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OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOT O IPEAAPATA "

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

OBenkop, 10 Mr, TabneTKH, MOKPHITHIE 000TOUKOH.

Osenkop, 20 mr, TabIETKH, TOKPHITHIE 000IOYKOH.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

JelicTByroniee BEMIECTBO: CHMBACTATHH.

Osenkop, 10 mr, Ta0JIETKH, ITIOKPBITHIE 000JI0YKOM

Kaxnas Tabnerka, mokpsiTas 000104K0H, copepkuT 10 Mr cumBacTaTuHa.

BeiectBa, Hanu4yue KOTOPBIX HAMO yYMTHIBATH B COCTAaBE JICKAPCTBCHHOrO Iperapara: JIAKTO3bI
MOHOTHpAT (caxap MOJIOUHbIN) (CM. paszaensl 4.3, 4.4).

OseHkop, 20 mr, Ta0JIETKH, ITIOKPBITHIE 000JI0YKOMI

Kaxnas Tabnerka, mokpsiTas 000104K0H, copepkuT 20 Mr cuMBacTaTHHa.

BeiectBa, Hanmu4yue KOTOPBIX HAMO yYMTHIBATH B COCTAaBE JICKAPCTBCHHOrO Iperapara: JIAKTO3bI
MOHOTH/pAT (caxap MOJIOYHbIN) (CM. paszaensl 4.3, 4.4).

ITomubrit MNEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCIICCTB IIPUBCICH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabeTku, MOKPHITHIE 0OOJIOUYKOM.

Kpyribie 1BOSKOBBIMYKIIbIE Ta0IETKH, OKPHIThIE 000JI04K0i Oenoro wiu moutu Oenoro npera. Ha
MOTIEPEYHOM pa3pe3e BUIHO SAPO OEJIOT0 UK TIOUTH OEJIOro IBETa.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHusl K NIPUMEHEHHIO

Bspocuble nanuedTsl crapiie 18 ner ¢ mmemudeckoil Oonesupro cepana (MBC) unu ¢ BBICOKUM
puckom UBC:

VY manueHToB ¢ BBICOKUM prickoM paszButus MbC (mpu Hanmuyuu runepiunuaeMund Uiu 6e3 Hee),
HarpuMep, y TMalMeHTOB C CaXapHbIM AUMa0eTOM, Yy TAIlMEHTOB C HHCYJIBTOM WJIH JPYTUMH
1epeOpOBaCKYISIPHBIMU  3a00JIeBaHUSMU B aHaMHe3e, Yy TAIlMeHTOB ¢ 3a00JeBaHUSIMU
nepudepudeckux cocygoB wiau y mnanueHtoB ¢ MBC wunum mpenpacnonoxkeHHoctbio Kk MBC
CUMBACTATHUH MOKa3aH ISl

® CHWXXEHHUS pUCKa OOIIel CMEPTHOCTH 3a CUET CHM)KEHUsI cMepTHOCTHU B pesynbrate UBC;

® YMCHBIICHHS PHCKA CEPhE3HBIX COCYIUCTHIX M KOPOHAPHBIX OCIOKHECHHIA:

— He(aTanbHbBIA HHPAPKT MUOKAp/A,

— KOpOHapHasi CMepPTh,

— UHCYJIBT,

— MpOIIeypa PeBaCKYIIPH3aINH;

® YMCHBIICHHS pPHCKa HEOOXOMUMOCTH TMPOBEACHUS XUPYPIHYECKHX BMEIIATEIbCTB IO
BOCCTAQHOBJICHHIO KOPOHAapHOTO KPOBOTOKa (TaKMX KaK AOPTOKOPOHAPHOE HIYHTHPOBAHUE U
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® YMEHBUICHUS PHCKAa HEOOXOJWMOCTH XHMPYPIHMUECKOTO BMEIIATENbCTBA IO BOCCTAHOBJICHUIO
nepudepruyeckoro KpOBOTOKa U APYTrUX BUAOB HEKOPOHAPHOHN peBaCKYISIpU3AlUH;
® CHIDKEHHUS PHCKa OCIUTAIN3AIMU B CBSI3U C IPUCTYIIAMU CTEHOKApIUH.

Bspocable narnueHTs! cTapiie 18 JeT ¢ TMnepannuaieMUeH:

e Kak nomnonHeHue K auere, KOrjaa MpUMEHEHHE TOJBKO JUEThl U JAPYTUX HEMEAMKAMEHTO3HBIX
METO/IOB JICUEHHS Y AIUEHTOB C IEPBUYHOM TUIIEPX0JIeCTEPUHEMUEH, BKIIIOUas TeTEPO3UTOTHYIO
CEeMEHYI0 TrunepxojiecTepuHeMuto (tumepyunuaemus Ila Tuma mno  kimaccupukanuu
®penpukcoHa) WM CMEIIAHHOW TrumnepxojecTepuHemueit (runepiaunuaemus IIb Ttuna mo
knaccupukanuu OpenpukcoHa) HeTOCTATOYHO JJIS:

— CHW)KEHHS TOBBIIIEHHON KOHIeHTpanuu oOmero xonectepuHa (OXC) B mia3Me KpOBH,
XOJIECTEpUHA JMIONpPOTenHOB HM3K0M miuotHoctu (XC JIIHIL), tpurmuuepunos (TT),
anoJyimnonporenHa B (amo B);

— MOBBIIIEHNS KOHIEHTPALUU X0JIECTEPUHA JUIIONPOTENHOB BbICOKOH mmotHocTH (XC JIIIBII);

— cHmkenus coorHomenus XC JITTHIT/XC JITIBIT u OXC/XC JIIIBII;

e rumnepTpurimuepuaeMus (runepaunuaemus IV tuna no knaccuduxanuu Openpukcona);

e JIONOJIHEHUE K JWeTe M JPYrHMM croco0aMm JIe4eHHs MalMeHTOB C TOMO3UIOTHON ceMenHOI
TUTIEPXOJIECTEPUHEMHEH 7151 CHIDKeHUS noBbiieHHOM KoHIeHTpauu OXC, XC JIITHIT u ano B;

e miepBHYHas gucOeramunonporenHemust (rumepyimnuaemus Il tuma mo kmaccudukanum
®dpenpuKkcoHa).

Jletn u moapoctku crapiie 10 JeT ¢ reTepO3UroTHON CEMENHON TUIEPXOIECTEPUHEMUEH:

[IpuMeHeHne cuUMBAacTaTMHA OJHOBPEMEHHO C AMETOW IIOKA3aHO IS CHMXKCHHS ITOBBIIICHHOM
konnentpauuu OXC, XC JIITHIIL, TT', ano B y tonomeit 10—17 et u y neBymek 10—17 et He meHee
yeMm uyepe3 1 rox mocie MeHapxe (MepBO€ MEHCTPyallbHOE KpPOBOTEUEHHE) C TE€TePO3UTOTHOMN
CEMEHHOM THIEPXO0JIECTEPUHEMUEH.

4.2. Pe:xuM 103UPOBAHUS M CIIOCO0 NMPUMEHEHHU

PexxuM 03upoBaHus

HO Haydalia JICUCHUA CHUMBAaCTaTHHOM MMaluCHTY CJIeayCT Ha3HA4YUTb CTaHJAApPTHYIO
THIIOXO0JICCTCPUHOBYIO JUCTY, KOTOpAasd JOJ’KHA CO6J'IIO)13TI)C${ B TCYCHHEC BCCI'0 KypcCa JICUCHU .

Pexomenyemble 1036l cuMBacTaTHa — OT 5 710 80 Mr B cyTku. [Ipenapat cienyer npuHumarts 1 pas
B cyTKHU BeuepoM. [Ipu HeoOxouMocCTH 103y Ipernapara yBeJInYMBatOT C UHTEPBaJIaMU HE MEHEE YeM
B 4 Henenu makcuMyM 10 80 mr 1 pa3 B cytku BeduepoM. Jlo3y 80 Mr B CyTKH pEKOMEHIYyeTCs
Ha3HayaTh TOJIBKO MAllUEHTaM C BBICOKMM PHUCKOM CEpEUYHO-COCYAUCTBIX OCIOXHEHHUH, eciu
JieyeHre mpenaparoM B Oosiee HM3KUX J03aX HE IO3BOJIMJIO JIOCTUYb IEJIEBBIX KOHIEHTpaIui
JUTIAIOB, a Mpe/IoiaraeMas rmojib3a Tepanuu MPEeBhIaeT BOZMOXKHBIN pUcK (cM. pasnen 4.4).

Hayuenmuvr ¢ UBC unu svicokum puckom pazeumusi U5C

CrangapTHas HayaJlbHas /1032 CUMBAcCTAaTHHA JIJIS MTAllMEHTOB C BBICOKUM puckoM pa3sutus MbC B
COYETaHUM C TrunepaunuaeMueil wim 6e3 Hee (IpU HAIWYMM CaxapHOTro JualeTa, MepeHECEeHHOro
WHCYJIbTa WIM JIpYyIMX LiepeOpoBacKyJsipHbIX 3a0ojeBaHMil B aHamMHe3e, 3a0oJjieBaHUM
nepupepuyeckux cocy1oB), a Taxke 1 naueHToB ¢ MBC cocranser 40 mr 1 pa3 B CyTKH BE4EpPOM.
MenukameHTO3Hass Tepamusi JO0HKHA OBITh HadaTa OJHOBPEMEHHO C JUETOM M JIeueOHOM
(bU3KYIBTYpOH.

Hal/;ueHMbl C eunepﬂunu()emueﬁ, He umerouiue sblutenepeducileHnHoblx qbakmopoe pucka

CrangapTHas HauvalbHas Jo3a cuMBacraTuHa coctaBisgeT 20 mr 1 pa3 B cytku Beuepom. s
MalUEeHTOB, KOTOPBIM HeoOXoauMo 3HauuTenbHoe (Oonee 45 %) CHUKEHUE KOHIIEHTpaluU
XC JIITHII, nauanbHast 1o3a MoxeT coctaBiATh 40 mr 1 pa3 B cyrku BeuepoM. [lannenram c nerkoi
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no3e 10 mr 1 pa3 B cytku. B ciryuae Heo6xonumMocTi mog00p 103 ClieAyeT MPOBOAUTH B COOTBETCTBUU
C BBIIIICYKAa3aHHOM cXeMoi (cM. pazzen 4.2).

TIlayuenmul ¢ 20M03u20MHOU CeMEUHOU cunepxoyecmepurnemuelt

CumBacTaTuH pekoMeHA0BaH B j03¢ 40 Mr B CyTKH, IPUHUMAEMOMl OJIHOKpaTHO BedepoM. [[o3y
80 Mr B CyTKM pEeKOMEHAYeTCsl Ha3HA4aTh TOJBKO B CIydae, €ClId MpeanoaraeMas 1mojib3a Tepanum
MPEBBILIAET BO3MOXKHBIN pUCK (cM. pazaen 4.4). Y Takux ManueHTOB CUMBACTATHH MPUMEHSIOT B
KOMOMHAIIMK ¢ JPYTMMH METOJIaMU THIIONHIHIEMUYecKoro Jedenust (Hampumep, JIITHII
wazmadepes) uin 06e3 Ipyroro JeueHus, €CIu OHO HEJOCTYITHO.

JIisi manueHToB, MPUHUMAIOLIMX JIOMUTAINU] OJHOBPEMEHHO C CHMBACTATMHOM, CYTOYHAs J103a
CUMBACTaTHHA HE JIOJDKHA MpeBbimath 40 mr (cM. pa3aen 4.5, 4.4).

Conymemsyrowas mepanus

CumMmBacTaTHH MOJKET Ha3HA4YaThCI KakK B MOHOTEpaIiu, TaK U B COUYETaHHMH C CCKBECTpAHTaAMHU
KCIYHBIX KHCJIIOT.

VY manueHTOoB, MPUHUMAIONINX CHMBACTAaTUH OJHOBPEMEHHO ¢ (ubparamu, kpome rempuodposmia
(cm. paznen 4.3) wim peHoubOpara, MakCUMalIbHAST pEKOMEHIyeMast 103a CHMBACTaTHHA COCTABIISICT
10 Mr B cyTKH.

JUJIs ManueHToB, MPUHUMAIONINX aMUOJAPOH, BepamaMill, JWITHA3EeM, MPEHapaThl, COACPIKAIIUE
2JI0aCBHp WJIM T'PA3ONPEBUP, WU aMIJIOJMIINH, OJIHOBPEMEHHO C CUMBAaCTaTHHOM, CYTOYHAs J103a
CUMBACTaTUHA HE JIOJDKHA MpeBbImath 20 mr (cM. pazzaenst 4.4, 4.5).

Oco0Oble I'PpYHIIBI MAIIMCHTOB

Iayuenmsi ¢ Hapywenuem GyHKYuU nodex

[TockobKy CMMBACTaTHH BBIBOJUTCS IMMOYKAMU B HEOOJIBIIOM KOJIMYECTBE, HET HEOOXOAMMOCTH B
W3MEHCHHUH JI03 Y TTAIUEHTOB C YMEPCHHBIM HapyIICHUEM (YHKITUH IMOYEK. Y TAIlMCHTOB C TSHKEION
MOYeYHON HenocTaToyHOoCThIo (knupeHc kpeatuHuHa (KK) <30 mu/muH) crnemyer TiiaTeslbHO
B3BECHUTH I1€JIECO00PAa3HOCTh Ha3HAUCHUS TIperapara B 103ax, npessimarommx 10 mr B cytku. Ecim
TaKhe JIO3UPOBKH CUUTAIOTCS HEOOXOIMMBIMH, CIEAyeT Ha3Ha4aTb HMX C OCTOPOXKHOCTBIO
(cMm. pasnen 4.4).

CTH

Ilpumenenue y oOemeti u noopocmrxose 10-17 jgem ¢ 2cemeposucomnoil  cemeuHol
eunepxonecmepuremuet

Pexomenayemas HauanbpHas fo03a cocTtaBisgeT 10 Mr oguH pa3 B CyTKHM BeuepoM. PekomeHayemblii
pexxuM no3upoBaHus cocraBiaser 1040 Mr B CyTkHM, MakcUMalbHas pEKOMEHAyeMas [103a
cumBacTatuHa coctanisieT 40 mr B cyTku. [Ton6op 103 mpoBOIUTCS MHAMBUAYAIBHO B COOTBETCTBUU
C LCJISIMU TEPAIIHH.

[To moka3zaHuio TeTepo3uroTHas cemeitnas runepxonecrepunemus OBenkop y aereit 1o 10 jmet He
MIPUMEHSETCS.

[To npyrum nokazanusim OBeHKOp y eTel 10 18 jer He npuMeHseTcs.

Cnoco0 nmpuMeHeHus

BHyTpI), 3armBadad 10CTATOYHBIM KOJIMYECTBOM BO/JbI.
4.3. IIpoTuBoONOKa3aHUs

® TUIMEPUYYBCTBUTEIBHOCTh K CHMBACTaTHHY W/WIH K JIFOOOMY W3 BCIIOMOTATENbHBIX BEIIECTB,
MEepPEYUCIICHHBIX B pazzene 6.1;
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e 3a0oJyieBaHME TIEUCHH B aKTUBHOW (ha3ze WM CTOMKOE nom'ﬂﬁéﬁl;e:
TpaHCaMMHA3 B TUIa3Me KPOBU HESICHOM ATHOJIOTUH;

e OEpEeMEHHOCTb WJIM MEPUO]] TPYIHOTO BCKapMiIMBaHus (CcM. paszen 4.6);

® OJHOBpPEMEHHOE MPUMEHEHHE C MOIIHBIMU HHTHONUTOpaMu n3opepmenta CYP3A4 (urpakoHaszon,
KETOKOHA30J1, TI03aKOHA30J1, BOPUKOHA30JI, HHTUOUTOPAMHU MPOTEas3bl BUpyca UMMYHOIe(hULInTa
4eJioBeKa (BUY-nporeassr), Oo1eTIPEBUPOM, TEJANPEBUPOM, SPUTPOMHULIMHOM,
KJIQPUTPOMUIIMHOM, TEJIUTPOMHULIMHOM, He(pa3zoJ0HOM M Ipernaparamu, COAepKalluMu
koOunucrar) (cm. pasnenst 4.4, 4.5);

® OJHOBpPEMEHHOE NMPUMEHEHHUE ¢ reM(pUOPO3UIOM, IUKIOCIOPUHOM MJIH JAHA30JI0M (CM. pas3jies
4.4,4.5),

® OJHOBpPEMEHHOE NMPUMEHEHHE CUMBACTaTHHA B J103€, MpeBblmatonieii 40 Mr, ¢ JOMHUTANUIOM Y
MalUEeHTOB C TOMO3UTOTHOM CeMeiHOM rumnepxosiectepunemMueii (cM. pazaenst 4.4, 4.5);

e BO3pacTt 110 18 siet (3a uckiroyeHueM aereit u noapocTkoB 10—17 jeT ¢ rerepo3uroTHON ceMeHoM
TUIIEPXOJIeCTEpUHEMHEH ) (cM. pa3zaen 4.1);

® HEMepeHOCUMOCTb JIAKTO3bI, Ne(UIUT JIAKTa3bl WK [IIFOKO30-TAJIAKTO3HAS MalbaOCcopOIusl.

