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OBILAS XAPAKTEPUCTHKA JEKAPCTBEHROFPOTIPFERAPATA Y001)

1. HAHMMEHOBAHUE JIEKAPCTBEHHOI'O IIPEIIAPATA
CumBacratun PeneBain, 10 mr, TabieTKH, MOKPHITHIC TIJICHOYHONH 000JI0UKOM.

CumBacratun PeneBai, 20 Mr, TabJIeTKH, MOKPHITHIC TIJICHOYHONH 000JI0UKOH.

2. KAYECTBEHHBIN U KOJIUMYECTBEHHBIN COCTAB
JelicTByrolee BENIECTBO: CUMBACTATHH.

CumBacratul Penesai, 10 mr, TaOJIETKH, IOKPLITHIE INIEHOYHO 000I0YKON

Kaxxnas Tabnerka cogepxut 10 Mr cumBacTaTuHa.
BcnomorarenbHble BemecTBa, HATMYHE KOTOPBHIX HA/IO YYUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
mpenapara: JJaKTo3bl MOHOTHIpaT (cM. pasaensl 4.3., 4.4.)

CumMmBacratul Penesai, 20 mMr, TaOJIETKH, IOKPLITHIE INIEHOYHON 000I0YKON

Kaxxnas Tabnerka cogepxut 20 Mr cCHMBacTaTHHA.
BcenomoratenbHble BemecTBa, HAMYHE KOTOPHIX HA/IO YYUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
npenapara: JJaKTo3bl MOHOTUIpaT (cM. pazaensl 4.3., 4.4.)

[TonHbIM IepeyeHb BCIOMOTaTeIbHbBIX BEIIECTB MPUBENIECH B pazaene 6.1.

3. JIEKAPCTBEHHAS{ ®OPMA

TabyeTku, MOKPHITHIC TNIEHOYHOU 000JIOYKOM.

Kpyrieie TBOSIKOBBITYKITBIC TAOJIETKH, MOKPHITHIC TUICHOYHOH 00O0JIOYKOH JKEITO-KOPHYHEBOTO
nBera. Jlomyckaercss He3HAUMTEIbHAS IMIEPOXOBATOCTh MOBEpXHOCTU. Ha momepedyHom paspese

SIIPO OEJIOTo WM TTOYTH Oeoro I[BeTa.

4. KJIMHMUYECKHUE JAHHBIE
4.1. Tloxa3aHusi K NPUMEHEHHIO

ITanwmenTs! ¢ umemudeckoil bonesunio cepana (MBC) wim ¢ BeicokuM puckoM UBC

VY manueHToB ¢ BRICOKUM prckoM pasutusa UBC (mpu HamMuuu runepMnuaeMud win 0e3 Hee),
HanpuMep, Yy MalMeHTOB C CaxapHbIM Wa0eTOM, Yy MAllMeHTOB C HMHCYJIBTOM WIH APYTUMHU
1epeOpOBaCKYISIPHBIMU  3200JICBaHUSIMH B aHAMHE3€, Yy TAIMEHTOB C 3a00JIeBaHUSIMU
nepudepudeckux cocynoB win y namuertoB ¢ UBC wmm npeapacnonoxxenHocteio k MBC
CMMBACTATHH MOKa3aH JUIS:

®  CHIDKEHUS pUCKa 00IIel CMEpTHOCTH 3a CYET CHUKECHHSI CMEPTHOCTH B pesynbTare UBC;

e  YMCHBUICHUS PUCKA CEPHE3HBIX COCYAUCTBIX U KOPOHAPHBIX OCIOKHEHUN:
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— HedaTanpHbI HHPAPKT MUOKapP/IA,

— KOpOHapHas CMepPTb,
— UHCYJbT,
— MpoLEeAYpbI pEeBaCKYISPU3ALINY;
® yMEHBIICHUS pHUCKAa HEOOXOAMMOCTH IPOBEACHUS XHUPYPIHMUYECKMX BMELIATENbCTB I10
BOCCTaHOBJICHHIO KOPOHApPHOTO KPOBOTOKA (TaKMX Kak AOPTOKOPOHApHOE UIYHTHPOBAHUE WU
YpEeCKOXHasi TPAaHCIIOMUHAJIbHAsE KOPOHAPHAsI aHTHOIIJIACTHKA);
® yMEHBIICHUS pHUCKA HEOOXOAWMOCTH IPOBEACHUS XHUPYPIUUYECKHX BMEUIATENbCTB I10
BOCCTAaHOBJICHHIO  NEpU(PEpUUEcKOro  KpOBOTOKAa M JPYTMX  BHJIOB  HEKOPOHAPHOM
peBacKyJIsIpu3aluy;
®  CHIKEHUS pPUCKA FOCIUTAIN3ALUH B CBSI3U C IPUCTYIIAMU CTEHOKAPIHH.

I'unepaununeMus

e Kak JpgomonHeHue K Juere, KOIrJa IPUMEHEHHE TOJNBKO JHEThl W JAPYTHX
HEMEIMKAMEHTO3HBIX METOJIOB JIEUEHUs y MAlUMEHTOB C MEPBUYHOM T'MIIEPXOJIECTEPUHEMHEN,
BKJIIOYAsl TETEPO3UTOTHYIO CEMENHYIO rurepxojiectepuHemMuto (runepiunuaemus lla tuma mo
knaccudukanun OpeapukcoHa), WM CMENIAaHHOW TUIMEPXOJIeCTEpUHEMHUEH (THIICPIHITHIEMUS
IIb Tumna mo knaccudukaruun OpeapukcoHa) HeAOCTATOYHO IS
— CHWXXCHHs TOBBIIICHHON KOHIEHTpauuu odmiero xonecrepuHa (OXC), xomectepuHa
aunonpoTrenHoB  Hu3koW  miotHoctn  (XC  JIIIHIT), tpurmunepumo  (TT),
anosimonpotenHa B (amo B);
— noBblmeHusa koHuentpauuu XC JIBII;
— camwxkenus cootHomenuss XC JITTHIT/XC JITIBIT u OXC/XC JIIBII;
e runeprpuriunepuaemus (runepaunuaemus [V tuma no knaccuduxarnm Openpukcona);
®  JIOTIONHEHHE K JIUeTe M JIPYTHM CIIOcOo0aM JICUEHUS MAIlMeHTOB C TOMO3UTOTHOW CeMEHOM
TUTIEPXOJIECTEPUHEMHUEN N7l CHUXKEHUs MoBbieHHOW koHueHTpauuun OXC, XC JIIIHII u
arno B.
e nmepBuyHas aucOeranunonporenHemus (runepaunuaevus Il Tuma mo kmaccudukanuu
®dpenpukcoHa).

IIpnMeHeHue v IeTel U IMOJAPOCTKOB C TETEPO3ZUTOTHON CEMENHOM THIIEPXOJIECTEPUHEMUEN

HpI/IMeHeHI/Ie CHUMBACTATHHA OOAHOBPCEMCHHO C ,Z[HGTOﬁ IIOKa3aHO AJIsd CHHUKCHUS MHOBBIIIICHHON
koHnenTpauun OXC, XC JIITHIIL, TT, ano B y tonomeit 10—17 net u y aeymek 10—-17 net He
MeHee dYeM uepe3 1 roa mociae MeHapxe (IepBoe MEHCTpyalbHOE KPOBOTEUEHHE) C

reTEPO3UTOTHON CEMENHOM TUIIEPXO0JIECTEPUHEMUEH.
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4.2. Pe:kum 103MPOBAHUSA U CNIOCO0 MPUMEHEHMS

PexxuM 103upoBaHus

Jo Hauana JieyeHHS CHMBACTaTMHOM TAIMEHTY ClIeAyeT Ha3HAYuTh CTaHJAPTHYIO
TUIIOXOJIECTEPUHOBYIO TUETY, KOTOpas J0JKHA COOMIOAAThCS B TEYEHHE BCETO Kypca JICUEHH .
Pexomenayembie 1036l cumMBacTaTuHa OT 5 10 80 mMr B cyTku. Jjis oOecrieueHus: yKa3aHHOTO
peXuMa JO3UPOBAHUS MPU HEOOXOJAMMOCTH MPUMEHEHUS CUMBACTATHHA B JI03€ 5 MT' B CYTKH
clenyeT Ha3HayaTh Ipenaparbl CUMBAacTaTHHA Jpyrux mnpousBoauteneil. [Ipemapar cinemyer
npuHUMath 1 pa3 B cyTku BeuepoM. [Ipm HEOOXOAMMOCTH 103y Npenapara yBEIMYHUBAIOT C
WHTEpBajIaMu HE MeHee qyeM B 4 HEeNeIu MaKCUMYyM o 80 MT
1 pa3 B cyrku BeuepoM. [lo3y 80 Mr B CyTKHM pEKOMEHAYETCSI Ha3HA4aThb TOJIBKO MALIUEHTaM C
BBICOKHM PHCKOM CEpPJIEYHO-COCYIUCTHIX OCIIOKHEHUMU, €CIIM JIeYeHHEe MpermapaToM B Oolee
HU3KHUX J103aX HE MO3BOJIUJIO JOCTHYb IIeJIEBbIX YPOBHEH JIMMUIOB, a MpeanojaraeMas mojb3a
Tepanuy MPEBBIIIACT BO3MOXKHBIN PUCK (CM. pazaen 4.4.).

Hayuenmuor ¢ UBC unu evicokum puckom pazsumus U5C

CranpapTHas HavajabHas 032 CUMBAcTaTUHA JJIsl MAIMEHTOB C BEICOKUM puckoM pa3zsutust UbC
B COYETAaHWHM C TUIEpIHNHAEMHEH wuin O0e3 Hee (MpW HaIMYMKM CcaxapHOro jauadeTa,
MEPEHECEHHOr0 HHCYNbTa WIM JAPYTUX 1LepeOpoBacKyIsApHBIX 3a00JeBaHUl B aHaMHeE3e,
3a0o0sieBaHUl TIepUPEepUIeCKUX COCYIOB), a Takxke st manueHToB ¢ MBC cocraBmser 40 mr
1 pa3 B cyTku BedepoM. MearKaMeHTO3HasI Teparvs JI0JDKHA ObITh Ha3HAYEHA OJTHOBPEMEHHO C
JUETOM U JTIedeOHOU (PU3KYIBTYpOI.

Tayuenmul ¢ euneprunudemueti, He umerouue gblilenepeducieHHbX haKkmopos pucka
CranpapTHas HayanbHas J03a cUMBacTaTtuHa coctaisieT 20 Mr 1 pa3 B CyTKH BE4epoM.

Jlyis manueHToB, KOTOPHIM HE0OX0IMMO 3HauuTenbHOoe (Oosiee 45 %) CHIKEHUE KOHIICHTPAINH
XC JHIHII, nagansHas no3a MoxkeT coctaBisiTh 40 mr 1 pa3 B cyTku Bedyepom. [lammentam c
JIETKOW WJIM YMEPEHHOM THIrepxosiecTepuHeMHel Tepanuio CUMBAaCTaTUHOM MOKHO Ha3HayaTh B
HavyanpHOW 1o03e 10 Mr 1 pa3 B cytku. B cmydae HeoOXomumocTd mOAOOp 103 CIEAyeT
IIPOBOJUTH B COOTBETCTBUU C BBIIICYKAa3aHHOM cXxeMoil (cM. pa3zuen 4.2.).

llayuenmuol ¢ 20M0O3U20MHOU CEMEUHOU 2unepxoiecmepurnemueri

CuMBacTaTUH peKOMEHI0BaH B 03¢ 40 MI B CyTKH, IPUHUMAEMON OJHOKPATHO BEUEPOM.

Jo3y 80 Mr pekomMeHAyeTCsl Ha3HayaTh TOJILKO B Ciy4ae, €Ciu IpeanoaraeMast mojib3a Tepaniuu
IIPEBBILIAET BO3MOXKHBIN pUCK (cM. pa3aen 4.4.). ¥ Takux NalMeHTOB CUMBACTATUH NPUMEHSIOT
B KOMOWHAIIMK C APYTMMH METOJAMH TUIOJUNUAeMUYecKoro jedeHus (Hampumep, JIITHII-
adepes) nam 6€3 MoJ0OHOTO JICYEHUS, €CITH OHO HEJTOCTYITHO.

J1s manueHToB, TPUHUMAIOIIUX JOMUTANK]T OAHOBPEMEHHO C CHMBACTaTUHOM, CYTOYHAsl J103a

CMMBAacTaTHHA HE JI0JDKHA npeBbimarh 40 mr (cM. pasnenst 4.5., 4.4.).
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Conymcemsyrowas mepanus

CuMBacTaTUH MOXKET HAa3HAYaThCS KaK B MOHOTEpAIWU, TaK U B COUYETAHUU C CEKBECTPAHTAMU
KEITYHBIX KUCTIOT.

Y nauuMeHtoB, MNPUHUMAIOIIMX CHMBACTaTUH OJHOBpEMEHHO ¢ (QubOpaTamu, Kpome
rempudpo3una (cm. paszgen 4.3.) wau ¢deHopubOpara, MakCUMaldbHaAs PEKOMEHIyeMmas J103a
cUMBacTaTHHa cocTasiisgeT 10 Mr B CyTKH.

JIJis mManuenToB, MPUHUMAOIINX aMUOIaPOH, BeparaMull, JUITHA3EeM, IPEnapaThl, COACpKaIInue
310acBUp WJIM IPa30NpEeBUP, WK aMIIOJUIIUH OJHOBPEMEHHO C CHMBACTaTUHOM, CyTOYHas J03a
CHMBAacCTaTHHA HE JIOJDKHA MpeBbImath 20 Mr (cM. pasnenst 4.4., 4.5.).

Oco0ble rpyInel NALKMEHTOB

Iayuenmoi ¢ Hapywenuem hyHKyuu novex
[TockonbKy CUMBACTaTHH BBIBOJUTCS MMOYKaMH B HEOOJBIIOM KOJHUYECTBE, HET HEOOXOIUMOCTHU
B M3MEHEHUU 103 y MAIMEHTOB C YMEPEHHBIM HapylieHHeM (YHKUWU MOYeK. Y MalHUeHTOB C
TSDKEJION MOoYeyHoW HemocTaTouHocThio (kmupeHc kpearnHuHa (KK) < 30 mn/muH) cremyer
TIIATETTFHO B3BECHUTH II€TIECO00PA3HOCTh HA3HAYCHHMSI TIperapara B J03ax, npeBsimarommx 10 mr
B cyTku. Ecinum Takue OO3MPOBKM CUMTAIOTCS HEOOXOAMMBIMH, CIEIyeT Ha3zHadaTb UX C
OCTOPOKHOCTBIO (cM. paznen 4.4.).

eTu
Ilpumenenue y oOemeii u noopocmkos 10—17 1nem ¢ 2emepo3ucomuol cemeuHol
eunepxoecmepunemueri
PexoMennyemas HavyanbHas 103a coctaisier 10 Mr B CyTku BeuepoM. PeKOMeHIyeMblid peXum
nosupoBaHusi cocraBiasger 1040 Mr B CyTKM, MakCHUMallbHas pEKOMEHAyemas J03a
cumBactatuHa coctaBiser 40 mr B cytku. [logbop 103 MPOBOIUTCS HHIWBUIYaTHHO B
COOTBETCTBUHU C LIETSIMU TEpaAIUU.

Croco0 IIpuMeHeHus

BHyTpB, 3arnuBas 10CTAaTOYHBIM KOJIHMYCCTBOM BOJbI.

