaTHH HE OKA3bIBACT BIUSHUS Ha q)epTI/IJIBHOCTb Y KPBIC MY?KCKOI'O U JKCHCKOI'O I10J1a.

4.7. BausiHue Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMM CPeACTBAMHM M pPadoTrath ¢
MeXaHHU3MaMH

CuMBacTaTUH HE OKa3bIBACT WJIM OKa3bIBa€T HE3HAYUTEJIbHOE BIIMSHHE HA CIOCOOHOCTh
YIPaBJIATh TPAHCIOPTHBIMU CPEACTBAMH M pabOTaTh ¢ MEXaHU3MaMH. TeM He MeHee, MpH
yIpaBJIEHUU TPAHCHOPTHBIMU CPEICTBAMU MM paboTe ¢ MEXaHW3MaMH cjelyeT NPUHUMATh BO
BHUMAaHME, YTO B IOCTPETUCTPALMOHHOM IIE€PUOJE COOOLIANIOCh O PEAKUX CIydasx pa3BUTHUS

TOJIOBOKPYKECHHS.

4.8. HexxesiaTesIbHbIE peaKIIHU

Pesrome mpoduis 6e3onacHOCTH

CuMBacTaTuH B II€JIOM XOPOIIO MEPEHOCUTCS, U OOJIBIIMHCTBO MOOOYHBIX 3(P(HEKTOB SABISIOTCS
c1abo BBIPAXEHHBIMU U TpexoAsimuMu. MeHee 2% NpPOLEHTOB MNAI[MEHTOB, MPUHUMABIINX
ydacTue B KIMHUYECKHX HCCIEJOBAHMSX, NPEKPAaTWIM JICYEHHE B CBA3M C pPa3BUTHEM
HE)KENIATENIbHBIX  SIBJICHWH, CBONCTBEHHBIX CHMBAcCTaTHHY. B mpenperucrpanvoHHBIX
KJIMHUYECKUX MCCIEIOBAHUAX HEXKENaTeIbHbIMU SBICHUSIMH, BO3HUKABIIMMHU C YacCTOTOW HeE
MeHee 1%, KOTOpbIE OLIEHUBAJINCH UCCIIEA0BATENIMU KaK BO3MOXKHO, BEPOSITHO WM OIIPEJECICHHO
CBSI3aHHBIE C TNPHEMOM IpenapaTa, ObTM 00Jb B KHBOTE, 3aMOop W MeTeopusM. Jlpyrumum
HE)KeNaTeIbHBIMHU SIBIICHUSMU, BO3HUKaBIIMMU Y 0,5-0,9% nanueHToB, ObUIM acCTeHUS U TOJIOBHAS
60J1b. IMenmuch peikue CoOOIIEeH s O Pa3BUTHH MUONIATHH (CM. paszen 4.4).

B ximmanyeckom uccnenosanuu (HPS), B kotopom 20536 manueHTOB MPHHUMAIHA CHMBACTaTHH
(n=10269) B no3e 40 mr B cyTku uin 1ianedo (n=10267) B TeueHue B CpeHEM 5 JIET, XapakTep
HE)KEJNaTeNbHBIX SIBICHUH ObUI CXOMHBIM B Tpynmax cHMBacTarhHa W miamne6o. Yacrora
MPEeKpalleHNs] Tepanmuy BCIEACTBUE DPAa3BUTUS HEKEJIAaTeNbHBIX SBICHMM Obla Takxke
cornocTaBuMoi B JByX rpynnax (4,8% B rpymme cumBactatuHa, u 5,1% B rpymnmne mane6o).
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[ToBbIIeHNE aKTUBHOCTH «II€YEHOYHBIX» TpaHcamuHa3 (Oosee, yeM B 3 pa3a BbIIIE BEpXHEH
rpanunbl HopMel (BI'H), moarBep:kieHHOE NMpH MOBTOPHOM HCCIIEIOBAaHMM) HAOIIOANOCh Y
0,21% mauuenToB rpymnmnsl cuMBactaTuHa 1 'y 0,09% nanueHToB rpynimsl mianeoo.

Pe3ioMe HexxenaTeabHbIX PEAKIINN

YacTora HEXeNATeIbHBIX PEaKIMii yCTAHOBJICHA CIEAYIOIIUM 00pa3oM: odeHb uvacto (>1/10);
gacto (>1/100, vHo <1/10); Hewacro (>1/1000, Ho <1/100); peaxo (>1/10000, vHo <1/1000); oueHb
peako (<1/10000); yacToTa Hew3BecTHa (HE MOXKET OBITh OIICHEHA Ha OCHOBE HWMEIOIIHUXCS
JIAHHBIX ).

Hapywenus co cmoponvl Kpogu u iumg@amuyeckou cucmembl

Penko: anemus.

YacroTa HeM3BeCTHA: TPOMOOIIMTONICHHUSI.

Hapywenus co cmopoHvl uMMyHHOU cucmembl

Penko: cuHIpOM MOBBIICHHON YYBCTBUTEIIBHOCTH, KOTOPBINA IIPOSBIISETCS AHTHOHEBPOTHUECKUM
OTEKOM, BOJTYaHOYHOTIOJOOHBIM CHUHIPOMOM, peBMaTHYECKOU MOJIMMUANITHEH,
JEPMaTOMHO3UTOM, BACKyJIUTOM, TPOMOOIIMTONIEHUEH, 203UHODMINEN, YBEIUYCHHEM CKOPOCTHU
ocelaHusl 3PUTPOLUTOB (CO2), apTPUTOM, apTpAITUSIMHU, KpanuBHULEH,
(OTOUYBCTBUTEIHHOCTRIO, IMXOPAIKON, «IIPUITMBAMIY» KPOBH K KOXKE JIMIA, OJBIIIKONW W OOIIeH
c1ab0CThIO.

Ouenb peako: aHaduIakcusl.

