1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O IIPEITAPATA

Poxcepa® ILmoc TaGieTKH, TOKPHITHIE INIEHOYHOH 000J109KOH, 10 mr/10 Mr
Pokcepa® Ilmoc TabIeTKH, MOKPHITHIE IUICHOUHOM 060m0uK0H, 20 Mr/10 Mr
Poxcepa® ILtioc TaGeTKH, IOKPHITHIE IUICHOYHOR 0607104K0H, 40 Mr/10 Mr

Rosuvastatin/ezetimibe

2. KAYECTBEHHBIN ¥ KOJIMYECTBEHHBIN COCTAB

Poxcepa® ITimoc TabIeTKH, MOKPITHIE UNIEHOYHOM 0005104K0i, 10 Mr/10 Mr
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1 TabneTka, TOKpHITas IUIGHOYHOH 060noukol, comepxut 10 Mr posyBacraTuHa (B BHIC

po3yBacTaTuHa Kaibius) u 10 Mr a3etumuda (B popme rpaHyJiara).
Pokcepa® [Tmoc TabaeTKy, MOKPHITHIE IIEHOUHOM 060104k0#, 20 Mr/10 Mr

1 TabneTka, MOKpHITas ILUIEHOYHOM 06ONOYKOiM, comepxur 20 Mr po3yBacTaTiHa (B BHIE

posyBacTaTuHa Kaybius) u 10 Mr 33eTumuba (B popme rpanyiaTa).
Pokcepa® Ilnroc TabaeTKH, TOKPHITHIE ILIEHOYHOM 060104K0#, 40 Mr/10 Mr

1 TabneTka, MOKpHITas IUIEHOYHOHM 060JI0uYKOH, comepxut 40 Mr posyBacTaTWHa (B BHIC

posyBacTaTuHa Kanbius) i 10 Mr 93etmuba (B GopMe rpanyiaTa).

Bcnomozamenvhuvie eewyecmea ¢ U36eCMHbIM oeticmeuem.

Jlosuposka | 10 mr/10 mr

20 Mr/10 Mr

40 mr/10 mr

JlakTo3a 62,85 Mr

62,85 mr

62,84 mr

HpenapaT COACPXKUT CJIICAbI HATPUA.

BcnoMorarenbHbIe BELIECTBA NEPECYUCIICHBI B pa3aciic 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE IIEHOYHOH 060I0UKOMH.

Poxcepa® ITinroc TabeTKH, MOKPLITHIE INIEHOYHOM 00010uk0it, 10 Mr/10 Mr

Kpyrible, cierka IBOSKOBBIMYKIIBIE, TOKPHITHIE NIEHOYHON 000104YK0# OT GJIEAHOr0 KOPUYHEBATO-
XKEJITOro J0 OJIEHOr0 KOPHYHEBO-)KEJITOrO IIBeTa, TAOJETKH CO CKOLICHHBIMH KpasMH H
rpaBupoBkoi R2 Ha o1HO¥ cTOpoHE TaOIEeTKH.

Pokcepa® ITimroc TabeTKH, TOKPBITHIE IIEHOYHOM 060104Koit, 20 Mr/10 Mr

Kpyrible, cierka JBOSKOBBIMYKJIbIE, IIOKPHITHIE IIEHOYHOH 000JI0YKOH 611€JHOr0 pO30BOrO IBETA,
TabJIETKH CO CKOIIEHHBIMH KpasiMU M TPaBUPOBKOi R4 Ha o/1HOM cTOpOHE TabNETKH.

Poxkcepa® Iiroc TabIeTKH, MOKPHITIE UIEHOYHOH 060104K0#, 40 Mr/10 Mr

Kpyriele, cierka ABOSIKOBBIIYKIIBIE TaOJIETKH, IOKPBITHIE TICHOYHOH 000JIOYKOH, OT OieaHoro
cepoBaTo-(hHOJETOBOrO 0 OJIeqHOro cepo-(GHoJIETOBOrO I[BETa, CO CKOIUECHHBIMH KpasMH H
TpaBUPOBKON RS Ha 071HOM cTOpOHE TabNeTKH.

4. K/IMHUYECKHUE JAHHBIE

4.1 Iloxa3zaHus K NPHUMEHEHHIO

| 27.06.2023 |

[Crp1ms25 |




-

2R A T

[lepBuunHas FI/IHCDXOJIGCTCDI/IHEMI/ISI/ TOMO3HUIOTHAs CeMEWHas T I/IHCDXOJICCTCDI/IHCMH

Pokcepa [lmroc Ha3HayaeTcsl B KaUECTBE 3aMECTUTENbHOM Tepanuy B JOMOJHEHHE K IUETE U JIPYTHM
HeMeMKAMEHTO3HBIM METO/aM JIedeHus (Hampumep, (u3udeckas Harpyska, CHUJKEHHE Beca)
B3pOCIEIM MAIMEHTaM C IEPBHYHOM TIHIEpXOoecTepHHEMHUEH (reTepo3UroTHOH CEeMEWHON W
HeCeMEWHOH) MM TOMO3MIOTHOM CeMEHHOM THIIEpXOJIECTEPHMHEMHEH, COCTOSHHE KOTOPBIX
aJIEKBaTHO KOHTPOJIMPYETCS MPUHAMAEMBIMHU 110 OTIEIbHOCTH KOMITOHCHTAMU IpenapaTa B TEX XKC
I03ax, 4To U B (pUKCHPOBaHHOH KOMOHHAIMH.

[TpodunakTrKa cepaeYHO-COCYUCTBIX COOBITHH

Poxcepa ITmoc HasHauaeTcs s CHHYKCHHS PUCKA CEPACYHO-COCYMCTHIX COOBITHHA y MAlEHTOB C
umemuyeckor 6onesnso cepaua (MBC) u octpeiv kopoHapHeM cuHapoMoM (OKC) B aHamHese B
KaueCTBE 3aMECTHUTEJIbHONH Tepaluyd B3pOCJIBIM IALMEHTaM, COCTOSHHE KOTOPBIX aJCKBAaTHO
KOHTPOJIUPYETCS IPHHUMAEMBIMH I10 OTJIEJIFHOCTH KOMIIOHEHTaMH IIperapara B TeX )K€ /103ax, 4T0 U
B (pukcupoBaHHON KOMOHHAIHH.

4.2 PexunM 103MpPOBAHHUSA U CIIOCO0 NPHUMEHEHUS

Pexxum 1o3upoBagus

[lepen HayaqoM M BO BpEMs JieYEHHS MAUUEHT IODKEH IIPUIEPXKUBATBCA COOTBETCTBYIOLICH
TUNOTANUIEMUYECKON TUETHI.

PexoMenryemas cytounas q03a — 1 taGierka Pokcepa [Lmoc B neHb, IpHHUMaeMas B J11000€ Bpems
CYTOK HE3aBUCHMO OT IpHEMa ITHIIH.

[Tepen Havanom mpuema npenapara Pokcepa [inroc narueHTs! JODKHBI MOJIyYaTh CTAOUIIBHBIC 103bI
MOHOKOMITOHEHTOB, MPHHUMAEMBIX OJHOBPEMEHHO. PeXXuM [03MpoBaHMs IIpenapara IOJDKCH
OCHOBBIBATLCS Ha J03aX OTHEIHHBIX KOMIIOHEHTOB HA MOMEHT NEPEKITIOUCHHUs Ha (QUKCHPOBAHHYIO
KOMOMHAIHIO.

Pokcepa Ilmoc He moaxoauT s HadaiabHOU Tepanuu. Havasno jeyeHns uiam KOPPEKTHPOBKY J03bI
IpH HEOOXOOMMOCTH CIIEAYyeT IPOBOAMTH TOJBKO C MOHOKOMIIOHEHTaMH, M IIOCIE YCTaHOBKU
COOTBETCTBYIOIIUX 103 BO3MOXKEH IEpeXxol Ha (PUKCHPOBAaHHYIO KOMOMHALHUIO C COOTBETCTBYIOIIECH
JIO3UPOBKOIA.

CoBMECTHOE IPUMEHEHHE C CEKBECTPAHTAMH XKEIYHBIX KUCIIOT
[Tpenapat Poxcepa IT1roc DODKEH MPUHUMATHCS KaKk MUHUMYM 3a 2 4aca IO WJIM HE MCHEE 4YeM
yepes 4 yaca IoCIie MpreMa CeKBECTPaHTa JKEeMUHBIX KUCIOT (cM. pasnen 4.5).

OnpeneneHHbIe TPYIIIBI MAUEHTOB

Iooscunvie nroou

V nmanuenTtoB crapme 70 JeT peKOMEHAyeTCs HayalbHas J03a po3yBacTaTuHa S Mr (cM. paszaen 4.4).
Jlpyrue KOppeKTHPOBKH J036I IT0 IPUYHHE BO3pacTa He TpeOyIOTCs.

Ilayuenmol ¢ HapyuieHuem QYHKYUU nodex

Y nanueHToB ¢ HeOOJBIINM HapyLIeHHeM (DYHKIHH ITOYeK KOPPEKIUs 03kl He TpeOyeTcs.

Y NanyeHToB ¢ YMEPEHHBIM HapyIICHHEM MOYeuHOM GyHKIMHU (KIupeHe KpeaTuHuHa < 60 MJI/MUH)
peKOMEeHIyeTCsl HayalbHas J03a posyBacrathHa 5 Mr. JlosupoBka mnpemapata 40 mr/10 mr
IPOTHBOIIOKA3aHa [TAllUEHTaM C YMEPEHHBIM HapyleHneM (yHkuuu noyek. [IpuMenenne npenapara
Poxkcepa ILmroc B mOGBIX 103aX MPOTHBOIOKA3aHO Y MAHEHTOB C TSHKEJIBIM HapylIeHHeM (QyHKIUH
noyvex (cM. pasznenst 4.3 u 5.2).

Ilayuenmol ¢ Hapywienuem yHKyuu neveHu

V HalnpeHToB ¢ HeGONBLINM HapylueHueM (GyHKuuu nedeHu (5—6 GamwoB mo mkane Yaina-I1i0)
KoppeKkius 1036l He TpeOyercs. Jleuenne mpenaparom Pokcepa Ilmoc He pekoMeHAyeTcs Y
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MAIMEHTOB ¢ yMepPEeHHbM (7—9 0ajuIoB 1o mKane Yaitan-I1sr0) uim TsoKesM (>9 6aiioB Mo mKane

Yaitna-T1pi0) HapynreHneM GyHKIHH [e4eHH (CM. pa3nensl 4.4 1 5.2.).

[IpenapaT MPOTUBONOKA3aH ITAIIHEHTaM C OCTPBIMU 3a00/IEBAHUAMH NEUCHN (cm. pazzmen 4.3).
Dmuu4eckas NPUHAONENCHOCHb

V [anuMeHTOB a3MaTCKOro IIPOMCXOXKACHMS OTMEYalId IIOBBIIIEHHOEC CHCTCMHOC BO3JICHCTBUE
posyBactatuHa (cM. pasmenst 4.3, 44 wu 5.2). V NanMeHTOB a3MaTcKoOro MPOMCXONKACHHA
peKoMeHTyeMas HadalbHas 71038 PO3yBaCTaTHHA COCTABIISCT 5 M. IIpenapar B mo3uposke 40 mr/10
MT /ISl TAKHX TTallHEHTOB IPOTHBOIIOKA3aH.

Tenemuueckuti nonumopgusm

VI3BeCTHO, YTO HEKOTOpBIE THIEI T€HHOTO MOMMMOp}H3MA IOBBIINAIOT CHCTEMHOE BO3JCHCTBHE
posyBactatuHa (CM. paszfen 5.2). Y NalMeHTOB C YCTAHOBJICHHBIM HAJIAYMEM HEKOTOPBIX THIIOB
nonuMopdu3Ma peKOMEHIyeTCs TpHMeHeHne 6oniee HU3KOH J103bI IIpenapara.

IIpumenenue y nayuenmos ¢ pakmopamu. npeopacnoI0NCeHHOCMU K MUONamuu

Pexomenyemas HauajbHas 103a pO3yBacTaTHHA y MAIUECHTOB C MPEeApacolaraloiumMu ¢axTopamu
K Pa3sBUTHIO MHOIIATHH COCTaBIseT 5 Mr (cM. paszen 4.4). Ilpenapar B no3uposke 40 mr/10 mMr s
TaKUX NALMEHTOB IPOTHBOMOKa3aH (cM. paszen 4.3).

CosmecmHoe npumeHeHue ¢ Opy2uMu npenapamamu

PosyBacTaTHH fBJIS€TCS CyGCTPATOM pasiIMYHBIX OEIKOB-TPAHCIIOPTEPOB (HAmpHUMep, OATPIBI1 u
BCRP). Ilpy OIHOBpEMEHHOM IIpHEME PO3YBACTaTHHA U HEKOTOPBIX JICKAPCTBEHHBIX MpPEIapaToB
(HampuMep, NMKIOCIOPHHA M HEKOTOPHIX WHIMOMTOPOB NpOTEa3, B TOM YHCIC KOMOMHAIMMH
PUTOHABHPA C aTA3aHABUPOM, JOTMHABUPOM W/MIIU THIIPAHABUPOM; CM. pa3ziensl 4.4 1 4.5), KOTOpbIE
MOTYT IOBBIIIATH KOHIEHTPAIMA PO3yBacTaTHHA B IUIa3Me B PE3yJIbTaTe B3aUMOJCHCTBUSA C STUMH
GelIKaMU-TPaHCIIOPTEPAMH, IPOMCXOIUT MOBBIIEHHE PHCKA MUOTIATHH, B TOM 4uCIIe pabIOMHUONK3A.
ClIefyeT paccMOTpeTh BO3MOXKHOCTh ATBTEPHATHBHON Tepamuy M, eciu TpebyeTcs, BPEeMEHHOM
OTMEHBI TEpaluh pO3yBacTHTOM. ECIM HEBO3MOXHO M30€XaTh OAHOBPEMEHHOrO MpPHEMA JTHX
JIEKapCTBEHHBIX CPEJCTB M PO3yBAacTaTHHA, CIEAYeT TINATENbHO ONEHHThH MOJB3Yy W PHCK TaKOH
KOMOMHHPOBAHHON Tepanmuy, M KOPPEKIHs [03bl PO3yBacTaTMHA JOJDKHA OBITh NPHHATA BO
BHHMaHue (CM. pazzen 4.5).

IHayuenmur 0emcko20 6o3pacma

BesomnacHocTs # 3hdexTHBHOCTh npenapara Pokcepa [lmoc y manueHToB Miaauwe 18 jeT eme He
ycraHoBneHa. Poxcepa ITmoc He peKOMeH/I0BaHa il HCIIOIB30BAHMS Y TIAIMEHTOB MiajLe 18 jer.

Criocob npuMeHeHus
Jnst mpuema BHYTpb.

4.3 IlporuBomnoka3zaHus

Ilpenapam Pokcepa Ilnioc npomueonokazan nayueHmam:

. C TMIEPYyBCTBUTEIBHOCTHIO K AKTHBHBIM BEILIECTBAM MJIM BCIIOMOraTEJbHBIM BEIIECTBAM

npernapara, IepeYrciIeHHbIM B paszene 6.1;

J 1py 3a60JIEBaHUAX TIEYEHH B aKTUBHOM (ase, BKIIFOYas HEOOBACHAMOE U CTOMKOE yBEIMUCHUE
YPOBHS TPaHCAMHHA3 B CHIBOPOTKE KPOBH, & TAK)KE YBEIHUEHUE YPOBHs JIFOOOM TpaHCAaMUHA3EI B
CBIBOPOTKE KPOBH, 3HAYEHHE KOTOPOro Gosiee YyeM B 3 pasa NPEBBIIAET BEPXHUH MPEE HOPMBI
(BITH);

° C MHOTIATHEMN;

J C TSDKEJIBIMU HapyIIeHHsAMH byHKIMH oYeK (KIupeHe kpeaTnHuHa < 30 MII/MUH);

. IPH COIYTCTBYIOIIEM IPHMEHEHHH ¢ codocOyBHPOM/BENIATACBHPOM/BOKCHIATIPEBHPOM (CM.
pazzen 4.5);

J OZIHOBPEMEHHO MPUHUMAIOIIUM IIUKJIOCIIOPHH;
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L4 npu 6€pCM€HHOCTI/I H TIpyAHOM BCKapMJIMBaHUH; nperlapaT- TaK)Xe .. IPOTUBOIIOKA3aH
KCHIIMHaM, CIIOCOOHBIM K JETOPOXKACHUIO, KOTOPBIC HE UCIIOJIB3YIOT HAIJICXKAIHC METObI

KOHTpalCIIIHuH.

IIpenapam Pokcepa Ilnioc mabnemku, NOKpeimble nnenounoti  obonouxot, 40 me/10 me
npomueonaxkasan nayuenmam c npeopacnono2aouUMu paxmopamu paszeumus
Mmuonamuu/paboomuonusa. Takue Gaxmopvl 6Ka04aIom.:

o  yMepeHHOE HapyleHHe hYHKIHMH [04eK (KIMpeHc KpeaTnHuHa < 60 MJI/MUH);
TUIIOTHPEO3;
HAacJIeCTBEHHBIE 3a00JIeBAHUS MBILII] B IMYHOM HJIH CEMEWHOM aHaMHE3€;
TOKCHYECKOe JeiCTBHE Ha MBIIIIE! B aHAMHe3e IpH Tpueme apyroro uaruburopa 'MI'KoA
wu ¢pubpara;
3710ynOoTpeOIeHIEe aJIKOTOJIEM;
CHTYallMH, IIPH KOTOPHIX BO3MOJKHO TIOBBIIIEHHE YPOBHEW pO3yBacTaTHHA B IIJIa3ME;
TAIMEHTHI a3UaTCKOTO IPOUCXOKICHHUS;
COBMECTHOE npuMeHeHue ¢ Gpubparamu (cM. paszensl 4.4, 4.5 u 5.2)

4.4 Oco0Oble ykazaHHs ¥ Mepbl IIPEAOCTOPOKHOCTH MPH MPUMEHEHHH

BriusHue Ha IOYKH

IIpoTeHHypHs, BHIBIEHHAS C [OMOIIGIO TECT-OJOCKM H HMEIOmas, TIJaBHBIM 00pasoM,
KaHAIBIEBOE NIPOMCXOXKICHHE, HAGIIOAIAcCh y [AlleHTOB, II0NyYaBLIkX J€YeHHEe 60/Iee BBICOKUMH
7I03aMH pO3yBacTaTHHa, B 4acTHOCTH, 40 Mr, mpH 3ToM B OOJIBIIMHCTBE CJIy4aeB OHA HOCHIA
BPEMEHHBIA WM IIPEPBIBUCTBI XapakTep. BBUIO yCTaHOBJIEHO, YTO INPOTECHHYPHS HE SBIACTCA
TIPOTHOCTHYECKMM (HaKTOPOM OCTPOTO WJIM MPOrPeccHpyiomero 3aboneBaHus Mo4eK (CM. pasjel
4.8). YactoTra COOOLIEHHN O CEPbE3HBIX HAPYLICHUAX (YHKIMH IOYEK B IMOCTPErHCTPAMOHHOM
IIPEMEHEHHH BBILIE TIPU IIPHEME 03I po3yBacTatiHa 40 Mr. Bo BpeMs IIaHOBOrO HaOMIOACHHS 3a
HAlMEHTaMH, IIOJy4aBIIAMH po3yBacTaTHH B Jo3e 40 Mr, ciexyeT pacCMOTpEeTh BO3MOXHOCTh
OLICHKH (YHKIIUH ITOYEK.

