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1. HAMMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITAPATA

Bpasaunn® tabyeTky, HOKPHITHIC INICHOYHOK 000J109KOM, S MI' 1 7,5 MI
Ivabradine

2.  KAYECTBEHHBIA 1 KOJUYECTBEHHBIA COCTAB -

Axmusnveie sewecmea:

Tabuierka, moxperrast WwcHOYNOM 060J109K0#, 5 M CoJicpXuT uBabpasuHa 5 Mr (B BUJe MBabpa mia
rwpobpomuya 5,864 mr).

Ta6uerka, 10KprITast IICHOYNOM 060JI09KOMH, 7,5 MI' COJCPIKHAT uBabpajuna 7,5 mr (B Bu)IC uBabpa-
Jmua rujipobpomuia 8,796 mr).

Benomozamenvioie sewyecmesa ¢ ussecmuvim deticmeuem:
Kaxcyas rabirerka, 10KphITas 151eHO4HOM 060I109KOM, 5 M conepxut 61,403 mr J1akro3ml.
Kaxgiast Tabiierka, oKpeITast INICHOYHOMN 060104k, 7,5 Mr couepxut 92,105 Mr J1aKTO3HI.

Beromorareinnpic semecrsa uepeuncienst B pasgene 6.1.
3.  JIEKAPCTBEHHASI ®OPMA
Tabuierkn, 10KPHITHIC 1ICHOUNION 060JI0YKOH.

Tabremku, nokpetmote nnenounoi obonoukou, 5 me: CBCTJIO-OPAKCBBIC, OBAJILHLIC, JIBOSKOBLIIYK-
JIBIC, C ACCYKON Ha OJ(OH CTOPOHC TAabIICTKY, IOKPHITHIC INICHOYHOMN 060J10uKoi. Tabicria MOKeT
ObITh pasjiciicHa 1a paBHbIC JI03bI.

Tabnremxu, nokpeimete nuenounoii o6onrouxot, 7.5 ye: CBCTIIO-OPAINKCBLIC, KPYIIIBIC, CICIKA J(BOSIKO-
BBILYKIIBIC TAOJICTKHM, IIOKPBITBIC IUICHOUNION 060JI0UKOIA, CO CKOITICHIIBIMH KpasiMH.

4.  KIIMHNYECKUE JIAITHBIE
4.1 Toxasanusi K IPUMCHCHUIO

Cumnmomamuuecxoe neuenue xponuueckoii cmabunvnoi cmenokapOuu 'y B3POCIHBIX [TAIUCIITOB,
CTPAIAIONMX KOPOHAPHO GOJIE3HBIO CCpINa, ¢ HOPMAIBILIM CHIIYCOBBLIM PUTMOM M 4aCTOTOH cep-
JICUHBIX COoKpanenust > 70 y/muil.

MBabpaun oxasai:

- B3POCIILIM 1IAIACIITAM 1P IICTICPCIIOCKHMOCTH MMM HAJIMYHH IIPOTABOIOKA3ANMH K IIPUMCIICIHIO
6cra-6i10xaropos;

- B KomOunaruy ¢ 6era-610KaTopamMu y IMAIMCIITOB IIPA ICaCKBATIOM KOIITPOJIC COCTOSIHUSI 11a
(oric owrrumaNLIOi J103B1 GeTa-GiroKkaTopa.

Heabpadun noxasan Ons ieuenus. Xponuyecko cepoeunoi neoocmamounocmu (XCH) NYIA II-1V
lulacca ¢ CHCTOJMYCCKOH JIMCHYHKIMCH y B3POCHLIX 1IAIACIITOR C CHITYCOBBIM PHTMOM M 4actoToi
CCPJICHIILIX COKpAINCHUH > 75 y)UMHIL, B KOMOUITAITHI CO CTAI@pTION TCPAITKCH, BINOYAs TCPAIUIO
bera-6i10katopamu, WK 1IpH LIPOTHROLIOKA3AIHSIX WK ICIICPCHOCHMOCTH 6era-6i10kaTopos.

4.2 Pexam 103upoBanust 1 C10CO LPUMCHCHMSE
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Iperapar Bpasauu® nmeer jse 103UpoOBKY — ¢ coyepyanmeM usabpauna 5 Mr 1 7,5 Mr.
CUMIITOMAaTHYCCKOE JICYCHUE XPOHUYCCKON CTaOMIILHOM CTCHOKAD Y

Pemeryne o nagane jiedenus Wi U3MCHCHHM 1035 PEKOMEH/IOBANO IPMHMMATH TPH HAJYIHH BO3-
moxuoct Monuropuposanus YCC, IKI™ mm B ycioBusx 24-4yacoBoro amOyJiaropnoro nabimojic-
HHSI.

Y manuenTos miauie 75 JIeT peKOMCIyeMas Hadailbias 1103a HBabpaiMia COCTARIISCT 5 M (Ba pa-
3a B cyTkH. Ecim nocie 3 — 4 mejieimns JICICHUs y ANMCHTa COXPAHSIOTCS CHMITTOMBI 3a60JICBaIIH,
HaYaILIbIC JI03BI 2,5 MI' MIJIM 5 MI' JIBa pa3a B CyTKH Xoporio neperocstes, a YCC B 11okoc cocTanlis-
er 6osiee 60 yrapos B MHILYTY, TO 1038 MOXCT GBITH YBCIMYCIA. ITojuicpxuBalonmas )1o3a ue JoJnKia
IIPCBBINIATE 7,5 MI' JiBa pa3a B CyTKH.

Ecim mocre 3 Mecsiies nedenus y manuenta COXPAHSIOTCS CUMIITOMBI, CBS3AHHBIC CO CTCHOKAP/IUCH,
TO IIPUCM IIperiapara PCKOMCH/TYCTCS IIPCKPATHT.

Taxxe 1eo6xo/MMo paceMoTperh BOIPOC 0 IIPCKPAICIMK JICYCHUS B CJIyyac HC3HAYMTCIILIIOIO
YMCHBIICHUS CUMIITOMOB U OTCYTCTBHS KIMHUYecKku 3nauumoro cumxenus YCC B reuenue 3 mecs-
IICB JICYCHHUSI. ’

Ecim Bo pemst npumenenus npenapara YCC B rokoe cHmkaercs 1o menee 50 YJ/MHUH B COCTOSIHHH
HOKOL, WM y NAIMCHTA BO3HUKAIOT CHMIITOMBI, CBS3aHHbIC ¢ OpajKapaueit (roJI0BOKPYKCHHC, 110-
BBIMCINIAS yTOMIISCMOCT: M BBIp@XCHHOE CHMDKEHHE apTepuainbHoro pasienus (AJD)), 10 103y
lperiapara HCOOXOMMO yMEHBIIHTE J10 2,5 Mr (110 Y2 Tabierku 5 Mr) aBa pasa B cyrku. [locic cru-
HKCIKS JI03BI HCOOXOAUMO KOHTPOJIMPOBATH YACTOTY CCPCUIBIX cokparienui (cMm. pazjci 4.4). Liciu
lipy crnmienun 10361 YCC ocraercst menee 50 yy/MuH, HIM COXPAHSIOTCS CHMITTOMBI BBLIPAXKCHHOH
Opa)Kap)iu, 10 JICYCHHC CIIC/TYCT IPEKPATHTD.

Xpouuyeckast cepjiednas nel0CTaro9inocth

JIeuerue jromkio GbrTs HAYATO TONBLKO Y IAIUEHITOB CO CTaGHILION CepJICUIION I1C)[0CTATOYIIOCTLIO,
Pexomertyeres, 4robl jicyanuit Bpau ©MeII OLBIT BCJICHES TAKHX LAIACIITOB,

Pekomentyemast nadannsias 103a usaGpajiia cocranisicr 5 mr- pa pasa B CyTKH.

Hepes 2 mejieam repanmu J103a MOXCT GBITh yBEIHUCIA J10 7,5 mMr jBa paza B cyTku, ccim YCC cra-
Oribiio Boime 60 y)/Mu, WM yMeHbIICHa 10 2,5 mr (o 2 Tabierku 5 Mr) JiBa pasa B CyTKH, CCIIH
YCC crabmisno ke 50 yu/mun, win Yy HanuenTa BO3HUKAIOT CUMIITOMBI, CBA3aHbIC ¢ OpajiKap-
JWCH (TaKue KaK, TOJIOBOKPYIKCHHE, IIOBBIIICHIAs YTOMIIEMOCT) MK BBIpaXXCHHOC cHIKenuc AJl).
Ecim snavyenne YCC naxomures B puanazone 50 - 60 YIUMHH, TO PEKOMCHJIYCTCS( IPOJIOIIKATE IIPH-
MCIHCHHC IIperiapara B J103¢ 5 MI' JIBa pasa B CYTKH.

Ecim Bo Bpemst npumencrust npenapara YCC cnmxacres 1o Menee 50 yiu/MuIL, WM y HAIKCHTa Bo3-
ITHKAIOT CHMIITOMBI, CBS3AHHBIC ¢ OpajuKap/ e, JUis alieHToB, MoTyyaronux Bpasamn® B jo3c S
MI" )32 pasa B CyTKM MM 7,5 MI' 2iBa pasa B CYTKH, J(03a IIPeIapara JOJDKHA OBITI CHUKCHA.

Ecim y manmerrros, nonyyarommx Bpasajun® B 03¢ 2,5 mr (1o % tabnerku S M) JiBa pasa B CyTKH
Wi 5 Mr jisa pasa B cytku, YCC crabuwimio 6oice 60 YJUMHIL, TO J{03a IIpeliapara MOXCT OLIT yBe-
JIMYCcHa. :

Ecim UCC B cocrosimmu 11okos ne npenpimact 50 YJUMHH, WM Yy IAIKCITA COXPASIOTCS CHMIITOMDI,
CBSI3AIIIBIC ¢ OpajMKap)MEH, TCPALIMIO HPCITAPATOM clIe)rycr peKkparuTh (eM. pasjici 4.4).

Ocobble KaTCropyy NaNUCIToR

Hayuenmol nosicunozo sospacma

llanmenram B Bospacre 75 et u CTapIIe JICYCHHUC CICAyCT HAaYUIIaTh ¢ HoJice HU3KOM J103nI (2,5 Mr
(110 %2 rabuerku 5 Mr) jsa pasa B cyrku). B jraimiciimesm 103a Mosxxer GITh yBeIMUCIA.

Hapywenue ¢pynxyuu novex

Harmerrram ¢ napymermem dymxmmu ouex u KK 6oice 15 w/mui KOPPCKIIMH 03B! HE TpeOycTest
(cm. pasjien 5.2).

[04.042025 |~ [Cip2us1s ]
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B cBsi3u ¢ HENOCTATOYHOCTHIO KIMHMICCKIX NAMIBIX HBAODPAMH CHEHYET-HPYIMCITITE C OCTOPOSKITO
crpio y nanuenTton ¢ KK menee 15 mur/mun.

Hapywenue gynxyuu neuenu

Y UAIMEHTOB C JICIKOH CTCIICHBIO 1ICYCHOYHON HCIOCTATOYHOCTH KOPPEKIMU JI03BI HE TPeOyeTes.
Citenyer cobimoziath 0CTOPOKHOCTI IIPH HPUMEIICHAN UBAOPa/ KA y MAMEHTOR ¢ YMCPCHHON reyc-
HOYHOH HCJI0CTATOUHOCTRIO. [IpH TSOKCIIOH 11CUCHOYION HEJI0CTATOYNOCTH IIPUMCHICITHC HBabpa/HMIIa
IIPOTHUBOIIOKA3AIIO, T.K. UCCIIC/IOBANNM C YUACTHCM DTOH IOIYJISIIMMA 1IC IIPOBOJHIIOCE, 1O 11C UCKIIIO-
HCIO YBCJIIMYCHUC CHCTCMHOIO BO3JCHCTBUS (CM. pasjicinl 4.3. u 5.2).

Jlemu

besomacuocts n apdexrunnocrs uBabpajina py JICYCHHHE XPOHHYCCKOR CCpJICUION HEj[ocTaToy-
IOCTH y JiecTel J10 18 Jier 1e yeTanosiensl.

JloctynHbie B HACTOSINEE BPEMst MAHIBIC 1O JICUCHHIO XPOHHUCCKON CEPJICUHOHN HEJ[OCTATOUHOCTH
[[PC/ICTABICHBI B pasaenax 5.1 u 5.2, 10 HMKaKUX PEKOMEH/IALMH 10 PEKUMY JIO3UPOBAIIHS HE MOXKCT
Obrrh cjrenano. JIaHHBIX O CHMITTOMATHYCCKOM JICYCHHH XPOHHUYECCKOH CTaOMIILHOW CTCHOKAp (MK
Her.

nNnNLCoO
| 3 0N

~N

Cnocob npumenenus
Buytps, i3a pasa B cytku (r.c. yrpom u BCYCPOM) BO BPEMsi ITpHCMa IHIIM (CM. pasjieir 5.2).