YacroTa HeM3BECTHA: Pa3BUTHE AyTOUMMYHHOM MUOTIATHH.

bbutn  ToNMydeHBI OYCHB PEAKHE COOOIIEHUS O Pa3BUTHA HMMYHOOIIOCPEIOBAHHOMN
HEKPOTH3UPYIOIICH MUOIIATHH (2ayTOMMMYHHON MUOTIATHH ), 00YCIIOBJICHHON TIPUEMOM CTaTHHOB.
MMMmyHOOTOCpEeIOBaHHAsT MHUOMATUS XapaKTepu3yercs caaboCThI0 MPOKCHMAINBHBIX MBIIII U
MOBBIIIEHHONW aKTUBHOCTHIO KkpeaTuH(pochokuHazel (KDK) B ChIBOpOTKE KpOBH, KOTOpHIE
COXPAHSIFOTCS, HECMOTPS HAa OTMEHY JIeYeHHsS CTaTHHOM. Ha OwWorncuu MbIIIg BHIHA
HEKPOTH3UPYIOIIAas MAOTIATHs 0€3 3HAYMTEIHbHOTO BOCTAJICHUS. YIIydIlieHUue HaOIoaaeTcs mpu
Tepanuu UIMMYHOJETIPECCUBHBIMHU MpenapaTaMu.

Taxxe ObUTH MOTYYEHBI PEAKUE TOCTPETUCTPALIMOHHBIE COOOIICHUS O KOTHUTHBHBIX HAPYIICHUSIX
(HampuMep, pa3IMYHbIC HAPYIICHUS TMaMATH - 3a0BIBUMBOCTH, CHIDKCHUE TAMSTH, aMHE3Us,
CIIyTaHHOCTh CO3HAHWS), CBS3aHHBIX C IPUMEHEHHEM CTaTHHOB. JlaHHBIE KOTHHTHBHBIC
HapyIICHUs OBLTH 3apeTUCTPUPOBAHBI MIPH MpUeMe BceX cTaTHHOB. COoOOIIeHHs B 1IeI0M ObLIH
KJIAaCCU(UITUPOBAHBI KaK HECEPhE3HBIC, C PA3THYHON ATUTEIBHOCTHIO J0 MOSBICHHS CHMIITOMOB
(oT 1 cyTOK 10 HECKOJBKUX JIET) M BpEMEHEM UX paspeuieHus (Mmeanana 3 Henenu). CUMOTOMBI
OBLTM OOPATUMBIMH U TIPOXOIFIIN TIOCIIE OTMEHBI TEPAITHHA CTATHHOM.
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OdeHb penKo: OECCOHHUIIA.

YacToTa HeU3BECTHA: JICTIPECCHSL.

Hapywenus co cmoponvl nepsHoti cucmemvl

Penxo: ronoBuas 60116, TOJIOBOKpYKEHHUE, iepudeprueckas HelpornaTus, mapecTe3usl.

OueHb penko: yXyIIIeHUE TaMsATH.

Hapywenus co cmoponwvl opeana 3penus

Penko: moMyTHeHHUE B 110JIE€ 3pEHHUSI, HAPYILICHHUE 3PEHHUSL.

Hapywenus co cmoponsl OvixamenbHOU cucmemsl, Op2aHo8 epYOHOLL KIeMKU U CPedOoCHeH s
UacTtoTa HEW3BECTHA: WHTEPCTUIMATBHOE 3a00JIeBaHUE JIETKHX (OCOOCHHO MPH JIUTEIHHOM
IIPUMEHEHHUN).

Kemyoouno-kuuieunvie HapyueHus

Penxo: 3anop, 606 B )KUBOTE, METEOPHU3M, AUCIICTICUS, TOIIHOTA, PBOTA, JUapes, HTaHKPEaTHUT.
Hapywenus co cmoponvl neuenu u yHenueableo0auux nymeti

Penko: remarut/kenrtyxa.

Ouenb peako: (aranbHas u HeaTanbHas IEYSHOYHAs! HEIOCTATOYHOCTb.

Hapywenus co cmopoHbl Kod#cu 4 NOOKOICHBIX MKAHel

Penko: koxxHast Chlllb, KOKHBIN 3Y/1, aJONIECLHUS.

OueHb penKo: JINXEHOUIHAS JIEKAPCTBEHHAS CHIITb.

Hapywenus co cmopoHuvl mbiuieyHotl, ckeiemHoll U cOeOUHUMeNbHOo MKAHU

Penxo: Muanrus, cy1oporu MblIiil, pabAOMUONIN3, MUOTIATUS (BKIIFOYAst MHO3HTHI).

OdeHb peKo: pa3pblB MBIIIIIBI.

Yactora  HeW3BecTHa: TEeHJIMHOTIATUH, BO3MOKHO C  pa3pbIBOM CYXOXKHUITHH,
MMMYHOOIIOCPEIOBAHHAS HEKPOTU3UPYIOIIasi MUOTIATHSI.

Hapywenus co cmoponwl penpo0ykmusHou cucmemvl i MOJTOYHBIX JHcelle3

OueHb penKo: THHEKOMACTHS.

YactoTa HeU3BECTHA: SPEKTUIIbHAS JUCHYHKITHS.

Obwue HapyweHus u peakyuu 8 mecme 68e0eHuUs

Penxo: acrenus.

Jlabopamopnvie u uncmpymenmanvHole OaHHble

NmeroTcst peakne coOOMEHHsI O pa3BUTHU BBIPAKEHHOTO W CTOMKOTO TIOBBIIIEHUS aKTUBHOCTH
«TEYEHOYHBIX» TpaHCaMHHAa3. Takke cOooOIIaNoCh O TOBBIIIEHHH AKTHUBHOCTH IIEIOYHON
docdaraszpl U TaMMa-TITyTAMUITPAHCIICITHIA3HI.

OTKJIOHEHHUS B MOKa3aTeIsX (PyHKIIMOHATHHBIX TIEYCHOYHBIX MPOO 0OBIYHO €1a00 BBIPAXKEHBI U
HOCAT NMpexosamui xapakrep. IMeroTcst cBeIeHus 0 Ciiy4asX MOoBbIIeHUsI akTUBHOCTH KDK.
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KOHICHTpAlMK TJIOKO3bl B CBIBOPOTKC KpPOBU HATOMIAK MHOpU MNPHUEMC CTATHHOB, BKIJIIOYaA
CUMBACTATHH, THIICPTIIMKCMHHU.