4.3. IIporuBomoka3zanus

d FI/IHep‘IYBCTBI/ITeJ'II)HOCTI) K CHUMBACTaTUHY WA .]'IIO6OMy N3 BCIIOMOI'aTCJIbHBIX BECHICCTB,

MEePEUYUCIICHHBIX B pazzaene 6.1.;

e 3a0ojeBaHME TICYEHM B AaKTHUBHOM (a3ze WIM CTOMKOE TMOBBIIMIEHHE AaKTHUBHOCTU
«TEYEHOYHBIX» TPAaHCAMMHA3 B IJIa3M€ KPOBU HESICHOM 3THOJIOTHH;

®  HEMEePEHOCHMOCTh JIAKTO3bI, NEe(DUIUT JaKTa3bl WM CHHAPOM TIIOKO30-TaTaKTO3HON
MajababcopOoIuu;

e OJHOBpPEMEHHOEC TPUMEHEHHWE C MOIIHbBIMH uHrHOuTOpamMu wu3zodepmenta CYP3A4

4
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(MTpaKoOHA30JI0M,  KETOKOHA30JI0M,  IT03aK( HaSOHOﬁUIZI:%EE%%EE&EH':ﬁgrﬁgﬁ%aMH

BUUY-nporeaspl, OouenpeBUpPOM, TENANPEBUPOM, IPUTPOMHUIIMHOM, KIAPUTPOMHUIIUMHOM,
TETUTPOMHUIIMHOM, He(da30J0HOM M TpernapaTamu, COACPKAIMMMU KOOUIUCTAT) (CM. pa3embl
4.4.,45.);

e OJHOBPEMEHHOE IpPHUMEHEHHE C TeM(pUOPO3UIOM, UMKIOCIOPUHOM MM J1aHA30JI0M
(cm. paznenst 4.4., 4.5.);

®  OJHOBPEMEHHOE MPUMEHEHUE CUMBACTaTUHA B J103€, IpeBbimatoiieit 40 mMr, ¢ TOMATAIUAOM
y MAIMEHTOB C TOMO3UTOTHOW CEMEWHOW TUIepXoiecTepuHeMue (cM. pasaensl 4.5., 4.4.);

e  0OepeMEHHOCTh WU MEPUOJ IPYAHOrO BCKAPMIIMBAHUS;

e Bo3pacT 10 18 ner (3a uckiroueHueM aereid U noapoctkoB 10—17 jer ¢ rerepo3UroTHoOM
CeMEHHOM TurepxoyiecTepueMueii) (cM. pazaen 4.1.).

4.4. OcoOble ykazaHHSl M Mepbl PEJOCTOPOKHOCTH IPH NPUMEHEHUH

C 0CTOPOKHOCTLIO

Hapymenne ¢ynkmuu mouek Tspxenou crenenn (KK menee 30 mu/mun); 3moymoTrpebiieHue
aJIKOTOJIEM JI0 Hauasa JiedeHHs; 3a00JieBaHUs IEYeHU B aHAMHE3€; HACJICJICTBEHHbIE MbIIIICYHbIE
3a0oneBaHus, MHomaTuss Ha ¢GOHE mpHeMa CTaTUHOB B aHaMHe3€, IOHWKEHHBIH WK
MOBBIIICHHBIA TOHYC CKEJIETHBIX MBIIII] HESICHON 3TUOJIOTHH;, HEKOHTPOIUPYEMBII THIIOTHPEO3;
IUTAHUPYEMBIE XUPYPTUUECKHUE BMEIIATEeNhCTBA, TSDKETbIe TEPAleBTUYECKUE U XUPYPTHUECKUE
3a00JIeBaHUs; OJTHOBPEMEHHOE TTpUMEHeHne ¢ ¢pudparamu (kpome GpeHopudpara), HIKOTHHOBOU
KHCIIOTOM B JUNUIACHWXKAIOMUX jgo03ax (Oomee 1 r1/cyT), amMHOIapOHOM, aMJIOAHITHHOM,
BEpamaMuiioM, JIUJITHA3€MOM, pAHOJA3WHOM, JPOHENAPOHOM, TPEeHNPPYTOBBIM  COKOM;
caxapHbIi 1MabeT; MPUMEHEHUE y TAllMeHTOB MOHTOJIOUIHOM packl, MOXKUIIONH BO3pacT (CTapiie
65 net, 0cOOCHHO KEHIITNHBI).

Oco0snle yKa3zaHus

Muonamus/Paboomuonus

CumBacrtatuH, kKak u Apyrue uHruoutopsl [ MI'-KoA-penykrasbl, B peKUX CIIydasx BBI3BIBACT
MHUOIATHIO, CUMITOMAMU KOTOPOU SABISAIOTCS OOJb B MbIIIIAaX, O0JE3HEHHOCTh WIH ClIa0OCTh
MBIIIII] B COYETAHWU C TOBBIMICHHEM aKTUBHOCTH KpeatuHpochokunaspl (KDK) Gonee uem B
10 pa3 ot BepxHed rpanunsl Hopmbl (BI'H). Muomnatuss uHorna mnpuHHMaeT ¢Gopmy
pabaoMuonu3a ¢ OCTpOi MOYEHYHOM HEJTOCTaTOYHOCTBHIO BCIEACTBUE MUOTIIOOMHYPUH WIH 0€3
TaKOBOI, B OYEHb pEAKUX CIIydasx C JETAIbHBIM HCXOAOM. PHCK MHOMaTtuu BO3pacTaer
C TIOBBIIIICHUEM YPOBHSI HHTHOUPYIOIIEH aKTHBHOCTH 3-TUIPOKCHU-3-METUITIIYTapUI-KOIH3UM A
penykrazel(I’ MI'-KoA-penykTa3zpl) B Tuia3Me KpOBU (B YaCTHOCTH, C TIOBBIIICHHEM YPOBHS

CUMBACTATHHA WU THUAPOKCHUKHUCIOTBHI CUMBACTAaTHUHA B IJIa3MC KpOBH), YTO OTYAaCTU MOXCT
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ObITH OOYCIIOBJIEHO JIEKApCTBEHHBIMH Ipenaparamu, '%Q&E@%ﬂ%@%}zﬁ)g%hHHe

B3aUMO/ICHCTBUSA, U KaK CJIEJCTBHE BIUIIOT HA METa0OIM3M W/WIIM TPAHCHIOPTEPH CHMBACTATHHA
(cM. pazzmen 4.5.).

Kak w npu npumenenumn  apyrux  uHrHOMTOpoB  I'MI-KOA-pemykrasel,  pHCK
MUOMATUN/PabIOMHOIN3a 3aBUCUT OT J03bl. B 0a3e JaHHBIX KIMHUYECKUX HCCIIECIOBAHUIA,
rae 41413 panueHTOB IOJIydaldd CHMBAcTaTHH, 4acTOTa pa3BUTHS MMONATHM COCTaBUIIA
npumepHo 0,03 %, 0,08 % u 0,61 % npu npumeHennn cumBactatuHa B g03ax 20, 40 u 80 mr/cyr
COOTBETCTBEHHO.

B knuHMYeckOM HccienoBaHUHM, B KOTOPOM MAllMEHTHI ¢ MH(APKTOM MHUOKap/a B aHAMHE3e
NOJTyYajay CUMBAcTaTHH B 7103€¢ 80 Mr/cyT (CpemHsist IpOIOJKUTEIbHOCTh HAOMOIeH s 6,7 JIeT),
yacToTa pa3BUTUS MHOMATUU cocTtaBuia mnpubmusurensHo 1,0 % mo cpaBuenuto ¢ 0,02 %
y MalMeHTOB, MOJy4YaBUINX MpenapaT B go3e 20 mr/cyT. [IpuMepHO B MOJOBHHE U3 3THUX CIIydacB
MUOTATHS pa3BUIIACh B TEUEHUE NEPBOro roja jeueHus. Yactora pa3BUTHS MUOIIATUU B TEUECHUE
KaXJIOr0  TOCJIEAyIoUero  roja  JedeHus  cocraBisuia  npubmumsurensHo 0,1 %
(cm. paznensi 4.8., 5.1.).

VY nanueHTtoB, Mojgyyaroumx cuMBacTaTHH 80 Mr, pUCK pa3BUTHUS MHUOINATUU BBILIE, YeM MpU
UCIIOJIb30BAaHUU JAPYrol Tepamuu Ha OCHOBE CTAaTHHOB CO CXOAHOW 3¢ (HEKTUBHOCTHIO B
otHomennu cHuxkeHust ypoBHst XC-JIITHIT. Takum o6pazom, B 1o3e 80 MI cHMBacTaTUH JAO0KEH
MCIIOJIb30BAThCS TOJIBKO y MAIIMEHTOB C TSKEION I'MIEPXOJECTEPUHEMHUEN M BBICOKMM PUCKOM
CEpJICYHO-COCYIUCTHIX OCJIOKHEHUH, Y KOTOPBIX HE YAAJOCh NOOUTbCA IeNed JIeYeHUs Mpu
NpPUMEHEHUN OoJiee HU3KUX 103, U OKMJaemas IO0jb3a MPEBbIIIAET MOTEHIUAIbHBIE PUCKU.
VY nmanMeHToB, KOTOpbIE MOJy4aroT cUMBAcTaTUH 80 MI' M HYKJAIOTCS B Ha3HAUYE€HUU JIPYroro
JIEKapCTBEHHOI'0 Ipenapara, KOTOpPbIii MOXKET BCTyNaThb B JIEKAPCTBEHHOE B3aMMOJCICTBHE,
JOJKHA MCIIONB30BaThcsl Oojiee HU3Kas J03a CHMBAcTaTMHA WM albTEPHATHUBHBIA PEXKUM
Tepanmuu C T[PUMEHEHHEM JpYyroro CcTaTMHa C MEHbIIUM TOTEHIIMAJOM BCTYINAaTh
B JICKQpCTBEHHBIC B3auMoieicTBuUs (cM. pazaen 4.3., 4.5.).

B kinuHMYecKOM  HMCCIEAOBaHHMHM, B  KOTOPOM  IAIMEHTBI C  BBICOKMM  PHUCKOM
CEP/ICYHO-COCYAUCTHIX 3a00JICBaHUN TONy4alu cuMBacTaTuH 40 Mr/cyT, 4acToTa pa3BUTHUSA
Muonatuu coctapiasia npumepHo 0,05 % y nanmueHTOB HE KUTAHCKOrO MPOMCXOXKIEHUS
(n = 7367) no cpaBHenuto ¢ 0,24 % y manuentoB u3 Kutas (n = 5468). XoTs eaAMHCTBEHHON
MOHTOJIOUJHOM TOMyNSIUEH, OLEHMBAEMOM B 3TOM KIMHMYECKOM HCCJIECIOBAHUHU, OBLIH
KUTaWIbl, CIeAyeT COOMI0AaTh OCTOPOKHOCTh MPU Ha3HAUEHUU CUMBACTaTHHA IallUEHTaM
MOHTOJIOMIHOM pachl U UCIOJIB30BaTh HAMMEHBIIIYIO0 HEOOXOIUMYIO 03Y.

CHuoicenue ghyHKyuu mpancnopmusix 0eiKoe

CHkenue QyHKIMH TpaHCTIOPTHBIX OenkoB medueHn OATP MoKeT mpuBECTH K TMOBBIIICHUIO
6
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CUCTEMHON 3KCHO3UIUHN THAPOKCUKUCIIOTHI C BaCTaTHE'e;':ﬁ-%;;ﬂ%églﬁglﬁ)ﬁgﬂ;Tﬁdgﬁg%ﬁn u

pabnomuonuza. CHmwkeHHE (YHKIIUM MOXET PAa3BUTHCSA BCJICACTBHE HWHTHOMPOBAHUS
moJx  JEWCTBHEM  MpenaparoB, BCTYHAIOMIMX B JIGKAPCTBEHHBIC  B3aUMOJCHCTBUS
(HampuMep, IUKJIOCIIOPHUHA), WM Y MalWEHTOB, SBJISIOLUIMXCS HOCHUTEISIMH TMOIMMOpQU3Ma
¢.521T>C rena SLCOIBI.

VY mnauueHToB ¢ amienbHbIM BapuantoMm ¢.521T>C rena SLCOI1B1 BripaOaTbiBacTcs MeHee
aktuBHbIM  Oemok  OATPIB1, u orTMmedaeTcs TOBBIIICHHE CHCTEMHOM  OKCIO3UILIMH
TUPOKCUKUCIOTH CUMBAaCTaTHHA U TOBBIIIEHHE pUCKAa MHOMATUU. PUck pa3BuUTUS MHONATHH,
CBS3aHHOM C NMpPUMEHEHHEM BBICOKHUX 103 cuMmBactaTuHa (80 mr), B memom cocrasisieT 1 %
IpU OTCYTCTBHHM TE€HETUYECKOTO TeCTHpOoBaHMSA. Ha OCHOBaHMM pe3ylbTaTOB HCCIEIOBAHUS
SEARCH y nocureneit romosurotHoit amienu C (CC), momywaBmmx 80 Mr mpemnapara, puck
Pa3BUTHS MUONIATUU B TE€UEHHE roja coctaBisul 15 %, Torna kak y HOCUTENEW reTepo3uroTHOM
amenu C (CT) Taxoii puck 6611 paBeH 1,5 %. CooTBETCTBYIOIINHN PUCK Y TAIIMEHTOB ¢ Hanbouee
YaCThIM TEHOTUIIOM (TT) COCTAaBJISI 0,3 % (cMm. pazzen 5.2.).
[Ipu BO3MOKHOCTH T€HOTUTTUPOBAHUE Ha MpeAMeT Hamnaus amiend C T0JDKHO pacCMaTpUBaThCS
KaK 4acCTh OLEHKU MOJIb3bl M PUCKA /10 Ha3HAUYEHHUs CUMBAcTaTHHa B 703€¢ 80 MI' y KOHKPETHBIX
nanueHToB, W y Hocutenei reHoruna CC cienyer u3deraTh MPUMEHEHHSI BBICOKHX J103.
B 10 xe Bpemsi, OTCYTCTBHE JAHHOTO T'€HA NP F€HOTUIIMPOBAHUN HE MCKIIIOYAET BEPOSTHOCTU
Pa3BUTHSI MUOTIATHH.

Oyenka akmugnocmu kpeamungocpokuHazvl

OneHka akTUBHOCTH KpeaTHH(GOCPOKMHA3bl HE JOJDKHA MPOBOAUTHCA IOCIE HMHTEHCHUBHBIX
¢u3MUeCKUX HArpy30K WM IpU HATUYMU KaKOH-IMOO MpaBaoONOJ00HON anbTepHAaTUBHOU
OpUYMHBL  yBenudeHus akTUBHOCTH K@K, MOCKONBKY 3TO 3aTpyaHSE€T HWHTEPIPETALUIO
sHaueHnii. Ecimm aktuBHOCTE K®K Ha HCXOAHOM ypoBHE Oblla 3HAYUTEIHHO IMOBBIIICHA
(> 5 x BT'H), ona nomkHa OBITH OlleHEeHA Yepe3 S—7 MHEH NI MOATBEPIKIACHUS PE3YIbTaTOB.

o nauana nevenus

[Ipn Hayanme Tepamuy CUMBACTATHHOM WIIM YBEJIHMYEHHUU €r0 J03bl BCEX IMAlMEHTOB CIIEIYET
MpEeAYNpeXaaTh O PUCKE MHUOMATHH M O HEOOXOIUMOCTH OBICTPO COOOmaTh O JH000i Goyn
HESICHOM 3THOJIOTUH, O0JIE3HEHHOCTH UJTH CIAa00CTH B MBIIIIAX.

Cnemyer coOmomaTh  OCTOPOKHOCTh TMPU  HA3HAYCHMHM  Tpermapara  MalueHTaMm ¢
npeapacroiaralonmmMi  (GpakTopamMu K pa3BUTHIO padaoMuonm3a. B clenyromux cHUTyammsx
akTuBHOCTh K®K He0o0XoaMMo OIeHWBaTh [0 Hadaja Tepamuyd C LEeJIbl0 ONpeaeieHus
pedepeHCHBIX UCXOIHBIX 3HAUCHUIA:

®  TIOXWJIOH BO3pacT (> 65 ner);

®  KCHCKMI MOJI;
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e  HapymeHue QyHKIHH MTOYEK;

®  HEKOHTPOJIUPYEMbBI TUIIOTUPEO3;

e HajgMYMe€ B AaHaMHE3€ MalMeHTa WIM B €ro CEeMEHHOM aHaMHE3€ HAacJeICTBEHHBIX
MBIIIIEYHBIX 32a00JICBaHMUIA,

®  TOKCHYECKOE JICHCTBUE CTATUHOB WK (PUOPATOB HA MBIIIIIEI B AHAMHE3E;

®  370yNOTpeOJICHHE ATKOTOJIEM.