BiusHue Ha CKENETHYIO MYCKYJIaTypy

Co06manoch 0 BIMSHUH Ha CKEJETHYIO MYCKyJaTypy (HalpuMep, MUAJITHs, MHOIATHS H, B PEIKAX
clydasX, pabIoOMHONIN3) Yy MANMEHTOB, IMOJYYaBIINX JIEYEHHE BCEMH [03aMH pO3yBacTaTHHA,
0COOEHHO IPH UCTIOJIB30BaHUH 103 > 20 MT.

B [OCTpErnCTpallMOHHOM MEPUOAE NpH MPUMEHEHHH 33€THMHOAa OTMEYald Cily4au pasBHTHA
MHONATHH ¥ pPabJOMHOIN3a. BOIBIIMCTBO MAIMEHTOB, y KOTOPBIX Pa3sBHBAICA pabIOMHOINH3,
IIPMHAMAJIH CTATHHBI COBMECTHO ¢ 33eTUMUOOM. OIHAKO 0YEHb PEAKO COO0IIANOch 0 pabIoMHOIH3e
IIPH MOHOTEPAIUH I3ETUMUOOM U OYEHBb PEIKO IpH J00aBIECHUH 33¢TUMHUOA K PYTUM Ipernaparam,
KOTOpBIE, KaK HM3BECTHO, CBS3aHbl C IOBBINICHHBIM pHCKOM pabaomuonusa. Ecian Muonarus
I0JI03PEBAETCS HA OCHOBAaHMHM MBIIIEYHBIX CHMITOMOB WJIM TOATBEPXKAACTCA  YPOBHEM
xpeatnHpochokunassl (KOK)> 10-kpatroro BI'H, s3eTumub, npuem IHOOBIX CTATHHOB U JIFOOBIX
JIPYTHX TpernaparoB, KOTOpblE IIAI[MEHT IPUHAMAET OJHOBPEMEHHO, ClIEyeT HEMEICHHO
IIpeKpaTuTh. Bce MalMeHTHI, HAYMHAKONIME Tepanuio mperapatoM Pokcepa Ilmoc, MOKHBEL ObITH
IPOMH)OPMHPOBAHEI O PHCKE MHONATHH M JOJDKHBI He3aMeTHTENBHO coo0mark o Jroboi
HEOOBACHUMOM MBIIIEYHOU 601, 60JIE3HEHHOCTH WK cllabocTh (cM. paszen 4.8).

B HECKONBKHX Clly4asX cooOINaloch, YTO CTaTHHBl MHAYUMPYIOT BHOBb BO3HHKIIYIO HIIH
yCyry6iIsIoT paHee CyIIeCTBOBABIIYI0 MHACTEHHIO T'DABHC MM TJIA3HYKO MHACTEHHIO (CM. pasjieln
4.8). Pokcepa Ilmoc cneayer OTMEHHTh B clydae yxydureus cummromos. Coobumanoch o
penuanBax npu (IOBTOPHOM) IIPUEME TOTO XK€ MJIM IPYroro CTaTHHA.

H3MepeHue ypOBHS KPeaTHHKHUHA3EI
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Vposens kpearunkurasbl (KK) He crefyer u3MepsiTh IOCNIE HHTEHCHUBHOM (U3MYECKOH HArpys3ku
WM [P HAJWYAH aJbTEPHATHBHOM IPUYMHBI yBETHYEHUS YPOBHS KPEaTHHKMHA3BI, IIOCKOJIBKY 3TO
MOXKET HCKa3UTh HHTEPIPETALMIO pe3ylbTaToB. B ciyyae ecid ypOBHM KpPEaTHHKHHA3BI
3HAYMTENBHO YBEIMUYEHBI B HCXOIHBIA MOMEHT BpeMeHH (> S-kparnoro BIIH), B Teuenue 5-7 nHen
cledyeT TpOBECTH IOATBEpXKAaoluMi aHanmu3. Ecmu  pesynprarthl TIOBTOPHOTO — aHanu3a
CBHZETENECTBYIOT O TOM, YTO HCXOMHBIN YPOBEHb KPeaTHHKHHA3bI cocTaBnseT > S-kparoro BITH,
Jle4eHHe HauYMHATh HE CIEAYyET.

[lepen neyeHreM po3yBacTaTHHOM

[Ipenapar Pokcepa ITmroc, kak u apyrue uaruoutopsl ' MI'-KoA-pemykrasbl, cieyeT Ha3Ha4aTh C
OCTOPOKHOCTBIO IALMEHTaM, Y KOTOPBIX HMMEIOTCS ()aKTOpBI, MPEApacIojararollne K pa3sBUTHIO
muonaTuu/pabaomuonusa. K Takum gakropam OTHOCATCS:

- HapylnieHue QyHKIUU IOYEK;

- TUIOTHPEO3;

- HaJIMYUe HACJIEJICTBEHHBIX MBIIICYHBIX HAPYIICHUH B IMUHOM HIIM CEMEMHOM aHaMHE3E;

- HaIMYAe B aHAMHE3e MBIIIEYHBIX TOKCUYECKHX peakluif, 0OyCIOBIEHHBIX IPUMEHEHHEM
npyroro uaruduropa 'MI'-KoA-penyxrass! uinu ¢pubparta;

- 3710yNOTPeOIEHUE ATKOTOJIEM;

- Bo3pact >70 ner;

- CUTYaIlWH, KOTOPHIE MOTYT IIPUBECTH K YBEJIMUYEHUIO YPOBHEH IIpernapara B I1a3Me KPOBH (CM.
pazzmensl 4.2, 4.5 u 5.2);

- COIYTCTBYIOIIEE IpUMeHeHHe (hubparToB.

JIns TakuX MalUeHTOB CJEeAyeT NMPOBECTU OLEHKY pHCKAa C y4EeTOM BO3MOXKHOM IIOJIB3BI JICYCHHS
KpOMe TOT0, PEKOMEHAYETCS OCYLIECTBIATh KJIMHHYECKUH MOHHMTOPHHI. B ciydae ecin ypoBHU
KpEeaTHHKUHA3bl 3HAYMTENLHO YBEIMYEHBI B MCXOMHBI MOMEHT BpemeHH (> S-kpatHoro BITH),
Je4eHNe HaYMHATh HE CIICYyET.

Bo Bpems neuenus

Crenyer mpenaynpeIuTh MAlMEHTOB O HEOOXOANMOCTH HEMEUICHHO COOOLIaTh O HEOOBACHUMBIX
MBIIIEYHBIX GOJIAX, C1aG0CTH WK Cla3Max, 0COOCHHO €CITH JaHHBIC SBJICHHUS UMEIOT MECTO Ha (OHE
IUIOXOT0 CaMOYYBCTBUS WIM JTUXopaaku. CleayeT BBIIOJIHUTD U3MEPEHUE YPOBHS KPEaTHHKUHA3BI Y
TaKMX [AlMEHTOB. Tepanuio cienyeT NpeKpaTUTb B TOM Clly4ae, €CIM YPOBHU KpEaTHHKHHA3bI
3aMETHO yBenu4deHbl (> S-kpatHoro BIIH) mnu ecnu MplmedHble CUMITOMEI SBIISIFOTCS TSHKEJIBIMA U
BBI3BIBAIOT E©KEIHEBHBIN IUCKOMGPOPT (Haxe ecad YpPOBHH KPEaTHHKHHA3bl COCTABISIOT < 5-
xpatHoro BIIH). B ciryyae eciu cuMIITOMBI pa3peliatoTesi, @ ypoB€Hb KpeaTHHKHHA3h! BO3BPAIIIacTCs
K HOpPMaJIbHOMY, CJIElyeT pacCMOTpPETh BapHaHT BO30OHOBJIEHHs Tepamuu mpemnapatoM Pokcepa
ITnroc nnu anprepHatuBHBIM HHrHOUTOpoM ['MI'-KOA-pemyKTasbl ¢ HCII0JIb30BAHUEM HaMMEHbIIEN
JI03bl, OCYILECTBIISIS IPH 3TOM TIIATENbHBIH MOHUTOPUHT. He06X0IUMMOCTb B IIPOBEAEHUH IIJIAHOBOTO
MOHHMTOPHHTA yPOBHEH KPEaTHHKHHA3bI Y O€CCUMIITOMHBIX MALIUEHTOB OTCYTCTBYET.

CooOmanoce 00 O4YeHb PEAKHUX CIydasx Pa3BUTUs UMMYHOOIIOCPEIOBAHHOW HEKPOTH3UPYIOLIEH
muonatud (MOHM) Bo BpeMs WM Iocie JICYCHHS CTaTHHAMHM, BKJIOYas po3yBacTaTHH. [l
xiauHnYeckoi xaptuabl MOHM xapakTepHbl c1ab0CTh NMPOKCHMAJIBHBIX MBI U IIOBBIIIEHHBIA
YPOBEHb KpEaTHHKUHA3BI B CBIBOPOTKE KPOBH, KOTOPBIE COXPAHSIOTCS, HECMOTPSI HA OTMEHY JICUEHHS
CTaTHHAMHU.

B KIMHHYECKHMX HCCIEOBAaHUAX C ydYacTHEM HEOOJBIIOr0 KOJMYECTBA MAMEHTOB, KOTOPHIE
IOJIydalld pO3yBAaCTaTHMH H COIYTCTBYIOUIYIO TEpamuio, He OBbUIM IOJIyYeHbl KaKue-THOO
JI0Ka3aTeJIbCTBA YBEIMYEHHs] YacTOTHl BO3HUKHOBEHUS SBJIEHHH CO CTOPOHBI CKEJIETHOM
MyCKynatypsl. Tem He MeHee, HaOII0aIoCh YBEIUUSHHE YaCTOThl Pa3BUTUS MHO3UTA U MUOIIATHH Y
MAIlMEHTOB, KOTOpble moyydann apyrue wHruoutopel ['MI'-KoA-pemykrassl OZHOBPEMEHHO C
TPOM3BOAHBIME (HHOPOBOM KUCIOTHI (BKIIOYas reM(UOPO3MIT), LUKIOCIIOPUHOM, HHUKOTHHOBOU
KHCJIOTOM, a30JIbHBIMH  MPOTUBOTPUOKOBBEIMH  CPEICTBAMH, MHTHOMTOpPaMM  IpPOTea3bl U
MaKpOJUAHBIMA aHTHOHOTHKamMU. ['eMpuOpo3uI yBeIMYMBAET PUCK PA3BUTUS MHONATHH B Cly4dac
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€ro MPUMEHEHHs OJHOBPEMEHHO C HEKOTOPBIMU PIHFPI6HTOpaMPI I'MI'-KoA-penykra3sl. Takum
06pa3oM, KOMOGHHHPOBaHHOE TpPHMEHEHHE pO3yBacTaTWHa M reMdubOposmna He PEKOMEH/TYETCS.
CremyeT NpOBECTH TIIATENBHYIO OLEHKY IIOJIB3bl NabHEHIIEH KOPPEKTUPOBKU YPOBHS JIMIIH/OB
IOCPEZICTBOM KOMOMHMpOBAaHHOTO TpuMeHeHuss Pokcepa Ilmoc u @ubparoB ¢ y4eToM
NOTEHUMAIBHBIX PHCKOB TpPUMEHEHHs MOJoOHbIX KomOuHaumit. Jlosa posysactarmHa 40 Mr
IPOTHBOINIOKA3aHA IIPU COITYTCTBYIOIIEM IprMeHeHuH dubpata (cM. pasaenst 4.5 u 4.8).

ITpemapar Pokcepa ITnoc He creqyeT Ha3Ha4yaTh NMAlMEHTaM ¢ OCTPBIM M CEPbE3HbIM HAapyIICHHUEM,
KOTOPOE YKa3hIBA€T HA MHOIMATHIO MM MPEAPacloiaraeT K pa3sBUTHIO MOYEYHONW HEJOCTaTOYHOCTH
Ha (¢QoHe pabpomuonu3a (HampUMEp, CENCHC, THIOTEH3Hs, OOMMPHOE XHPYPrHYeCKoe
BMEIIATENILCTBO, TPaBMa, TSDKEJbIe METa0O0IMYECKUE, SHAOKPUHHBIE M DJIEKTPOJIMTHBIC HApyLICHHS;
HEKOHTPOJIUPYEMBbIE ITPUIAIKH).

@y3un0oBas KUCIOTA

IIpenapat Pokcepa ITmoc He TOMKEH IPUMEHATECS COBMECTHO C CHCTEMHBIMU hopMamu (y3HI0BO#M
KHCIIOTEl UM B TEYeHHe 7 JHEH Iocie TpeKpamieHus npueMa (y3uaoBod KucioTel. B cimydae
MAIMEHTOB, IS KOTOPBIX IPUMEHEHHE CHCTEMHOM (y3UI0BOM KUCIIOTHl CYMTAETCS MPUHLIUNIUAAIIBHO
HEOOXOAMMBIM, TEPANUIO CTATHHAMH CIEAYyeT IPEeKPaTUTh Ha BECh MEpHOJ JIedeHHs (y3uI0BOH
kucnoTod. CoolLanoch O CloydasxX pasBHTHS pabaoMuonu3a (BKIIOYAs HECKOJBKO (paTallbHBIX
CIIy4YaeB) y MAIMEHTOB, MOJYYaroIHX (y3UJI0BYIO KHCIOTY M CTaTHHBI B KOMOMHALMHU (CM. paszel
4.5). Crnemyer mpeaynpeadTh IAlMEHTOB O HEOOXOAUMOCTH HEMEUICHHO O0OpaTHThes 32
MEIUIUHCKON MOMOIIBIO B CIIyyae pa3BUTHS Y HUX JIIOOBIX CUMIITOMOB, KOTOPEIE XapaKTEPU3YIOTCS
MBIIIEYHOH ¢1ab0CThIO, 00JIIMU MM O0JIE3HEHHON 4yBCTBHUTEIBHOCTBIO.

Tepamust craTuHaMu MOXET OBITH BO30OHOBJIEHA CITYCTS CeMb JHEH IOC/E BBEIECHHS IOCIEIHEH
71036 (Py3U0BOI KHUCIIOTHI.

B HCKITIOYHTENBHBIX CITydasx, KOraa He0OX0IUMO [UTHTEIFHOEe CUCTEMHOE IpHUMeHeHue (Qy3ua0Bou
KUCJIOTBI, HAapUMEp, IS JIEYEHUS TSDKENbIX MH(EKIUH, pelleHHe O COBMECTHOM IPUMEHEHHH
npernapata Pokcepa Ilmoc u (y3uaoBOM KHCIOTBHI CJIEAYeT IPUHUMATh HCKIIOYMTENIBHO B
WHIUBUIYATEHOM HOPSAKE MO TINATEIFHBIM MEUIMHCKUM HaOIIOACHUEM.

BiusHue Ha nedeHp

Kak u npyrue mpemapatel, comepikamque wHruoutopsl HMG-CoA penykrassl, Pokcepa Ilmoc
CIIEAYET IPUMEHSATH C OCTOPOXKHOCTBIO Y MAl[UEHTOB, KOTOPBIE MOTPEOIAIOT YpE3MEPHOE KOJIHYIECTBO
aJIKOTOJISl W/WJTH UMEIOT B aHaMHe3e 3a00JIeBaHusl IEYEHH.

Pexomenayercs onpenensTh GYHKIUIO MEUYEHH 0 Havyajla JIEYEHHUs U depe3 3 Mecdla I0CIe Havyalia
Tepanuu po3dyBacTaTHHOM. Pokcepa [Iimroc cnemyer OTMEHHTh MM CHU3MUTH €ro 103y, €CIH YPOBEHb
TpaHCaMUHa3 CHIBOPOTKH OyaeT B 3 pas3a Bblllle BepxHel rpaHuipl HOpMbl Otmedaercs Goiee
BBICOKas YacTOTa CEPHE3HBIX SBICHUH CO CTOPOHBI INEYEHH (IPEHUMYINECTBEHHO IIOBBIIICHUS
TpaHCaMHHa3) IPH IIOCTPETHCTPAllMOHHOM NPUMEHEHUH IIPH NpHUEME I03bl pO3yBacTaTHHA PaBHOM
40 mr.

Y manueHTOB ¢  BTOPUYHOM  THNEPXOJECTCpHHEMHEH, BBI3BAHHOM THMIIOTHPEO30OM  HJIH
He(hpOTHUECKUM CHHIPOMOM, J0 Havaia Tepanuu npenapatom Poxcepa [Timroc Heobxoaumo nedeHue
UCXOJHOr0 3a00JIeBaHMUs.

B KOHTpONUpyeMBIX HCCIIEIOBaHHUSX B3aUMOACHCTBHUS, y MAIlMEHTOB, IMOJTYy4YaBIIUX 33€TUMHO U
CTaTMH, OTMEYAIH IIOCJIENOBAaTEeIbHOE IOBBIIIEHHE TpaHCAaMHMHA3 (> 3 BEpXHUX TPaHUL HOPMbI
[BI'H]). B nayane tepanuu npenapatom Poxcepa [Imroc ciemyer mpoBecTd aHanu3 GyHKIUH NIEYEHH
(cM. paznen 4.8).