OmnmncaHue OTACIBHBIX HEXKEIATSABHBIX PCaKITAM

Crenyroniye HeXXelaTeIbHbIE IBJICHUS COOOIIAINCH MPHU MPUMEHEHUH HEKOTOPBIX CTATHHOB:
- HapYIICHHS CHA, BKJIIOYasi KOLIMApHbIE CHOBUJICHHUS;
- CeKCyallbHast TUCYHKITUS, THHEKOMACTHSI.

eTu
B ximHMYeCKOM uCCIeI0BaHUM ¢ y4aCTUEM MalMeHTOB B Bo3pacte 10-17 neT ¢ reTepo3uroTHoi
CEMEHOM runepxoiiecTepuHeMueii mpoduis 0€30MacCHOCTH U IEPSHOCUMOCTH JICUCHUS B TPYIIIIE,
MPUHUMABIIICH CHMBACTATHH, OBUI COMOCTaBUM ¢ TpoduieM 0e30MacHOCTH U MEPEHOCHMOCTH
JiedeHus B TPyIIIe, IPUHUMAaBIIEH miane6o.

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

BaxxHo coolmiaTh 0 mo103peBaeMbIX HEKEIATEIbHBIX PEAKIIUIX TOCIIE PETUCTPAIH MperapaTa C
[ENbI0  O0CCIICUCHUS] HEMPEPHIBHOTO MOHUTOPUHTA COOTHOIICHHUS «II0JIb3a — PHUCK»
JIEKapCTBEHHOT'O TMpernapara. MeaIuIMHCKUM pabOTHUKAM PEKOMEHIYeTCs COOOIaTh O JIOOBIX
MOJI03PEBACMBIX HEXKENATeIbHBIX PEaKIMIX JIEKApCTBEHHOTO Mpernapara 4epe3 HalMOHAaJIbHbIC
CHUCTEMBI COOOIICHUS O HEXENATEeIbHBIX PEAKIUAX ToCcyaapcTB — uWieHOB EBpasuiickoro
SKOHOMHUYECKOT'0 COI03a.

Poccuiickas ®@enepanus

109012, r. MockBa, CrnaBsiHCKasl miiomanip, 1. 4, ctp. 1

®denepanbHas cinyx0a mo Haa30py B cdepe 3apaBooxpanenus (Poczapasuanzop)

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

OnekTponHas moura: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru

4.9. llepeno3npoBka

CHMIITOMBI

Coo011aoch 0 HECKOMBKUX CITydasix Mepe03uPOBKY, MaKCUMAaIIbHAS MIPUHSATAs 1032 COCTaBIIsIa
3,6 T, Ip® 3TOM HU y OJJTHOTO MAI[MEHTA MMOCIEICTBUI MEPEIO3UPOBKH HE BBISIBICHO.

JleueHme

Jns neyeHuWs TMEpeno3UpOBKH MPUMEHSIOTCS OOIMMe Mepbl, BKIIOYas MOANEPKUBAIOIIYIO U

CUMIITOMAaTUYCCKYIO TCPAIINIO.
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5. DAPMAKOJOTMYECKUE CBONCTBA Y-/ IEAUBATENEHOLTS 0002)

5.1. ®apmakoauHaMH4YeCKHe CBOMCTBA

dapmakoTepaneBTHUYECKas TPYIA: THMOIUIHASMUYeckue cpencta; uHruoutopsl ['MI-KoA-
peayKTa3bl.

Kon ATX: C10AAO01

MexaHu3M IeHCTBUS

CuMBacTaTuH  MpejacTaBiseT CcOOOH  TMIOIMNMAEMMYECKMM  Ipernapar,  I[OJydaeMblid
CHHTETHUYECKUM IyTeM U3 MpoayKTa Gpepmenrtanun Aspergillus terreus.

[Tocne nmpuema BHYTpb CUMBACTaTUH, KOTOPBIM SBJISETCS. HEAKTUBHBIM JAKTOHOM, IIOJIBEPIraeTCs
THJIPOIM3Y B IE€YEHH C O0Opa30oBaHUEM COOTBETCTBYIOLIEH (OpMBI B-TUAPOKCUKHCIOTHI
CUMBACTaTHHA, SBJIIOIIEHCS OCHOBHBIM METab0IUTOM U 00J1a4a011ell BBICOKOW MHTHOUpYOLIEeit
akTUBHOCTBIO B OTHOIIeHHH ['MI-KoA (3-ruapokcu-3-MeTuIrTyTapii-KodH3uM A) peayKTasbl,
(depMeHTa, KaTaJM3UPYIOLIEr0 HAYaJbHYI0O M Haubolsiee 3HAYUMYIO CTaJul0 OMOCHUHTE3a
xojnecrepuHa. KimHuueckue wuccnenoBaHus nokasanud 3(@eKTHBHOCTh CHUMBAacTaTMHA B
OTHOILIEHUM CHW)KEHUS KOHILeHTpauuu obmero xosectepuHa (OXC) B 1uasme KpoBH,
XOJIeCTepUHA JUMONpOoTeMHOB HM3KOM IuioTHocTH (XC JIIHIIL), tpurmunepunos (TI) u
X0JIECTEpUHA JIUIIOMPOTEUHOB O4eHb HU3KOM mioTHocTu (XC JIIIOHII), a Ttakke MOBBIICHHS
KOHLEHTPALUU XO0JIECTEPUHA JIMIIONPOTEUHOB BbICOKOH miuotHocTH (XC JIIIBII) y namnuenTos c
FeTepO3UTrOTHOM CEMEHHOM M HECEMEMHOW THUMEPXOJEeCTepUHEMHUEH, a Takke CMeIIaHHON
TUIEPIIMINIEMUECH B TeX CllydasX, KOT/ia MOBBIIICHHAs KOHLEHTPALMs XOJIEeCTepUHa SBIAETCS
(dakTOpOM pHCKa M HA3HAUYCHHE OJIHOM JUEThl HEJOCTATOYHO. 3aMETHBIM TepareBTHUECKHUI
a¢ ekt Habo1aeTCs B TeUeHHE 2 He/leb pueMa npenapara, MaKCUMallbHbIM TeparneBTUYeCKUi
3pdpext — B TeueHue 4-6 Henenp mocine Haudana JedeHus. OD¢pdekT coxpaHsercs npu
IPOAODKEHUH Tepanui. [Ipu npekpaiiennn npuemMa cuMBacTaTHHA KOHLEHTPALUs XOJECTEpUHa
BO3BpAIIACTCA K MCXOJHOW KOHIICHTpAllMM, HAOJIO/aBIICHCS 0 Hayana JieueHUs. AKTUBHBIN
MeTaboNIUT cUMBacTaTHHa sABiseTcs crneuuduueckuMm uHruOutopom ['MI-KoA-penykrassl,
(bepMeHTa, KaTaau3UpYOILEero peakiuo oopazoBanus mepajgoHata u3 ' MI'-KoA. Hecmotps Ha
3TO, IPUEM CUMBACTaTHHA B TEPANEeBTUYECKUX J03aX HE MPUBOJIUT K MMOJHOMY MHTHOUPOBAHUIO
I'MI'-KoA-penykTa3bl, 4TO IMO3BOJSET COXPAaHUTh BBIPAOOTKY OMOJIOTMYECKH HEOOXOIMMOTO
KoJMuecTBa MeBajioHaTa. [loCKONbKY paHHUM 3TanoM OHMOCHMHTE3a XOJeCTepUHa SBIISETCS
koHBepcust I MI'-KoA B meBanoHaT, CUMTAeTCs, 4TO NPUMEHEHHE CHMBACTaTMHA HE JOJDKHO
BbI3BAaTh HAKOIUIEHUS B OpraHM3Me MOTEHIMAIILHO TOKCUYHBIX cTeposioB. Kpome toro, 'MI'-KoA
ObIcTpO MeTabonu3upyercs o0paTHo 10 aneTuia-KoA, KOTopslif yuacTByeT BO MHOTHX IIpolieccax
OuocuHTe3a B opraHuzMe. XOTs XOJIECTEPHH SIBIISIETCS MPEAIIECTBEHHUKOM BCEX CTEPOUIHBIX

