OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITAPATA

Pokcepa ITmtoc, 10 mr + 10 Mr, TabnaeTKH, MOKPHITHIC TIICHOYHON 000I0YKOH
Poxkcepa Imtoc, 20 mr + 10 Mr, TabIeTKH, TOKPHITHIE TNIEHOYHOH 000JI0YKOM
Pokcepa ITmtoc, 40 mr + 10 Mr, TabneTKH, MOKPHITHIC TIJICHOYHON 000710YKOH

2. KAUECTBEHHBIN 1 KOJIUYECTBEHHBIN COCTAB

JeiicTByromiue BemecTa: po3yBacTaTuH + 33eTUMUO.

Poxkcepa Ilimroc, 10 mr + 10 Mr, TabJIeTKH, HOKPLITHIE INIEHOYHOH 000I0YKON
Kaxxnas Tabnerka, mokpeITas MICHOYHOUW 0005104K0i, comepxut 10 Mr pozyBactaTuHa (B BHIE
po3yBacTtaTtuHa Kanbius) U 10 mMr 33eTumuoba.

Pokcepa [Timroc, 20 mr + 10 mMr, TabJIETKH, OKPBITHIE INIEHOYHON 000JI0YKON
Kaxnass Tabnerka, NOKphITas IUIGHOYHOM o00ojoukoi, 20 Mr posyBactaTiHa (B BHUJE
posyBactaTuHa Kanblus) u 10 Mr 33eTumMuba.

Poxkcepa Ilimroc, 40 mr + 10 Mr, TabJIeTKH, HOKPLITHIE INIEHOYHON 000I0YKON
Kaxxnas Tabnerka, mokpeITas MICHOYHOUW 000104KOM, comepxut 40 Mr pozyBacTaThHa (B BHIIE
posyBacTtaTtuHa Kanbius) U 10 mMr 33eTumuoa.

BeiecTBa, HaJlM4ne KOTOPHIX HAJ0 YYUTHIBATH B COCTABE JICKAPCTBEHHOIO MperapaTa: JIAKTo3a
(cMm. pasaen 4.4.).

ITomHpIit MEpCUCHb BCIIOMOT'aTCJIbHBIX BCIICCTB IPUBCACH B pa3JICiic 6.1.

3. JJEKAPCTBEHHAS ®OPMA

TabneTku, NOKPBIThIE MIIEHOYHOIH 000I0UKOM.

Poxkcepa Ilntoc, 10 mr + 10 mr, TabJI€TKH, HOKPHITHIE MJIEHOYHON 000J0YKOI

Kpyrinble, cierka ABOSKOBBITYKJIbIE TaOJIETKH, MOKPBHIThIE IJIEHOYHOM 000JI0YKON CBeTIIO-
KENTOrO0 WM CBETIO-KOPUYHEBATO-XKENTOTO, WM CBETJIIO-KOPHYHEBO-XKENTOTO IIBETa, C
rpaBUpOBKOH «R2» Ha 01HOH cTOpOHE.

Bun Ha uznome: mepoxoBaTasi Macca 0€J0r0 WM MOYTH O€JI0ro 1BETa C MIIEHOYHOW 000JI0UKOM
CBETJIO-XKEITOTr0 MJIM CBETIIO-KOPUUHEBATO-KEITOT0, UM CBETIIO-KOPHUUHEBO-KEITOTO 1IBETA.

Poxcepa ITmroc, 20 mr + 10 Mr, TaOJIETKH, TOKPBITHIE IMIICHOYHOM 000JIOYKOM

Kpyrible, cierka IBOSKOBBIMYKIbIE TaONETKH, MOKPHITHIC IUICHOYHOW OOONOYKON CBETIIO-
PO30BOrO 1IBETA, C TPaBUPOBKON «R4» Ha 0HOM CTOpOHE.

Bun Ha m3nome: mepoxoBaTas Macca O€0ro WK MOYTH 0eJI0ro MBETa C MIIEHOYHOW 000I0UKOMH
CBETJIO-PO30BOTO I[BETA.

Poxkcepa Ilmtoc, 40 mr + 10 Mr, TaGIeTKH, TOKPHITHIE TIEHOYHOH 000JI0YKOM

Kpyrisle, cierka ABOSIKOBBITYKJIbIE TAaONETKU, MOKPHITHIE MICHOYHOW 000JO0YKON OT CBETJIO-
CepoBaTo-(hroJIETOBOTO 10 CBETIIO-CEPO-(PHOIETOBOrO I[BETa, C IpaBHUpPOBKON «R5» Ha oxHOU
CTOpOHE.

