CocrTaB

Oelicmsyrouiee seu,ecmao: 33eTUMuoO;
1 TabneTka comepxkut 33etuMuba 10 Mr

8cnomMozamesibHble 8eu,ecmaed: LeJilnI03a MUKPOKPUCTAIINYEeCKass, MAaHHUTO],
HaTpHUs KPOCKapMeslno3a, TUAPOKCUIIPOIIUIILEIIIII0I03a HU3K03aMellleHHasi, IIOBUOH-
K25, matpusa naypuncynbdar, MarHus creapar.

JIekapcTBeHHas1 GpopMa

TabneTku.

OcHogHble pu3uko-xumuyeckKue ceoticmaa: 6e10ro unm nouTu 6esoro 1BeTa
mpoposiroBaTeie TabneTKu ¢ KogoM «E 611» ¢ omHOM CTOPOHBI U 0€3 rpaBUPOBaIbHBIX
C OPYrOd CTOPOHBEI.

®apMakKoTepaneBTUYECKasi rpynmna
[pyrue nunumomogudumupytomei cpeacrsa. Koog ATX C10A X09.
®apMaKoOgHHAMHUKA

MexaHu3m Oeticmasus

93eTUMHO - 3TO IIPEACTAaBUTEIIL HOBOTO KjlacCa TUMNOIUNINIEMUYECKUX BEIIECTB,
KOTOPBIE CEeJIEKTUBHO ITOOABIISIIOT MHTECTHUHAIBHYIO aOCOpOIUIO X0JIeCTepruHa 1
COOTBETCTBYIOIINX PACTUTEIBHBLIX CTEPOJIOB. D3eTUMUD SBJISETCS IIepopaIbHO
aKTUBHBIM M UM€eeT MeXaHU3M [eNCTBUS, OTJIUYHBIN OT APYTHUX KJIaCCOB
XOJIECTEPUHO3HMUXKYBaJIbHUX IIpenapaToB (HaopuMep, CTaTUHOB, CEKBECTPAaHTOB
JKEJTYHBIX KUCJIOT (CMOJIBI), KUCJIOTHBIX IIPONU3BOOHBIX PUOPATOB 1 PACTUTEIILHBIX
CTaHOIBI). MOJEeKyJIIpHOU MUIIEHBbIO 33eTUMHKOA SIBISAETCS IEPEHOCUYUK CTEPOJIOB
Niemann-Pick Cl-Like 1 (NPC1L1), oTBeualomuii 3a BCaCkIBaHHE XOJIECTEPUHA U
(pUTOCTEPOIIOB B KUIIIEYHUKE.

93eTuMub NOKanU3yeTCcs Ha MIEeTOYHHIX ITI0JIOCKE TOHKOM KUIIKY U yTHEeTaeT
abcopO11uIo X0IeCcTeprUHa, YMeHbIIas JOCTaBKy MHTeCTUHAaIbHAas X0JIeCTepuHa B
Ile4YeHb; CTATUHBI CHUXKAIOT CUHTE3 X0JIECTEPVHA B I€YE€HU, ¥ BMECTe 3TU MeXaHU3MEI
o0ecrieuynBaloOT AOIMOTHUTENbHOE CHUXKEHUE X0JIecTepuHa. [locie gByXHemeIbHOT O
KJIMHUYECKOTr 0 IpUMeHeHus y 18 maluueHTOB C TUIIepX0JjieCTepuHeMuel 33eTuMu0 Ha
54% cHuKaj abcopOIHMI0 XoIecTepuHa II0 CPaBHEHHUIO C I1alebo.



dapmakoduHamuyeckue agppeKkmeol

Brina mpoBemeHa cepus HOKJIMHUYECKUX UCCIeIOBaHUN OJIs OnpenesieHus
CeJIeKTUBHOCTHU 33eTuMuOAa 10 yrHeTeHre abcopOIuu XoJjiecCTepuHa. I3eTUMUO
nomasnsin abcopbumio [ 14 C] -xonectepuny 0e3 BIUSHUS Ha abCcoOpOIIUio
TPUTJIUIEPUIOB, XKUPHBIX KUCJIOT, XKEJTYHBIX KUCJIOT, IIPOTeCTEPOHA,
STUHHUJISCTPAANOIIA UITH XKUPOPACTBOPHUMEBIX BUTAMHUHOB A 1 D.

OnuaeMuoJIornYecKue UCCleqoBaHusl YCTAHOBUIIN, YTO CEPAEYHO-COCYqUCTas
3a60J1eBaeMOCTb U JIETAJIbHOCTh MEHSIIOTCSI B IPSIMOM 3aBUCUMOCTHY OT YPOBHS 00IIEro
xonectepuHa u XC JITTHIT u B o6paTHOU OoT ypoBHsS XC JITIBIT.

[TpuMmeHeHUe 33eTUMUOa Co cTaTUHAMU 3G (GEKTUBHO CHUXKAaeT PUCK CEePOedHO-
COCYOUCTBIX COOBITUHM Y TTAIIUEHTOB C UIIIEeMUYeCKOU 00JIE3HBIO CepAlla U OCTPHIM
KopoHapHEIM cuHIapoMoM (OKC) B aHaMHe3e.

KauHuueckas agpgpekmusHocms u 6e3onacHocmob

B KOHTpONMupPyeMbBIX KJIMHUYECKUX UCCIIeJOBaHUIX 33€eTUMUO B KaUeCTBe
MOHOTEepAaIIMU, a TaKXKe C COYTCTBYIOLIUM IIPUMEHEHNEM CO CTaTUHaAMU 3HAUYUTEJIbHO
CHHUKAaJ obmui xonecrtepuH (oomuit XC), X0IeCTEPUH JTUIOIPOTENHOB HU3KOU
nnotHoctu (XC JIITHII), anonunonportenHa B (Amo-B) u tpurnuuepuns (1T°) u
MTOBBIIIAJ X0JIECTEPHUH JIMIIONPOTENHOB BEICOKOM IIOTHOCTH (XC JITIBII) v maiiueHTOB
C TUIIEPXO0JIECTEPUHEMUEMN.

ITepsuuHas 2unepxosecmepuHeMmMus

B nBoitHOM crnernoMm mnanebo-KOHTPOIupyeMoM 8-HeoelbHOM UCCIeaoBaHuu 769
NanUeHTOB C TUIIePX0JjIeCTEPUHEMUEN, KOTOPHIE yKe IIOIy4aloT MOHOTepaluu
cTaTUHaMU U He cooTBeTCTBYIOT Lieniu XC JIITHIT B cooTBeTCcTBHMU ¢ HanyvoHanbHOU
oOpa3oBaTeIbHOM nporpamMmel 1o xonectepuny (NCEP) (ot 2,6 mo 4,1 mmonb / 1 [0T
100 mo 160 mMr / Oy1], B 3aBUCUMOCTH OT 0A30BBIX XapPaKTEPUCTUK), ObLIN
PaHIOMMU3UPOBAHEI OJIs MprueMa 33eTuMiba 10 Mmr nubo nnamnedo, B HOIOJIHEHNE K
TEeKylllel Tepaluu CTaTuHaMHU.

Cpenu manumeHTOB, IIOJIy4YaBIIUX CTAaTUHEL ¥ KOTOPHIE HE COOTBETCTBOBasu Lenu XC
JITTHII Ha HayanbHOM 3Tane (~ 82%), 3HaYUTEILHO OO0JIbIlIe ITAlleHTOB,
PaHOOMM3UPOBAHHBIX OJIsS IIpueMa 33etuMuba, gocturinu menu XC JITTHII B KoHeYHOM
TOYKE MCCJIeJOBaHUS 10 CPAaBHEHUIO C MallMeHTaMU, PaHOAOMU3UPOBAHHEIMU OIS
nmpueMa 1jaiedo, cooTBeTCTBEHHO 72 % u 19%. CooTBeTcTByIOIIME CHUXKEHME XC
JITTHII cymecTtBeHHO oTnu4danuch (25% u 4% pnns s3eTumMuda 1o CpaBHEHUIO C
maiebo cooTBeTCTBEHHO). KpoMe Toro, 33eTuMub, moOaB/IeHHBIN K TEKYIIENW Tepaluu
CTaTUHAMHU, cylecTBeHHO cHu3uin obmmi XC, Amo-B, TT' u moBeicun XC JITTHIT mo
CpaBHeHHUIO C manebo. 93eTumMud unu ninaiedo, fodaBIeHb K Tepalluyd CTaTUHAMMU,



yMeHbINI cpengHui C-peakTuBHBIM 010K Ha 10% unu 0% oT HavyaJIbHOTO YPOBHSI
COOTBETCTBEHHO.

B nByx IBOMHBIX CIENHIX PAaHIOMU3UPOBAHHLIX MJ1alle00-KOHTPOIUPYyEMBIX 12-
HeJeJIbHBIX UCCIIefOBaHUsIX C ydactueM 1719 mamueHTOB C HEPBUYHOUN
runepxojiectepuHeMuen 33eTumMu0b B o3e 10 Mr cyiiecTBeHHO CHU3uNI ooimmil XC
(13%), JITIHII (19%), Amio-B (14%) u TT (8 %) u nmoBeicun XC JITIBIT (3%) o
cpaBHeHUIO C mnanebo. Kpome Toro, 33etuMud He BIUSAT Ha KOHIIEHTPAIHUIO
KHUPOPACTBOPUMEBIX BUTaMUHOB A, D 1 E, He BIMAJI Ha TPOTPOMOMHOBOE BpeMs, U, KaK
Opyrue TUIoUNIUOeMUYeCKre IpenapaTsl, He Mellaal IPOaYIUPOBaHUIO KOPEI
CTEPOUAHOTO TOPMOHA.

B MHOTO1IEHTPOBOM OBOMHOM CJIETIOM KOHTPOJIMPYEMOM KIIMHAYECKOM MCCJIEJOBaHUU
(ENHANCE) 720 nmaiiueHTOB C TeTePO3UTOTHOU CEMENHOU TUIlepX0leCTepUHEMUEN
OBLJIM paHOOMU3UPOBAHHI AJisA TpueMa 33eTumuba 10 Mr B KomOMHaALIUM C
cuMmBactaTuHOM 80 Mr (n = 357) unu cumBacTtaTuHa 80 Mr (n = 363) B TeyeHue 2 JerT.
OCHOBHOM 11eJIbI0 MCCJIeqoBaHUs ObII0 u3ydyeHue apderkra KOMOMHUPOBAHHOMN
Tepanuu 33eTuMuba / cCMMBacTaTUHa Ha TONUIMHY UHTUMa-Meaua (TMM) coHHBIX
apTepuill 110 CpaBHEHUIO C MOHOTEpaIlnel CUMBaCTaTUHOM. BrusiHue 3TOro
CYppoOraTHOTO MapKepa CepaedYHO-COCYIUCTYIO 3a00/IeBaeMOCTh U JIETAJIbHOCTh BCE
ellle He MPOOEeMOHCTPHUPOBaHO. [TepBuYHasa KOHeYHasi TOUKa, U3MEHEeHHUe CpegHen
THUM Bcex 1IeCTU CEIrMEHTOB COHHBIX apTepui, He OT/in4Yajiach 3HaUUTEJIbHOU
crenenu (p = 0,29) Mexxnay AByMs IpylnaMu JedeHUs, Kak ObIJIO onIpeneneHo ¢
IIOMOILIBIO YJIBTPa3BYKOBOTO UCCIeNOoBaHus B B-pexume.

93etumub 10 Mr B KoMmOMHAMM C CUMBAacTaTUuHOM 80 MTI' yMeHbIINUI YpoBeHb XC
JITTHII, o6muit XC, Aio-B u TT" 3HauuTenbHO 60bIlle, YeM cUMBacTaTuH 80 MT.
[TpouenTtHoe yBenudeHue XC JITIBII Obly10 MOOOOHBIM /151 ABYX T'PYIIN JI€UEeHU .
[To6ouHBIE PEAKIINU, O KOTOPBIX COOOIaNyM Py IpUMeHeHnn 33eTuMuba 10 mr B
KOMOMHAIIMU C cUMBacTaTuHOM 80 MI, COOTBETCTBOBAJIM €0 U3BECTHOM ITPO(UIIs
0e30MmacHOCTH.

Iemu

B MHOTro1IeHTpOBOM OBOMHOM CJIEIIOM KOHTPOIMPYEMOM HcclegoBaHuu 138 naiueHTOB
(59 manpuukoB u 79 meBoUYeK) B Bo3pacTe oT 6 mo 10 neT (cpeguuii Bo3pacT 8,3 roga)
C TeTEePO3UTOTHOM CeMEeMHOU TN HeceMeuHou runepxonecrepunemuen (I'eCI’) ¢
HavdanbHbBIMU ypoBHAMHU XC JITTHIT mexnay 3,74 u 9, 92 Mmmonb / 1 ObLIN
PaHIOMU3UPOBAHEI OIS NpHeMa 33eTuMuba 10 Mr unu 1maaiedo B TeueHue 12 HeOenb.

Ha 12-11 Hemene 33eTuMud cyiectBeHHO cHU3MI o0t XC (21% mpotus 0%), XC
JITTHIT (-28% npoTtuB 1%), Anio-B (22% npoTtu 1%), XC JITIBII (26% npotus 0%) 1o
CpaBHeHUIO C mnanebo. Pe3ynbTaThl OjIsi ABYX T'PYNIN JIeYeHUs ObITH ITOOOOHBIMU IS



TT u XC JITIBII (-6% mipotuB +8% u 2% npoTtuB 1% COOTBETCTBEHHO).