4.4. Ocobble yKka3aHHus U MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

[Ipenapar crneayer NpUMEHSITh C OCTOPOKHOCTBIO MPHU CIEIYIOIIUX COCTOSTHUSAX

Hapymenune ¢ynknun nouek Ttspkenon crenenu (KK menee 30 wmu/mMun); 3moynorpebieHue
aJIKOTOJIEM 10 Hayaia JICYCHHUs; 3a00JIeBaHUs TEUCHU B aHAMHE3€; HACJICACTBEHHBIC MBIIICYHEIC
3a00JICBaHUs; MHONIATHS HAa ()OHE MPHEMa CTATHHOB B aHAMHE3€; TTOHW)KCHHBIN MJIM TOBBIIIICHHBIN
TOHYC CKEJETHBIX MBIIII] HESCHON STHOJOTWU; HEKOHTPOJIUPYEMBIH THIIOTHPEO3; IUIAHHPYEMbIC
XUPYPrUYEeCKUE BMEIIATEIbCTBA; TSDKEIbIC TEPAIeBTUYCCKUE W XUPYPrHUYECKHE 3a00JIeBaHUS;
OJTHOBpEMEHHOE TpuMeHeHHue ¢ Qubparamu (kpome Qenodpudpara), HHKOTHHOBOW KHCIOTOH B
JTUIMHAICHIKAIOMUX 103ax (O6onee 1 T1/cyr), aMHOJapOHOM, aMIIOJUIIMHOM, BeparaMuioM,
JUIITHA3EMOM, DPaHOJIA3MHOM, JPOHEIAPOHOM, TPEHIPpPYTOBBIM COKOM; CaxapHbId JauadeT;
NPUMEHEHHE y TMallMeHTOB MOHTOJOMIHOM pachl; MOXKHIIOW Bo3pacT (crapmie 65 jeT, 0COOCHHO
YKEHIIHBI).

Oco0ble YKa3aHusg

Muonamus/Paboomuonus

CumBacTaTiuH, Kak M Jpyrue WHTHOUTOPHI 3-THAPOKCH-3-METHIITITYTapUI-KOOH3UM A peIlyKTa3bl
(I'MTI'-KoA-penykTa3sbl), B peAKMX ClIydasiX BbI3bIBA€T MHONATHIO, CAMIITOMaMHU KOTOPOM SIBIISIOTCS
00J1b B MBIIIAX, O0JIE3HEHHOCTh WM CJIA0OCTh MBIIIL B COYETAHUU C MOBBIIIEHUEM aKTHUBHOCTU
kpeatuHpocdokunnaszsl (KDK) 6onee yvem B 10 pa3 ot BepxHeit rpanutisl Hopmsl (BI'H). Muonartus
MHOTJa NMpUHUMAeT GopMy pabIoOMHOIU3a C OCTPOW MOYEUHON HEAOCTATOYHOCTHIO BCIIEJICTBUE
MHUOIJIOOMHYPHH WK 0€3 TAKOBOH, B OYEHB PEIKHUX CIYyYasixX ¢ JeTalbHbIM UCX0/I0M. Prck MuonaTuu
BO3pacTaeT ¢ MOBBIIEHUEM YpoBHsS MHrubupytouieit aktuBHoctu I'MI'-KoA-penykrassl B miazme
KPOBHU (B YAaCTHOCTH, C MOBBIIIEHUEM YPOBHS CUMBACTaTHHA WM THAPOKCUKHCIOTHI CUMBACTaTHHA
B IUIa3M€ KPOBHU), YTO OTYACTH MOKET OBITH OOYCIIOBIIEHO JIEKAPCTBEHHBIMU IperapaTaMu, KOTOpbIe
BCTYIAIOT B JIEKAPCTBEHHBIE B3aUMOJICHCTBHS, U KaK CJIEJCTBHE BIUSAIOT Ha METa0OIM3M H/HIIU
TpPaHCIOPTEPhl CUMBAcTaTHHA (CM. paznen 4.5).

Kak w mnpu  npumenenuun  japyrux  uHruomropoB  ['MI-KoA-pemykraspl,  puCK
MUOTIATHH/PadIOMHOJIN3a 3aBUCHT OT JI03bI. B 0a3e MaHHBIX KIMHUYECKUX HecienoBanui, rae 41413
MAIMEHTOB MOJyYaJld CUMBACTaTHH, YacTOTa Pa3BUTHS MUomnaTHu coctaBwia npumepro 0,03 %,
0,08 % u 0,61 % mpu mpuMeHeHNH cuMBacTaThHa B 103ax 20, 40 u 80 MI/cyT COOTBETCTBEHHO.

B kimHMYECKOM HCCIEeIOBaHMHM, B KOTOPOM IMAIMEHTHI C WH(APKTOM MHOKapjJa B aHaMHE3e
MPUHUMAJM CUMBAacTaTUH B J103¢ 80 MI' B CyTKHU (CpelIHsis JJIUTENbHOCTh HaOmoAeHus 6,7 Jer),
Y4acTOTa pa3BUTHS MHONATHH COCTaBWwiIa mnpuMepHo | %, a y malMeHTOB, NPUHHMABIINX
cumBactaTuH B 103¢ 20 mr B cytku — 0,02 %. [IprmepHO MOIOBHHA CITy4aeB pa3BUTHS MHOTATHU
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KaXJIOTO CJICIYIOIIETo rojia JieueHus cocrapisuia npumepro 0,1 % (cMm. pasnen 4.8, 5.1).

VY manMeHToB, MOJy4yaromux cuMBacTaTHH 80 MI, PHCK Pa3BUTHS MHOIATHU BBIIIE, YEM TMPH
WCIOJIb30BAHUU JPYTOH Tepalii Ha OCHOBE CTATHHOB CO CXOJHOU 3(h(PEKTHBHOCTHIO B OTHOIICHUU
camxenus ypoHst XC-JIITHII. Takum o6pa3om, B 103e 80 M CHMBACTaTHH JI0JHKCH UCITOIB30BATHCS
TOJIBKO Y MALIMEHTOB C TSXKENON TUIEepX0JIECTEPUHEMHEN U BBICOKMM PUCKOM CEPJIEYHO-COCYAUCTHIX
OCJIO)KHEHUH, Y KOTOPBIX HE YAAIOCH TOOUTHCS 1EJIeH JICUCHHS P TPUMEHEHUH 00JIee HU3KUX J103,
U OXHUJaeMmasi MOJb3a MPEBBIIIAET MOTEHUIUAIbHBIE PUCKUA. Y MaIlMEHTOB, KOTOPbHIC IMOJIy4YarOT
cumBacTaTuH 80 MI' M1 HYXJAIOTCS B Ha3HAYEHUU JIPYroro JICKApCTBEHHOTO Ipernapara, KOTOPhIN
MOJKET BCTYIMATh B JIEKAPCTBEHHOE B3aMMOJICHCTBHE, JOHKHA HCIIOJIB30BAThC OoJjiee HU3KAs /1032
CUMBACTaTUHA WJIU AJIbTEPHATUBHBINA PEKUM TEpPAIUU C MPUMEHEHHUEM JPYToro CTaTUHA C MEHBIIIUM
IIOTEHLIMAJIOM BCTYIATh B JIEKAPCTBEHHbIE B3auMOENCTBUSA (CM. pa3zaeinsl 4.2, 4.3, 4.5).

B xnmHMUYecKOM Hccel0BaHUH, B KOTOPOM HAlMEHThI C BHICOKUM PUCKOM CEPJIEYHO-COCYIUCTHIX
3a0ojeBaHUi TOdy4aian cuMmBacTatuH 40 Mr/CyT, 4acToTa pa3BUTHS MHUOIATHH COCTaBisIa
npumepHo 0,05 % y manueHToB He KUTalCKOro npoucxoxaeHus (n = 7367) no cpasuenuto ¢ 0,24 %
y nauuenToB U3 Kutas (n = 5468). X0Ts €1lMHCTBEHHON MOHTOJIOUAHOMN MOMYJIsUEN, OLEHUBAEMON
B 3TOM KJIMHUYECKOM HCCIIEJOBAHUH, ObUIM KUTAHILBl, CIENyeT COOI0JaTh OCTOPOXKHOCTH HpU
Ha3HAYEHUM CHMBACTaTHMHA IallUEHTaAaM MOHTOJOUJHOW pachl U HCIOJIb30BaTh HAMMEHbIIYIO
HE00X0AUMYIO J03Y.

CHuotcenue QhyHKyuu mpancnopmusix 0eiKoe

CHmxenne (yHKIUU TpaHCHOpTHhIX OenkoB medenn OATP MokeT mpuBecTH K MOBBILICHUIO
CHUCTEMHOM SKCHO3UIMU TUJPOKCUKHUCIOTH CHMBACTATHHA W YBEJIMYECHUIO PUCKA MHUONATUU H
pabromuonu3za. CHkeHue QyHKIUU MOXKET pa3BUTHCS BCIEACTBHE MHTMOMPOBAHUS MO JCHCTBHEM
MpenaparoB, BCTYNAIOIIUX B JICKAPCTBEHHBIE B3aUMOJICHCTBUS (HAIpUMEp, LIUKJIOCIIOPUHA), UITH Y
MalUEHTOB, SBJISIONIMXCS HOcUTeIsIMu ronumopdusma ¢.521T>C rena SLCOI1BI.

VY nanuenToB ¢ amwienbHbIM BapuaHToM c.521T>C renma SLCOI1B1 BeipabaTbiBaeTcsi MeHee
akTuBHBIN 0e10K OATP1B1, 1 oTMeuaeTcst MOBBIICHHE CHCTEMHOM SKCTIO3UITUN THIPOKCHKHUCIIOTHI
CUMBAacCTaTMHAa U TIOBBIIIEHME pHCKAa MHONATUU. PHCK pa3BUTHS MHUONATHM, CBA3aHHOM C
MPUMEHEHHEM BBICOKUX 103 cuMBacTaTuHa (80 wmr), B menom cocraBnsgeT 1 % Mpu OTCYyTCTBUH
reHeTnyeckoro tectuposanusa. Ha ocHoBanuu pesynbsraToB uccienoBanusi SEARCH y nHocuteneit
romozurotHoi amenu C (CC), momyuaBmmx 80 Mr mpemnapaTa, pucK pa3BUTHsI MUOTIATUH B TEYCHHE
roja cocrasisin 15 %, torna kak y Hocutenei rereposurotoit amienn C (CT) takoit puck Obu1
paseH 1,5 %. CooTBETCTBYIOLIUI PUCK Y MAIMEHTOB ¢ Haubojee yacTeiM TeHoTunoM (TT) cocraBmsin
0,3 % (cm. paszmen 5.2). Ilpu BO3MOXHOCTH T€HOTHUIIMPOBAHWE HA mpeamer Hamuuus amrenn C
JIOJIKHO pacCMaTPUBATHCS KAK YaCTh OLIEHKH MOJIb3bl M PUCKA 10 Ha3HAUYE€HHs] CAMBACTAaTHHA B J103€
80 Mr y KOHKPETHBIX MalMeHTOB, U y HocuTenel renotuna CC criemyeT u3berarb MpUMEHEHHS
BBICOKMX 7103. B TO ke BpeMsl, OTCYTCTBHE JAaHHOI'O I'€Ha MPU T'€HOTUIHPOBAHUM HE UCKIHOYAET
BEPOATHOCTH Pa3BUTHS MUOMATHUH.

Oyenka akmugHocmu Kpeamur@pocghoKunazvl

Onenka aktuBHOCTH KOK He oymkHa MPOBOAUTHCS OCTIE MHTEHCUBHBIX (DU3HMUECKUX HArpy30K WU
IpU HAJMYUHM KaKoH-T100 MpaBonoj00HON aabTepHATUBHOW NMPHUYMHBI YBEIMYEHUSI aKTUBHOCTHU
K®K, nockonbKy 3T0 3aTpyaHsAeT nHTEeppeTanuto 3HaueHni. Ecinu aktuBHOCTE KOK Ha ncxogHoM
ypOBHE ObllIa 3HAYUTENTHHO MOBRIIIeHa (> 5 X B'H), oHa momxHa ObITH olieHeHa uepe3 5—7 qHel mis
ITOATBEPKJICHUS PE3YIbTATOB.

ﬂO Havyajua jedernus

[Ipyn Hayase Tepanuu CHMBACTAaTHHOM WJIM YBEIHMYEHHWU €ro J103bl BCEX MAlMEHTOB CIIEAyeT
IpeIynpex1aTh O PUCKE MHOMIATHH U O HEOOXOAUMOCTH ObICTPO cO00MIATh O 000 001 HessCHON
ATHOJIOTUH, O0JIE3HEHHOCTH UJIH CIa00CTH B MBIIIIAX.




COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 13.02.2026 K= 2681

Crnemyer  coONIOJATh  OCTOPOXKHOCTH  IPH 1a3Haqeﬂ1gﬂrl:"'mh&:ﬂ§ Jzﬂtrﬂﬁﬂrelffal\l/r Ui,

mpepacrnoiaralonmmMu - GakTopaMu K pa3BUTHIO pabmomuonu3a. B crieayrommx CHUTyanusx
akTuBHOCTh KOK HE00X01MMO OIICHMBATH 10 Havajla TEPAIHH C IENbI0 ONpeaesieHus pedepeHCHBIX
HUCXOIHBIX 3HAUECHUN:

® TIOXKWJION BO3pacT (> 65 ner);

® KCHCKHI IIOJI;

e HapyieHue QYHKIUH ITOYECK;

® HCKOHTPOJUPYEMBIH THIIOTHPEO3;

e HajMYKMe B aHaMHE3¢ MalMeHTa WM B €ro CEMEMHOM aHaMHE3€¢ HACIEACTBEHHBIX MBIIICYHBIX
3a00JIEBAHUI;

® TOKCHYECKOE JICHCTBUE CTATHHOB WK (pUOPATOB Ha MBI B aHAMHE3E;

® 370ynOTPeOICHUE aTKOTOIEM.

B Takux cutyanusx cieayeT OLeHMBaTh COOTHOLIEHUE MOJIb3bl U PUCKA JICUEHHS, U PEKOMEHIYETCS
KIIMHU4eckoe Ha0moaenue. Ecinu y mannenTta panee BO3HUKAIO MOPaKeHHUE MBIIII Ha (DOHE Teparuu
¢ubparaMu WM CTaTHHAMHU, MOXXHO HA3HAYMUTh JPYTrOM MpemapaT JaHHBIX KJIACCOB TOJBKO C
OCTOPOKHOCTHIO. [Ipy 3HAUMTENTLHOM HCXOIHOM ToOBbIMIeHHH akTuBHOCTH K®K (> 5 x BI'H)
JIeYeHUE HAYMHATh HE CIIEYET.