TOPMOHOB, HE HAOIIOAATOCh KIMHUYECKOTO BIMSHHS CHMBAcTaTHHA HAa CTEPOUOTEHES.
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[TockonpKy CHUMBAcCTaTUH HE BBI3BA] IOBBIIIGHUS ﬂnf%ﬁﬂlﬁﬂi:ﬁtéglﬁﬂ %&Eﬁd;&go-' ero

BJIMAHUC HA YBCIIMYCHUC YaCTOThI 3a00JIeBaEMOCTH JKETYHOKAMEHHOU 0O0JIC3HBIO.

dapmakoauaamuyeckue d3PHeKTol

CuMBacTaTUH CHIKACT KaK MOBBIIIEHHYIO, TaKk W HOopMaibHylo KoHuUeHTpauutro XC JIITHIIL.
JIITHIT oO6pa3yroTcs w3 AUMONpPOTEMHOB O4eHb HU3KOHM TwiotHoctu (JITTOHIT). Kartabomusm
JITTHIT mpeuMyIiecTBEHHO OCYIIECTBISETCS C MOMOIIBI0 Beicokoaddurnoro JITTHII-penentopa.
Mexanusm cHmwkenus konnertpanun XC JIITHIT nocne mpuema cuMBacTaTMHAa MOXET OBITh
obOycnoBiieH kak cHmwkeHueM KoHueHtpanuu XC JIIIOHII, Tak w axktuBamment JIITHII-
PENEnTOPOB, YTO MPUBOAMUT K YMEHBIIICHUIO 00Opa30oBaHus U ycuieHuto karadomm3ma X C JITTHII.
[Ipu Tepanuu cUMBaCTaTUHOM TaKK€ CYLIECTBEHHO CHMXKAETCS KOHIIEHTPAIUS allOJIUIONPOTEHHA
B (anmo B). Ilockonbky kaxnas yactuua JIITHII conepxxut onHy monekyny amno B, a B gpyrux
JUMONPOTENHAX OOHAPY)KEHbI Mayible KOJMYecTBAa amo B, MOXHO MpeanoyiiokuTb, 4YTO
CHMBACTaTHH HE TOJBKO BbI3bIBAET MOTepro xoJsiectepuHa B yactunax JIIIHII, Ho u cHuxkaer
KOHIIEHTpaUHUI0 HupKyaupyromux yactui JITTHII.

Kpowme toro, cumBactarus nossiiaet koHueHTpauuto XC JIIIBII u cuukaet koHuentpanuio TT°
B 11a3Me KpoBu. B pesynbrare atux udmenenuii otHomeHuss OXC/XC JIIBIT u XC JIITHIT/XC
JIIIBII cHmkarores.

Kinunanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

B cxananHaBCKOM MCCIIEIOBAaHUM BIMSHUS CHMBACTaTHHA HA BEDKHMBAEMOCTH (4S) Bo3melcTBHE
Tepanuu mpernaparoM Ha OOIIYI0 CMEPTHOCTh (MeIraHa BPEMEHHU y4acTus MalueHToB 5,4 roaa)
orleHuBanoch Ha 4444 manuenTtax c¢ umemudeckoi 6omnesnpto cepana (MBC). CumBactatun
CHI)Kall puck oOmel cmepTtHOocTH, cMmepTtHocTh OT WMBC u yactory HedarambHBIX
MOJTBEPXKJIEHHBIX MH(PApKTOB MHOKapaa. CHMBAacTaTUH TakXKe CHHMXKal PUCK HEOOXOIUMOCTH
IIPOBEJCHUS XMPYPrMUECKMX BMEIIATENIBCTB II0 BOCCTAHOBIEHUIO KOPOHAPHOIO KPOBOTOKA
(20pTOKOpPOHApHOE UIYHTHUPOBAaHWE WJIM YPECKOXKHAs TPaHCIIOMHHAJIbHAsS KOpOHapHas
AQHTUOIUIACTUKA). Y TAIMEHTOB C CaxapHbIM JAMA0ETOM pHUCK BO3HUKHOBEHMSI OCHOBHBIX
KOPOHApHBIX OCJIOKHEHUI ObLI Takke CHIKEH. bojee Toro, ciMBacTaTUH 3HAYUTENIBHO CHUXKAI
PHCK BO3HUKHOBEHHUs (paTalbHbIX M He(aTalbHbIX HAPYIIEHUH MO3rOBOTO KpPOBOOOpPAILIEHHUS
(MHCYJIBTOB M MPEXOAIINX HapYIIEHUH MO3rOBOTO KPOBOOOPAIIEHHUS).