Bun Ha u3nome: mepoxoBatas Macca 0€J0r0 WM IMOYTH OeIoro 1BeTa ¢ IIIEHOYHOH 000JI0YKOM
OT CBETJIO-CEPOBATO-(PHOJIETOBOTO JI0 CBETIIO-CEPO-(PHOIETOBOIO IIBETA.

4. KNIMHUYECKHUE JAHHBIE



4.1. Iloxka3zanusi K NPUMEHEHUIO

[Ipenapar mnoka3aH K NIpPUMEHEHHIO Yy B3pOCIbIX B Bo3pacte oOT 18 1er ¢ mnepBUYHON
TUTIEPXOJIECTEPUHEMHEH (T€TepO3UTOTHOM CEMEHHON M HECEMEHHOW THIEepXO0JIECTEPUHEMHEH )
WJIM TOMO3UTOTHOW CEMEWHOM IMIIEPXO0JIECTEPUHEMHUEH B KA4ECTBE JIOIIOJIHEHUS K IUeTe:
® [IpU HEJOCTATOYHOM KOHTpPOJIE MOHOTEpaNKel CTaTUHAMY;
® IIpU aJ€KBaTHOM KOHTPOJIE€ OJHOBPEMEHHO NPUMEHSIEMBIMU OTAEIbHBIMU IIpenapaTaMu
pO3yBacTaTUHA U H3ETUMHUOA B TEX )K€ 103aX, YTO U B (PUKCUPOBAHHON KOMOMHAITIH.

4.2. Pe:kum 103MPOBAHUSA U CIIOCO0 MPUMEHEHM I

Pexum no3upoBanus
Pexomenayemas no3a nmpenapara Pokcepa Ilmtoc — 1 Tabnerka B CyTKH.

[Tauentam ciexyer coOMOJaThb COOTBETCTBYIOLIYIO TUIOJUMIUAEMUYECKYIO JIHETYy U
POJOHKATh COOMI0ATh €e BO BpeMs JeueHus npenaparom Pokcepa [Tnroc.

IIpenapar Pokcepa [1mroc He npeiHa3HayeH 1l IPUMEHEHUS B KAU€CTBE HaYaJIbHOW TE€paIliH.
[Ipy Ha3HaueHWW TMpenapara NaMEHTaM I[PH HEJOCTaTOYHOM KOHTPOJE MOHOTepanuei
CTaTUHaMHU, 103y CJICAYECT HOII6I/IpaTB HHIUBUAYAJIbHO B COOTBCTCTBMU C 1LCJICBBIMU
KOHIEHTPAIUSMU JIMIIUJOB U TEPANEBTUYECKUM OTBETOM MAIIMEHTA.

IIpn Hasnauenuum npenapara Pokcepa Ilmroc mpu anekBaTHOM KOHTPOJIE OJHOBPEMEHHO
IPUMEHSIEMbIMH OT/AEIbHBIMU MpenapaTaMy po3yBacTaTHHA U 33€TUMHUOA B TEX XK€ J103aX, 4TO U
B (UKCHpOBAaHHOW KOMOWHAIIMM, HAYaJl0 JICYCHUS WM KOPPEKIHUIO 03Bl (eclu 3TO
HE00X0/IMMO) PEKOMEHYeTCs MPOBOAUTH TOJBKO C MOHOINpenapaTaMy, U IMOCIE ONpe/eeHus
HAQ/JIOKAIIMX 7103 BO3MOXEH TMEepexoJ K NPUMEHEHHI0 (UKCUPOBAHHON KOMOMHAIMH C
COOTBETCTBYIOLICH TO3UPOBKOM.

[TanuenTy cnenyer npumenats npenapaT Pokcepa Ilntoc B 103upoBKe, COOTBETCTBYIOLIEH J03aM
MOHOKOMITOHEHTOB B IIPEJBIIYILEH CXEME JICUEHUS.

OcoOble rpynnel NalueHToB

Jluya noowcunozo éozpacma

Pexomennyemast HadasibHas 1032 pO3yBacTaTHMHA IMAMEHTAM IOKHIIOTO BO3pacTa COCTABISET
SwMr B cytku. Ilpenmapat Pokcepa Ilmtoc He MOAXOOUT JUId HayalbHOM TEpamuM y JIaHHON
rpynnsl nanueHToB. Hayano nedeHus wim KOppeKIus 103bl (€CIM 3TO HEOOXOAMMO) TOJIKHBI
BBITOJIHATHCS TOJBKO MOHOKOMIIOHEHTAaMH, IIOCIE OINpPEAEIEHUS HaJJeXkalluX /103 BO3MOXKEH
nepexo] K MpUMEHEHNI0 PUKCUPOBAHHON KOMOMHAIIMY C COOTBETCTBYIOIIECH I03UPOBKOM.