Bo epeMsL JIeYeHUA

[Tpu mosiBieHuun 60K, CIa0OCTH B MBIIINAX WA CyJOpPOTr Ha ()OHE Tepanmud CTaTUHAMHU CJEIyeT
oueHuTh akTUBHOCT, K®K. Ilpy BBIABICHMM 3HAYMTEIBHOTO NOBBILIEHUS akTUBHOCTH KOK
(>5 x BI'H) B oTCyTCTBHE MHTEHCHBHBIX (DU3NYECKUX HATPY30K JICUCHHE CIEIyeT MpeKpaTuTh. [1pu
TSDKEIBIX M BBI3BIBAIOIINX €KEAHEBHBIN TUCKOM(OPT MBIIIEUYHBIX CUMIITOMAaX MOXHO PacCMOTPETh
BOIIPOC O MPEKPALIEHUN JICUCHHS JaKe MPU OTCYTCTBUU MOBbIIeHUs1 akTuBHOCTH KDK <5 x BI'H.
[Tpu mogo3peHnn Ha MUOTIATHUIO TI0 JIF000M APYrol MPUYHHE JICYCHUE CIIeNYeT MPEKPATHTb.

HmeroTcst 04eHb pefKue COOOIIEeHUs 00 MMMYHO-OIIOCPEIOBAHHON HEKPOTU3UPYIOMIEH MUOMATHN
(MOHM) Bo Bpemss uiam mocie JedeHHs HEKOTopbIMU craTtuHamu. Kmmaunuecku HMOHM
XapaKTepU3yeTCs CTOMKON MPOKCUMAThbHONW MBIIIEYHON CITA00CTHIO M TIOBBIIIICHHON aKTHBHOCTHIO
K®K chIBOpOTKH KpPOBH, KOTOpPasi COXPAHAETCS, HECMOTPS Ha MPEKpAIllEHUE TEpanuu CTaTUHAMU
(cm. paznen 4.8).

[Tpu pa3pelieHuu CUMIITOMOB U BO3BpalieHNH akTuBHOCTH KDK k HOpMambHBIM 3HAUEHUSM MOXKHO
PaccMOTpPETh BOIPOC O BO30OHOBJIEHUH TE€PANIUU CTATUHAMHU WJIM O HA3HAYEHUU JPYroro CTaTHHA B
MUHUMAIBHOH J103€ TOJT TIIATEIbHBIM HAOII0JCHHEM.

bonee BpicOkas yacToTa pa3BUTHS MUONATUM HAONIOAANAch y MAIMEHTOB, Y KOTOPBIX /1032 Oblia
yBennueHa 10 80 mr. PekomeHayeTcs MpOBOAWTH NEPUOAMYECKYHO OLIEHKY akTHBHOCTH K@K,
MTOCKOJIBKY 3TO MOKET OBbITh MOJIE3HBIM JJISl BBISIBJICHUS CYOKJIMHUYECKHX CIy4aeB Muonaruu. B to
K€ BpEMs HET YBEPEHHOCTH B TOM, YTO TAKOW KOHTPOJIb IPENOTBPATUT PA3BUTHE MUOIIATHH.

Tepamnus cUMBacTaTHHOM JOJIKHA OBITh BPEMEHHO OTMEHEHA 3a HECKOJIBbKO JHEH 10 OOoJbIIMX
IUTAHOBBIX XMPYPrUYECKUX ONepaluii U TpH Pa3BUTUU TSDKENBIX COCTOSHUM, TpeOyomux
TEparneBTUYECKOT0 WK XUPYPruuecKoro BMENIaTeabCTBa.

Meponpusmus no CHUMCEHUI0 PUCKA MUONAMUYU, BbI36AHHOU 63AUMOOENCMEUEM NeKAPCMBEEHHbIX
npenapamos (cM. paznen 4.5)

Puck muonaruu u pabaoMHONIM3a 3HAYUTENBHO BO3pAacTaeT NpU OJHOBPEMEHHOM NPUMEHEHUU
cuMBacTaTuHa ¢ MONTHBIMH HHTHOUTOpamu CYP3A4, TakuMu Kak WTpPaKOHA30J, KETOKOHA3O0I,
M03aKOHA30JI, BOPUKOHA30J, OSPUTPOMHUIMH, KIAPUTPOMHIIMH, TEJIUTPOMHUIMH, HWHTUOUTOPHI
nporeazsl BUY (manpumep, Hendunasup), OolenpeBup, TeaanpeBup, Heda3zoa0H, JIeKapCTBEHHbIE
Ipernaparel, Cojep)Kallie KOOMLIMCTAaT, a Takke reMpuOpo3ui, UMKIOCIOPUH M JaHa30l.
[IpumeHeHHne S5TUX JIEKapCTBEHHBIX IpENapaToB BMECTE € CHMBACTaTUHOM IPOTHUBOIOKAa3aHO
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(cm. pazmen 4.3).

Puck pa3BuTHs MHONATHX U pabIOMUONIN3A TAKKE BO3PACTAET MPU OJHOBPEMEHHOM NPUMEHEHUU
aMHOJapoHa, aMJIOIMIINHA, BepallaMiIa WIKM JUITHA3eMa C ONIPEACICHHBIMU J03aMH CHMBAacTaTHHA
(em. pasgensr 4.2, 4.5). Puck muonaruu, BKJIIOYas pabIOMHONIN3, MOXKET BO3pacTaTh NpU
OJTHOBPEMEHHOM IIPUMEHEHUU (y3UJI0OBOM KUCIIOTHI U CTATUHOB (CM. pa3zen 4.5). Y mauueHToB ¢
FOMO3UIOTHOM CEMEWHOM TI'MIEPXOJIECTEPUHEMHEM TaKOW pPHUCK MOJKET BO3pacTaTb IIpH
OJTHOBPEMEHHOM IIPUMEHEHUH JIOMUTAIIAJA C CHMBACTaTUHOM.

CnenoBarenbHo, uTo Kacaercs uHruoutopos CYP3A4, npumeHeHue cuMBacTaTMHAa BMECTE C
UTPAaKOHA30JI0M, KETOKOHA30JI0M, I03aKOHA30JI0M, BOPMKOHA30JI0M, UHTHOUTOpamu rpoteassl BUY
(marpumep, HenpuHABHP), OOLETIPEBUPOM, TEIANPEBUPOM, SPUTPOMHUIIMHOM, KIAPUTPOMHUILIMTHOM,
TEJIUTPOMHUIIMHOM, He(pa30[JOHOM WU JIEKapCTBEHHBIMHU IpernapaTaMu, COAEPKaIlMMU KOOUIMCTAT,
npotuBonoka3aHo (cM. pasuen 4.3, 4.5). Ecin npumenenuss MomHbix uHruouropos CYP3A4
(npenaparoB, kotopble yBenuuuBaroT AUC (miomanp MnoA KPUBOM «KOHLEHTpPALUS-BPEMS)
NpUOIM3UTENBHO B 5 pa3 W BbIIE) M30€XKaTh HENb3s, Tepanus CHMBACTATMHOM JOJDKHA OBITh
BPEMEHHO IpeKpalieHa (M pacCMOTPEH BONPOC HAa3HAYEHMs JPYroro CTaTMHAa) HAa BECh IEPUOJ
neudenus. bonee Toro, He06X0IMMO COOTIOAATH OCTOPOKHOCTD MPH KOMOMHHPOBAHUN CUMBACTaTHHA
c JpyrumMu MeHee MouHbIMM uHruOutopamu CYP3A4: ¢aykoHa3onaoM, BepanamuioM,
mitrazeMoM (cM. pasaen 4.2, 4.5). Cnenyer u30eraTtb OJHOBPEMEHHOTO MTPHEMa CUMBACTaTHHA U
rpeingpyroBoro coka.

OnHOBpEMEHHOE MPUMEHEHHE CHMBACTAaTHHA U TeM(PUOPO31IIa IPOTHBOIIOKA3aHO (CM. pa3nieisl 4.3).
B cBfi3M ¢ MOBBINIEHHBIM PHUCKOM MHOMATHM M PaOJOMUONM3a Yy TMAalKUEHTOB, MOIYYArOIINX
CUMBACTaTHH BMECTE C IpyruMu GudOparamu, 3a UCKIrOYeHHeM GeHodubpara, 103a cMMBacTaTHHA
He oJKHa mpeBblath 10 Mr B cyTku (cM. pasaensl 4.2, 4.5). Cnenyet cobmoaaTh 0CTOPOKHOCTh
pyu Ha3HaYeHUH (HpeHopuOpaTa U CUMBACTATHHA, TIOCKOIBKY KOKIBIA M3 3TUX IPEIapaToB caM I10
ceOe MOKET BbI3bIBATh PA3BUTHE MUOMATHH.

CumBacTaTUH HEJNb3sl Ha3HAYaTh OJHOBPEMEHHO C (Py3UJI0BOM KHCIIOTOHM B JIEKAPCTBEHHOU (opme
JUISL CUCTEMHOTO NPUMEHEHUs WM MPUMEHATh B TEUYEHHE 7 JHEW IOCIe OKOHYAHUS JICUECHHS
dby3unoBoit kucnoroit. Eciim npumenenne (Gy3u0BOi KUCIOTHI HEOOXOAUMO, Teparus CTaTHHAMU
JOJKHA OBITh NMPHOCTAHOBJIEHA HAa BECh NMEpHOA JedeHHs (y3uI0oBod KUCI0TOH. CylecTBYIOT
cooO1ieHust o0 ciaydasx padaoMuosnsa (BKJIIOYas Ciaydyau C JIETIbHBIM HCXOJOM) y IMAIlMEHTOB,
MOJTyYaloIUX coyeTaHue (py3u0BOI KHCIOTHI U CTaTHHOB (cM. pasnensl 4.5). [lauuenty cremyet
PEKOMEH1I0BaTh HEMEJIEHHO OOpalllaThCsl K Bpayy B CiIydae pa3BUTHS KaKUX-TMOO CHMIITOMOB B
Bujze 0onM, OOJE3HEHHOCTM WM CIAabOCTM B MbIIIax. Tepamus CTaTUHAMM MOXET OBITh
BO300HOBJIEHA Y€PE3 CEMb JHEH MOCIIEe MOCIEAHEro npuemMa Qpy3u10Boi KUCIOTHI.

B nCKII0UMTENBHBIX CUTYalUsAX MPU HEOOXOIUMOCTH JUIUTEILHOW CUCTEMHON Tepanuu (y3u10BoH
KHCIIOTOM, HallpUMep, MPH TKENbIX HH(EKIMSIX, 11e1eCO00pa3HOCTh OAHOBPEMEHHOT'O IIPUMEHEHUS
CHUMBAacTaTHHA U (y3UI0OBON KHCIOTHI JOJKHA OLIEHUBATHCS B Ka)KJJOM KOHKPETHOM CIIydae U MO
THIATEIbHBIM METUIITHCKUM HaOJI0JCHUEM.

Cne):[yeT n3oerath KOM6I/IHI/IpOBaHHOFO IMPUMCHCHUA CUMBACTATUHA B 1034X, [IPCBBIIIAOIINX 20 mr
B CYTKH, BMECTC C aMUOJapOHOM, aMJIOAUIIMHOM, BE€pallaMUJIOM HJIN TUJITHA3CMOM.

Y [anMeHTOB € TOMO3WTOTHOM CEMEHHOW THIlepXoJecTepUHeMHel clieyeT u30eraTh
KOMOWHHUPOBAHHOTO MPUMEHEHHsI CHMBACTaTHHA B J103aX, MpeBbImamux 40 Mr B CyTKH, BMECTE C
nomuTtanuaoM (cm. pasnensl 4.2, 4.3, 4.5).

VY nanueHToB, KOTOpble MPUHUMAIOT APYrue JIEKapCTBEHHbIE MpenapaThl, 001a1a0ne yMepeHHbIM
uHrubupyronmm neiicreueM Ha CYP3A4, BMecTe ¢ CHMBAacTaTMHOM, HAa3HAYEHHBIM B BBICOKHX
703aX, MOJKET MOBBILIATHCS PUCK pa3BUTHS MuonaTuH. I[Ipu OJHOBPEMEHHOM NPUMEHEHUU
cUMBacTaTHMHa ¢ yMmMepeHHbIMH uUHruouropamu CYP3A4 (mpenaparamu, yBenuuuaroummu AUC
MPUOIU3UTENBHO B 2—5 pa3) MOXKET MOTPeOOBATHCSI KOPPEKIIKSA 103bl CUMBACTaTHHA. [|J1s1 HEKOTOPBIX
yMepeHHbIX nHruouTopoB CYP3A4, nanpumep, quiTHazemMa, MakCUMallbHasi peKOMeHayemas /103a
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cuMBactatuHa paBHa 20 mr (cm. pazzaen 4.2).

CumBacTtaTtuH sBiseTCs cyocTparoM 3¢ (IIOKCHOTO TpaHCHopTepa Oenka yCTOWYMBOCTH paka
MonouHoit xkene3bl (Breast Cancer Resistant Protein, BCRP). OnmHoBpeMeHHOE NpUMEHEHHE
IpernaparoB, KOTopsle ABIsOTCS MHruouropamu BCRP (Takux kak, 310acBUp W rpa3omnpeBup),
MOJKET MPUBECTU K IOBBIIIEHUIO KOHLIEHTPAMM CUMBAcTaTUHA B IJIa3Me€ KPOBH U K MOBBIIIEHUIO
pucka muonaruu. CieoBaTeabHO, CIEAYET PACCMOTPETh BOIPOC O KOPPEKIUH 1036l CHMBACTaTHHA
B 3aBHCHUMOCTH OT Ha3HaueHHOU J103bl. OTHOBpEMEHHOE IPUMEHEHHUE 3710aCBUpPa U Ipa3oNnpeBupa ¢
CHMBAaCTaTMHOM HE M3Y4YEHO; y TMAalUEHTOB, KOTOpPbIE OJAHOBPEMEHHO IOJy4YaroT Npenaparsl,
coJiepaKaliye 310acBUp U TPa3olpeBUpP, U CHMBACTATHH, /]03a CUMBACTAaTHHA HE JI0JKHA IPEBbIILIAT
20 mr B cyTkH (cM. pazzensl 4.5).

Penxue cnydan Muonatun/pabromMuoin3a ObUIH aCCOLUUPOBAHbI C OJHOBPEMEHHBIM IIPUMEHEHHEM
uHruoutopoB I'MI-KoA-peaykrazel ¥ JUNHICHIKAIOMMMU Jno3amu (= 1 r/cyT) HuanuHa
(HMKOTHMHOBOW KHCIIOTBI), KaX/IbIi U3 IpenapaToB caM 1o cede MOKET BbI3bIBATh MUOIIATHIO.

B xnuHMYecKoM UccienoBaHuy (Meauana nepuoa Haomoaenus 3,9 rojga) ¢ yuacTueM MalleHToB ¢
BBICOKHM PHCKOM CEpJIeUHO-COCYIUCTHIX 3a00JIeBaHUN ¢ XOpolmM KoHTpolieM ypoBHs XC-JITTHII
Ha (oHe Tepanuu cuMBacTatuHoM 40 Mr/cyT B KoMOMHanmu ¢ 33eTumMuOoM 10 Mr mimm 6e3 TakoBOTro
He OBLIO BBISABICHO JOMOJHUTENIBHON MOJB3bl B OTHOLIEHUH CEPIEUYHO-COCYIUCTHIX MCXOJO0B IpU
N00aBJICHUH HUAIIMHA (HUKOTHHOBOW KHCJIOTHI) B JIMITHICHHKAIOIINX J103aX (> 1 r/cyr).

CrnenoBarenbHO, BpayM, pacCMAaTPHUBAIOIIME BONPOC O HA3HAYEHUH KOMOMHMPOBAHHOW Teparuu
CHMBACTaTHHOM C JIMMTUACHWKAIOMUMHE J103aMH (> 1 r/cyT) HHannHa (HUKOTHHOBOM KUCIIOTHI) HIIH
npernaparamu, CoJepalliMi HUALUH, JOJDKHBI TIIATEIbHO B3BEIIMBATH MOTCHIUAIBHYIO MOJIb3Y U
PUCKU U MPOBOJUTH TUIATEIbHOE HAOJIOJEHHE 32 MalMEHTAaMH Ha MPEAMET JIOOBIX MPU3HAKOB U
CHUMIITOMOB B BHJIe 0011, 0OJI€3HEHHOCTH WJIM CJIa00CTH B MBIIILAX, OCOOEHHO B IEPBbIE MECSLIbI
TEpaIruy U IPU YBEITMYSHUH JJO36I JIIOOO0T0 U3 MPEnapaTos.