PaccoBas npuHaaIe)KHOCT TAIUEHTOB

Uccnemosanus (apMakOKMHETHKH pO3yBacTaTHHA MOKA3ald IOBBIIIEHHYHO OKCIO3HLHUIO Y
NaLMEHTOB a3MaTCKOr0 MPOMCX0XKAEHHS 110 CPABHEHHIO ¢ eBponeinamu (cM. pasnensl 4.2 u 5.2).
WHrubutopel npoTeassl

[ToBBIIEHHAs CHCTEMHas OKCIO3HUIMs pO3yBacTaTHHA HaOmoAanach y CyOBEKTOB, MOJyYaroLIUX
pO3YBAaCTATHH OJHOBPEMEHHO C pa3MYHBIMA HMHIMOMTOpPaMH IIpOTeasbl B KOMOMHAIMH  C
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puronasupoM. Ciexyer INpHHMMATh BO BHHMAHHE IIOJIb3Y JIMITAIOCHIKAIOIIEH  Teparniu
pO3yBacTaTHHOM y manuenToB ¢ BUY, mosydaromux WHIHOMTOPE! MPOTEA3kl, M PUCK yBCIHICHHS
KOHIIEHTpAIMil po3yBacTaTHHA B IIa3Me KPOBM B MOMEHT Hayajla TE€paluu po3yBacTaTHHOM M IpH
OBBINEHMY €ro A03bI y MAHMEHTOB, [MOJMYYAlOIUX JIEYCHHE WHIHOMTOPaMH IPOTEasbl.
ComyTcTByIOIIee NPHUMEHEHHEe MHTHOMTOPOB IIPOTEa3bl HE PEKOMEHIYETCs, TOJBKO €CIH HE
IIpOBeJIeHa KOPPEKTHPOBKA [03bl PO3yBacTaTHHa (CM. pasziensl 4.2 1 4.5).

HuTepcTrnuanbHoe 3a00I€BAHUE JTETKHX

B HCK/IIOYHTEBHBIX CIy4asX IpH TpHEME HEKOTOPHIX CTATHHOB, OCOOEHHO IpPH JUIHTETBHOH
TepanuH, coobWAIoCh O Pa3BUTHH HHTEPCTUIHATBHOTO 3a00JIEBaHHS JIETKHX (cm. paszen 4.8). K
CUMIITOMaM TaKOro 3a00JIeBaHUs OTHOCSATCS IUCIHOY, HENPOAYKTHBHBIA Kallelb M YXYALICHHC
06IIEro COCTOSIHUS 370POBbS (YTOMJIEMOCTD, IIOTEPS BECa U JIHXOpanka). Eciu ecTh MOJ03pEHHE,
YTO y MAlMeHTa PAa3BUBAETCS HHTEPCTHIHAIBHOE 3a00JIEBAHUE JICTKHX, TEPAITHIO CTATHHAMH CIIEAYeT
IPEKPaTHUTb.

CaxapHblif 1uaber

HexoTopsle naHHbIe MO3BOJSAIOT IpEAINONaraTb, 4ro IIperaparsbl Kjacca CTaTHHOB MMOBBIIIAKOT
YPOBEHb TIIFOKO3bI B KPOBU U y HEKOTOPBIX NAIMEHTOB, C BHICOKHM PHUCKOM Pa3BUTHS CaXapHOTO
muabera (CJI[), MOryT MNpUBOAMTH K THIEPIIMKEMHH, YPOBEHb KOTOPOH COOTBETCTBYET
(bopMaIbHOMY OIpEEICHUIO caXxapHOoro auabera. OTOT PUCK, OJHAKO, IIEPEKPHIBACTCS CHIIKEHHEM
COCYIHCTOTO PUCKA MPH MPUMEHEHHH CTATUHOB, U IIOTOMY OH HE JIOJDKEH SBJIATHCA MPUIHHON UL
IIPEKpaIleHHs] TEPAIIUK CTATHHAMHU. Y MAI[MEeHTOB IPYIIbI pUCKa (YPOBEHD IJIIOKO3bI HATOIIAK PaBEH
5,6 - 6,9 Mxmonb/n, UMT > 30 kr/m?, MOBBIIEHHE TPUIJIMIEPHIOB, apTepUaibHas THIEPTEH3H)
ClIeyeT MpPOBOAUTh KJIMHHYECKUH U OHOXMMHYECKMH MOHMTOPMHT B COOTBETCTBHH C
HAMOHAJBHBIMU PYKOBOACTBAMH.

B uccnenoBanuu JUPITER o6mas yacToTa pasBHTHs caxapHOro auabera Obula paBHOH 2,8 % B
rpymme posyBacTatiuHa u 2,3 % - B rpynmne miane6o, IpeuMyIIeCTBEHHO Yy MallHeHTOB C YPOBHEM
TJIFOKO3bI HATOIIAK, PaBHBIM 5,6 - 6,9 MMOJIB/II.

@ubpaTsl

BesonacHocTh U 5 (PEKTUBHOCT COBMECTHOTO IpHeMa 33eTUMHOa ¥ pubpaToB HE yCTAHOBJICHDL.
Ecnu y manuenra, mpunuMaromiero npenapat Pokxcepa Ilmoc u dpenopubpar, ecth moJg03peHne Ha
pa3BHTHE XOJjiecTa3za, HEOOXOJMMO IPOBECTH OOCIENOBAaHUE MKEIYHOrO IIy3bIpS U INPEKPATHTh
JAHHYIO Tepanuio (cM. pasaensl 4.5 u 4.8).

AHTHKOAryJISHTHI

Ecnmu npemapar Pokcepa IDlmoc mo6aBnsioT K Tepanuu BapdapHHOM, IPYIHM KyMapHHOBBIM
AHTHUKOATryJIITHTOM  WiIM  (QIYHHOIMOHOM,  HEOOXOAMM  COOTBETCTBYIOIIWM  MOHHUTOPHHT
MeXIyHapoaHoro Hopmanusosanuoro otHomenus (MHO) (cum. pa3zen 4.5).

Tspxenble KOXKHBIE HEXKENIATeIbHbIC PEaKIIUU

[Ipn mpuMeHEHHWH pO3yBacTaTHHA COOOIIATOCH O TSIKEIBIX KOXKHBIX HEXKEIAaTENBbHBIX pPeaKIusX,
BKIovas cupapom CruBeHca-/[DKOHCOHA M peakIMIO Ha JIEKAPCTBEHHBIE Mpemaparbl ¢
s03uHOduHel u cucteMHbiME cumntoMamu (DRESS), koTopele Moriu ObITh ONMACHBIMH VIS KU3HU
Wi QaranbHbIMHA. [Ipy Ha3HAYeHWMH MNpenapaTa MalUeHTH TODKHBI OBITH NMPOUH(POPMUPOBAHBI O
OpU3HAKAX M CHMIOTOMAax TSDKEJIBIX KOXKHBIX peakmuid U HaXOAUTHCA II0J  TLIATSJIBHBIM
HaOmonenneM. [Ipy MOSBIEHUH MPU3HAKOB M CHMIITOMOB, YKa3bIBAIOIIMX Ha JaHHYIO PEAKIHIO,
npueMm npernapara Pokcepa [Tntoc cienyer HeMeaJICHHO IPEKPAaTUTh U PACCMOTPETh albTEPHATUBHOE
JIeYEHHE.

Ecnu npu npueme Pokcepa Ilmroc y manueHTa pa3BUIMCH TSDKEIBIE PEAKLIMH, TaKHe KaK CHHAPOM
Crusenca-Jxoncona umn DRESS-cunapom, Henmp3st Gonble KOTAA-ITHMO60 BO30OHOBJSATE MPHEM
npernapara.

Bcnomozamenvhule eeuecmea
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IIpenapar Pokcepa Ilmoc comepxut nakTosy. llanmeHtam ¢ pPEIKMMH HACJICACTBCHHBIMM |
npoGneMaMH  HEMEPEHOCHMOCTH ~ TalaKTo3bl, TOJHON JIaKTa3HOH HEJAOCTATOYHOCTRIO MM
MababcopOIHel TIIFOKO3BI-TANaKTO3bl He CIeyeT IIPMHAMATH JaHHBIA IIpenapar.

Ilpenapar Pokcepa Ilmroc comepkur MeHee | MMOIB HaTpHS (23 mr) B Tabnerke, TO €CTh
IPaKTHYECKU HE COAEPIKUT HATPUSL.

4.5 BzaumojgeiicTBHe ¢ JAPYrHMH JIEKADCTBEHHBIMH TMpenapaTtaMd M JApyrue BHIbI
B3aUMOdEeHCTBHSA

CoBMeCTHOE MPUMEHEHHE TPOTUBOIIOKA3aHO

Luknocnopun: Tlpemapar Poxcepa IDlmoc mpoTHBOIOKa3aH IMalNMEHTaM,  IOJIy4arOmUM
CONyTCTBYIONIEE JIEYEHHE IUKIOCIOPHHOM (cM. pasnen 4.3). Bo BpeMs COmyTCTBYIOLIEH Tepamnuy
PO3yBACTaTHHOM U HuKiocrnopuroM 3Hauenus AUC posyBacTaTHHa ObLTH B Cpe/iHEM B 7 pa3 BBIIIE
3Ha4YeHuH, HabMIOAaBIINXCS Y 370POBBIX 100poBosibLeB (cM. Tabmuiy 1). OnHOBpeMEHHOE BBEICHHE
He 0Ka3aJI0 BIUSHUS HA KOHIIEHTPALUIO IUKJIOCIIOPUHA B IJIa3ME KPOBH.

B uccienoBaHuy, IPOBOAMBIIEMCS Y BOCBMH NAIIEHTOB, IIEPEHECIINX TPAHCIUIAHTALMIO MTOYKH, C
KJIMPEHCOM KpeaTUHHMHA > 50 MJI/MHUH TIPH IPHEME [OCTOSIHHON O3B! UKJIOCTIOPHHA, OHOKPATHBIN
npuem 10 Mr s3eTEMHUOA IPUBOIMI K MOBBILICHHIO cpefiHero 3HadeHns AUC s3eTMuba B 3,4 pasa
(ot 2,3 mo 7,9 pa3) mo cpaBHeHuo ¢ AUC B 310pOBO¥ IOIMYJISIAH U3 OPYroro HCCIEI0BaHHS
(KOHTpOJIB), IMOJIyYaBIIei TONBKO 33¢THMUO (n = 17). B apyrom ucciie1oBaHHH, B KOTOPOM MalUEHT
T0CJIe TPAHCIUIAHTAIMH TTOYKH C TSDKETOH IOYeYHOH HENOCTaTOYHOCTBIO MOJTyYall LUKIOCIOPHH H
MHOT'0 JIPyTHX JIEKAPCTBEHHBIX IPENAPaTOB, OTMEYAIH [OBBILICHHE 00MIel SKCIO3UIKMK 23eTHMHOA B
12 pa3 IO CpPaBHEHHIO C KOHTPOJBHBIMH YYaCTHMKAMH, IPHHUMABIIMMH TOJbKO 33eTUMuO. B
JIByX3TallHOM ~ NIEPEKPECTHOM  HCCIEJOBAaHMH, IPOBOAMBIIEMCS Y  JBEHAIUATH  3M0POBBIX
I06POBOJIBLIEB, eXeAHEBHBIH mpueM 20 Mr 33eTuMuGa B TeueHue 8 JHelt + onHoKpaTHEIH npuem 100
MT [UKJIOCIIOpHMHA B JIeHb 7 MpuBOAMI K mobiuennio AUC HEKIOCIOpHHA, B CpeaHeM, Ha 15 %
(nuama3oH 3HaYeHuit: ot cHmkeHus Ha 10% 1o nmoBbineHus Ha 51%) 10 CpaBHEHHIO C OTHOKPATHBIM
npreMoM Toiapko 100 Mr nukiocmopuHa. KOHTpOIMpYEeMBIX MCCIIENOBAHHUM BIIMSHKS COBMECTHOIO
npreMa 33eTUMHOA W IMKJIOCIOpHHA Ha BO3JAECHCTBHE MOCJIEAHEr0 Yy MALUCHTOB IOCIE
TPaHCIUIAaHTALUU TTOYKH HE POBOIHIIH.

CoBMecTHOE MPUMEHEHHE He PEKOMEH/I0BAHO

Hueubumopul npomeasel: XOTS TOYHBIH MEXaHU3M B3aUMOICHCTBHs HEH3BECTEH, COIYTCTBYIOLIEE
NMpUMEHEHHe HHTHOWTOpa MpOTea3bl MOXKET IPUBECTH K 3HAYUTEIILHOMY YBEJIMYECHHUIO SKCIIO3UIMU
posyBactatuHa (cM. TaGmumy 1). Hanpumep, B ¢papMakOKUHETUYECKOM HCCIIEOBAHHHA COBMECTHOE
BBefieHHe 10 Mr posyBacTaTHHA ¥ KOMOMHHPOBAHHOTO Iperapara, BKIIOYAIONIEro JBa MHIHOMTOpa
nporeassl (araszanaBup 300 mr/putoHaBup 100 Mr), 370poBEIM HOOPOBOJIBLAM aCCOLUHPOBATIOCH
C MPUONM3UTENBHO TPEXKPAaTHBIM M ceMuKpaTHbIM yBeiuueHueMm mokasaTtened AUC # Crmax
po3yBacTaTHHA B PAaBHOBECHOM COCTOSIHUM COOTBETCTBEHHO. BapHaHT COBMECTHOTO NMPUMEHEHMs
pO3yBacTaTUHA U HEKOTOPHIX KOMOWHAIMH HHIHOUTOPOB IIPOTEa3bl MOXKET OBITH PACCMOTPEH MOCIIE
TIATEIbHOW OIIEHKH BO3MOKHOCTH KOPPEKTHPOBKH 03Bl PO3yBacTaTHHA C YYETOM OXKHIAEMOI0
YBEJIHYCHHUS DKCIIO3UIIMH po3yBacTaTHHA (CM. paszuensl 4.2, 4.4 u 4.5, Tabnuna 1).

Huzubumopwr mpancnopmnozo 6enxa: po3yBacTaTHH SBIsSE€TCS CyOCTpaToM s OIPEIETCHHBIX
TPaHCIIOPTHRIX GE€JIKOB, BKIIOYas TpaHcmoprep meyeHounoro 3axeara OATP1B1 u addimrokcHbIi
tpancmoprep BCRP. IIpumenenue po3yBacTaTHHA OZHOBPEMEHHO C JIEKAPCTBEHHBIMU CPEICTBAMH,
KOTODBIE SBJISIOTCS MHIMOUTOpAM¥ JaHHBIX TPAHCIIOPTHBIX OEJIKOB, MOXET MPHUBECTH K YBEITHICHHIO
KOHIIEHTpALMii po3yBacTaTHHA B IUIa3Me KPOBH, a TaKXKE IOBBICHTH PUCK Pa3BUTHUS MHOINATHH
(cm. paspmenst 4.2, 4.4 u 4.5, Tabnuna 1).

Qubpamvi; COBMECTHOE HNpHMEHEHHE pPO3yBacTaTWHa i reM(puOpoO3MiIa NMPUBENO K 2-KpaTHOMY
yBenuuenuo nokasareneif Cmax 1 AUC posyBactaTHHa (CM. pasaen 4.4).
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[IpuEuMas BO BHUMAHHE [aHHBIC OT/EJBHBIX HCCIICIOBAHUH B3aHMOJIEHCTBHUS, -KaKoe-i1100
p3ammoneiicteue ¢ QeHoduOpaTom, 3HauMMOe C (HAPMAKOKUHETHYECKOH TOUKM  3PCHH,
He 0’KHJIAeTCsl, OIHAKO MOXET MMETh MECTO B3aMMOJeHCTBHE (hapMaKOIMHAMUIECKOTO XapakTepa.
TemduGposun, denopubpar u apyrue GuOpaThl yBENHIMBAIOT PHCK DAsBUTHA MHONATHA IpH
BBEJICHHH OJHOBpeMeHHO ¢ unruburopamu I'MI'-KoA-pexykraskl, BEPOATHO, [0 IPHIUHE TOTO, 1TO
OHH CIIOCOOHBI IPOBOIMPOBATH Pa3BUTHE MUOIATHH B ClIyYae HX NPUMEHEHHUS B BUAC MOHOTEPAITHH.
Josuposka mpenapara 40 Mr/10 Mr npoTHBOIOKa3aHa IpH COMYTCTBYOMIEM NPUMEHCHHN ¢dubpara
(cM. paszen 4.3 u 4.4). JlaHHbIE NAIMEHTHI TAK)Ke ODKHBI HAYHHATD JICYCHUE C 03B S Mr.

V marnmeHToB, noaydaromux ¢peHodpudpar U 33eTUMUO, Bpauu JOJDKHBI 3HaTh O BO3MOXHOM PHUCKE
XOJIeJIUTHA3a 1 3a60/IeBaHu HKETIHOTO My3bIps (cM. pasnensl 4.4 u 4.8).

Ilpy MOO3pEHMH Ha XOJENMTHA3 y TAlMeHTa, [ONydaomero 33eTumMub u denopubpar, moxasano
o6creI0BaHIE HKETUHOTO ITy3bIps M PEKpalleHne Tepayy (cM. paszien 4.8).

OnuoBpeMeHHOe NpumeHeHHe (eHopuOparta wim reMpuOpo3uIa HE3HAYUTEIBHO YBEIHIABAIIO
0o6IIyI0 KOHIlEHTpaluio 33eTuMuba (mpumepso B 1,5 u 1,7 pasa coorBercTBeHHO). CoBMECTHOS
IpUMEHEHHe 33eTUMHba ¢ IpyrumMu Gpubparamu He U3ydasoch.

®ubpaTH MOTYT HOBHIIIATH BHIBEIEHHE XOJIECTEPUHA C XKEIUBIO, YTO IIPUBOJUT K XonenuThasy. B
HCCIENOBAHMAX HA JKMBOTHBIX 33€THMHO HWHOTJA IOBBIAJ YPOBEHb XOJECTEPUHA B IKEIYH
KEITYHOr0 Iy3bIpA, HO HEe y BCeX BHAOB (cM. paszmen 5.3). He HCKIIOYEH JIMTOTCHHBIM PHCK,
CBSI3aHHEIN C TEpaNeBTUYECKUM PUMEHEHHEM 33eTUMHUOa.

Dy3u006as Kucioma: PUCK Pa3BUTUS MHUOIATHH, BKIIOYAs PabIOMHONM3, MOXET OBITH MOBBIIICH
B Cllydae MPUMEHEHHs CHCTEMHOH (y3HI0BOM KHCIOTHI OJHOBPEMEHHO CO CTaTMHaMu. MexaHu3M
JAHHOTO B3aUMOZEHCTBHS ((papMaKoIMHAMUYECKHH, (apMaKOKHHETHIECKUH OO0 coueTaHue ABYyX)
no-npexseMy HeusBecTeH. CooOIIANOCh O CilydasX pa3BUTHS pabmoMuou3a (BKIIOYas HECKOJBKO
CIIy4aeB CO CMEPTENBHBIM HCXOJIOM) Y MALMEHTOB, MOTyYAIOIHX JaHHYI0 KOMOUHALHIO.