B Takux curyanusx cieayer OIEHMBATh COOTHOIICHHE TIOJIb3bl M pUCKA JICUCHUS, U
peKoMeHayeTcsl KiIMHu4Yeckoe HabOmoneHue. Ecnu y manueHTa paHee BO3HUKAIO MOpaKeHHE
MBI Ha ¢GoHE Tepanuu (GuOpaTaMu WM CTaTUHAMH, MOXKHO HA3HA4YUTh IPYroi mnpemnapar
JAHHBIX KJIACCOB TOJIBKO C OCTOPOKHOCTHIO. [Ipu 3HAYMTENHHOM HCXOJHOM MOBBIIICHUH
aktuBHOCTH KOK (> 5 x B'H) neuenne HaunHATh HE CIIEAYeT.

Bo epemsa neuenus

[Tpu nosBneHuu 6071, c1abOCTH B MBIIIIAX WM CYAOPOT Ha (DOHE Teparuy CTaTUHAMU CIIETyeT
oneHuTh akTuBHOCTh K®OK. Ilpu BbIsABIEHHM 3HAUUTETHLHOIO MOBBIMIEHUS AaKTUBHOCTH KOK
(> 5 x BI'H) B oTrcyTrcTBHE MHTEHCUBHBIX (PM3MUECKUX HATPY30K JICUCHHUE CIECAYET MPEKPATHTb.
[Ipu TsKENBIX M BBHI3BIBAIOIIUX €XKEAHEBHBIM TUCKOM(GOPT MBIIIEYHBIX CHMIITOMaX MOXHO
paccMOTPETh BOMPOC O MPEKPALICHUU JICUECHUS JaXe MPU OTCYTCTBUU MOBBIIIEHUS aKTUBHOCTH
K®K < 5 x BI'H. IIpu nmomo3peHn# Ha MUOIIATHUIO 110 JIFOOOH APyroil mpuyuHe JICYSHUE CIIeIyeT
MIPEKPATHUTb.

NmeroTcst o4eHb peakue CcooOIeHUsT 00 WMMMYHO-OMOCPEIOBAaHHOW HEKPOTHU3UPYIOMIEH
muonatun (MOHM) Bo Bpemsi uiau mocjie Je4eHHs HEKOTOPHIMH cTaThHaMH. KimHudecku
NOHM xapakrepusyercsi CTOHKONH MPOKCHMMATbHOW MBINIEYHOW CITA0OCThI0O U TOBBIMICHHON
AKTUBHOCTBIO KpeaTHH(OCPOKMHA3bI CHIBOPOTKHA KPOBU, KOTOpAs COXPAHSIETCS, HECMOTPS Ha
MpeKpaIieHue Teparnuy cTaTuHaMu (CM. paszen 4.8.).

[Ipu pa3zpemieHur CUMNTOMOB M BO3BpalieHUU akTUBHOCTH K®PK k HOpMabHBIM 3HAYEHUSAM
MO>KHO PacCMOTPETh BOMPOC O BO30OHOBJICHUH TE€PAIMK CTATUHAMU WJIM O Ha3HAYCHUU JPYTOTO
CTaTHHA B MUHUMAJIBHOM J03€ MO/ THIATeIHBIM HAOIIOICHUEM.

Bonee BricOKas yacToTa pa3BUTHS MHOIATHU HAOIIOJAIACh Y IAIMEHTOB, Y KOTOPBIX J103a ObLIa
yBenudeHa a0 80 mr (cm. pazaen 5.1.). PekomeHmyercs MpoBOAWTH NMEPHOIUUYECKYIO OIEHKY
akTuBHOCTH K@K, mOCKOJIBKY 3TO MOKET OBITh IMOJIE3HBIM IS BBISBICHUS CYOKIMHUYECKHX
Clly4yacB MHUOMNIATHUH. B TO xKe BpeMs, HET YBEPEHHOCTH B TOM,
YTO TaKOW KOHTPOJb NPEIOTBPATUT PA3BUTUE MUOMNIATHH.

Tepamnus ciMBacTaTUHOM JIOJKHA OBITh BPEMEHHO OTMEHEHa 3a HECKOJIBKO JHEH 0 OO0JbIINX

IUTAHOBBIX XUPYPrUYECKUX OINepaluii M TpU Pa3BUTUU TSKENBIX COCTOSIHMM, TPeOyrOmMX
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Meponpusmus no cHUdMCeHuIo pUcKka MUONamuu, 6b136AHHOU 83AUMOOEUCMBUEM eKAPCTNEEHHBIX
npenapamog (cM. pasznen 4.5.).

Puck muonatum u pabaoMuoiin3a 3HAYUTEIHHO BO3pPACTAET MPU OJHOBPEMEHHOM MPUMEHEHUU
cuMBacTatiHa ¢ MOIHBIMA MHTHOUTOpaMu CYP3A4, TakuMu Kak UTPAaKOHA30JI, KETOKOHA30M,
M03aKOHA30JI, BOPUKOHA30JI, IPUTPOMHUIIUH, KIAPUTPOMUIIMH, TEIUTPOMUIIMH, HHTUOUTOPHI
nporeazsl BHWUY  (manpumep, HenduHaBUp), OoLeNpeBUp, TenanpeBup, Heda3oI0H,
JIeKapCTBEHHBIE MpenapaThl, CoJAepKallue KOOUIMCTAT, a TaKkKe reMPpUOpo3uIl, UKIOCIOPUH U
nanazon. [IlpumeHeHHe 5STHX JIEKapCTBEHHBIX IIPEMaparoB BMECT€ C CHMBAacCTaTUHOM
MPOTUBOMOKA3aHo (cM. pazaen 4.3.).

Puck pa3BuTHs MHONMATUM ¥ pabJAOMHONM3a TakKe BO3pacTaeT IMpH OJHOBPEMEHHOM
NPUMEHEHUH aMHUOJapoHa, aMIIOAMIIMHA, Bepamamiia WM AWTHa3eMa C OIpeleleHHbIMU
JI03aMU cUMBacTaTuHa (cM. pa3aensl 4.2., 4.5.). Puck muonaruu, BKItodas pad10MHUOIN3, MOKET
BO3pacTarb TMpPU OJHOBPEMEHHOM TMpPUMEHEHUU (y3UJOBOM  KHUCIOTBI ¥  CTaTHHOB
(cM. pazzen 4.5.). Y manueHToB ¢ TOMO3UTOTHOM CEMEHHON THIIEepX0JIECTEPHHEMHUEH TaKoil puck
MO’KET BO3pacTaTh IPU OJTHOBPEMEHHOM MPUMEHEHUH JIOMUTANN/IA C CHMBACTaTHHOM.
CrnenoBatenbHO, uTO Kacaercs mHruoutopoB CYP3A4, npuMeHeHHE CUMBAacTaTUHA BMECTE C
UTPAKOHA30JI0M, KETOKOHA30JI0M, I03aKOHA30JI0M, BOPUKOHA30J0M, HHTHOUTOpPAMH TPOTEa3bl
BUY (manpumep, HenduHaBup), OOLEHPEBHPOM,  TEIAMPEBUPOM, DPUTPOMHUIIUHOM,
KJIQPUTPOMULIMHOM, TEIUTPOMHUIIMHOM, HE(Pa30J0HOM M JIEKapCTBEHHBIMU IIperapaTamu,
coJIepXallMMi KOOWIIMCTAT, MpoTHBOMOKa3zaHo (cMm. paszen 4.3., 4.5.). Ecou mpumeHeHus
MourHbIX UHrHOuTOpoB CYP3A4 (npenapatoB, kotopblie yBenuunBaroT AUC npubIu3uTensHO B
5 pa3 u BbIIE) H30EKATh HENb3s, TEpamusi CHMBACTATUHOM JOJDKHA OBITh BPEMEHHO
npekpaiieHa (1 pacCMOTPEH BONPOC Ha3HAUYEHUs APYroro CTaTHMHA) Ha BECh MEPHOJ JICUCHUS.
bonee Toro, HeoOxoauMMO COOIOATh OCTOPOXKHOCTH MPU KOMOWHHUPOBAHWU CHMBACTAaTHHA C
apyrumu  MeHee MomuHbiMH uHruOutopamu CYP3A4: ¢daykonasomoM, BepamaMuiom,
muntuazemoM (M. pasmen 4.2, 4.5.). Cnemyer wu30eratb OJHOBPEMEHHOTO IpHEMa
CUMBACTaTHHA U Tpern(pyToOBOro COKa.

OpHoBpeMEHHOE  NpPUMEHEHHWE  CcuUMBacTaTMHa W rem¢uOpo3uga  IPOTUBOMOKA3aHO
(cM. paznensl 4.3.). B cBsi3u ¢ IOBBIIIICHHBIM PUCKOM MHUOTATHU M PA0OMHUOIINA3A y TIAIIHEHTOB,
MOJTyYaIOLIUX CUMBAaCTaTHH BMECTE C OpYTUMH ¢ubparamu,
3a WCKIoueHueM (¢eHoduOpara, 103a CUMBAaCTaTHHA HE JIOJDKHA mpeBbmaTh 10 Mr B CyTKH
(cm. pasnenst 4.2., 4.5.). CnexyeT coOr01aTh OCTOPOXKHOCTH MpU HazHaueHuu denodudpaTa u
CHUMBACTaTHHA, TOCKOJIbKY KaXJIblii M3 3THUX IpernaparoB caM IO ce0e MOXET BbI3bIBAThH

PAa3BUTUC MUOIIATHUH.
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CHMBACTATHH HeNb3S HA3HAYATH OTHOBPEMEHHO ¢ (Y3HIOBOI. KIEHOTOIR B ek ApeTBorHoi

dopMe A7 CUCTEMHOr0 MPUMEHEHHUs WM MPUMEHSTh B TEUYEeHUE 7 JHEH Iocie OKOHYAHUS
neyeHust (y3unoBoi kucnoroil. Ecnu npuMenenue ¢y3u1oBoil KUCIOT HEOOXO0AUMO, Teparus
CTaTMHAMM JOJKHA OBITh MPHOCTAHOBIIEHA HA BECh MEPHOJ JiedeHUs (y3UIOBOM KHUCIOTOM.
CymiecTBYIOT COOOIIEHUs O CiIydasx padaomMuon3a (BKIoUas Caydad ¢ JETATbHBIM HCXOIOM)
y TAIMEeHTOB, MOJYYalOIIUX COoYeTaHue (Py3u70BOM KHCIOTHI U CTATHMHOB (CM. paszzaeisl 4.5.).
[TanenTy crenyer peKOMEHI0BAaTh HEMEAJICHHO OoOpamiatbes K Bpayy B Cllydae pa3BUTHA
KaKUX-JIMOO CHUMITOMOB B BHUAE 00iM, OOJE3HEHHOCTH WJM CIa0OCTH B MBIIIIaxX. Tepamnus
CTaTHHAMU MOKET OBITh BO30OHOBJICHA Uepe3 CeMb JHEH MOCIIe MOCIeAHETo mpruemMa Hy3ua0Boi
KHCJIOTHI.

B HCKIIOUMTENBHBIX CHUTyalHsIX TPH HEOOXOMWMOCTH [UIUTEILHOM CHUCTEMHOW Teparuu
Gy3uI0BOM  KHCIOTOW, Hampumep, TMpU  TOKETbIX  HHPEKIHIX, IeJ1eco00pa3HOCTh
OJIHOBPEMEHHOTO MPHUMEHEHUsI CHUMBAacTaTWHA W (Dy3UJOBOM KHCIOTHI JOJKHA OLEHUBATHCS
B K2)KJOM KOHKPETHOM CJIy4ae U MO/J[ TIIATEIbHBIM MEIUIMHCKUM HAOIIOICHUEM.

Crnenyer u3berarb KOMOWHHUPOBAHHOTO MPUMEHEHHSI CUMBACTaTHHA B J03aX, MPEBBIIIAIOIINX
20 Mr B CYTKHM, BMECTE€ C aMHOJApPOHOM, AMJIOJUIIMHOM, BEpaaMWIOM WM JUITHA3EMOM.
Y manMeHToB € TOMO3HMTOTHOM CEMEWHOM THIEpPXOJECTEPUHEMHEH CclieayeT u30erarhb
KOMOWHUPOBAHHOTO TMPHUMEHEHMsS CHMBACTaTWHA B J03aX, NpeBbimamomux 40 Mr B CyTKH,
BMECTE C JJOMUTanuAoM (cM. pazaeinsl 4.2.,4.3.,4.5.).

VY manueHToB, KOTOpble NPUHUMAIOT JpYrHe JIeKapCTBEHHbIE IIpernapaThl, 00Jaaaromue
yMEpeHHBIM HHTHOUpYytonuM nerictBruemM Ha CYP3 A4, BMecTe ¢ CMHMBAaCTaTUHHOM, Ha3HAYCHHBIM
B BBICOKHX J103aX, MOXET TOBBINIATECS PHUCK pa3BUTHS MuonaTuu. [Ipu OIXHOBpEeMEHHOM
OPUMEHEHUH CHUMBAacTaThuHa ¢ yMepeHHbIMH uHruouropamu CYP3A4 (mpenaparamu,
yBenuuuBatomuMu AUC mpuOImM3uTeNbHO B 2—5 pa3) MOXKET MOTPeOOBATHCS KOPPEKITUS T03bI
cuMBacTatuHa. {7 HEeKOTOphIX yMmMepeHHbIX MHTHOUTOpOoB CYP3A4, Hampumep, nuiatuazema,
MakcHUMasbHas peKoMeHAyeMas 1032 cuMBacTaTiHa paBHa 20 mr (cm. paszaen 4.2.).
CuMmBacTatuH sBJIsIeTCs cyOcTpaToM 3(QIIIOKCHOTO TpaHCIopTepa Oelka yCTOWYMBOCTH paka
MostouHou >kene3bl (Breast Cancer Resistant Protein, BCRP). OgHoBpemMeHHOE NpHUMEHEHHE
npenaparoB, KOTopbie sBisitoTcs nHrnonTopamu BCRP (Takux kak, 3m06acBUp B Tpa3ornpeBup),
MOKET TPHUBECTH K TIOBBIIICHHIO KOHIIEHTPAllMM CHMBACTaTHHA B IUTa3ME KpPOBU U
K MOBBIIICHUIO pricka Muonatuu. CienoBaTenbHo, CIeIyeT PacCMOTPETh BOIPOC O KOPPEKIHH
J03bl CHUMBACTaTHHAa B 3aBUCUMOCTH OT Ha3Haue€HHOW 103bl. OJHOBpEMEHHOE MpPUMEHEHHE
snbacBUpa M Tpa3ompeBHpa C CUMBACTaTHHOM HE HW3Y4YE€HO; Yy TAIMeHTOB, KOTOpHIE
OJHOBPEMEHHO  TOJIY4alOT  Mpemaparsl, cojepxaiige  3J0acBUp U TIPa3ompeBup,

Y CUMBACTaTHH, /032 CHMBACTaTUHA HE JIOJKHA MpeBbIaTh 20 MI B CYTKH (CM. pazaensl 4.5.).

10
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npuMeHeHneM UHruoutopoB I'MI'-KoA-peaykrasbl 1 JTUMHICHIKAIOIIMMU f03aMu (> 1 1/cyT)
HUAIMHA (HUKOTMHOBOW KHCIIOTBI), KXl M3 MpenapaTroB caMm MO ce0e MOXKET BBI3BIBATH
MUOTATHIO.

B knmHWMYeckoM wuccienoBaHuM (MeawaHa Tiepwoja HaOmojaeHus 3,9 roma) ¢ ydacTHEM
MAIMEHTOB C BBICOKHM PUCKOM CEPACYHO-COCYIUCTBIX 3a00JIEBaHUN C XOPOIIMM KOHTPOJIEM
yposust XC-JIITHII Ha ¢one Tepanuun cumBactaTiHOM 40 MI/CyT B KOMOMHAIIUH C 33€TUMHOOM
10 mr wmiam 0e3 TakOBOrO He OBUIO BBISBICHO JOMOJHUTEIBHOW IOJB3bl B OTHOIICHUU
CEpJICYHO-COCYIUCThIX HCXOJOB TMpH J00aBJI€HWHW HUAIMHA (HUKOTUHOBOW KHCJIOTHI)
B JIMITHAICHUKAIOIINX J03aX (> 1 r/cyr).