Kpome Toro, B TaHHOM HCCIIEJOBAHUM YaCTOTa MHOIATUU MpUOIU3UTENbHO cocTaBmia 0,24 % y
narueHToB u3 Kutas, momydarommx cumBactatud 40 mr wim 33etumud/cumBactatud 10/40 mr, B
cpaBHeHuu c¢ 1,24 % y nanumentoB u3 Kurasd, kotopsle npuHuUMaid cumBacTaTuH 40 mr wiu
»3erumubd/cumBacratud 10/40  Mr BMecTeé ¢  HUKOTHHOBOM  KHMCIIOTOMH/IapONMUIPaHTOM
MoaudumupoBanHoro BbeicBoOOXkAeHUs 2000 mr/40 mr. XoTs €IMHCTBEHHONW MOHTOJOWTHON
MOMYJISAIMEH, OLIEHUBAEMOU B 3TOM KJIIMHUYECKOM HCCJIEIOBAHUU, ObUTM KUTANIIBI, yYUTHIBasE OoJiee
BBICOKYIO YaCTOTY MHMOIIATUM Yy MalMUeHTOB U3 Kutas B cpaBHEHHMM C MAlMEHTaMU HE KUTAHCKOIro
MPOUCXOXKIACHUS, OJHOBPEMEHHOE NPUMEHEHHWE CHUMBACTaTUHA C HHUAIMHOM (HMUKOTHHOBOMU
KHCIIOTON) B NUNUACHIDKAIONIMX Jd03aXx (> 1 r/cyT) y maluMeHTOB MOHTOJIOMJHON pachl He
pexkoMenyercs (cM. pasnen 4.5).

AI_[I/IHI/IMOKC CTPYKTYPHO CBA3aH C HUAITKMHOM. XoTs AIMUIIMMOKC HC M3Y4YaJICiA, pUCK TOKCHYCCKUX
Bq)(l)eKTOB B OTHOIICHHWH MBIIII MOXKET OBITH aHAJIOTHYCH TaKOBOMY IIpHU NPUMCHCHHUU HUAlITUHA.

HHanmomuyun

[Ipu oxpHOoBpemMeHHOM npuMeHeHHHn HHruouTopoB I'MI'-KoA-peaykra3sl M JanTOMHMIMHA ObUIM
MOJTy4eHbl COOOIIeHHs O pa3BUTHM MMoONaTuu u/win padaomuonuza. Cruenyer coOnronaTh
OCTOPO’KHOCTh NpU  HazHaueHUH uHruOutopoB ['MI-KoA-peaykrassl OJHOBpEMEHHO C
JaNTOMULMHOM, TaK Kak JIOOOH M3 3TUX areHTOB IMpH NPUMEHEHUH 10 OTACIHbHOCTH MOXKET
BBI3BIBATh MHOMNATHIO W/ padaomuonus. CleayeT paccMOTPeTh BOIPOC O BPEMEHHOU
IIPUOCTAHOBKE IPUMEHEHMsS] CHUMBACTaTMHA Yy MAalMEHTOB, IPUHUMAIOIIMX JAaNTOMULMH
(cMm. pasgen 4.5).

Brusnue na neuenw

B xinuHMYecKHX HCCIeAOBaHUAX Y HEOOJBLIOr0 YHCia B3POCIBIX MAIMEHTOB, MOIYYarOIIMX
CUMBACTAaTHH, OTMEYAJIOCh CTOMKOE IOBBILIEHUE AKTUBHOCTU TPAHCAMHHA3 B CBIBOPOTKE KpPOBU
(1o >3 x BI'H). Ilpu oTmeHe win BpeMEHHOM IMpEKpAIIeHUU Tepanuu CUMBACTaTUHOM Yy 3THUX
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oT 1.53.02.20
MAlMEHTOB aKTHBHOCTh TPaHCAMHUHA3 OOBIYHO MEIEHHO CHH%CJ EQ%%EE%@J‘]}(‘)‘;{EELH%I IIF.';I

J0 Hayajia JICUCHHUA.

Pexomenayercs mpoBOAUTH OLEHKY (QYHKIMU MEUYEHU O Hayaia JICYeHUs, a 3aTeM IPU HAIUYUU
KIIMHUYECKUX TIOKa3aHWi. Y MalueHTOB, y KOTOPBIX J03a Obuia yBenwdeHa 10 80 Mr, (yHKIUIO
MEYeHU HEOOXO0IMMO JOMOJHUTEIBHO OLIEHHUBATH MEpe]l MOBBIICHUEM J103bl, yepe3 3 Mecslia mocie
HEro M NEepUOJMYECKM B JajbHEiIIeM (Hampumep, | pa3 B moaroja) B T€YEHHME MEPBOrO rojaa
nedenusa. Ocoboe BHHUMaHUE CIIEAyeT YIeNATh MalueHTaM, Y KOTOPbIX BO3HUKAET IOBBIIICHHE
AKTUBHOCTH TPAaHCaMWHA3 B CHIBOPOTKE KPOBH. Y TaKHX MAIMCHTOB OICHKY (YHKIUU TECUYCHU
cieayer ObICTPO MOBTOPUTH U B JAJbHEHINEM BBIMOJIHATH yamie. EcIu akKTUBHOCTh TpaHCaMHHAa3
CBUJIETEIBCTBYET O MPOTPECCUPOBAHUU COCTOSIHHS, OCOOCHHO e€clii OHa moBkImaercs 10 3-x BI'H u
CTOMKO COXpaHseTCsl, CUMBACTAaTUH cjeayeT OTMeHUTh. OOpaThTe BHHMAaHHUE, YTO AKTUBHOCTh
anmannHamuHoTpancdepassl (AJIT) moxeT ObITh OO0yCIOBIIEHA TMOPAKCHHEM MBIIICYHOW TKAHH,
1mo3ToMy pocT akTuBHOCTH AJIT B coueTtanuu ¢ nopsimieHMeM akTUBHOCTH KDK Moxker yka3biBaTh
Ha MHUOMATHIO.

Cy1ecTBYIOT HEMHOTOUHCIICHHBIE TOCTPETUCTPALIMOHHBIE COOOIIEHUS O (paTanbHOM U HedaTanbHON
[I€YEHOYHON HEJIOCTATOYHOCTH Y MAalMEHTOB, IPUHUMABIIUX CTATHHBI, B TOM YHCJI€ CUMBACTATHH.
Ecim  npu  jedyeHMM  CMMBACTaTUHOM  pPa3BUBAETCS  CEPbE3HOE  IMOPAXKEHHE  IICYCHH,
COIPOBOKAAONIEECS KIMHUIECKUMU CUMIITOMAMU W/WJIM TUNEPOMINPYOMHEMHEH WIIH JKENTYXOH,
HeoOX0IMMO cpa3y ke MpeKpaTuTh Tepanuto. Ecinu He ycTaHOBieHA apyrasi MpUYHHA MOPAKEHUST
MIEYEHH, TEPAUsl CHMBACTaTUHOM HE JIOJDKHA BO30OHOBIISTHCS.

Yy IMaguCHTOB, KOTOPLIC HOTpC6J'I$II-OT S3HAYUTCIBHOC KOJHWYCCTBO AJIKOT'OJIA, Hpcrapar CICAYCT
HCIIOJIB30BATh C OCTOPOKHOCTBIO.

Kak u npu npumeHeHun APYrux JUNUACHUKAIOUIMX IMPENapaToB, NPU TEpaluyd CUMBACTATHHOM
onucanbl ciydan ymepeHHoro (< 3 x BI'H) noBsbilieHuss akTUBHOCTH TpaHCaMHHA3 B CHIBOPOTKE
KpOBH. DTHU M3MEHEHHUS] BO3HMKAIIM BCKOpE IMOCJIEe Hadajga Tepamuy CHMMBACTaTHHOM, 4acTO ObLIH
MIPEXOJISIIUMU, HE COMPOBOKIATNCH HUKAKUMHU CUMIITOMAMH M HE TPeOOBAIIN MPEPHIBAHUS JICUCHUS.

Caxapnouii ouabem

HCKOTOpBI@ JTAHHBIC CBI/II[CTGJ'II)CTBYIOT O TOM, YTO CTAaTHHBI KaK KJIaCC ITOBBIIIAIOT KOHHGHTpaHI/IIO
TJIIOKO3BI B KPOBH, @ Y HEKOTOPHIX MAI[MEHTOB C BBICOKUM PHUCKOM Pa3BUTHUS caxapHOTo auadera
CTAaTUHBI MOFYT HpI/IBOJII/ITB K paSBI/ITI/IIO TAaKOT O ypOBHfI FI/Il'IepFJII/IKeMI/II/I, HpI/I KOTOpOM q)OpMaJ'II)HO
JOJKHBI OBITh HAa3HAYEHBl CaxapOCHIDKAIONIME Tpermapatbl. B To ke BpeMs, 3TOT pHUCK
HepeBeHII/IBaeTCﬂ CHUXCHHUCM COCY)II/ICTOFO pI/ICKa HpI/I HpI/IMeHCHI/II/I CTaTHUHOB U, CJICA0BAaTCIBHO, HE
JIOTKEH OBITh MPUYMUHOM MpeKpaleHus Tepanuu. [TaineHTs ¢ pUCKOM pa3BUTHUS caxapHOTo quadera
(KOHIIEHTpaIUsl TJIIOKO3bl HAToIaKk oT 5,6 mo 6,9 mMMmousb/in, uHIEKC Maccel Tena > 30 Kr/M2,
MOBBIIEHHBIA ypoBeHb TI', aprepuanbHas TUNEPTEH3Hs) OJDKHBI KOHTPOIUPOBATHCSA Kak
KIIMHUYECKH, TaK U 6I/IOXI/IMI/IquKI/I B COOTBCTCTBUU C HATMOHAJIbHBIMU peKOMeHI[aIII/H[MI/I.

HHmepcmuuuanbele 3a001e6aHUs TIe2KUX

Onucanpl cllydad Pa3BUTHS WHTEPCTUIIUATBHON OOJIE3HH JIETKUX IMPU NMPUMEHCHHH HEKOTOPBIX
CTaTMHOB, BKJIIOYas CHUMBAcTaTHH, OCOOCHHO TMpH JIUTENbHON Tepamuu (cM. pazgen 4.8).
[Tpu3HakaMu HHTEPCTUIINATHHON OOJIE3HM JIETKUX SIBJISIFOTCS OJIBIIIKA, HETTPOTyKTHBHBIN Kallleldh
yXyALIeHHne OOIIero COCTOSHUS 37I0POBbs (C1a00CTh, CHIKEHUE MAacChl Tella U Jmxopajaka). [Ipu
MOJIO3PCHUH Ha PAa3BUTHE MHTEPCTUIMAIBLHOTO 3a00JIEBaHUS JISTKUX Teparus CTaTUHAMH JOJDKHA
OBITH OTMEHEHA.

Muacmenus ZPGBMC/ZJZCZSHG}Z MUACMEHUA

Coo01anoch, 4To B HECKOJIBKUX caydasx HHruouTopsl ' MI'-KoA-penykrasbl (CTaTHHBI) BBI3BIBAIN
paszButue de NOVO Wil ycyryOuIsuid paHee CYIeCTBOBABIIYIO T€HEPATU30BAHHYIO MUACTEHHIO IPABHC
WIH TJIA3HYI0 MUACTEeHUIO (cM. pasjien 4.8). B ciyuae BO3HUKHOBEHUS MIIH YTSKEIEHUS! CUMIITOMOB
MUAcTeHUH npueM mpemnapara OBeHKop ciefyeT nmpekpatuTh. Coolmanoch Takke O peruauBax
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I'MI'-KoA-penykra3ssl.

BcnoMorarebpHEIC BEIISCTBA

[Ipenapat OBEHKOpP COAEPKUT JAKTO3y. [laHHBIN JIeKapCTBEHHBIN Npenapar He CieyeT IPUHUMATh
MAMEHTaM C PEIKO BCTpEYarollelcs HACIEeICTBEHHON HENEPEHOCUMOCTBIO TaJIaKTO3bl, JIAKTa3HOU
HEJOCTATOYHOCTHIO WITH TITFOK030-TaTaKTO3HOW MaIbaOCOPOIIHEH.

eTH
Ipumenenue y oemetl u noopocmrxos 8 eospacme 10-17 nem

be3onacHocth W 3(PGEKTHBHOCTH CHMBAcTaTHHA y TOJIPOCTKOB B Bo3pacte 10-17 jer c
IETEPO3UTOTHOM  CEMEHHOM  TMIIEPXOJIECTEPUHEMHUEH  OLEHHMBAJIACh B  KOHTPOJIUPYEMOM
KJINHUYECKOM HMCCIIEIOBAaHUH C Yy4aCTUEM MaJIbUMKOB-IIOJAPOCTKOB CO cTaauen pa3Butus Il u Beie
no knaccupukanuu TaHHEpa M JEBOYEK, Y KOTOPBIX MPOIUIO HE MEHEee OIHOr0 Tofa IOocie
HACTYIUICHUS] MeHapxe. Y MAalMeHTOB, MOJy4YaBIIMX CHMBACTaTHH, MPOQMIb HEKeIaTeIbHBIX
SIBJICHUI B I[EJIOM OBLT CXO/HBIM C TAKOBBIM Y MAI[MEHTOB, MMOJyYaBIIUX I11a1e0o0.

Jlo3b1 cBbitIe 40 MI B JaHHOM NOIMYJISALMY NAllMEHTOB UCCIIEI0BaHbl HEe ObLTH. B 3TOM OorpannueHHOM
KOHTPOJMPYEMOM HCCIIEIOBAaHUH HE OBLJIO BBISBICHO IMOATBEPKICHUS BIMSHUS TpenapaTa Ha pocT
WINA TI0JIOBOE CO3PEBAHUE JIEBOYEK M MAJIbYMKOB IOJPOCTKOBOTO BO3pPACTa, WM BIMSIHUSA Ha
IIPOJOJKUTENBHOCTh MEHCTPYAJILHOTO LIMKJIA Y IEBOYEK TAaK)Ke HE OOHApyKeHO (CM. pazjensl 4.2,
4.8, 5.1). JleBymIKaM-OAPOCTKaM  cJeAyeT OOBACHATH HEOOXOIUMOCTh  HPUMEHEHHUs
COOTBETCTBYIOIIMX METOJOB KOHTPALEHIIMKA BO BPEMsI TEpaAllMd CHMBACTATHHOM (CM. pas3zieisl 4.3,
4.6). YV mnauueHTtoB B Bo3pacte < 18 ner 3¢ddexkTuBHOCT, M Oe30macCHOCTH Ipernapara Hpu
MIPOJOIDKUTENFHOCTH JICUeHHs > 48 Helelnb HEM3BECTHA, NOJTOCPOYHBbIC d(PQEKTH B OTHOIICHUU
(GU3M4YeCcKOro, MHTEUIEKTYaJIbHOTO M IIOJOBOTO CO3pEBaHMsA HE H3YydeHbl. MccnenoBaHus 1o
MIPUMEHEHUIO CUMBACTaTHHA y ManueHToB mutaame 10 yer, a Takxke y JAETed MpermyOoepTaTHOro
BO3pacTa U JAEBOYEK B IIPEMEHApXe HE MPOBOMIIUCD.

4.5. B3aumojaeiictBie ¢ JPyrUMH JIEKAPDCTBEHHBIMH TMpenapaTaMm #W Jpyrue BH/bI
B3aNMO/IeHCTBUSA

MHOrounciaeHHble MEXaHU3Mbl MOTYT CHOCOOCTBOBAaTh MOTEHLHUAIbHOMY B3aUMOJIEHCTBUIO C
uHruouropamu ['MI'-KoA-penykraspl. JlekapcTBeHHBIE CpeACTBAa WINM MPOAYKTHI PACTUTENBHOTO
MIPOUCXOXKACHUSI, UHTUOUPYIOLINE ompeneiaeHHble pepMeHThl MeTabonuisma (Hanpumep, CYP3A4)
u/unu Tpancnoptepsl (Hanpumep, OATP1B), MoryT yBennunBaTh KOHIEHTPAIMIO CUMBACTaTHHA U
TUJIPOKCUKUCIIOTHl CUMBACTaTHHA B IJIa3M€ KPOBU M NMPHUBOJUTH K IMOBBIIIEHUIO PUCKA Pa3BUTUS
MHOIATHH/pabIoOMUOITH3a.