Tayuenmul ¢ noueyHoll HeOOCMAamo4HOCMbIO
Koppekuuu 10361 y MalMeHTOB ¢ HapylleHHeM (YHKIUHU MOYEK JIETKOW CTENEeHH TSKECTU He
Tpebyercs.

[TarimenTam ¢ HapylieHHeM (QYHKIUU TIOYEK CPEIHEH CTETeHU TSHKECTH (KIMpPEHC KpeaTHHHWHA
(KK) < 60 msi/MuH) peKkoMeHAyeTcsi HaYyMHATh TEPalui0 C HaMMEHBIIEH IO BEIUYMHE J03bI
posyBactatuHa. [Ipemapar B nosupoBke 40 mr + 10 M mpoTHBOINOKa3aH Yy MAIEHTOB C
HapymeHrneM (QYHKIIMA TIOYEeK CpeTHEl CTENeHN TSHKECTH.

[Tpumenenue npenapara Pokcepa Ilmtoc marnuentam ¢ HapymnieHHeM (DYHKIIMU TMOYEK TAKEIOH
crenern (KK < 30 mir/MuH) MpOTHBOITOKA3aHO JIJISt BCEX JO3UPOBOK (cM. pazzaern 4.3.).

Iayuenmel ¢ neywenouHoU HEOOCMAMOYHOCMbIO

VY nanueHToB ¢ HapylIeHHeM (PyHKINUY MTeYeHH JIETKON CTeNeHH TsKecTH (5—6 GaylioB 1o 1mkaie
Yaitnna-Ilpt0) koppekmuu a03b1 He TpeOyercs. Ilpumenenume mpenapara Pokcepa Ilmroc
ManyeHTaM ¢ HapymeHueM GyHKIHH nedeHu cpeaneit (7-9 6amios no mkane Yauna-I1sio0) nim
TspKenou (> 9 6amioB no mkane Yaiina-I1p10) cTeneHu TsSHKeCTH MPOTUBOIIOKA3aHO.
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[Ipenapar Pokcepa Ilimroc mpoTuBOmoKas3aH MmamnueHTaM ¢ 3a00J€BaHUSIMHU TEUYEHU B aKTUBHOU
daze (cm. pazgen 4.3.).

Paca

Y [manueHToB MOHTOJOMAHOM pachl OTMEYEHO YBEJIMYEHUE CHUCTEMHOM SKCHO3MIUU
po3yBactaTuHa. JlJIsi NalUMEHTOB MOHIOJOMJHOM packl pPEKOMEHJyeMas HadajabHas [103a
pO3yBacTaTHHA COCTABIISIET 5 MT, B CBSI3U C YeM KOMOMHMpPOBaHHBIN mpenapat Pokcepa Ilmtoc ¢
(buUKCUPOBAHHBIMU JJ03aMH HE MOAXOJUT JUIsl HAuajdbHOW Tepaluu B JAHHOU IpyImIe MalleHTOB.
[Ipumenenue npenapara Pokcepa [lntoc cienyer HauMHATH TOABKO MOCIE MOA00Pa MOAXOSIINX
03 000oMX MOHOKOMIIOHEHTOB. I[Ipumenenue mpemnapata B go3upoBke 40 mr+ 10 mr y
NpeICTaBUTEIICH MOHTOJIOMTHOW Pachl MPOTHBOIIOKA3aHO (CM. pa3zaen 4.3.).

T'enemuueckuti nonumopghusm

VYV wnocureneit renoruno SLCO1B1 (OATPIB1) ¢.521CC u ABCG2 (BCRP) c.421AA
OTMEUANIOCh YBEJIMYECHUE 3HAYCHHs IUIOIMIAAN TOA KPHBOH «koHIeHTparms-BpeMs» (AUC)
po3yBactatuHa To cpaBHeHHIO ¢ HocutensiMu TeHotunoB SLCOIB1 c¢.521TT u ABCG2
€c.421CC. [Ins mnanumentoB-HOocuTened reHotunoB c.521CC wumu c.421AA pexomenmyemas
MakcuMasibHasi 103upoBKa coctapisget 20 mr + 10 mr 1 pa3 B cyTku.