CrnenoBarenbHO, Bpay, pacCMAaTPUBAIOIINE BOMIPOC O HA3HAYCHUH KOMOMHHPOBAHHOW TEparvu
CHMBACTaTHHOM C JIMIHACHIKAIOIIUMHU J103aMu (> 1 1/CyT) HManuHa (HUKOTHHOBOW KHCIIOTHI)
WIM TpernapaTaMmy, COJEep>KalllMMHU HUAIMH, JODKHBI THIATEIbHO B3BEIIMBATH MOTEHIUATBHYIO
MOJIb3Y M PUCKU M MPOBOIUTH TIHIATENFHOE HAOIIOEHUE 3a MAlMEHTAMH Ha MPEIMET JIF0OBIX
NPU3HAKOB M CUMITOMOB B BUja€ 00iH, OOJNIE3HEHHOCTH WM CIIA0OCTH B MBIIILAX, OCOOCHHO
B IIEPBBIE MECSIIbI TEPANIUU U MPU YBEITMYSHUH O3Bl JTOO0T0 U3 MPEenapaTosB.

Kpome Toro, B JaHHOM HCCJIEIOBAaHMH YacTOTa MUOMATHUU NMPUOIM3UTENbHO coctaBuia 0,24 %
y mnanueHToB u3 Kwutas, momywarommx cumBactatiH 40 MI Wid 33eTUMUO/CUMBACTaTHH
10/40 mr, B cpaBHeHuu ¢ 1,24 % y namuentoB u3 Kutas, KOTOpble NPUHUMAIA CUMBACTaTUH
40 mr nimum 33etuMub/cumBacTatiud 10/40 MTr BMecTe ¢ HUKOTHHOBOM KHCIIOTOM/TapOnmUIIpaHTOM
MoaudunrpoBaHHoTo BbICBOOOXKACHUS 2000 Mr/40 mr. XoTs €IMHCTBEHHOM MOHTOJIOMIHON
MOMYJISIIIACH, OIEHUBAEMOW B ATOM KIMHUYECKOM HCCIEAOBAHUU, OBLUTH KHUTAUIIbI, YIUTHIBAS
0ojiee BBICOKYIO YacTOTy MHOIATHUHU y MalUEeHTOB U3 KuTas B CpaBHEHHH C TMAIlMEHTaMU HE
KUTAWCKOTO TPOMCXOXKICHHUS, OJHOBPEMEHHOE IMPUMEHEHHE CHMBACTaTHHA C HHUAIMHOM
(HUKOTHHOBOM KHCJIOTOW) B JIMIMHICHIKAIOMKMX A03aX (> 1 r/cyT) y MaliMeHTOB MOHTOJIOUIHOM
pacsel He pekoMeHayeTcs (cM. pazaen 4.5.).

AULMIIUMOKC CTPYKTYPHO CBSI3aH C HHAIIMHOM. XOTS alUIIAMOKC HE U3Yy4YalcCs, PHUCK
TOKCHYECKMX dS(PQPEKTOB B OTHOIIEHUU MBI MOXET ObITh aHAJIOTMYEH TaKOBOMY
py NIPUMEHEHUH HUAIIMHA.

Jlanmomuyun

[Ipu onHOBpeMeHHOM NpuMeHeHUH UHTHONTOpoB I'MI'-KoA-peaykra3sl u ganToMunuHa ObUTH
MOJIYYeHBI COOOIIEHUST O PA3BUTHH MHUOMATHH W/WiK pabdaomuonusa. Cremyer coOIoaaTh
OCTOPOKHOCTh TIpH  Ha3HaueHHWH HHTuOuTOpoB ['MI-KOA-penykra3sl  OJHOBPEMEHHO
C JaNTOMUIIMHOM, TaK KakK JIF0O0OW M3 3TUX areHTOB MPU MPUMEHEHHH IO OTIEIHHOCTH MOXKET

BBI3BIBATh MHOMNATHIO W/ pabaomuonus. Creayer paccMOTpeTh BOMPOC O BPEMEHHOMN
11
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(cM. pazzmen 4.5.).

Brusanue na neuenw

B kinHHYecKuX HcCCleNOBaHUSAX Y HEOONBIIOTO 4ucia B3POCIBIX MAIMEHTOB, MOTYYaroIInX
CUMBACTATHH, OTMEYAJIOCh CTOMKOE MOBBIIIEHNE aKTUBHOCTH TPAHCAMHUHA3 B CBIBOPOTKE KPOBU
(mo > 3 x BI'H). Ilpu oTMeHe niM BpeMEHHOM HpPEKpaIleHUH TEPariuid CUMBACTaTUHOM Yy ATHUX
NAlMeHTOB aKTHBHOCTh TpaHCAMHHA3 OOBIYHO MENJICHHO CHIKAJach JO  YPOBHA,
Ha0JI0/IaBUIETOCs 10 Havaia JeUeHuUs.

PexoMenayeTcst NpoBOAUTH OIIEHKY (DYHKIIMU MEYEHH 10 Hayalla JeUeHus, a 3aTeM NPy HATUUUU
KJIMHUYECKHUX MOKa3aHUH. Y MalueHTOB, y KOTOPBIX J103a Obuta yBenudeHna 10 80 Mr, GyHKIHIO
IeYeHN HEOOXOMMO JIOTIOJIHUTENFHO OLIEHUBATh IEpe] MOBBIIICHUEM J03bl, Yepe3 3 Mmecsia
nocjie Hero M MepuoJM4ecku B JajbHeieM (Hanpumep, 1 pa3 B Mojiroaa) B Te4eHHE MEPBOTO
roga nedeHus. Ocoboe BHHMMAaHME CJEAyeT YIENAThb IaldeHTaM, Y KOTOPbIX BO3HUKAeT
NOBBIIIEHUE AKTUBHOCTU TPAaHCAMHUHA3 B CBIBOPOTKE KPOBU. Y TakuUX MAalMEHTOB OLIEHKY
(GyHKIMM TICYEeHW cleayeT OBICTPO TOBTOPUTh M B JIAJIbHEHIIEM BBINOJHATH Yallle.
Ecnu akTUBHOCTH TpaHCAMMHA3 CBHJIETENBCTBYET O MPOrPECCUPOBAHUU COCTOSIHHS, OCOOECHHO
ecnu oHa noseimaercs A0 3-x BI'H u croiiko coxpaHsieTcsl, CHMBAaCTaTUH CJIEAYET OTMEHHUTD.
OOparure BHHMMaHHE, YTO AaKTHBHOCTh asaHUHamMuHOTpaHc(hepaza (AJIT) moxer ObITH
00yCJIOBJIeHa MOPAKEHUEM MBIIICYHON TKaHHU, MOATOMY pocT akTuBHOCTH AJIT B coderanuu c
noBblieHneM akTUBHOCTH KDK MokeT yka3plBaTh HA MUOTIATHIO.

Cy1iecTBYIOT HEMHOTOUYHCJICHHBbIE  IOCTPETUCTPAllMOHHBIE  cooOmieHuss o  (aranbHOU
U HedaTalbHON IEYCHOYHOM HEJOCTATOYHOCTH Yy TMAalUEHTOB, NPUHUMABIIUX CTaTHHBI,
B TOM YHCJE€ CUMBAcTaTHUH. Eciu npu J€4eHMM CHUMBAacTaTMHOM pa3BHBAETCAd CEPbE3HOE
MOPAKEHUE  IICYECHHU, COMpOBOXKAAIOIIEeCs  KIMHUYECKMMH  CHMITOMAaMHU  W/WIH
TUTIEPOMIIMPYONHEMHEH HIIH JKEITYXO0M, HEOOXO0IMMO Cpasy e MpeKpaTuTh Tepanuio. Ecinu He
YCTaHOBJIEHA Jpyras IpUYMHA I[OPaKEHUS IIEUEHHU, Tepalnusi CUMBACTaTUHOM HE JOJDKHA
BO300HOBIISTHCS.

VY nmanueHToB, KOTOpble MOTPEOJIAIOT 3HAYUTENIbHOE KOJMYECTBO aJKOTOJISI, Ipernapar cienyer
HCIIOJIB30BATh C OCTOPOKHOCTHIO.

Kax u npu npumeHeHNM ApYrux JUNHICHUKAIOIIMX [IPENapaToB, IPU TEPATUU CUMBACTaTUHOM
onucansl ciaydan yMepeHHoro (< 3 x BI'H) noBbliieHnst akTHBHOCTH TpaHCaMHHAa3 B CHIBOPOTKE
KpPOBH. DTH U3MEHEHHUs BO3ZHHMKAJIM BCKOpE MOCIe Hayaljla Teparui CUMBACTaTUHOM, YacTo ObLIN
MPEXOAAIIUMHU, HE COMPOBOXKIAINCh HUKAKUMU CHMITOMAMHU U HE TpeOOBalM INpepbIBaHUS
JIEYEHUS.

Caxapnvwiii ouabem
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HekoTopeie maHHBIE CBUICTEIBCTBYIOT O [TOM, aitd Ve thTar Al | Bitade T oREtiiaror

KOHIICHTPAIMIO TJIOKO3bl B KPOBHU, @ Y HEKOTOPBIX MALIMEHTOB C BBICOKMM PUCKOM pPa3BUTHUSA
caxapHOro nuabera CTaTHHBI MOTYT TMPHUBOJUTH K PAa3BUTHIO TAKOTO YPOBHS THIEPTIIMKEMHH,
Ipu KOTOpOM (hOpManbHO JOJKHBI ObITh HA3HAUEHBI caXapOCHWXKAloIIKe mpenaparbl. B To xe
BpeMsi, 3TOT PUCK MEPEBEIINBACTCS CHUKEHHUEM COCYIHUCTOr0 pHCKa IPU MPUMEHEHUU CTaTHHOB
U, CIIEJOBaTENbHO, HE JOJKEH OBITh MPUYMHON MpeKpalieHus Tepanuu. [alueHTsl ¢ puckoM
pa3BUTHS caxapHOro auabera (KOHIEHTpauus TIIOKO3bl HaTomlak ot 5,6 1o 6,9 mMmons/n,
nHekc Macchl Tena (MMT) > 30 kr/m?, MOBBIIIEHHBIH YPOBEHb TPUIIIMIIEPHIOB, apTepHaIbHas
TUIEPTEH3Us) JOJKEH KOHTPOJIMPOBAThCA KaK KIMHUYECKH, TaK © OHMOXMMHUYECKH B
COOTBETCTBUU C HAIMOHAIbHBIMA PEKOMEHIALIUSIMHU.
Humepcmuyuanvuvie 3a601e6aHUA 1€2KUX
Onucansl ciiy4au pa3BUTHSI MHTEPCTULMAIBLHONW OOJIE3HU JIETKUX MPHU MPUMEHEHHH HEKOTOPBIX
CTATUHOB, BKJIIOYas CHUMBACTaTHH, OCOOCHHO TpH JUIMTEIbHOW Tepamuu (cM. paszaen 4.8.).
[Ipu3HakaMu WHTEPCTUIIMATBHONW OOJE3HU JIETKUX SBISIOTCS OJBIIIKA, HEMPOTyKTHBHBIN
Kalllelb ¥ YXYAIICHWE OOIIer0 COCTOSHUS 370pOBbs (Ca0OCTh, CHIIKEHHWE MAacChl Tela u
auxopaaka). [Ipu mono3peHun Ha pa3BUTHE UHTEPCTULIMAIBLHOTO 3a00JI€BaHUS JIETKUX TEparus
CTaTMHAMHU JOJIKHA ObITh OTMEHEHA.

eTu
Ilpumenenue y oemeu u noopocmkog 6 eo3pacme 10—17 nem
be3onmacHocTh W 3(¢GEKTUBHOCT, CHMBAacCTaTWUHA Yy TOAPOCTKOB B Bo3pacte 10-17 et
C TETEpPO3UTOTHOM CEMEHWHOW THUIEPXOJIECTEPUHEMHUEH OILICHUBAJIIACH B KOHTPOJIUPYEMOM
KIIMHUYECKOM HMCCIEJOBAHUU C YYaCTHUEM MAJIbUMKOB-IIOJPOCTKOB €O craauei paszsutus I u
BBIIIIE MO Kiaccudukanuu TaHHepa M JAEBOYEK, Y KOTOPBIX MPOIUIO HE MEHEe OJHOTO roja
nocjie HACTYIUIGHHS MeEHapxe. Y TAalMeHTOB, TOJy4YaBIIMX CHUMBAcCTaTHH, MPOQUIIb
HE)KeNaTeNIbHbIX SIBJICHUM B I1€JIOM OBLI CXOJHBIM C TaKOBBIM Yy MAalMEHTOB, MOJY4YaBIIMX
iane6o.
Jo3bl cBeimie 40 Mr B JaHHOW NOMYNSIIMM TANMEHTOB HWCCIENOBaHBl He ObUTH. B 3TOM
OTPaHUYEHHOM KOHTPOJUPYEMOM HCCJEIOBAaHUU HE ObUIO BBISBICHO MOATBEP)KIICHUS BIUSHUS
npernapaTa Ha pOCT WM IOJIOBOE CO3PEBAHUE JIEBOYEK U MAIbYUKOB MOJIPOCTKOBOTO BO3pAacCTa,
WIH BIIMSIHUS HA TTPOJOHKUTEITFHOCTh MEHCTPYAIBHOTO IIUKJIA Y JIEBOUYEK TAKKe HE 00OHAPYKEHO
(em. pasmenst 4.2., 4.8, 5.1.). [leBymKaMm-OAPOCTKAM CJIEAYyeT OOBSCHATH HEOOXOAMMOCTH
IMPUMEHEHHS COOTBETCTBYIOUIMX METOJOB KOHTpAIENIMU BO BPEMs Tepamuy CUMBACTaTUHOM
(cm. pasmenst 4.3., 4.6.). Y nanueHToB B Bo3pacTe < 18 et adpexTuBHOCTL M 0€30MMaCHOCTH
npenapara npu MOPOAOKUTENBHOCTA JieueHuss > 48 Heleiab HEU3BECTHA, JOJITOCPOYHbIC

3pQPeKTHl B OTHOWIEHMH (DU3UYECKOTO, HMHTEIJICKTYaIbHOTO M MOJIOBOTO  CO3PEBaHMS

13
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He M3y4eHbl. lccienoBanus Mo MPUMEHEHUIQ CHMBaé’&%lEy]'%%E%WQJJ;&EE[QHH :'J'ICT,

a TaKkKe y JIeTel mpenydepTaTHOro BO3pacTa U AEBOYEK B IPeMEHapXe HE MPOBOIMIIUCE.

4.5. B3amMmopeiicTBHe ¢ JPYIrHMH JIeKAPCTBEHHbIMHM IpenapaTtaMu W JApyrue BH/bI
B3aNMOJAEHCTBUSA

MHorouuciaeHHble MEXaHU3Mbl MOTYT CHOCOOCTBOBATh MOTEHLUAIBHOMY B3aMMOACHCTBHUIO C
unruouropamu ' MI'-KoA-penykrassl. JlekapcTBeHHbIE CPECTBA WIH MPOAYKTHI PACTUTEILHOTO
NPOMCXOXKACHUS, WHIHOUPYIOIIME OmnpeeneHHble (QepMeHThl MeTabonu3ma (Hampumep,
CYP3A4) w/umu Ttpancnoptepsl (Hanpumep, OATP1B), Moryr yBenuumBaTh KOHIIEHTPAIHIO
CUMBACTaTHHA U TUAPOKCUKHUCIOTH CUMBACTATHHA B IJIa3M€ KPOBU U IPUBOJUTH K MOBBIILECHUIO
pUCKa pa3BUTHUS MUOIIATUH/PabIOMHONIN3A.