HDOTI/IBOHOK&S&HHBIC KOM6I/IHaIII/II/I JICKAPCTBCHHBIX CPEIACTB

[IpoTuBOMOKa3aHa COMYTCTBYIOIIAs TePANUs CIEAYIOIUMHU JIEKApPCTBEHHBIMH CPEICTBAMU:
Mownvie uneubumopwl usogpepmenma CYP3A4

CumBactratun merabonusupyercst uzopepmenToM CYP3A4, HO He MHTHOUPYET aKTUBHOCThH 3TOTO
I/ISO(bepMeHTa. OTO MO3BOIIET MMPECAIIOJIOXKUTE, YTO IMMPHUEM CUMBACTaTHHA HE OKA3bIBACT BJIUAHUA HA
KOHIIGHTPALIMIO B IJIa3Me KPOBH JICKAPCTBEHHBIX CPEACTB, META0OIM3UPYIOIUXCS MO IeHCTBHEM
nzopepmenta CYP3A4.

Momusie uarHOUTOpH M30epmenTa CYP3A4 yBenuuMBArOT PUCK Pa3BUTHS MHUOIMATHUHU 32 CUET
CHMXXCHHUA CKOPOCTH BBIBCIACHUA CHUMBACTaTHUHA. O)IHOBpeMeHHoe IMPUMCHCHUE MOIIIHBIX
unrubutopoB m3opepmenta CYP3A4 (Hampumep, UTpaKkOHA30Jla, KETOKOHA30JIa, MMO3aKOHA30J]a,
BOPHUKOHA30J1a, IpUTPOMHUIIMHA, KJIAPUTPOMHULIMHA, TEIUTPOMHULIMHA, HHTHOUTOpoB BUY-nipoTeassi,
OorenpeBupa, TenanpeBupa, HedazogoHa, MPENapaToB, COASPKAIMMUX KOOUIIMCTAT) U CHMBAacTaTUHA
MIPOTHBOIOKA3aHO (CM. pasnensl 4.3, 4.4).
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I[DVTI/IG JCKApCTBCHHLIC B3aHMO,Z[€I>'ICTBI/I$I

Jlpyeue ¢pubpamor

Puck pa3BUTHsS MHONATUM YBEIMYUBACTCA NPU OJHOBPEMEHHOM IPHUMEHEHHHM CHUMBACTAaTHHA C
rempudposmwiom (cMm. pazaen 4.3) u apyrumu ¢ubparamu (kpome denopudpara). JlaHHbIC
THIOJIMITUIEMUYECKUE CPEJICTBA CIIOCOOHBI  BBI3BaTh MHOMATHUIO B MOHOTepanuu. [lpu
OJTHOBPEMEHHOM TIPUMEHEHHWU CUMBAcTaTuHa ¢ (peHopuOparoM pHUCK pPa3BUTHUSI MHUOIATHH HE
IIPEBBILIAJI CYMMY PUCKOB IIPM MOHOTEPANIUH KaXIbIM ITpenapaToM (cM. pasneisl 4.3, 4.4).

Amuooapou

Puck pasButus MuonaTuu/pabaoMHUONIM3a TOBBIIIAETCS MPU OJHOBPEMEHHOM MPHUMEHEHUU
aMHOJapOHa C CHMBAaCTaTHHOM. B KIIMHUYECKOM HCCIIEOBAHWU YaCTOTa Pa3BHTHS MHUOIATHH Y
MAIMEHTOB, IPUHUMABIINX OJJHOBPEMEHHO CUMBACTATHH B 03¢ 80 MI 1 aMHO1apoH, coctaBmia 6 %
(cm. paznensl 4.2, 4.4).

BJZOKamopbl «MEOJIEHHBIXY KaJlbYuesvlx Kanaioe

Puck pa3Butus wmuonatuu/pabaoMuoin3a MOBBIIACTCS MPH  OAHOBPEMEHHOM MPUMEHEHUU
BeparnamMuiia, IWJITha3emMa Wik aMJIOAUIHA C CHMBACTaTUHOM (CM. pasnensl 4.2, 4.4).

Jlomumanuo

Puck pasutusi MuonaTHH/pabIOMHUOIIN3a MOXKET MOBBIIMIATLCS MPH OJHOBPEMEHHOM MPUMCHCHHH
JIOMUTAIUIA C CAMBACTaTUHOM (CM. pasnensl 4.2, 4.4).

Ymepennvie uneubumopwt usogpepmenma CYP3A4 (nanpumep, Oponedapon)

IIpy OJHOBpEMEHHOM NPUMEHEHHMH IpernaparoB, OOJAJAIOIIMX YMEPEHHOH MHIHOUpYoIe
aKTUBHOCTHIO B oTHOIIeHUHU n3opepmernta CYP3A4, u cumBactatnHa, 0COOCHHO B 00JI€€ BBICOKUX
7103aX, MOKET IOBBICUTbCA PUCK pa3BUTUA Muonatuu (cM. paszgen 4.4). Ilpu onHOBpeMEHHOM
NPUMEHEHHH CHUMBAaCTaTHHA W YMEPEHHBIX WHTHOMTOpOoB u3zopepmeHToB CYP3A4 wmoxer
noTpeOOBaThCsl CHUKEHUE /103bl CUMBACTaTHHA.

Panonaszun (ymepennwiti uneubumop uzogepmenma CYP3A4)

IIpu 01HOBPEMEHHOM TPUMEHEHUH PAHOJIA3MHA U CUMBACTaTHHA MOXKET IIOBBICUTHCS PUCK PAa3BUTHS
mMuonaruu (cM. pazzaen 4.4). [Ipu ofHOBpEeMEHHOM MPUMEHEHUN CUMBACTaTHHA M paHOJIa3uHA MOYKET
noTpe0oBaThCsl CHUKEHHE J03bl CHMBACTaTHHA.

Uneubumopor mpancnopmuoeo 6eaxka OATPIBI

I'uapokcukuciioTa cUMBacTaTWHA ABIseTcd cyOcTpatoM TpaHcnopTtHoro Oenka OATPIBI.
OpHOBpeMEHHOE NMpUMEHEHUEe HMHruOUTOpoB TpaHcmopTHoro Oenka OATPIB1 u cumBacraTtuHa
MOJKET NMPUBECTU K YBEJIMYECHHUIO MJIa3MEHHON KOHLEHTPALMM TMAPOKCUKUCIOTHl CUMBAcCTaTHHA U
MOBBIIICHUIO PUCKA Pa3BUTHS MUOMATHH (CM. pa3aeinsl 4.3, 4.4).

Hneubumopul 6enxa ycmouuusocmu paxa monounou sxcenesvi (BCRP)

CumBacratuH siBhsieTcs: cyoctparom s@durokcHoro TpaHcnoprepa BCRP. OnnHoBpemenHoe
pUMEHeHHe cuMBacTaTuHa U nHruoutTopoB BCRP (nanpumep, snb6acBupa 1 rpa3onpeBupa) MOXKET
MPHUBECTHU K ITOBBINICHUTO MIa3MEeHHON KOHICHTPAMKU CUMBACTaTHHA U IOBBIIICHWUIO PYCKA Pa3BUTHA
muomnatuu. Ilpu ogHOBpeMEHHOM NpPHUMEHEHMHM cHMBacTaTMHa W HMHruOutopoB BCRP moxer
moTpeOoBaThCst KOPPEKIHS 10361 TTpenapara OBeHKOp (cM. pasnenst 4.2, 4.4).

Huxomunosas kucnioma (ne menee I 2 6 cymiu)

[Ipy oAHOBpEMEHHOM NPUMEHEHHWU CHMBACTaTHHA M HUKOTMHOBOW KHCJIOTHI (HHAIMHA) B
TUNHUACHIKAIONINX J03ax (He MeHee | T© B CYTKH) ONHCAHBI pPEIKHUE CIIy4au pa3BUTHUSA
Muonatuu/padaomuonmsa (cM. pasnen 4.4). B dapmMakOKHHETHYECKOM MCCIIENOBAHUM TIPH
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BBICBOOOJKIEHUSI M cUMBacTaTuHa B 03¢ 20 Mr HaOmonanock HesHauutenbHoe yBenmmueHue AUC
CUMBACTaTUHA U TUAPOKCUKUCIOTHI CHMBACTaTHHA, a TakkKe Cmax THIPOKCUKHUCIIOTHI CAMBAaCTaTHHA
B IJIa3Me KPOBH (CM. pazzein 4.4).

@Dy3udosas kucioma

[Tpu ogHOBpEMEHHOM MTPUMEHEHUH (DY3U0BON KUCIOTHI M CHMBACTaTHHA MOXKET IMOBBICHTBCS PUCK
pas3BuTHs MUonaTuu (cMm. paszaen 4.4).

Konxuyun

[Ipy OQHOBpEeMEHHOM TNPUMECHEHUHM KOJIXMIIMHA W CHMBACTaTHHA Yy TAIKUEHTOB C TOYCYHOH
HEAOCTAaTOYHOCTHIO OIIMCAaHbI cJydyan Pa3sBUTHA MUOIIaTNu u pa6,Z[OMI/IOJII/ISa. HpI/I
KOMOWHUPOBAHHON TEpaluu AHHBIMH IperapataMi TaKWue MMalUeHTHI JOJDKHBI HAXOIUTHCS O]
THIATENLHBIM HAOIIOICHHEM Bpaya.

JHueoxcun

OnHOBpeMEHHOE TPUMEHEHNE IUTOKCUHA U CUMBACTaTHHA Y 3/TOPOBBIX TOOPOBOJIBIIEB MPUBOIUIIO K
HeOoJbIIOMYy TOBBIIEHUIO (MeHee 0,3 HI/MJI) KOHIEHTpallMKd JWTOKCHMHA B IUIa3Me€ KpPOBH,
M3MEPEHHOU METOI0M PAIMOMMMYHHOTO aHAJIN3a, 10 CPABHEHUIO C OJJHOBPEMEHHBIM TPUMEHEHUEM
JUTOKCHHA U T1aneoo.

Cekeecmpanmbl HCENIYHBbIX KUucaiom

[Ipy ONHOBPEMEHHOM MPUMEHEHHH CEKBECTPAHTOB JKETYHBIX KUCIOT U CHMBACTaTHHA MpPUEM
CUMBAcTaTHHA JOJDKEH OCYIIECTBIATHCS WIM 3a 2 yaca J10, WM uyepe3 4 yaca Iocjie npuema
CEKBECTPAHTOB KEMYHBIX KUCIIOT (CM. paznen 4.2).

Pugamnuyun

B cBsa3u ¢ Tem, yTo pudamMmuIMH SBISETCS MOUIHBIM HHAYKTOpoMm uzodepmenta CYP3A4, y
MAIMEHTOB, IMOJIYYAOIIUX JOJITOCPOYHYIO TEpanuio pUGAMIHUIMHOM (HApUMEp, JeUYeHUe
TyOepKkyne3a), MokeT HaOmomatbcsi  CHIbKeHHE  d(QexTuBHOCTH  cMMBacTtaTuHa. B
(hbapMaKOKMHETUYECKOM  MCCIEIOBAaHUU Y  3JI0pPOBBIX  J10OpoBosblleB  3HaueHue AUC
THIPOKCUKUCIIOTHl CUMBACTaTHMHA TPU OJHOBPEMEHHOM MPUMEHEHHH C PpUPAMIUITHOM OBLIO
CHIDKEHO Ha 93 %.

Hanazon

HpI/I OOIHOBPCMCHHOM MMPUMEHCHUHU NaHA30J1a U CUMBACTaTUHA BO3PACTACT PHUCK Pa3BUTHA MUOIIATUN
U pabromMuonu3a, TakKMM OOpa3oM, OJHOBPEMEHHOE NpPHMEHEHHWE CHMBAcTaTHHA W JaHa30Jia
MPOTUBOIMOKAa3aHo (CM. pasnensl 4.3, 4.4).

Henpsamvie aumuxoacynanmol (npouzeooHvle KyMapuHa)

CumBacratuH B 1o3e 20—40 mr B cyTku noteHUupyeT 3p(eKT KyMapHHOBBIX aHTHKOAryJsHTOB:
IPOTPOMOMHOBOE BpEMs, OMNpEIENCHHOE KaK MEXIYyHAapOJAHOE HOPMAM30BaHHOE OTHOIIEHHE
(MHO), Bo3pacTaeT oT ucxoanoro ypoBHs 1,7 10 1,8 y 3m0poBbIX 100poBOJbIEB U OT 2,6 10 3,4 y
NAlMeHTOB C  TUIepXojecTepuHeMHed. VY  MalMeHTOB, MPUHUMAIOMUX  KyMapHHOBBIE
AHTHKOAryJsSHThl, NPOTPOMOMHOBOE BpeMsl JOJKHO OIpeAeisaThCsl 1O Hauyaja Teparuu
CUMBAaCTaTMHOM, a TaKXe JOCTaTOYHO YacTO B HAYAIbHBIM NEpUOJ JICUECHUS Ul UCKIIOUEHHS
3HAYUTENIbHBIX N3MEHEHUH JaHHOTO Noka3aTelnsd. Kak Tonbko JocTuraercst crabMIbHbIN OKa3aTenb
MHO, ero nanpHeliniee onpeaeNeHue cIeayeT NPOBOJUTh C HHTEPBAIAMHU, PEKOMEHAYEMBIMU IS
KOHTPOJISl TAI[MeHTOB, IMOJIyYalOUUX TEparui aHTUKoaryiasHTamu. llpu wu3MeHeHHH J03bI
CHUMBACTaTHHA MM €r0 OTMEHBI TaK)Ke PEKOMEHIYeTCs PEeryIsipHOe U3MEpEeHHe MPOTPOMOMHOBOTO
BpeMEHH. Y TAaIeHTOB, HE MPUHUMABIIUX AHTUKOATYJSHTHI, Tepanus CUMBACTaTUHOM He ObLIia
CBsI3aHa C BOSHUKHOBEHUEM KPOBOTEUEHHUH MM M3MEHEHUSMHU IPOTPOMOMHOBOTO BPEMEHHU.
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Jlanmomuyun

[Ipu onHOBpeMEHHOM IpHMeHEeHHH UHTHOMTOpoB I'MI-KOA-penykrassl M JaNTOMHUIIMHA MOXET
MOBBICUTHCS PUCK PA3BUTUSA MUONIATUH W/WIIK pabroMuon3a (CM. paszensl 4.4).

Jpyrue BUAbI B3aUMOJIENCTBUS

Coxk rpeiindpyra COACPXKHUT OAUH WIH 0OJiee KOMIIOHEHTOB, KOTOPbIE MHTUOUPYIOT U30(epMeHT
CYP3A4 u MOTYT MOBBICHTH KOHIIEHTPAIIMIO B IJIa3Me KPOBU MPENapaToB, META0OIU3UPYIOMIUXCSI
m3odepmertom CYP3A4. [Ipu ynorpebaenun coka B oObryHOM KonmdectBe (1 crakan 250 mi B
neHb) JTOT dS(PPexT MUHUMANBHBIN (HAOMIOJACTCS YBEIMUYEHUE AKTHMBHOCTH WHTHOUTOPOB
I'MI'-KoA-penykrazsl Ha 13 % npu onenke no 3HaueHuto AUC) U He UMeeT KIMHHYECKOTO
3HaueHus. O HaKO yrmoTpedieHne coka rpeindpyra B 00IbIIIX 00beMaX 3HAYUTEIHLHO MOBBIIIACT
aktuBHOCTh ['MI'-KoA-penykrassl B mjia3mMe KpoBH. B CBSi3M ¢ 3TUM HEOOXOIUMO H30€rarth
yrnoTpebieHus coKa rpedndpyTa npu Tepaniu CUMBACTaTHHOM (CM. pa3zaen 4.4).