B S-nernem wuccrnenoBanuu 3anmthl cepamna (HPS) sddexTtuBHOCTS Tepamuu CUMBACTATHHOM
ObuT1a MpoaeMoHcTprupoBaHa y 20536 manMeHToB C TUIIEPIIUIUIEMHUEH WTH 0€3 Hee, HaX OIAIIUXCS
B TpyIIe BBICOKOro pucka pa3putus MBC B CBA3M C CONMYTCTBYIOUIMM CaxXapHBIM JTHA0ETOM,
MHCYJIBTOM B aHAMHE3€ U IPYTHMHU COCYTUCTBIMU 3a00JI€BaHUSAMHU.

B naHHOM MHOTOLIEHTPOBOM PaHAOMU3HPOBAHHOM JBOMHOM CJIETIOM IIAL€00-KOHTPOIUPYEMOM
HCCJIEIOBaHUM CUMBacTaTHUH B J03¢ 40 MI B CyTKHM B CpaBHEHHUHU C IJanedo CHUXKal OOIIyIo
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OCJIOKHEHUH (BKJIOYass HedaTambHBIH WHGpApKT MUOKapJa WKW cMepTh, cBs3aHHylo ¢ UBC),
HEO0OXOUMOCTh XUPYPrUYECKUX BMELIATEILCTB 10 BOCCTAHOBJIEHHIO KOPOHAPHOIO KPOBOTOKA
(BKJIOUasT ~ aOPTOKOPOHApHOE  IIYHTUPOBAHHME W UPECKOXKHYIO  TPAHCIIOMHHAJIbHYIO
aHTMOIIACTUKY), a TaKkKe Iepudepruueckoro KpoBOTOKAa M JPYTMX BHIOB HEKOPOHApPHOM
peBackyisgpuzauuu. CHUMBAcCTaTUH CHIJKAJd PHUCK pa3BUTHUS MHCY/IbTA, a TaKXKE pPHUCK
TOCIHUTAIM3ALUH 110 TIOBOAY CTEHOKapAuu. PUCK pa3BUTHS OCHOBHBIX KOPOHAPHBIX U COCYIUCTBIX
OCJIOXKHEHUH CHUIKaJICA y anueHToB ¢ miu 6e3 BC, BKitoyast maliueHTOB ¢ caXapHbIM 11Aa0ETOM,
3a00J1eBaHUAMU NTepUDEPUUECKIX COCYA0B UIIH LIEpeOPOBACKYIISIPHON aTOJIOTHEeN. Y MalueHToB
C caxapHbIM JMa0eTOM CHMBACTaTUH CHIDKAI PHUCK Pa3BUTHS CEPHhE3HBIX COCYAMCTBIX
OCJIO)KHEHUH, B TOM 4YHCI€ HEOOXOAMMOCTb IPOBEACHMSI XUPYPrUYECKUX BMEIIATEILCTB IO
BOCCTaHOBJICHHIO TNEepUPEPUIECKOr0 KPOBOTOKA, AMITyTAllMM HIDKHUX KOHEYHOCTEH, a TaKke
BO3HUKHOBEHUE TPOYUUECKUX SI3B.

B napyrom MHOTOIIEHTPOBOM ILIaie00-KOHTPOJIUPYEMOM HCCIIeOBaHUM ¢ ydactueM 404
NAIlMeHTOB CHMBACTaTWH (IO JaHHBIM KOPOHApHOW aHTHOrpaduu C HCIOIb30BaHUEM
KOJINYECTBEHHOMN OLIEHKH KOPOHAPHOI'0 KPOBOTOKA) 3aMEJIsU IPOrPeCCUPOBAHNE KOPOHAPHOIO
aTepoCKiIepo3a U MOSBICHHE KaK HOBBIX YYaCTKOB aT€pPOCKJIEpO3a, TaK M HOBBIX TOTAJbHBIX
OKKJIIO3MM, TOrJa Kak y THAalleHTOB, IOJYYaBIIMX CTAaHAAPTHYIO TEpanuio, HabII0Janoch
HEYKJIOHHO€ IPOrPECCUPOBAHUE ATEPOCKIEPOTHUECKUX IOBPEXKACHUN KOPOHAPHBIX apTEpUl.
AHau3 MOArpYINIl U3 JBYX MCCIEIOBAHUN, B KOTOpble ObLJIO BKIOYEHO 147 manueHToB ¢
runepTpuranuepuaemuei (runepiunuaeMus |V o Ttuma mno knaccudpukanuu PpeapuKcoHa),
MOKa3aj, 4YTo CUMBAcTaTHH B 7103€ oT 20 10 80 Mr B cyTku cHuxain konuentpauuto TT', XC JITTHII,
XOJIECTEpUH HE€ JMMNONPOTEMHOB BbICOKOHN IuoTHocTu (XC He-JIIIBII, paccuuThiBaeTcs Kak
pazHocth Mexay koHueHTpanueid OXC u konuentpanueir XC JIIIBIT) u noseiman XC JITIBIIL.
AHanu3 Apyroi noArpymnisl U3 7 NaueHToB ¢ qucoeranunonporenHeMueit (runepiaunuaemus 11
Tuna no kiuaccuukanuu @OpeapukcoHa) cuMBacTaTUH B J03¢ 80 MI B CYTKH CHHXal
koHueHTpauuto XC JIITHII, Bxirovast TunonpoTenHsl mpoMexyTouHoit miotHoctu (JIIIIIII), a
takke koHueHTpauuto XC JITIOHIT u JITIIIIL.