4.3 IIporusBonoxkazanust

- I'HIICpUy BCTBHTCILHOCTL K aKTHBHOMY BCIICCTBY MMM K JIIOOOMY M3 BCIIOMOI'ATCIILIILIX BCICCTR,
yKasammsIx B pasjcie 6.1.

- Jlo nmavara yicucnust YCC B cocTosnmu 110kost merice 70 y)UMHuIL.

- Kapymorennpiit mok.

- Ocrpoiit undapkr Muokapia.

- Tspkenast aprepuansias runorensus (< 90 / 50 mm pT.CT.).

- Tspkenast ieyeHounas HexOCTaTOYHOCT.

- Cumyipom ciraocru cuirycoBoro ysia.

- Cunoarpuasnnuas 6okaa.

- Hecrabuipnast wi ocTpast cepednas He(0CTaroqHoCTh.

- Haymmune uekyccersennoro sowrens purma, paboTaIomero B pexuMe IOCTOSHIION CTUMYJISIIHH.

- Hecrabuisnast crenoxapus.

- Arprosentpuxyisipnast 6iokana (AV) 11 creneny.

- OJI0BpPEMCIIIOC IPUMEHCHHC ¢ CHIILHBIMH MHTHOATOPaMH M30(CPMCHTOB CHCTEMBI TIMTOXPOMA
P450 3A4, takumu kax 11poTHBOrPUOKOBLIC CPCJCTBA I'PYINILI a30J108 (KCTOKONA30)l, HTPAKOIA301),
alTHOMOTHKH M3 IPYIIIBI MAKPOIHMOB (KIIAPHTPOMHIIHIL, OPUTPOMHUIIUH JUIS IIPUCMA BHYTPh, JDKO3a-
MHIHIL, TCIMTPOMHIML), Hiruburopsr BUY-nporcasnt (uendunanup, puronasup) u ncdaso)on (em.
pasjiein 4.5 u 5.2).

- OJUI0BPEMCIIIOC IPUMEIICHUC ¢ BCPALIAMHMIIOM HIIH JMIITHA3CMOM, KOTOPLIC SIBJISTOTCS! YMCPCITIIDI-
mu niruburopamu CYP3A4 u o6najaior croitcrnamu crmicnus YCC (cM. pazjici 4.5).

- bepemennocts 1 nepuoj rpyoro BCKapMJIMBANKS], JKCHIMHBI PEIPOJIyKTUBIIOrO BO3pacra, He
HCHOJIL3YIOIHMC HAICKHBIC MCTOJIBI KOHTPALICIIIUH (CM. pasyien 4.6).

4.4 OcoObIc yKazanus u MepsI IPCAOCTOPOXKNOCTH IPH NIPUMCHEHHH
OcobbIc ykazanus

Hedocmamounas sgppexmusnocme ¢ mouxu 3penus KIunu4ecko20 pesyiomama y nayuenmos c
CUMNMOMAMUYECKOU XPOIU4ecKoll cmabuitblioli cmenokapouet

[04.042025 | [Cp3m 18 ]
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MBabpayinn 1ioxaszain ToJNLKO JUIsi CUMIITOMATHUYCCKOU'O JICUCHUS XPOHMUCCKOH CTabWIILION CTeHo-
Kap)(MM, 1IOCKOJILKY HC OKa3hIBACT IOJIOKHTCILIOIO addekra na CCPJCHIIO-COCY)ICTRIC HCXO)(b,
HalpUMEp, HH(ApKT MUOKAp/a MM CMCPTHOCTE O CCPIICHIIO-COCY)IMCTBIX 3aboJicBanui (cM. pas)ici
5.1).
Hsmepenue YCC
IIpunumas Bo BuuManuc 3nagureisusic Kojcbanus YCC Bo Bpemeny, 1epe)l HauajioM JICYCIIHUS MK
THTPAICH JI036I pekomeronano nponecty uamepenne YCC, DK winn ycranosuts 24-4acoBOC aM-
Oynaroproe nabmonenue. Jlanupie MEphI IIPEIOCTOPOKHOCTH OTHOCSATCS TAKXKC K IAIMCHTaM C HHU3-
kot YCC, ocoberno, nmke 50 y/MUH, WM 110CIIE CHUKEHHS JI035I Ipenapara (cM. pasyei 4.2).
Hapywenus cepdeunozo pumma '
Visabpajni neoddexrunen mpu jiedeHud wid Juis MpOQMIAKTHKM apUTMHHM, cro ¢ {QeKTHBHOCT
CHIDKACTCS IIPY BO3HMKIOBCHUH TaXHAPUTMHHU (HAIIPUMEp, XKEITYJ[0YKOBOM MM Ha)DKEITy (0YKOBOMH
raxukap/wn). IIpumenenne nperapara e peKoMCIyercs y TalMenToB ¢ GubpmIIsImei mpejcep-
JUAH WA JIPYTMMK BH/[AMH APUTMHH, CBS3AHIBIX ¢ (YIKIMCH CHHYCOBOTO y3Ia.
Ipu npumenennu upaGpajmna puck passurus GpuOPHIUILLAN npezcepus TMOBLIICH (CM. pasjiel
4.8). Oubpmwnsuwst pexcepimit Gblia Gosce YacToO y IANMEHTOB, COBMECTHO MPUHAMAIOIIAX
aMHO)1apoIl ¥ CHJILIBIC alTHAPUTMHICCKUC Iperiaparhl | kiracca. Pekomenjryerest mpoBojmTh pery-
JISIPHOC KIIMIKYCCKOC [TA0JIIO/ICIAC 32 HAIMCHTAMY Ha IIPCAMCT BLISBIICHHS PUOPHILIAIHY 11pC)(cep-
JUH (TlapoKcu3Malbiiasi Wl 110CTOSIIIAs (opma), Brinoyarormee uccieosaime DK 1pu najmunu
IUIMHAYICCKUX MTOKa3aHUH (HALPUMCD, YXyUIICHHC TCUCHUS CTEHOKAP/MH, OIYIICIIUE CCPIICOHCIHS,
HCPCTYJBIPHOCTE CEP/ICYHOIO PUTMA).
Harmerrrst J1oioknst 6bIrb 1POMHGOPMUPOBAHEI O IIPU3HAKAX ¥ CHMIITOMAX (Gubprminsiu 1pescep-
JWH, 3 TAKKC JOJDKHBL OBITH HPCIYIPEKICHBI O HEOOXOMMMOCTH 06paICHIs K Bpayy B Cllyyac UX
HOSIBJICHHSL.
Ipu Buisitennn GuOPHILIIIAK Lpe/ICCp il BO BPCMs! JICYEHHS, HEOBXOMMMO TINATCIHHO OICIHTD
COOTHOIICHUC II0JIH3a / PUCKY IIPOIOJIKCHHS JICYCIIHSL.
IHarwenTer ¢ Xponmyceckoit cepiednon He(oCTaTounoCTRIO 1 HApYICHUSAMU BILY TPUIKCILY IOUKOBOK
lpoBojuMocTH (BJI0Kaa JICBOH Wil 1PaBOi HOXKY Iryuka I'Hca) u skKelry[0uKoBoi JIUCCHIIXPOIIUCH
AOJDKIEBI HAXOJMThCS II0){ TINATCIILHBIM MCIUIIUHCKUM HabJII0ICHICM.
AV 6nokaoda II cmenenu
lpumencine usabpajina e pekomenryercs y ranuentos ¢ AV 6yoxanoi 11 creiei.
Ipumenenue y nayuenmos ¢ nuskotsi YCC
Ipumenenne unabpajmia nporusorokasano warmenram ¢ YCC menee 70 YJUMUII B COCTOSIIIHK 110-
KOst )10 Havauia repanuy (cM. pasjie 4.3).
Lcim 1ipu npumenenin npenapara YCC B 1okoc crmkactes J1o meree 50 YJA/MHI U COXpANSICTCS 114
ITOM YpOBIIC, HIIM y TALHCHTA OTMCYAIOTCS CHMIITOMB, CBA3AHHLIC C GpajuKapucii (roIoBOKpYKe-
HHC, TOBLINCIIIAS yTOMIISCMOCTh HIIM BhIpaXennoce cimkenue AJJ), To j03y npelapara Heo6Xo)w-
MO yMCHBITHTE. Lciu 11pu crmkenuu 10351 npenapara YCC ocraercs mence SO YJUMMH WA cOXpa-
HAIOTCS CHMITTOMDI, CBSI3AIIBIC C Opaj(uKap/MEH, T0 JICUCHHAE CIIC/yeT IPCKpaTHTh (cM. pasuci 4.2).
Kombunuposannas mepanus ¢ 6noxamopamu xansyueswix xananog
Oumospemennoc npumenenue usabpajmna u 0J10KaTOPOB KAJIBLUEBBIX KaHAIOB, cHIKaromx YCC
(Bcparammit, nuirruasem), He pexomentyercst (eMm. pasuenst 4.3 u 4.5). Ilpu ojuospemeriom IIpUMC-
HCHHUY MBabGpajIMIIa ¢ HHTPATaMA WK JWMTHJIPOIIUPUIIMHOBLIMU OJI0KATOpPAMH KAJILITUCBLIX KAHAIOB
(amuto)nun) u3Mercnus Ipodrs Ge30MacHoOCTH IIPOBOZIMMOM Tepamuu oTMcyYcHO ne Onuo. Jo-
HOJMATCILHOH a(dexruBnoctn usabpajwmna npu KOMOHHMPOBAIIOM IIPUCMC C JIATHIPOITHPHJIAIO-
BRIMH OJIOKaTOpPaM¥ KaJILIUCBBIX KAHAJIOB HE YCTAHOBJICHO (cm. pasyen 5.1).
Xponuuecxas cepdeunas nedocmamounocme
Bosmoxmocts npumenenus unabpa)mina paccMarpuBacTCs TOJILKO Y MAIMCHTOB CO CTAOUIILIILIM TC-
dcnrem XCH. lpu npumenicnnn usabpa)mua y narmerros ¢ XCII '

[04.042005 | T ICrpausis |
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IV ¢ynxruonansuoro kiracca 1o kiaccudukarmun NYHA cie)r TaTh OIKIIOCTH B CBSI-
3¥ C OI'PAHMYCHHBIM KOJMYCCTBOM JIAIIHBIX 110 IIPUMCHCHHIO y 9TOM KaTCrOPUH 11aIIUCHITOR.

Hucynom

e pexomcHIyercs npuMeHeHue uBabpajuna cpasy I0cie IepeHECCHHOr0 HHCYIILTA B BHJLY OTCYT-
CTBHSI JIAHHBIX 110 () (EKTUBHOCTH ¥ 6E30MIACHOCTH B JIAHHEIH TIEPUOJI.

3pumenvnas ghynrxyus

WBabpajun iusier Ha (pyHKIMIO ceTdaTku riasa. Her JJokasarebers Toro, o nperapar Ipu Jui-
TCIILHOM IIPUMCHCHHIM OKa3hIBACT TOKCHYCCKOE BO3JICHCTBUC HaA cerTyaTKy. IIpy BO3IMMKIOBCHUU Ka-
KHX-JIH00 HMCOXMIAHHDLIX HAPYIICHAH 3PHUTENLHOIO BOCIPUSATHS, IPUMEHEHUC IIperiapara Ciejlyer
npexkparuth. 1lpy nasnaucHuyu usabpajiMna nanicHTaM ¢ MACMEHTHOM Jierencpanueii ceryarky clie-
JycT cobIoaTh OCTOPOXKHOCT.

Apmepuanvnas zunomenzus

VIBaGpajuair ciicity et IpUMEHsITh ¢ OCTOPOXKIIOCTHIO Y HAMCIITOR ¢ apTCPHAILIION IMIIOTCIBHCH Cla-
0¥ MilM yMEPCHIION CTCIICHH, B CBS3M C HC)IOCTATOUIIBIM KOJHYCCTBOM KIMITMUCCKUX JIAIIIBIX.
VBabpajin 11poTHBOIIOKA3AI HIALACIITAM C TSHKCIION apTCPHANBHON IHIIOTCH3NCH (AJI <90/ 50 mm
pr.cr.) (cM. pasjici 4.3).

Dubpunsiyus. npedcepouil — napyuienus. cepoeyniozo pumma

He jioxazano yseimuenue pucka passurust (TsoKeioi) GpajmKap e na (oIc IPUMCICIHs Lpelapa-
Ta 1Ipx BOCCTANOBJICHHM CHHYCOBOTO pHTMa BO BpeMsi (hapMakoJIOrnyeckoi kapimonepeuu. Tem me
MCIICC, B CBSI3H C OTCYTCTBHCM JIOCTATOYHOIO KOJIMYCCTBA JAHHBIX, IIPH BO3MOXIIOCTH OTCPOYHTD
ILIATOBYIO JJICKTPUYCCKYIO Kap/IMOBCPCHUIO, IPUMCHCHHAE lIperiapata ClCAyCT IPCKpaTutTh 3a 24 Jaca
J10 CC LIPOBCICHHUSL.