4.6. ®epTUIBLHOCTH, 0EPEMEHHOCTDH U JIAKTALMS

bepemeHHOCTH

CuMmBacTaTuH IPOTHBOIIOKa3aH OepeMeHHbIM. Tak Kak 6e30macHOCTb /1J1s1 OEpEeMEHHBIX He JJOKa3aHa,
Y HET TaHHBIX, YTO JICYCHNE CUMBACTATHHOM BO BpeMsi 0EpPEMEHHOCTH IMTPUHOCUT OYEBUIHYIO TTOJIB3Y,
IpUeM TIpenapara cielyeT HEMEMJICHHO MPEeKpaTuTh IpPH HACTYIUIEHUM OEpeMEHHOCTH.
CuMBacTaTuH cleyeT Ha3HayaTh JKEHIIMHAM J€TOPOJHOIO BO3pacTa TOIBKO B TEX CllydasiX, Korjaa
BEPOSITHOCTh OEPEeMEHHOCTH O4YeHb Maja. [IpuMeHeHue cuMBacTaTHHA BO BpeMsi OepeMEHHOCTU
MOKET CHU3UTh KOHLEHTPALMI0O MEBaJoOHaTa (MpelIeCTBEHHUK B OMOCHHTE3€ XOJIECTEpHHA) Y
w1oa. ATepocKIepo3 SBJISETCS XPOHUYECKHM 3a00JieBaHMEM, M OOBIYHO IpEKpalleHHe MpHeMa
TUINOJIUIHIEMUYECKUX MIPENapaToB BO BpeMsi OEPEMEHHOCTH OKa3bIBAET HE3HAYUTEIILHOE BIIMSHUE
Ha JIOJIFOCPOYHBbIE PHUCKH, CBA3aHHBIE C IEPBUYHOM rumepxosectepuHeMuedl. B cBs3u ¢ 3Tum
IpenapaT He JOJDKEH IPUMEHSTHCS Y )KEHILMH, KOTOpble OepEMEHHBI, IBITAIOTCS 3a0€peMEHETh WK
[I0JI03PEBAIOT, YTO OHU OepeMeHHBI. JleueHue npenaparom J0JKHO ObITh IPUOCTAHOBIEHO HA BECh
CpPOK OEpeMEHHOCTM WJIM TI0Ka OEpeMEHHOCTh HE JAMAarHOCTHPOBaHA, a caMa JKCHIIMHA
IpeaynpeXxaeHa 0 BO3MOXKHON OMacCHOCTH AJIs iiofa (cM. pas3zaen 4.3).

JlakTarms

JlaHHBIE O BBIIEJIEHUU CUMBACTaTHHA M €r0 META0O0IUTOB C IPYJHBIM MOJIOKOM OTCYTCTBYIOT. IIpu
HEe0oOXOIMMOCTH Ha3HAa4YeHUsl IpernapaTta >KEHIIMHE B MEPHOJ IPYJHOrO0 BCKapMIIMBAHUS ClEAyeT
YUUTBHIBATH, YTO MHOTHE JIEKAPCTBEHHBIEC IIPENAPATHI BBIAEIAIOTCA C TPYAHBIM MOJIOKOM, U UMEETCs
yrpo3a pa3BUTHUSl CEPhE3HBIX HEOIAroNnpusATHBIX peakiuil. BenencTsue 3Toro B nepuoj rpyaHoro
BCKapMIIMBaHUS IIPUEM IIpenapara CiaeayeT IPEeKPaTUTh.

DepTIbHOCTD

JlaHHBIE O BIMSIHUM CHMBAcCTaTHHA Ha (EPTHIIBHOCTH Y JKEHIIMH OTCYTCTBYIOT. CHUMBAcTaTUH He
OKa3bIBaeT BIUSAHUSA HA PEPTUIBHOCTD Y KPBIC MY>KCKOTO U KEHCKOTO I0JIa.

4.7. BiusiHHe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeACTBAMH M padoTaTth ¢
MeXaHU3MaMH

CuMBacTaTUH HE OKa3bIBAaeT WJIM OKA3bIBAE€T HE3HAUUTEIBHOE BIMSHUE HAa CIIOCOOHOCTH YIPABIAThH
TPaHCIOPTHBIMU CpEACTBAMH M paboTaTh ¢ MeXaHu3MaMmH. TeM He MeHee, NpU YIpaBICHUU
TPAHCHOPTHBIMH CPEJCTBAMU MM paboTe C MEXaHW3MaMH, ClIeyeT IPUHUMATh BO BHUMaHUE, YTO B
MOCTPETUCTPALIMIOHHOM TEPHO/JIE COOOIIANOCH O PEIKUX CIIydasX Pa3BUTHS TOJIOBOKPYKEHHUS.

4.8. HexkesaTeibHbIe peaKkuH

Pesrome mmpodmiig 0e30ImacHOCTH
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cabo BBIPAXEHHBIMU M OpeXomsmumu. Menee 2 % NalMeHTOB, NPUHUMABIIMX YYacTHE B
KIIMHUYECKUX HCCIIENOBAHUSAX, IPEKPATHIIN JICYEHUE B CBSA3H C PA3BUTUEM HEXKEIIATCIIBHBIX SIBICHUH,
CBOMCTBEHHBIX CUMBACTaTUHY.

B mpegpeructpaiimOHHBIX — KIMHUYECKMX  HCCIEIOBAHMSIX  HEXKENATEIbHBIMU  SIBICHUSMU,
BO3HUKABILIKMMH C 4acTOTON He MeHee | %, KOTOpbIE OLIEHUBAIMCh UCCIIEOBATEISIMU KaK BO3MOXKHO,
BEPOSATHO WUJIM OMPEJEIICHHO CBA3aHHbBIC C MPUEMOM CUMBACTaTHHA, ObUIH OOJIb B JKUBOTE, 3a110p U
MeTeopusM. [[pyriumu HeenaTeIbHBIMU SIBIICHUSIMU, BO3HUKaBIMMHA Yy 0,5-0,9 % manueHnToB, ObuIH
aCTEeHHUS U TOJIOBHAS 0OJIb.

Hwmenuck penkue cooOLIeHNs 0 pa3BUTHH MUONATUU (cM. pasaen 4.4).

B xnmunnueckom mccnenoBanuu (HPS), B koropom 20536 manueHTOB NPHHUMAIH CUMBAaCTaTUH
(n = 10269 nauuenToB) B no3e 40 Mr B cyTku win mianedo (n = 10267 mauueHToB) B T€YCHUE B
CpeIHEM 5 JIeT, XapakTep HeXeJlaTelbHbIX SBJICHUI ObUT CXOJHBIM B IpyIIax CUMBAacTaTUHA U
rane6o. YacTora mpekpaiieHusi Teparuu BCISICTBUE Pa3BUTHSA HEKENATENbHBIX SBICHUNA Oblia
Tak)ke COMocTaBuMa B ABYX rpymnmnax (4,8 % B rpynne cumBactatuHa u 5,1 % B rpymnne miane6o).
YacroTa pa3BUTHS MHOIATHU Yy MAIMEHTOB, NMPUHUMABIIMX CUMBacTatuH, Obiia menee 0,1 %.
[ToBbIllICHNE AaKTHUBHOCTU «I€YEHOYHBIX» TpaHcamuHa3 (Oomee ueM B 3 pasa Boeime BI'H,
MOJITBEPK/ICHHOE TIPU TOBTOPHOM HccienoBannn) HaOmoganock y 0,21 % manueHToB TpYIIBI
cumBacTtatua u 'y 0,09 % manueHToB rpymnisl miamneoo.

Pe3romMe HexenaTenbHBIX DEAKIINI

YacroTa moOOYHBIX peaklMii MPHUBEACHA B BUJE CIEAYIOIIEH rpafanuu: ouvens uacmo (= 1/10);
yacmo (> 1/100, Ho < 1/10); neuacmo (> 1/1000, o < 1/100); peoxo (> 1/10000, o < 1/1000); ouens
peoko (< 1/10000); wacmoma mneuzsecmna (Ha OCHOBAaHHH HMMEIOIIUXCA JAHHBIX OLIEHUTH
HEBO3MOXHO).

Hapywenus co cmopoHul kpo6u u tumpamuueckou cucmembl:
peaKo — aHeMUSL.
Hapywenus co cmoponvl uMMyHHOU cucmemvl.

peAKO — CHHJIPOM  THIEPUYYBCTBUTEIBHOCTH, KOTOPBIM  MpOSBISUICA  aHa(UIaKCHEH,
AHTMOHEBPOTUYECKUM OTEKOM, BOJTYaHOYHOIIO100HBIM CUHIPOMOM, pPEBMATUUYECKOU
MOJIMMUAITHEH,  JI€PMATOMHO3UTOM,  BAcCKyJHUTOM,  TPOMOOLIUTONEHHEW,  DO3MHOQUIHEH,
YBEIMYEHUEM CKOPOCTH OCEHaHUs DJPUTPOLMTOB, apPTPUTOM, apTpPaIrusAMH, KpalUBHULEH,
(OTOYYBCTBUTEIBHOCTBIO, JTUXOPAIKOH, «IPUIMBAMU» KPOBU K KOXE JIMIA, OJBIIIKON M o0uei
¢1a00CThIO;

oueHb peako — pazpurue MOHM (ayroumMMmyHHON Muonarum), 00yciIoBIEHHOW IPUEMOM CTaTHHOB.
HNOHM xapakTepu3zyercsi ciabocTbio MPOKCUMAIBHBIX MBI ¥ MOBBIIIEHHON akTUBHOCThIO KDK B
CBIBOPOTKE KPOBH, KOTOPbIE COXPaHSIIOTCS, HECMOTPSl HAa OTMEHY JieueHus: cratuHoM. Ha Ouoncumn
MBIIII] BHJIHA HEKPOTH3UpYIOIAs MHomartus Oe3 3HAYUTEIbHOIO BOCHAJICHHS. YIIydlleHue
HaOJII0JaeTCs IPH Tepalliid UMMYHO/ICTIPECCUBHBIMHU MpernapaTtaMu (CM. paszzen 4.4).

pelKO — KOTHUTUBHBIE HapylIeHHUs (HampuMmep, pa3IuuHble HApYIICHHUs MaMsATH — 3a0bIBUMBOCTb,
CHMXXCHHUC IIaMATH, aMHE3MUd, CIIYTAHHOCTb COSHaHI/ISI), CBA3aHHBIC C NPHUMCHCHHUEM CTAaTHUHOB.
JlaHHBIE KOTHUTUBHBIE HAapyIIEeHHs OBbUIM 3apeTUCTPUPOBAHBI NIpPU IpPHUEME BCEX CTATHHOB.
CooOuienus B 11e510M ObLUTH KJIacCU(PUIMPOBAHBI KaK HECEPbE3HbIE, C PA3IIMYHON JITUTEIBHOCTHIO 10
MOSIBJICHUS] CUMIITOMOB (OT 1 CYyTOK 10 HECKOJBKHUX JIET) U BPEMEHEM MX pa3pelleHus (MeauaHa 3
Henenn). CHUMIITOMBI OBLUTH O6paTI/IMI)IMI/I " MPOXOJUIN TTOCTIC OTMCHEBI TEPAITUU CTATUHOM.

Hapymeﬁuﬂ CO CMOpPOHDBI H€p8HOZZ cucmemol.

peIKO — rOJIOBOKPYKEHHE, Nepudepruueckast HeMponaTus, mapecTe3us;
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OYCHb PEIKO — OECCOHHUIIA;

9acTOTa HEU3BECTHA — JICTIPECCHSI, MUACTEHUS TPaBUC.
Hapywenus co cmoponul opeana spenus:

9acTOTa HEM3BECTHA — TJIa3HAS MUACTCHHSL.

Hapywenus co cmopoHbl ObixamenbHoll cucmemsvl, Opeanos 2pyOHOU KIemKU U CPeOOCHeHUsL:
94acTOTa HEU3BECTHA — MHTEPCTUIIMATIEHOE 3200JIeBaHUE JICTKHX.

Hapywenus co cmoponul sicey0ouno-KuumeyHo2o mpakma:

PENKO — IUCIIETICHS], TOIITHOTA, PBOTA, JUapes, TAaHKPEATUT, TeIaTUT/ KEeNTyXa;

OYEHb PeNKO — (arajabHas U HeaTaIbHAs IEYCHOYHAs! HEJOCTATOYHOCTb.

Hapywenus co cmopoHul Kodcu u NOOKOIHCHbIX MKAHEU.:

PEIIKO — KOXKHAs ChINb, KOXKHBIN 3Y]1, aJIOTICIHSI.

Hapywenus co cmoponul mbluieunotl, KOCMHOU U COEOUHUMENbHOU MKAHU.

PEIKO — MUAJITHs, CYIOPOTH MBIIIII, pa0IOMHOJIN3;

9acTOTa HEU3BECTHA — TCHIMHOMIATHH, BO3MOKHO C Pa3pbIBOM CYXOXKHIIUH.

Hapywenus co cmopoHsl penpo0yKmusHot cucmembvl U MOJIOYHBIX JHCENE3.

9acTOTa HEM3BECTHA — IPEKTUIIbHAS TUCHYHKITUA.

Jlabopamopmvle u uncmpymenmanbHvle OaHHble

PENKO — pa3BUTHE BBIPAKCHHOTO M CTOWKOTO MIOBHIIIICHUST aKTHBHOCTH «TIICYCHOYHBIX)» TPAHCAMHUHA3.
Taxke coOOIIATOCh O TIOBBIICHHWH AaKTHBHOCTH  IIEJIOYHOW  Qocdaraspl u  Tamma-
TIIyTaMHAJITpAaHCIIeNTHAa3bl. OTKIOHCHHUS B IOKa3areiasX (PYHKIMOHAIBHBIX MEYCHOYHBIX IMPOO
OOBIYHO CJIA00 BBIPAKEHBI W HOCAT TNPEXOAANIMIA XapakTep. MIMewTcs CBEIGHUS O Ciydasx
noBbIieHus aktuBHOCTU KOK (cm. paznen 4.4).

Coobmanoch O TMOBBIIIEHUH KOHIEHTPALUHU TIMKO3MIUpoBaHHOro remornoouHa (HbAlc) u
KOHIICHTPALMU TJIIOKO3BI B CBHIBOPOTKE KPOBH HATOIIAK TPW TpPHEME CTAaTHHOB, BKIFOYAs
CHUMBACTaTHH.

CJ'IGIIYIOHII/IG HEXCIIaTCIIbHBIC ABJICHUA C006IIIa.TII/ICI) IMpu MPUMCHCHUHN HEKOTOPLIX CTATUHOB!

® HapyuICHUA CHA, BKIKOYasa KOIIMAapHbIC CHOBUJACHUSA,
® CCKCyalibHasd )II/IC(i)YHKIII/ISI, THHCKOMACTUsI.

€T

B xnuHHMYecKOM HCCIIEIOBAaHUU C ydacTUEM MHalueHToB B Bo3pacte 10—17 neT ¢ rerepo3uroTHoi
CEMENHON TunepxoyiecTepuHeMuei mpopuiab 0€30MaCHOCTA U MEPEHOCUMOCTH JICYEHUS B TPYIITIE,
MPUHUMABIIEH CHMBACTaTUH, OBUI COIMOCTaBUM C TpoduiaeM Oe30MacHOCTH U TMEePEHOCHMOCTH
JIeYeHUs B TPyIIe, MpUHUMaBIIeH 1uiamnedo (cm. pazaen 4.4).

COO6IJ_ICHI/IC 0 MOA03PEBACMBIX HEXKCIATCIIbHBIX PCAKITMAX

Baxno coo0marb O TOJO3PEBAaEMbIX HEKEJIATENbHBIX PEAKIUAX IMOCIE€ PErucTpanuu
JIEKapCTBEHHOTO Ipernapara ¢ IeJbl0 00ecreueHus] HEMpPEepbIBHOIO MOHHMTOPUHIA COOTHOLICHHS
«0JIb3a — PUCK» JIEKAPCTBEHHOro Mpemnaparta. MeIWIUHCKUM pabOTHUKaM PpPEKOMEHIYeTCs
coO0MIATh O JIOOBIX MMOI03PEBAEMBIX HEKENIATEIIBHBIX PEAKIMAX JIEKAPCTBEHHOrO IpenapaTa 4epes
HaIlMOHAJIbHBIE CHCTEMBI COOOLIEHHS O HEXKENATeNbHbIX pPEaKLIUsAX ToCylapcTB — WICHOB
EBpazniickoro 5KOHOMHU4ECKOr0 COK03a.