HauueHmbl C npedpacnozzoofceﬁﬁocmbio K Muonamuu

PGKOMGHI[yeMaﬂ Ha4dYajJlbHasA [J03a po3yBaCTaTuHa MOJid IMAlMCHTOB C HAJIWYUCM q)aKTOpOB,
npeapacirojaratommux K pasBUTHIO MHOIIATHH, COCTABJIACT 5 wmr. HpenapaT POKCCpa IInroc He
NOAXOAUT IJIA HaJaJabHOM TCparnu IJisd ﬂaHHOﬁ T'pyHaIibl HAaOUCHTOB MU MOXKET Ha3HA4YaTbCAd UM
TOJIBKO ITOCJIE COOTBETCTBYIOLICTO nozl6opa 03 000HX MOHOKOMIIOHEHTOB.

[Ipumenenue npenapara B go3upoBke 40 Mr + 10 Mr y mamueHTOB, UMEIOIIUX B CEMEMHOM
aHaMHe3€ HacJIe/ICTBEHHbIE MbIIICYHbIE 3a00JIeBaHMsl, IPOTUBOIIOKA3aHO (CM. pa3zen 4.3.).

Conymcmsyrowas mepanust

Po3yBactaTuH sBnsieTcs CyOCTpaTOM pa3iM4YHBIX TPAHCIOPTHBIX O€IKOB (B YacTHOCTH,
MOJIMIIETITH/Ia TPAHCIIOpTa OPTaHMYECKMX AaHWOHOB, YYAacCTBYIONIETO B 3aXBaTe€ CTAaTHHOB
renarouutamu (OATP1B1) u a¢dmokcroro tpancnoprepa (BCRP)). Ilpu omHOBpeMeHHOM
npuMeHeHnn mpernapara Pokcepa Ilmoc ¢ TakuM# JI€KapCTBEHHBIMH TIpenapaTaMy  Kak
IUKJIOCIIOPUH, HEKOTOpPBIE MHTHOUTOPBI MPOTEa3bl BUpyca UMMYyHoeduiuTa yenoseka (BUY),
BKJTIOYass KOMOWHAIIMIO PUTOHABHpA C aTa3aHaBUPOM, JIOMMHABUPOM M (WJIHM) THUIPAHABHPOM,
HOBBIIAIONIMMU KOHIIEHTPALMIO PO3yBacTaTHHA B IUIa3M€ KPOBM 3a CUET B3aUMOJEHUCTBUS C
TPAaHCHOPTHBIMH ~ O€JIKaMH, MOXET TIOBBIIIATECS PUCK PA3BUTUS MHOMATHH  (BKIIOYAS
pabnomuonus) (cMm. pasgenst 4.4., 4.5.). B Takux ciydasx ciexyeT OLIEHUTh BO3MOXKHOCTb
NpPUMEHEHHS aTbTePHATUBHOW TEparuy Wi, TPU HEOOXOJAWMOCTH, BPEMEHHOTO TPEKPAICHHUS
npuema mnpenapata Pokcepa Ilmroc. IIpm HEoOXOOUMOCTH NPUMEHEHUS YKa3aHHBIX BbIIIE
npenaparoB U npenapara Pokcepa Ilmtoc crenyeT 03HAKOMUTBCS C MX HMHCTPYKIUAMH IO
IPUMEHEHHIO U OIIEHUTh COOTHOILIEHHE MOJIb3bl U PUCKA IPUMEHEHHSI COMMYTCTBYIOLIEH Teparuu
¥ PacCMOTPETH BO3MOXKHOCTh CHUKEHUS J03BI (CM. pazzaen 4.5.).

eTH
be3onacHocTh 1 2 hexTuBHOCTS TpUMeHeHust ipenapata Pokcepa [lnroc y neteit B Bo3pacte 10
18 net He yctaHOBJEHBI. [laHHBIE OTCYTCTBYIOT.

Crrocob nmpruMeHeHus
BHyTpb, HE3aBHUCHMO OT IpUEMa MTHUIIIH.
TabneTKy cieayeT MporaaThIBaTh IEIMKOM, 3aITiBast BOJOM.

O0Ho8pemenHoe npumMeHeHue ¢ CeK8eCMpPaHmamu HCeIUHbIX KUCIOM
[Ipenapar Pokcepa Ilmtoc cinemyer mpuHHUMaTh HE MEHEE 4eM 3a 2 Yaca J0 WM udepe3 4 daca
MOCJIE MPUEMA CEKBECTPAHTOB JKETYHBIX KUCIIOT.