Ipumenenue y nayuenmos ¢ 6poaicoennoim cundpomom Yonunénnoeo unmepeana Q1 unu y nayuern-
mog, npunumaiowgux JIC, yonunsiowue unmepsan QT

Cieytyer usberars nasuaycnus upabpajMua NALMCHTaM ¢ BPOXKJACHHBIM CHIJIPOMOM Y UIHIICHIIOrO
uirrepsaiia QT wim HPHIMMAIONM JICKAPCTRCHITLIC CPCJICTRE, yJumnsionwe uirrepsait Q1 (em. pas-
Jei 4.5). Hpu neo6XoMMoCTH 0JII0BPEMCHIIONO LIPHMCIICHHS Tpebyerest Crporui Komrpolin pabornl
cepiua.

Crmxerme YCC Beiie/icrBie IpUMEIICTHsT HBAGPA/MIIA MOKCT ycyryours y)umancnuc unrepsaia QT
4 CLIPOBOIMPOBATH PA3BUTHC TSHKCION (OPMbI ApUTMHHM, B 9aCTHOCTH, HKEIIY)(OYKOBOH TAXHKAP MK
THIIA KITUPYITY.

Iayuenmel ¢ apmepuansioii zunepmensuedi, Komopoim mpebyemcs usmenenue sunomen3usioi me-
panuu

B wimnmaeckom uccieposamuu SHIFT ciyyan nosbimenus AJl BcTpedaiuch yarne B rpyIne Ianu-
CH'TOB, NIpAHIMMAaBLIMX HBabpaywun (7,1 %), 110 cpasrcHuIO ¢ rpynmoi mwianc6o (6,1 %). Taxue clry-
4au BCTPEYAIMCH OCOOCHHO YacTO HEIOCPEACTBEHHO IIOCIE M3MCHEHHS THIIOTCH3UBIION TCparu,
HOCHIIM BPCMCHIBIH XapaK1Tep U HE BIMSUIM Ha 9 (CKTHBIOCT, TCparuy 1BaGpajMIIoM. ITpu n3mc-
HCIMH THIIOTCH3AUBHOH Tepanuy y namueirros ¢ XCH, nprnamaiommx usabpajiuin, cic)ycr KomTpo-
jposarh A/l Yepes onpeICIICHIbIC HHTCPBAIILI BPCMCHI (cM. pasnien 4.8).

Cneyuanvnas ungopmayus o scnomozamenvnvix sewecmeax
bpasayuu® couepxur sakro3y. llanmenram ¢ HCICPCHOCHMOCTBIO IaJIAKTO3bL, JichHIUATOM JIAKTA3k]

WK CHITIPOMOM TJIIOKO30-TaIaKTO3M0M MaLabCOpOIMH 1IC CIIC/lyCT IIPUIMMATT, 1Ipeliapar.

4.5 BzaumojciicrBuce ¢ JAPYI'HMM JICKADCTBCHIBLIMM NPCHAPATAMH U JPYI'HIC BH/IBI B3aUMO-
JICHCTBUSI '

(DaDMaKOJ.IHIIaMPI‘ICCKOC B3aHMOJICHUCTBHC
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QN K K
Odnospemeniioe npumeiienue e pekomerdyemcs
Ilpenaparsl, y umnsiomue uurepsait QT
- CepJICUYHO-COCYAMCTRIE TIpenaparhl, yuiunsionwe unrepsan QT (wanpumep, XUHU/HH, JIU30-
IIpamMu i, OCpUIMIL, COTANION, UOYTHIIM)I, aMHOJIaPOH); )
- npenaparsl, yjumnsionme unrepsan QT, me npepHazHadyeHHBIC JUIs Jicucius 3abolicBanunit
CCPJICYHO-COCY IUCTOM CHCTEMBI (HAIIPUMEP, ITUMO3HJI, 3UIIPACHIIOH, CEPTHHJ0, MCPIIOXHI, Iajo-
(barrrpun, nenTaMuII, IA3AIIPU/L, SPATPOMUIIKIL JUIS BHYTPUBEHHOTO BBEICHHUS).
Ciietyer usberarh 0JU10BPEMCHIOIO IIPUMEHCHHIS MBAOpPajMia ¥ JIEKAPCTBEHHBIX CPEICTS, Y UTHIS-
rorux marepsail QT, mockomsky ypexenue YCC MOXeT BBI3BATH JIONOIHHTCIILIOC YJUIMIICHUC HII-
repaia Q. Ipu neobxomMocTy 0/(0BPEMEIIIOro pUMCHEH S TPEOYCTCS! TINATCILIBI KOITPOJih
OKI (cm. pazyen 4.4).
Qonospemeniioe npumenenue, mpebyloujee 0CmopoICHOCMU
Hexanuiic6epezaiowyue Ouypemuru (muasudnvie u «nemiegvie)
THIIOKAIMCMHUST MOXKCT IOBBICUTH PUCK pasBUTHs apuTMuH. [IpuMencnue usabpajmiia MOXKET BhI3hI-
BaTh OpaJIMKap)MIo, TOIMA KAK COYCTANUC IUIIOKAIMCMAM M OpanuKkapuy SIBISICTCS IpC/paciiolia-
ralomuM HaKTopoM Juls Pa3sBUTHS TSOKEIOH (OPMBI APHTMUH, 0COGEHHO Yy IALUCHTOB C CHILPOMOM
yuwmnernioro unrepsana QT, xak BPOX/ICHHBIM, TAK ¥ BBI3BAHHLIM IPUMEHCHHUCM JICKAPCTBCHIBIX
CPCJICTB.

(DapMakoKUICTHYCCKOE B3aUMOJICHCTBUC

MBabpajmn 1mojmepracrest Mcraboimsmy ¢ ydacteM ToibKo u3opepmerra CYP3A4 u smisicrest
ouenn c1abbiM HHrHOUTOPOM JaHHoro nuroxpoma. He Bosjcicrnyer Ha MeTaGoM3M U KOIIICHTpa-
IHIO B INIA3MC KPOBH JIPYIUX CYOCTPATOB (CHIIBHLIX, YMCPCHHBIX M CIa0bIX HHIMOHTOPOR) H30o(ep-
menrra CYP3A4. MiruGuropst i unyykropn msodepmenta CYP3IA4 MOI'yT BCTY1aTh BO B3aUMO)ICH-
CTBHC ¢ MBaOPa)IMIIOM ¥ OKa3LIBATH KIMITHYCCKH 3AYMMOC BIUSIHC A Cro MCTAGO)H3M 1 (papmako-
KHICTHYCCKUC CBOHCTRA. Vccicionanust 110 JICKApCTBCIIBIM B3AMMOJICHCTBUAM YCTAIOBHIIH, HTO
urruouToprl uzodepmenrra CYP3A4 nosbimaror, a urykropsl uzodepmerrra CYP3A4 nonmxkaior
KONICHTPAIMIO MBabpajiia B 1WwiasmMe KposH. lloBbuncime konnenrpanun uabpajMia B 1U@3ME
KPOBH MOXCT BLI3LIBATEL PUCK PABBUTHS TSOKCIIOH Opajmkapuau (cM. pasaen 4.4).

Qdnospemeninoe npumenenue npomMusoOnOKA3aIo

Cunbnbre uneubumopor CYP3A44

O)oBpeMEHIIOC LIPUMCHEHHC C CULbIbIMU unzubumopamu uzogpepmenma CYP3A4, rakumMu Kax
IPOTHBOIPHOKOBBIC CPEJICTBA IPYIILI 30108 (KCTOKOIA30JI, UTPAKOHA30J1), alTHOHOTHKA U3 I'Pyli-
HBI MAaKPOJMNIOB (KJIAPUTPOMHIMII, DPHTPOMULIAIL JULsl 1IPUCMA BIYTPh, JOKO3AMHILALL, TCIHTPOMH-
1), unruburopst BUY-nporcass (nenpunasup, puronasup) u HedazojoN HPOTHROIOKAZANO (CM.
pazjici 4.3). Crumsiibie mmuburops n3odepmerrrta CYP3A4 (kertoxomnaszon, 200 Mr o pa3 B CyTKH
WA JDKO3aMHIMMIL, 1 1 J1Ba pasa B CyTKH) NOBBIIAIOT CPEIIHIOI0 KOHIICHTPAIMIO UBabpajuna B 11j1a3-
MC KpoBH B 7 - 8 pas.

Vmepennore uneubumopuor usogpepmenma CYP3A4

ClienaibIbIc HCCIC)OBANMS B3AUMOJCHCTRIS ¢ y4acTHCM 3)IOPOBLIX JIOOPOBOJILIICE U HAIKUCITTOR
HOKA3)IH, TO OJINOBPCMCHIIOC lIpHMCIICHMC HBabpa)WIa ¢ 1penaparamu, cinokaonmmu YCC (Jui-
THA3CM MIIM BCPALIAMMUII) COIIPOBOMIAIOCEH yreimuctnem AUC uBabpaymna B 2 - 3 pasa u JOL0JIIH-
Teisibemv ypesxermem YCC na S yi/mun. ColryteTByIONIee NPUMCHCHIC nBabpa)Mia U LICPCUUCIICI-
IIBIX L[pCIIapaTonB 1IpOTHBOLIOKA3aH0 (CM. pasjiei 4.3.).

Qonospemeniioe npumenenue ne pexomendyemes

ITpu oxmospemennom npumerenun ¢ rpeindpyToBLIM COKOM OTMEHYAIOCH TIOBLITICIAC KOHICITTPa-
Iy uBabpajiina B IUIa3ME KPOBH B JiBa pasa. Bo BpeMs IpUMCHCIHS uBabpajmua yuorpebicnuce
I'PCHIIPPYTOBOIO COKA HE PEKOMEIITYCTCS. NN
Qdnospemennoe npumenenue, mpebyouee 0cmopoACocmu et o |t
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Vmepennwvie uneubumoper usoghepmenma CYP3A4
Ojuropemennoc npuMcnenye HBaGpajMua ¢ JAPYIUMHA yMEPEHHBIMHE HHIHOHTOPAMHU usodepmenra
CYP3A4 (manpumep, ¢uryxonazoin) sosamoxuo, ecir YCC B nokoe cocrasiser 6oiee 70 y/muH. Pe-
KOMCH/Iyemast HavajbHas (03a uBabpajuna - 2,5 Mr Jisa pasa B cytku. Heo6xomm konrpons YCC.
Huoykmopur uzogpepmenma CYP3A4

Wiyxroper uzopepmenra CYP3A4 (nanpumep, pudamiaimi, 6apouryparsl, (CHUTOMI U 1Ipcliapa-
ThI, Cojiepykaiuce 33CpoOOi HPOJLIPSBICHHLIN) MOTYT CHMIKATH KOIUICHTPAIAIO B 1UIA3MC KPOBH H
aKTUBHOCTHL MBAOpajMua U 10TpeboBaTh H060pa ero JO35L BHUIO 10KA3a10, Y10 OJUIOBPCMCIIHOC
NpuMEHenne uBabpajuiia 3 03¢ 10 Mr JBa pasa B CyTKM M JICKAPCTBEHIBIX CPCJICTB, COJICPIKAIIKX
31Bcpo6oi IIPOLIPSBIICHIBIH, cumkact AUC usabpajmma B 2 pasa. CiieloBaTciblio, 1norpediicHue
nperaparon 35epoGost POILIPABIICIIHOIO BO BPEMs TEPAITHH HBAGPA/IHHOM HEOBXO.HMO COKpPaTHT.
Oonoepemennoe npumenenue ¢ dpyeumu JlekapemeennsimMu cpedcmeamu

Criennanpuple CCIIeM0BANUS JICKAPCTBCHHBIX B3AHMOICHCTRIIN TOATBEP/MIIA OTCYTCTBUC KIIMHUYC-
CKH 3HAYMMOTO BIMSAHHS NEPCYUCIICHHBIX JIAJICC PEIIapaToB [a (hapmakouHaMuKy W (hapmaKkoku-
HCTUKY MBaOpajiia: HHruOUTOPHI IPOTOMHOMN ITOMITHI (omerpasoi, nancomnpason), cuyicadul, ui-
ruGuroper I'MI-KoA pestykrasn (CHMMBACTaTHI), JIUTHIPONUPHIUHOBBIC OJ10KaTOPHI KaJILIUCBLIX
KalaJoB (aMJIO/IUITHIL, JIAIM/IHIINH), JUIOKCHI U Baphapui. Babpajun e oKa3bIBACT KIMHUYCCKH
SHAYHMOTO BIMSIINS 1A (apMaKOKUIICTHKY CHMBACTATHIHA, aMIIOUIIHIA, JlanuIMIMea, Ha (hapMako-
KMHCTHKY W (hapMaKo/MHaMUKy JIMrOKCHIa, Bapdapuia u na (bapmaxo/MHaMUKy aneTHIICAIHITHIIO-
BOM KHCIIOTBI.