IIpoTHBONOKA3aHHbIE KOMOMHAIIMH JIEKAPCTBEHHbBIX CPEICTB

[TpoTuBOMOKa3aHa COMYTCTBYIOLIAs TEPANUs CIEAYIOIMMH JIEKApCTBEHHBIMU CPEICTBAMHU.

o  Mowmnvie uneubumoput usogpepmenma CYP3A4

CumBacratun Metabomusupyercs uzopepmentom CYP3A4, Ho He MHTHOMpYeT aKTUBHOCTH
3TOro uM3ohepMeHTa. DTO MO3BOJSET MPEANOJIOKUTh, YTO TPUEM CHUMBACTATHHA HE OKa3bIBAeT
BJIMSTHUS HA KOHIIEHTPALMIO B IJIa3Me KPOBU JICKAPCTBEHHBIX CPEACTB, METAOOIM3UPYIOIIUXCS
non neiictBueM uszopepmenta CYP3A4. Momnbsie unruburopsl msopepmenta CYP3A4
YBEJIMYUBAIOT PUCK Pa3BUTUS MHONATUM 3a CYET CHIDKEHUSI CKOPOCTH BBIBEJICHUS
cuMBactatnHa. OTHOBpEMEHHOE TMPUMEHEHUE MOIIHBIX WHruOMTOpoB M3odepmenta CYP3A4
(HampuMep, UTPAKOHA30J1a, KETOKOHA30jla, I103aKOHA30J1a, BOPHKOHA30JIa, 3PUTPOMHUIIMHA,
KIIAPUTPOMHUIIMHA, TETUTPOMHUIIIHA, HTHTuOuTOpoB BUU-niporeassl, OorenpeBupa, TenarnpeBupa,
He(dazom0Ha, MPEmapaToB, COAEPKANNX KOOWIIMCTAT) U CMMBAaCcTaTHHA MPOTHBOMOKA3aHO (CM.
pasznmensi 4.3.,4.4.).

o [empuobposzun nmm yuxkiocnopun (cM. pazuensi 4.3., 4.4.).

Jpyrue aeKapCcTBEHHEIC B3aMMOJICHCTBHS

o Jlpyeue gpubpamoi

Puck Pa3BUTHA MUONIATHU YBCIIMYUBACTCA MPHU OJHOBPECMCHHOM IMPUMCHCHUN CUMBACTATUHA C
rempubpo3uIoM (cm. pazznen 4.3)) " JIPYyTruMHu ¢ubparamu
(xkpome denodpubpara). JlaHHBIE TUIIOIUITUIEMUYECKHIE CPEJICTBA CIIOCOOHBI BBI3BATh MUOTIATHIO
B MoHoTepanuu. [Ipm OMHOBpEeMEHHOM NPHUMEHEHHH cHUMBacTaThuHa ¢ (peHodubpaTtom puCK
pa3BUTHSA MHUOIIATUM HE MPEBBINIA] CYMMY PUCKOB IIPU MOHOTEpAIMM KaXXIbIM IIperapaToM
(cMm. pazmensi 4.3., 4.4.).

o  Amuooapou

Puck Pa3sBUTHUA MI/IOHaTI/II/I/paGI[OMI/IO.HI/ISa MOBBIIIACTCA MTPH OJHOBPCMCHHOM MNPHUMCHCHUU
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aMHOJIapoHa C CUMBAaCTaTUHOM. B KIMHUYECKO I/ICCﬂeﬁ&éﬂgqgéﬁg%gﬁ%TﬁM%}ﬁﬂ y

NaIMEeHTOB, IPUHUMABIINX OJHOBPEMEHHO CUMBACTaTHH B J103¢ 80 MI' 1 aMHOJJapOH, COCTAaBMIIA
6 % (cM. paznenst 4.2., 4.4.).

e bnokamopul «MeONeHHbIXY KANbYUeBblX KAHALO08

Puck pasBuTus MuonaTHu/pabAOMHUONIM3Aa TOBBIIIAETCS MPU OJHOBPEMEHHOM NPUMEHEHUU
Bepanamuia, TujiThaemMa WId aMJIOAUINHA C CHMBACTAaTHHOM (CM. pasnensl 4.2., 4.4.).

o Jlomumanuo

Puck pasButus wmuonaTuu/pabIoMuoONIM3a MOXET TOBBIIIATECS MPU  OJAHOBPEMEHHOM
MPUMEHEHUHY JIOMUTANH/Ia C CHMBAaCTaTUHOM (CM. pazzuensi 4.2., 4.4.).

o Vmepennvie uneuoumopul usopepmenma CYP3A4 (nanpumep, Oponedapon)

[Ipy ogHOBpEeMEHHOM NPUMEHEHHUHU IPenapaTroB, OONATAIOIIMX YMEPEHHOH WHTUOHpYIOLIEH
aKTUBHOCThIO B oTHOomeHHH u3zodpepmenta CYP3A4, u cumBacratuHa, ocoOeHHO B OoJjee
BBICOKHX JI03aX, MOXET TIIOBBICUTBCS PHUCK pa3BuTusa Muonatuu (cMm. pazaen 4.4.). Ilpu
OJIHOBPEMEHHOM MpPHUMEHEHUU CHMBACTaTUHA U YMEPEHHBIX WHTHOUTOPOB HU30(EPMEHTOB
CYP3A4 moxer noTpeGOBaThCS CHUKEHUE J103bI CUMBACTAaTHHA.

e Panonasun (ymepennsiii uneuobumop uzogpepmenma CYP3A4)

[Ipn ONHOBPEMEHHOM MPHUMEHEHWU PAHOJA3WHA W CHMBACTATHHA MOXXET IMOBBICHUTHCS PHUCK
pazButus muonaruu (cM. pasnen 4.4.). Ilpu ogJHOBpEeMEHHOM NPUMEHEHMHM CHUMBAcCTaTHHA M
paHoJIa3MHa MOKET NOTPeOOBATHCS CHHXKEHUE J103bI CUMBACTAaTHHA.

o Uneubumopwvr mpancnopmuozo 6eixka OATPIBI

['mapokcUKUCIOTa CUMBAcTaTUHA SIBIAETCS CyOcTparoM TpaHncmopTHoro Oeinka OATPI1BI.
OnHOBpeMEHHOE NPUMEHEHHEe WHIHOUTOpOB TpaHcnopTHoro Oenka OATP1B1 u cumBacraTnna
MO>KET TMPUBECTH K YBEIUYCHUIO MJIA3MEHHOW KOHI[EHTPALUU THIPOKCUKHICIOTH CHMBACTaTHHA
Y TIOBBIIICHUIO PUCKA Pa3BUTHS MHOTIATUH (CM. pa3zeinsl 4.3., 4.4.).

o Uneubumopwl 6enka ycmouuusocmu paka moaroynoul sxcenesvt (BCRP)

CumBacratuH sBisieTcs: cyoctpatom 3d¢dmokcHoro Tpancnoprepa BCRP. OpHoBpemenHOE
npuMeHeHne cuMmBacTtatuHa W uHTHOUTOpOoB BCRP (Hampumep, snmbacBupa u rpa3omnpeBupa)
MOJKET TPUBECTU K YBEIWYCHHIO IJIA3MEHHOW KOHIIEHTPAIMM CHUMBACTATHHA U TOBBIIICHUIO
pucka pa3Butus Muonatuu. [Ipu oJHOBpeMEHHOM MPUMEHEHUH CUMBACTaTHHA U MHTHOUTOPOB
BCRP mosxet nmotpeboBaThcst KOppEKIHs J03bI CHMBAacTaTHHA (CM. pa3neisl 4.2., 4.4.).

e  Huxomumnosas kucioma (ne menee 1 o/cym)

[Ipy ogHOBpEeMEHHOM NPUMEHEHUH CHMBACTaTMHA W HUKOTMHOBOW KHCIOTHI (HHAllMHA) B
JUTIHACHUKAIOMUX J03aX (He MeHee 1 T1/cyT) oOmmMcaHbl peAKue CIydan pPa3BUTHUSA

muonatuu/padbaomuonuza. B (apmakokuHETHUECKOM HCCIENOBAaHUM TPH OJHOBPEMEHHOM
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MPUMEHEHUHU OIHOKPATHO 2 T HHUKOTHHOBO Kncnﬂi:':;%;%ﬁg@%ﬁ%g&%uﬂ u

cuMBacTaTHHa B 103e 20 Mr Habmoganock He3HaunTeapbHoe yBenuuenue AUC cuMBacTaTuHa
THJIPOKCUKUCIOTHl CUMBAcCTaTUHA, a TaKkkKe Cmax THIPOKCHUKUCIOTHI CHMBACTATHHA B IUIa3Me
KpoBH (cM. pazzaen 4.4.).

e Dy3udosas kucroma

ITpn ogHOBpEMEHHOM NMPUMEHEHUH (PY3UAOBOM KUCIOTHI M CUMBACTATHHA MOXKET MOBBICUTHCS
PHUCK pa3BUTHUS MUonatuu (cM. paszaen 4.4.).

o  Konxuyum

[Ipy oxHOBpEeMEHHOM NPUMEHEHUH KOJXWIMHA M CHMBACTaTHHA Yy MAIMEHTOB C IMOYEYHOM
HE/IOCTaTOYHOCTBIO ~ OINHUCAHBl  CIOy4au  pa3BUTHS ~ MHUOMATHH M pabIOMHOIM3a.
[Tpyr KOMOMHUPOBAHHOM Tepanuy JaHHBIMU NpeNapaTaMy TaKUe NalMEHThI JOJKHBI HAXOUThCS
O[] TIATEIbHBIM HAOIIOJCHUEM.

o Jlueoxcum

OnHOBpEMEHHOE NPHUMEHEHME [UIOKCMHA M CHMBAcTaTMHA Yy 3J0POBBIX J00OpPOBOJBLEB
IPUBOINIIO K HEOOIBIIOMY MOBBIIIeHUIO (MeHee 0,3 HI/MIJT) KOHIICHTPAlUU AUTOKCHHA B TUIa3Me
KPOBH, U3MEHEHHOM METOJOM PaJMOMMMYHHOTO aHaJN3a, MO0 CPaBHEHUIO C OJHOBPEMEHHBIM
PUMEHEHHEM JIUTOKCHHA U 1aneoo.

o CekxsecmpaHnmul JHCENYHBIX KUCTIOM

[Ipr ogHOBpPEMEHHOM NPUMEHEHUHM CEKBECTPAHTOB JKEIYHBIX KUCIOT M CUMBACTAaTHHA, NIPHEM
CHUMBAcTaTHHA JOJKEH OCYLIECTBIATBHCS WM 3a 2 yaca 0 WM 4epe3 4 yaca mocie npuema
CEKBECTPAHTOB KEIYHBIX KUCIOT (CM. pazzuen 4.2.).

e Pugpamnuyun

B cBs3u ¢ TeM, 4TO pUdaMIULUH SBISETCS MOIIHBIM HMHIYKTOpoM u3zodpepmenta CYP3A4, y
NAlMEeHTOB, MOJYYAOIUX JOJITOCPOUYHYIO Tepanuio pupaMIULUHOM (HalpUMEp, JIeYCHHE
TyOepKyae3a),  MOXeT  HalOmomatbcs  CHIDKeHHE  A()PEKTHUBHOCTM  CHMBAcTaTHHA.
B (dapmakoknHeTHUYECKOM HCCIEIOBAHUU Yy 3JI0POBBIX J00poBoibleB 3HaueHne AUC
THJIPOKCUKUCIOTHl CUMBACTaTHHA MPH OJHOBPEMEHHOM NPUMEHEHUH ¢ pUPaMIHIUHOM OBLIO
cHIKEHO Ha 93 %.

e Jlanazon

[Ipy ogHOBpEMEHHOM NHPHUMEHEHMM JaHa30jla M CUMBACTaTHHA BO3PACTA€T PUCK DPA3BUTHS
MHOINIATUM U pabIOMHOIN3a, TAKUM 00pa3oM, OJHOBPEMEHHOE NPUMEHEHHE CHUMBAcTaTHHA U
JlaHa30J1a IPOTUBOIIOKa3aHo (cM. pazzensl 4.3., 4.4.).

e  Henpamvie anmukoazynsinmel (npouseooHble KyMapuHa)

CumBactatuH B 03¢ 20-40 Mr B CyTKH HOTEHIMPYET 3PPEKT KyMapUHOBBIX aHTUKOATyJISHTOB:
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IPOTPOMOMHOBOE BpeEMSI, OMPEICIEHHOE KaK AGX(HyHéM(;@M%E%gJ otitdhlénne

(MHO), Bo3pacraer oT ucxogHoro ypoBHs 1,7 mo 1,8 y 310poBbIX T0OpPOBOIBIEB U OT 2,6 10
3,4 y MalnMeHTOB C THUIEPXOJIeCTEpUHEMHUEH. Y MalUeHTOB, MPHHUMAIOIIUX KyMapHHOBBIE
AQHTUKOAryJsSHThI, IPOTPOMOMHOBOE BpeMS JOJDKHO ONpENeNaTbcs J0 Hayana Tepanuu
CUMBACTaTHMHOM, a TaK)X€ JOCTATOYHO YaCTO B HAYAJIbHBIN MEPHOJ JICUCHUS JJIS MCKIIIOUEHUS
3HAUUTENBHBIX U3MEHEHUN ITOTO MoKasarens. Kak ToIbKo JoCTHraeTcsl CTa0MIbHBIN TTOKa3aTeNb
MHO, ero nanpHeiiliee onpeaeacHUe ClelyeT IPOBOAUTh C MHTEPBAAMHU, PEKOMEHYEMBIMU
JUISL KOHTPOJISI TTAIIMEHTOB, MOJIYYaloluX Tepanmuio aHTUKoaryiasHTamu. [Ipu u3MeHeHuu 1036l
CUMBACTaTMHA MWJM TIOCIE €ro OTMEHBl TaKXe PEKOMEHIYETCS pEerylspHOe H3MEpeHue
MPOTPOMOMHOBOTO BPEMEHU. Y TAIMEHTOB, HE NPHUHUMABIIUX AHTHUKOATYISHTHI, Tepamnus
CUMBACTaTHHOM He Oblla CBSi3aHa C BO3HUKHOBEHHEM KPOBOTCUEHUN WM W3MEHEHUSIMU
MPOTPOMOMHOBOTO BPEMEHH.

e Jlanmomuyun

[Tpu omHOBpeMeHHOM npuMeHeHHH HHTHOUTOpoB I MI'-KOA-penyKkTas3sl 1 JanTOMUIIMHA MOKET
MOBBICUTBLCS PUCK Pa3BUTHS MHUOTIATHH W/WIH padaoMHuoIn3a (CM. pa3aeisl 4.4.).

Jlpyrue BUAbI B3aUMOJIEUCTBUSI

Cok rpeiindpyra conep>KuT OJUH WU 00jiee KOMIIOHEHTOB, KOTOPble HHTHOUPYIOT H30(epMEHT
CYP3A4 wu MoOryr TIOBBICUTh KOHLEHTPAIIMIO B  IUIa3ME€  KPOBH  Mpemnaparos,
metabommzupytomuxcs uzopepmeHTom CYP3A4. Tlpu ymorpebieHun coka B OOBIYHOM
kosmgectBe (1 crakan 250 M B 1eHB) 3TOT 3¢ (HeKT MUHUMANIbHBINA (HaOM0qaeTcsl yBEIMUCHHUE
aktuBHOCTH MHTHOUTOpOB ' MI'-KOA-penykrassl Ha 13 % npu ouenke no 3nadenuto AUC) u He
UMeeT KIMHUYeCKoro 3HaueHus. OgHako ymoTpebieHne coka rpeindpyra B O0JIbITHX 00beMax
3HAYUTEJFHO TOBBIIIAET aKTUBHOCTh WHTHOUTOpPOB I'MI-KOA-peaykTaspl B I1a3Me KpPOBH.
B cBsa3u ¢ stuM HeoOxoauMo u30erath yYMHOTpeOJieHHs coka rpedndpyra npu Tepanuu
CUMBAcCTaTHHOM (cM. pazzaen 4.4.).