B ciyuae ecnin HEOGXOIUMO JICUCHHE CHCTEMHOHN (Dy3HOBOM KHMCJIOTOM, TEPANHIO pO3yBacTaTHHOM
CleyeT IPEeKPaTUTh Ha BECh IEpUOJ JleueHus (y3umaoBoii kucnoToit. Taxoke cM. paszen 4.4.

pyrue B3auMoieicTBUs

Anmayuodwr: 0OJHOBpEMEHHOE NPHMEHEHHE PO3yBacTaTHHA M aHTALMIHON CyCIIEH3MH, COJepIKalleH
QIFOMMHUS THAPOKCH U MarHus THIPOKCH], IIPUBEIO K CHUIKEHHIO KOHICHTPALUK PO3yBacTaTHHA
B IUla3Me KpoBu npuOmu3uTenpHo Ha 50%. JlaHHBIH 3(QdexT Obl1 HMBEIUPOBAH NPU BBEICHHU
aHTaIM/A CIIyCTs 2 Yyaca IocJie BBeIeHHs po3yBacTatuHa. KimHuYecKkas 3HaYMMOCTh JAHHOTO BU/IA
B3aHMOJICHCTBHUS HE U3y4allach.

OHOBPEMEHHBINA [PHEM aHTAl[MAA CHEXKAI CKOPOCTh BCACBHIBAHUS 33€THMMOA, HO HE BIMSI Ha
OHOJOCTYIIHOCTh 33€TUMUOA. DTO CHIIKEHHE CKOPOCTH abCopOIMH HE CUMTAETCsl KIMHHYECKH
3HAUYUMBIM.

Anmuxoazynsnmel: 0IHOBpEMEHHOE MpUMeHeHHe 33eTuMuba (10 Mr ouH pa3 B JIeHb) HE OKas3ajo
3HAYUTENBHOIO BIMSHMS Ha OHOJOCTYMHOCTH BapdapuHa M IPOTPOMOMHOBOE BpeMmsi B
HCCIIE[IOBAHAM C YYacTHEM JIBEHAMIATH 3JO0POBBIX B3POCIBIX MyX4HH. TeM He MeHee, ObUIH
COOOIIEHHST B  IMOCTPETHCTPAlMOHHOM  nepuoie 00  yBEIHYEHHM  MEXIyHapOAHOrO
HopMau3oBanHoro otHomenus (MHO) y nanuenToB, KOTOpsIM T00ABISUIH 33€THMUO K BaphapuHy
win QuynHauony. Ecimu a3eTuMu® nobasnsercs k BapdapuHy, IpyroMy aHTHKOAryJsTHTY KyMapHHa
win (GIyHHIMOHY, HEOOXOIMMO COOTBETCTBYOIMM 0Opa3oM KoHTponuposaTe MHO (cMm. paszen
4.4).

Kak u B ciiyuae ¢ apyrumu uaru6uropamu I'MI'-KoA-penykTasel, Ha4aio JI€4CHUs WU OBBIIICHHE
Z03B PO3YBAcTaTHHA y IAIMEHTOB, MPUHMMAIOIIAX OJHOBPEMEHHO AaHTAaroHMCTHI BhTamuHa K
(sanpumep, Bap(aprH WK APYroi KyMapuHOBBIH aHTUKOATYJISHT), MOXKET IPUBECTH K YBETHICHHIO
MEXIyHapoaHoro HopManusoBanHoro otHomenus (MHO). Ilpekpaiuenue npuemMa po3yBacTaTHHa
WIH ero cHWwkeHHe MoxerT npuBectd kK cHmwkenmto MHO. B rtakux cutTyamusx KeaaTeicH

[ 27.06.2023 \ [Ctp9ms25 |




ol

cooTBeTcTBYIOIMMH MoHUTOPHHT MHO.

Dpumpomuyun: cOBMECTHOE NPUMEHEHHE PO3yBACTATHHA M 3PHTPOMULMHA NPUBEJIO K CHIDKCHHIO
AUC po3ysacratuna Ha 20% ¥ K CHIDKEHHIO Cmax PO3yBacTaTHHA HA 30%. JlaHHOE B3aUMOJEHCTBUE
MOJXXET OBITH OOYCJIOBIEHO yCHICHHEM IEPUCTATIBTHKHE KHUIIEYHHKA, KOTOPOE BBI3BAHO BBEICHHCM
SPUTPOMULIHA.

Depmenmul  cemeticmeéa yumoxpoma P450: pesynbTaThl WMCCIENOBAHMA in Vilro ¥ in vivo
CBHIETEIbCTBYIOT O TOM, YTO PO3YBAaCTATWH HE SBIAETCS HU HHIMOMTOPOM, HH HHIYKTOPOM
nm3odepMenToB cemeiictBa nmrToxpoma P450. Kpome Toro, posyBaCTaTHH SBJIACTCS cyabbIM
cyGeTpaToM IS JAHHBIX u30(epMeHToB. TakuM 06pasoM, JIEKapCTBEHHOEC B3aMMOJCHCTBHE,
BB3BAHHOE METAa00IM3MOM, ONOCPEIOBAHHBIM IUTOXpoMoM P450, He oxumaercs. Kakoe-nmu6o
KIMHAYECKA 3HAYMMOE B3aHMOJIEHCTBHE MEXIYy pO3yBacTaTWHHOM H (rykoHa30/moM (MHTHOHUTOD
mobepmentoB CYP2C9 u CYP3A4) umu ketokonasonoM (uuruGutop msopepmentos CYP2A6 1
CYP3A4) ne nHabmroaanocs.

B JOKIMHWYECKHX HCCIEAOBAHHAX OBLIO MOKA3aHO, YTO 93E€THMUO He HMHIYIHUPYeT (epMEHTHI
nuroxpoma P450, Merabonu3upyrONnie JIeKapCTBEHHBIE CpeiacTBa. He oTMedanu KIMHUYECKH
3HAYUMBIX (PAPMAKOKMHETHYECKHX B3aUMOJACHCTBHI MEXIy 33€TUMMOOM K JICKapCTBEHHBIMH
cpeiacTBaMu, MeraGoiusupyembiMu nuroxpomamu P450: 1A2, 2D6, 2C8, 2C9 u 3A4 umu N-
aneTunTpascdepasoi. '

Xonecmupamun. 0OJHOBPEMEHHOE IPUMEHEHHE XOJIECTHPAMHHA YMEHBIIATIO CPEAHIO0 IIOIIAAb IO
dapmakokuneTHueckoit kpuBoii (AUC) cyMMBI 93eTHMEOA H €r0 TIIIOKYPOHHA IIPUOIH3UTENBHO HA
55%. D10 B3aMMOJEHCTBHE MOXKET MPEMATCTBOBATH MOCIEAOBATENPHOMY CHH)KEHHIO XOJCCTEPHHA
JUIIONPOTeNHOB HH3Ko#M mioTHocTd (XC-JITTHII) mpu noGaBiaeHuu 33eTMMHOa K TEpalHH
XOJIECTUPAMUHOM (CM. pasjen 4.2).

Jlueokcun: coraacHo JaHHBIM OTAEIBHBIX HCCIIEI0BAHIN B3aUMOIEHCTBHUS, KAKOE-TMOO0 KIHHUYCCKHU
3HAUYAMOE B3aUMO/IEHCTBUE C JUTOKCUHOM HE OXKHIAETC.

Ilepopanvuvie  KOHMpPAyenmuebl/20pMoHo3amecmumenvuas — mepanus  (317T).  COBMECTHOE
IpHMEHEHHE PO3yBacTaTHHA M MEPOPAIbHOrO KOHTpAIENTHBA IPHBEJIO K YBEJIMYCHUIO TMOKa3aTeNIs
AUC stuHMIACTpaguosa 1 HoprecTpena Ha 26% u 34% coorBeTcTBeHHO. Ilomo6HOe yBenuyeHHe
YpOBHEW B IUIa3Me CJI€AyeT YUYHTBIBATh IIPU MOAOOpE 03l IMEPOPATBHOr0 KOHTPALENTHBA.
OTCYTCTBYIOT Kakue-1iu60 hapMaKoOKHHETHYECKUE JAHHbIE B OTHOIIECHUH CyObEKTOB, ONHOBPEMEHHO
nonyyaromux posysactatut U 3['T, B CBsA3M ¢ 4eM aHAIOTHYHBIH PHEKT HE MOKET OBITH HCKITIOUECH.
Tem He MeHee, naHHass KOMOWHALUS IIHPOKO HCIONB30BATIACh Y MKEHIIMH B pamMKax KIMHHYECKHX
HCCIIEIOBAaHUN M XapaKTepU30Balach XOpOoLIeH IEPEHOCHUMOCTBIO.

Bsaumooeiicmeue, npu komopom mpebyemcs. KOppekmuposKka 003bl pO3Y6ACMAMUHA (CM. MAKdice
Tabnuyy 1): B cnydasx, koraa HeoOXOQUMO BBEICHUE pO3yBacTaTHHA OJHOBPEMEHHO C JAPYTHMH
JIEKapCTBEHHBIMH CPEICTBaMH, KOTOpbIe 00YyCIaBIMBAIOT yBEIHYEHHE IKCIIO3HMIUH pO3yBacTaTHHA,
ClIelyeT CKOPPEKTHPOBATh 03y pO3yBacTaTWHA. JIeueHHe HAuMHAIOT C JO03bl 5 MI' pO3yBacTaTHHA
OJIMH pa3 B CyTKH, €I Oxuaaercs yBenudenue sxcrnos3unuu (AUC) npuOnu3uTensHO B 2 pasa Wil
Gonbmie. MaKCHMaIbHYIO CYTOYHYIO JI03y pO3yBacTaTHHA CIIEIYET CKOPPEKTHPOBATH TaKHUM
o0pa3oM, YTOOBI OXMJAEMbI YpPOBEHb O3KCIIO3MLIUM pO3yBacTaTHHA HE IMPEBBICKHII YPOBEHb
SKCIIO3UIIUKM, KOTOPBIM HaOIIoaeTcs IpH HPUMEHEHHH CyTo4HOM n03b1 40 Mr po3yBacTaTHHa,
BBOJAMMOTo 6e3 B3aMMOJEHCTBYIONMX JIEKAPCTBEHHBIX CpEeACTB: Hampumep, Jno3a 20 wmr
po3yBacTaTHHa COBMeCTHO ¢ rempubposmwiom (1,9-kpatHoe yBenuueHwe) u  gpoza 10 wr
pO3yBacTaTHHA COBMECTHO ¢ KOMOMHAIMEN aTazaHaBUp/puTOHABUD (3,1-KpaTHOE yBETMYEHHE).
Tuxaepenop: Tukarpenop MOXET BIMATh Ha IOYEUHYIO JKCKPEIMIO PO3yBacTaTHHA, YBEIMYHBasd
PUCK HAKOIJIEHHWS PO3yBAaCTAaTUHA. XOTS TOYHBIM MEXaHM3M HEHU3BECTCH, B HEKOTOPBIX CIIydasx
OJHOBPEMEHHOE MPUMEHEHHe THUKArpesiopa M pO3yBacTATHHA MPHBOJHMIO K CHIKEHHIO (YHKIHH
nouek, noseimenuio yposas KOK u pabnomuonusy.

Ecnmun Habmopaercs ysenuuenne AUC posyBacTaTHHA MEHEe 4eM B 2 pasa, HayalbHYIO 03y
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CHH)KAaTh HE HYXHO, HO CJICAyeT coOIIONaTh OCTOPOYKHOCTD IIPH YBETUYCHUH JI03bI po3yBacTaTuHa
Bolte 20 Mmr.

Ta6muna 1. BiusHHe COBMECTHO Ha3HAYaeMbIX JIEKAPCTBEHHBIX CPEICTB Ha OKCIOSHIHUIO
posysactatiuia (AUC; B TOpsfKe YMEHBIICHMS BEJIMYHHBI) COTJIACHO Oy OJIMKOBAHHBIM

pe3yJbTaTaM KIHHHUYCCKHX I/ICCJ'IeI[OBaHI/Iﬁ

2-xpamuoe unu 6onee uem 2-kpamuoe ysenuyenue AUC posysacmamuna

CxeMma JI03MpOBaHUS B3aUMOJEHCTBYIOLIETO
npernapara

Cxema  JO3UpPOBAHMSA
pO3yBacTaTHHA

UsMmenenue 3HAYECHUS
AUC" posyBacratuHa

CodocOyBup/BenmnaTacBUp/BOKCHIAIIPEBUD
(400 mr/100 mr/100 Mr) + BOKCHJIAIIPEBUP
(100 Mr) oauu pa3 B CyTKH B TeueHME 15
JHEH

10 Mr, pa3oBas 103a

7,4-kpatHoe T

[uxnocnopusa ot 75 mr BID pgo 200 mr
BID, 6 MecsineB

10 Mr OD, 10 nueit

7,1-xkpatHoe 1

Hapoaytamun 600 mr BID, 5 nuei

5 mr, pa3oBasg J103a

5,2 -xpaTHOE |

Peropadennt6 160 mr, OD, 14 nuei

S Mmr, pa3oBas 103a

3,8 -kpatHoe |

Araszanasup 300 mr/puronasup 100 mr OD,
8 nueit

10 mr, pa3oBas 103a

3,1-kpatHoe 1

Bennaracsup 100 mr OD

10 mr, pa3oBas 103a

2,7-kpatHoe 1

OmOutacBup 25 wmr/mapuranpeBup 150
mr/Putonasup 100 mr OD/nazabysup 400
mr BID, 14 gueit

5 Mr, pa3oBas 103a

2,6 -xpatHOE T

I'pasomnpeBup 200 mr/s3np0acBUp 50 wmr

OD, 11 guei

10 mr, pa3oBas 103a

2,3-kpatHoe 1

[nexanpesup 400 mr/nubpentacsup 120 Mr
OD, 7 nueit

5 wMr OD, 7 nueii

2,2-kpatHoe |

Jlonunasup 400 mr/puronasup 100 mr BID,
17 nueit

20 mr OD, 7 nHeit

2,1-xpartHoe T

Knonmuporpen 300 Mr Harpy3oudHas [03a,
3aTeM 75 Mr criyctd 24 4

20 mr, pa3zoBas J103a

2-kpatHoe 1

Menee uem 2-kpamnoe ysenuvenue AUC pozysacmamuna

['emdudpozun 600 mr BID, 7 nuei

80 mr, pa3oBas 103a

1,9-kpatHoe T

Onrpombomnar 75 mr OD, 5 nue

10 Mr, pa3oBasi 103a

1,6-xpaTtHOE T

Hapynasup 600 mr/putonasup 100 mr BID,
7 nuer

10 mr OD, 7 nueit

1,5-xpatHoe T

TunpanaBup 500 wmr/putronaBup 200 Mr
BID, 11 gneii

10 mr, pa3oBas 103a

1,4-xpatHoe T

Hponenapon 400 mr BID

He npumeHnumo

1,4-kpatHoe T

Wrpaxonazon 200 mr OD, 5 nuei

10 mr, pa3oBas 103a

1,4-kpatHoe 1°

D3etumud 10 mr OD, 14 nueit

10 mr OD, 14 nueit

1,2-kparnoe 1*

Crnuorcenue AUC po3ysacmamuna

OputpomuniuH 500 mr QID, 7 nuei

80 mr, pa3oBasi 1032

20% |

Baitkamun 50 mr TID, 14 guei

20 mr, pa3oBasi 1032

47% |
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*IlanHble, yKa3aHHble B BMAE X-KPaTHOTO M3MEHEHWs, OTPaKAlOT MPOCTOEC COOTHOLUCHME Mexy
COBMECTHBIM TPHMEHEHHEM MpenapaToB U MOHOTEpanHed po3yBacTaTUHOM. JlaHHble, yKa3aHHbIE B BUIE
npoueHTHOro (%) W3MEHEeHHs, OTPaKAIT MNPOLEHTHYIO pAa3HMLy MO CPaBHEHHIO C MOHOTEpanueu
PO3yBacTaTUHOM.

VpennueHne obosHauaercsi kak "T", OTCyTCTBME H3MEHEHHs 0003HA4aeTcs Kak "" CHIKEHUE
o6o3Havaercs kak "|".

“BbUI0 TPOBEJEHO HECKONbKO MHCCIIeIOBaHMH B3aUMOJEHCTBHS C MCMOJBL30BAHMEM Pas/MHHBIX 1103
po3yBacTaTHHa; B Tab/HMLE yKa3aH Hauboee 3HaUMMBbIH M0Ka3aTeb.

OD = opuH pas3 B cyTku; BID = nsa pasa B cytku; TID = Tpu pasa B cyTku; QID = yeTbipe pasa B CyTKH

Criemyrolue JIeKapCTBEHHBIE TIPenapaThl/KOMOUHAIMA HE OKa3ai KITHHUYECKH 3HAYUMOTO BIUAHUA
Ha AUC po3yBacTaTHHA IIpH OJHOBPEMEHHOM IpHMeHeHmH: Ayernmurasap 0,3 Mr mpu mpueme 7
nueit; ®enodpubpar 67 mMr 7 aueii 3 pasa B cytku; ®iyxonason 200 Mr, IpHeM BHYTPb 11 nueii;
®ocammpenasup 700 mr/putonasup 100 mr 8 ameit BID; Keroxonason 200 mr 7 jHel jBa pasa B
neHs; Pudammnuiun 450 mr, npuem BHyTpb 7 aHei; Cumumapun 140 Mr 5 nHeit 3 pasa B CyTKH.

Ileouampuuecxas nonynayus
HccieoBanHys B3aUMOEHCTBHS MPOBOJAMIMCH TOJBKO Ha B3pOCHbIX. CTeNeHb B3aUMOJCHCTBHUS B
NeIUaTPUIECKOH MOMy AU HE U3BECTHA.

4.6 @epTUWILHOCTH, 0EPEMEHHOCTH M JIAKTALHUS

Ipenapam Poxcepa Ilnioc npomugonokasan npu GepemeHHocmu u 2pyoOHOM GCKAPMIUCAHUU (cm.
pazoen 4.3)

bBepemMeHHOCTD
JKeHImuHEl, CIOCOOHBIE K JETOPOXKIACHHIO, MJOJ/DKHBI HCIOJIB30BaTh HAMJICKAIIHE METOIBI

KOHTpAIETIIHH.

TTocKOJIBKY XOJIECTEPUH M APYTHE MPOLYKTHl OHOCHHTE3a XONECTEPUHA HEOOXOMMMBI Ul Pa3BUTHS
IJI0Ja, NMOTEHUMATLHBIA PHUCK, CBs3aHHbIA ¢ uHruOupoBannem I'MI-KoA-pemykrasel, sBISETCA
6osee 3HAYUTENIHLHBIM, YeM T0JIB3a MOA0OHOT0 JIEYECHHUs] BO BpeMsl OepeMeHHOCTH. B rccie1oBaHusAX
Ha OKMBOTHBIX OBUI IIOJY4YeH OrpaHHYCHHbIH 00BEM JaHHBIX, CBUACTCJIBCTBYIOIMX O
PENPOAYKTUBHON TOKCHYHOCTU (cM. paszen 5.3). B ciaydae, eciu BO BpeMs PUMEHEHHUS JAHHOTO
nperapara nanueHTKa 3adepeMeHena, JIe4eHUe CIeayeT HEMEUICHHO IPEKPaTHTh.