B onopupix xmnuueckux ucisrranusx 111 a3k OTCYTCTBOBAIKM OrPAHMYCHHS 110 HPUCMY CIIC/LYIO-
ITIHX 1IpCIIapaTon, KOTOPRIC, CIICOBATCILIO, KOMOHIMPOBAIMCEH ¢ HBAGPAMIIOM B OBBLIUIIOM LHOPSIIKC
0c3 mamenenust npopmist Gesonacoctu [IPOBOJMMO¥ ‘TCPANUK: UHTHOUTOPHI Al'MOTCH3HITIIPCBPA-
MQAIOIMCIO  (CPMCIITa, aNTarOHUCTLI PCICITOPOB AHIHOTCH3MIIA II, 6cra-6iokaropsl, Jmyperuky,
HHTPATHI KOPOTKOIO M 1IPOJIOHIMPOBAIIIOTO JCHCTBHS, HTHOHTOpsl ['MI-KoA peiykrasnl, Gubpa-
TP, KHIUOUTOPLI IPOTOMIOM ITOMITBI, PHIIONIMKCMUYCCKUE CpeJCcTBa JUls IIpHEMa BHY'TPD, allcTHIICA-
JIMIAJIOBAS KACIIOTA | IPYTIUC AN THAIPCIaHTIbIC CPCICTBA.

Jemu

I/ICCJIC]_[OBaIII/IX IIPOBOJIMIIACE TOJILKO C y4acTueMm B3pOCIIBIX.

4.6 ®cprmimbnocts, GepemMennoers u JIaKTanmst

JKemmunnl penpoyKTHBHOro Bo3pacra

JKemmuHb! perpoy K TuBHOro BO3pacTa JI0JDKHBI IPUHUMATh HaIeKHbIE KOHTPAICIITUBILIC MEphI BO
BpCMst IprcMa 1iperiapara (cM. pasjien 4.3).

bLepemennocrn

Hlamsic o npumencuunu npenapara OCpeMCHIIBIME XCHINUHAMMU OrPaNHUCHEI WIIH OTCYTCTBYIOT,
HccireioBanus na sxuBoTIILIX [IPOJICMONICTPUPOBAIIM HAIMYUE PCUPOLYKTHBHON TOKCHUIOCTH, HM-
OproTOKCHYHOCTH U TCpaTorenoro sieicrsust (eMm. pasjen 5.3). Torenmanninii PHCK 1IpH 1I[pUMC-
HCIIHK HCIIOBCKOM IIC U3BCCTEH, 1I09TOMY 1IPUCM HBaGpa/Mia BO BpeMsi 6EPCMCHIIOCTH 1IPOTHBOIIO-
Kasan (cM. pasjiei 4.3).

Llcpuo)( rpy)uioro BeckapmiMBanms

HccieioBanus na »uBoTHpIx TIOKa3BIBAIOT, YTO UBAOPA/IMH BBIICISIETCS B MOJIOKO, II09TOMY IIpUMC-
HICIKC ITperiapaTa B 1ICPHOJL IPYIIHOIO BCKAPMIIUBAHHUS IIPOTHBOIIOKA3aI0 (cM. pasjici 4.3).

[Ipu neo6xommocTr IPAMCHCIIHS TIpCIiapata B ICPHOJ| JIAKTAITHE IPY/IIOC BCKAPMIIMBAIINC cieiycr
IIPCKPaTHTD.

Penpojtyxrusnas dymnxmus

B uccierosanmsix na xpeicax 060ero mojya Biusuus na PCIPOJLYKTUBHYIO (hYHKIHKIO BBISBIICHO HC
6nuI0 (eM. pasjien 5.3). '

[04.042025_
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4.7  Bimasmme na crnocoGuocTs yupasjsirh TPANCHOPTHLIMHA cPCICTBAMA U Pad0TaTh ¢ MCXa-
HU3MaMHu

ViBabpajii HC OKa3hIBACT BIMSHUS WM OKA3LIBACT HE3MAYMTCILIOC BIMSHUC HA CLOCOOHOCTT
YIIPaBJICHHS MEXaHU3MaMH.

BBII0 1IpOBCACHO CIENMATBHOC HCCIIC/IOBAHMUE C YYaCTHCM 3IOPOBBIX JIOOPOBOJBICE C ICIHIO
ONCHHTL BO3MOXIIOC BIMSHUC HA CIIOCOOHOCTH YIPABJISATH aBTOMOOMIEM. J[0Ka3aTCIILCTB BIHSHHUS
uBabpajiia Ha CHOCOBHOCTL  YIPABISATH aBTOMOGHICM nojyyeno ©He Obpro. Ojmako B
TOCTPETHCTPAIMOIOM IIEPHOC OBUIM COOOIIEHUS O BIMSHUM HA CIIOCOBHOCTh K BOMICHHIO H3-3a
HapyIICHMst  CBCTOBOCHpHATHs.  VBaGpajin  MOXET — BBI3HIBATG  BPCMEHHOC — H3MCHCHHC
CBCTOBOCTIPUATHS, IPCUMYIIECCTBEHHO B BH/IC oToricu (cM. pasjel 4.8), UTo JOJDKHO IIPHHEMATHCS
BO BIIAMANIUC IIPY YNPABJICHHM aBTOTPAHCIIOPTOM MIIM IIpH paboTe ¢ MEXaHM3MaMH, B CHTYAIHsX
IIpH pC3KOM HM3MCHCHHM MHTCHCHBHOCTH CBETa, OCOOCHIIO IIPH BOXKACHHM aBTOMOOWIIS B HOYIIOC
BPCMSL.

4.8  Hexenarciasubie peaknum

a. O6mas onenka 6¢30macocTy

Hauboiiee yacThIMH  HEXCIATCIHHBLIMY PCaKIMsIMU  1IPDH TIPUMCHCIMK UBAOpa)MIa  SBJISIOTCS
usmcerenue cserosocpustus (pororcus) (14,5%) u Gpajmxapims (3,3%). O J10303aBHCHMBI U
CBSI3AHEI C CI0 MEXaHU3MOM JICHCTBUS. :

0. Cojtnast rabimua HexenaTelbIbIX PeaKIHii

Cirenyronue nexenarenpinie s dexTs HabIIONAIMCh BO BPEMsI IIPOBE/ICHUS KIIMIHYCCKUX UCIILITA-
HUH, ObUIM KIIACCHPHUIMPOBAHEI ITO CJIC/IYIOIICH YacToTe:

oucHb yacreie (>1/10);

dacteie (21/100 jo <1/10);

neyacteic (21/1 000 jo <1/100);

pexkue (21/10 000 yo <1/1 000);

o4enn peuxue (<1/10 000);

HacroTa HeHu3BecTHa (IC MOXKET OBITH ONCHCHA 110 JIOCTYIIIBIM JaHIbIM).

 Kuace cneremnr opranos Yacrora IIpe/movnraemsrii Tepmun o
Hapymienust co croponst kposs | Hewacro Dozunopuus
wommparidcekod cweromert | |
Hapymenust mera6osmmsma u mu- | Hewacro ['uniepypukemus
| Tamus -
Hapynrenus co croponst neps- | Yacro I"oionnas 60iib, Kax 1paBmIIO, B TCUCHHE
IIOH CHCTEMBI LICPBOr'O MECsIIa JICYCHUS
I"0J10BOKpYsXCHHE, BO3MOXKIIO CBS3AHHOC C
Opasukapueit |
Hewacro * O6MOpOK, BO3MOXKHO CBA3ANMbIH ¢ Gpajm-
Kap/ e _
Hapymemnus co croponst oprana | Ouenrn wacto | Uamcrcnue CBCTOBOCHpUsITHS ((POTOIICHS)
3pCHUs Yacro Hewerkocrts 3penust
Hedacro * Juronus
YXy)UIICHUC 3peHust
Hapymenust co cropoust oprama | Hewacro Bepruro
ciryxa u Jiabupwuira o ) o

[04.042025 | | [Crp8msis8 ]




.
Y

A

' COTJIACOBAHO '
a MUHHUCTEPCTBOM !311[’/\“()()X'("AHE}mﬂ
PECITYBJIUKU BEJAPYCh ‘
' a3 MUHUCTEPCTRE JAPABOOXPAHEHIA

U Hpu Pecayiank. Eenipy s -

~ "N

N

e

[Hapymenust co cropomsl cepjuia

Yacro

 ————

) -];p—éJ[HKaPJLHH

AV 6nokaya [ creneny (y)UIMICHIBIA HIITEP-
a1 PQ na OKT)

XKeity loukonast 9KCTPaCHCTOJIUS
Dubprnisiist peicep i

i
}
]
|

Heyacro

Omymmcnue cepaueOuCHus, Ha PKCILyI049K0-
Bast 9KCTPACUCTOJIUS

OucHp peyiko

AV onoxana II u Il crenenu

Cunzipom cirabocTi CHHYCOBOIO y3Jia

Hapymenwust co cropoust cocy- | Yacro Hexonrpoimpyemoe A)l
JIOB Hewacro * I'miroTens3ust, B0O3AMOXHO, CBsI3aHHas! ¢ Opajiu-
Kap/Mci
Hapymenust co cropomst opra- Heyacro Ojbunka
HOB JIGIXaNusl, IPYJIHOU KIICTKH
U CPCIOCTCHHUSI
Hapymenus co cropomnsi xeny- | Hewacro Tomuora
JIOYHO-KUIICYHOI'O TpaKTa 3arop
Huapes
Bous B xuBote *
Hapymenus co croponst koxu u | Hewacro * AHTHOHEBPOTHYECKUH OTCK
IOJIKOXKHBIX TKaHEH Kosxnas cpiin
Pejxo * Dpurema .
Kooxup1i 3y1
Kpauusuuna
Hapymenust co cropount cxe- Heyacto Mb1eynsie criasmel
JICTHO-MBIINIEYHOR U COCAMHHU-
TCILHOW TKAIM o o
Hapymenust co cropons mouek | IHewacro [Tonpnmenye KouneHTpanuyu KpeaTuimna B
¥ MOYCBBIBOJISIIUX ITyTCH 1J1a3MC KPOBH L
O6mue napymenus u napyme- | Hewacro * Acrenus, BO3MOXHO CBs3anuas ¢ Opajimkap-
M3l B MCCTC BBCJICHUS JUICH
IToBbnmennast yToMIsieMoCTh, BO3MOXKIIO CBsi-
3annas ¢ Opajukapyue “__
Pejko * Hejromoranue, BO3MOXHO CBs3aHIIOC C Gpa-
JIKapauen
JlaGoparopunie u uicTpymen- Heuacro

TAIBHBIC UCCJICOBAHUS

Vumuenue unrepsaya QT na DKI

X0)I€ KIIMHUYCCKUX UCIILITANUH.

Ouncanue oTieNbHbIX HOOOYHBIX PEAKIIHIL

Vsmenenne cnerosoctpusitust (OTONCHS) 0TMEYAIOCH y 14,5 % nmanueHToB ¥ OMUCHIBAJIOCH KaK
[IPCXO/AINCC H3MCHEHHME SIPKOCTU B OrPAHMYCHIION 30HC 3PUTEILIOrO 1oJIst. DOTOICHIO MOYXKIIO OITH-
Carh Kak 0peoJl, pasJioKCHUC H300paxCHus (CTPOGOCKOIMYECKHIC MM KAICH) I0CKOIHUCeeKue d(dek-
TbI), IIBETHRIC SPKKC OIHA MM MHOXKCCTBCHHOCT uzobpaxenus. Kak 1pasuiio, 110)106nsic sBicumus
IPOBOIMPOBAIMCH PC3KUM U3MCHCHHCM HHTCHCHUBIOCTH OCBEIenust. B ocnonnom, (pororcus moss-
JUIACH B TICPBBIC J(BA MCCANA TEPAlIMK C IOCIIC/IYIONMM HOBTOpEHEeM. Bripaxennocts pororncny,
KaK 1paBuIo, Ohuia ciaboit wim ymepernioif. doTorncus npekpamanach na (Goie [poIoIDKCIHs TCpa-

* Yacrora paccyrTana Ha OCHOBC CIIOHTAHHBIX COOOIICHHM O MOOOYHBIX pCaKNUsX, IOJIYYCHIIBIX B

| 04.04.2025 |
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uu (77,5 % citydacs) WM 1ocic ce 3apepuichus. Meree deM y 1 % IaIucHToB MOsBICHUC (OTO-
IICUH SIBUJIOCEH IIPHYMHOM 0TKa3a OT TCpPaIlky.

Bpanukapaus otmeyanach y 3,3 % narueHToB, 0coOCHHO B mepsbic 2 - 3 Mecsina Teparuu, y 0,5 %
IAIMCHTOB pa3BuBaliach Tspkeliast Opaukapus ¢ YCC menee wim pasuoit 40 yi/muH.

B uccnenosanuu Gubprmisims npejcepimit nadmojanack y 5,3 % NandenTtos, IPAHEMABIIHX
uBabpaui, 'y 3,8 % - npuHAMaBIKX 1w1ane60. B COBOKYNMHOM aHaNM3e IPyIIIbl JABOKHBIX CICIBIX
KOHTpoJpyeMbIX uccienonanuit ¢asz 11 / I nponoiokuTebHOCTHIO HE MEHEE 3 MECAIICB, BKIIOYAB-
mux Gosiee 40 000 uanuenron, GubprLBIMS Hpeacepuit nabmonanack y 4,86 % HalmeHToR, IpH-
NUMaBIINX uBabpajmu, u y 4,08 % - B KOHTPOJIBLHON IpyIIe, YTO COOTBCTCTBYCT CTCICHH PHCKA
1,26,95 % JI1 [1,15 - 1,39].