B MHOTroOLIeHTpOBOM OBOMHOM CJIEIIOM KOHTPOJIUPYEMOM HCClIegoBaHuu 142 Malb4YuKu
(ctampus TarnHepa Il unu Beimie) u 106 meBoYeK Imocie MeHapxe B Bo3pacTe oT 10 mo 17
netT (cpemHuu Bo3pacT 14,2 neT) c reTepPO3UroTHOM CEMENHOM
runepxosnecrtepuneMuei (I'eCIl') ¢ HayansabIMU YpoBHAMU XC JITTHII mexny 4,1 u
10,4 mMomb / 1 OBLIM PAHIOMU3UPOBAHHEI [ IpreMa 33etuMuba 10 mMr
conyTcTBylolee ¢ cuMBactaTuHoM (10, 20 unu 40 Mr) unm TOIbKO cuMBacTaTtuHa (10,
20 unu 40 Mr) B TeyeHUe 6 HeHenb, OMYTHO ¢ 33eTuMuba u 40 M cuMBacTaTUHA UIU
TOJIbLKO 40 MI' cCMUMBacTaTHHa B TeYEHHUE CIIeOyIoIuX 27 HeOelb C IIOCIeayOIIuM
OTKPBITHIM CONYTCTBYIOIIUM IIpUeMOM 33eTuMubOa u cumBactatuHa (10 mr, 20 Mr unu
40 mr) B Teduenue 20 Hegelb.

Ha 6-i1 Hegesie 33eTuMHUO C CONMYyTCTBYIOIIUM IIPUMEHEHUEM CUMBAcTaTHHa (BCe IO3HI)
cymecTBeHHO yMeHbInun obuuit XC (38% npotus 26%), XC JITIHII (49% nipoTtus
34%), Ano-B (39% npotus 27%), XC JITIBII ( 47% npotusB 33%) 0 CpaBHEHUIO C
MOHOTepanvey CUMBAaCTaTUHOM (BCe O03bI). Pe3ynbTaTel A1 OBYX IPYII JIeYEeHUS
obtu momo6HbIMU Oyt TT 1 XC JITIBIT (-17% npoTtuB -12% u + 7% npoTtus + 6%
COOTBeTCTBeHHO). Ha 33-1i Hegene pe3yabTaThl COBMECTUMEL C pe3yjibTaTaMU Ha 6-U
HepeJsie, U 3HAYUTENbHO OOJIbIle TTAIlMEHTOB, IIOyYaBIIuX 33eTUMUO u 40 Mr
cuMBacTaTtuHa (62%) mocTurnm upgeajabHoU 1enu B coorBeTcTBUU ¢ NCEP AAP (<2,8
MMonb / 1 [110 mr / gn]) gns XC JITTHIT oo cpaBHEHUIO ¢ TeMH, KTO ntony4dan 40 mr
cuMmBacTaTtuHa (25%). Ha 53-1 Hegene, B KOHIE OTKPBLITOTO OOMOIHUTEILHOT O
KWCCIIEIOBaHUS, BIUSIHUE Ha JIMIUOHBIE TapaMeTPhl COXPAHSJICA.

Be3omacHoCTh 1 3p(PeKTUBHOCTD 33eTuMI0Oa, YTO Ha3HaYaJIu B KOMOMHAIIUY C
CUMBACTAaTUHOM B o3e 6onee 40 MT B CyTKH, [eTsM B Bo3pacTe oT 10 go 17 neT, He
u3yyanu. be3onacHoCcTh ¥ 9PHEeKTUBHOCTD 33eTuMMOA, YTO Ha3Ha4Ya/ld B KOMOUHAIIUYU
C CUMBaCTaTUHOM, OeTsaM B Bo3pacTe 0o 10 neT, He udyvanu. HonrocpoyHas

9 HEeKTUBHOCTD Tepaluu 33eTUMHUOA y MallieHTOB B Bo3pacTe [0 17 neT ans
CHUKeHHUs 3a00JIeBaeMOCTH U JIETaIbHOCTU B 3p€JIOM BO3pacTe He HCCliefoBaiach.

ITpoppunrakmuka cepoeuHo-cocyoucmbix cobbimuil

VydineHHOE COKpallleHUs Pe3yIbTaTOB: MeXIYHAapOLHOEe UCCIIeJOBaHue
appektuBHOCTH Butopuny (IMPROVE-IT) - 3T0O MHOTOIIEHTPOBOE PaHOOMU3UPOBAaHHOE
OBOMHOE CJIeIoe NCCJiefoBaHUe C aKTUBHBIM KOHTPOJIEM C ydactueMm 18144
MMalMeHTOB, KOTOPhie OBIIU BK/IIOUEHHl B TedeHue 10 mHel mocie rocnuTanu3aliumn
4yepe3 OCTPHIU KopoHapHBIY cuHApoM (OKC, octpeiii nHapKT Muokapaa [MM] unu
HecTabunpHas ctreHokapaous [HC]). Ha momenT nposiBneruss OKC XC JITTHII
nmanueHToB ObINT < 125 Mr / o (< 3,2 MMOJIB / J1), €CJIM OHU He IToJTydaiu
runonunugemMudeckue mnpemnapats uin < 100 mr / g (< 2,6 MMOJb / 11), €CJIA OHU
MoJIyYasy TUIIOJIMIIuAeMUYeCcKrue Teparnuio. Bce nmanyveHTH OBIIM PaHOOMU3UPOBAHLI B



cooTHoImeHuu 1: 1 gns nmpuema unu 33etumMuda / cumBactatuHa 10/40 Mr (n = 9067)
nnu cuMBacTatuHa 40 Mr (n = 9077) u HaxomuUIuCh od HabJIIomeHneM B cpegHeM 6
JieT.

CpepHu# BO3pacT MMallMeHToB cocTaBuil 63,6 roga; 76% OblsiM MyzKCKOTO 11071a, 84%
OBLIIM KaBKa3CKOM HallMOHAIbHOCTH U 27% uMenu nuabet. Cpenuuii nmokasatenb XC
JITTHIT Ha MOMEHT u3y4eHus: KBaTuPuKaIrmoHHOM cobbiTus 01 80 mr / i (2,1 MMosb
/ 1) Oonsa nunugocHuxKamwiIile tepanuu (n = 6390) u 101 mr / o (2,6 MmMonb / 1) Onis
TeX IMallMeHTOB, KOTOPhIEe He MOoJIydau IIpeaBapUTEeIbHYIO THIOIUIINAEMUYECKUE
npenapatsl (n = 11 594). [Jo rocnutanu3anuu B cBsi3u ¢ OKC 34% nmamueHTOB
IIoJIy4yad Tepamnuio cTaTuHaMu. B Tedyenue 1 roga cpemuuit nokasartenb XC JITTHIT
OIS TTallMeHTOB, KOTOPhIe MPOAOJIXKaJId Teparnu, coctaBun 53,2 mr / on (1,4 mMmonb /
JI) OJIs1 TPYIIIEL 93eTuMHUOa / cuMBacTaTuHa U 69,9 mr / on (1,8 MMOIb / 11) OIS TPYIIIIEI
MOHOTEepaIuy CUMBAacTaTUHA. 3HAUEeHUe JIUIIUAOB B 11€JI0M OBLIIM ITOTY4YeHBI OIS
HaleHTOB, KOTOPhIE OCTAJIUCh B UCCIIEAYEMOU TePaIluu.

[TepBUYHOM KOHEYHOM TOYKOM Obllla KOMOMHAIINY, BKIIOYAIOIel JIeTaIbHbIM UCX0[ 110
IIPpUYMHE CEPAEYHO-COCYOUCTOU MaTOJIOTUU, OCTPHIU KOpoHapHbid cuHapoM (OKC,
KOTOPEIN OIIpeAesisaicsad KaK HeJleTalbHOTro HH(papKTa MUOKapaa, 3aJOKyMeHTUPOBaHa
HecTaOuIbHAsI CTEHOKapPOMs, KoTopas TpeboBajia TOCIIUTaIN3allui, UJIu Jrobas
npolenypa KOpOHapHOU peBacKyIsipu3allii, KOTopas IpPoXoauiia Kak MUHUMYM 4Yepe3
30 gHel mociie Ha3HAYEeHUS PaHOOMU3UPOBAHHOTO JIEUEHUS) U HeJleTaJlbHBIM UHCYJIBT.
HccnepgoBaHus IoKasaji, YTO JiedeHue 33eTuMuba npu godaBjIieHUH K CUMBacTaTHUHA
obecrneynBaeT MOCTEIIEHHYIO TPEUMYIIIECTBO B YMEHbBIIIEHUY IIePBUYHON
KOMOMHUPOBAHHON KOHEYHOM TOYKH JIETAJIbHOMY MCXOMIY II0 IPUYNHE CEePaedHO-
cocynuctou natonoruu, '[KC u HesleTalbHOTO MHCYJIbTA II0 CPaBHEHUIO C
CHMBaCTaTUHOM (OTHOCHUTENbHBLIN PUCK CHUXKaeTcs Ha 6,4%, p = 0,016). [TepBuuyHas
KOHeYHas To4YKa Habmiomasnack B 2572 ¢ 9067 nanueHTOoB (7-71eTHUY ITOKa3aTelNlb Ha
ocHoBe MeToma Kannana-Meiiepa [KM] 32,72%) B rpy1iie 33eTumMuba / cMMBacTaTUHa
u 2742 ¢ 9077 nauueHToB (7-I€THUM ITOKa3aTeJIb Ha OCHOBe MeTtona KM 34,67 %) B
rpymnme cuMmBacTtatuHa. (CMm. Puc.1 u Ta6Gnuimy 1). OxkupaeTcs, 4To 9Ta
OOTIOTHUTEIPHOE TIPEUMYIIEeCTBO OyIeT CX0xXKel C OMHOBPEMEHHBIM BBeIEeHUEM OPYTUX
CTaTHHOB, KOTOPBIE IMOKa3alu CBOIO 3((PEeKTUBHOCTh B YMEHbIIIEHUU PUCKa CEPOEYHO-
COCYOUCTHIX COOBITUM. OOI1asi TeTaIbHOCTh B 3TOM I'PyIIe BEICOKOTO PHUCKa He
u3MeHunach (cMm. Tabmuiy 1).

I3 Bcex MHCYNIBLTOB Oblyia 00Ilee IPeuMyIIeCTBO; OOHAKO HabJIroganoch HeOOIbIIOe
He3HaYHUTeJIbHOe YBeJINUYeHNe IreMOppParudyeckoro HHCYJIbTa B IPYIIIIe 33eTUMHOA-
CUMBaCTaTHHA 110 CPAaBHEHUIO C CUMBacTaTUHOM (cM. TabGnuiy 1). Puck
reMoOpparu4eckoro MHCYyIbTa ITPU IIPUMEHEHUU 33eTuMubOa BMECTe C
BBLICOKOQKTUBHBIMM CTaTHHAMHU B MOJITOCPOYHKIX UCCIIEOOBAHUSIX PE3YIhTATOB HE OB
OIleHEeH.



JleueOHbIM 3 deKT 33eTuMuba / CHMBAacTaTUHA B [IJIOM COOTBETCTBOBAJ OOIINM
pe3ynbTaTaM BO MHOTHX HMOATPYIINAX, BKIIOYas II0JI, BO3PAcCT, pacy, Hajlu4ue
caxapHoro guabeta B aHaMHe3e, HauaJbHbIe YPOBHU JTUIIUAOB, IIPEIIECTBYIOIIYIO
Teparuio CTaTUHAMHU, TPEObIOYIIUN UHCYJIbT U TUIIEPTOHUIO.

ITpogpurakmuka oCHOBHbIX coCyOuCcmbix cobbimuill Npu XPoHUYeckom 3abo1esaHuu
noyvexk (X3I1)

HccnepgoBanus 1o 3ammuTte cepana u modek (SHARP) - 5To MHOTOHAIlMOHAIbHBIN
paHOoOMH3UPOBAHHOE I1J1a1le00-KOHTPOINPYyeMOe OBOMHOE CJIelloe UCCieqoOBaHue C
yyactueM 9438 maimeHTOB C XpOHUUYECKUM 3ab0IeBaHUEM IT0YEK, TPETh U3 KOTOPHIX
Ha HaYaJIbHOM JTalle HaXOOWJIUCh Ha auanui3e. B o0meM 4650 manueHTam ObLI
Ha3HayeH (PUKCUPOBaAHHYIO NO3y KoMOMHanuu 33etuMuba 10 mr ¢ cumBactaTuaoMm 20
MT, a 4620 - nimane6o; marreHThl HaXOOUINCh 00 HabmogeHreM B cpegHeMm 4,9 roma.
CpenHul BO3pacT IMAllMeHTOB COCTaBui 62 roma; 63% ObITM MY2KCKOTO Itoja; 72%
OBIJTM KaBKA3CKOM HallMOHaNbHOCTH; 23% umMmenu nuabeT, a OJisd TeX, KTO He IIoydan
Ouanu3, CpenHss OolleHuBaeMasi CKOPOCThb Kiy0oukoBou ¢puinbrpanuu (CKO)
cocTaBJsina 26,5 ma / MuH / 1,73 M 2. KpuTepues BBeIeHHUs TUNUO0B He OBIJIO.
Cpepnuir ypoBeHb XC JIITHIT Ha HavanbHOM 3Tane cocrtasnsaia 108 mr / o, Yepes
rof, B TOM YHCJIe Yy ITallieHTOB, KOTOPhIe OO0JIbIlle He ITPUHUMAJIA UCCIelyeMbIe
nekapctBa, XC JIITHII cau3uncs Ha 26% npu MOHOTEpaIlluud CUMBacTaTUHOM B fo3e 20
Mr 1 Ha 38% npu npueMe 33eTumubda B mo3e 10 Mr B KoMOMHAIIMM C CUMBAaCTaTUHOM B
mo3e 20 Mr 110 cpaBHEHUIO C miaiebo.