Her KIMHHYECKHX JAaHHBIX O NPMMEHEHHHM 33eTMMuOa BO BpeMs OepeMeHHOCTH. KccnenoBanus Ha
JKUBOTHBIX MOHOTEpAIMd 33€TUMUOAOM HE IIOKa3al¥ HHMKAaKUX [OKa3aTelbCTB IPAMOrO WM
KOCBEHHOI'O BPEIHOr0 BO3JCUCTBHS Ha OEpEMEHHOCTh, SMOpPHOHAIbHOE pPA3BUTHE, POABI HJIHU
nocTHaTabHOe passutHe (cM. Pasmen 5.3).

['pyiHOE BCKapMIIMBaHUE

IIpenapam Poxcepa I1nioc He 00ndicer NpUMEHAMbCSA NPU 2PYOHOM 6CKAPMAUBAHUU.

PosyBacTaTMH BBHIENSAETCS ¢ TPYAHBIM MOJIOKOM Y Kpbic. OTCYyTCTBYIOT Kakue-mubo JNaHHBIC,
KacaroIyecs BhIIeJIEH)S Ipenapara ¢ IpyAHbBIM MOJIOKOM y uesioBeka (cM. paszen 4.3).
WccnenoBanus Ha KphICax IOKA3ajld, YTO 33€TUMHUO BBIBOAUTCS C MOJOKOM. DKCKPETHPYETCs JIHM
93eTUMHUO C )KEHCKUM MOJIOKOM, HEU3BECTHO.

DepTUILHOCTE
OTCYTCTBYIOT JaHHbBIE KIMHUYECKUX HCCIIEJOBAHUM O BIIHSIHUU 93eTUMHOA Ha PENpOLyKTHBHYIO
(GYHKIMIO y YeloBeKa. D3eTUMHO HE BJIMSET HA PENPOAYKTUBHYIO (GYHKLIHIO y CaMIIOB M CaMOK
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KpBIC, PO3yBacTaTHH B BBICOKHX J103aX MOKa3ail TECTHKYJAPHYIO TOKCUUHOCTb y 00€3bsiH M cobax
(cm. pasgen 5.3).

4.7 Bausinue Ha cNOCOOHOCTH YIPABJAATH TPAHCHOPTHBIMH CPEICTBAMH H paborarhb ¢
MeXaHH3MaMH

VccnenoBanus BIMSHAS pO3yBacTaTHHA Ha CIOCOOHOCTH K BOXACHHIO TPAHCIOPTHBIX CPEACTE H
YIpaBIICHHIO MEXaHU3MAMH HE IPOBOMIINCE. TeM He MeHee IPH BOXKIECHUH TPAHCIIOPTHBIX CPEACTE
WM yIpPaBJIeHHH MEXaHW3MaMH CIIe[lyeT YYMThIBATb, YTO BO BPEMs JICUCHHS MOXCT BOSHMKATH
TOJIOBOKPYKEHHE.

4.8 HexenateabHble peAKIHA

Ouens yactoie (=1/10);

vactsie (=1/100 no <1/10);

Hevactelie (=1/1 000 no <1/100);

penkue (=1/10 000 oo <1/1 000);

ouens penkue (<1/10 000);

YaCTOTA HEU3BECTHA (HE MOKET OBITH OLIEHEHA 110 JOCTYIHBIM JIaHHBIM).

a. O6uwit mpoduiab 6€300aCHOCTH

HexelaTelbHbIE pPEaklWM, OTMEYaeMble [pH IIPHEME pO3YBAacCTaTHHA, OOBIYHO  SBJIAKOTCS
NPEXOAALIMMH M JIETKOW CTENEeHH TSDKECTH. B KOHTPONMPYEMBIX KIMHMYECKHX HCCIICIOBAHMAX
YacTOTA OTMEHBI PO3YBACTATHHA H3-3a HEKEJATEIbHBIX Peakluii cocTaBusIa MeHee 4 %.

[Ipodune HeXeNaTeNbHBIX peakUuid po3yBacTaTHHa 0asupyercs Ha JaHHBIX KIMHAYCCKHX
MCCIIEIOBAHUH ¥ IIMPOKOM MOCTPErMCTPALMOHHOM OIBITE MpUMeHeHHs. HexenaTenbHble peakini
Ha 33¢TUMHO HAGIIONAIMCh y TAIMEHTOB, moyyaBmux 33eTuMu6 (N = 2396) vaie, 4eM B rpynie
mnane6o (N = 1159), unu y nanueHToB, MONyYaBIINX 33€TUMUO OJHOBPEMEHHO CO CTaTHHOM (N =
11308), u wame, yeM npu MoHoTepamuu cratuHamMH (N = 9361). HexemaTenbHbIC peakuud Ha
93€TUMHO B IOCTPETHCTPAIIMOHHOM I€pUOE OBUIM NOJYy4YCHBI M3 OTYETOB, B KOTOPBIX 33eTUMHO
TPUHAMAJICS] OTJENIBHO HIIM COBMECTHO CO CTAaTHHAMHM.

6. CBoHas TabauIa HeXKeIaTeIbHbIX PEaKIUK

Ta6nuua 2. HexenaTenbHble PeakiWy, OCHOBAHHBIE HA JAHHBIX KIMHHYECKUX HCCICHOBAHHH M
MOJTyYeHHBIE B IOCTPETUCTPALIIOHHOM IIEPHOIE:

Knaccudukauus YactoTa

MedDRA no cucremam | HexenarenbHbie siBI€HUS D3eTUMHG PosyBacTaThH
OpraHusma

Hapywienns co croponsl | TpomGouuTonenus (cM. pasaen 4.4) Yacrota Penxo

KpPOBHU M NUMdATHUECKON HEU3BECTHA

CHCTEMBI

Hapywenus co croponsl | Peakuuu MOBBILIEHHOH | - Peaxo
UMMYHHOW CHCTEMBI 4yBCTBUTEIbHOCTH, BKJIIOUAs

aHFHOHeBpOTH‘{eCKMﬁ OTCK

Peakiuu noBbilieHHoM | YacroTra -
UyBCTBUTENBHOCTH,  BKJIIOYas  Chillb, | HEM3BECTHA
KpanuBHULYY W  aHahHIaKTHYECKHE
peaxuuu
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HapyuieHust co CTOPOHbI
SHJAOKPUHHOM CHCTEMBI

CaxapHblit quabet’

HapyweHus co ctoponsl | CHIKEHHE anneTHTa Heuacro -
oOMeHa BeLEeCTB U
MUTAHUS
Hapyenus co cTopoHbI Henpeccus Yacrora YacTora
NICUXUKH HEHU3BECTHA HEW3BECTHA
Hapyuwenuss  cropoHsl co | ['onoBHas 60/1b Yacto Yacro
HEpPBHOW CUCTEMBI ["onoBoKpyXKeHHE Yacrora Yacro
HEU3BECTHA
INonuHerponatus - OueHb peKo
[ToTeps namsTH - OueHb pesiko
[Mepudeprueckas HelponaTus - YactoTa
HEU3BECTHA
Hapyuienus cHa (Bkitoyast 6eCCOHHHULLY | - Yacrora
HOYHbBIE KOLIMaphbl) HEW3BECTHA
[Tapectesus Heuacto -
MuacTteHus rpaBuc - YactoTa
HEU3BECTHA
Hapyuienus co croponsl | ['na3Hasg MuacTeHus - Yacrora
opraHa 3peHus HEW3BECTHA
Hapy1ueHust co CTOpoHbl [TpunuBbI, TUNEPTEH3USA Heuacto -
COCYI0B
Hapywenuss co croponsl | Kawenb HeuacTo Yacrora
IbIXaTeJIbHOM  CHCTEMBI, HEW3BECTHA
OpraHoB rpyaHoi knetku | Opapliika Yacrota Yacrora
Y CpelOCTEeHHs HEU3BECTHA HEHU3BECTHA
Hapy1eHus co CTOpoHBI Bepturo Penko -
opraHa ciyxa ¥ 1abupuHTa | 3BOH B yliax - %
Hapyuienus co ctopoHsl 3amnop YacTora YacTo
JKEJTyI0YHO-KUILEUHOr0 HEeHU3BECTHA
TpakTa TouiHoTa Heuacto Yacrto
bonb B )xHBOTE Yacro Yacto
[TankpeaTur Yacrora Peaxo
HEU3BECTHA
Huapes Yacto YacTora
HEW3BECTHA
CyXOCTb BO pPTY Heuacto -
["acTpuT HeuacTto -
Mereopusm Yacto -
Jucnencus, ractoa3odarvaibHbii Heuacro -
pedarokc
Hapyuienus co cropotsl | [ToBbIlIEHHE NEYEHOUHbIX TPAHCAMUHA3 | - Penko
NIe4eHU u | Xenryxa - OueHb pesiko
JKeTYEeBBIBOAALMX IMyTel | [ematut Yacrora OueHb pesKo
HEeW3BECTHA
Xonecra3s YacTora -
HEU3BECTHA
XoneuucTur Yacrora -
HEeHU3BECTHA
Peakuuun co  cTopoHbl| 3y Heuacro Heuwacto
KOKH M MOAKOXHBIX| Cpllb Heuacto Heuacto
TKaHeH KpanusHuL2a Heuacto Heuacto
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Cunapom CtuBeHca-J[HKOHCOHA - Yacrora
HEW3BECTHA
MynbeTH(OpMHAsA SpUTEMa YacroTa -
HEeHU3BECTHA
Peakuys Ha JiekapCTBEHHbIE NpenapaThl | - Yacrora
¢ 303MHO(UIMEN U CUCTEMHBIMU HEeW3BECTHA
cumnromamu (DRESS)
Hapyuienuss co cTopoHsl | Muasrus Yacto Yacto
CKEJIETHO-MBIIIEYHOH W | Muonatus (BKIOYas MHO3UT) Yacrora Peako
COEIMHUTENILHON TKaHU HEeW3BECTHA
Pabnomuonus YacToTa Penko
HEW3BECTHA
ATpanrus Heuacto OueHb pelko
HNmmyHOOMOCpeI0BaHHAs - Yacrora
HEKPOTU3UPYIOLIas MHOTATHS HEW3BECTHA
HapylueH’s CO CTOPOHBI CYXOXHIIHWH, |- YactoTa
MHOra OCJ0KHEHHBIE pa3pblBOM HeW3BECTHA
Boib B CriiHe Heuacto -
MpeiweyHas cnabocTsb Heuacto -
Bonb B KOHEYHOCTAX Heuacro -
MBelLeYHbIE CM1ac3MBl, 00JIb B 1I€e Heuacto -
BosyaHOuHbIH CHHAPOM - Penko
Pa3pbIB MBILILBI - Penko
Hapyiienus co croponsl | ['ematypus - OueHb pelKo
Moyek ¥ MOYEBBIBOASLIMX
nyTen
HapyiueHus co ctopoHsl | ['HHeKoMacTHs - OueHb peaKko
TIOJIOBBIX OpraHoB U
MOJIOYHOH KEJE3Bl
OG61mue HapyILEHHs H AcTeHus Heuacto YacTo
HapyLIEHUS B MECTE Orek - Yacrora
BBEICHHA Mpernapara HEU3BECTHAa
[Mepudepryeckuii OTeK Heuacto -
Ycranocte YacTo -
Bosab B rpyau, 60s1b HeuacTo -
PesynbraThl Iosbienne AJIT w/unu ACT Yacrto -
nabopaTopHBIX U
HHCTPYMEHTAIbHBIX IMoBeimenue KOK B kposw, - -
WCCIIEI0BaHUI ramMMariayTaMmiTpaHchepassl,
aHOMaJIbHbIE PE3yJIbTaThl
(YHKLMOHAJIbHBIX TECTOB MEYCHH

TYacToTa 3aBUCHT OT HAJMUWA WM OTCYTCTBUs (haKTOPOB prcka (YPOBEHb MVIFOKO3bI B KPOBM HATOLIAK 2 5,6

mmosb/i, UMT > 30 kr/M2, MOBbILLIEHHBIA YPOBEHb TPUIIIMLIEPHUAOB, TMIIEPTCH3NS B aHaMHese).

4
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Kax u B ciydae apyrux unruoutopos I'MI-KoA-penykrassl, YaCTOTA PA3BUTHS HEXKENATEIBHBIX
JIeKapCTBEHHBIX PEaKIlyii, KaK [PaBUIIO, SBIIAETCS 10303aBHCHMOM.

Onucanue gb160POUHBLX HEIICEIAMENbHBIX PeAKYULL

Buusnue na nouku: TIpoTeMHypHs, BBIBICHHAs C IMOMOIIBIO TECT-MOJOCKA W MMEIoas, INIaBHbIM
06pa3oM, KaHANbIEBOE MPOUCXOXAECHHE, HAOMoJanach y NAMEHTOB, MOJIYYaBIIMX JIEUCHHUC
po3yBacTaTHHOM. VI3MeHeHHe copepKaHus Genka B MOYE OT OTCYTCTBHS WM HAIMYHA CIENOB N0
3HayeHHs ++ ¥ Bbime Habmonanoch y <1% MAUeHTOB B ONPEICICHHBIH MOMEHT JICUCHHS C
IOMOIIBIO 10351 10 MT u 20 MT, a TakXkKe IPHOIU3UTENBHO Yy 3% MAlUCHTOB, MOy YaBIIUX JEUCHUC C
nomonpio n03sl 40 Mmr. HesHauuTenpHOE YBENHUCHHE YAaCTOTHI CIy4acB H3MCHCHHS [aHHOIO
ToKasarenst OT OTCYTCTBHS WMJIM HAIMYAS CIEJOB JIO 3Ha4YeHUs + HaOIIOAANoCh NMpU NPUMCHCHHH
no3sl 20 Mr. B GOJBIIMHCTBE CIy4aeB CTENEHb BBIPAKCHHOCTH IPOTEHMHYPHH CHHXKACTCA 160
TIPOTEHMHYPHS HCUYE3aET CIIOHTAHHO IIPY MPOJOJDKEHUM Tepanuy. Ha 0CHOBaHWHM aHA/IM3a JaHHBIX U3
KJIMHAYECKUX MCCIECNOBAaHUM M JaHHBIX ITOCTPETMCTPAIMOHHOTO TNPHUMEHEHHs, HMCIOIIMXCA K
HACTOSINIEMY BPEMEHH, He BbBIABICHA KaKag-TM00 MNPUYMHHO-CICACTBEHHAs CBA3b MEMIY
IIPOTEMHYPHEN U OCTPBIM HIIH IPOTPECCHPYIOMINM 3a00JIeBaHHEM MTOYEK.

I'ematypuss HaGmiojanack Yy TAlMEHTOB, MOJIyYaBIIMX JIEUYCHHE PpO3yBAacCTaTHHOM; JaHHBIC
KTHHIYECKHX MCCIIEI0BAHMI CBUACTEIBCTBYIOT O TOM, UTO YaCTOTa €€ Pa3BUTHS SBJISETCS HU3KOMH.
Buusinue na ckenemmuyio myckynranypy: CooOWIAIOCh O Pa3BUTHH BO3JCHCTBAA Ha CKEJCTHYIO
MyCKyJIaTypy (HampuMmep, B BHJE TaKuX sSBICHUH, KaK MUAITUsd, MHOIIATHS (BK/IIOYAs MHO3MT) H, B
PeNKHX ClTy4asx, pabIOMHONH3) ¢ HiM 0e3 OCTpOH MOYeYHOH HENOCTATOYHOCTH Y INALUCHTOB,
TOJTyYaBIINX JIEYEHHE BCEMH 103aMH PO3yBaCTaTHHA, OCOOEHHO MPU HCIIONb30BAHMH 103 >20 Mr.
Jlo3o3aBucHMOe yBenuueHHe ypoBHe#l kpearmnkuHassl (KK) HaOroanoch y IAIHCHTOB,
TONy4yaBIIAX JIEYEHHE PO3YBACTATHHOM; OOJBIIMHCTBO CIy4acB HMMEJIO JICTKYIo —CTCICHb
BBIPAYKEHHOCTH, & TAKXKe HOCHIO OECCHMNTOMHBIA U BPEMEHHBIH XapaKTep. B ciy4ae ecnu ypoBHH
KpeaTHHKHHA3BI ABJIIOTCS MOBBIIEHHEIMU (> S-kparHoro BITH), neuenue cieayeT npekpaTuth (M.
pazznen 4.4).

Buusnue na nevenv: Kak u B ciyuae apyrux unruéuropos I'MI'-KoA-pemykrassl, 10303aBHCHMOC
YBEIMUEHHE YPOBHS TpaHCAaMMHA3 HaOMONaIoch y HEOONBLIOTO KOJIMYECTBA IAIMCHTOB,
NOJNYYaBUIAX JIEYEHHE PO3yBacTAaTHHOM; OOJIBIIMHCTBO CIy4acB HMMENO JICTKylo CTENCHDL
BBIPOKEHHOCTH, @ TAK)Ke HOCHIO 6ECCHMITOMHBIN ¥ BPEMECHHBIN XapaKTep.

Coo6manoch 0 CiIydasX pasBUTUS HIKEYKa3aHHBIX HEXENATENbHbIX SIBICHUH IpPH NPUMCHCHHH
HEKOTOPBIX CTATUHOB:

- Hapymierue nosoBoit QyHKIMH.

- EqMHAYHBIE CIlydYaH MHTEPCTHIMATBHOTO 3a00JEeBaHMs JITKHX, OCOGEHHO MU JUIMTEIBHOU
Tepanud (cM. pazaen 4.4)

YacToTa npeaocTaBleH s COOOIEHHi 0 pabIOMHUOIIN3€e, CEPHE3HBIX SIBJICHHAX CO CTOPOHBI MOYCK U
CEPBE3HBIX SBIEHUAX CO CTOPOHBI II€YeHH (T7IaBHBIM 00pa3oM, MOBBILICHHEIH YPOBEHD NEUCHOTHBIX
TpaHCAMUHa3) ABJSETCs Gosiee BBICOKOI B Clydae npuema 103s! 40 Mr.