COOﬁIHCIII/IC O 110I03PCBACMBIX ICXKCIIATCILIBIX PCAKLIHSIX

Ba)KIIO coobmmars o 1I0JIO3PCBACMBIX HEXKCIIATCIILIILIX PCAKIUIX 110CIIC pCrucrpaimy JICKapCTyCHIlo-
I'o lipcriapara ¢ IICIBIO obccucycnus HCIIPCPRIBHOI'0 MOHHATOPHUHI'A COOTIHOIICHHUS «1I0JIL3a~-PUCK)
JICKapCTBCHIIOIO IIpclapara. HpOCHM MCJIUITUIICKUX pa60'I‘III/IKOB c006111a'r1, 0 JIHOORIX 110/103pCBAC-
MBIX HCXKCIIATCIILHBIX PCaKIUAX JICKapCTBCHHOTO IIpciiapara YEPC3 HaMOHAJILHLIC CHUCTCMDLI c000-
IMICHUS O HEXCJIATCILIILIX pCaKkIusx

4.9 Ileperozuposka

CuMIrromnl

llcpenosnpoBka MOXKCT IPHBOJIMTH K TSHKCIION 1 1IPOJI0JDKATCIILION Opaukap mu (cM. pasjen 4.8).
JIcucnue

pu rspxeioit Gpa)wxkap)mu CJIC)LYCT 1IPOBOJIMTH CUMIITOMATHUYCCKOC JICYCHUC B YCIOBHSX ClICIHA-
JIM3UPOBANIILIX OT)ICHICIHH cranmonapa. B ciryuac coucranus 6Gpajiakap)mu ¢ HapYIMICHHCM 110Ka3a-
TCJICH I'CMOJIMHAMHUKY CHMIITOMATHYCCKOC JICYCHUC JIOJDKIO BKIIOYATS BIYTPUBCHHOC BBC)(CHHUC OC-
Ta-CTAMYJIMPYIONMX TPCIIapaToB, HANpUMEp, u3onpenanmuna. Ilpu Heo6XomuMOCTH MOXCT GbITh
Hasajcna BpCMCHHAsH 2JICKTPOKAP,IHOCTHMY JISI{HS.

5.  ©®APMAKOJIOTMYECKHUE CBOUCTBA

5.1 (PapmakounaMHYCCKUC CBOWCTBA

Papmaromepanesmuueckas zpynna; Tlpounc cpeuacrBa Juis Jieyenus 3abosicsanuit cepina. Ko
ATX: CO1EB17.

Mecxanusm jieicraus

ViBaGpaywin — 1peuapar, 3aMe uisionmit put™ cepjia, MEXamu3M JICHCTRIS KOTOPOI'0 3aKJIIOYacTcs B
CCJCKTHBIOM H ClenuduycckoM unruGuponanuu If kamanos cumycosoro ysia, KOHTPOJIUPYIONICI'O
COIITAITITYIO JHACTOJMCCKYIO JICIOJISPH3AIMIO CHILYCOBOIO y3Jla M PCryJHPYIONICIO HaCTOTy cep-
Acunpix coxpamenuit (YCC). Misabpa i okasnisacT cCICKTHBIIOC BO3JICHCTBHC 1A CHIIYCOBBIH y3CiI,
HC BIMSS 11a BPCMS! IPOBCICHUS UMIIYJILCOB 110 BIYTPHIIPCICCP/BIM, TIPCIICCP/II0-KCITYIOYKOBHIM
M BILY TPHIKCILY NOIKOBLIM LIPOBOJIAIIAM Iy TSM, @ TAKKC Ha COKPATHTEILHYIO CIIOCOBHOCTS MHOKAp)@a
¥ PCHOJSIPU3AIAIO KCITY04KOB. MBabpajmi Taxke MOXET B3auMojeHcTBOBaTh ¢ I Karalamu
CCTHaTKH TJ1a3a, CXOMHBIME C Ir KaHaiaMu cepiia, yqacTBYIONIMMU B BOHMKHOBCHHH BPCMCHIHOIO
MSMCIICIHS CHCTCMBI 3PUTEIILIOTO BOCHPUATHS 33 CYCT M3MCHCHHS PEAaKIMH CCTYATKU IJIa3a 1a
APKHC CBCTOBRLIC CTHMYJIBL B npoBomupyiomux ycioBusx (pe3koe U3MENEHue sSPKOCTH OCBCIICHIs)
TIPOMCXOJIAT YaCTHYHOC HHIHOMpoBanue uBabpajuioM Iy KaHaioB, KOTOPOC BRI3BIBACT 1IPCXO)(SIICE
M3MCIICHHC IPKOCTH B OIPAHMYCHIION 06J1acTy 3puTeILHOrO 1ot ((pororcus) (eM. pasjei 4.8).
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DapMako)IMHaMHYCCKOEC JCUCTBHUC
OcnoBHpIM (hapMaKoIMHAMUYCCKUM CBOUCTBOM HMBabpaJuHa SIBJIACTCSA J(0303aBUCHMOC CHYDKCHHC
HCC. Ananus 3asucumoctd Beamuuubl ypexenus YCC or 10361 MBabpajiiHa MPOBOJIMIICS IIPH
IIOCTCIICHIIOM YBCIIMYCIIMH 10351 10 20 MI' j[Ba pa3a B CyTKH M BBISBHJI TCHJICHIIMIO K JIOCTHIKCHHIO
a(dekra «IIaTo», KOr/a He POUCXO/IHT HapacTalus TCPANEBTHIECKOro dpdeKra py JabICHIICM
YBCJIIMYCHHUH JIO3BI, YTO CHHXKACT PUCK pasBuTHs TspKe)od Opajmkapiuu (UCC mcuce 40 y)i/muin)
(cM. pasjien 4.8).
B pexomenyyempix jiozax cnmkerme YCC cocraniser okoio 10 yi/MHH B 110KOC U 1IpH (PU3UUCCKON
Harpyske. 910 IPUBOJMT K CHIDKCHHIO HAIPY3KH Ha MUOKAPJL B CBS3M C yMCHLIICIHCM 1OTPCOHOCTH
MHOKapJia B Kuciopozpe. Mpabpajwn ¢ BIMSCT HA BHYTPUCEPAEYHYIO IPOBOJMMOCTD,
COKPATHTCIILHYIO CIIOCOOHOCTL MHOKap/a (OTCYTCTBHEC OTPHMIATEILHOTO HHOTPOIOrO JICHCTBHS)
00 HKEITYIOYKOBYIO PCIIOJISPU3AIHIO;
- B OJICKTPO(U3MOIOTMYECKUX HMCCIICOBAHMIX MBAOPA/WMI HE OKA3bIBAN BIIMSNMS Ha BPCMS
IIPOBCJICHUSL AUMITYJILCOB 110 IIPCJCCP/(II0-XKCILY JJOUKOBBIM HIIH BIY TPHIKCILY)(OUKOBBIM 11yTsM,
a TaKKe a CKoppekTrpoBannbid uurepsain QT
- Y lauuentos ¢ JweQynKimer esoro jxenynodka (hpakims BHIGPOCA JICBOTO HKEILyJ(0UKA
(PBJDX) or 30 j10 45 %) usabpa i He 0Ka3bIBAJ HEraTHBHOTO BiHsus na OBJDK.

Kymnmueckast oddexrusnocts u Ge3oracocts

lIporusoanrunaisioe U UPOTHBOMIICMHUYCCKOE JICHCTRIC uBabpajMia U3y4yalloch B XOJIC 1ISTH
JBOUIIBIX CJICIBIX PAIIOMU3MPOBANNBLIX MCILITAINH (TPH B CPABHCHHHM C 101a1C60 U 110 oJuIoMy B
CPaBHCIHMH C aTCHOJIOJIOM M aMIIOJMIIKIOM). Beero B 91ux ucubIranus upunumad yyacruc 4 111
UIAIMCIITOR, CTpa/lAIONMX CTAbMILION CTCHOKAp)MCH, 2 617 U3 HuUX 110JTyYaiy HBabpajuil.
MBabpajuan B j103¢ 5 MI JBaXIBI B JIEHD 110Ka3aJ1 9 GEKTUBHOCTD, CYJIsl 110 IIApaMCTpaM 1POBC)(CH-

(TBIX TCCTOB € (PU3UYCCKOH HAIpy3KOM, KOTOpasi POSIBIISICTCS B TeYeHne 3-4 mejen mocle Hadaia
yieuerust. Taioke moxrsepamiach 3G GCKTHBIOCTE J1035I 7,5 Mr IIpY [IpYEMC J(Ba pa3a B Jclb. B yacr-
TIOCTH, B CPABHATCIILIOM HCCIIC/IOBAHMM C UCIIOJL30BAIUCM IIpeliapaTa CpaBHCIusl aTCHoN0N OLUIo
YCTAHOBJICHO JIOIOJIHHATELHOE IPCUMYIIECTBO IIEPE)l I030H 5 MI' J(BA pasa B JICHL: 1IPH CAMON HH3-
KOH aKTUBHOCTH IIperapara obmias IpojI0iDKHTCILHOCTT (Gu3HUCCKOM HAIPY3KM YBCIMYUBAIACE
UPHOIMBHTCILIO A MUHYTY 1I0CIIC OJIOTO MCCSIA IIPUEMA JI035I S MT JBa pasa B J(CHb, 110CIIC)(YIO-
CC YBCIMICHUC 1IPOJIOJDKHTCIBIIOCTH MOYTH Ha 25 CCKYI[ IIPOUCXO/IMIIO TIOCIIC JIOOIIHTEILIION0
TPCXMCCSHHOIO HCPHONA C YOPCHPOBANIILIM THTPOBAIKCM JIO 7,5 MI' JiBa pasa B Jcib. 13 xo/e 91010
HCCJC/IOBANHMS IPOTHBOANTUIALHBIC ¥ IPOTHBOMINCMHUYCCKUC 1IPCHMYITCCTRA HBAGPajANa 110)(-
TBCPJMIIMCE T1a NAIMCITTaX B Bo3pacte 65 yier u crapmie. Addekrusrocts 103 5 Mru 7,5 mr jsa pasa
B CYTKH Habinojlaiach BO BPCMs BCCX HCCIIC/IOBANMM ¢ TCCTHPOBANKCM € (PU3MUCCKOH 11AIPy3KOU
(0B1ast 1pOJIOIDKITCIILIIOCT HAIPY3KH, BPCMS (0 HACTYINICHHS OIPANUYCHIION CTCHOKAP) (MK, BPCMSI
/10 HACTYINICHHS CTCHOKAP) MU U BPCMSI IO LOSIBICIHS Jicpecenn cermerrta ST ma mm). Dra adiek-
THBIIOCTL  CONPOBONK/IACK  CHHDKCHHUCM HaCTOThI HPUCTYLIOB CTCHOKAP)MH HIPUOIM3HICILIO 1A
70%. 1lpu upucme uBabpajiia jBa pasa B JICHL O0BCCICUHBACTCS pasiomcpuast 2 PCKIuBIOCTS
JICHCTBUS B TCUcHuC 24 4acos.

B xoje panyomusuposanioro I1AaNCG0-KOITPOIMPYCMOT0 UCCIICAOBANHS ¢ yyacTieMm 889 rarmeri-

TOB, 1IpH IPHCMC HBaOpaMIa B KOMOUHAIMH C ATCIOJIONIOM 50 MI' OHI pa3 B Jicun, 6LUIO 11pojIc-
MOICTPHPOBAIO CI'O JOIOJIIHTCILIOC ACHCTBHE 1A [IAPAMETPLI TECTa HCPEHOCHMOCTH (pusuucckoit
HarpysKki pn MUHUMAIILHON aKTUBIOCTH Ipenapata (yepe3 12 4acos rmociie mprema BILY'TpD).
B xoj1c pamjiomusuposanioro IN1ANCO0-KOITPOIMPYCMOT0 MCCIICIOBANMS ¢ YYacTHCM 725 Iralfuci-
TOB IC OLUIO BBISIBIICHO JONIOJHUATCIILHOM o dexTuBHOCTH MBAOPA/IMHA 110 CPABHCHUIO C aMIIO IHII-
HIOM 1IpH CaMO# HU3KOH akTHBHOCTH Iperapara (12 gacos mociic IICPOPAJILIIOrO IIPUCMA JI03B1), ITPH
JTOM JIONIOJIHHTEIBHAS ) PCKTUBHOCTS OhUIa I10KA3aHa IIPH MHKOBOM aKTHBHOCTH npeiapara (ycpes
34 4aca 110¢JIC ICPOPAILIIOTO IPHCMA JI03b1). ‘
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B xojie pamjioMmusnposannoro mianco-KouTpoiMpyeMoro HCCIC/IOBANMS ¢ yuacTueM 1277 rarwer-
TOB MBAOPAJMII JICMONICTPUPOBAI CTATHCTHYCCKA 3NAYMMYIO JIONOMIHTCILIYIO d(PCKIHBIOCT, B
OTBETC Ha JICYCHHC (OIPE/ICIIAEMYIO KaK CHIDKCIHC, 110 KpaiHel Mepe, 3-X IIPUCTYIIOB CTCHOKAP) (MK
B HCJICIO M/WiK yBesuyenue Bpemen jenpeccnn ST cermenra na 1 mu, 110 kpaiineit mepe, 1a 60 ¢
B TCYCHHUC TPCAMMII-TCCTa) Ha (oHe mpuema amiiojmimua 5 mr/cyr wm mudeymmmna GITS 30
mr/cyr (depes 12 gacos nprema usabpajmpa BHYTPh) 1OCHC 6 HENCIHHOIO IICpHOJIA JICYCHUS
(OR=1,3, 95 % U (1,0 — 1,7) p=0,012). VBabpajiun ne 1oxazan JOMOIHHTCIIHLHON sdpdexrusrocTH
112 BroprNpIC Koreqnple Touku EET rapamerpos B reucnue Beero nepuoya neicTnus mpenapara, 3
TO BpeMsl Kak Ha ImuKe (3-4 yaca mocie npuema uBaGpajHa BHYTPS) GhUla IIPOJICMONICTPUpOBAIIa
JONOHATEBHAS D PCKTHBHOCTE.