5.2. ®apmakoKMHeTHYECKHE CBOCTBA

AOGcopOuus

BcackiBanuto nojsepraercst okoio 85% npuHATON BHYTPh A03bl CHUMBACTaTHHA.

ITpuem numuy (B paMKax CTaHAAPTHOM TMIIOXOJIECTEPUHOBON IHUETHI) Cpa3y IOCIE NpueMa

CHMMBacCTaTWHa HC BJIMACT HA (I)apMaKOKI/IHCTI/I‘-ICCKI/Iﬁ HpO(I)I/IJ'IB mpemnapara.
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Pacnpenenenue (NMOCNEOCEBEA

[Tocne mpuema BHYTPh B TIEYCHU OMPEAETSIOTCS 00Jee BHICOKHE KOHIIEHTPAIMM CHMBACTATHHA,
9YeM B JPYTHX TKAHSX.

KoHneHntpanus akTuBHOTO MeTaboiuTa cuMBactathHa L-654,969 B CcHCTEMHOM KpOBOTOKE
cocTaBisieT MeHee 5% OT NMPUHATOM BHYTPb 1103bI; 95% OT 3TOro KOJIMYECTBA HAXOIMUTCS B
CBSI3aHHOM C O€JIKaMu COCTOSTHUH.

PesynpTarom akTHBHOTO MeTab0IM3Ma CUMBAcTaTHHA B ieueHu (6onee 60% y My»X4KH) SBIISCTCS
€ro HU3Kasi KOHLIEHTPAaLKs B 00IIEM KPOBOTOKE.

B03MOXXHOCT, TpPOHUKHOBEHHMS CHMBAacTaTMHA uepe3 TemarodHuedanuyeckuii Oapbep u
reMaToIUIalleHTapHbIN Oapbep HE U3ydeHa.

Buorpancdopmanus

CuMBacTaTUH SBJISETCS HEAKTUBHBIM JIAKTOHOM, KOTOPBIN OBICTPO TUAPOIU3YETCS, IPEBPAIAsCh
B TUApPOKCUKHUCIOTY cuMBacTaThuHa (L-654,969), cunbnblit unruburop I'MI-KoA-penykrassi.
OcHOBHBIMU M€Ta0OJUTAaMH CHUMBacTaTMHA B IUIa3ME€ KPOBH SBISAIOTCA B-TUAPOKCHUKUCIOTA
cumBactatua (L-654,969) u ero O'-ruapokcu, O'-TUIAPOKCUMETUNT U 6'-DK30METUJICH
npousBogHbie. Uurubuposanne I'MI-KoA-penyKkrasbl sSBIsSETCS KpUTEPHEM KOJIUYECTBEHHOU
OLICHKH BceX (DapMaKOKMHETHYECKHX HCCIECIOBAHUM [-THIPOKCHKHUCIBIX METa0O0JIUTOB
(aKTUBHBIX HHTHOUTOPOB), a TAK)KE AKTUBHBIX U JJATEHTHBIX HHTHOUTOPOB (BCEX MHTUOMTOPOB),
o0pa3yrommxcs B pe3yibTare ruapoian3a. Oda Tuna MeTaboIUTOB ONPEACTISIOTCS B ITa3Me KPOBU
[pU pUeMe BHYTPb CHMBAacTaTHHA.

I'maponu3 cumBacTaTMHa B OCHOBHOM IIPOMCXOAMT IIPH «IIEPBHUYHOM IMPOXOXKIECHUU» YEPE3
ME€YEHb, MOATOMY KOHIIEHTpalMsi HEM3MEHEHHOI'O0 CHMBACTaTMHA B IJIa3ME€ KPOBHM YEJIOBEKa
Hu3Kasa (MeHee 5% oT npuHATON 103b1). MakcumanbHast KOHIEHTPAHS (Cmax) B TIa3Me KPOBU
MeTa0OoJIUTOB CUMBAacTaTHUHA JlocTuraercs uepes 1,3-2,4 4 mocne nmpueMa BHYTPb OJHOKPATHOU
JIO3BI.

B uccnenosanuu ¢ npuMeHeHHeM 4C MeYeHOTO CHMBACTATHHA TIIA3MEHHAs KOHIEHTPAIHS
obmeit pammoaktuBHocTH (Y*C  Mewemwli cummBacTatmH + *C  MedeHBle MeTaGONHTHI
CHUMBAacTaTHHA) JIOCTUTalla MaKCUMyMa 4yepe3 4 yaca 1 OBICTpO CHUXkajach 10 npuMmepHo 10% ot
MaKCHMaJbHOTO 3HAUEHUs B TeueHUEe 12 4yacoB mocie NpUeMa BHYTPb OJHOKPAaTHOW O3B
Hecmotps Ha TO, 4TO Juama3oH pPEKOMEHJOBAHHBIX TEPANEBTUYECKUX 103 CHMBAacTaTHHA
cocrtaiusieT oT 5 10 80 Mr B CyTKH, JIMHEWHbIN Xxapaktep npoduns AUC (rutomans noJ KpuBoi
«KOHIIEHTpalMs - BpPEeMs») aKTUBHBIX META0OJMTOB B OOIIEM KpPOBOTOKE COXpaHSETCs MHpu

YBEJIMUYEHUH 10361 10 120 mr.
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OIuMHUHAILIS