[TepBu4YHOE CpaBHEHNE, KOTOPOE OLBI/IO onpenesieHo B IpoTokosie SHARP - 3To aHanus
B COOTBETCTBUHU C UCXOOHO HA3HAYEHHOTO JIEYEHUST «OCHOBHBIX COCYIUCTHIX COOBITHI»
(OCII, koTOpHIU OIpenesascsa Kak HejgeTalbHbEI UM unu octaHoBKa cepAala, UHCYJIbT
unm nodas mpolenypa peBacKyasipu3aliii) TOIbKO y TeX MallueHTOB, KOTOPhIE
CHayvasa ObI/TM PAaHOOMMU3UPOBAHBI B IPyNNy 33eTuMNOa B KOMOUHAIIUYU C
cuMBacTaTUuHOM (n = 4193) unu B rpynny naiebdo (n = 4191). BropuyHble aHaIUu3bI
BKJTIOYaJIM aHaJIOTUYHYI0 KOMOWHAINIO, TpOaHaIu3UPOBaAHHBIX /151 BCEM KOTOPTHI,
PaHOOMHU3UPOBAHHOM (Ha Ha4aJIbHOM 3Talle UCCIegoBaHus UIu 4epel 1 roa) asns
nprueMa 33eTuMmnbOa B KOMOMHAIIUM C CUMBAcTaTUHOM (n = 4650) unu nnanebo (n =
4620), a TakK)Ke KOMIIOHEHTHI 3TOM KOMOMWHAIINU. AHAIU3 ITePBUYHOM KOHEYHOU TOYKU
IMoKa3as, YTO 93eTUMUO B KOMOMHAIIUYU C CUMBAaCTaTUHOM 3HAYUTEJILHO YMEHBIITUJI
PHUCK Pa3BUTHUS COCYOUCTHIX COOBITHUM (749 maleHTOB C COOBITUSIMU B T'PYIIIe mniaiedo
u 639 B rpynne 33eTuMuba B COYeTaHUU C TPYIIIION CUMBAcTaTUHA) C OTHOCUTEJIbHBIM
yMeHbIlleHreM pucka Ha 16% (p = 0,001). Tem He MeHee, 3TOT IIJIaH UCCJIEJOBaHUA He
ITO3BOJIMJI COEeIaTh OTOENIbHBIN BKJIag MOHOKOMIIOHEHTHOTO 33eTuMUIOa B
9(pHEeKTUBHOCTD, YTOOLI 3HAUUTEIBHO YMEHBIIINTh PUCK BOSHUKHOBEHUS COCYOUCTHIX
cobniTul y manueHToB ¢ X3I1. Orgenbubie KoMmoHeHTH OCIT Bo Bcex
paHOOMM3UPOBAHHBIX ITALIMEHTOB IIPeACcTaBJieHkl B Tabnuiie 2.



93eTuMub B KOMOMHAIIUY C CUMBAaCTaTUHOM 3HAYMUTEJILHO YMEHBIITUJI PUCK UHCYJIbTA U
1000¥ peBacCKyJIsIpU3alluy C HE3HAYUTEJIbHBIMU YU CJIOBLIMU PA3TUYUSIMHU C
npeobagaHueM 33eTuMubOa B KOMOMHAIIMY C CUMBACTaTUHOM IIPU HejleTanbHOTO UM
U OCTAHOBKE Cepplla. 3TOT IIJIaH UCCIIeJOBaHus He MO3BOJINII CAeslaTh OTOEIbHBIN
BKJIaZl MOHOKOMIIOHEHTHOTO 33eTUMH0Oa B 3((HEKTUBHOCTh, YTOOBI 3HAYUTEIILHO
YMEHBIINUTh PUCK BOSHUKHOBEHUSI COCYOUCTHIX COOBITUM V marmeHToB ¢ X3I1.
OtnenbHble KOMIOHEeHTHI OCIT BO BCcex paHOOMU3UPOBAHHEIX TAllUEHTOB
nmpencTaBneHbl B Tabmuile 2. 93eTUMuUO B KOMOMHAIIMY C CUMBAaCTaTUHOM 3HAYUTEJILHO
YMEHBIIINI PUCK MHCYJIbTa U 0001 peBacKyJIsIpu3allui C He3HAUYUTEIbHbIMU
YKCJIOBEIMU PA3IUYUSIMU C IIpeobaaHueM 33eTuMI0a B KOMOMHAIINY C
CHUMBACTaTUHOM IIpU HeneTanbHOro MM m oCTaHOBKE cephlla. 3TOT MIaH
UCCIIeJOBaHUs He MO3BOJIUJI CHAesiaTh OTAEIbHBIU BKJIaJ MOHOKOMIIOHEHTHOI'O
93eTuMuba B 93PHEeKTUBHOCTD, YTOOLI 3HAUNUTEIBHO YMEHBIINTh PUCK BOSHUKHOBEHUS
COCYOUCTHIX COOBITUM y malnnmeHToB ¢ X3I1. Otoenbubie KoMToHeHTH OCIT Bo Bcex
PaHIOMU3UPOBAHHBIX ITAIIMEHTOB IIPeACcTaBJIeHbl B Tabnuie 2. 93eTUMUO B
KOMOMHAUIMM C CUMBACTaTHHOM 3HAUYUTENbHO YMEHBIIMII PUCK UHCYJIbTa U TI000H
peBACKyNIIpU3allii C HE3HAYUTETbHBIMU YUCIIOBLBIMU PA3JIMYUSIMU C ITpeobIagaHueM
93eTuMHUOa B KOMOMHAIIMY C CHMBAaCTAaTUHOM IIPHU HejeTalabHOro MM 1 ocTaHOBKE

cepana.

AGcomnoTHOE CHUXKEeHUe YPoBHS xojiectepuHa JITTHII, gocTurunytoro szetumubda B
KOMOMHAIIMN C CUMBAacCTaTUHOM, OBIJIO HUKE CPeOu ITallieHTOB C HU3KUM HadaJIbHbIM
ypoBHeM XC JIITHII (<2,5 MMoOIIb / 11) ¥ TIallMeHTOB, IIOJIy4YaBIIUX AUalin3 Ha
HavaJIbHOM 3Talle, YeM y OPYrUX MallieHTOB, a CHUXKEeHUe PUCKa B 9TUX OBYX I'PyIIIax
ObLI0 OocstabiieHo.

I'omo3uzomHas cemetiHasa 2unepxoaecmepuHemus (I'oCI')

B mBoMHOM cemnmoM paHOAOMH3UPOBaHHOM 12-HeOenbHOM MCCII€IOBaHUM IIPUHSIIA
y4yacTtue 50 nmauveHTOB C KJIMHUYECKUM U / UIU TeHOTunn4deckum guario3om ['oCT,
MMOJIy4YaBIINX aTOpPBaCTaTUH UM cuMBacTaTuH (40 Mr) ¢ unu 6e3 CONMyTCTBYIOILETO
adeposy JIITHII. 93eTuMubd conyTcTBYyIOIIee ¢ aTopBactaTuHoM (40 unu 80 Mr) unu
cuMBacTtaTuHOM (40 unu 80 Mr) 3HauuTenbHO CHU3UI ypoBeHb XC JITTHIT Ha 15% mo
CPaBHEHUIO C YBEJIMUEHUEM [03bl CUMBacTaTUHa MJIM MOHOTEPAIlUu aToOpBaCTaTUHOM
oT 40 go 80 mr.

I'omo3uzomHas cumocmepoaemus (pumocmeposemus)

B pmBo¥iHOM crierioM mianebo-KOHTPOIUPYyeMOM 8-HeenbHOM UCCIenoBaHuu 37
MaleHTOB C TOMO3UTOTHOM CUTOCTEHOEeMUEelo OBIJIM PaHOOMH3UPOBAHEI IJIsI ITpHeMa
a3etumuba 10 mr (n = 30) unu maaredo (n = 7). HekoTophle maueHThl IOoyYdasin
Opyroe jiedeHue (HallpuMep, CTaTUHBI, CMOJIBI). I3eTUMUO 3HAUYNUTEIbHO CHU3UJI 00a
OCHOBHBLIX PACTUTEJILHBIE CTEPOJILI, CHTOCTEPOJI M KaMIIeCTePOoJI, COOTBETCTBEHHO Ha



21% u 24% 110 CpaBHEHUIO C UCXOOHEIM YPOBHEM. BrusiHUe yMEHbIIEeHUsI CUTOCTEPOJI
Ha 3a00J1eBaeMOCTh U JIETAJIbHOCTD B 9TOU MOIYJIAINYU HEM3BECTHO.

CmeHo03 aopmbl

HccrnegoBaHre cuMBacTaTHHA U 33eTUMUOA [JIs JTedeHus cTeHo3a aopThl (SEAS) - aTo
MHOTOIIEHTPOBOE ABOMHOE CJielioe MJialeb0-KOHTPOIUPyeMOe UCCliefoBaHue CpeaHen
ITPOOOJIZKUTEILHOCTHIO 4,4 Tofa ¢ yyactueM 1873 malnmeHToB ¢ 6€@CCUMITOMHBIM
cTeHo30M aopThl (CA), moaTBepAKAEHHEIM pe3yibTaTaMu [lomepa 3xokapauorpahuu,
ITPY KOTOPOM CKOPOCTh MOTOKA MUKe aOpPTHI OblyIa B IIpenesnax oT 2,5 go 4,0 m / c.
TonBKO Te maleHThl, KOTOPhIE, 10 MHEHUIO Bpadyel, He HyKOaIuCh JIe4YeHU S
CTaTUHaAMHU C LIeJIbI0 YMEHbIIEeHUsI PUCKa aTEPOCKIIEPOTUYECKUX CEPAEYHO-
COCYOUCTHIX 3a00JieBaHM, ObIIU 3aUYKCIEHHl B HCcCcliefoBaHue. [laliueHTHl ObIIH
paHgoMu3upoBaHHl 1: 1 mis mpueMa 1iaiedo UIM COITyTCTBYIOIIET0 BBEIeHUS
a3etumuba 10 Mr u cumBacTtaTuHa 40 MT e3XKeTHEBHO.

[TepBUYHOU KOHEYHOU TOUKOM OblJla KOMOMHAIXS OCHOBHBIX CEPAEUYHO-COCYIUCTHIX
coOriTut (OCII), K KOTOPHIM BXOOUII JIeTAJIbHBLIM MCXO[ 10 IPUUYNHE CepaedHo-
COCYyOHMCTOM MaTOJIOTUHU, 3aMeHa aopTajibHOro KiamnaHa (3AK), 3acToiiHasa cepaedHas
HepocTtaTO4YHOCTE (3CH) B pe3ynbTaTe nmporpeccupoBanus CA, HeJleTaJlbHOI 0
nH(apKTa MHOKapAa, IIyHTUPOBaHKE KOPOHAPHOU apTepHuH (IIKa), YpeCKOXKHOe
KOpoHapHoe BMemniaTenbcTBO (HKB), rocruTanu3anus Ipyu HecTaOuIbHOM
CTEHOKapAUU ¥ HereMOparu4Huu UHCYIbT. KITI04eBbIMU BTOPUYHBIMUA KOHEYHBIMU
TOYKaMM ObIJIM KOMOWHAIIMU MOOKIIaCCOB KaTETOpUM COOBITUM IMTEPBUYHBIX KOHEYHBIX
TOYEK.

[To cpaBHeHUIO C ninalebo, 93eTuMud / cuMmBactaTu 10/40 MT HeCYIlIECTBEHHO CHU3UII
puck OCII. ITepBuuHbIM pe3ynbTaT Habmomancs B 333 nanueHToB (35,3%) B rpynne
93eTuMuba / cuMBacTaTuHa u B 355 namueHToB (38,2%) B rpynne mnaamnebo
(oTHOIIIEHUE pUCKa B rpyIIie 33eTumMuba / cumBactaTtuHa 0,96; 95% moBepuTesIbHBIN
uHTepBasn ot 0, 83 mo 1,12; p = 0,59). 3aMeHa aopTabHOTO KJjIanaHa Obljia IpoBedeHa
B 267 nmanueHTOB (28,3%) B rpynmne 33etuMuba / cCMkMBacTaTUHa U B 278 maleHTOB
(29,9%) B rpymme mnarebdo (oTHomeHue pucka 1,00; 95% IH, ot 0,84 mo 1, 18; p =
0,97). MeHblIle TalluEeHTOB UMEIU UIIEMUYECKUE CEPOEYHO-COCYOUCTHIE COOBITUS B
rpymnme 33etuMuba / cuMBacTaTuHa (n = 148), yeMm B rpymIe nname6o (n = 187)
(oTHOIEeHUe pucka, 0,78; 95% U, ot 0,63 go 0,97; p = 0,02), rmaBHEIM 00pa3oM 3a
MEHBIIIEr0 KOJIMYeCTBa NallieHTOB, IIePEeHEeCIINX IIYHTUPOBaHUE KOPOHAPHOU
apTepun.

Pak HaOmiomarncs 4allle B rpyIiIe 33etuMuba / cumBactaTtuta (105 ipotus 70, p =
0,01). Knuunyeckasi 3HaYMMOCTDb 3TOT'0 HAOIIOeHUs SIBJISIETCSI HeoIlpeaeIeHHOH,
IMOCKOMBKY B uccinemoBanuu SHARP Gonbiliee KOMTUYECTBO MAllMEHTOB C TI00BIM



BIIEPBLIE BRHISIBJIEHHBIM pakoM (438 B rpyriIe 33etuMuba / cuiMBacTaTuHa u 439 B
rpymne nnane6o) He ornudanuck. Kpome toro, B uccienoBanuu IMPROVE-IT oGiiee
KOJIMYECTBO ITallMeHTOB C JTI000M HOBOM 3JI0KaYeCTBEHHOM onyxoibio (853 B rpymnme
93eTuMuba / cuMBacTaTuHa 1 863 B rpynne cuMBacTaTHHa) CyIllECTBEHHO He
oTnM4yasach, 4 MO3TOMY IIOUCK pe3ylIbTaToB ucciieqoBaHus SEAS He MoXKeT OBITh
noaTBepxkaeH ucciaemoBanuneM SHARP unu IMPROVE- IT.