B xoze uccicnosanuit s dexrunmocty 1Babpai|il IIOJIHOCTHIO COXPAIISI CBOIO APPCKTUBIOCT, B
TCUCHHE 3-4 MCCAYHBIX KypcoB Jicyerus. Ipu3nakos pa3BuTUs (papMaKoIOrHICCKON HeaPeKkTun-
HOCTH BO BPCMsl JICICHAS HJIM CHH/IPOMA OTMCHBI IIPH BHE3AIIHOM HPEKPAICHHH JICUCHHUS 1IC T1aBII0-
JrJIock. 1IpoTHBOANTHHAILIOE U IIPOTHBOMIIICMUYCCKOC JICHCTRIC uBabpajmia OKUI0 BRI3BAIO J1030-
3asucuMbM crkeneM YCC u 3nHa4uMbIM yMCHBINCHHEM JIBOKIIOrO IPOU3BCICHHs (dacrora cep-
HCHIILIX COKPAIICHUH, YMHOXCIIIAS Ha CHCTOIMYCCKOC aPTCPHAIIBIIOE JI@BJICIIUC) B COCTOSIIHM 1IOKOSI
¥ IIpu Qu3KUCCKOM narpyske. Bimsiuce lipcliapara na aprecpHalibloc JIABJICIUC U HCPUPCPHUCCKOC
CONPOTHBIICHHE COCYI0B OLLIO HUYTONKIIO MAILIM | IIC SIBISUIOCH KIMIHYCCKH 31AUMMLIM.
lponoipkuressnoe cHmKCHne 9acToTn CCPJICUIIBIX COKPAIICHUH OBUIO 110KA3AII0 Y IAIMCIITOR, KO-
TOPRIC 110J1yqa)I MBabpaiull B TCYCHUC HE MEIICE roja (11 = 713). Bimmsinust 1a McTaboiiMaM 1IoKo3bl
HJIM JKUPOB HC HAOJII0/[aI0Ch.

IIporusoanruiaisias i npoTHBoUIIEMIYCCKast s dexrusrocTs MBaGpaMIA COXpANSIIACh Y TAllH-
CHTOB ¢ jmaberom (11 = 457), upodmis Ge3omacnocTy Ipu o1oM ObuI anajoruyen npoduino 6e3-
OIIACHOCTH BCCH 1101y JISAIIMH.

buto mposeneno kpymmoe neeneoname BEAUTIFUL c y4acruem 10 917 nanmenron ¢ koponap-
IOH Doie3nbIo cepina U e yHKIUeH JTeBOro xeiyouka (PBIDK < 40%), woiryuasmmx orrru-
MAJILITYIO MCXOJIYIO TCPAIIMIO, BKIIOYABIIYIO Gera-GiIoKaTopl y 86,9% namucnrros. OcnosupiM
KpUTCpUCM dPPCKTUBHOCTH OBUIO COUCTAHHC CCPJICYHO-COCYTUCTON CMEPTIOCTH, I'OCIINTATU3AIIMN
110 110BOJLY OCTPOro MH(papkTa MHOKAapia, IOCIHTAIM3ANY 110 1II0BOJly HOBOI'O Clyyasi WK yCyry0-
JICHHSL CCpIICYHON 1eiocrarodnocTy. Mece oBanye ne 1mokasano Pa3HULBI B JIOCTHIKCINY IIEPBHY-
HOI'0. KOMOMHHPOBANIIIOIO KPUTCPHS B I'PYILIC uBabpa)MHa ¥ B Ipyme Wancbo (OTHOCHTCIHIDII
puck uBabpa)mi/mianc6o 1,00 npu p=0,945).

llpu airocrepropnom anaimsc HO/IPYIILBI IAIUCIITOR ¢ CUMIITOMAMH CTCHOKAP/MH 1IPH PAILj(OMH-
saru (n=1507) me 6LUIO HOJyHeHO CHIHAIOB 110 GC301IACHOCTH KACATCILIO CCPJICYIIO-COCY JIUCTOM
CMCPTIIOCTH, IOCIHHTAM3AIMK 110 110BOJY OCTPOro Mipapkra MHOKap/ia MM CCpACUIION 1cjocTa-
Tounocty (uBabpan 12,0% 1o cpasuenmio ¢ wancbo 15,5%, p=0,05).

Kpyimoe uccienosanue SIGNIFY 6500 poneieno ¢ yyacrueM 19102 manuenron ¢ 60JIe3HBIO KO-
POIAPHBIX apTCpUi U €3 KIMHUYCCKUX IIPOSIBIICHUIA cepaeunoi nenocrarounocty (PBIDK > 40%),
H0JIyaBIuX ONTUMAILHYIO 6a30BYI10 Tepanmio. Tepancsruycckas cxema ¢ lipuMeneHucM Goliee yem
YIBCPAICHHOIO peXUMA JO3UpoBanus (Hadaibias 1o3a 7,5 Mr JBaxcisl B JICID (5 ™mr jmBaxgpr B
/ICHD, CClti BO3pacT >75 yiet) U turpanus 1o 10 Mr saxom B nenn). OCHOBIBIM KpurepueM addek-
TUBHOCTH OblIa KOMOHIAImst Kap/[MOBACKYJIPIIOH CMCPTHOCTH U HedaTaibuoro Hipapkra MHOKap-
Ja. Hceneosanue ne rokasaio PasJIMIUH B LICPBUYHOM KOMOMHHUPOBAHHON KONCUHOH TOYKC (PCE)
B Ipymie usabpajMna I0 CPaBHCHHIO C IpyIIoH 1ane6o (OTHOCHTCILHBIA pHCK nBabpa-
Jwn/wanebo 1,08, p=0,197). O Opajmkapiuu coobmainocs y 17,994 marmerrros s rpyunic usabpa-
Juna (y 2,1 % - » rpyue mianc6o). 7,1% 1anaenron B ueciie0Banu 1OJIyYaJIv BCpaliamuil, J(wi-
THa3CM Wiy CHiIbIbIC uuruburopnt CYP 3A4,

Heboummmoe crarucruucekn 3uaunmoc yseimacrine PCE 6nuio o6napysxeno s 3aparice o1pe)clcH-
HOH 1I0)I'PYIIIIC HAIMCIITOB CO crenoxapymet kiacca II wm soime o CCS uexojuio (n=12049)
(excerojmas yacrora 3,4% 1porus 2,9%, ornocHICIBIBIL puck uBaGpaji/iniancto 1,18, p=0,018),
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HO HC B NIOArpyIHIC o0MmeH creHoxap/mu ¢ KiaccoMm > [ (n=14286) (orHocHTeILHBIH pUCK MBAOpa-
Jun/irane6o 1,11, p=0,110).

Vcrions3oBanne B MCCIIEIOBAHUM JO3BI BBIIC 0JI06PEHHO HE MOTHOCTBIO OOBICISICT ITH PC3YJIhTa-
TBL

Vicenenonanue SHIFT 65u10 GONBIIEM My I THICHTPOBBIM, MEXTy HApO/IILIM, Pal)IOMU3UPOBAHILIM
ABOMHBIM CJICIIBIM IUIAC60 KOHTPOIUPYCMBIM HCCICOBAHUEM € Y4acTHEM 6505 B3POCIBIX HAIHCH-
T0B co crabuisnoi XCH (B reuenue > 4 mejiein), ¢ CEpACHHOM HEAOCTATOUNOCTLIO Kitacea II-1V 110
wiaccnukanuu NYHA, co crmkenio gpakiucit BrIGpoca JeBoro xemynouxa (PBJDK <35%) u c
4acCTOTOH CCPACYHBIX COKpaICHuit > 70 yapos/MuiL.

IanmenTs! momyyann cramiaprioe Jicuenuce, BKIOYas 6era-6okaropst (89%), unruburopnr ATID
u/win amruorensun 11 amraronucersr (91%), ymyperuka (83%) M aHTHAILOCTCPONOBLIC arcHThI
(60%). B rpyrie usabpamyuna 67% anuenron I1OJIy qaJId JICUCHUC 7,5 MI' JIBaX)IBI B Jiciib. Cpejuisis
HOCIC/yIomas IPOJ0JDKHTCILIOCTS JICUCHAS cocTaBiisuia 22,9 Mecsues. Jlcucnue nsabpajmiiom ac-
COUMHPOBAIOCE CO CHHKCIMEM KOJIMHCCTBA CCPJICHIIBIX COKPAIICHHMM B cpeiieM na 15 yjapos/muil
or 6asosoro 3naucnus 80 yapon/mun. Pasiuna i CCP/ICUNBIX COKPAIECHUIX MCXKJ(Y HBAOPA/IUIIOM U
1rane6o cocrasmwia 10,8 yu/mun na 28 jemnn, 9,8 yUmun na 12 mcesi 1 8,3 yu/mun ma 24 mecsi,
HceienioBanue 11pojieMoNCTpHpOBANIo KIMIMYECKH H CTaTHCTHYECKH 3HAYMMOC CHMDKCHHC pHUCKa 1A
18% 110 oTHOMCHUIO K MEpBHYHON KOMOMHHPOBAIIIOH TOYKE CCPACIHO-COCYIMCTON CMCPTIOCTH U
POCIMTAIMSAIHAN 110 IIOBOJY YXYAIICHHAS CCPICHHOM HCOCTATOYHOCTH (OTHOCHTCI LI puck: 0,82,
95% JI1 (0,75;0,90) - p<0,0001), yro 6110 OYEBHIIIO TTOCIE 3-X MCCSIICB JICUCHHMS OT Havalia repa-
nuy. CHkenue abCoOTHOrO PUCKa COCTABHIIO 4,2%. Pesynprar nepBHYHON KONCYNOH TOYKH B
OCIOBHOM OBUI 3aBUCHM OT KOHCYIION TOYKH CepJICUHOIH HE)IOCTATOYHOCTH, I'OCIIHTAU3AIHUH 110 110-
BOJLy yXyUNCIHsL CCPACHION HENOCTATOMHOCTH (aGCOMOTIRIA PHCK CHE3MICS Ha 4,7%) u cMeprHo-
CTH OT CCPACHION NICAOCTATOUNOCTH (aBCOIOTHEIN PUCK CHU3MIICS Ha 1,1%).

Biasinue JICUCHHMS Ha IICPBAYHYIO KOM6PIIIPIp0|3aIIIIy10 KOHCYHYIO TOYKY, e¢ CcOCTaBJISIONIHC |

WBabpamu | IIJIaII:GC; —uN—“—_.‘-a'i;)cn'rcm,ln,u‘é 3nayciue p
(N=3241)n (%) | (N=3264)n (%) puck (95% JIN1)
Tepsramas - 793(2447) | 937(28,71) | 0,82 [0.75;0.90] | <0,0001
KOMOMHMpOBaHHas  Ko-
HCYHAS TOYKa N N e N
CocraBisionmue  xom6u-
HaI[UH: _
- CC emeprHoCTS 449 (13,85) 491 (15,04) | 0,91[0,80; 1,03] | 0,128
- TOCHHTANH3AMHS w3~ 514 (15,86) 672 (20,59) | 0,74 [0,66; 0,83] | <0,0001
3a yxyunenus CH
Jpyrue BTOpHYHBIC KO-
ICYHBIC TOYKH: :
- Bee ipuamimst emepa 503 (15,52) 552 (16,91) | 0,90 [0,80; 1,02] 0,092
) C"l“f)i i;ﬂ‘l’;i Ial 113 (3,49) 151 (4,63) | 0,74 [0,58; 0,94] 0,014
3 W0 1931 (37,98) 1356 (41,54) | 0,89 [0,82; 0,96] 0,003
Jo60¥ npuynne '
s i OCIIATAIIM3AIMS 110 CE 977 (30,15) 1122 (34,38) 0,85 l0,78; 0,92' 0,0002
IPUYHIC ‘ 1
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CHrxeHue B NEPBUYHOA TOYKE HAOJIONAIOCH OJIMHAKOBO, HC3aBHCHUMO OT 110Jia, N YTiA

KJlacca, MINICMHUYCCKOM MM HCHINCMHYCCKOHW ITHOJIOIMHM CCPJICUHON HEJOCTATOUHOCTH, HAIMUHs
Juabera Wil THICPTCH3UH B alHaMHC3C.