Poccuiickas @enepanus
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®denepanpHas cayx0a o Haa30py B cdhepe 3apaBoOXNaHSHUS

Anpec: 109012, r. Mocksa, CnaBsiHcKast miiomaib, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnexktponHas moura: pharm@roszdravnadzor.gov.ru uiau npr@roszdravnadzor.gov.ru

Caiit B WH(})OPMAITMOHHO-TEIEKOMMYHHUKAITMOHHOM ceTu «HTepHeT:
https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CHUMIITOMBI

Coo01anoch 0 HECKOJIBKUX CIIydasiX Mepelo3UpOBKU, MaKCUMalbHasl IMPUHSATAs 1032 COCTaBIIsAIa
3,6 r. Hu y oiHOTO ManueHTa nociaeICTBUH Mepej03UPOBKH HE BBISBIICHO.

JleueHnue

HJIH JICUCHUS TNCPCAO3UPOBKU TIPHUMCHAIOTCA 06H_[I/Ie MCPBI, BKJIIOYasaA MNOAACPKUBAOIIYIO U
CUMIITOMAaTUYCCKYIO TEPAIIHIO.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. @apmakoauHaMHYecKHe CBOIiCTBA

dapmakoTepaneBTHUYECKass TPyNIa: THIOJUMUAEMUYeCKUe cpenctBa; MHruoutopsl ['MI-KoA-
peayKTa3bl.

Kon ATX: C10AA01

Mexannu3M ASHCTBUS U (baDMaKOHI/IHaMI/I‘ICCKI/IC Bd)d)eKTBI

[locne npuemMa BHYTPh CHMBACTATHUH, SBJISIOIIMICS HEAKTHBHBIM JIAKTOHOM, IIOJIBEPraeTcs
TMJIPOJIM3Y B II€UYEHH C OOpa3oBaHMEM COOTBETCTBYIOIIEH (OpPMBI  [-THAPOKCUKHUCIOTHI
CHMBACTaTHHA, SBISIOMICHCS OCHOBHBIM META0OIMTOM M 00JaNaromell BHICOKOH WHTHOHPYIOMIEH
akTUBHOCTBIO B OoTHomeHUM ['MI-KoA-penykTassl, ¢pepMeHTa, KaTaIU3UPYIOIIEr0 HAYAIbHYIO U
Han0oJiee 3HAUMMYIO CTaJIUI0 OMOCHHTE3a X0JIECTepHHA.

Knunnueckue uccinenoBanus nokasanu 3((eKTHBHOCTh CUMBAcTaTHHA B OTHOIIEHUM CHUKEHHUS
koHueHTpauuu OXC B mna3zme kpoBu, XC JITTHIL, TT" u xonectepuHa AMNONpoTENHOB OY€Hb HU3KOM
wiotHoctu (XC JIIIOHII), a Takke moBbimieHuss koHmeHtpanuu XC JIIIBII y manueHToB ¢
IeTEPO3UTOTHOM  CEMEWHOW M  HECEMEWHOW THIIEpXOJIECTEPUHEMHEH WIM  CMELIaHHOU
TUIEPJIMIIMIEMAEH B TEX CIllydasX, KOTJa IIOBBIIICHHAs KOHLICHTPALMs XOJECTEpPUHA SIBIIACTCA
(hakTopoM pucKa U Ha3HAYEHUs OJHON JUEThI HEIOCTATOYHO.

3aMeTHBIN TepaneBTHUeCKUM 3¢ ¢dekT Habmogaercs B TedyeHUE 2-X HeJelb MpHeMa Ipernaparta,
MaKCHMaJIbHbIN TepaneBTudeckuii 3pPexT — B TeueHue 4—6 Henenp nocie Havana jgedeHus. JPpgext
COXpaHseTcs MPH NPo10JLKeHNH Tepanuu. [Ipu npekpalieH!y npuemMa CMMBacTaTHHA KOHIIEHTPALUS
XOJIECTEpPHHA BO3BPAIIAETCSA K ICXOAHOMY 3HAaUE€HUIO, HAaOII0JaBIIeMyCs 10 Hadyasa JICICHUSL.

AKTUBHBIA MeTa0ONUT CHUMBAcTaTUHA sBiseTCs crenuduueckuM uHruoutopom ['MI-KoA-
penykTasbl, ¢GepMeHTa, KaTaJUu3UPYIOIIET0 peakiuio oOpa3zoBanus MeBajgoHata u3 ['MI-KoA.
HecmoTpss Ha 3TO, mpueM cUMBAcCTaTHHA B TEPANEBTUUYECKUX J/103aX HE MPHUBOJUT K IOJHOMY
unruOuposanno ['MI'-KoA-peaykras3bl, 4TO TMO3BOJSET COXPAaHUTh BBIPAOOTKY OMOJIOTMYECKU
HE00XO0AMMOT0 KOJIMYECTBA MEBAJIOHATA.

[TockonbKy paHHUM 3TarnioM OMOCHHTE3a XojecTepuHa sipnsiercs kouepcus [ MI'-KoA B meBasnonar,
CUMTAETCS, YTO NPHUMEHEHUE CHMBACTaTMHA HE JOJDKHO BbI3BIBATh HAKOIUIEHUS B OpraHU3Me
MOTEHITMATBFHO TOKCUYHBIX cTepotioB. Kpome Toro, IMI'-KoA 6rpicTpo MeTabomm3upyercst o0paTHO
1o anetmin-KoA, KOTOpbIil ydacTByeT BO MHOTHX Ipolieccax OMOCHHTE3a B OpraHu3Me.
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KIIMHHUYCCKOI'O BJIMAHHA CHUMBACTaTHHA Ha CTepOI/IIIOFCHCS. HOCKOHBKY CHUMBACTAaTHH HC BBI3BIBAJI
MOBBIIICHUS] JIMTOTE€HHOCTH JKEIYH, MAJIOBEPOSTHO €ro BIHSHHE Ha YBCIWYEHHE YACTOTHI
3a00JIEBAEMOCTH JKETYHOKAMEHHOM O0JIE3HBIO.

CuMBacTaTUH CHUXAET KaK MOBBIIICHHYIO, TaK U HOpMaibHYI0 KoHLleHTparuio XC JIITHIT. JITTHIT
obpazyrorcst u3 JITIOHII. Kara6omusm JITTHIT mpenMyiiecTBEHHO OCYHIECTBISCTCS C TOMOIIBIO
Boicokoaduunoro JIITHII-perienTopa.

Mexanusm cHmxenust koHueHtpauuun XC JIIIHII nocne mpuema cuMBacTaTMHAa MOXET OBITh
oOycnoBineH kak cHmwkeHneM koHueHtpanun XC JITIOHII, tak u akruBarueit JITTHII-penentopos,
YTO MPHUBOAMUT K YMEHbIICHUIO 00pa3oBanus U ycuineHuto karabomusma XC JIITHIL Ilpu tepanuu
CUMBACTAaTUHOM TaK»e CYIIECTBEHHO CHM)KaeTca KoHLeHTpauus ano B. [Tockonbky kaxaas yactuna
JITHIT comepxuT oxHy MOJEKydy amo B, a B APYrHX JHUIONPOTEHHAX OOHAPYKEHBI Mallble
KOJIMYeCcTBa amno B, MOXHO NpeanoyiokKUTh, YTO CHUMBACTAaTUH HE TOJBKO BBI3BIBAET IOTEPIO
xosiectepuHa B yactuuax JIIIHIIL, HO u cHMkaeT KOHIEeHTpanuio nupKynupyromux vyactun JIITHIL.
Kpowme Toro, cumBactatun nossimaetr konmneHTpanuio XC JINIBII u cauxkaer konnentpauuio TT' B
ma3Me KpoBHu. B pesynbrate 3THX M3MmeHenui cootHomeHus OXC/XC JIIBIT u XC JITHIT/XC
JIIIBII canxarorces.

B ckaHIMHABCKOM HCCIIEIOBAaHWU BJIMSHUS CUMBACTaTMHA Ha BBDKMBAEMOCTH (4S) Bo3nencTBHE
Tepanuy CUMBACTaTUHOM Ha OOIIYI0 CMEPTHOCTH (MeIMaHa BPEMEHH yJ4acTHsl MallueHTOB 5,4 roja)
oueHuBaoch Ha 4444 nanuentax ¢ MBC. CumBacTtaTMH CHMXKaln pHUCK OOIIEH CMEpPTHOCTH,
cmeptHocT oT UMBC u wyactoTy HedaTalbHBIX MOATBEPKICHHBIX HWH(MAPKTOB MHOKapIa.
CuMBacTaTUH TaKXe CHUYKaJl PUCK HEOOXOJMMOCTU IPOBECHUS XUPYPTUUECKUX BMEIIATENbCTB 110
BOCCTAHOBJICHHIO KOPOHAPHOTO KPOBOTOKA (20PTOKOPOHAPHOE LIYHTUPOBAHUE WIIM UYPECKOXKHAS
TPaHCIIOMHUHAJIbHAs KOpPOHapHasi aHTMOIUIACTUKA). Y MAalUEHTOB C CaXapHbIM JMAa0ETOM pHUCK
BO3HHUKHOBEHHS OCHOBHBIX KOPOHApHBIX OCIIO)KHEHUH Obul cHUkeH. bornee Toro, cuMBacTaTUH
3HAYUTEIBHO CHUKAJ PUCK BO3HUKHOBEHHS (DaTalbHBIX M He(aTadbHBIX HAPYIICHHH MO3TOBOTO
KpoBOoOOpaIieHus (MHCYIbTOB U MPEXOIAIINX HAPYIICHUIT MO3TOBOTO KPOBOOOPAIICHHS).

B 5-nernem nccnenoBanum 3ammutel cepaua (HPS) adhdexkruBHOCTS Tepanuu cuMBacTaTHHOM ObLIa
npoaeMoHcTpupoBaHa y 20536 manMeHTOB C THIEpIUNMIEeMHEed Wi 0e3 Hee, HaXOMIALIMXCS B
rpynne BbIcOKOro pucka pa3utus MBC B CB3M C CONYTCTBYIOIIUMM CaxapHbIM JHAa0ETOM,
MHCYJITOM B aHAMHE3€ U IPYTMMHU COCYTUCTBIMU 3a00JI€BaHUSMU.

B 1aHHOM MHOTIOLIEHTPOBOM pPaHIOMH3UPOBAHHOM JABOWHOM CIIETIOM IUIale00-KOHTPOIUPYEMOM
UCCIIEIOBAaHUM CHUMBAacTaTHH B 03¢ 40 MI' B CYTKHM B CPaBHEHUM C IUIae00 CHMKaJI OOIIYIO
CMEpPTHOCTb, pUCK cMepTH, cBsi3aHHOW ¢ WBC, pHcK BO3HMKHOBEHHS OCHOBHBIX KOPOHApHBIX
OCJIOKHEHUHM (BKJOYas HedaTaiabHbI HMH(pApKT MHOKapAa WM cMepTh, cBs3aHHyio ¢ HBC),
HEO0OXOJIMMOCTh XMPYPIMUECKHUX BMEIIATENbCTB IO BOCCTAHOBJIEHUIO KOPOHAPHOTO KPOBOTOKA
(BKJIIOUAst A0PTOKOPOHAPHOE HIYHTHPOBAHUE U UPECKOXKHYIO TPAHCIIOMUHAIBHYIO aHTHOIUIACTHKY),
a Takke nepudepudyeckoro KpOBOTOKAa M JPYTUX BHAOB HEKOPOHAPHOM peBacKyJspU3aLUU.
CHMBacTaTUH CHMXK&JI PUCK DPAa3BUTUS HMHCYJIBTA, a TAaKXKE PUCK TOCHUTAIU3ALUU [0 IOBOAY
CTEHOKapAuM. PUCK pa3BUTHA OCHOBHBIX KOPOHAPHBIX M COCYAMCTBIX OCJIOKHEHUW CHMKAJICS Y
nanueHToB ¢ win 6e3 MBC, Bxitoyas HalMEeHTOB C caXapHbIM AMa0beToM, 3a00JIeBaHUSMU
nepuepuyeckix COCyI0B WIN LEepeOpOBACKYISIPHOW MaTOJIOTHEeH. Y MNaIMeHTOB C CaxapHbIM
I1MabeTOM CUMBACTaTUH CHIDKAJI PUCK Pa3BUTHS CEPbE3HBIX COCYIUCTHIX OCIOKHEHUH, B TOM YUCIIe
HEOOXOUMOCTh  TPOBEACHHUS  XUPYPrHUECKMX  BMEIIATENIbCTB IO  BOCCTaHOBJIECHHUIO
nepupepuyeckoro KpOBOTOKA, aMIyTallMM HMKHHX KOHEYHOCTEH, a TakKe BO3HHMKHOBEHHS
Tpo(pHUECKUX SI3B.

B npyrom MHOTOLIEHTPOBOM ILTAIE00-KOHTPOIMPYEMOM HCCIeI0BaHUU ¢ yuacTueM 404 manueHToB
C HCIOJIb30BaHUEM KOJMYECTBEHHOM OLIEHKH KOPOHApHOTO KPOBOTOKAa CHUMBACTaTHH (IO JaHHBIM
KOpOHapHOW aHruorpaguu) 3aMemisul HPOTrPecCUpOBaHME KOPOHAPHOTO aTepocKiepo3a u
MOSIBJICHHE KaK HOBBIX YYaCTKOB aT€pOCKJIEp03a, TaK U HOBBIX TOTAJbHBIX OKKIIIO3UH, TOTJa KaK Y
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aTepOCKJIEPOTUUYECKUX MMOBPEXKIEHUIN KOPOHAPHBIX apTEPHl.

AHanmu3 TOATPYINI W3 ABYX HMCCICIOBAaHUM, B KOTOpbIE OBLIO BKIIOYEHO 147 NaIMEHTOB C
runeprpurinnepuaemuci (runepiunuaemus IV tuna no kinaccupukanuu OpeapruKcona), mokas3a,
4yTO cUMBacTaTuH B j103€ OT 20 10 80 mr B cyTku cHuxan koHueHtpauuto TI', XC JIITHII, XC ne-
JIIIBII (paccuntbiBaeTcs kak pasHocTh Mex 1y KoHleHTpauuenn OXC u konuentpauueit XC JIIIBIT)
u noBbiaer XC JIIBIL.

AHanu3 Apyroi moArpymmel U3 7 MalueHTOB ¢ aucOeramumnonporenHemMueii (runepiaumnuaemus 111
THUIAa o kKinaccudukanuu OpeapuKcoHa), CAMBAaCTaTHH B 03¢ 80 MI' B CyTKH CHUKaJl KOHIIEHTPALIUIO
XC JIIHII, Bxitouas JUOONPOTEUHBI MpoMexyrouHod ruiotHoctu (JIIIIIID), a Taxxke
koHneHnTpauuto XC JITTOHIT u JITIIIII.

5.2. ®apMaKOKHHEeTHYECKHE CBOHCTBA

AOGcopOrus

BcacrsiBanuto nmoasepraercs okono 85 % NpUHATONW BHYTPH 103bl CHMBACTaTHHA.

[Tpuem numu (B paMKax CTaHAApTHON TUIIOXOJIECTEPUHOBOI AUETHI) cpa3y Mociie Mpruema npernapara
HE BIIUSET HA (apMaKOKMHETUIECKAN TPO(HITL CHMBACTaTHHA.

Pacnpenenenue

[Tocne nmpuema BHYTPh B MEYEHU OMPEEIAIOTCS 00JIe€ BHICOKHE KOHIICHTPALIUM CUMBACTaTHHA, YeM
B JIPYTUX TKaHSX.