(I)apMaKOKPIHeTHKa

AGcop6uus. [Tocrne mpueMa BHYTPb 93eTUMUO OLICTPO BCACHIBAETCS U aKTUBHO
KOHBIOTUPYETCS ¢ 00pa3oBaHKeM (papMaKOJIOTUYEeCKN aKTUBHOTO (DEeHOJILHOTO
TIIOKYPOHHA (93eTUMHO-TIIOKYPOHHU). MakcuMainbHasa KoHIleHTpanus (Cmax) B
TIa3Me KPOBU AOCTUTAeTCs Yyepe3 12 vacoB myis 93eTuMuOa-TIIOKypPOHUOa U Yyepes 4 -
12 gacoB gyis 33eTuMuba. AGCOMIOTHOE OMOOOCTYITHOCTD 33eTuMM0Oa ONpPenenuThb
HEBO3MOXKHO, ITOCKOJIBKY 3TO COeINHEeHNe HepacTBOpPHUMas B BOOHOU cpefe,
IIPUTOOHOM OJISI UHBEKIIUH.

OnHOBpEMEHHBIM IIPpUEM NUINY (C HU3KUM MUJIM BRICOKMM COAepKaHUEM KUpa) He
BIMSIET Ha MepopasibHYyI0 OMOOOCTYITHOCTD 33eTuMubOa. 93eTUMUO MOXKHO IIPUHUMATD
He3aBHUCHMO OT IIprueMa MUIIH.

Pacmnipenenenue. 93eTuMub 1 33e TUMHUO-TIIOKOPOHUI CBSA3LIBAIOTCS C OeJTKaMu
ya3Mbl KpoBU YesnoBeka Ha 99,7% u 88 - 92% cooTBeTCTBEHHO.

MeTabonu3m. [TepBUYHBIN MeTab0JI1I3M 33eTUMUOA ITPOUCXOAUT B TOHKOM KHUIIIEUHUKE
U IIeYeHU NyTeM KOHBIOTALIMU C TIIOKYpoHuaoM (peakuus 11 ¢as3wl) ¢ mocneqymoimmm
BBIBEIIEHUEM C JKeI4bio. MUHUMAIbHLIM OKUCIUTEIbHEIN MeTabonu3M (peakius I
da3n1) HabmOmanCcs Ha BceXx 9Tarax TpaHcopMmanuu. I3eTUMUO U 33e TUMUO-
TJIIOKYPOHU] SIBJISIOTCS OCHOBHBIMH BeIlleCTBAMHU, OIIPENESISIOTCS B IIJIa3Me KPOBHU, U
cocTapJsioT npuMepHo 10 - 20% u 80 - 90% oT ob111ero comepzKaHus Ipernapara B
IJjla3Me COOTBETCTBEHHO. I3eTUMHUO U 33 TUMUO-TTTIOKYPOHU[ MEeJI€HHO BBIBOOSITCS
M3 IJTa3Mbl KPOBHU B IIPOIIECCe KUIIeYHO-TIeYeHOYHOU peupKyasanuu. [lepuon
ITOJTyBbIBEHEHUS 33eTUMMUOA 1 93eTUMUOA-TIIOKYPOHHUIA COCTABISIET IIPUMEPHO 22
4aCoB.

BriBop. ITocne mpuema goopoBonbilamu BHyTpeHHe 20 Mr 14 C-33eTuMuba B Ij1a3Me
KpOoBHU OBIJIO 00OHapykKeHOo npuMepHo 93% cyMMapHOro 33eTuMuba oT 001Ieit
pPaguoaKTUBHOCTH Iy1a3Mbl. [IpuMepHo 78% u 11% npuHSATOM paguOaKTUBHOU O3Bl
OBIJIO BEIBEIEHO C KAJIOM M MOYOI COOTBETCTBEHHO B TeueHue 10 gHei. Yepes 48
4acoB Ciedbl PaANOaKTUBHOCTH B IIJla3Me KPOBU HE OKa3LIBAIUCh.

Oco0bBle TPYONIEI IAlMeHTOB




Hetnu

dapMakOKHHETHKA 33eTuMHKOA IT0X0XKa B BO3PAcTe OT 6 JIeT 1 B3POCIIBIX.
d®apMaKOKMHETUYECKUX JaHHBIX 10 IPUMEHEHUI0 OeTAM 00 6 1eT HeT. KnnHu4YeCcKuu
OIBIT y AeTeu U IMMOAPOCTKOB BKitoUaeT nnanueHToB ¢ ['oCI, I'eCI" unu
CUTOCTEPUHEMMUEIO.

[TareHTH TOXKUIIOTO BO3pacTa

Y manueHTOB IMOXKUJIOTO BOo3pacTa (cTapiie 65 j1eT) KOHILIeHTpallua B IJla3Me KPOBU
obm1ero s3eTuMuba IIPUMEPHO BIBOE BHIIIIE, YeM y Oojiee MOJIOObIX malrueHToB (18 - 45
neT). Cuuxxkenue XC JIITHIIT u npodunb 6€30I1acCHOCTH IPUMEPHO OOUHAKOBHL Y
MMal¥eHTOB ITOXKMUJIOT0 BO3pacTa M MOJIOABIX MAllMeHTOB, IPUHUMAIOIINX 33€eTUMUO.
[TosToMy fisl MAallMeHTOB ITOKMUJIOTO BO3pacTa HET HEOOXOOMMOCTU B KOPPEKLIMU [O3HI.

I[leueHOYHas HEOOCTAaTOYHOCTD

[Tocne omHOKpaTHOTO npuema 10 Mr a3eTuMuba 3HaYeHUE CPedHeN IIIoMIaau o
KPUBOM «KOHIeHTpanus - BpeMsi» (AUC) mnst obuiero a3etumuba Ow1s1o B 1,7 pasa
BRIIIIE Y TTAIIMEHTOB C I€YEeHOYHOM HEeJOCTaTOYHOCThIO JIETKOU cTerneHu (5 - 6 6aioB
o mkane Yauna-I1p0), 4eM y 30OpOBHIX TOOPOBOJbIEB. B TeyeHue 14-m1HEBHOTO
KUCCJIeOBaHUS C MHOTOKPATHBIM ITpreMoM 33eTuMuba (1o 10 Mr B fieHb) y IIallueHTOB
C IIeYeHOYHOM HeJIOCTaTOYHOCThIO cpenHelt ctenelu (7 - 9 6annoB mo mkasne Yaumm-
[Iv10) 3Hauenust AUC pnst obiiero asetuMuba pocyo IMpuMepHo B 4 pa3a mo 1-i u 14-i
OEeHb 110 CPAaBHEHUIO C TAKUM IT0Ka3aTeJieM YV 3[I0POBBIX HOOPOBOIbIIEB. [laliueHTaM C
IMe4YeHOYHOU HEeJOCTaTOYHOCTHIO JIETKOM CTEIeHU KOPPEKIUY OO3b HEe TpeOyeTcH.
[TockonbKy 3¢ (HEKTHI MOBHIIIIEHHOTO COepKaHUs 33eTUMUOA y IMallieHTOB C
IMe4YeHOYHOM HEeIOCTAaTOYHOCThIO CpeHel UK TsKeJou cTteneHu (6omee 9 6asioB 1o
mkKane Yaunn-I1ei0) Hen3BEeCTHHIE,

IToyueuyHass HEOOCTATOYHOCTh

[Tocne omHOKpaTHOTO npuema 10 Mr s3eTuMuba y MaleHTOB C TAXKeJION IT0UYeYHOU
HeOoCTaTOYHOCTHIO (n = 8; knmupeHc KpeaTuHuHa < 30 mnn / Muu / 1,73 M 2 ) cpenHee
3HaueHue AUC pgis obmrero a3etumMuba pocio mpuMepHo B 1,5 pa3a mo cpaBHEHUIO C
TaKUM II0Ka3aTeJieM y 3TOPOBBIX JOOPOBOJIBIEB (N = 9). ITOT pe3ynbTaT He CUUTAETCS
KINHUYECKU 3HAaYMMBIM. [[/151 HallMeHTOB C HapylieHueM (QYHKIIUU IIOYEK HET
He0oOXOOMMOCTH B KOPPEKIIUHU TO3HI.

Y opHOroO malmeHTa B 3TOM HCCJIeJOBaHUU (KOTOPBIM UMeEJI TOYEeYHBIW TPaHCIJIaHTaT U
MoJiy4dasna MyJIbTUTEPANNI0, B TOM YHCIIE IIUKIOCIIOPHUH) YPOBEHb 00111ero 33eTuMuda
ObL1 BhIIIE B 12 pas.

Ilon



KoHIlleHTpalus B IJ1a3Me KPoBU 00111ero 93eTUMKUOa HECKOJILKO BHIIIE (IPUMEPHO
20%) y xKeHIWH, 4yeM y Myk4nH. CHuxkeHue ypoBHa XC JIITHIT u npodunp
0e30IMaCHOCTY IIPUMEPHO OOUHAKOBHI y MYKUYWH U XKEHIIIUH, KOTOPhle IPUHUMAIOT
93eTuMUO. [T03TOMYy HET HEOOXOOUMOCTH B KOPPEKIIMU 03I B 3aBUCUMOCTH OT II0JIa.

IToxa3aHus

[TepBUYHas TUIIEPXOJIECTEPUHEMUS

93eTuMub B KOMOMHAIIUYU C UHTUOUTOPOM PENyKTa3hbl TUAPOKCUMETUIT Ty TapUl-
KosH3uMa A (I'MTI'-KoA) (cTaTuH) IMOKa3aH KaK BCIIOMOTraTeJIbHAsA Tepanusa K JueTe
OIS TTallMeHTOB C IIEPBUYHOU (reTepO3UTOTHOM CEMENHOU U HECEMEWHON)
TUIIepPX0JIeCTEPUHEMUEN, €CJIM TEPANUU TOJIBKO CTaTUHAMHU HEIOCTAaTOYHO.

MonHoTepanus 33eTuMuba IMoKa3aHa KaK BCIIOMOTaTeIbHAasI TePanus K gUueTe s
HallieHTOB C MEePBUYHON (reTepO3UTrOTHON CEMEMHON U HeCEMEeNHOM)
ruIepxojiecCTepuHeMuei, Ojisi KOTOPLIX IPpUMeHeHNe CTaTuHAa Helle1ecoo0pa3Ho uiIn
CYIIIECTBYET €ro HelepeHOCUMOCTh.

[TpodunakTuKa cepaedHO-COCYIUCTHIX COOBITHI

93eTuMub MOKa3aH [JIsi CHUXKEHUS PUCKa CePAeYHO-COCYOUCTHIX coObITUM (CcM. Pa3men
«dapMakoguHaMHKa») Y IMallMeHTOB C ullleMudeckou 6one3nbio cepana (MBC) u
OCTPBIM KOpoHapHBIM cuHapomoM (OKC) B aHaMHe3e npu goOaBlIeHUU K TEKYIIeHn
Tepanuu CTaTUHAMU WUJIM IPUMEHEHUU OOHOBPEMEHHO C CTaTUHaMMU.

I'omo3urotHas cemeriHas runepxonecrepunemus (I'oCI')

93eTuMub B KOMOMHAIIMK CO CTaTHHAMH ITOKa3aH KaK BCIIOMOTaTeIbHas Tepanus K
ouete s nanueHToB ¢ [oCI'. ITareHTH MOTYT TaKKe MoJIydYaTh JONOJIHUTEIbHOe
nedyeHue (HanpumMmep adepes JITTHIT).

['omo3urotHas cutocteponemMus (PUTOCTEPOTIEMUS)

93eTuMub MoKasaH KakK BCIIOMOTaTeJIbHas Tepalusa K OueTe OJIs NallueHTOB C
TOMO3UTOTHON CEMEUHOU CUTOCTEPOIEMUEIO.

HpOTHBOHOKa3aHHH

[MIepYyBCTBUTEJILHOCTD K [IEMCTBYIOIIEMY BEIEeCTBY UM K JII000MYy 13
BCIIOMOTaTEeIbHBIX BEIIECTB.

[Tpu ogHOBpPEMEHHOM IIpHeMe 33eTuMuba C JII00BIM CTaTUHAMU CJIeAyeT
03HAKOMUTHCSI C MHCTPYKIIMEHN 10 MPUMEHEHUIO [JIST 9TOT0 KOHKPETHOTO



JIEKapCTBEHHOI'O CpenCcTBa.

CoBMecTHas Tepamnus 33eTuMuda c JTI00BIM CTaTUHAMU NPOTHUBOIIOKa3aHa B IIEPUO]]
0epeMeHHOCTH U KOPMJIEHUS I'PYObIO.

[TpuMeHeHUe 33eTUMKUOA B KOMOMHAIIUY C TI0OLIM CTaTMHAMU IPOTUBOIIOKA3aHO
rmanueHTaM c 3a00IeBaHUSIMU IIEYEHU B CTaAUM 000CTPEHUS WU HEBLISICHEHHBIMU
OJTATEIbHBIMU ITOBHIIIEHUSIMH YPOBHSI CHIBOPOTOYHBLIX TPAaHCaAMHHA3.

B3auMoOaeHCTBHE C IPYrHMH JIeKapCTBEHHBLIMH CPeICTBAMH H IPyrue BHIbI
B3aMMOIEHUCTBUHA

IIoKNMMHUYEeCKHEe UCCIIeJOBaHUs IMOKa3aau, uTo 33eTuMub HE uHoymupyeTt pepMeHTH
cucTteMbl 1mToxpoMa P450, uTto MeTabonu3upyroTcs npemnapat. He Habmomanock
HUKAKHUX KJIMHUYECKU 3HAYUMBIX (papMaKOKMHETUYECKUX B3aUMOOENCTBUN MEXKIY
93eTuMuba U IperapaTaMu, KOTOPhIe MeTab0Iu3UPYIOTCSA epMeHTaMU CUCTEMEI
nuToxpoMa P450 1A2, 2D6, 2C8, 2C9 u 3A4 unu N-alleTuntpaHchepas3ou.