B noyrpynne narmpenron ¢ YCC >75 yi/mun (n=4150) nabimonanoch G0JLIICE CHUXKECHUC B 1ICPBIY-
HOM KoMOuHMpoBanno# rouke ma 24% (ornocureinisii puck: 0,76, 95 % JIA [0,68; 0,85] — p <
0,0001), # B APYIrUX BTOPHYHBIX TOUKAX, BKIIOYAS CMECPTIOCTH 110 BCEM HPUUMIIaM (OTHOCHTEILHLIN
puck: 0,83, 95% JIU [0,72; 0,96] — p = 0,0109) u CC emeprn (ornocuremniuniit puck: 0,83, 95% JIU
[0,71; 0,97] — p = 0,0166). B oroit nojuwpyinic nanucirros upopuim, Gezonacioctn uabpajmia onul
B COOTBCTCTBUY C JIANIILIM ITPODHICM B JIPYIUX TOIYJISIHSAX.

HabiiiojaJ10ch 3Ha4MTCIILHOC YIIYUIICHKMC 1[0 HCPBUYNON KOMOMIHPOBAIIOH KOICUIIOH TOUKC BO
BCCX I'pyIIIax HAIMCHTOB, II0Jyvyaonux 6cra-6iokaropsl (orHocuresbunit puck: 0,85, 95% JIU
[0,76; 0,94]), B mojrpymme nanuerrros ¢ YCC>75 YJUMHUH U Ha PCKOMCHJIyCMBIX IIEJICBLIX ){03aX Oc-
Ta0JIOKATOPOR HC HAGIIOAIOCH CTATUCTHYCCKH 3HAYMMOMN O3B HA IICPBUUITYIO KOHCYHYIO TOYKY
(ormocurensubii puck: 0,97, 95% JIM [0,74; 1,28]) ¥ ma npyruc BTOPHYHBIC KOHCYHBIC TOUKH,
BIUTIO9asd TOCIATAIIM3ANMAIO U3-3a YXY)UIICHHUS CCPJICUION HEJOCTATOYHOCTH (OTHOCHTENBILIH PUCK:
0,79, 95% JI [0,56; 1,10]) wim cMepTh OT CCPACYHOM HETOCTATOYHOCTH (OTHOCHTCIILHBIA PHUCK:
0,69, 95% JI1 [0,31; 1,53]).

Habinoytastocs 3navntensuoc yiryumenue kiacca NYHA B mocesmem snavucnuuu, y 887 (28%) 1a-
IMCIITOB Ha HBabpauIIe OBUIO YIIyYINCHHUE 110 CPABHCHHUIO ¢ 776 (24%) nanmcramu, 1pUIAMAaBIIUX
mianc6o (p=0,001).

B oz pariomMusnpoBanioro miane6o-KOnTpoIHpyeMOro HCCIEIOBAMHS C ydactieM 97 nanuenton
ObuIM 1POBE)ICHEBI ClICIU(HICCKHC O TAILMOJIOIHYCCKHE HCCIICOBANMS, ¢ HEIbIO 3aJ[0KyMCHTHPO-
BaTh QYHKIHIO CHCTCM KOJIGOYCK M IIAJIOUCK, A TAKIKC ahepeHTHBIX 3PUTCILIBIX Iy TeH (T.C. dJIeK-
TPOPCTHIOTPAMMA, CTATHYCCKOC M KHICTHYCCKOC 3PUTCILHBIC OIS, IBCTOBOCUPHUSTHE, OCTPOTA
3pcHus). Y L@IMCITOB, IPUIUMAIONMX UBAOPA/ I JUIs JICUCTIHS XPOUHUYCCKON CTabMIILHON CTCIIO-
Kap)wu Goiee 3 Jier, uBaGpajiui e M0Ka3a)l PCTUHAILION TOKCHIIOCTH.

Llc)marpuycckas nouyJsims
Paiyiomusuponariioce, jmoitnoc ciernoc, I1ALCO0-KOUTPOIMPYEMOE HCCIIC/OBAIIUC BBIIO IPOBC/ICHO
na 116 nanmentTax IequaTpudecKoi 1OMyJISsIHn ¢ XPOHUYCCKOH CEpIEUIION HEIOCTATOYHOCTLIO U
JMIATAMOHNOH Kapiuomuotarue#t (JIKMIT) (u3 nux 17 B Bozpacre 6-12 Mmccsnes, 36 — 1-3 roja u
63 — 3-18 Jier) npu onTEMaNLHOM IIPC/IBAPUTCIILHOM JICUCHHH. 74 TIalUeHTa II0JIyYalld UBabpajuIl
(coornomenue 2:1). Havaiunnas j103a cocranisiia 0,02 mr/kr nBa pasa B Jieib B BO3pACTHON 110)(-
- Tpy1mre 6-12 mecsien, 0,05 mr/kr ja pasa B jennb B BO3pacTHO# moxrpymre 1-3 roja u 3-18 Jyer me-
nee 40 kr, a TaKke 2,5 MI JBa pasa B J(CHb B Bo3pacTHo# noxrpymme 3-18 yier u > 40 kr. J{o3a 6bura
4/aIITpOBalia B 3aBUCHMOCTH OT TCPAIICBTHYCCKOrO OTBETA ¢ MAKCHMANLHLIMA Jjio3amu 0,2 Mi/kr
ABa pasa B Jjiein, 0,3 MI/kr Jsa pasa B enn 1 15 Mr jsa pasa B JIcHb, COOTBETCTBCHHO. B aT0M HC-
Clc/oBaKl UBAOpPaMII IPUMCHSUIA HICPOPAILHO B IKHIKOMH JIeKapeTBCHIONR hopme i rabiicrkax
J(Ba pasa B JICID.
Orcyrersuce hpapmMakokuneruucekoit pasimimI MCXOLY JIBYMst popMaMur OBLIO 110KA3AII0 B OTKPHITOM
PalIOMH3UPOBANIIOM HCCIIC/IOBAIIMY C HICPCKPCCTIRIM JIM3AMIOM C OICHKOMH JIBYX 1ICPHOJIOB y 24
B3POCJILIX 3JI0POBLIX JIOOPOBOJILIICE.
B ‘reyenue neprosa turposanust i CPOK 0T 2 )10 8 HC/ICIH JIOCTAIHYTO CHIDKCHKC YacTOThI cep)icu-
HBIX coxpamenuit na 20 % 6e3 6pajuxapiun y 69,9% manuenros B IpyIiic uBabpajuna, 110 cpaBic-
mio ¢ 12,2% 1 rpyne wrane6o (OrHoutenuce puckos: E = 17,24; JTN 95% JI1 [5,91; 50,30]).
Cpejumie 10351 nBaGpa)Mia, MO3BOJISIONHS JOCTHYD ypexenus cepjieqnoro purma na 20%, cocra-
s 0,13 £ 0,04 mr/kr Ba pasa B jicup, 0,10 - 0,04 mr/xr nBa pasa B genn u 4,1 1 2,2 mr jma pasza B
ACHL JUIst BO3pAacTHRIX CyOnonylmsiwit 1-3 roya, 3-18 sier ¢ maccoit Tea menec 40 Kr, 3-18 jyier u ¢
Maccoi Teiia > 40 Kr, COOTBETCTBEIIIO.
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Yepes 12 mecsinen HabimojieHust cpejiusist Gpakiusi BrIOpoca Jiel 03pociia ¢ 31,8%
no 45,3=% B rpynnc usabpa/iuna 110 CPaBHCHHUIO C JIMHaMUKO#H ¢ 35,4% 5o 42,3% B rpyruiie are-
60. Habmomanock ymyumenue kiacca NYHA y 37,7% narpenton B rpyic usabpajiia 110 cpasHe-
uuio ¢ 25,094 manmenTos B rpymrc mwianedo. Pasimyust nc ObUM CTATHCTHYCCKU 3HAYUMBIMH,
Ipoguimn Ge3onacHOCTH B TCUYCHHC OJHOIO roj@ HabojicHus ObLI AHaJOTMYCH OIMCAIIOMY Y
B3POCJILIX IIAIHEHTOB € 3aCTOMION CCP)ICUIION HEJIOCTATOUYHOCTLIO.

Hourocpounsie addexrrr nBabpajmna na poct, 10JIOBOC CO3PCBANME ¥ OOIICC PA3BUTHC, A TAKKC
noirocpodrast IpGEKTUBHOCTE TCPAITMK UBAOPAMIIOM B JICTCKOM BO3PACTE JUIs yMCHBITICIHS CCp-
JICUHO-COCY JIACTOH 3a00JICBACMOCTH H CMCPTIIOCTH HC ObUIM M3yYEHEI.

Eporeiickoe Mejmiunckoe AreurcTBo OTKIOHWIO 06s53aTebHYIO ToJIa4y Pe3yJIbTartoB MCCIIC)(o-
BAHUH ITAJIOHHOIO NpenapaTa, ColepXaIero uBabpaui, py JICICHHN CTCHOKAP/IMH BO BCeX Cyo-
HOILYJIAIUAX TICAUATPUICCKHIX [TOIYJISIHHA.

Enporieiickoe Mejmimickoe AreHTCTBO OTKIOHHIO 06S3aTCILHYIO NOady Pe3ylbTaToB HCCIC/0-
BalMi OTAIOHHOIO. lpelapara, COJCPKAICI0 UBAOPaWI, IIPH JICICHUH XPONHUCCKOH CCpjCHIoi
IICZIOCTATOYHOCTH Y JIcTeH B Bo3pacte o1 0 Jio 6 MCCsIICR.

5.2 DapMaKOKHHCTHYCCKUE CBOHCTBA

Ipn nonayamam B oprammsm usabpajwn GHICTPO BHICBOGOKACTCS M3 TAONCTKA U XOpOIIo
pactBopsicrest B Bojie (>10 mi/vr). Msabpajmi smisicres S-onanruomepom, e JICMOIICTPUPYIOTHM
OMOJIOIHUCCKOIO 1PCOBPA3OBANHS B HCCIIC/OBANMSX in ViVO. N-j(cCMCTHIIMPOBAIIIIOC HIPOU3BO,1IOC
UBabpa)(MIIa SBISICTCS OCHOBIBIM AKTUBIIBIM MCTAGOJHTOM.

Beacpisanue u 61o)ocymocrs

MBabpa)mn 61ICTPO U LIOYTH LOJMIOCTHIO BCACKHIBACTCS B XKCILYJIOYHO-KMITICUIIOM TPAKTC 110CIIC HPU-
CMa BILyTph € JIOCTHKCIHCM MAKCHMAIILION KormenTpanuy (Cmax) B IUIA3MC KPOBH LPUOIH3HTCIHIO
ucpes 1 gac. A6comornast GHoOCTYIIOCTE TaBIICTOK, IIOKPBITBIX IJICHOYION 000JI0OUKOMH, COCTaBIisi-
cr 0k0J0 40 % u 06ycionsicna 9QPeKTOM «IICPBEUIOrO IPOXOIK/ICHHS 4epe3 1CUCHD.

Ilpuem nume ysesmausaer Bpems abeopOin uBabpanuna npubimusuTesbuo na 1 yac u nospimnact
kolrelrrpanyio B miasmce kposu ¢ 20 j10 30 %. Pexomenyryercs npunumars TabICTKy BO BpCMs 1IpH-
CM@ I C ICIILIO IOHKDKCITHS BapHaOCIbIOCTH KONICHTparuy (eM. pasyes 4.2).

Pacnpejiencnuce ‘
VBabpaun csi3piBacTest ¢ GeIKaMu 11a3Mbl kposy npubiusurensio na 70 %, o6nem pacipeeic-
HH3L y AIHMCIITOB B PAaBIOBECHOM COCTOSHME coCTanisict okoio 100 i Cma MBaGpajMHa B IUIA3ME
KpOBH LIOCJIC JUIMTCIILIOTO IIPUMCIHCHHUS BILYTPh JI03BI 5 MI' JiBa pasa B CyTKH COCTaBisict 22 /v
(koo punucnr sapuarmu (KB) = 9 %). Cpejuisist pasnoBecHast KOHICHTPAIHS B INIA3MC KPOBH CO-
craisicr 10 nr/vur (KB = 38 %).