4.6. DepTHIBLHOCTH, 0EPEMEHHOCTH U JIAKTALMS

bepemennocmo

CuMBacTaTUH TNPOTUBOINOKA3aH OepeMeHHbIM. Tak Kak 0e30MacHOCTb Al OCpEeMEHHBIX He
JI0OKa3aHa W HET JaHHBIX, YTO JICUEHHE IpenapaToM BO BpeMsi OCpPEeMEHHOCTH NPHUHOCHUT
OUEBUJHYIO MOJIb3Yy, MPUEM Mpernapara cleqyeT HEeMeIJCHHO MPEeKpaTUTh MpPU HACTYIUIEHUU
O6epemenHocTu. CHUMBAcTaTUH ClIeAyeT Ha3HA4YaTh JKEHIIMHAM JIE€TOPOJHOTO BO3pacTa TOJBKO B
TEX Clly4yasX, KOI/la BEpOSITHOCTb OEPEeMEHHOCTH OueHb Mana. [IpuMeHeHue cuMBacTaTHHA BO
BpeMsi OEpeMEHHOCTH MOXKET CHU3HUTh KOHLEHTpAIMIO MeEBaJIOHAaTa (IPEIIECTBEHHUK B
OMOCHHTE3€ XOJIECTEpUHA) Yy TI0/Aa. ATEPOCKIEPO3 SIBISETCS XPOHHYECKUM 3a00eBaHUEM, U

OOBIYHO TpeKpalleHue MpHeMa TUIOJUMHAEMUYECKUX IpenapaTtoB BO BpeMsi OepeMEHHOCTH
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TUIEepXOoJeCTepuHEeMuUeii. B CBSI3U ¢ 3TUM CHUMBAacTaTUH HE JOJKEH MPUMEHSTHCS Y >KEHIIHH,
KOTOpbIe OEpEMEHHBI, MBITAIOTCS 3a0epeMEeHeTh WM TMOA03PEBaIOT, YTO OHH OEpEMEHHBI.
JleueHne cUMBAcCTaTUHOM JOJKHO OBITH MPHOCTAHOBJIEHO Ha BECh CPOK OEPEMEHHOCTH WU
noka OEepeMEHHOCTh HE TUAarHOCTUPOBaHA, a caMa JKEHILIMHA MpEeAylnpekIeHa O BO3MOXKHOMN
omnacHocTH Jist oja (cm. paszaen 4.3.).

Ilepuoo epyonozo éckapmausanus

JlanHble O BBLACNICHUU CUMBACTaTHHA M €ro META0OJUTOB C TPYIHBIM MOJIOKOM OTCYTCTBYIOT.
[Tpu HEOOXOAMMOCTH Ha3HAYEHMSI CUMBACTATHHA KEHIIWHE B MIEPUOJI TPYAHOIO BCKapMIUBAHUS
CJIeTyeT YUUTHIBATh, YTO MHOTHE JICKAPCTBEHHBIC MPENapaThl BRIACISIOTCS C TPYIHBIM MOJOKOM,
U UMEETCS yrpo3a pa3BUTHs CEPhE3HBIX HEOIArOMpUATHBIX peakiuil. BeiemcTBue 3Toro mpu
KOPMJICHUU TPYIBIO IPUEM IpernapaTa cleAyeT NpeKpaTUTh.

DepmunbHocmo

JlaHHbBIE O BIUSHUM CUMBACTaTHHA Ha (EPTUIHLHOCTD Y )KCHIIUH OTCYTCTBYIOT. CHMBACTaTHH HE
OKa3bIBAET BIUSHUS HAa (EPTUIBLHOCTD Y KPBIC MYXCKOTO H KEHCKOTO TOJIa.

4.7. BausiHMe HA CMOCOOHOCTH YNPAaBJATH TPAHCIOPTHBIMH CpeICcTBAMHM M padorarhb ¢
MeXaHHU3MaMH

CuMBacTaTUH HE OKAa3bIBACT WIJIM OKa3blBa€T HE3HAYMTENILHOE BIMSHHE Ha CIIOCOOHOCTH
YIPaBIsATh TPAHCIOPTHBIMU CpEACTBAMH H paboTarh ¢ MeXaHM3MaMH. TeM He MeHee,
OpU YIpaBICHUM TPAHCHOPTHBIMU CpPEACTBAMH WM pPAabOTe C MeXaHU3MaMH, CIeIyeT
OPUHUMATh BO BHHUMAaHHE, YTO B MOCTPETHCTPAIIMOHHOM IIEpUOJE COOOIIANOCh O PEIKHX
CIIy4asiX Pa3BUTHUS TOJIOBOKPYKEHUSI.

4.8. HexenarejJbHble peaKIUN

Pesrome mpoduiist 6e3onacHOCTH

CumBacTaTHH B LIETIOM XOPOIIO MEPEHOCUTCS, U OOJIBITMHCTBO MOOOYHBIX PGHEKTOB SIBISIOTCS
c1ab0 BBIPAXXCHHBIMU W Tpexoasmumu. Mernee 2 % MalMeHTOB, NMPUHUMABIINX YYacTHE B
KIIMHUYECKUX HCCIIECIOBAHUSX, MPEKPATHIN JICUCHUE B CBS3U C PA3BUTHEM HEXKeEIaTeIbHBIX
SBJICHUM, CBOMCTBEHHBIX CUMBACTATHHY.

B mpenperucTpallMOHHBIX KIMHUYECKHX HCCIIEJOBAHMUSIX HEXKENATeNIbHBIMU  SIBJICHUSMU,
BO3HUKABIIMMU C YacTOoTOi He MeHee 1 %, KOTOpBIE OILICHHWBAIUCH HCCICIOBATEISIMA Kak
BO3MOXXHO, BEPOSITHO WIM OMNpPENEICHHO CBsI3aHHBICE C MPHEMOM IMpernapara, ObUTH OONb B
JKUBOTE, 3amop MU MeTeopusM. JIpyrumMu HexenarelabHbIMU SIBICHUSMU, BO3HHMKABUIUMH Y
0,5-0,9 % manueHTOB, OBUIH ACTCHUS M T'OJI0BHAS 00JIb.

Nmenuck penkue cooOLeHns 0 pa3BUTHH MUoNaTHH (cM. pazen 4.4.).

B knunnyeckom uccnenoanuu (HPS), B kotopom 20536 manreHTOB NpUHUMAIA CUMBACTaTHH
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(n = 10269 namuenToB) B 103¢ 40 M B CyTKU WU nnau%'(;' {nE@@%?EgM%TE Pofthie B

CpeaHeM 5 JIeT, XapaKTep HeXelaTeNbHBIX SBJICHHH ObUT CXOAHBIM B IPYIMIAX CUMBAcCTaTHHA U
riane6o. Yactora nmpekpaiieHus Teparnuu BCIEACTBUE Pa3BUTHS HEXeEIaTeIbHbBIX SIBJICHUN Oblia
TaK)K€ COMOCTaBUMOW B JAByX rpymmax (4,8 % B rpymme cumBactatuHa u 5,1 % B rpymme
wiane6o). Yacrora pa3BUTUS MUONATUM y NAMEHTOB, NMPUHMMABLIMX CHMBACTAaTUH, OblLIa
menee 0,1 %. [ToBbIlIeHHe aKTUBHOCTH «II€UEHOYHBIX» TpaHCaMKHa3 (Oosee 4eM B 3 pasa BbIIIE
BI'H, moarBepxaeHHOE MpHU MOBTOPHOM HccienoBaHuu) HaOmonanocs y 0,21 % marnueHTos
rpynnsl cumBactaTiHa u 0,09 % nanueHToB rpynimsl miamnedo.

Pe3roMe HexemaTenbHbIX peaKIIMi

Ecth cooOmmIeHruss 0 BO3MOXKHOCTH DPAa3BUTHS CICAYIONIMX HexenarenbHbIX sBieHuid (HS)
oueHb vacto (> 1/10), gwacto (> 1/100, Ho <1/10), mewacto (> 1/1000, HO <1/100), peaxo (>
1/10000, Ho <1/1000), ouens peaxo (<1/10000).

Hapywenus co cmoponwvl Kposu u tumg@amuyeckou cucmemsl: peaKo — aHEMHUSL.

Hapywenus co cmoponvl  uUMMYHHOU  cucmemvl. PEIKO — Pa3BUBAICSI  CUHAPOM
TUIEPYYBCTBUTEILHOCTH, KOTOPBIM MPOSIBISUICA aHaduUIaKCUel, aHTHOHEBPOTHUYECKUM OTEKOM,
BOJIYAaHOYHONIOAOOHBIM  CHUHIPOMOM, PEBMATHUYECKON MOJUMHUANTHEH, J1epMaTOMUO3UTOM,
BaCKYJIUTOM, TPOMOOITUTONICHUEH, D03MHODWINEH, YBEIUYCHHEM CKOPOCTH  OCEIaHus
sputpouutoB (COD), apTpuTOM, apTpaNTUSIMH, KpanuBHUICH, (OTOTYBCTBUTEIHHOCTHIO,
JTUXOPAIKOH, «ITPUITMBAMUY KPOBHU K KOXKE JIUIIA, OJIBIIIKON B O0IIeH c1aboCThIO.

bouin  monydeHsl OYEHb pEAKHE COOOIIEHHS O Pa3BUTHUU HMMYHOOIIOCPEIOBAHHOMN
HEKPOTH3UPYIOMIeH Muomnaruu (ayTOMMMYHHON MHOIATUH), OOYCIOBICHHOW MPHEMOM
cTaTiHOB. VIMMyHOOTIOCpEIOBaHHAs MHUOMATHS XapaKTepHU3yeTcsi CIaboCThI0 MPOKCHMAbHBIX
MBI M TOBBIIIEHHOW aKTUBHOCTHIO K®K B CBIBOPOTKE KpOBH, KOTOpPBIE COXPAHSIOTCH,
HECMOTpSl Ha OTMEHYy JIeYeHHUs cTaTMHOM. Ha Ouomncum MBI BUIHA HEKPOTU3UPYIOILAs
MUOMaTus 0€3 3HAYUTENLHOTO BOCMAJCHUS. YIy4llIeHWe HaOMI0MaeTCsl TMpU  Teparuu
MMMYHOJETIPECCUBHBIMHU ITpenapaTamu (cM. paszen 4.4.).

Takxe ObUIM TOMy4YeHBl pPEAKHE IOCTPETUCTPAIIMOHHBIE COOOLIEHUS O KOTHUTHBHBIX
HAPYIICHUSX (HApUMEp, pa3InyHble HAPYIICHUS MaMSITH — 3a0bIBUMBOCTh, CHIDKEHUE TTAMSITH,
aMHe3Hs, CIIyTaHHOCTb CO3HAHUs), CBSI3aHHBIE C IPUMEHEHHUEM CTaTUHOB. J[aHHbIE KOTHUTUBHBIE
HapyIIeHUs ObLTU 3aperuCTPUPOBAHBI MPU MpHeMe Bcex cTaTHHOB. CooOuieHus B 11eJI0M ObLIN
KJIACCU(UITUPOBAHBI KaK HECEPhE3HBIE, C PA3TUYHON JUIUTEIHHOCTRIO JI0 TIOSBICHUSI CHMIITOMOB
(oT 1 cyTOK 0 HECKOJIBKHX JIeT) U BpeMeHeM HX pazpemieHus (Meauana 3 Heaenu). CUMITOMBI
OBLIM 0OPaTUMBIMU U TPOXOIMIIN TTOCTIE OTMEHBI TEPATUU CTATUHOM.

Hapywenus co cmoponvl HepsHOU cucmeMvl: PEAKO — TOJIIOBOKpYXKEHHE, Nepudeprueckas
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HelponaTus, mapecTe3us; OUYeHb PeaKo — OECCOHHUIIA; 4&'1_"0;*;' EQ{%@&J&Q&H‘:—%H&%@JA

Hapywenus co cmopoHvl OvixamenvHol cucmemvl, 0peaHo8 2pyOHOl KIemKU U CPeoOCmeHUs.
4acToTa HE YCTaHOBJIEHA — UHTEPCTULIMATIbHOE 3a00JIeBaHNUE JIETKUX.
Kenyoouno-kuuieunvie Hapyuienus: peaKko — AUCIIETNICUs, TOIIHOTA, pBOTA, AUApesi, TaHKPEaTHT,
reraTUT/ KeNTyXa; O4eHb PeKo — (aTanbHas U HedaTaabHas NEYeHOYHAst HEAOCTATOUHOCTb.
Hapywenusa co cmoponvl Kodcu u noOKOMCHbIX MKAHeU: PEIKO — KOXKHAasl ChIb, KOXHBIN 3y,
ajnonenus.
Hapywenus co cmoponvl ckenemno-mbluleyHou U COeOUHUMENbHOU MKAHU: PEAKO — MUAITHS,
CYJIOpPOTH MBI, Pa0JOMHONM3; YAaCTOTa HE YCTAHOBJIEHAa — TEHAWHONATHH, BO3MOXKHO C
Pa3pbIBOM CYXOXKUITUM.
Hapywenus co cmoponst co cmopoHvl penpoOyKmuHoU cucmemvl U MOJIOYHBIX Jicesle3. 4acToTa
HE YCTaHOBJIEHA — 3PEKTUIIbHAS AUCHYHKIHUS.
JlabopamopHvle u uncmpymenmanbHvle OaHHbIE:
NmeroTcst peakue cooOIIEeHUsI O Pa3BUTHH BBIPAKEHHOTO M CTOMKOI'O MOBBIIIEHUS aKTHBHOCTH
«TEYEHOYHBIX» TpaHCaMHMHAa3. Takke cooOIIalioch O TOBBIIIEHUH AKTUBHOCTH IIEIOYHON
docdaraszpl U ramma-riIyTaMuiITpaHcnenTraa3bl. OTKIOHEHUS B TOKa3aTeNaX (PyHKIMOHAIBHBIX
MEYCHOYHBIX TPOO OOBIYHO C€J1a00 BBIPAKEHBI W HOCAT TPEXOIsiuiuil xapakrtep. Mmerorcs
CBEJICHUS O cityvasx nosbilieHus akTuBHOCTH KDK (cMm. paznen 4.4.).
Coo01manoch 0 TOBBIMIEHUH KOHLEHTPALMH TIUKO3MIMpOBaHHOTO remoriobouna (HbAlc) u
KOHIIEHTPAllUU TJIIOKO3bl B CBHIBOPOTKE KPOBHM HATOLIAK IPU MpPHEME CTAaTUHOB, BKIIOYas
CUMBACTaTHH.
Crenyromue HexenaTeIbHbIe SIBICHUS COOOIIATNCH IPY IPUMEHEHUH HEKOTOPBIX CTATHHOB!

e HapylIEHUS CHA, BKIIOYas KOIIMApHbIE CHOBHUICHHUS;

e cekcyaibHas TUCHYHKLHUS, THHEKOMACTHSI.

eTH

B xnuHHYecKkoM HcCleJOBaHUU € y4acTHEM NalMeHToB B Bo3pacTe 10—17 neT ¢ rerepo3uroTHoit
CEMEHHON THImepxoJieCTepuHeMUued MpoQMiIb O€30MaCHOCTH M TEPEHOCUMOCTH JICUCHUS B
rpyImie, NPUHUMABIIEH CHMBACTaTHH, OBUT COMOCTAaBUM C TMpoduiaeM Oe30MacHOCTH H
NIEPEHOCUMOCTH JICUEHUS B TPyIIe, MpuHUMaBIIei miamne6o (cMoTpu pasaen 4.4.).

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BakHo co00maTh 0 T0J03peBaCMbIX HEKENATEIFHBIX PEAKIHUAX MOCIIe PETHCTPAINY Mperapara
C mUenbl0 oO0ecreueHHsi HENPEPhIBHOTO MOHHTOPWHTA COOTHOINCHHS <«II0Jb3a — PHCK»
JIEKapCTBEHHOTO Tpernapara. MeIuIMHCKAM pa0OTHUKAM PEKOMEHIIYEeTCsl COOO0IaTh O JIFOOBIX

MoA03pCBACMBIX HCXCIIaTCIIbHBIX pCaKknusax JICKApCTBCHHOT'O
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PEaKIHsIX TOCYAapCTB — WICHOB EBpa3niickoro SKOHOMHUYECKOTO COr03a.

Poccniickas @enepanvs

®denepanbHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)

109012, r. Mocksa, CnaBsiHCKas miomaip, 1.4, crp.1

Tenedon: +7 (800) 550 99 03

Caiit: https://www.roszdravnadzor.gov.ru

E-mail: pharm@roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMIOTOMBI

Coo0Imanoch O HECKOJBbKHX CIydasX Mepeo3UPOBKH, MaKCHMallbHAs MpPUHATAs 7032
coctariisiia 3,6 r. Hu y 0IHOTO MarienTa mocieCTBUN epeI03UPOBKU HE BBISIBIICHO.