B KNMTMHUYECKUX UCCIIeOOBAaHUAX JIEKAaPCTBEHHOT'0 B3aUMOIeCTBUS 33€TUMUO IpHU
KOMOMHUPOBAHHOMN Tepanuu He BIUSI Ha papMaKOKUHETHUKY HAIlICOHA,
nekcTpometopdaHa, OUTOKCHUHA, ITepOpPaJIbHBIX KOHTPAIIEIITUBOB (3TUHUIISCTPAONOIIA
U JIEBOHOPTEeCTpena), TMUIN3nuaa, ToI0yTaMuay Uiu Muaasonany. LluMetugul npu
KOMOMHHUPOBAHHOMN Tepamuu C 33eTuMrbOa He BIUSII Ha OMOOOCTYIHOCTD 33eTUMHUOA.

Antamnunel. OMTHOBPEMEHHBIHM ITPHUEM aHTAIUIOB IPUBOOUT K CHUXKEHUIO CTEIIEHU
abcopOiuy 93eTuMmNOa, HO HE BIUSET Ha ero OMOOOCTYITHOCTDL. TakKoe CHUXKEHUE
cTeneHu abcopOIMy HENb3s CYUTATh KJIIMHUYECKY 3HAYNMBIM.

XomnectupaMuH. [Ipy KOMOMHUPOBAHHOM ITPUMEHEHHUHU C XOIEeCTUPAMUHOM CpeHee
3Ha4YeHHUe IJIOIIaAu OO KPUBOM «KOHIeHTpauus-BpeMs» (AUC) cymMMapHOTO
93eTuMuba (93eTUMHUO U 33€ TUMUO-TTTIOKYPOHHU]]) YMEHbBIIIAIOCh IPUMEPHO Ha 55%.
ITpu mobGaBneHuMN 33eTUMI0Oa K KOJIeCTUPaMMUHA IIOCTEIEHHOE CHUXKEHNE X0JIeCTepPHUHA
JIMTIOTIPOTENHOB HU3KOU mioTHoCcTu (XC JITTHIT) moxkeT 3amennuthbesi. ®ubpatwl. Eciu
MalMeHTHl IToJIy4YaoT GeHopudpaT u 33eTUMUO, Bpayul OOJIKHBI OBITh
OpOUH(POPMHUPOBAHEI O BO3MOXKHOM PHCKEe BO3HUKHOBEHUS XOJIeJInTHa3a U
3a00J1eBaHUs XKEJTYHOTO My3bIpsi. [Ipy IMomo3peHur Ha XOIenruTra3 y IalueHTa,
nosaydaet 33eTuMud 1 peHopubOpaT, mokKalaHb 00CIefoBaHUe XKeJTYHOT0 MYy3hIps, a
TaKyIO TepAIIHUIio ClIegyeT MpekpaTuTh (cM. Pasmen «ITo604YHBIE PEAKIIUU»).

OnHOBpeMeHHOe nTpuMeHeHne peHodpubpaTa unu rempudpo3uia He3HAYUTEIBHO
TTOBBLICUJIO OOITYI0 KOHIIEHTPaIluio 33eTuMuba (mpumepHo B 1,5 u 1,7 pasa
COOTBETCTBEHHO).

OnHOBpeMEeHHOe IIpUMeHeHUe 33eTuMKba ¢ ApyruMu pubpaTtaMu He U3y4daJiicCh.



®ubpaThsl MOTYT MOBHIIIATEL BHIAEIEHNE X0JIeCTEPUHA B JKeJTYb, YTO ITPUBOIUT K
XO0JleJInTHa3a. B uccieqoBaHUsIX Ha XKUBOTHBIX 33€TUMUO MHOTIA MTOBHIIIAT YPOBEHD
XOJleCTepUHAa B XXeJl4H, HO He Y BCeX BUMOB. JINTOTeHHBIN PUCK, CBI3aHHBIN C
TepaneBTUUYECKUM IPUMEeHEeHUEeM 33eTuMuba, Henb351 UCKITIOUHUTh.

CratuHbl. HUKaKOM KIMHUYECKHN 3HAYNMOT'0O (l)apMaKOKI/IHeTI/I‘-IeCKOFO
B3aMMOIENCTBUS HE OBLJIO 06Hapy}KeHo Impu KOM6HHI/IpOBaHHOM IIpueMe a3eTuMuba C
aTOPBACTaTUHOM, CUMBAaCTAaTHHOM, IIPaBaCTAaTHUHOM, JIOBACTaTUHOM, Q)HYBaCTaTI/IHOM
HUIJIN PO3YBACTATHHOM.

LluknocnopuH.B xofe uccnemgoBaHus C ydacTHeM 8 MallMeHTOB IIOCIe
TPaHCIJIAaHTAIIUU MOYKY C KIIUPEHCOM KpeaTUuHHUHA> 50 MJI / MUH IIpU CTaOUIbHOU
mo3e HuKiocnopuHa 1 mosa 33etuMmuba 10 Mr MPUBOOUT K ITOBHIIIEHMIO B 3,4 pa3a
(muama3oH cocTtasnseT oT 2,3 0o 7,9 pa3a) cpegHeit AUC o61iero azetumubda 110
CPaBHEHUIO C COOTBETCTBYIOIIUM IIOKa3aTeJIeM B KOHTPOJIbHOU MOIIYJISIIUYA 3TOPOBHIX
MMalneHTOoB, ITOJYyYaBIIUNX TOJIBKO 33eTUMUO, B ApyroM ucciemoBanuu (n = 17). Emie B
OOHOM MCCII€JOBaHMM y HallieHTa C TPaHCIJIaHTUPOBaHHOM IIOYKOU U TAXKEJIOU
MMOYEeYHOU HeJOCTaTOYHOCThIO, KOTOPHIU II0JIy4Yasl UKIOCIOPUH U MHOTO OAPYTHUX
JIeKapCTBEHHBIX CPENCTB, 3apUKCUPOBaAHO 12-KpaTHOE yBeln4YeHNUe 3KCIO3ULUHU
o611ero a3eTuMuba 110 CPAaBHEHUIO C KOHTPOJIbHEIMU MallMeHTaMU, IOIy4YaBIIUMHU
TOJIBKO 33eTUMUO. Bo BpeMsi mepeKpecTHOr 0 UCCIeIOBaHMUS C IBYMS IIEPUOIaMU C
y4yacTtueM 12 30pOoBHIX JOOPOBOIBIIEB eXKefHeBHOe BBeneHue 20 Mr a3eTuMuda B
TedeHue 8 gHelu ¢ ogHOou mo3ou 100 Mr MUKIIOCHOPHHA Ha 7-U OeHb IIPUBEJIO K
yBenuyeHuto AUC nukiocnopuHa B cpegHeM Ha 15% (guamna3oH OT yMEHbIIEHUS Ha
10% po yBenuueHus Ha 51%) 110 CpaBHEHUIO C COOTBETCTBYIOIIUM [I0Ka3aTeJIeM IIpU
BBegeHuHU ogHOU 03kl 100 Mr nuKiIocnoprHa. KoHTponupyeMoe ucciegoBaHue
BIIMSTHUSI OMHOBPEMEHHOTI'0 ITpueMa 33eTUMU0a Ha 9KCIIO3UIINIO IIMKIIOCIIOPUHA Y
NanUueHTOB C TPAHCILJIAaHTUPOBAHHOM IIOYKOU He ImpoBoaunu. Cruenyer C
OCTOPOIKHOCTBHIO HaUMHATh JiIeueHre 33eTuMuOa rmauyueHTaMu, KOTOpPhle IIPUHUMAIOT
LIMKJIOCTIOPUH. Y MalMeHTOB, IPUHUMAIOIINX 33€eTUMUO U ITUKJIOCIIOPUH, CIeayeT
IIPOBEPSTH KOHIIEHTPAIIUU IIMKJIOCIIOPHUHA.

AuTuKOarynsauTel. OODHOBpEMeHHOe npuMeHeHue 33eTuMuba (10 Mr 1 pa3 B CyTKHU) He
MMeJIO 3HAaUYUTEIbHOT0 BIUSHUSA Ha OMOOOCTYITHOCTh BapdaprHa U TPOTPOMOMHOBOE
BpeMs B XOe UCCJIeJOBaHU C ydyacTueM 12 30opOBEIX B3POCJIBIX MyK4YUH. OgHAKO
OBINTH TTOCJIEPETHUCTPALIMOHHBIE COO0IIeHrEe 00 YBENMUUEHUY MeXIyHapOOHOTO
HopMasmn30BaHHOro oTHomeHus (MHO) y manimeHToOB, KOTOPHIM 33eTUMUO H0OaBIsAIn
K BapdapuHa unu GpayuHguoHy. Eciu 93eTuMub npuMeHsiTh Ha GoHe ImprueMa
BapdapuHa, APYyroil KyMapHHOBOTO aHTUKOATYJISHTa UIN QIYUHOANOHY, CIIEedyeT
OOJI2KHBIM 00pa3oM npoBepsaTb MHO.

Ietu. MccnemgoBaHue B3aUMOEUCTBUS ITPOBOAUIINCE ¥ B3POCIIBIX.



OCo00EeHHOCTH MPUMEHEeHHUSI

[Tpu omHOBpEMEHHOM IIpHUEMe 33eTuMHuba C II0OLIM CTaTUHAMU CJIedyeT
03HAKOMUTHCS C UHCTPYKIIMEHN 10 TPUMEHEHUIO [JI1 9TOT0 KOHKPETHOT O
JIEKapCTBEHHOI'0 CPELCTBA.

OepMeHTHI IIeYeHHn

B KOHTpONMpPyeMBIX UCCIEIOBAHUSIX CONYTCTBYIOIIEN Tepanuy y MaleHTOB, KOTOpPhIe
[IOJIy4YaloT 93eTUMHUO CO cTaTUHAMU, HabJII0ganuch nocjaeqoBaTe/IbHbIE ITOBLIIIIEHNE
YPOBHS TpaHcaMuHa3 (B 3 unu 60Jiee pa3 BHIIIE BEPXHEN I'paHUllbl HOpMEL [BMH]).
[Tpu npueme KOMOMHAIUU 33eTUMMUOA CO CTaTUHAMHU CJIeyeT IIPOBOOUTH
dbyHKIIMOHAaIbHEIE IeYeHOYHbIe IIPOOH B HayaJjie Tepallui U B COOTBETCTBUHU C
pEeKOMeHOaluusIMU II0 CTaTHUHaA.

B ynydiieHHOM COKpallleHUH pPe3yJIbTaTOB: MeXAyHapOogHOe UCCIiefOBaHKe
spdekTuBHocTu Butopuny (IMPROVE-IT), 18144 namueHTH C UIIIEMUAYECKOUN
6ose3Hbio cepaua u cnydaamu ['KC B aHaMHe3e ObIJIM PaHIOMM3UPOBAHLI [JI IpreMa
s3etuMuba / cuMmBacTtaTuHa 10/40 Mr exenHeBHO (n = 9067) unu cuMmBactaTuHa 40 Mr
exxemHeBHO (n = 9077). B TeueHue cpenHero nepuoaa HabmogeHus 6 JeT 4acToTa
IIOCJIEIOBATEILHOI'0 MOBLIIIIEHU ST TPaHCaMMuHa3 (B 3 uinu 0ojiee pa3 BHIIIE BEPXHEU
rpaHULILI HOPMHBI) cocTaBiisana 2,5% ainsa a3etuMuba / cuMBacTaTuHa U 2,3% O
cCUMBacCTaTHHA.

B KOHTpONMpyeMoM KJIIMHUYECKOM UCCIIefoBaHNM, B KoTopoM 60jiee 9000 maineHTOB
C XpOHHWYeCKUM 3a00JieBaHUEM NOo4YeK ObUIM PaHOOMU3UPOBAHEI 15 IIpUeMa
33etuMuba 10 Mr B KoMOMHAIINM C cuMBacTaTUHOM 20 MT exxengHeBHO (n = 4650) unu
ninanebo (n = 4620), (cpenuu nmepuon HabmogeHus 4,9 rojga) yacToTa
TTOCIeN0BaTEIbHOTO MOBHIIIEHUST TPaHCaMUHa3 (B 3 unu 60jiee pa3 BRIIIE BEPXHEN
rpaHUIEI HOPMHBI) cocTaBmsina 0,7% pmns 93eTuMuba B KOMOMHAIIMU C CUMBAaCTaTUHOM
u 0,6% nnsa nnane6o.