Mcrabomsm

Miabpajun B 3na9mre)snoi crencnu [ojmepracrest McTabolM3My B 1ICUCHH W KHINCYIMKC 11YTCM
OKHCJICITHSL C TIOMOIIBIO TONBKO Iuroxpoma P450 3A4 (usodepmenrra CYP3A4). OcoBinv axtus-
HBIM MCTabOJIATOM SIBIISICTCS N-jiecmermmposannoe npoussosmioc (S 18982) ¢ xommemrparucii
0k0J10 40 % 110 OTHOIICHMIO K KOHICHTPAIMH HCXOIOro Bemmectsa. Meraboimam JIQHIIOI0 aKTHB-
[Oro MeTaboIHTa TaKKe IPOUCXOUT IIPH YIaCTHH uzopepmenta CYP3A4. Vsabpaymn umeer nu3-
Kyio cremenn cpoacrsa K u3opepmenty CYP3A4, He 1eMOHCTPHPYCT KIMHMYCCKH 3HAYAMON Hil-
AYKIMA v marubuposanus usodepmenrta CYP3A4, II09TOMY H3MEHEHUC METaboJM3Ma WIIM KOII-
nenrpamuu cyoerparos uzodepmenta CYP3A4 B masme KPOBM II0J[ NCHCTBUCM UBAOpa/ M SBIIsi-
Crest ManoseposTHpIM. Hao60pot, cuitbibie HruGuTops 1 YK TOPHI nuroxpoma P450 moryr 3ma-
HHTCIILIIO BIMATE A KOHICHTPAIMIO HBabpa/Miia B 11a3Me KpoBsu (cM. pasyici 4.5).

Brisejenue : ,

lepuojt nonysoiseenus (1) uBabpa)mua cocranisicr, B cpejmeM, 2 vaca (70 — 75 % 110 oTHOIIC-
HHIO K ILIOIMa/IH 1101 Kpusok «kommenTpanus/spems» (AUC) B wiasme kposu), ddhdekrusinii Ty,
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11 gacon. O6mwmit Kimpence cocranisicr 0koi1o 400 MiI/MUIL, HOUCYHBIM KIIAPEIC s« 0Roney 70 MII/MHUII.
Brisejienue MeraboidToB IPOUCXO/IUT B OJ[MIIAKOBOM CTCIICHHU Y KATICUIMK ¥ 1104ukaMu. OKoJIo
4 % npuHSATOH BHYTPh JO3BI BRIBOJIMTCS B HCH3MCHCIIHOM BHJIC IIOYKAMH.
JIMHCHHOCTR/HEIIMHEHITIOCTD

dapmakokuHCTHKA UBaOpa/IMHa SIBJISICTCS JIMHCHION B inanasoue j103 0,5 - 24 mr.

OcobrIc TPYIIIEI ITANECHTOB

Hayuenmer nosicunozo so3pacma

®apmakokunerrdcckue mokazarein (AUC u Cmax) CYUIECTBEHHO HE OTIMYAIOTCS y IALHMCHTOB 65
JIET ¥ cTapuice, 75 JIET ¥ cTapiie ¥ 00IIeH MOy sy TaiueHToB (cM. paszaen 4.2).

Hapywenue ¢ynxyuu novex

Msmenenue xumeruku uBabpajidia y IANMCITOB C IOYEYHOM HENOCTATOYHOCTBIO (KJIMpCHC
kpcarununa (KK) 15 - 60 mu/mun) Munmmansno, Tak kak jmms okoso 20 % uBabpajuna ¥ cro
akTuBHOro Merabonura S 18982 srisoaurest noukamu (cm. pasuen 4.2).

Hapywenue gynxyuu nevenu

Y NAIKMCHTOR C JICTKOM CTCICHBIO NCYCHOUION HejiocTarounocty (1o 7 Gawon mo mxare Yaini-
IIs10) AUC uBabpajmna u cro merabosmra ma 20 % Goiblie, yem y HAIMCHTOB C HOPMAJILIIOH
dynknmert nevcru. Jlannbic o npuMencnun uBabpajna y MAIMCIIToB C YMCPCHIOH 1ICUCIIOYHOH
neyocraToqHocThio (7 - 9 Gamios 1o mkaie Yaiip-IIp0) orpanuycsl 1 e HO3BOJSIOT CJiCiars
BBIBOJL 06 OCOGCHIIOCTSX (hapMAKOKHIICTHKY uBabpajuna y Jamuod IpyuIsl MAUEHTon, a y
UAIHCITOR € TKCIOH MCYCHOYHOH HexocTarounoctsio (6osee 9 6amios o mxaie Yaiy-1Tsio)
OTCYTCTBYIOT (CM. pa3jicnnl 4.2 u 4.3).

Jcru

Qapmakokunernycckuit  npoduwis  usabpajuna  y  jeredl ¢ XPOHUYCCKOH  CCpJICHHOM
HICLOCTATOMHOCTRIO B BO3pACTe 6 Mec — 18 JieT TaKo#H JKC KaK y B3pOCIIBIX, KOTJIA CXCMa THTPOBANHUS
OCHOBRLIBACTCS [1a BO3PACTE M BECC.

9058 -2020

Bsanmocsssn Moty dapMakokuneTHucckuMy 1 hapMaKoIMHAMHUCCKHME CBOKCTBAME

Ana)iu3 B3aUMOCBs3H (HAPMAKOMHAMIIECKHX H (PapMaKOKHHCTHYCCKIX mapamerpon (PJI/DK) 1ro-
kasa)l ymeupenue YCC umeet upsmyIo HpoHOPIHONAIBLIYIO 3aBHCHMOCT) OT YBCIUUCHHS B 1UIa3-
MC KpOBH KOHICITpalui nBabpajia u akrusioro MeraGonura S 18982 1pu npueme B jozax 15 -
20 mr jma pasa B cyrku. Ilpu Goice BRICOKMX J103ax Ipenapara YPCKCHHC CCPJICUHOI0 PHTMA IIC
HMCCT IIPOIIOPIHONAILION 3aBUCHMOCTH OT KOHICITPAIAY HBabpajMia B 11a3MC KPOBH M XapaKic-
PU3YCTCs TCHJICHNMCH K JocTikenuio dpdekra «inraroy. Bricokue Kommenrpanun nsabpajmia i
I@a3MC KPOBH, KOTOPLIC MOXKIIO JIOCTHYD 1IPH OJ(IIOBPCMCIIIIOM IIPUMCIICHHY HBAOPa)(MIA ¢ CHIILIIbI-
Mu HirubuTopamu uzodepmerrra CYP3A4, moryr upuBojwmth K BpIpaxccinomy ypexenuio YCC, oji-
HAKO 9TOT PUCK CHMKACTCS 1IPY OJIHOBPCMCIIIOM LIPUMCHCHHH C yMCPCHIBIMA HITUOHTOPAME H30-
depmerrra CYP3A4 (em. pasucint 4.3, 4.4 u 4.5). Baaumocssizh mapamerpos OJI/PK usabpajwna y
lIC/MAaTPUICCKUX ITAIMCHTOB B BO3PAcIC 0T 6 MCCSICH JI0 18 JIeT ¢ XpOHHYECKOH cep)ICUIOi 11e/(0-
CTaTOIOCTRIO 1I0X0JKA 1A B3AUMOCBS3h LiapamcTpon M JI/PK, onucanmnix y B3pocIibIx.

5.3 JlanmsIic JoKImMBIAYCecKoit Ge3onacnocrun

Coritacno JIOKIIMHHUYCCKUM JIaIlllILIM, OCHOBAIIILIM 1a TPaJIUMIAOIIILIX HCCJIC)IOBAIIUIX (bapmaxouo-
I'HYCCKOU 60301‘1acnocm, TOKCHYHOCTH ITOBTOPHLIX J[03, ITOTCHIMANIA I'CHOTOKCHYHOCTH U KaHIcepo-
I'CHIIOCTH, CllCIlH(l)I/I'-ICCI(PIﬁ PHUCK JUIS YCIIOBCKA OTCYTCTBYCT. I/Iccncuonanm{ TOKCHYIOCTH B OTHO-
IICITUH pCIIpO}_[}’K'l‘IfIBIIOﬁ CHCTCMBI IIC BBLISABHIIM BJIMSHUS maa6pa).mua Ia (I)Cp'[‘HJIbIlOC'l'L CaMIlOB U
CaMOK KpbIC. Kor‘ua BO BPCMs BBLIHAIITUBANUS B 1HICPUO)1 OPranorcHce3a XUBOTILIC LH10JIy4qaliy mpcrapar
B J103ax, OJIM3KHX K TCPAIICBTAUYCCKUM, D10 IIPUBO)HJIO K boirce 4acTOMY pasBUTHIO }lC(l)CK'l'OB cepJla
Yy 1ioJia KpeIC U I'IC6OJII>IIIOMy KOJIMYCCTBY CJIyYacB pa3BUTHS 1UJIONOB C OK'l‘pOllaK'l'l/lJ[I/ICf’i Y KpOJin-
KOB.

[04.042025 ] ' | [Crpl6ms18
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~Jife R e s
Koryia cobaxu mosryuaim usabpazwmn (8 103ax 2,7 wid 24 Mr/Kr/j1ens) B TEUEHUE OJHOIO [0J(d, Y HUX
nabosmMch 00paTUMbIC U3MCHCHHS (YHKIMH CCTYATKH, KOTOPBIE, OJIHAKO, IC COIPOBOMIAIMCE
HapyICHUAMH 3PUTCIBHBIX CTPYKTYp. DTH JIAHILIC COBIIANAIOT ¢ (hapMaKoJIOrnucckum addhexrom
uBabpajuia, YT0 CBS3AHO C Cro B3AMMOJCHCTBUEM ¢ TMIEPIIONAPHIMPOBAHHEIMK Tokamu [h B cer-
HaTKe, KOTOPHIC 0 CBOMM XapaKTCPUCTUKAM BO MHOIOM CXOJHBI C TOKOM BOJMTEJISt CEpJICUIIOrO
purma If.

/lpyruc J10JrocpodIbIc HCCHIe/I0BaNys IOBTOPIIOrO IIPUMCHCHUS U HCCIICIOBANIMS KauICporcHoCTu
IIC BLIABMIIA HAKAKUX KIIMHHYCCKH PCIICBANTIILIX H3MCHCHHIHA,

Onenka’ pucka Juisi OKpy KalomieH cpejibl

Onenka pucka uBabpajiina Juis OKpYIKaIomeH cpeibl IIPOBOJIMJIACH B COOTBETCTBHHU ¢ EBporneicku-
MH PYKOBOJISIIAMHE YKa3aHSIMH.

Pesyimrarst atux orerox rosopst o6 orcyrcrsau pucka uBabpajiuna JUist OKpYIKaIoNieH cpejil U 0
TOM, 4T0 HBaOPajIMII IIC 1pCICTaBsicT co6ol yrposnl juis OKPYKaIOIICH Cpejibl.

6. @®APMANEBTHYECKHE CBOUCTBA
6.1 IlepeucHn BCIOMOraTCIBHBIX BEICCTR

Benomorarenpibic unrpe et Jraxrosa MOHOIHJpAT, ICJUNOJI03a MUKPOKPUCTAIINICCKASL, 110BH-
/10H, KPOCKApMeIuI03a HATPHsl, KPCMHHMS JIHOKCH[ KOJUIOMHBIA Ge3BOUIBI, MArHus creapar,
Orajipait oparkessiit (Opadry Orange) 03H32599 (rorosast X npuMeHCHHIO CMCCh, COCTOSINAs U3
PHIIPOMCILIOZEI, THTana juokchyua (E171), raibka, IpONMMICHIIMKONS, JKele3a OKCHIA JKCITOrO
(E172), sxenesa oxcua kpactoro (E172)).

6.2 Hecosmeerumocts
He npumenumo.

6.3 Cpox rojmocrn
5 Jer.
6.4 Ocobbic meprr NPCIOCTOPOXKNOCTH IPH XPAHCHIN

XpauuTs Ipy remieparype ne soime 25 °C.
XpaHUTh B HEAOCTYIIHOM /ISt JICTeH MeCTe.

6.5 Xapaxrep u conepxanuc HCPBHYHOH YIIAKOBKH

Io 14 ra6inerok B Gimcrepe (IIBX/TID/MIB/IX 1uicHKa 1 aoMuNyeBas (ospra). 2 wim 4 Giucrepa ¢
JIACTKOM-BKJIA/IBIINCM B KAPTOHHOU KOpOOKe.

6.6 Ocobnie MepbI NPCAOCTOPOXRHOCTH IPH YHAYTOKCIHHA UCIO0IB30BANIOT0 JICKAPCTBCHIO-

1'0 IPCIIAPATA WM 0TX0/10B, TOJY4CHIBIX HOCJIC IPAMEIICHHSI JICKapPCTBCHIOr0 pernapa-
Ta WM padorTel ¢ UM,

Her ocobnix Tpe6oBanmi k YTHIIM3aIlMH, ‘

Beew ocrasmmiicst nexapersermnii lIpCIapar u OTXOJIBI CIC/LYCT YHHYTOXUTS B YCTAHOBIICHIIOM T10-
psLIKe.

6.7. YcioBust orrycka u3 anrex
ITo penerrry Bpaua.
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7. JAEPXKATEJIbL PETUCTPAIITMOHHOI'O YJIOCTOBEPEHUSI
«KPKA, ji.it., Hoso mecron, IlImapsenka niecra 6, 8501, Hoso mecto, Crosenws
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