Jleuenue

st nedeHus] TIepeO3UPOBKU TMPUMEHSIOTCS OOIIME Mepbl, BKJIIOYAs IMOIICPKUBAIONIYI0 H

CUMIITOMAaTUYCCKYIO TCpAIINIO.

5.  ®APMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®dapmakoamHamMHu4yecKHe CBOMCTBA

dapMakoTepaneBTHUECKas Tpymna: runoaunuaemudeckoe cpeacrso — ['MI-KoA-peaykraszbl
WHTHOUTOP.

Kon ATX: C10AAO01

Mexanusm aeiictBus u dhapMakoauHaMudeckue 3O hEKTEI

[locne mpuema BHYTPh CHMBACTaTHH, SIBISIOIIMNMCS HEAKTHBHBIM JIAKTOHOM, IOJIBEPraeTcs
THIPOIM3Y B IEYEHH C O0Opa3oBaHUEM COOTBETCTBYIOLIEH (GOpPMBI B-THAPOKCHKHCIOTHI
CHMBACTaTHHA, SBJIAIONIEHCS  OCHOBHBIM  MeTa0OJMTOM M oO0Jjajaromeil  BBICOKOH
WHTUOMpYIOMEH  aKTHBHOCTBIO B oTHomeHuu ['MI-KoA  pemykrasel, (QepmMmeHTa,
KaTaJIM3UPYIOUIETO HAYalbHYI0O W Hauboyiee 3HAYMMYIO CTaJUI0 OMOCHHTE3a XOJIeCTepUHA.
Knunnueckue uccnenoBanus noxkasanu 3¢ (HEeKTUBHOCTh CHMBACTATHHA B OTHOIICHUH CHIKEHHS
koHneHTpauun OXC B mnazme kposu, XC JIIHII, TT" u xonecrepuHa ITUMONPOTENHOB OYEHB
Hu3koit mmotHoctu (XC JIIIOHII), a Tak)ke TMOBBIIICHUS KOHIICHTPALIMM XOJECTEPHUHA
aunonporenHoB Bbicokoi miIoTHOcTH (XC JIIIBII) y nmanueHToB ¢ reTepo3uroTHOM ceMEMHOM 1
HECEMEHWHOU TUIIePXO0JIECTEPUHEMHUEN UM CMEIIAHHON TMIIEPIIUIIAIEMHAEH B TEX CIIy4asix, KOraa
MOBBILICHHAs] KOHILIEHTpALMsI XOJIECTEpUHA SIBISETCS (aKTOPOM pUCKA W Ha3HAYCHHE OIHOMU

JUEThI HEJOCTATOYHO. 3aMETHBIM TepaneBTHUecKuil r(PexT HabmrogaeTcss B TeueHue 2 Helelb
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Hayaja JiedeHus. ekt coxpaHseTcs Npu NpoAoLKeHUH Tepanuu. [Ipu npekpamenun npuema
CUMBACTaTHMHA KOHIIEHTpAlMsl XOJIECTEpMHA BO3BpallaeTCd K MCXOJHOMY 3HAu€HHUIO,
HaOJI0aBIIEMYCs 10 Havaja JIeUeHHs..

AKTHBHBIH ~ METa0OMUT  CHMBAacTaTMHA  fABIAETCA  cleUU(PUUECKUM  UHTHOUTOPOM
I'MI'-KoA-penykra3bl, (pepMeHTa, KaTaJU3UPYIOMIETO PEaKIMi OOpa30BaHUsS MEBAJIOHATA M3
I'MTI'-KoA. HecMoTpst Ha 3TO, IpueM CUMBAcTaTHHA B TEPANEBTUUECKHUX J03aX HE MPUBOAMT K
noiaHoMy wuHruouposanuio I'MI-KoA-pemykTasbl, 4TO MO3BOJSET COXPAaHUTHh BHIPAOOTKY
OMOJIOTHYECKH HEOOXOJMMOTO KOJIMYecTBa MeBajioHaTa. [locKoNbKy paHHUM ATarnoMm
OmocuHTe3a XoJjiectepuHa sBisercs koHBepcuss ['MI-KoA B MeBajoHar, CYMTAETCS, 4YTO
NPUMEHEHUE CUMBACTATHHA HE JOJKHO BBI3BIBATH HAKOIUICHHMS] B OPraHU3ME€ MOTEHIHMAIBHO
TOKCHYHBIX CcTeposioB. Kpome Toro, I'MI-KoA OwicTpo Mmerabonmusupyercs OOpaTHO 0
arnetun-KoA, KOTophlil ydacTBYeT BO MHOTHX TpoIleccax OMOCHHTE3a B OpraHU3ME.

XOTs XOJIeCTEpUH SBIISETCS MPEIIIECTBEHHUKOM BCEX CTEPOUIHBIX TOPMOHOB, HE HA0II01a7I0Ch
KJIMHUYECKOTr0 BJIMSHMS CUMBAcTaTUHA Ha crepougoreHes. [10CKoabKy CUMBACTaTUH HE BbI3BAJ
MOBBIIICHUS] JUTOTEHHOCTH >KEIYM, MAaJIOBEPOSITHO €ro BIUSHHUE HA YBEIUYCHUE YaCTOTHI
3a00J1IeBa€MOCTH KEITYHOKAMEHHON OO0JIE3HBIO.

CuMBacTaTUH CHM)KAeT KAaK MOBBIIIEHHYIO, TaK W HOpMaibHyI KoHueHTpamuto XC JITTHIIL.
JITHIT oOpa3yroTcss M3 JUIONPOTEMHOB oueHb HM3KoW ruioTHocTH (JITIOHII). KaraGonusm
JIHIHII  mpeuMymiecTBEHHO OCYILECTBISETCS C MIOMOILBIO BbICOKOA(PUHHOTO
JIITHII-penentopa. Mexanusm cHuwkeHuss koHueHtpauuu XC JIIIHII nocne npuema
CHMBAacTaTHHA MOXET ObITh 00yCOBIeH Kak cHuxkeHueM KoHueHtparuu XC JIIIOHII, tak u
aktuBaruenr JITIHII-perienTopoB, 4TO NMPUBOAUT K YMEHBIICHUIO OOpa30oBaHUS U YCUICHHIO
katabommsma XC JIIHIL. Ilpu Tepanmuu CUMBACTATHHOM TAaK)Ke CYIIECTBEHHO CHIIKAeTCS
KoHLeHTpauus ano B. [Tockoneky kaxxnas yactuna JIITHII conepxut ogny Monekyiy amo B, a B
JIPYTUX JIMIIOMPOTEUHAX OOHApY>KEHBI Mayble KOJUYECTBa arno B, MOXHO MpPeanosoKuTh, YTO
CUMBACTATHH HE TOJBKO BBI3BIBAECT MOTEpr0 xosiecrepuHa B yactuuax JIIIHII, HO u cHmxkaer
KOHLIeHTpanuoo tupkynupytommx yvactun, JIIIHII. Kpome TOro, cumBactaTtuH mOBBIIIAET
xoHueHTpauuo XC JIIIBII n camxkaer koHuenTpauuto TI' B miiazme kpoBu. B pesynbrare 3THx
u3MmeHnenuit otnomenus OXC/XC JIBIT u XC JIITHIT/XC JITBII camxaroTcs.

B ckanamHaBCKOM HCCIEIOBAaHUM BJIHMSHUS CUMBAaCcTaTHHA HA BBDKHBAEMOCTH (4S) BO3/eHCTBHE
TEepanuu CHUMBACTaTHHOM Ha OOIIYyI0 CMEPTHOCTHh (MEIMaHa BPEMEHU Yy4YacTHs NAIMeHTOB
5,4 rona) ouenuBanoch Ha 4444 manmentax ¢ MBC. CumBactaTuH CHMKAl PUCK 0OIIei
cmeptHOCcTH, cMepTHOCTH OT WBC u yactoTy HedaTanbHBIX MOATBEPKIECHHBIX HH(PAPKTOB

muokapna. CUMBacTaTHUH Tak)Ke CHIKaJl PUCK HEOOXOJMMOCTH MPOBEACHUSI XUPYPrHUECKHX
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BMEIIATEIbCTB IO  BOCCTAaHOBJIEHUIO K pOHapHH;lg'::-l@ggtﬁ'&ﬁzﬂt@gﬂ:rgﬁbgg)g%Hoe

IIYHTUPOBAHUE WJIM YPECKOXKHAsi TPAHCIIOMHUHAJIbHAs KOpOHApHash aHruorviactuka). Y
NAIMEHTOB C CaXapHBIM JHMA0ETOM PUCK BO3HUKHOBEHHS OCHOBHBIX KOPOHAPHBIX OCIIOKHEHHM
ObLT Takke CHWXXEH. boiiee TOro, CUMBAacTaTHH 3HAYUTENBHO CHM)KaJl PUCK BO3HUKHOBEHUS
datanpHbIX W He(daTaTbHBIX HAPYIICHHWH MO3TOBOTO KpoOBOoOOpamieHuss (MHCYJbTOB U
NPEXOSAIIUX HAPYILIEHHH MO3TOBOIO KPOBOOOPAIIICHNU).

B 5-nernem uccnenoBanuu 3anmthl cepaua (HPS) addexTuBHOCTh Tepanuu cUMBaCTaTHHOM
Obta TpoJeMOHCTpHpoBaHa y 20536 mamueHTOB C TUnepiaunuaeMued wiam 0e3 Hee,
HAXOJSIIUXCS B TPYIIE BHICOKOTo pucka pa3Butusi MBC B cBs3u ¢ COMYTCTBYIOIIUM CaxXxapHbIM
nabeToM, MHCYIBTOM B aHaMHE3€ U APYTUMH COCYANCTHIMU 3a00JIEBaHUSMH.

B n1aHHOM MHOTOIIGHTPOBOM PaHIOMHU3HPOBAHHOM JIBOWHOM CJIETIOM I1J1a1e00-KOHTPOIHMPYEMOM
UCCJIEJIOBAaHUM CUMBAcCTaTUH B J103¢ 40 Mr B CYTKM B CPaBHEHHMH C IUIalle0O CHIKAN OOIIYIO
CMEpPTHOCTb, PUCK CMepTH, cBsizaHHOM ¢ MBC, puck BO3HMKHOBEHHS OCHOBHBIX KOPOHAPHBIX
OCJIOKHEHUH (BKJIIOYass HedaTambHBIH WHGAPKT MHUOKapaa WM cMepTh, cBsizaHHyio ¢ MBC),
HEO0XOIUMOCTh XMPYPTUYECKUX BMEIIATEIBCTB 110 BOCCTAHOBJICHHUIO KOPOHAPHOTO KPOBOTOKA
(BKJIOYAsl ~ aOpPTOKOpPOHApHOE  IIYHTHPOBAaHME M YPECKOKHYIO  TPAHCIIOMHHAIBHYIO
AHTHOIUIACTHKY), a Takke Nepudeprudyeckoro KpOBOTOKAa U JAPYTUX BUJOB HEKOPOHAPHOMH
peBackymsipuzanuu. CHUMBAacCTaTHH CHWKAll PUCK Pa3BUTHS HHCYJIbTa, a TaKXkKe PHUCK
roCIUTAIM3AMM TI0 TOBOAY CTEHOKapAWUU. PHUCK pa3BUTHS OCHOBHBIX KOPOHApHBIX U
COCYJIMCTBIX OCJIOKHEHHMH CHIDKAJCsA y marmueHToB ¢ win 0e3 MBC, Bkiouas ManueHToB ¢
caxapHbpIM nuabeToM, 3a00ieBaHUSAMH TEpPUPEPUUIECKUX COCYJIOB WIIH IepeOpPOBACKYISIPHON
naTojoruedl. Y TaIMeHTOB C CaxapHbIM JMabeTOM CHUMBACTAaTHH CHIDKAl PHCK Pa3BUTHUS
CephE3HBIX COCYIHCTBIX OCJIOXHEHHWH, B TOM 4YHCIE HEOOXOOUMOCTh IPOBEICHUS
XUPYPrU4eCKUX BMENIATEIbCTB MO0 BOCCTAHOBJICHHIO NMEpUPEPHUUECKOr0 KPOBOTOKA, aMITyTalluu
HUKHUX KOHEUYHOCTEH, a Tak)Ke BOSHUKHOBEHHE TPO(DUUECKUX SI3B.

B japyroM MHOTOIEHTPOBOM  IUIANE00-KOHTPOJIMPYEMOM  HCCIEIOBAHUU C  Y4acTHEM
404 manueHTOB CHMBAacTaTHH (IO JaHHBIM KOPOHApHOW aHTHOrpaduu C MCIOIb30BaHUEM
KOJIMYECTBEHHOM OLICHKH KOPOHAPHOTO KPOBOTOKA) 3aMEJISLI MMPOTrPECCHPOBAHNE KOPOHAPHOTO
aTepoCKiepo3a U TMOSABIEHUE KAaK HOBBIX YYaCTKOB aT€pPOCKIIEPO3a, TaK W HOBBIX TOTAJIbHBIX
OKKJTIO3MM, TOTJa Kak y WAaIlMeHTOB, TMOJYYaBIIMX CTAHIAPTHYIO TEpamnuio, HaOII0aanoch
HEYKJIOHHOE ITPOIPECCUPOBAHNE aTEPOCKIEPOTHUECKUX MOBPEXKIEHUN KOPOHAPHBIX apTepuil.
AHanmM3 TOATPYII W3 JIBYX HCCIIEIOBAaHHMM, B KOTOpbIe ObUIO BKJIIOUEHO 147 ManueHToB C
runepTpuraunepuaemMueii (runepaunuaemus IV tuma mo knaccupuxanuu DpeapukcoHa)
[0Ka3aj, YTO cUMBacTaTuH B n03€ oT 20 no 80 Mr B cyrku cHmkan koHueHTpauuto TI', XC

JIITHII, xonectepuH He JunonpoTeuHoB Bbicokoi mioTHocTH (XC ne-JIIIBII, paccuntsiBaercs
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KaK pa3sHOCTh Mexay Konunentpanueii OXC v KOHueﬁ%EH-E%J}E@LﬁIEﬂH&' W “moBtmian! XC

JITIBII.

AHanu3 apyroil moArpynmnsl U3 7 MAMEHTOB C AUCOCTAMIIONPOTEHHEMHEH (THIICPIUITHICMUS
III Tuma mo wmaccudukanuu PpeapukcoHa) cuMBacTaTHH B J03¢ 80 MI B CYTKH CHHXKAI
koHneHtpanuto XC JITTHII, Bximrovas nunonpoTenHbl mpoMexxyTounoit mimotHoctu (JIIIIIT), a
taxoke koHneHTpauuto XC JIITOHIT u JITIIIII.

5.2. ®apmakokuHeTHYeCKHe CBOICTBA

Abcopbuus

BcaceiBanuto noasepraercs 0koio 85 % NpHUHATONW BHYTPh J103bl CHMBACTaTHHA.

[Ipuem numm (B paMkax CTaHJAPTHOM T'MIIOXOJECTEPUHOBON IHETHI) cpa3y IOcie IpHeMa
CUMBACTaTHHA HE BIHIET Ha (hapMaKOKWHETUYECKUIA TpoduiTh Ipernapara.

Pacnopenenenue

[Tocne nmpuema BHYTpb B MEUEHU ONpPEAEIAIOTCS 00Jee BHICOKME KOHLEHTPALUA CUMBACTaTUHA,
YeM B APYrUX TKaHSX.

KoHnnenTtpanus aktuBHOro merabonura cumBacTatuHa [-654,969 B cuCTEMHOM KpPOBOTOKE
cocTaBisieT MeHee 5 % OT NMpHUHATOW BHYTPb 103bI; 95 % OT 3TOro KojaudyecTBa HaXOJUTCS B
CBSI3aHHOM C O€JIKaMu COCTOSTHUH.