CKeneTHBIE MBIIIIIHI

B mocTperucTpaiuoHHbIH TEPUOL COOOIIanMy O CiIydasX MUOTATUH U pabaIoMUOIn3a
IIPY IPUMEHEeHUHU 33eTuMKba. BOMbIIMHCTBO MAIMEHTOB, Y KOTOPBIX PA3BUIICS
pabooMmon3, IPUHUMAaIN CTaTUH OOHOBPEMEHHO € 33eTuMuba. OJHAKO 0 Cydassx
pabmoMuonu3a coobIany o4eHb PegKo IIPpU MOHOTEpAaNnuu 33eTuMuba, U B ciydae
nobaBneHus 33eTuMuba K APYTUM CpPeOCcTBaM, C KOTOPHIMH, KaK U3BECTHO, CBSI3aH
TTOBHIIEHHBIN PUCK BO3HUKHOBEHUS pabgoMmuonu3a. [1pu mogo3peHun Ha MUOTaTUEH,
YTO MPOSIBIIAETCS CUMIITOMaMHU CO CTOPOHBI MBIIII] UJTH MOBHIIIIEHEM YPOBHS KOK
6omee ueM B 10 pa3 OoT BepxHe# rpaHUIbl HOPMEI, CliedyeT HeMeJIeHHO IPeKPaTUuTh
nmpueM 33eTuMuba, J11060T0 CTaTUHA U JII000T0 U3 OPYTrUX IIPenapaToB, KOTOPHIE



MalyMeHT IPUHUMAaeT OJHOBPEeMeHHO. Bcex malueHToB, HAaUHHAIOIINX JIeYeHne
93eTuMuOa, HY?KHO MPOUH(POPMHUPOBATh 0 PUCKE BO3SHUKHOBEHUS MHUOMIATHU U
HeoOXOJMMOCTH CPOYHO COOOIATh O MOSIBJIEHUMN O0JIM B MEINIIAX,

B uccnegoBauuu IMPROVE-IT 18144 maliueHTH C UIIeMUYeCKOM 00JIe3HbIO cepalia U
cnydasmu ['KC B aHaMHe3e OBbIJIM PaHOOMU3UPOBAHEL OJI IIpUeMa 33eTuMuda /
cuMmBacTtaTtuHa 10/40 mr exkegHeBHO (n = 9067) unu cuMmBacTtaTtuHa 40 MT eXXeIHEeBHO
(n = 9077). B TeueHue cpegHero nepuona HabmomeHus 6 1eT YacTOTa MUOIATUHU
coctapisna 0,2% pins a3etuMmuba / cumBacTtaTtula u 0,1% [iist cuMBacTaTHHA, I'Oe
MUOTIATHUS OIIpeaensiachk Kak MEIIIeYHas c1ab0oCThb UIu 00Ib HEIIOHSTHON 3THUOJIOTHUHU
c ypoBHeM K®K B criBopoTKe KpoBu B 10 unu 6omnee pa3 Beillie BMH unu gBymMms
nocsepoBateibHEIMU pe3dysibTaTaMu KOK B 5 unu 6osnee pa3 u B 10 pa3 meHbire BMH.
YacTtoTta pabmomuosnu3a coctaBisna 0,1% mns a3etrumuda / cumBacTtatuHa 1 0,2% s
CUMBaCTaTHUHaA,

B knmuHMYEeCKOM uccienoBaHuu, B KOTopoM 6osee 9000 marimeHTOB C XPOHUYECKUM
3abomeBaHreM MoYeK ObLIM PAaHOOMU3UPOBAHEI OJIs ITpueMa 33eTumubda 10 Mr B
KoMOMHAIIMU ¢ cuMBacTtaTuuoM 20 Mr exxenHeBHO (n = 4650) unu nnanebo (n =
4620), (cpenuuit nepuon HabmomeHus 4,9 roga), 4acToTa MUONATHUM / pabgoMuosIM3a
coctaBinsina 0,2% mst a3eTuMuba B KoMOMHAIIMKU ¢ cuMBacTaTuHoM u 0,1% miis
miane6o.

[TeyueHOYHas1s HEOOCTATOYHOCTh

[TockonbKy 3¢ (HEKTHI MOBHIIIIEHHOTO COflepKaHUs 33eTUMUOa y IMallieHTOB C
IMe4YeHOYHOU HEeJOCTaTOYHOCThIO YMEPEHHOU U TSIKEJIOU CTEeIIeH! HEU3BECTHHI,
93eTUMUO HE PEKOMEHYEeTCS IJIsi IIPUMEHEHUS 9TOM KaTerOpuH IIallieHTOB.

Hetu

H3BecTHO, 4TO 3 HEKTUBHOCTh U 6€30IT1aCHOCTh 93eTUMMUOA y MallMeHTOB B BO3pacTe
oT 6 mo 10 neT ¢ reTepoO3UrOTHOM CEMEWHON NI HECEMENHOU
TUNEPX0JIeCTEPUHEMHUEN OIleHUBAJIM B IIalle00-KOHTPOJIUPYEMOM KIMHUYECKOM
UcclieqoBaHUHU B TeueHue 12 Hemenb. BrnusHaue 33eTuMuba B TeUeHHUe IIepruoaa
nedyeHus 6osee 12 Hemenb B 3TOM BO3PACTHOM I'PYIIIle He U3ydallu.

Brnusiaue s3eTuMuba He M3ydasuCh y MAllMeHTOB B BO3pacTe [0 6 JeT.

H3BecTHO, 4TO 3QHEKTUBHOCThL M 6€30I1aCHOCTh 33eTuMMOa, YTO Ha3HAYallu B
KOMOMHAIIMK C CUMBAaCTaTUHOM MallmeHTaM B Bo3pacTe oT 10 mo 17 jieT ¢
reTepo3uroTHOM CEMEWHOU TUIIepxoeCTepuHeMUEen, OLleHUBAJIUCh B
KOHTPOJIMPYEMOM KJIIMHUYECKOM HCCJIeJOBaHUM C ydYaCTUEM MaJIbUMKOB (CTagus
TauHepa Il unu BeIllle) U AeBOUYEK (He MeHee 4eM 4Yepes rof mocjie MeHapxe).



Bo BpeMs 3TOro orpaHN4YeHHOT0 KOHTPOJIUPYEMOI'0 UCCIeOBaHusI BOOOIIEe He
HabJII00a710Ch HU OOHOT'O0 3aMETHOT'0 BIIMSIHUS Ha POCT U IIOJIOBOE CO3PEeBaHUE
MaJIbYMKOB 1 IeBOYEK IMOOPOCTKOBOT'0 BO3pacTa U HUKAKOI'O IeMCTBUS Ha
MMPOAOJIXKUTENTbHOCTh MEHCTPYA/JIbHOTO IIMKJIA y AeBoueK. OmHaKo JeicTBue
93eTuMI0Oa Ha POCT U II0JIOBOE CO3PEeBaHUE B TeUeHUE Iepuofa 1edeHus 6onee 33
Hemenb He u3ydalliu.

BezomacHocTh 1 3pPeKTUBHOCTD 33eTUMKOA, YTO Ha3HAYAIU B KOMOMHAITUU C
CUMBACTaTUHOM B o3e Oonee 40 MT B CyTKHU, [eTsIM B Bo3pacTe oT 10 go 17 neT, He
U3y4aJIUCh.

Be3omnacHOCTh 1 3¢ PeKTUBHOCTD 33eTUMUOA, YTO Ha3HavaJIu B KOMOMHALMU C
CUMBaCTaTUHOM, IeTAaM B Bo3pacTe 00 10 net, He ulyyanu.

Ionrocpouny:o 3¢pGEKTUBHOCTh Tepaluu 33eTuMubOa y IallieHToB B Bo3pacTe mo 17
JIET [JIsl CHUXKeHUs 3a00J1eBaeMOCTHU U JIETAJILHOCTHU B 3PEJIOM BO3pacTe He
HCCJIegOBaIu.

dubpaTsl

BezomnacHocTh 1 3HEeKTUBHOCTDL 33eTUMUOA IIpU IpuMeHeHuu ¢ pubpaTaMu He
yCTaHOBJIEHA.

[Tpu momo3peHUU Ha XOJIENUTHA3 y MallieHTa, nojiydyaeT 33eTuMub u penodudpar,
IoKa3aHHl 00CIefoBaHMe XKeJTYHOTO My3kIPs, a TaKyI0 Tepaluio ClIefyeT IPeKPaTUTh.

LIukimoconopuH

CnenyeT C OCTOPOZKHOCTBIO HAYHWHATL JIEHEHHUE a3eTuMHbOa IIafiéHTaMHt, KOTOPEIE
IIPHHUMAIOT MUKJIOCIIOPHH. Y nauueHTOB, IIPMHUMAIOIITUX 93eTUMUO U ITUKJIOCIIOPHH,
cienyeT IIPOoBePATh KOHIIEHTPaAIIluK ITHKIJIOCIIOPHWHA.

AHTUKOATYyJISTHTEI

Ecnu a3eTuMub npuMeHsiTh Ha (oHe nprueMa BapdaprHa, Ipyroi KyMapuHOBOTO
QHTUKOATryJIsHTa UJIu QIYUHONOHY, CIeOyeT HOJIXKHBIM 00pa3oM MMPOBEPSATH
MeXOyHapoOHOe HopMain30BaHHOe oTHoueHue (MHO).

CroCcoOHOCTH BJIUSITHh HAa CKOPOCTH PEaKIIHH MIPH YIIPaBI€eHHUH
ABTOTPAHCIOPTOM M/IM PadoTe C MexaHUu3MaMH

HccnemoBaHuii BIUSHUSA Ha CIOCOOHOCTh YIIPaBJISAThH aBTOMOOUIIEM U OPYTUMU
MeXaHU4YeCKUMU CpedCTBaMu He mpoBoaunau. Ho cienyeT y4uThIBaTh, YTO COOOIIAIU O
TOJIOBOKPYKEHUU NPHU YIIPABIECHUU aBTOMOOUIEM U OPYTUMH MeXaHU3MaMHU.



IIppuMeHeHHe B mMEepHO]] 0EPEMEHHOCTH H/IH KOPMJIEHHUS I'PYIbIO

Tepamnus 33etTuMuba B KOMOMHAIIMY CO CTaTUHAMU MPOTHUBOIIOKa3aHa B IIEPHO]]
0epeMeHHOCTH U KOpMJIeHUs Irpyabio (cM. Pa3nen «[IpoTUBOIIOKa3aHUsI»); CIeOyeT
03HAKOMUTHCS C MHCTPYKIIMEH 10 MIPUMEHEHHIO OJI 3TOTr0 CTaTHUHA.

bepemeHHOCmMb

93eTtumMuobd crenyeT Ha3HAYaTh TOIBKO OepeMEHHBIM XKEHIIIMHAM, €CITH 3TO SIBHO
HeoOxoguMo. KnuHu4YecKue JaHHLIE O MPUMEHEeHUHN 33eTUMu0a B IIePUo]I
0epeMeHHOCTH OTCYTCTBYIOT. McciemoBaHus Ha > KUBOTHHIX C MCIIOJIb30BaHUEM
93eTuMUOA B Ka4eCTBe MOHOTEPAIIUHU ITOKa3aIu OTCYTCTBUE IIPSIMOTO UM KOCBEHHOT'O
BPEOHOT0 BIUSHUSA Ha 6epeMeHHOCTh, peToeMOpPHUOHAaIbHUM pa3BUTUE, POOLI UIU
IMOCTHATAIbHOE TIEPUOM PA3BUTHUS.

KopmaeHue 2pyo0vio

93eTuMHO He ceayeT IPUMEHSITh B IepHod KOPMJIeHUS TPyabio. McciemoBaHus Ha
KpPBICaX ITOKA3aJx, YTO 33eTUMHUO IIPOHUKAET MOJIOKO JIAKTUPYIOIINX JKUBOTHEBIX.
HeusBecTHO, IpOHUKAET 33€TUMHO B IPYIHOE MOJIOKO.

depmusabHOCMb

KnuHu4yeckue gJaHHBIE O BIIUSSHUU a3eTuMuba Ha (bepTI/IJ'H:HOCTb YgeJlIoOBEeKa
OTCYTCTBYIOT. I3eTuMub He MoKa3ajl HUKAKOI'o BIUSHUS.

Crmoco0 nmpuMeHEeHHUsI M T03bI

B TeueHue Bcero Kypca jedyeHus 33eTuMuba MalueHT O0JIXKeH IPUAepPKUBaThCS
CTaHOAPTHOU NUNNOOCHUXKAIOIIEH TUETHI.

Io3upoBKa
PekoMmenpgyemasi mo3a 33etumuba coctasinseT 10 mr (1 TabmeTka) B CYTKH.

[Tpu moGaBneHUU 33eTUMMOA K CTaTUHA CJIeOyeT IIPOJoIkKaTh IPUeM HadaJIbHOM JO3EI
9TOr0 mpenaparta uiau 60jiee BEICOKOM O3Bl CTaTUHA, KOTOpas yxkKe Oblyla Ha3Ha4YeHa.
B TakoM ciydae ciemyeT 03HaKOMUTBCS C HHCTPYKIIMEH 10 IPUMEHEHUIO 3TOT0
CTaTHHA.

[IpuMeHeHME ITallMeHTaM C UIleMru4deckol 6one3Hb0 cepana u cinydasmu ['KC B
aHaMHe3e

[171s1 TOCTEIEHHOT 0 CHUKEHUSI PUCKa BOSHUKHOBEHUSI CEPAEYHO-COCYAUCTHIX COOBITUM
y IallieHTOB C UIleMUYeCcKou 00Jie3Hbio cepaua u cinydaamu ['KC B aHaMHe3e



93eTuMub (10 MI) MOKHO MMPUMEHSATHL B KOMOMHAIIMKU CO CTAaTUHAMHU C
MMOATBEPXKIEHHLIM OIarOMIPUSATHBIM BINSTHAEM Ha CEPOEYHO-COCYOUCTYIO CUCTEMY.

ConytcrByromun npueM ¢ CEKBECTPAHTDI keT4HBIX KUCJIOT

[TpueMm s3eTuMuba cienyeT IIPOBOAUTE HE ITO3HEE YeM 3a 2 Yaca O0 WU He paHee
yeM yepes 4 yaca nocne BBegeHuss CEKBECTPAHTHI xke14HOU KHUCIIOTHI.

IlarneHTH ITOXKKJIOTO0 BO3pacTa

[TareHTHI ITOXUJIIOTO BO3pacTa He TPpeOyeTcsT KOPPEKIIUH IO3HI.
ITeyeHo4YHas HeOOCMAMO4YHOCMb

7151 malMeHTOB C IIeYeHOYHOM HeJOCTAaTOYHOCThRIO JIeTKou cTereHu (5 - 6 0aiioB 1o
mkase Yaung-I1s10) Koppekuusa mo3bl He TpebyeTcs. Jleuenue a3etumuda He
peKoMeHayeTcs marueHTaM ¢ yMepeHHBIM (7 - 9 OannoB no mkane Yauna-I1e0) unm
TsIKenbIM (6osee 9 6amnnoB o mkasne Yaung-I1e0) HapyieHrneM GYHKIINYT ITeYeHU.

IToueyHass HeOOCMAMO4YHOCMb
[TareHTHI C TOYEeYHOM HeOOCTAaTOYHOCThIO HEe TPeOyeTCsT KOPPEKIINH ITO3HI.