[Ipy «IepBUYHOM MPOXOXKAECHUHM» Yepe3 IeYeHb CHMBAaCTaTUH MeTabonu3upyercs ¢
MOCJIEAYIOLIUM BBIBEIEHUEM CUMBACTATHHA U €70 META0OJIUTOB C KEIYBIO.
B uccnenoBannu npu npueme 100 Mr mpenapara *C MedeHbI cHMBACTATHH HAKAILIMBAJCS B
KpOBH, MOYe M KajoBbIXx Maccax. Oxono 60% MNpuUHATON 10361 MEUEHOTO CHMBAcCTaTHHA
ONpENIETSIOCh B KAJIOBBIX Maccax U okojo 13% - B Moye. MeueHblld CUMBACTaTUH B KaJlOBBIX
Maccax ObUI TpEACTaBICH KaK MPOJYKTaMH METadoiIM3Ma CHMBACTAaTHHA, BBIIEIMBIIUXCS C
JKEITYBI0, TaK U HeabCcopOMPOBABLINMCS MeUEHbIM cuMBacTaTuHOM. Menee 0,5% npuHSATON 10361
MEUYEHOI0 CHUMBacTaTMHa ObUIO OOHapy>KEHO B MoOuY€ B BHJAE AaKTHUBHBIX METabOIMTOB
cumBactatuaa. B iazme kposu 14% AUC 66110 00yCIIOBIICHO aKTUBHBIMU HHTHOUTOpamMu U 28%
Bcemu uHruOutopamu ['MI-KoA-penykrassl. [locienanee yka3piBaeT Ha TO, YTO B OCHOBHOM
MPOAYKTHI MeTaboJIM3Ma CUMBACTaTUHA SBJISIOTCS HEAKTUBHBIMHU HIIM CIA0BIMU MHTHOUTOpAMU
I'MI'-KoA-penykrasbl.
B uccnenoBanuy mo M3y4eHUIO MPOMOPIMOHAIBHOCTU 103 cuMmBactatuHa 5, 10, 20, 60, 90 u
120 mr He HabII0JaIOCh CYIIECTBEHHOTO OTKIIOHEHUs oT JuHeiHoctn AUC B 001ieM KpoBOTOKe
C yBennueHueM J103bl. PapMaKOKMHETUYECKUE MMOKA3aTeNU MPU OAHOKPATHOM U MHOTOKPATHOM
npreMe BHYTPb CUMBACTaTHHA IMOKAa3ajiH, YTO CUMBACTATUH HE HAKAIUIMBAETCS B TKAHSAX IMPHU
MHOTOKPAaTHOM IIpU€M€ BHYTpb. B uCClenoBaHMM Yy NALMEHTOB C TSKEIOW ITOYEYHOH
HenoctaTouyHocThio (kmupeHc kpeatmHuHa (KK) menee 30 mur/mMuH) 00miasi KOHIEHTpAIHS
uHruoutopoB ' MI'-KoA-penykrasbl B miia3mMe KpoBH MOCJE IprUeMa BHYTPb OJJHOKPATHOM 036l
cootBercTBytomero uHruoutopa I'MI-KoA-penykrassl (cTtaTuHa) ObLia HPUOJIM3HUTENBHO B
2 pa3a BBIIIE, YeM Y 3JIOPOBBIX JJOOPOBOJIBIIEB.
B wuccnenoBanuM ¢ yyacTHeM 370pOBBIX JOOPOBOJIBIIEB MPUMEHEHHWE CHMBACTaTHHA B
MakcUMaJdbHOH 03¢ 80 Mr He BIHSJIO Ha MeTaboiaM3M MuJa3ojaMa U SPUTPOMUIMHA,
ABIstoIMXcst cyoctparamu nzopepmenta CYP3A4. D10 03HavaeT, 4TO CUMBACTATHH HE SIBIISETCS
uaruouropom modepmenta CYP3A4 u mMO3BONSET TMPEANONOXKUTH, YTO TPHEM BHYTPH
CUMBAcCTaTMHA HE OKa3blBaeT BJIMSHHUS Ha KOHIEHTPAIMIO B IJa3Me€ KPOBH JIEKAPCTBEHHBIX
CPEICTB, METa0OIM3UPYIOIMUXCS Mo AericTBueM n3odpepmenta CYP3A4.
N3BecTHO, uTo 1mukiocnopud ysenuunBaeT AUC unrubutopoB I'MI-KoA-penykrassl, X0Ts
MEXaHU3M JICKQpPCTBEHHOTO B3aMMOJICHCTBHSI HE W3y4eH NOJTHOCThIO. YBenumuenne AUC
CUMBAcCTaTHMHA MPEIIOJIOKUTENBHO CBSI3aHO, B YAaCTHOCTH, C MHTHOMpOBaHHEM H30(pEepMEeHTa
CYP3A4 w/unu tpancnoptaoro Oenka OATPI1B1 (cm. pasnen 4.3). B dpapmakokuHeTHYECKOM
UCCIIEIOBAaHUM TIPU OJJHOBPEMEHHOM MPUMEHEHMM C JMJITHA3eMOM HaOJI0AaJIoCh YBEIMYCHHE
AUC [B-ruaApOKCHKHCIOTHI CHMBAcTaTiHa B 2,7 pasa, MPeanojJoXHTEIHHO 3a CYeT
uHruouposanus nzopepmenta CYP3A4 (cMm. paznen 4.4).
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HaOmonanock yBenunuenne AUC B-TuapoKcHKUCIoTsl cuMBacTaTiHa B 1,6 pasa (cM. pa3uen 4.4).
B ¢apmakoknHETHUECKOM HCCIIEIOBAHUMU MPU OJHOBPEMEHHOM MPUMEHEHUH OJHOKPATHOMN J03bI
2 T HUKOTHHOBOM KHCIIOTHI 3aME/JICHHOTO BBICBOOOXKICHHS 1 CUMBacTaTHHa 20 Mr HaOJII0AaI0Ch
He3HaunTesnpHoe yBenndenne AUC cuMBacTaTHHa U B-THIPOKCHKHCIOTH CUMBAcTaTHHA U Cmax
B-TUAPOKCUKUCIOTH CHMBACTATHHA B IUTa3Me KpoBH (CM. paszen 4.4).

Konkpernsie mytn merabonu3ma (y3uI0BOH KHCIOTHI B MEYEHU HEU3BECTHBI, OJJHAKO MOKHO
HPEANOI0KHUTE O HATMYUU B3aUMOJCHCTBHS MEXY (Dy3HI0BOM KUCIOTON U CTATHHAMH, KOTOPbIE
metaboausupyrores uzopepmearom CYP3A4 (cm. paznen 4.4).