JlaGopaTopHBble OKa3aTeax

B KOHTPOJIHPYEMBIX KIHMHMYECKUX HCCIEI0BAHAAX MOHOTEPAIIMH YaCTOTa KIMHAYECKH 3HAYAMOro
noBbIIeHns TpancamuHas ceiBopoTkd (AJIT w/wmu ACT > 3 BI'H) Gbula cxonHo# B rpynmax
ssetumuba (0,5 %) u mmane6o (0,3 %). B mccnenoBaHMAX KOMOMHAUMH MPENapaToB 4acToTa
NOBBIIIEHUsS cocTaBmwia 1,3 % y HanueHToB, NMPUHUMABIIMX aetumud + cratud, 1 0,4 % y
NAIMEHTOB, [PHHMMABIIMX TOJNBKO CTATHH. OTH ONH30/bl TOBBIMICHHUS OOBIMHO ObLTH
GeCCUMIITOMHBIMM, HE OBUIM aCCOIMHUPOBAHBl C XOJIECTA30M, W 3HA4YCHWs TpaHCaMHHAa3
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BO3Bpalla/IMCh K MCXOJHOMY YPOBHIO IIOCIE IpeKpamienus’ JIeICHHs -~ WK - Ha . (QOHE. |
TIPOJIOIDKAKOIIETOCs JIeUeHHs (CM. pasien 4.4).
B KIMHHYECKHX HCCIeI0BaHuIX ¢ 93erumubom mosbunenne KOK > 10 BI'H ormeuanocs y 4 u3
1674 (0,2 %) nanueHTOB, MPUHUMABIIMX TONBKO 33eTHMHO, y 1 u3 786 (0,1 %) manKeHTOB,
npuHAMaBIIEX ianebo, y 1 u3 917 mamuentos (0,1 %), npuHAMaBIINX 3eTuMub + cratiH, Uy 4
u3 929 narmentos (0,4 %), IPMHAMABIINX TOJBKO CTaTHH. [Io cpaBHEHHIO C COOTBETCTBYIOLIEN
KOHTPOJBHOM Tpymmoif (mnameGo MM MOHOTEpAHs CTATHHOM) IpPUEM »3eTUMUbOa He OBbUI
ACCOLMMPOBAH C TMOBBIIEHNEM YaCTOThI MUOTIATHH MM PabIOMHOIIK3a (cm. pasznen 4.4).

[TeauaTpuyeckast HONYJISALASL

B paMmkax 52-HeeBHOTO KIMHUYECKOrO HCCIEI0BAHHs yBENTHYCHNE YPOBHSA KPEATHHKUHA3E! 10 >
10-xpatHoro BI'H ¥ MplIlIeYHble CHMITOMBI IHOCTE (HU3UYECKOH HArpy3Kd WA MIOBBIIIEHHON
(u3rUecKolil aKTUBHOCTH HAOMIONANHCH Yalle y NETed U MOAPOCTKOB, HEMKEIU Yy B3POCILIX (em.
paszen 4.4). B ocranbHoM mpoduib Ge30macHOCTH PO3yBaCTaTHHA y JACTEH W IOJAPOCTKOB ObLI
AHAJIOTHYEH MPOPUITI0 6€30IaCHOCTH Y B3POCIBIX.

B uccre0BaHAN ¢ ydacTHeM JeTeil B Bo3pacTe 6-10 JeT ¢ HACIEICTBEHHOH IeTEPO3HTOTHOM WM
HeHaC/TeICTBEHHOH runepxonecTepunemueii (m1=248) nadmoganocs nopsimenne ACT n/mm AJIT (>
3-x BTH) y 1,1 % nanuentos (1 maupeHt), momydaBmmx 33eTumub 1y 0 % B rpymme mianebo.
[Mosbimennss K®K (> 10-xpatHoro BI'H) nHe Habmomanocs. Ciydan MHONATHA HE ObUIH
3aperuCTPHUPOBAHBIL.

Coobl11eHne 0 Io03PeBAEMBIX HEXKEIATEIbHBIX PEAKIUAX

BaxHo cooOmaTe O IIOJO3PEBAEMBIX HEXKEJATEAbHBIX — pPEaKUHUAX I0CICe  PerucTpaluy
JIeKapCTBEHHOTrO IIpenapara ¢ LENblo 00eCTedYeHHsl HENPEephIBHOIO MOHMTOPHHIA COOTHOMICHMA
«IIOJTB3a-PHCKY JTEKAPCTBEHHOrO Ipenapara. [[pocuM MeMIMHCKUX PaOOTHUKOB co001IaTh O JIFOOBIX
TIO/I03PEBAEMBIX HEKENATENbHBIX PEaKIMAX JIEKapCTBEHHOTO IIperapaTta depe3 HalHOHAILHBIC
CHCTEMBI COOOIIEHHUS O HeXKENATEIbHbBIX PEaKIUsX.

4.9 IlepenosupoBka

B ciyyae mepeo3upoBKHU CleAyeT IPOBOAUTH CUMITOMATHYECKYIO U MOANEPIKUBAIOLIYIO TEPAIIHIO.
Poszyeacmamun

CnexmyeT MoHHTOpUpOBaTh GyHKIHIO nedeHy 1 yposeHb KOK. Ilosb3a reMouannsa MajoBePosATHA.
Izemumub

B KJIMHHYECKHX UCCIEOBAHUAX MpreM 33eTuMuba B 1o3e 50 mMr/cyT 15 310pOBBIMH yJacTHHKaMHU B
Teuenye 10 14 queit iy B gose 40 Mr/cyT 18 manueHTamMu ¢ NEPBHYHOM THIEPXONECTEPHHEMHEH B
TeueHue 70 56 aHeH 0OBIYHO MEPEHOCHIICS XOPOoLOo. Y XKMBOTHBIX HE OTMEYaJId TOKCHYHOCTH MOCIIE
OIXHOKPATHOTO TIpHeMa BHYTpb 3eTumuba (5000 Mr/kr y kpsic u Mpime# 1 3000 MI/KT y cobaK).
Coo6Ianoch O HECKOJIbKHX CIydasX IIepelo3MpOBKA 33eTHMHOA: OHH OOBIYHO HE Obu1H
aCCOLMHMPOBAHEI C PA3BUTHEM HexelaTeNbHBIX peakiui. CooOlIeHHBIC HEKENATEIbHbIC PEAKIIHH HE
OBLTH CephE3HBIMHU.

5. ®APMAKOJIOTHYECKUE CBOVICTBA

5.1 ®apmakoauHAMHYECKHE CBOICTBA

Dapmaxomepanesmuyeckas 2pynna: THIOIUIHUIEMHYECKUE MPENapaThl, unruoutopsl I'MI'-KoA-
pejlyKTa3bl B KOMOMHALUY C APYTUMHU THIIOIUIIHACMUAYECKUMHU CPEACTBAMH.

Koo ATX: C10BAO06.
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Po3syBacrarun

Mexanuzm Oeticmeus

Po3yBacTaTHH SIBISETCS CEJIEKTHBHBIM H KOHKYPCHTHBIM uraruouropom I'MI-KoA-penykTassl,
CKOPOCTB-THMHUTHUDYIOIIEro  (epMeHTa, KOTOPBIA npeobpasyeT  3-THAPOKCH-3-METHIITy TapHII
KODEpMEHT A B MEBAJIOHAT, IIPEKypcop XosecTepuHa. OCHOBHBIM MECTOM JeWCTBHS po3yBacTaTHHA
ABJISAETCS TIE€UEHb, SIBJISIOIAACS OPraHOM-MHIIEHBIO ISl CHHXKEHHUS YPOBHS XOJICCTEPUHA.
Po3yBacTaTHH MOBBIIAET KOJIMYECTBO MEUCHOYHBIX PEIEITOPOB JITTHIT Ha mOBEpPXHOCTH KIIETKH,
yCHJINBAsi MOTJIOLIEHHE H xaTaboynusm JIITHII, ¥ mopjaBiiseT MEYEHOYHBLIA CHHTE3 JITIOHII, Tem
cambIM cHmKas obmmee uucno yactun JITOHIT u JITIBIL

DapmakoQuHamuyeckoe oeticmeue

PosyBacTatuH cHukaeT nopsuneHHsNH JITIBII-XonectepyH, oOmMH XOIECTEPUH i TPUTTHICPU/B! |
noebimaer JITIBII-xonectepuH. OH TakKe CHHXAaeT YPOBEHH allOJIUIIONPOTEHHA B (AnoB),
xonecrepuna He-JITIBIT (XC ue-JITIBII), xonecrepuna JITTOHII (XC JITTIOHIT), Tpurauuepuzion
JITIOHIT (TT JITIOHII) u yBenu4uBaeT ypOBEHb alOJIHIONPOTECHHA Al (AnoA-I) (cM. Tabmuy 3).
Kpome Toro, posyBactaTit cHuKaeT cooTHomenne XC JITTHIT/XC JITIBII, o6muit XC/XC JITBII u
XC me-JINIBII/XC JITIBII, a Taxxe AnoB/AnoA-I.

Tabmuua 3: 3aBHCHMOCTh «I03a—3(QEeKT» y NAIHUEHTOB C MEPBHYHOM TUIIEPXOJIECTEPHHEMHEH
(tuma ITa u IIb) (CKOPPEKTHPOBAHHOE CPEHEE MPOLEHTHOE M3MEHEHHE M0 CPABHEHHMIO C HCXOLHBIM
3HAYECHUEM )

Ho3a N XC Oomuit | XC T XC He- | AmoB | AmoA-I
JIMHIT | XC JITIBII JITIBII

[Tnane6o | 13 -7 -5 3 -3 -7 -3 0

5 17 -45 -33 13 -35 -44 -38 4

10 17 -52 -36 14 -10 -48 -42 4

20 17 -55 -40 8 -23 -51 -46 5

40 18 -63 -46 10 -28 -60 -54 0

TepaneBTHUeCKHi 3DDEKT JOCTHraeTCsA B TEUEHUE O/IHOM HEJIe/H MOCIe Havana JICUCHHUS, [P STOM
90% MaKCHManbHOM BeJMUMHBl OTKIMKAa Habirofaercs depes 2 Hexenu. Kak mpasuio,
MaKCHMAbHEIHA 5Q(EKT JoCTHraeTest CIycTs 4 HeJleU U B JalbHEHIIEM NOACPKUBACTCA.

Knunuueckas 3¢pexmusrnocms u 6€30nacnocmo

PosyBactaTiH 3Q(GEKTHBEH y B3POCIBIX CyOBEKTOB C TUIIEPXOJIECTEPUHEMHUEN, B COIPOBOKICHUH
THIEPTPHUIIMIEPHAEMAN Wi 0e3 TaKkoBOM, HE3aBMCHMMO OT pachl, TOJIa WM BO3pACTa, a TaKKe
B 0COOBIX IpyIax MAnXdeHTOB (HapuMep, CTpaJalolUX CaXapHbIM nuabeToM) WK Y MAlMEHTOB
C CEMEMHOM TUIepX0IeCTEPHHEMHEH.

CoracHo 06beIMHEHHBIM JaHHBIM M3 HccienoBanuil ¢asel I, po3yBacTaTuH MpOAEMOHCTPUPOBAJI
5((GEKTHBHOCT TIPU JE€YEHUH OOJIBIIMHCTBA MAI[HEHTOB C runepxonecrepunemueit Tuna lla u IIb
(cpennee ucxomuoe 3Hayenue XC JIITHII cocrapisiio npubnu3uTensHO 4,8 MMOJIB/IT)  BIIOTH
J10 IOCTHIKEHHs OOIENPU3HAHHBIX IIEIEBBIX YPOBHEH, PeKOMEHI0BaHHBIX EBpOnedCcKiM 001ecTBOM
1o usyuenuio arepockiepoza (EAS; 1998); npubmusurensao 80 % NalMEHTOB, MOJIyYaBIINX
JIeYeHHE ¢ TIOMOIILIO 10361 10 MT, JOCTUINIHM LieJeBbIX 3HaueHuit EAS, yCTaHOBICHHBIX B OTHOLICHHH
yposrs XC JITTHIT (< 3 MmMons/i).

B  paMKax KpYIHOro  HCCIeIOBaHWs 435 IAlHEHTOB  C reTEpO3UrOTHOM  CEMEHHOM
THIIEPXOJICCTEpPUHEMUEH IOJIyYand po3yBacTaTMH B J03¢ OT 20mr mo 80Mr mo cxeme
MPHHYAUTENBHOTO moabopa K03kl B ciyuae Beex 103 OBLIO MPOJIEMOHCTPHPOBAHO O1arornpusITHOE
BAMSHWE HA JIMIOMIHBIE NapaMeTpbl ¥ Ha LEJEBble MOKa3aTeNH, MPeLyCMOTPCHHBIC cTpareruen
«treatment to targety (KOpPpEKTHpOBKAa JI€YeHHMs IO MEpe HEOOXOAUMOCTH ISl TOCTHIXKCHUS
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IOCTaBJICHHOH TepareBTHdecKol memu). Ilocae yBenmuueHus cyTodHo# 1036l 10 40 Mr (12'HENENE

neuenus) yposens XC JIITHII cumsmics Ha 53%. 33% maIMEeHTOB JOCTHUIJIA LIEJIECBOTO YPOBHs
XC JITTHII, pexomenpoBarnoro EAS (<3 MMOJIB/JI).

B OTKpBHITOM HCCJIEIOBAHWH C IPUHYIUTENBHBIM [OAGOPOM /03Bl HPOBOJHMIACH OLCHKA OTKJIMKA
47 TIALHEHTOB ¢ TOMO3WIOTHOMN CeMeiHOlM rumepXojecTepMHEMUEH Ha TEparuio po3yBacTATHHOM
B 03¢ 20-40 mr. Cpennee camkenne ypoHs XC JIITHIT B mpenenax 001el mOoMmyJIsLUH TalHeHTOB
coctaBmiio 22%.

D3eTuMuob

Mexanusm deticmeus

D3eTUMHG 3TO IPEICTABHTENH HOBOrO KJAcca THIOTHIMAEMUYECKHX COCIMHEHHH, H30UpaTEeIbHO
[OJAB/SIOIIMN BCACBIBAHHE XOJIECTEPUHA U POJACTBEHHBIX €My PaCTUTECIbHBIX CTCPOJIOB B
KHIIEYHKKE. J3€TUMUO AKTHBEH IPU IIpMEME BHYTPb, H €0 MEXaHW3M JCHCTBHS OTIMYacTCs OT
TAaKOBOTO y JAPYTHX KJIACCOB COCAMHEHHH, CHUKAIOIUX YPOBHHU XOJIECTEpHHA (Hampumep, CTaTHHBI,
CEKBECTPAHTH! JKETYHBIX KHCIOT [CMOJEBI], NPOU3BOMHBIE (UOPOEBOH KHCIOTBI M PACTHTCIIBHBIC
cTaHOINB). MONeKyIApHOM MUIIEHBIO 33€THMHOA ABJISCTCS TPAHCIIOPTEP CTEPOJIOB, 0eJI0K, CXOIHBIN
¢ 6enxom Haitmana-TTuka Tunma C 1 (NPCILI Niemann-Pick Cl-Like 1), OTBEeTCTBEHHBIH 3a 3aXBaT
XoJiecTepuHa U (PUTOCTEPOIIOB B KUILICUHUKE.

D3eTUMHO JOKAMM3yeTcss B IIETOYHONW KAaeMKe OIMTENUsl TOHKOM KHIIKM W IOAABIACT TaM
BCACBIBAHUE XOJIECTEPHMHA, YTO CHHIKACT MOCTYIJIEHHE XOJIECTEPUHA U3 KUIICYHHUKA B NICUCHD. B 10
)K€ BpeMsl CTATMHBI YMEHBLIAIOT CHHTE3 XOJECTEPMHA B IEYEHH: B COBOKYIHOCTH 3T Da3HBIC
MEXaHH3MBI JIeHCTBHS JOMOJHSIOT APYT APYTa B CHIKEHUH yPOBHEH XoJlecTepuHa. B 2-X HEeIbHOM
KIIMHAYECKOM HCCIE0BAHAM, MPOBOAMBIIEMCS y 18 IANMEHTOB C THIEPXOJIECTCPHHEMHEH,
93eTUMHG YMEHbIIAJ BCACHIBAHME XOJIECTEPHHA B KHIIEYHUKE Ha 54 % 10 CpaBHEHHIO C TIIanebo.

DapmaxoduHamuyeckoe oelcmeue

Bbl1 IIpoBeieH s AOKIMHUYECKUX HCCIICI0BAHUH 10 ONpPEIC/ICHUIO n30MpaTeIbHOCTH JEHCTBHS
33eTHMHUOa HA TOJABJIEHHE BCACHIBAHHS XOJIECTEPHHA. D3€TUMHO IIOJABJIsUl BCACBHIBAHUC [14C]-
XOJIECTEpHHA M HE OKA3bIBAJ BIIMSHHS HA BCACBIBAHME TPUIIMLEPUJIOB, XKUPHBIX KUCIOT, JKETIHBIX
KHCJIOT, IIPOreCTEPOHA, STHHHIIICTPAIIIOJIA U KHPOPACTBOPUMBIX BUTAMHHOB AuD.
DNUIEMHOJIOTHYECKHE  HCCIIEOBAHMS IO3BOJIMUIM  YCTaHOBHTH, 4YTO  CEPACYHO-COCYAHCTHIC
3a60J1€BaEMOCTb ¥ CMEPTHOCTh MPAMO KOPPEIUPYIOT C YPOBHAMHU OOIIEro XOJIECTEpHHA U JITTIHIT u
o6patHo Koppenupyiot ¢ ypoHeM JIIIBII.

[Ipuem 33eTuMHOa CO CTATUHOM 3(QQEKTHUBHO CHHIXKACT PUCK CEPACYHO-COCYAHCTBIX coOBITHH Y
TAIUEHTOB ¢ MIeMuueckoi Gosesnsio cepana u OKC.

Knunuyeckas a¢hgpexmusenocms u 6e30nacHocme

B KOHTPONHMPYEMBIX KJIMHAYECKHX HCCICIOBAHUAX 33€TUMHUO B BHIC MOHOTEpANHH HIM IPH
COBMECTHOM NPHMEHEHHH CO CTATHHAMH 3HAUYMTENBHO CHIDKAl yPOBEHb OOIIEro XOJIECTEPHHA,
JITTHII, anmomunonporend B (Apo B) u tpurmumepunst (TI) u moBbIIam ypoBEHB JIIIBIT y
IALUEHTOB C TUIIEPXOJIECTEPHHEMHEN.

Ilepeuunas eunepxonecmepuremus

B 1BOHHOM CIENOM IIaneG0-KOHTPOIMPYEMOM 8-HeIeIbHOM HMCCNefoBaHkU 769 MAlMEHTOB C
THIEPXOJIECTEPUHEMHEH, KOTOPBIE yXK€ IOJyYald MOHOTEPANHMIO CTaTHHAMH, HO HE JOCTHITIH
nenesoro yposus JITHIT (ot 2,6 no 4,1 mmons/n [or 100 mo 160 mr/mi], B 3aBHCHMOCTH OT
MCXOJHBIX XapaKTEPUCTHK) OBUIH paHIOMHU3UPOBAHBI UL IOy YCHU 6o 33erumuba 10 Mr, 1160
wiane6o B JOMOJIHEHHE K MPOJOIDKAIOIIEHCS Tepanuy CTaTHHAMHU.