Crnoco6 mpuMeHeHUus

[IpemapaT IpUMeHSTh TepPOpaabHO. D3eTUMUO MOKHO IIPUHUMATD B J1I000€ BpeMs
CYTOK HE3aBHCUMO OT IIpHeMa ITHUIIIHU.

HeTn

B Hauarne neyeHus HeO6XOJII/IM KOHTPOJIb CIIEIHaJINCTa.

IleTu 1 TOOPOCTKY B BO3pAacTe OT 6 JIeT U3BECTHO, 4YTO 0€30MacCHOCTD U

9 PeKTUBHOCTE 10 ITPUMEHEHUI0 33eTuMI0a JeTsIM B Bo3pacTe oT 6 0o 17 neT He
ycTaHOBJIeHa. IMelomniuecs B HaCTOsIIIlee BpeMs JaHHBIE ITPHUBOOSATCS B pa3genax
«®apmakonuHaMuKa», «OCOOeHHOCTU TpUMeHeHus1», «[[000YHbIE PeaKIIUuu», HO
PEKOMEeHOalluy 10 HO3UPOBKE HEBO3MOIXKHEI.

[Tpu mpueme 33eTuMuba CO CTaTUHAMHU CJIeAyeT 03HAaKOMUTBLCS C UHCTPYKIIUEN 110
MIPUMEHEHUIO 10 JO3UPOBKE IJIS OEeTEH.

ety 0o 6 jieT: U3BECTHO, YTO 6€30MacHOCTDb U 3¢ GEKTUBHOCTD I10 ITPUMEHEHUIO
93eTuMuba OeTsaM O0 6 JieT He ycTaHOBNeHa. MHpopMalus oTCyTCTByeT.

ITlepemo3upoBka



B uccnemoBaHusx BBefgeHue 33etuMuba 50 Mr / cyTKu 15 3OpPOBEIM y4aCTHUKaAM B
TeueHue 14 pueu unu 40 Mr / cyT 18 nanueHTaM C IepBUYHOU
TUIEepPX0oleCTepUHEMUEN B TeUYEeHNE 00 56 OHeM, KaK IPaBUJI0, XOPOIIO IEPEHOCUIIOChH.
Y XKUBOTHBIX TOKCUYHOCTh HE OTMEYEHO, I10CJie OOHOKpPAaTHOro npuema go3 5000 mr /
KT 93eTuMuOa y Kpeic ¥ Mbimier u 3000 Mr / KT y cobaxk.

Co00111a710Ch 0 HECKOIBKUX CIIydasx ITepego3upPOBKH 33eTuMMUOa; B OOJILIINHCTBE
ClIy4aeB IIepeqo3uPOBKH He ITOBJIEKJIO HeXKeJlaTeIbHBIX sIBJIeHU#. HexenaTenpbHbIe
SIBJIEHUSI, KOTOPBIe Ha0JII0manuch He OB/ Cephe3HBIMU. B ciiydae mepemo3upoBKU
clemyeT MPUHSITh CUMIITOMATHUYECKUX U MOOOePKUBAIOIINX MEPOIIPUSITHH.

ITobouHBbIE peaKIIUuu

Huxxe mpuBemeH CIMCOK MOOOYHBIX PeakKuil (KIMHUYEeCKUe UCCIIeIOBaHUus 1
IIOCJIePEerucTPalMoOHHLIM IIepuon). B rcciemoBaHUSIX IMIPOOOIXKUTEIBRHOCTHIO Mo 112
Hemenb 93eTUMuO B fo3e 10 MT B CyTKY BBOOUJIM OTOENbHO 2396 maieHTaM UIU B
KoMOuHaluu co ctatuHaMu 11308 namuenTaM unu ¢peHopudpaToM

185 nauuenTaMm. [To60ouHbIe peaKllnu, KakK IIpaBuIo, ObIIM HE3HAUYNUTEIbHBIMHU U
KpaTKoBpeMeHHbIMU. OOIIIasi 4acTOTa MOOOYHBIX PeaKIuii Obljia TOOO0OHON MEeXKIy
a93eTuMuba u 1maaredo. AHAIOTMYHO, YaCTOTa ITPEeKpallleHus JiIedeHnusI u3-3a
HeXKeJlaTeJIbHBIX SBJIEHUM OblJIa COIIOCTAaBUMOM MeXKIy 33eTuMuba u 1iaiebo.

93eTuMHO B KauecTBe MOHOTepPAIIuu UJIN B KOM6I/IHaLII/II/I CO CTaTHUHaMH

HuxenpuseneHHbIe TOO0OYHBIE PeaKIINKU HAOIIOOaINCh B KIMHUYECKUX
HCCIeJOBaHUAX y IAllMeHTOB, JeyuBimxcs 33etumuda (N = 2396), u BO3HUKaIHU
yale, yeMm B rpyiie 1maiebdo (N = 1159), nu6o Haboganuch y IalueHTOoB,
JIEYUBIIUXCA 93eTUMMUOa conmyTcTByMoIlee co ctatuHamu (N = 11308), 1 Bo3HUKaNu
yalle, Y4eM B I'pyIire nprueMa Tojbko ctatuHa (N = 9361). I[TobouHble peakiiuu B
MMOCJIEPETUCTPALIMOHHBIN ITepro ObIIIN ITOMYyYEeHBl U3 COOOIIEeHNM, B KOTOPBIX
53eTUMUO BBOOUIU TUOO OTHAEJIbHO, MO0 COMyTCTBYIOIIEEe CO CTaTUHAMU.

YacToTa BO3HUKHOBEHHUS ITOO0YHBIX 3¢ (HEKTOB KIIaCCUPUIIMPYETCS CIeOYIONIUM
o6pa3oM: oueHb yacTo (=1 / 10), gacto (=1 /100 mo <1/10), HewacTo (=1 / 1000 mo
<1/100), pegko (=1 /10000 < 1/1000), oueHEL PEOKO

(<1/10 000) 1 Heu3BeCcTHO (HEBO3MOXXKHO OII€HUTL 10 UMEIOMIMMCSI JaHHLIM).

MoHoTepanus 33eTuMuda

Knaccel cucteM opranoB  |[To6ouHBIE peaKIIuu
JacToTa




Co cTOpoHBEI OOMeHa

CHUZKEHHUEe aIllleTUuTa HeYacTo
BEIIeCTB U NUTAHUA
Co CTOPOHBI COCYOUCTOU

IIPUIIUBEI; TUIIEPTEH3USA HeYacTo
CUCTEMBI
Co CTOpPOHBHI ObIXaTEIbHOU
CHCTEMEI, OPraHOB I'PYOHOHU Kalllelb HeYacTo

KJIETKHU U CPeJOCTEHUA

001b B )KMBOTE; MHUapes

4acTo
METEeOpUu3M
CoO CTOpPOHBI XKETYAOYHO-
KHIIEYHOI'0 TPpaKTa AUCIIEIICHUs
ractpoa3odareanbHbIA
He4yacTo

pedIIIoKC; TOLIHOTA

Co CTOPOHBI KOCTHO-

. apTpPaJITUs MBIIIEYHBIE
MBIIIIEYHOU U He4yacTo
. cria3Mul; OOJIb B IlIee
COEeIVHUTEJIbHOU TKaHU

yCTaJ0CTh 4acTo
OO01ue HapylLIeHus 1

PeaKIIM1 B MeCT€E BBEIEHUA

0011b B rpynou, 60Jb HeYacCTO

[ToBrimienue AJIT u / unu
ACT; noBbIllIEHNE YPOBHSA
KO®K B CEIBOPOTKE KPOBU
MIOBHIIIIEHVE YPOBHSA raMMa-

JlabopaTopHELIE

rIyTaMuiaTpaHcdepassl; HedacTo
HMCCJIeMOBAHUS

pe3ybTaThl

(PyHKIIMOHaIBbHBIX

II€9€eHOYHBIX Hp06 BHE

HOPMEI

I OTIOTHUTEIbHBIE MOOOYHEIE PeaKInu IITpyu OOJHOBPEMEHHOM IIpHUEME 93eTuMIbOa CO
CTaTHUHaMH

Knaccel cuctem OpPraHoOB 1MoOOYHEIEe peaKnnu qacCTOTa

. TOJIOBHAs O0JIb 4acTo
Co CTOpPOHBI HEPBHOU

CUCTEMBL mapecre3uu HeYacTo




Co CTOPOHEI 2KE€JIYOJOYHO-

CYXOCTh BO PTY; TaCTPUT HedacTo
KHIIIeYHOTI'0 TPaKTa
Co CTOPOHBI KOXKU U
B 3y[ CBIMIb, KpaluBHUIIA HedacTo
IOOKOXKHEIX TKaHEeH!
Co CTOPOHBI KOCTHO- MuaJrus 4acTo
MBINIIEYHOU U
. 0oL B crinHe; cj1adoCTh
COeNUHUTENIbHON TKaHU ’ HeYacTo
MBIIII]; 00JIb B KOHEYHOCTSAX
OOmIre HapylleHus 1 acTeHus nepudepudeckKue
HEeYacTo
peakiiuyu B MeCcTe BBEIeHUS |0TeKH
JlabopaTopHbIE
I[ToBrienue AJIT u / unu ACT |[gacTto
UCCJIeqOBaHUSI

HOCHepeFHCTpaHHOHHBIﬂ rmepuon (C cTaTUHaAMHU unu 6e3 Hel"O)

Knaccel cucteM opraHos moOOYHBIE peaKIU JacToTa
CO CTOPOHBI CHUCTEMBI
KPOBETBOPEHUS U TPOMOOIIUTOIEHU S HEeU3BEeCTHHIE
nmuM@paTUYeCKON CUCTEMEI

TUNIEePYyBCTBUTEJILHOCTD,

. BKJTIOYasi ChIIIb,

Co CTOpPOHBEI UMMYHHOU

KpanuBHUILY, aHapUIaKCUIO HEU3BECTHEHIE
CUCTEMEL )

1 aHTMOHEBPOTUUYECKUU

OTeK
[Icuxuueckue HapylmIeHUs |OepecCUus HEU3BECTHHIE
Co CTOPOHBI HEPBHOU TOJIOBOKPYZKEHUEe

HeU3BEeCTHHIE

CHUCTEMEL

IIapeCcTe3un




Co CTOpPOHBHI ObIXaTEIbHOU

CHCTEMHEI, OPraHOB I'PYOHOM |OABIIIIKA HEUN3BECTHELIE
KJIETKH U CPEOOCTEHUA
Co CTOPOHBI KENYOOUYHO-
IMaHKpPeaTUT 3aIiop HEU3BECTHHIE
KHUIIIEYHOT O TPaKTa
Co CTOpPOHBI TEYEHHU U reraTUT XOJIeTUTHA3;
. HEU3BECTHHIE
KEeJTYEeBBIBOOSIIUX MyTeH  [XOIEIUCTUT
Co CTOPOHBI KOXKM U
. MyJIbTU(QOPMHas 3pUTEMa |HEU3BECTHHIE
TIOOKOXKHBIX TKaHEeH
Co CTOPOHBI KOCTHO-
. MHUAJITUS MUOIIATUSA /
MBIIIIEYHON U HEUN3BECTHHIE
. pabmomMuonu3
COEeIUHUTEJIbHOU TKaHU
OO61Ire HapyIIeHus 1
acTeHus HEU3BECTHHIE

PeaKIIM1 B MeCTE€ BBEJEHHUA




B MHOTOIIEHTPOBOM IBOMHOM CJIETIOM I1IaIle00-KOHTPOJIUPYEMOM KIMHUYECKOM
UCCJIeOBAHUU Yy MAllMEHTOB CO CMEIllaHHOU THIepIunugeMuen 625 naimueHToB
MIoJIy4yalu JIedeHre B TedeHre nepuoga g0 12 Hemenb u 576 malieHTOB B TeYEHUE
nepuopa 0o 1 roga. B aTom uccnenoBanuu 172 naiueHTOB, IOJIy4YaBIIUX JIeYEHNUE
a3eTuMuba u peHopubpaTom, 3aBepinunau 12-HemenbHoe nedyeHue, a 230 MalueHToB,
MOJTy4aBIIUX JieueHue 33eTuMubda u peropudbpaToMm (B ToM umciie 109 nanmueHToB,
ITOJIy4YaBIIINX 33eTUMMUO B KAUeCTBe MOHOTEPANUU B TeUeHUe MePBLIX 12 HeOens),
3aBEPIINUIN T'OIOBAJIOTO JIeYeHUsi. ITO UccenoBaHue OblJI0 pa3paboTaHOo He OIS
CpaBHEHUS I'PYII JIeYEeHUs Ha IIpegMeT BOSHUKHOBEHUS PEeOKUX sIBIeHUN. HaCcTOTHI
(95% IW) ons KIMHUYECKU BaXKHBIX MOBLIMIEHUH (B 3 pa3a BhHIIIE BEPXHEU I'PaHHULIbI
HOPMEI, TIOCJIEAOBAaTENbHOE) YPOBHEN CHIBOPOTOYHBIX TPaHCaMMUHAa3 cocTaBuiu 4,5%
(1,9u 8,8) u2,7% (1,2 u 5, 4) onsa moHoTepanuu ¢heHopuOpPaTOM U OTHOBPEMEHHOT O
npuMeHeHus 33eTuMuda ¢ peHopudpaToM COOTBETCTBEHHO, CKOPPEKTUPOBAHHBIM OJIS
9KCcHo3unuu nedeHusa. COOTBETCTBYIOIIHNE ITOKa3aTeId YaCTOTHI O
xonenucTakToMum coctasnsanu 0,6% (0,0 u 3,1) u 1,7% (0,6 u 4,0) oiasg MOHOTepanuu
dbenopubpaToOM 1 OTHOBPEMEHHOTO MPUMeHeHHts 33eTuMuba ¢ peHopudpaToM
COOTBETCTBEHHO, CKOPPEKTUPOBAHHBIM HaA OJIS1 SKCIIO3UIINY JIEUEHUS .