KonuenTpauus akTtuBHOro merabonurta cuMBactaTuHa L[-654,969 B cuCTEMHOM KpOBOTOKE
cocTaBisieT MeHee 5 % OT HNPHUHATOM BHYTPh A03bI; 95 % OT 3TOro KoJM4yecrBa HaxOIUTCS B
CBSI3aHHOM C O€JIKaMU IUIa3Mbl COCTOSIHUH.

Pe3ynpTaToM akTUBHOrO MeTaboIM3Ma cCUMBacTaTHHA B nieueHH (Oonee 60 % y My»K4uH) sBIseTCS
€ro HM3Kas KOHILIEHTpalus B OOLIEM KpOBOTOKE. BO3MOKHOCTH NPOHMKHOBEHHUS CHMBAacTaTHHA
yepe3 remaTodHIedaInueckuil 6apbep U reMaToIUIaleHTapHbIN Oapbep He U3ydeHa.

buorpaucdopmarrus

CuMBacTaTuH SBJISETCS HEAKTUBHBIM JAKTOHOM, KOTOPBII OBICTPO THAPOIU3YETCs, MPEBPAIAsCh B
f-runpokcukuciory cumbactatuHa (L-654,969), cunpnelii unruburop I'MI-KoA-penykrassbl.
OCHOBHBIMU METAa0OJUTAMU CHUMBAcTaTHHA B IUIa3M€ KPOBHM SBIAIOTCA [-TUAPOKCHKHCIOTA
cumBacTtatuHa (L-654,969) u ero 6’-runpokcu, 6’ -TuIpOKCUMETUI U 6’ -3K30METUIIEH TPOU3BOJIHBIE.
WNurnbuposanne I'MI-KoA-penykTassl sBIsS€TCS KpUTEPUEM KOJIMYECTBEHHOW OIIEHKH BCeX
(hapMaKOKMHETHYECKUX UCCIIEJOBAaHUN S-THIPOKCUKHUCIIBIX META0O0IUTOB (AKTUBHBIX UHTHOUTOPOB),
a TaK)Ke aKTUBHBIX M JIATEHTHBIX HHTMOUTOPOB (BCEX MHIMOMTOPOB), 00pa3yoLMXcs B pe3ysbTaTe
ruaponu3a. O6a Tuma MeTa0OJMTOB OMPEACNAIOTCS B IUIa3Me KPOBU TIPU TpPHEME BHYTPb
CUMBacCTaTHHA.

I'unponu3 cumMBacTaTMHA B OCHOBHOM MPOUCXOAUT MPU «IIEPBUYHOM MPOXOKICHUI» Yepe3 NEUEHb,
MO3TOMY KOHIIEHTpalus HEM3MEHEHHOI0 CHMBACTaTHHA B IJIa3Me KPOBH 4ellOBeKa HU3Kas (MeHee
5% ot npunaToil 103b1). MakcumanbHas KoHIEHTpanus (Cmax) CUMBacTaTHHA B IUIa3M€ KPOBHU
nocruraercsa depe3 1,3—2,4 yaca mocie nmpuema BHYTpb OJHOKpaTHOW 103bl. B uccinenoBanum c
npuMeneHneM *4C MedeHOTO CHMBACTAaTHHA TUIa3MeHHAs KOHIIEHTPAIHs oOmiei paJroakTHBHOCTH
(**C meuenslii cumBactatun + *C MeueHble METaGONUTHI CHMBACTATMHA) IOCTHMTala MaKCUMyMa
gepes 4 gaca ¥ OBICTPO CHIDKANACh J10 TpuMepHO 10 % OT MaKCHMaBHOTO 3HAYCHUS B TeueHne 12
4acoB [10CJIe pUeMa BHYTPb OJJTHOKPATHOM 103bl. HecMOTps Ha TO, 4TO AMana3oH peKOMEHA0BAaHHbIX
TEpaneBTUYECKUX JI03 CMMBACTaTHHA COCTaBiIsAeT OT 5 10 80 Mr B CyTKH, JIMHEHHBIN XapakTep
npoduis AUC akTUBHBIX METa0OIUTOB COXPAHIETCS MPU YBEIUYEHUHU 10361 10 120 Mmr.
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[Tpu «1epBUYHOM MPOXOXKACHUU» Yepe3 MeUeHb CUMBACTATUH META00IM3UPYETCS CO CIEIYIOIUM
BBIBEJICHEM CUMBACTAaTHHA U €r0 META0OJIUTOB C KEIUbIO.

B uccnenosanuu npu ipueme 100 mr cumBacTatuna (5 kancyin 1o 20 mr) 24C medenblit cumBacTaTHH
HakaluIMBaJICsl B KPOBHM, MOY€ M KajloBblXx Maccax. Okono 60 % mnpuHATOM 103bI MEYEHOTO
CUMBACTAaTHHA OTPEJIEIISIIOCHh B KAJIOBBIX Maccax U okoJio 13 % — B Mode. MeueHblii CHMBAacTaTHH B
KaJIOBBIX Maccax ObUI MPEJICTaBJICH Kak MPOAyKTaMU MeTab0JI3Ma CUMBACTAaTHHA, BBIICTUBIIUMHUCS
C )KeITYbI0, TaK U HeabcopOUPOBABIIMMCS MEUEHBIM cuMBacTaTuHOM. Menee 0,5 % mpuHSATON 10361
MEUYEHOI'0 CUMBACTaTHHA ObLJI0O O0OHAPYKEHO B MOYE B BHJIE aKTUBHBIX METAa00IUTOB CUMBACTATHHA.
B mmasme kposu 14 % AUC Obuto 0o0OyCIOBICHO aKTHBHBIMH HHrUOMTOpamMu u 28 % — Bcemwu
uaruouTopamu ['MI'-KoA-penykrassl. [locinennee ykasplBaeT Ha TO, YTO B OCHOBHOM IPOJYKTHI
MeTa0oIM3Ma CUMBACTAaTHHA SIBJISIIOTCS HEAKTHUBHBIMH MM cinabbiMu mHruOuTopamu ['MI-KoA-
peaykTasbl. B uccnenoBanuu 1Mo M3y4eHuIo MponopIHOHATLHOCTH 103 cuMBactatuna 5, 10, 20, 60,
90 1 120 Mr He HabIIOJATIOCH CYIIECTBEHHOTO OTKIOHEHHS OT JinHeiHOCTH AUC B 00111€M KPOBOTOKE
c yBenudyeHueMm J103bl. DapmMaKkOKMHETHUECKHE MOKa3aTeld MPH OJHOKPATHOM U MHOTOKPAaTHOM
IpueMe BHYTPh CHMBAcTaTHHA IOKa3aJid, YTO CHUMBACTATHH HE HAKAIIMBACTCS B TKAaHAX IIPH
MHOTOKPaTHOM IIpUeMe BHYTPb.

B mccnenoBaHny y ManMeHTOB ¢ TsDKeENoW modedHoi HemoctarouHocThio (KK menee 30 mur/muH)
oOmrast kKoHueHTpanus uHruoutopoB I'MI'-KoA-penykTassl B mia3mMe KpoBU MOCje IpUeMa BHYTPh
OJTHOKPATHON 1036l COOTBETCTByOIIero uHruourtopa ['MI-KoA-pemykrasel (ctatmHa) ObuIa
MpUOIU3UTENBHO B 2 pa3a BBILIE, YEM Y 3I0POBBIX JTO0OPOBOIIBLIEB.

B rccnenoBanny ¢ ygactueM 3I0pOBBIX JOOPOBOJIBIIEB IPUMEHEHUE CUMBACTATHHA B MAKCUMATbHON
no3e 80 Mr He BJIMSIO Ha METa0OJIU3M MHJa30JlaMa U 3PUTPOMUIINHA, SBISIONUXCS CyOCTpaTaMu
nzopepmerra CYP3A4. D1o o3HavaeT, 4TO CUMBACTATHH HE SBJIICTCS HHTHOUTOPOM U30(EpPMEHTA
CYP3A4, u n03BOJISET MPEIOI0KUTD, YTO IPUEM BHYTPb CUMBACTAaTHHA HE OKa3bIBAET BIUSHUS HA
KOHIICHTPAIIMIO B TJIa3Me KPOBH JICKAPCTBEHHBIX CPEJICTB, META0OIU3HPYIOIIUXCS TI0]] ICHCTBUEM
uzopepmenta CYP3A4.

N3BectHo, uto wnwmkiocnopud ysenuuuBaer AUC unrudburopoB I'MI-KoA-penykrasbl, XxotTd
MEXaHU3M JIEKapCTBEHHOTO B3aWMOJICHCTBUA HE H3ydeH MoJHocThio. YBenunuenue AUC
CUMBACTaTUHA MPEAMNOJIOKUTEIBHO CBSI3aHO, B YAaCTHOCTH, C MHIMOMpOBaHHMEM H30(epMeHTa
CYP3A4 w/unmu tpancnoptHoro 6enka OATP1B1 (cM. paznen 4.3).

B dapMakokHHETHYECKOM HCCIICIOBAHUU TIPH OJHOBPEMCHHOM MPHUMEHEHHH C JIHITHA3EMOM
Habmonanock yennueHue AUC f-TUIPOKCUKUCIOTH CHMBacTaTHUHA B 2,7 pa3a, Mpeanol0KUTEIbHO
3a cuet uHrnoupoBanus uzopepmenta CYP3A4 (cm. pazaen 4.4).

B dapmakokuHETHYECKOM HCCIIEOBAaHUM MPU OJHOBPEMEHHOM NPUMEHEHUH OJHOKPATHOM J103bI
(2 r) HUKOTHHOBOW KHCIIOTHI 3aMEIJICHHOTO BBHICBOOOKICHHSI M cuMBacTatuHa 20 M HaOJIF01aI0Ch
HezHauuTenpHoe — yBenuueHne AUC  cumBactaTMHa UM fS-TUAPOKCUKHCIOTBI U Cmax
[-TUIPOKCUKUCIOTHI CHMBACTaTHHA B TU1a3Me KpoBH (cM. pasnen 4.4).

Konkpernsle mytu merabonn3ma (y3uI0BOH KUCIOTHI B TEYEHH HEU3BECTHBI, OJHAKO MOXKHO
MPENINOJIOKUTh O HAMYUU B3aUMOJAEWUCTBUS MEXIY (QYy3UI0BOM KHUCIOTOM M CHMBACTaTHHOM,
KoTopble MeTabonuzupyrorcs nzopepmentom CYP3A4 (cm. pasaen 4.4).

Puck pa3BuTus MHONATHHM YBEJIWYUBACTCS MpPH MOBBIIICHUH KOHIEHTPAMd WHIHOUTOPOB
I'MI'-KoA-penykTa3sl B 1miia3me KpoBH. CuibHble MHruOuTopsl uzodepmenta CYP3A4 moryr
MOBBIIIATH KOHIIEHTpaluio HHruouTopo 'MI'-KoA-peaykras3sl 1 IpUBOIUTH K YBETUUEHHUIO PUCKA
pa3BuTHA Muonatuu (cm. pasaeinst 4.4, 4.5).

Oco0BIe TPVIIIHI MAIMEHTOB

Honumopguszm cena SLCO1BI1
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o6enka OATPIB1. AUC OCHOBHOTrO akTUBHOTO METAa0OJIMTa, TUIPOKCUKHCIOTHI CUMBACTATHHA,
cocrasisier 120 % y CT u 221 % y CC, orHocutensHo nauueHtoB ¢ TT. Yacrora BcTpeuaemoctu
ammenu C B eBporeiickol nomyisinuu paBHa 18 %. Y manmentoB ¢ nomumopdusmom reda SLCO1B1
€CThb PHUCK MOBBIIICHUS SKCHO3UIMHU THIPOKCUKUCIOTHl CUMBACTaTHHA, YTO MOXKET MPUBECTU K
YBEIIMYEHUIO pUCKa pabpomuonusa (cM. pasnen 4.4).

6. PAPMAIIEBTUUECKUE CBOMCTBA
6.1. [lepeueHb BcnoMoOraTeJbHbIX BelIeCTB

Byrunruapokcuanuzon

JlakT03bI MOHOTHIpAT (Caxap MOJIOYHBII)
Kpaxman npexxkenaTuHU3MPOBAHHBIN
[emmron03a MUKpOKpUCTAIUIMYECKAs
Marnust creapar

[ToBumon-K25

CocTaB 000JIOYKH:
I'umpomernosa
Twurana nuokcua
Maxkporon-4000
Tanbk

6.2. HecoBMeCTUMOCTH

He npumenumo.

6.3. Cpok roaHocT (CpOK XpaHeHHs)

3 roaa.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPH XPAHEHUH

XpaHUThH B 3aIIMIIEHHOM OT CBETa MECTe MpH TeMIiieparype He Boiiie 25 °C.

6.5. XapakTep u cogep:kaHue YNAKOBKH

ITo 10, 30 TabeTOK B KOHTYPHYIO SUEHKOBYIO YIIAKOBKY U3 MJICHKHU MOJMBUHUIXJIOPUIAHON U (porbTrr

ATIOMUHUEBOM NI€YaTHOM JTaKUPOBAHHOM.

ITo 10, 14, 20, 28, 30, 40, 50 unum 100 Tabnerok B OaHKM W3 MOJMATUIICHTEepedTanara s
JIEKAPCTBEHHBIX CPEJICTB WM TOJMIPONUICHOBBIC JUIsI JIGKAPCTBEHHBIX CPEJICTB, YKYIOPEHHBIC
KPBIIIKaMU U3 TOJMATUIIEHA BBICOKOTO JIaBJIEHUS C KOHTPOJIEM MEPBOTO BCKPBITHS MU KPBIIIKAMU
MTOJIUIIPOTNTUIICHOBBIMH C CUCTEMOM «HAXXaTh-TIOBEPHYTHY WJIU KPBIIIKAMU U3 TMOJUITHIEHA HU3KOTO
JABJIEHUS C KOHTPOJIEM MIEPBOTO BCKPBITHSL.

CB00OOAHOE MPOCTPAHCTBO B OAHKE 3aMOJHSIOT BATOW MEIUIIMHCKON THTPOCKOTTMYECKOM.
Ha 6aHKy HaKJIeHBaIOT YTUKETKY.

Opnny 6anky wu 1, 2, 3,4, 5, 6, 8 unu 10 KOHTYPHBIX STUEHKOBBIX YIIaKOBOK BMECTE C MHCTPYKIUEH
M0 IPUMEHEHMIO (JINCTOK-BKJIA/IBII) TOMEIAI0T B KAPTOHHYIO YIIAKOBKY (ITAUKY).
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6.6. OcoOble Mepbl NMPeIOCTOPOKHOCTH NMPHU YTHIN3ALUH Hngﬁﬂgd%';ﬁoﬁ%ﬁgﬁt}_ﬂenmm

npenapara MM OTXO0J0B, MOJYYEHHBIX MOC/Je NMPUMEHEHHsI JEeKAPCTBEHHOr0 Npenapara, u
Apyrue MAHUIYJSIIMHU € NpenapaToM

Oco0ble TpeOOBaHUs OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YOCTOBEPEHU A

Poccus
000 «O308»
Poccus, 445351, Camapckas 0611., r. XKurynesck, yiu. [lecounas, 3. 11.

7.1. llpencraBuTtenb AepKaTesisi perucTPALMOHHOIO YA0CTOBEPeHH

[Tperen3un norpedHUTENEH HAIPABIATD O A/IPECY:

Poccus

000 «O30H»

445351, Camapckast 00:1., T.0. JXKurynesck, r. XKurynesck, yi1. ['mapoctpoutenei, 1. 6.
Ten.: 479874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlekapcTBEHHBIN ITpenapaT OTHOCUTCS K KATETOPUH OTITYCKA 10 PELENTY.

OOmiast XapakTepHCTUKa JIeKapCTBEHHOTo mpemnapata OBEHKOp [OCTYIHA B €IMHOM peecTpe
3apErUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPeACTB EBpa3smiiCKOro 3KOHOMHYECKOTO COK03a M Ha
ounmansHOM caunre YIIOJTHOMOYEHHOI'0 oprana (3KcmiepTHOM OpraHu3alim)
https://Ik.reqmed.ru/Reqgister/EAEU_SmPC.
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