Puck pa3BuTHSi MHONMATHUM YBEIMYMBACTCS NPU TOBBIICHUM KOHLEHTPAIlMM HHTHOWTOPOB
I'MI'-KoA-penykra3sl B mia3Me kpoBHu. CuibHble nHruOuTopsl n3opepmenta CYP3A4 moryt
NOBBIIIATH KOHUEHTpauuio MHruOuTopoB ['MI-KoA-penyKkTa3bl U NMPUBOAUTH K YBEINYCHHIO
pHiCKa pa3BuTHs MuonaThu (cM. pasaensi 4.4, 4.5).

Oco0ble rpyNbl MaUEeHTOB

Honumopgusm cena SLCO1B1

Hocurenn annenu ¢.521T>C rena SLCO1B1 umerot Oosiee HU3KYIO aKTUBHOCTb TPAHCIIOPTHOTO
o6enka OATP1B1. AUC oCHOBHOTO aKTHBHOT'O MeTabOIMTa, THIAPOKCUKHUCIOTH CUMBACTAaTHHA,
cocraBnsier 120% y rereposurotHeix Hocutened (CT) C amnenun u 221% y roMO3UTrOTHBIX
Hocutener (CC), OTHOCUTENBHO TMalUeHTOB ¢ HamOoisee yacteiM reHotunoMm (TT). Yacrora
BcTpeyaemoctu amienu C B eBporelckoll mnonymauuu paBHa 18%. Y mnaumeHTtoB C
nonumopdusmom rerna SLCOIL1B1 ecthb puck MNOBBIMIEHHS SKCIO3UIMH CHMBAaCTaTHHOBOM

KHCIIOTBI, YTO MOXKET MIPUBECTU K YBEIMYCHHUIO PUCKa pabaoMuonu3a (cM. paznen 4.4).

6. PAPMAIIEBTUUECKHUE CBOMCTBA

6.1. Ilepeuenb BcoMoOraTe/ibHbIX BelIeCTB
Anpo:

JIakTO3bI MOHOTHIPAT (Caxap MOJIOUHBIN)
Lennronosa mukpokpucramtnueckas (MKI[-101)
Kpaxman Kkykypy3HbIi

IToBnpon-K25

Marnus creapat

Byrunruapokcunanuzon

[Inenounast 060JI0YKA:

I'mnpomennosa

Twurana nnokcun
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6.2. HecoBMecTHUMOCTH

He npumenumo.

6.3. Cpok roaHocTu (CpOK XpaHeHHs )

3 rozxa.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPHU XPAHEHUU

B 3amumienHom ot cBeta Mecte mpu temneparype He Boiie 25 °C.

6.5. Xapakrep u coepkaHue NEPBUYHON YIIAKOBKHU

I[lo 7, 10, 14, 20, 30, 50 TaGnerok B KOHTYPHYIO SYEHKOBYIO YMAaKOBKY U3 IUICHKU
NOJMBUHUIXJIOPUIHONH JIMOO TUIGHKH TOJUBUHHUIXJIOPHIHON/TTIOMMBUHUINICHXIOPHIHOW |
(GoJIbru aMIFOMUHNEBOM NEYaTHON JTAKUPOBAHHOM.

I[To 7, 10, 14, 20, 30, 50 TaGnerok B KOHTYpHYIO SYEHKOBYIO YNAaKOBKY U3 Marepuana
KOMOMHUPOBAHHOTO Ha OCHOBE (OJIbIU (TPEXCIOWHBIA MaTepuall, BKIOYAIOLINI allOMUHUEBYIO
Gobry, IIEHKY U3 OPUEHTUPOBAHHOTO MOJIMAMH/IA, TOJMBUHIIIXJIOPUIHYIO TUICHKY) U (OIBru
AJTIOMUHHUEBOM NI€YaTHOM JTAaKUPOBAHHOM.

1,2,3,4,5,6,7,8 9 umn 10 KOHTYpHBIX STMEUKOBBIX YIAKOBOK BMECTE C MHCTPYKLHEU IO

MCIUTTUHCKOMY ITPUMCHCHHUIO (HHCTOK'BKJ'I&ILHH.I) NMOMCIIAIOT B KAPTOHHYIO YIIAKOBKY (r[aqu).

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH MNPH  YHUYTOKEHUM  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WJIH OTX0A0B, TMOJYYEHHBIX TOcjde NPHUMEHEeHUus!
JIEKAPCTBEHHOI'0 MpenapaTa u JApyrue MaAaHUIYJISIIIUM C PenapaToM

OcoOble TpeOoBaHUSI OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Poccuiickas ®enepanus

000 «ATomm»

445351, Camapckas 00:., r. XKurynesck, yin. ['mapoctpourenei, . 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru
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7.1. IlpeacTaBUTENb AepKATe/IsA PerHCTPAHJHHOrO yiberoneperms | = |EHOCTE 0002)

[Iperen3uu noTpedUTeNeH HAIPABIIATE 10 aApecy:

Poccniickas @enepanus

000 «O308»

445351, Camapckas 00:1., r.0. JKurynesck, T. Kurynesck, yia. ['mapocrpoutenei, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru (npu npoussoactee Ha OO0 «O30n», Poccus)

Poccuiickas @enepanus

000 «O30H Papm»

445043, Camapckas 00:1., r.0. Tonbstth, Tep. O3 IIIIT, maructpans 3-1, 34. 11, ctp. 1.
Temn.: +79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru (npu npoussoactse Ha OO0 «O30u Dapm», Poccust)

8. HOMEP PETUCTPAIIMOHHOT' O YAOCTOBEPEHMUSA

9. JIATA TIEPBUYHOW PETUCTPALIIMM (IMOATBEPKIEHUS
PETACTPAIIAN, TEPEPETVCTPALIAN)

Jlata nepBoii peructpanumu:

10. JATA IEPECMOTPA TEKCTA

OOmiass  xapakTepuUCTHKa JIeKapCTBEHHoro nmnpenapara CuMBacTaTMH  JOCTYIIHa  Ha
UHPOPMALIMOHHOM TmopTaie EBpasuilckoro 5KOHOMHYECKOTO cO3a B HH(GOPMAIMOHHO-

KOMMYHHKaIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org/.
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