Cpeny MalMEHTOB, MOMyYaBIIMX CTATHHBI, HE NOCTUIIINX LEJICBOTO yPOBHA JITTHIT oT BCXOMHOTO
ypoBHs (~ 82%), 3HAUMTENBHO OOJbIIE NAlMEHTOB, NOTMOIHHTEIBHO NIPUHUMABIIHX 33€TUMHO,
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pocturid uesnesoro 3Hauends JIITHII B KOHEYHOM TOUKE HCCICAOBAHUA IO CpaBHEHHIO C
[AIMEHTAMH, JOTOJHATEIBHO NpUHMMaBuMK Ianebo, 72% u 19% COOTBETCTBEHHO.
CootserctBytomee cumkerue yposHs JIITHII 3Ha4uTEIEHO pa3iniacTes (25% u 4% nns 33eTUMuO2
¥ mane6o, COOTBETCTBEHHO). KpoMme Toro, 33eTuMUO, 100aBICHHBIN K IIPOJIOJDKAIOIEHCSA Tepauy
CTATMHAMM, 3HAYMTEIBHO CHM3MI obumii xonectepus, Apo B, TI' n noBeicui ypOBCHB JITIBIT no
cpaBHEHHIO ¢ Tutanebo. dseruMub WM 1UIanebo, H00aBICHHBIE K Tepanudd CTaTHUHaMH, CHIDKaIH
cpennuii yposenb C-peakTuBHOro Genka Ha 10% uinu 0% OT HCXOHOTO YPOBHS COOTBETCTBCHHO.

B ABYX [BOMHBIX CJEMBIX pPaHIOMH3MPOBAHHBIX ILIALE00-KOHTPOIMPYCMBIX 12-HeenbHbIX
HCCIIEIOBAHHUAX ¢ ydacTueM 1719 manueHToB ¢ NEpBUYHON TUIIEPXO0JIECTEPUHEMHEH 33 TUMHO B 7103¢
10 Mr 3HQUUTENHbHO CHE3MN obmmit xonectepur (13%), JIITHC (19%), Apo B (14%), a Taioke T
(8%) u nossicua yposens JIIIBII (3%) 1o cpaBHeHHIO C mwrane6o. Kpome Toro, 33eTUMHO He BIUSI
HA TUIa3MeHHBIE KOHIEGHTDAIMH JKMPOPACTBOPHMBIX BuTamuHOB A, D u E, He Biusn Ha
IIPOTPOMOMHOBOE BpeMsI M, KaK M JPyTde TUIOJMIAICMUYECKUE areHThbl, HE BIIUA Ha BBIPabOTKY
CTEPOMIHBIX TOPMOHOB KOPBI HAAMOYEYHUKOB.

Po3yBacTaTuH/33eTHMHO

Knunuueckas 3¢pgpexmusnocmu u 6e30nacnocms

B 6-HENeNBbHOM PpAaHIOMU3MPOBAHHOM, MABOMHOM CIEIOM KIMHHYECKOM HCCICIOBaHHH B
napaieNbHEIX TpyNnax OLUEHMBAIM 0e30macHOCTh U d(QEKTHBHOCTH s3erumuba (10 Mr),
10GaBIEHHOrO K Tepalyu MOCTOSIHHOM J030H po3yBacTaTiHa, B CPABHEHHH C TOBBIIICHHEM N03bI
posyBactatuHa (¢ 10 mr go 20 mr mwm ¢ 5 mr jgo 10 mr) (n = 440). OOGbeuHEHHBIE JIaHHbIE
T10Ka3BIBAIOT, YTO J00aBlIeHHe 33eTuMuba K Tepamuu 5 Mr wid 10 Mr posyBacTaTWHa CHHXKAJIO
ypoBenp xonectepuna JI[THIT wa 21 %. B mpOTHBOMOJIOXHOCTb OJTOMY, IOBBILICHUE J03bI
posysacratuta ¢ 10 Mr 10 20 Mr IpUBOJMIIO K CHHIKEHHUIO XOJICCTEpHHA JITTHIT na 5,7 % (paznuuue
MeXIy rpynmnamu pasHo 15,2 %, p < 0,001). [Ipy vHAMBHIYaTbHOM aHATH3E OBLJIO MOKA3aHO, YTO
33eTUMHUO + po3yBacTaTHH 5 Mr Ooliee 3HAUMTENBPHO CHUXKAIM YPOBCHB XOJICCTEpHHA JITTHIT mo
cpaBHEHHIO ¢ mpueMoM 10 Mr posyBacTaTuHa (pasnuuue Ha 12,3 %, p < 0,001), a ’3eTuMHb +
posysactaTud 10 Mr Oosee 3HAYHUTENBHO CHIIKAIM YPOBEHb XOJIECTEPUHA JITTHIT no cpaBHEHHUIO C
npuemoM 20 Mr posyBsacTtaruta (pasnuune Ha 17,5 %, p <0,001).

BE110 TpoBeIeHO 6-HeIeNbHOE PaHIOMU3UPOBAHHOE MCCIIE0BAHUE IS H3YICHUA 3¢ PpEeKTUBHOCTH U
6€30MaCHOCTH MOHOTEpANHH po3yBacTaTuHOM 40 MI' MM B KOMOMHALMH C s3erumubom 10 Mr y
[ANMEHTOB ¢ BBICOKHM PHCKOM HIIEMHYECKOH GoiesHu cepana (n = 469). 3HaUMTENBHO Oosble
TAIUEHTOB, MOJTyYaBIINX PO3yBacTATHH/3eTUMHO, YEM B IPYIIIE TOIBKO PO3yBacTaTHHA, NOCTUIIIH
nenesoro ypoeHs JITTHIT AT® III (<100 mr/m1, 94,0% npotus 79,1%, p <0,001) 1 HEOOS3aTENBLHOTO
neneBoro yposHs xonectepuna JIITHIT (<70 mr/mn) st MaiuueHToB € OYCHb BBICOKHM PHCKOM
(79,6% npotus 35,0%, p <0,001). KomOunarus pO3yBaCcTaTHH/33€TUMUO 3HAYUTENIBHO CHHXKaA
yposens JITTHII, wem posysactatun (-69,8% npotus -57,1%, p <0,001). [pyrue KOMIIOHCHTBI
JIUIHA/THIONPOTEHHOBOr0  mpoduuis TakKe ObUTH 3HAYMTENBHO (P <0,001) ymy4weHsl Ipu
NPUMEHEHUH PO3yBacTaTHHA/33eTUMUOA.

ITanpeHTHl JETCKOr0 BO3pacTa

EBporeiickoe areHTCTBO IO JIEKapCTBEHHBIM CPEICTBAM OTMEHHUIIO 00513aTeNbCTBO MPEACTABUTh
pe3yJIbTaThl UCCIEAOBAHUS npénapara Poxkcepa IInroc [uist eyeHus TMIEPXOJIECTCPUHEMUM BO BCEX
MOArpyNNax MalUeHToB JETCKOro Bo3pacTa (MHpOopMaIMIO O MPUMEHEHHUH IIpernapara y JIeTel CM. B
paszene 4.2).

52  ®apmakoKHHeTHYECKHE CBOMCTBA

Po3yBactatux
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Abcopbyus e
MaKchManpHas —KOHIEHTpAlWs po3yBacTaTMHAa B  IUIa3Me KpOBM  JOCTHractcs  CIycTH
NPUOMM3UTENBHO 5 9acoB MOCNIE NEPOpapbHOTO MPUMCHCHHA. Ab6comorHas OHOJOCTYITHOCTD
cocTaBseT npubnu3uTensHo 20%.

Pacnpeoenenue

Po3yBacTaTMH B 3HAUUTEIBHON CTEMEHM 3aXBAaThIBACTCS MEYCHBIO, KOTOpasd ABIACTCS OCHOBHBIM
Y4YaCTKOM CHMHTe3a XollecTepuHa u Kimpenca XC JITTHII. O6beM pacmpelelieHust po3yBacTaTHHA
cocraBisier npuOH3uTensHO 134 1. [IpuGmusutenso 90% posyBacTaThHa CBS3aHO C Oenxamu
IIa3MBl, TJIaBHEIM 00pa3oM ¢ ajlbOyMHMHOM.

Memabonuzm

Po3yBacTaTHH MOJBEPraeTcsi OrpaHUUEHHOMY METa00IHU3MY (mpubmusutensHo 10%). MccnenoBanus
MeTabonu3Ma in Vitro ¢ HUCIOJBb30BAHHEM TeNaTOIMTOB YEIOBEKa CBHICTENBCTBYIOT O TOM, 9TO
pO3yBAaCTAaTHH SIBJISETCS HENPOGUIBHBIM CyOCTpaTOM JUId MmeTabonu3Ma (EepMEHTaMH CHCTEMBbI
nuroxpoma P450. CYP2C9 sBnsics OCHOBHBIM 3a7eHCTBOBAHHBIM n30(pepMEHTOM, IIPU 3TOM
modepmentsr 2C19, 3A4 u 2D6 Obuii BOBJICYCHBI B MEHBIIEH CTENEeHH. [ JIaBHBIMU
HIeHTHQHUIMPOBAHHBIME META0O0IHTAMU ABJISIOTCS N-ACCMETHIT U JIAKTOH. Mera6onut N-gecMeTi
npubmmuTenbHo Ha 50% MeHee aKTHBEH, YeM PO3yBacTaTHH, B TO BpEMs Kak JIAKTOHOBAs dopma
cunTaercs KIMHAYeCKU HeakTuBHOW. Ha momo posysactaruna npuxomutcs Gonee 90% akTHBHOCTH
110 uHru6uposanuto uupkympyomeil 'MI'-KoA-peaykrassl.

Buigeoenue

[Tpu6nusurensao 90% K036l po3yBacTaTHHA BBIBOAUTCSA B HEM3MEHEHHOM BHJIC C KajlOM (BKJTIOYAET
abcopGupOBaHHOE U HeabCOPOUPOBAHHOE JICHCTBYIONIEE BEUIECTBO), a OCTallbHAs YacTh BBIICIACTCA
¢ Mouoit. IIpubnusurensHo 5% 03B Ipenapara BHIBOAUTCSA B HEU3MCHCHHOM BHIC C MOYOH.
[lepriol TONMyBBIBENEHHs M3 IUIAa3Mbl  COCTABJSET  IPHOIM3HTEIBLHO 20 yacoB. Ilepuon
OJyBBIBECHHS HE YBEJIMYMBACTCS IIPH MCHOJNB30BaHMM Oosnee  BBICOKMX  J103. Cpennee
reOMETPUYECKOE 3HAYEeHHE IUIa3MEHHOro KIMPEHCa  COCTABIIAET npubiusureasHo 50 /4
(ko3 uiment Bapuanuu coctapiser 21,7%). Kak u B ciaydae Apyrux uaruduropoB ['MI'-KoA-
PeIyKTa3kl, B 3aXBaTe PO3yBACTATHHA IEYEHBIO Y4YaCTBYeT MEMOpPAHHBIH TPaHCIOPTEp OATP-C.
JlaHHBIH TPAHCIIOPTHBIN OEJIOK UIPAaeT BaXKHYIO POJIb B BEIBEICHHH PO3yBacTaTHHA TIEUYEHBIO.
Jlunetinocmuv/HeNuHeHOCMb

CHCcTeMHAast SKCTIO3UIKS PO3YBACTATHHA YBETMYIMBACTCS IIPOIIOPIMOHAIBHO f03¢. [Ipn MpUMEHEHHH
nperapara HECKONBKO pa3 B CyTKH Kakue-THOO H3MeHeHHs (apMaKOKHHETHHYECKUX IapaMeTpoB
He HabIIoatoTCs.

Ocobvle epynnvl nayuenmos

Bospacm u noa

He Habmomanoch Kakoe-THOO KIMHMYECKH 3HAYMMOE BIMsSHHE BO3pacTa W IOJla Ha
(hapMaKOKMHETHKY pPO3yBacTaTHHA y B3POCIBIX CyOBeKkTOB. PapMaKOKHHETHKAa PO3yBACTaTHHA Yy
HeTelf ¥ MOJPOCTKOB C FE€TEPO3MIOTHON CEMEHHON TMIEpXOJIECTEPHHEMHEH Obl1a aHAJIOTHYHA WU
HIDKE TAKOBOM y B3POCHBIX J0OpOBOJBLEB (CM. IIOA3aroioBoK «llepuarpudeckas MOMYISUIA»
HUKE).

Paca

dapMaKOKHHETHUECKHE UCCIIEI0BAHMS [IOKA3aIH MPUOIU3UTENBHO 2-KPaTHOE YBEIHYCHHE METHAHDI
AUC # Cmax cpeat cyOBEKTOB MOHTOJIOMAHOM PAChl (SIOHIIBI, KATAHIBI, QHIMIIMHIbI, BEETHAMLIBI
W KOpeHIBl) [0 CPAaBHEHHIO C CyOBEKTaMH €BPOICOMIHOM pachl; y MHIMHLEB HaOMIONaeTes
yBemuenne Menuansl AUC u Crax mpuGmusutensho B 1,3 pasa. Ha ocHoBanuy nomyJisiioHHOTO
(hapMAaKOKMHETHYECKOTO aHAIM3a He OBLTH BBISBICHbI KaKHE-THOO KIMHUYECKH 3HATUMBIC pasiHHHs
B (hapMAKOKHHETHKE MEXKIY CyOBEKTaMH €BPOIICOHIHOM Pachl U cyOBeKTaMy HETPOUIHOMN PachL.
Hapywenue ¢pynkyuu novex

B mccleq0oBaHUH, B KOTOPOM IPHHUMATH Y4YacTHE CyOBEKTBI ¢ HapylICHHCM (GyHKIUM TOYEK
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pa3IMYHON CTENEHH, HapyLICHHE (GYHKIMH TIOYEK JIETKOM HIIH yMEpeHHOH " CTeTIeHI He-0Ka3a10.!

KAKOTO-THGO BIMSHHS HA KOHUEHTPALMIO PO3YBACTATHHA HIIM €r0 METaboJHTa N-nmecmeTnna B
mwiasMe KpoBH. Y CyOBEKTOB € HapyleHHeM GYHKIHH TOYeK TSDKEJION CTeneHu (KIMPEHC
kpeatuHuHa < 30 MJI/MHH) KOHLEHTpALUs pO3yBacTaTHHA B IIa3ME KPOBH Obuta B 3 pa3a BBIIIE, a
metabomura N-mecMeTwna — B 9 pa3 BBIE, YeM Y 3OPOBBIX JOOPOBOJIBIEB. KoH1eHTpanyn
po3yBacTaTHHa B IUIa3Me KPOBM B PAaBHOBECHOM COCTOSHMH Y TEMOAHAIHM3HBIX cyOBeKTOB OBLIN
npubm3uTeabHo Ha 50% BBILIE IO CPABHEHHUIO CO 310POBBIMH JI0OPOBOJIBLIAMH.

Hapywenue @pynxyuu nevenu

B HCCTENOBAHMM, B KOTOPOM NPHHHMAIH yYacTHe CyOBEKTHI ¢ HapymeHHeM (yHKIHH MeueHH
DasNMYHOM CTENeHW, He ObUIO IPOJEMOHCTPHPOBAHO KaKOe-TMOO yBENTMYEHHE OKCIO3HIMH
po3yBacTaTHHA Y CYyOBEKTOB C OLEHKOH 7 WM HIXE IO IIKaje Yaitnna—IIeto. Tem HE MeHeEe, y IBYX
cyOBexToB ¢ omenkamu 8 u 9 mo mkane Yainna-Tlbio HabrONanoCh yBEIUICHHE CHCTEMHOTO
BO3JICICTBUS HE MeHee 4eM B 2 pas3a II0 CPaBHEHHIO ¢ cyOhekTamu ¢ 0Oojiee HU3KMMH OLECHKaMH
no mkane Yaitnga—TIero. OTCYTCTBYeT KakoH-TMOO ONBIT MPUMEHEHHUs Ipenapara y IalHCHTOB
¢ onenkoii 6osee 9 mo mkane Yannga—IIso.

Tenemuueckue nonumoppusmol

B ¢apmakokunerike uHruoutopos I'MI-KoA-penykrasbl, BKIHOYas pO3yBacTaTHH, ydacCTBYIOT
oenkxu-Tpancnoprepsl OATPIB1 u BCRP. [l manueHToB ¢ I€HETHYECKHUMH noJauMopQu3MamMu
SLCO1B1 (OATP1BI1) u (uwm) ABCG2 (BCRP) cymecTByeT pHUCK MOBBILICHHOH OSKCIO3ULIUH
posyBactaTuHa. Wumuumyansnble nommmopdmsmel SLCOIBI ¢.521CC u ABCG2 c.421AA
accoMUpyrOTCst ¢ Oojee BBICOKOM OKCIO3MIMEH pO3yBacTaTHHA (AUC) mo cpaBHEHHIO C
regorunamu SLCO1B1 ¢.521TT umu ABCG2 ¢.421CC. [lanHoe cnenruyeckoe reHoTUIHPOBaHNE
He SBIseTCs OOLIENPUHSATHIM B KIMHUYECKOH IIpaKTHKe, OJHAKO U IAIMCHTOB, Y KOTOPBIX
3aBEZIOMO UMEIOTCS JAHHBIE KOHKPETHBIE THITH TIOMUMOP(H3MOB, PEKOMEH Iy €eTCsl HasHa4aTh Oosee
HH3KYIO CYyTOYHYIO 03y PO3yBacTaTHHA.

lleouampuueckas nonyiayus

JlBa (apMaKOKHHETHUECKUX HCCIICOBAHUS PO3yBacTaThHA (B TabjeTKax) y MeAuaTpUUSCKUX
NAIMEHTOB ¢ IeTEPO3UTOTHOM ceMeliHol rurnepxonecTepuHeMueit B Bospacre 10-17 umm 6-17 ner
(Bcero 214 maunMeHTOB) MPONEMOHCTPHPOBAIM, YTO OKCIO3ULHA Y MNEAHATPUICCKHX INAlUCHTOB
CONOCTABMMA WM HIDKE, YeM y B3pOCIBIX MAlMEHTOB. BosjeifcTBhe posyBacTaTHHa ObIIO
TIpe/ICKa3yeMBIM B OTHOLICHHH J03bI X BPEMEHHU B TEUEHHE 2-ICTHETO MEPHOJA.