Ilemu (8 Bo3pacme om 6 0o 17 nem)

HW3BecTHO, 4TO B X0O[€ HCCJIeJOBaHus C ydaCTUEM JeTelr B Bo3pacTe oT 6 1o 10 et ¢
reTepo3uroTHOM CEeMEMHOU UIIU HeCEMEUHOU runepxojyecrepunemMuen (n = 138)
HaOmroganuck moseitieHue ypoBHA AJIT u / unu ACT (B 3 unu 6oee pa3 BhHIIIE
BEpXHEU rpaHUIIbl HOPMEI, ITocnenoBaTesibHoe) B 1, 1% (1 malueHT) HallieHToB,
IIOJIy4YaBIIIUX JIeueHHe 33eTuMuba 1o cpaBHeHuio ¢ 0% B rpyrmie maiebo.
[ToBrimenu#t yposueit KOK (B 10 u 60j1ee pa3 BhIllle BePXHEM I'PaHUIIBl HOPMBI) HE
HabOmroganock. O ciny4yassx MUONATUU He COOOIaiu.

H3BeCcTHO, 4TO BO BpeMs APYroro UCCiemoBaHUs C ydaCTHEM IOOPOCTKOB (B BO3pacTe
oT 10 go 17 neT) c reTepoO3UrOTHOU CeMeHOou runepxonecrepunemuen (N = 248),
Hab6momanuck noBwitieHue AJIT u / unu ACT (B 3 unu 60jiee pa3 BRIIIE BEPXHEN
TPaHUIILI HOPMHI, TTocenoBaTenbHoe) B 3% (4 malueHTOB) B rpymnmne 33eTuMuba /
CHMBaCTaTHHA I10 CpaBHeHUIO C 2% (2 mainmeHTa) B rPyIilie MOHOTEpaIlnuu
CHUMBACTATHUHOM; 9TH IIOKAa3aTeJIU COCTABJISIIIN COOTBETCTBEHHO 2% (2 mamnuenTa) u 0%
B oTHoIeHuu noBuiieHUst KOK (K®K) B 10 u 6osiee pa3 BHIIIE BEPXHEUN I'PaHUIIHI
HOpMEI. O ciiydasx MHUOIIaTUM He COOOIIaiu.

B aTOM uccrnegoBaHuu HE CPpaBHHUBAJIN PEeIKHeE IMOOOYHEIE PeaKIIn1 Ha IIpeliapar.

ITayuenmul ¢ uwemuyeckol 60s1e3Hb0 cepoua u cayyasamu I'KC 8 aHamHe3e



B uccnepgosanuu IMPROVE-IT (cm. Pa3gen «®apmakogvHaMuKa») ¢ ydactueM 18 144
MalMeHTOB, MMojy4daBIux 33eTuMub / cumBactatul 10/40 mr (n = 9067; 13 KOTOPHIX
6% manueHTaM OBLIY IIOBBIIIEHE JO3bI 93eTUMUOA / cuMBacTaTuHa B 10/80 mr) unu
cuMBacTtatulH 40 mr (n = 9077, u3 HUux 27% OBLIXU IOBHBIIIEHEI O3Bl CUMBAaCTaTUHA IO
80 mr), npodunu 6e30macHOCTH OBIJIM OOMHAKOBLIMU B TeYEHUE CPEOHEro mepuoaa
HabmomeHus 6 net. YacToTa npeKpallleHus JIeYeHUs 13-3a HexKelaTeIbHbIX IBIEHUN
coctaBuina 10,6% y manueHTOB, ITOIy4YaBHIuX 33eTUMuUO / cuMmBacTtaTul, 1 10,1% y
IalueHTOoB, II0JIy4YaBIInX cCuMBacTaTuH. YacTtoTa Muornatuu cocrtasuia 0,2% nns
a3eTuMuba / cumBactaTtua u 0,1% [Omsi cuMBacTaTHHA, T'le MUONATUS OITpeaesisnach
KakK MBIIIIeYHasa cj1abocTh unu 001b HEMOHATHON 3THONOTUM ¢ ypoBHEM KOK B
ChIBOPOTKE KpoBU B 10 unu 60jiee pa3 BhIIIEe BepXHEN I'PaHULILI HOPMBI UJTHA OBYMS
rnocnenoBaTenbHBIMU pe3ynbTaTamMu K@K B 5 unu 6oee pas Brile u B 10 pa3 MeHbIIIe
BMH. HYacToTa pabmomuonu3sa cocrtasinsaina 0,1% ginsa s3etumuba / cuMBacTaTUHA U
0,2% ponst cuMBacTaTUHA, TOe PabOOMMOIN3 ONpenesiIu KaK MBIIIeYHYI0 Cl1aboCTh
U 60JIb HETIOHATHOM 3THOJOTUU ¢ YpoBHEM K®K B chiBopoTKe KpoBu B 10 unu 6osee
pa3 BHIIIE BEPXHEW I'PaHULILI HOPMBI C IPU3HaKaMU IIOBPEXOEHUA MOY€EK, B 5 UIH
6osiee pa3 Brillle 1 B 10 pa3 meHbile BMH nBaxkpabl mogpsn ¢ IpU3HaKaMu
noBpexpaeHus nmodek unm ypopaeM KOK = 10000 ME / 1 6e3 npu3HaKoB
MOBpPEXIOEHUA No4YeK. HacToTa IOCIe0BaTEIbHOIO IIOBLIIIEHNSI TpaHCaMUHa3 (B 3
unu 60Jiee pas BhIIIE BepPXHEU I'paHUIlbl HOPMbBI) cocTaBisina 2,5% mais azeTumuda /
cuMBacTaTuHa u 2,3% nis cumBacTaTuHa (CM. « OCOOEHHOCTU IPUMEHEHUSI»).
[To6ouHble 9D(PEKTH], CBI3aHHBIE C JKEJTYHBIM ITy3bIpeM, BUA3HaNUCA B 3,1% mpoTuB
3,5% malreHTOoB, MOJIyYaBIINX 33eTUMUO / CUMBAaCTaTUH ¥ CUMBACTaTHUH
COOTBETCTBEHHO. HacToTa roCcruTaan3alum 1U3-3a X0JIelIuCTIKTOMUKW cocTasnana 1,5%
B 00eux rpymnmnax jedeHus. Pak (4To onpepensnu Kak jii060e HOBOe 3JI0Ka4eCTBEHHYIO
OITyX0JIb) OBIJI AMAarHOCTUPOBAaH BO BpeMs ucciemoBanusd B 9,4% npotus 9,5%
COOTBETCTBEHHO.

Hau,ueHmbt C XPOHUYeCKUM 3abo0s1e8aHUEM Novek

B uccnepgoBanuu no 3amute cepana u nodek (SHARP) (cm. Pa3gen
«®apmMakoouHaMuKa») ¢ ydactuem 6osee 9000 malnmeHTOB, IIOJTYYaBITUX
bukcupoBanHyo KoMOuHaIMiO 33eTuMuba 10 Mr ¢ cuMBacTaTUHOM 20 MT" €3KeTHEBHO
(n = 4650) unu nnanedo (n = 4620), npodunu 6€30MacCHOCTH OBIIM COIIOCTABUMEI B
TedeHUue CpeaHero nepuona Habmwogenus 4,9 roga. B aTom uccnegoBanuu ObIIN
3aperucTPUPOBaHEI TOJILKO CEPhe3HbIe TOOOYHBIE PEaKIIUU U IIPEeKpPallleHUs JIeUeHU
13-3a JII00bIe TOOOYHEIE peakKlnu. YacToTa MpeKpalleHus JedeHnus 13-3a IT000YHBIX
peakuuu Obiia cornoctaBuMou (10,4% y malMeHTOB, MOJIy4YaBIINX 33eTUMUO B
KOMOMHAIIMM C CUMBAcTaTUHOM, 1 9,8% y malnumeHTOB, ITOIy4YaBHIuX I1aiebdo). YacToTa
Muonartuu / pabgomuonusa cocrasnsna 0,2% y malueHTOoB, ITOMTyYaBIIUX 93eTUMUO B
KoMOMHauum ¢ cuMBactaTuHoM, 1 0,1% y malnmeHTOoB, IOTy4YaBIIuX I1aiebo.
ITocnemoBaTenbHOE IOBHIIEHNE TPaHCAMUHa3 (B 3 pa3a BHIIIE BEPXHEU IPaHULIbI



HOPMEBI) Habmoganock v 0,7% maliueHTOB, OJIyYaBIINX 33eTUMUO B KOMOWHAIIUY C
CUMBACTAaTUHOM 10 cpaBHeHUIO ¢ 0,6% IaliMeHTOoB, IToJIyyaBIux mniaiebdo (cm. Paspern
«OcobeHHOCTH ITPUMEHEHUI»). B 9TOM McciemoBaHuu He OBIJIO CTAaTUCTUUYECKHU
OOCTOBEPHOTO YBEJIMYEHUS YaCTOTHI IIPEABAPUTEIILHO ONTpeaeIeHHbIX ITOO0OYHBIX
peakiuii, BKiatodas pak (9,4% nns s3eTuMuda B KOMOMHAIIMKM C CUMBACTaTUHOM, 9,5%
OJist 1y1aiebo0), TermaTuT, XOJIEeUCTIKTOMUIO UTU OCJIOKHEHUS XKEeJTYHBIX KaMHeHN uu
maHKpeaTHura.

IlaHHble nabopamopHbIX ucciedo8aHull

Bo BpeMsi KOHTPOIUPYEMBIX KINHUYECKUX UCCJIeHOBAaHUU MOHOTEpPaNuM KINHUYECKHU
3HAYMMOE ITOBHIIIIEHNE CBIBOPOTOUYHEIX TpaHcaMuHa3 (AJIT u / unu ACT B 3 unu 6oiee
pa3 BHIIIIE BepXHEeW rPaHUIbl HOPMBI) ObINI0 TOomoOHBEIM B 33eTuMuba (0,5%) u nnaiedo
(0,3%). B uccnemoBaHusIX KOMOMHUPOBAHHOM Tepalliy YaCcTOTa IT0SIBJIEHUS COCTaBUJIa
1,3% y maumeHTOB, COIIyTCTBYIOIlee TpUHUMaNu 93eTuMub u ctatul, u 0,4% y
MaIMeHTOB, IPUHUMAaBIINX TOJIBKO CTaTUH. [IomoOHOEe MOBLIIIIeHNEe O0BIYHO OBIJIO
0eccUMIITOMHOE, He CBI3aHHOE C X0JIecTa30M, a IToKa3aTeJIu BO3BpallaIucCh K
KCXOOHOMY YPOBHIO ITIOCJIE€ OTMEHBI TEPAIlMM WU MPU MPOHAOIKEHNY JIeYeHUS.

B knMuHMYECKHUX HUcceqoBaHusaX Habmoganocs mopwiinenrne KOK B 10 unu 6omee pa3
BBIIIIE BEpXHEU I'paHUIlbl HOPMEI B 4 3 1674 nanimeHToB (0,2%), TpUHUMAaBIIUX TOJIHKO
93eTuMHUO 110 cpaBHeHHIO ¢ 1 mo 786 manmenToB (0,1%), mpuHUMAaBIIKX IJ1anebo, u B 1
u3 917 nauuenTos (0,1%), TpuHUMaBIINX 33€TUMUO CONYTCTBYIOIIEE CO CTaTUHAMU,
1o cpaBHeHUIO ¢ 4 1o 929 nanueHTOoB (0,4%), TPUHUMAaBIINX TOJIBKO cTaTuH. He OBIIO
IpeuMYyIleCTBa B MOSBJIEHUHN MHUOIIATUM MU pabJoMHuosiM3a IIpU nprueMe 33eTuMuda
110 CPaBHEHUIO C COOTBETCTBYIOIIEHN I'PYIIION KOHTPOJIA (M1anebo Ui TONBKO CTaTUH).

Coobuw,eHue o nodo3pesaembix N0OOUHbIE peaKuuu

OueHb BaxKHO COOOMIATH O MOIO3PEBAEMBIX ITOOOYHBIE PeaKIIUM, BOSHUKIIIHE I10CIIe
perucTpamnuu npermnapara. 9TO IO3BOJISIET OCYIIECTBISTh MOCTOSTHHBI MOHUTOPUHT
COOTHOILIEHUS «II0JIb3a / PUCK» IPUMEHEHHUS 3TOT0 JIEKapCTBEHHOTO CpencTBa. Mbl
oOpalaeMcs K pabOTHHKAM CHUCTEMBI 3qPaBOOXPaHeH’sI C IPOChOOM coo0IIaTh O
JTIOOBIX TOOOYHBIX PEAKIUIX C ITOMOIIBIO HAaIlMOHAIBHON CUCTEMBI COOOIIEeHUH.

CpoOK rogHoCcTH
5 J1eT.
YcnoBusi XxpaHeHHUs1

XpaHuTth n1pu teMmiepartype He Boillie 30 ° C. XpaHUTh B OPUTUHAJIBHOU yIIaKOBKE B
3alUIEHHOM OT BJjlal'u MECTE.



YnakoBka

[To 10 TabneTok B 6mucTepe, mo 3 O6/1KMCcTepa B KAPTOHHOM ITavKe.
Kareropus ornycka

ITo penenrty.

IIpou3Boourennb

3A0 ®apmauestuueckuul 3asog II'UC.

MecTOHax0XKIeHHe IIPOMU3BOOHUTEIA A €ro aapec MeCTa OCylnmieCTBIICHHUASA
oesiTeJIbHOCTH

1165, r. Bynanemr, yn. bekeusdenau, 118-120, Benrpus.
N CTOYHUK HHCTPYKIUH

HNHCTPYKIIKS JTeKapCTBEHHOTO CPeACTBa B3sTa U3 OQUIIHATIbHOT0 HCTOYHUKA —
I"oCcymapCTBEHHOT0 peecTpa JIeKapPCTBEHHLIX CPEOCTB YKPauHHL.
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