PesynpTarom akTuBHOTO MeTaboim3ma cuMBacTaThiHa B miedeHu (6ornee 60 % y My 4wH)
SIBJISIETCSL €70 HU3Kasi KOHIIEHTPAIHsI B 001IIeM KPOBOTOKE.

B03MOXXHOCTP TPOHMKHOBEHHS CHMBAcTaTHHA 4epe3 TIeMarodHiedannyeckuil Oapbep u
remMaToIuialleHTapHbli Oapbep HE U3YyYeHa.

Buorpancdopmarnus

CuMBacTaTuH SBJISIETCS  HEAKTHBHBIM  JIAKTOHOM, KOTOpBIH  OBICTPO  THAPOIM3YETCH,
npeBpamasicb B [B-ruApokcuKucioTy cumBactatuHa (L-654,969), cunbHBIE MHTHOHTOD
I'MI'-KoA-penykTa3sl. OCHOBHBIMH METaOOMUTaAMU CHMBACTaTHHA B IJIa3Me KPOBH SIBIISIIOTCS
B-runpokcukucnora cumBactatuHa (L-654,969) u ero 6'-rugpokcu, 6'-rHIAPOKCUMETHI U
6'-3x30MeTHIIeH npou3BoaHbie. MHrnompoBanne ['MI-KoA-penykrasbl sBIsS€TCS KpUTEPHUEM
KOJINYECTBEHHON OIICHKH BCeX (PapMaKOKMHETUUYECKUX HCCIEIOBAaHUMA [3-THAPOKCUKUCIBIX
METa0OIUTOB (AaKTHMBHBIX WHTHOWTOPOB), a TaK)X€ AaKTUBHBIX M JIATGHTHBIX HMHTHOHUTOPOB
(Bcex WHTHOMTOPOB), OOpa3ylOIUXCs B pe3yiabrare ruapoiusza. Oba Tuma MeTaboJUTOB
OTIpeNIeNIAIOTCS B TIa3Me KPOBU IPH NPHEME BHYTPh CUMBACTaTHHA.

I'uaponus cumBacTaTUHa B OCHOBHOM IPOHMCXOTUT IPH «IIEPBHYHOM IPOXOXKICHUM» uepes3
MEYEHb, MOATOMY KOHIIEHTpAlMsi HEM3MEHEHHOI'O CHMBACTaTMHA B IJJa3Me€ KPOBH 4eEJIOBEKa

Hu3kas (mMeHee 5 % oT npuHATOM A03b1). MakcumanbHas KOHIEHTpaus (Cmax) B IJ1a3Me KPOBU
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OTHOKpATHOM 103k1. B uccnenosannu ¢ npumeneHneM *C MedeHOro cHMBACTaTHHA TIJIa3MEHHAs
KOHIIEHTpaLUs o0meit PaaNOAKTUBHOCTH (M MEYEHBIH CUMBACTATHH +
1%C meueHble MeTabONUTHI CHMBACTATHHA) JOCTHIana MakCMMyMa uepe3 4 uaca M OBICTPO
cHmkanach 10 npuMepHo 10 % oT MakcMManbHOrO 3HaYEHUs B Te4eHUe 12 yacoB mociie npuemMa
BHYTpPb OJHOKpaTHOM 103bl. HecmoTps Ha TO, UTO [JMana3oH PEKOMEHIOBAaHHBIX
TEpaNeBTUUECKUX 103 CUMBACTaTUHA COCTaBisAeT OoT 5 10 80 Mr B CyTKH, JIMHEWHBIN XapakTep
npodpmrst AUC (momans Mmoj KpPUBOM «KOHIICHTPAIMSA-BPEMS») aKTUBHBIX METaOOIHMTOB B
00111eM KpOBOTOKE COXPAHSETCS MPHU YBEIMUYCHUH 10361 10 120 mr.

DJIMMUHAIMS

[Ipn «mepBUYHOM MPOXOXKIECHUW» Yepe3 TEYeHb CHMBACTAaTUH METa0OIU3UPYeTCs C
MOCIEAYIOLIUM BhIBEICHUEM CMBACTATHHA U €r0 META0OJIUTOB C KEITYbIO.

B wuccnenosanuu npu npueme 100 mr mpemapata (5 kamcyn mo 20 wmr) *C meuenslit
CUMBACTaTHH HaKallJIMBAJICA B KPOBU, MOY€ M KajoBbIX Maccax. Okoso 60 % mnpuHATON 103bI
MEUEHOI0 CUMBAacCTaTHHA OINPENEIIOCh B KAaJOBBIX Maccax U okojo 13 % — B moue. MeueHslit
CUMBACTaTHH B KaJIOBBIX Maccax ObUT TMPEACTaBICH Kak MPOAyKTaMH MeTaboan3Ma
CUMBACTaTHHA, BBIJCIUBIIUXCS C JKEIYbl0, TaK U HeaOCOpOMpPOBABUIMMCS MEUYEHBIM
cumBactatuHoM. Menee 0,5 % mpUHATON 103 MEUEHOTO CHMBAcCTaTHHa ObUIO OOHAPYKEHO B
MOY€ B BHJI€ AKTUBHBIX METAa0ONUTOB cuMMBactaTuHa. B mmasme kpoBu 14 % AUC 0110
OOyCIIOBIIEHO ~ aKTHBHBIMH  uUHruoutopamu u 28% —  BCceMHM  HHTHOUTOpaMuU
I'MI'-KoA-penykTassl. Ilocnennee yka3plBaeT Ha TO, YTO B OCHOBHOM MPOXYKTHI METa00OIM3Ma
CUMBACTATHHA SBIISIOTCS HEAKTUBHBIMU WK C1a0biMu nHTHOUTOpaMu [ MI'-KoA -pemykTa3sbl.

B uccnenoBanuu 1mo uM3y4yeHHUIO MPOMOPIMOHAIBHOCTH 103 cuMBactatuHa 5, 10, 20, 60, 90 u
120 mr HEe HaOJI01a7I0Ch CYIIIECTBEHHOTO OTKIOHEHUs OT JinHeiHOocTH AUC B 00111€M KPOBOTOKE
C yBeJIMueHUEeM J03bl. PapMaKOKMHETHUECKHUE MMOKA3aTeIu MPU OJHOKPATHOM M MHOTOKPaTHOM
npueMe BHYTPb CHUMBACTaTHMHA MOKa3aJid, YTO CMMBACTATHH HE HAKAIUIMBAETCS B TKaHSAX MpHU
MHOTOKPAaTHOM IpreMe BHYTPb.

B nccnenoBannu y manueHToB ¢ TsoKenoi mouedHor HepocrtaTouHocThio (KK menee 30 mu/MuH)
oOmass koHueHtpauus UHrHOUTOpoB ['MI-KoA-penykrassl B I1asMe KpoOBH IOCJE INpHEMa
BHYTPb OJIHOKPATHOMU JTO3BI COOTBETCTBYIOIIETO UHTHOUTOpA
I'MI'-KoA-penykra3el (cTaTuHa) OblIa TMPUOJM3UTENHHO B 2 pa3a BBIINIC, YEM Y 3J0POBBIX
JI0OPOBOJIBIICB.

B wuccrmenoBanum ¢ ydacTHeM 370pPOBBIX JOOPOBOJIBIICB NPHMEHEHHWE CHMBAacTaTUHA B

MakcUManbHOW 1o3e 80 Mr He BIMsUI0 Ha MeTaboiM3M MHjaa3ojaMa W SPUTPOMHIIMHA,

25



COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 05.02.2024 N= 2011

saBisronuxcst  cyocrparamu uzodepmenta CYP3A4. 'B';B:-(l)grpd;e&:’l‘]_ EHe M Givbac e we

spisieTcss uHruoutopom n3odepmenta CYP3 A4 u mo3BoseT MpeanoaokKUTh, 4YTO IPHEM BHYTPb
CUMBAcCTaTHMHA HE OKa3blBa€T BJIMSHHUS HA KOHIIEHTPALMIO B IIJJa3M€ KPOBU JIEKApPCTBEHHBIX
cpencTB, MeTabonu3upyronmxcs no aeiicteueM nzodepmenta CYP3A4.

N3BectHo, uro mukiocnopud yBenuuuBaeT AUC wmurn6utopoB I'MI-KoA-peaykTasbl, XOTs
MEXAHMU3M JIEKAPCTBEHHOI'O B3aMMOACWMCTBHUSI HE M3y4eH IMOJHOCThIO. YBenumueHue AUC
CHUMBACTaTHHA TPEATNOJIOKUTEIFHO CBSI3aHO, B YAaCTHOCTH, C MHTMOMPOBAHUEM H30(pepMEHTa
CYP3A4 u/wmu tpancnoptHoro 6enka OATP1B1 (cm. pazaen 4.3.).

B dapmakoknHeTHYECKOM HCCIEAOBAHUU MPU OJHOBPEMEHHOM MPUMEHEHUU C TUITHA3eMOM
HaOmoganock  yBenmuuenne AUC  B-THAPOKCHKHCIOTHI cHUMBacTtaTuHa B 2,7  pa3a,
NPENOI0KUTENBHO 3a cueT HHruoupoBanus uzopepmenta CYP3A4 (cm. paznen 4.4.).

B ¢apmakoknHEeTHYECKOM HCCIEIOBAHUU TPU OJHOBPEMEHHOM NMPUMEHEHUH C aMJIOIUIMHOM
HaOmonanoce  yBenumdenne AUC  [-TUIPOKCHKUCIOTHI CcHMBactaTiHa B 1,6  pasa
(cm. paznen 4.4.).

B ¢dapmakokuHeTHyeckoM HCCIEIOBAaHUU NpPU OJAHOBPEMEHHOM MPUMEHEHUHU OJHOKPATHOMN
O3bI 2 T' HUKOTHMHOBOM KHCJIOTHI 3aMEJIEHHOIO BBICBOOOKIOEeHHUS W cuMmBacraruHa 20 Mmr
HaOmoganock HesHauutTenbHoe yBenmmueHne AUC cuMBactatiHa W -THIPOKCHUKHCIOTHI
cuMBacTaTiHA U Cmax B-THAPOKCHUKHUCIOTH CHMBACTaTHHA B TIJIa3Me KPOBH (CM. pazzen 4.4.).
Konkpernsie mytn merabonusma ¢y3ua0BOIl KUCIOTHI B MEYEHH HEU3BECTHBI, OJTHAKO MOXHO
OPEANONIOKUTE O HAIWYMM B3aUMOJCHCTBUS MeXIy (Qy3HIOBOH KHCIOTOM M CTaTWHAMH,
KoTOpbie MeTabonu3upytorcs usopepmentom CYP3A4 (cm. pasnen 4.4.).

Puck pa3BuTuS MHOINATUU YBEIMYMBAETCS IMPU TOBBIIIEHHMH KOHIEHTPAMd HMHTHOMTOPOB
I'MI'-KoA-penykra3sl B maa3Me KpoBu. MoiHbie HHruOuTOophl n3odpepmenta CYP3A4 moryr
NOBBINIATh KOHLEHTpanuio MHruouropoB I'MI-KoA-penykrassl M IpUBOAUTE K YBEJIWYCHUIO

pHUCKa pa3BUTHS MUONATUH (CM. pa3zaen 4.4.,4.5.).

Oco0ble rpyInel NAKUEHTOB

Honumopguszm cena SLCOI1BI

Hocurenmn annenu ¢.521T>C rena SLCO1B1 numeroT 6ojiee HU3KYIO aKTUBHOCTh TPAHCIIOPTHOTO
o6enka OATP1B1. AUC 0oCHOBHOTO aKTHBHOT'O METabOJUTa, THAPOKCUKUCIOTHI CHMBACTaTHHA,
cocraBnsieT 120 % y rereposuroreix Hocutenei (CT) C amnenu u 221 % y TOMO3UTOTHBIX
Hocureneil (CC), OTHOCHTENbHO MalueHTOB ¢ Hambonee wacteiM reHotunoMm (TT). Yactora

BcTpeyaemoctn amienn C B eBponeiickod mnomynsuuu paBHa 18 %. YV manumeHTOB C
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CHUMBACTaTHHA, YTO MOKET NMPUBECTU K YBEIMUCHHUIO pUCKa pabaoMuonusa (cM. paszaen 4.4.).

6. ®APMAINEBTUYECKHE CBOMCTBA

6.1. IlepedyeHb BcnoMoOrateJibHbIX BellleCTB

e JIakTO3bl MOHOTHAPAT;

e Kpaxmaj MpexelaTHHU3UPOBAHHBII;

® IIEJIJII0JI03a MUKPOKPUCTAJUIMYECKAS;

® acCKOpOMHOBAS KUCIIOTA;

® JIUMOHHOW KHCJIOTHI MOHOTHPAT;

® MarHus cTeapar;

® OyTHITHAPOKCHAHHU3OJT,

cocrap 060s10ukn Omnapaii® 20A230058 opaHsKkeBbIit

e [rUIIPOMENIIO03a;

® TUIPOJIO3a;

® THUTaHa JUOKCHJ;

® TaJlbK;

® KpacHUTENb jKeJie3a OKCUJ KPaCHBI;

® KpacuTelb JKeJle3a OKCHJI KEIThIH |.

6.2. HecoBmecTnMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEHHUA)

2 roxa.

6.4. OcoOble MepbI IPEIOCTOPOKHOCTH IPH XPAHECHUH

B opurunanbHON ynakoBke (KOHTYpHas sSUeKOBas yNakoOBKa B IMAdKe) IpU TeMmIleparype He
BoIie 30 °C.

6.5. Xapakrep u coaep:kaHue NePBUYHON YIIAKOBKHU

ITo 10, 15 TabneTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 IUICHKU MOJIMBUHHIXJIOPUIAHON U
(donbry aIOMUHUEBON MEYaTHOM JTAaKUPOBAHHOM.

2 KOHTYpHBIE STUYEHKOBBIC YITAKOBKH MO 15 TaOieTOK i 3 KOHTYpHBIE STYEHKOBBIC YITAKOBKH I10
10 TabseTok ¢ HWHCTPYKIMEW 10 NPUMEHEHWIO TOMEMIAI0T B MAadyKy W3 KapToHA s
NOTPEOUTETHCKON Taphl.

6.6. OcoOble Mepbl MNPEJOCTOPOKHOCTH TNPHM  YHUUYTOXKEHHMH  HCIOJIb30BAHHOIO

JIEKApPCTBEHHOI'0 Mpenapara Wjin 0TX010B, MOJIy4YeHHbIX NOc/ie NIPUMeHeHNus npenapara, u
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Apyrue MaHUIYJISIINHU € IPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. JEPXATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

Axunonepnoe o6miectBo «IIponsBoacTBeHHas apmareBTHueckas komrnanus OOHOBICHHE»
IOpuanueckuii azapec: 633621, HoBocubupckas o0u1., Cy3yHckuit paiioH,
pi. Cy3yH, yi. Komuccapa 3sa1tbkoBa, 1. 18.

Ten./daxc: 8 (800) 200-09-95.

7.1. IlpeacTaBuTe/b Aep:KaTelisi perHCTPALMOHHOIO YI10CTOBEPEHHUs

IIperen3uun norpeduTeiell HANPABIATS 10 AJIPECY:

Poccuiickas @enepanus
AxrnronepHoe obmiectBo «IIponsBojicTBeHHas dapmareBTHueckas kommnanuss OOHOBICHHE)
630096, r. HoBocubupck, yin. CtannuonHas, . 80,

e-mail: pretenzii@pfk-obnovlenie.ru

8. HOMEP PETHCTPAHMOHHOI'O YAOCTOBEPEHUSA

9. JATA NEPBOM PETMCTPAIIMM (IIOJATBEPXKJIEHHS PEIMCTPAIIUMN,
MNEPEPETUCTPALIUN)

JlaTa mepBUYHOMN pEeruCTpaIuu:

10. JATA IIEPECMOTPA TEKCTA

OOmast xapakTepUCTHKa JIeKapcTBEHHOro mnpenapara CumBacTtaTuH PeHeBan noctymHa Ha

UHPOPMALIMOHHOM TopTajie EBpa3uiickoro SKOHOMHUYECKOro coo3a B HWH(POPMAIMOHHO-

KOMMYHUKaIMoHHOU ceTn «HTepHET» http://eec.eacunion.org.
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