3eTuMuo

Abcopbyus

Ilocine MepOpPaJbHOTO TpHeMa 33€TUMUG OBICTPO BCACHIBACTCS M B 3HAYMTEIBHOH CTEIECHH
KOHBIOTHpYeTcs ¢ obpaszoBanueM (apMakoJIOTHYECKH aKTHBHOIO (DEHOIBHOrO IJIFOKypPOHHAZA
(93etumuba rimokyporu). CpeaHne MakcuManbHble KOHIEHTpalud B miasMe (Cmax) ZOCTUTAIOTCS B
TeyeHue 1-2 4acoB Ul 33€TUMMO-IIIOKYpOHUAA U OT 4 10 12 yacoB [uis 33eTUMHOa. AOCOIIOTHYIO
OUOJOCTYIIHOCTh 93¢THMHOA HEBO3MOXKHO OIPEENIHTh, IOCKOJbKY COCAMHEHUC TMPAKTHICCKHU
HEPacTBOPUMO B BOJHBIX Cpe/iax, MOJXOAAIIMX JUI HHBEKIUH.

ComyTCTBYIOIMi TpUeM MUIIHA (C BBICOKMM COJEPKAHHEM JKUPOB MM 00€3)KUPECHHOH MUIIEH) He
BJIHSUT Ha TIEpOPaTbHYIO GHOOCTYIHOCTD 93¢ TUMHOA IIPU IIpHEME B BHIE TabJIeTOK s3etumuba mo 10
MT. D3eTHMHO MOXKHO IIPHHUMATD C MHIIEH 1K Oe3 Hee.

Pacnpeodenenue

Ces3plBaHME »33eTUMHOa M €ro TIJIOKypoHuAa ¢ OelkaMu TIUIa3Mbl  4eJIOBEKA COCTaBJILCT,
COOTBETCTBEHHO, 99,7 % 1 88 - 92 %.

Memabonuzm

Meta6oym3M 33eTHMUOA IPOUCXOAKUT IPEHMYIIECTBEHHO B TOHKOM KHIIKE H B NEUCHH, OCPEICTBOM
rnokyponupoBanust (peakuus ¢aspl II) ¥ HOCHEAYIOMEro BBIBEACHHUA C IKETIBIO. Y Beex
HCCIIEIOBAHHBIX BHIOB OTMEYAIH MMHMMAIGHO BBIPOKCHHBIH OKUCIATENBHBIH MeTaboIu3M
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szetumuba (peakuus $asst 1). D3eTUMHUO U ero INIIOKYPOHHUA ABIATEH O CHOBHIBING TPOASBOIHBINH
JIeKapCTBEHHOTO CPEZICTBA, BEIIBIIAEMBIMH B IuasMe. OHHU COCTABIAIOT, COOTBETCTBEHHO;10-20-%%-1
80-90 % ot oO6mero coaep)KaHus JIEKapCTBEHHOIO CPEACTBA B ILIa3ME. N szetumud, U €ro
IMIOKYPOHHJ ~ MEIJICHHO  BBIBOAATCA M3  IUIA3Mbl,  MMEIOTCS  NPU3HAKH CyILIECTBEHHOM
SHTEpOTeNaTHYeCKOl MMPKYJSUMH 3THX COEIMHEHHH. Bpems MoJyBbIBEICHUS 33eTMHOA U €ro
TIIIOKYPOHHJIA COCTaBIIsAET IPUMEPHO 22 Yaca.

Buviseoenue

[Tocre mepopaibHOro IpuemMa 14C-a3etmuba (20 Mr) manpeHTaMH oOIIee KOIHYECTBO 33eTUMHOA
coCTaBsIo mpubIu3uTensHo 93 % oT ob1ei paJuoaKTHBHOCTH B IIIasMe. ITpubnusutensHo 78 % u
11% BBeEHHON PAIMOAKTHBHOCTH OBUIO HM3BIIEYCHO C (eKanusiMu M MOYOH, COOTBETCTBEHHO, B
Teuenne 10-mHeBHOro mepuona cbopa. Uepes 48 wacoB B muasme He OBLIO o0OHapyKUBAEMbIX
yPOBHEH paiOaKTHUBHOCTH.

il

Ocobvle epynnel nayuenmos

Ileouampuyeckas nonyasayusi

®apMaKOKHHETHKA d3eTMMHOA y AeTed > 6 JeT M B3POCIBIX O/MHaKoBa. DapMaKOKMHETHICCKHE
JaHHBIE Y JeTeil Miuaaue 6 JeT OTCYTCTBYIOT. KIMHUYECKHH OMBIT Y NEUaTPHICCKUX MALHEHTOB 1
NALHUEHTOB TOAPOCTKOBOrO Bo3pacta BKmouaet natuentos ¢ HoFH, HeFH nm CUTOCTEPOJIEMHUEH.
Hooicunvie 1100u

KourenTpanus obmero 33eTumMuba B IIa3Me NPUMEPHO B 2 pasa BBILIE y TOXKHUIBIX mozaeit (= 65
net), yeM y Momompix (ot 18 mo 45 ner). CHmxenune yposus JIIHII u npodue 6€30IMacHOCTH
COIOCTABUMBI MEXKIY IIOXKHJIBIMH W MOJIOABIMH CyOBEKTaMH, MOJTy4aBUIAMH a3etumub. Takum
06pa3oM, y TOKUIIBIX JTIOZIeH HET HEOOXOUMOCTH B KOPPEKTHPOBKE JO3UPOBKH.

Hapywenue ¢pynkyuu nevenu

ITocre ofHOKpaTHOTO mpreMma 33eTuMuba B 03¢ 10 Mr cpeaHss AUC pns obiero 33eTHMHOa
yBEJIMYUIIaCh IPUMEPHO B 1,7 pasa y IManueHTOoB C JIETKUM HapyIICHUCM gynxuuu neyenu (5 uim 6
GammoB mo mkate Yaitnn-IIbi0) MO CpaBHEHHIO €O 3HOPOBBIMH cyObexktamu. B 14-nHEeBHOM
WCCIIEIOBAaHHA C IpPUMEHEHHEM HecKONbKuX 103 (10 Mr B feHb) y MAlMEHTOB C yMCPCHHBIM
HapylIeHHeM QyHKuuH movek (oueHka mo mxaie Yaina-ITso ot 7 1o 9) cpemusis AUC s obuiero
33eTMHOa GbLTa YBEIHYEHA PUMEPHO B 4 pasa B IeHb 1 U JieHb 14 1O CPaBHEHHUIO CO 3/0POBBIMH
cy6nexTamu. [l MalMeHTOB ¢ HapylIeHHeM (YHKIMH [eYCHH JICTKOH CTENEHH KOPPEKIMH J03BI HE
Tpebyercs. M3-3a Hem3BeCTHBIX d(hGEKTOB MOBBIIICHHOH SKCIIO3ULMH 33¢THMHOA Y MALHEHTOB C
YMEpEeHHEIM WM TshkenbiM (oueHka mno mxane Yaina-Ilbro> 9) HapylleHHeM (yHKLMU TIEYEHH,
33eTHMHG He PEKOMEHIyeTCs TAKUM IalueHTaM (CM. paszien 4.4).

Hapywenue ¢pynkyuu novex

[locne onHOKpaTHOro mpuema 10 Mr o33eruMuOa TAlMEHTaMH C  TSDKEJIOH MOYEYHON
HegocTatoyHocThio (n = 8; cpennuit KK < 30 mi/mun/1,73 M?), cpennee 3naderne AUC (Bce popMbl
33eTMMu6a) Y TaKUX INAUEHTOB ObUIO NpUOIM3UTENbHO B 1,5 pasa BhIIE IO CPaBHCHHIO CO
370poBbIME y4acTHHKaMH (n = 9). JlaHHBIA pe3y/ibTaT HE CUMTAIOT KIWHHYCCKH 3HAUMMBIM. ¥
ALMEHTOB ¢ HapyIIeHHeM (QyHKIMH I0YeK KOPPEKIMU 03I He TpeOyeTCsL.

Eme y OJHOTO ManueHTa B 9TOM HCCNIENOBaHMU (MEpeHeC TPAHCIJIAHTALMIO IOYKH, MOJydal
pasJIMYHbIE JIEKAPCTBEHHBIE CPECTBA, B TOM YHCJIE LUKIOCTIOPUH) o0lilee BO3ICHCTBHE BCCX bopm
s3eTuMHOa OBUTO MOBBIIEHO B 12 pas.

Ilon

KoHueHTpauus obimero 33eTuMu6a B IiasMe cierka Bpune (mpumepHo Ha 20 %) y JKEHIIMH IO
cpaHermio ¢ Myxuunamu. Crmwkerne JIITHIT u mpoduib 6e30macHOCTH NPU Tepaniy 33eTUMUOOM
ABJISIOTCS COMOCTABUMBIMH Y MY XXYHMH ¥ JKCHIIMH. Io3TOMy KOppeKLUHH J03bl B 3aBHCHUMOCTH OT
1oJia manuenTa He TpeOyeTcs.

5.3 JlanHbIe JOKJUHHUYECKOI 6€30MaCHOCTH
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PosyBactatun
Ha OCHOBaHMH JOK/IHHHYECKHMX JAHHBIX PO3yBaCTaTHHA, IOJIyYEHHBIX B PaMKaX TPaJAULIHOHHBIX

FCCIIEIOBaHNH  (hapMaKoJIOTHIecKol  6€30ImacHOCTH, TCHOTOKCHYHOCTH M KaHIEPOTCHHOTO
OTEHIMAN], KaKue-mu6o 0cobble PHCKH Ul YeloBeKa He BhIABICHBI Kakue-1u60 KOHKPETHbIE
HCIBITAHKS ¢ LEIbi0 oleHkH Bo3jeiicTBus Ha hERG (reH crmenu@uyeckux KalMeBBIX KaHATOB
cepAla) He IMPOBOAMINCE. Jlanee epeynciIeHbl HeXXeaTe/IbHbIe PEaKIiy, KOTOPbIC OTCYTCTBOBAIIM B
KIMHUYECKAX HCCIENOBAHUAK, OJHAKO HAGIIONATMCH y JKHBOTHBIX IPH YPOBHSAX BO3ICHCTBHA
TIpenapara, aHATOTHYHBIX TAKOBBIM B KIIHHHYECKHX HCCIIEI0BAHUsX: B HcCIe10BaHAAX TOKCHYHOCTH
MHOTOKDAaTHBIX 03 THCTONATOJIOTHYECKAE W3MEHEHHs IICYEHH, BEPOSTHO, OOYCIOBJICHHBIE
(apMaKoNOrHYeCKUM JeHCTBHEM pPO3yBacTaTHHA, HaOIOAANMCh y MBINCH M KpBIC, a TaKke, B
MEHbIIEH CTENEHH, B XKeIIHOM Iy3bIpe Y cobak, Ho He y o6e3bsH. Kpome Toro, y 06e3bsH 1 cobax
HAGJIIO/[A]IaCh TECTHKYJIAPHAS TOKCHYHOCTH IIPM HCIONB30BaHMM Golee BBICOKMX 103. lIpn3Haku
PENpOAYKTHBHOM TOKCHYHOCTH HAOJIOJANIUCh Y KpPbIC — OTMEYAINCH CHUKEHHBIC IOKa3aTe/H
pasmepa ITOMETa, MacChl IOMETa M BBDKMBAEMOCTH IOTOMCTBA B Cly4ac MCIIOIB30BaHUA 1103,
TOKCHYHBIX IS MATEPHHCKOTO OPraHM3Ma, IPH KOTOPBIX [I0KA3aTellb CUCTEMHOTO BO3JEHCTBHS OBLT
B HECKOJIBKO Pa3 BBIIIE YPOBHS TEPAEBTUYECKOTO BO3IACHCTBHUSI.

I3eTumMud

HccnenoBaHus TOKCHYHOCTH 33€THMHOA Y JKUBOTHBIX IIPH JUIMTEIBHOM NPUMCHEHHM HE BBIIBUJIN
OpraHOB-MHIIEHEH TOKCHUYECKOTO JeiicTBUs 93eTuMuba. Y cofaK, MOMyYaBIIMX 3eTHMUO B TCUCHUE
veTsIpex Hezienb > 0,03 MI/Kr/CyT), KOHIEHTPALKs XOIECTEPUHA B [Iy3bIPHOM JKE/T4H IOBBILIATACH B
2,5-3,5 pasa. OjHaKoO B WCCIIEOBAHAM Ha co0aKkaX, KOTOpble B T€UeHHE 1 roja mojydaid N03bl
aserumuba 10 300 Mr/kr/cyt, He OBUIO OTMEYEHO IIOBBIIICHHS YacCTOTBI XOj€CTasa WIM APYyIrHX
M3MEHEHHH [IeYeHH W JKEYHBIX MyTel. 3HAUMMOCTh STUX JAHHBIX JUIA YeloBeka HemspecTHa. He
MCKJTIOUEH JTHTOTEHHBIH PHCK, CBA3aHHbIH C TEPANeBTHYECKUAM IPUMEHEHHEM 3 THMUOA.

B HcCiIeI0BaHHAX COBMECTHOIO NMPMMEHEHMsS 33¢TUMHOa M CTATHHOB HAOJIONAeMble TOKCHYECKUE
3¢ dexTsl GBI B OCHOBHOM TEMH, KOTOpble OOBIYHO CBf3aHBI CO cTarWHamu. Hekoropele u3
TokcHueckMX >(PeKToB ObUIM (oJiee BBIPAKEHHBIMH, 4€M HAONIOANUCh IPH JICYEHHUH TOJIBKO
CTATHHAMH. DTO  CBA3aHO ¢  (apMaKOKMHETHYECKUMH M (apMaKoJMHAMHYECKUMHU
B3aMMOJIEHCTBUSMHU IIPH OJHOBPEMEHHOM IIPUMEHEHHMH. B KIMHHYECKUX HCCIIENOBAHHUSIX TaKHX
B3aMMOJICHCTBHI He HaOII0Aanoch. MHONATHH BO3HUKAIM Y KPBIC TOJBKO MOCJIE BO3ACHCTBHS 1103,
KOTOpBIe GBUIM B HECKONBKO Pa3 BBIIIE, YeM TeparneBTHYecKas 103a JUIs 4eloBeka (IpuMepHo B 20
pa3 Gompire yposHs AUC mns cratunoB u B 500-2000 pa3 Gonbure yposHs AUC UId aKTHBHBIX
MeTabO0JIUTOB).

B cepun aHanu3oB in vivo U in vitro 33eTMMUO, NPUMEHSEMBIA OTIAEJLHO HJIH COBMECTHO €O
CTATHHAMHM, HE MpPOSABISI TEHOTOKCHYECKOro IOTeHnMana. JlonrocpoyHble  TECTBI  HA
KAHIIEPOTEHHOCTh 33¢TUMHUOa ObUTH OTPULIATE/ILHBIMH.

D3eTUMUO HE BIMAT Ha (EPTHIBHOCTH CaMIIOB MJIM CaMOK KpBIC, HE OKa3bIBaJl TEPATOrCHHOI'O
NeHCTBUS Ha KPBIC M KPOJMKOB M HE BIMAI Ha IPEHATAlbHOE MM IMOCTHATAIBHOC Pa3BUTHE.
D3eTuMHO TIPeooIeBal IUIALCHTAPHBIH Oaphep y O€peMEHHBIX KPbIC U KPOJMKOB, IOJIy4YaBIINX
MHOroKpaTtHble 10361 1000 mr/kr/nens. COBMECTHOE BBEIECHME 33€TUMHOA M CTATHHOB HE OBLIO
TEpAaTOTeHHBIM Ui KphIC. Y OGEPEMEHHBIX KPOIHKOB HAONIONANOCh HEOOJBIIOE KONMYECTBO
nepopmanuii ckenera (CpalieHHe I'PyAHOr0 M XBOCTOBOIO MO3BOHKOB, yMEHBIICHHE KOJIMYCCTBA
XBOCTOBBIX 1103BOHKOB). COBMECTHOE BBEJCHHE 33€TUMMOa C JIOBACTATHHOM IPUBOIHMIO K
SMOpHONETANBHBIM 3 deKxTam.

6. @®APMAIEBTHYECKHUE CBOVICTBA

6.1 Ilepeuenb BcioMOraTe/ibHbIX BEIECTB
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BcnomoraTebHble HHIPEIAUEHTRL:

Bxozsige B COCTaB 33eTUMMOa rpaHyisTta (MaHHHTOJ, KPOCKapMelio3a HaTpus, MOBHIOH K 30,
HaTpHs Jlay pricyIbdar),

KPEMHHMS! TUOKCH] KOJUTOUIHBIN G€3BO/IHBIM,
[EJUTIONI03a MUKPOKpHUCTAIIINYECKas],
JIaKTO3a,

KPOCIIOBUIOH THII A,

MarHus creapar,

JIaKTO3bl MOHOTUPAT,

THIIPOMEII03a,

tutad quokeun (E 171),

TPHUAIETHH,

xene3a okcu xenThlit (E172) (tonbko st no3upoBk 10 mr/10 mr),
Kese3a okeua KpacHblit (E172) (st no3upoBok 20 mMr/10 mr, 40 mr/10 mr),
xenesa okcu uepHsiit (E172) (ais no3uposku 40 mr/10 mr).
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6.2 HecoBMecTHMOCTD

He npumenumo.

6.3 Cpok rognocru

3 rona.

6.4 OcolObie MepbI NPEAOCTOPOKHOCTH NPH XPAHEHHHU

He tpeGyeT 0COGBIX TeMIEpaTypHBIX YCIOBHI XpaHEHHs. XpaHUTh B OPUTHHATBHOH YIAKOBKE C
IEJIBIO 3aIIUTHI OT CBETA M BIIary.

6.5 XapaxTep n cofepaKaHue MEPBHYHOH YNIAKOBKH

Tlo 10 Tabnerok B Gructepe (OITA/AI/IIBX mnienka u amomuHuesas Gonbra). 3, 6 uiu 9 GmucTepos
C JIACTKOM-BKJIQ IBIIIIEM B KAPTOHHOH KOPOOKE.

6.6 OcoOble Mepbl  NPEJOCTOPOKHOCTH  MpPH  YHHYTOKEHHH  HCIOJb30BAaHHOIO
JEKAPCTBEHHOr0 MpemapaTra MJIH OTX0J0B, MOJYYeHHBIX I0Cae NPHMEHCHHUs
JIEKAPCTBEHHOI0 NpenapaTa uin paboTel ¢ HUM.

Het ocoObIx TpeOOBaHUH K yTHIH3ALMH.

Bech ocTaBIIMiics JIEKAPCTBEHHBIM IpemapaT M OTXOJbI CJIEAYeT YHUYTOXKUTh B yCTAHOBJICHHOM

HOPSIIKE.

6.7. YciaoBusi 0TIyCKa U3 allTeK

[To peuenty Bpaua.

7.  JEPXKATEJIb PETUCTPALIMOHHOI'O YIOCTOBEPEHUSI

KPKA 1.1, HoBo Mecto, IIImMapsemka necra 6, 8501 Hoso mecto, CnoBenus
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