4.3. [IpoTuBONOKA3aAHUS

e [UmepuyBCTBUTENBHOCTh K pO3YBAacTaTUHY, 33eTUMUOY UIM K J00OMy U3
BCIIOMOTaTeNbHBIX BEIIECTB, [IEPEUNCIICHHBIX B pa3jene 6.1.

e 3a0onieBaHusl MEYCHH B aKTUBHOM (a3e (BKJIIOYAsl CTOMKOE MOBBIINIEHHE AKTUBHOCTH
«TEYEHOYHBIX» TPAHCAMHUHA3 U MOBBIINICHUE AKTHBHOCTU «IIEYCHOYHBIX» TPAaHCAMHUHA3 B
CBIBOPOTKE KpOBU Oojiee 4eM B 3 pa3a IO CPAaBHEHHUIO C BEpPXHEHW TrpaHUlled HOPMBI
(BI'H)).

e Hapymenue ¢ynkuun nedeHu cpenseir (7-9 6ammoB mo mkane Yaina-Ilero) wmm
TspKenon (> 9 6aioB no mkane Yaiina-I1sto) crenenu tsokectu (cM. pazaenst 4.2., 5.2.).

e Hapymenne pynkiun nouek tspxenoi crenenu (KK < 30 mn/mun).

e Muonatusi.

e [IpenpacnonoxkeHHOCTh K Pa3BUTUIO MUOTOKCUYECKUX OCJIOKHEHUH.

e  OpaHOBpEMEHHBIN MPUEM IIUKIIOCTIOPHUHA.

e Ilpm opHOBpeMEHHOM Ha3HaueHWH C QeHopuOparoM HEOOXOIUMO CJIEIOBAThH
WHCTPYKLUHU IO TPUMEHEHUH JOMOIHUTEIBHO Ha3HAYEHHBIX IIPEraparoB.

e bepeMeHHOCTb, TEPUOA TPYJHOTO BCKApMJIMBaHUS, MPUMEHEHHE y O KCHIIUH
JIETOPOHOTO BO3pacTa, HE HWCIOJIB3YIOIUX aJCKBATHBIE METOJbI KOHTpAIECTIUU (CM.
pasnen 4.6.).

Lns oozupoexu 40 me + 10 me
e Hannuwne cregyrommx GakTOpOB PUCKA Pa3BUTHS MHONIATUN/PabaOMHUOIH3A:

— TI0YEYHAs HEJOCTATOYHOCTH cpenHel crenenu Tshkectr (KK < 60 mu/mun);

— TUIOTUPEO3;

— JIMYHBIA MJIM CEMCHHBIM aHaMHE3 MBIIIECYHBIX 3a00JICBaHMI;

— MMHOTOKCHYHOCTb Ha (oHE mpuemMa JAPYyrux MHICHOUTOPOB  3-TUAPOKCH-3-
meTmirnyTapui ko3H3uM A ('MI'-KoA)-penykrassl nian ¢uOpaToB B aHaMHE3E;

— UYpe3MepHOe yHnoTpeOIeHNE aTKOTOJIs;

—  COCTOSTHHSI, KOTOPBIE MOTYT MPHBOJHUTH K MOBBIIIEHUIO TNITA3MEHHON KOHIIEHTPAIUU
pO3yBacTaTHHa;

— OJHOBpEMEHHBIH npueM (HudpaToB;

— TalUeHThl MOHTOJIOUTHOM pachl.

4.4. OcoOble ykazaHMsl 1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

Crenyer ¢ OCTOPOXKHOCTBIO IPUMEHSTD Mpenapar MpU CIEIYIONMX COCTOSHUAX: HAJTMUUE PUCKa
pa3BUTH MHONATHH/pabaoMHOIN3a — HapyleHHe (YHKIUU MOYEK, THIIOTUPEO3, JTMUHBIA HITH
CeMEWHBI aHaMHe3 HaCJIeZICTBEHHBIX MBIIICYHBIX 3a00JIeBaHUI M MPE/IIECTBYIONINA aHaMHe3
MBIILIEYHON TOKCUYHOCTH MPH UCHOIb30BaHUM ApyTrux uHruoutopoB 'MI'-KoA-peaykrassl uiun
¢ubparoB; ype3MepHOe YMOTpeOJCHUE ANKOroys; BO3pacT crapiie 65 JIeT; COCTOSHHUSA, NpU
KOTOPBIX OTMEUEHO TIOBBIIICHHE TIUIa3MEHHON KOHIICHTpAIMd pO3yBacTaTWHA; pacoBas
NPUHAIIEKHOCTh (MOHTOJIONTHAS paca); OJTHOBPEMEHHOE Ha3HavueHue ¢ pudparamu (CM. pa3aen
5.2.); 3a0onieBaHHs TMEYEHM B aHaMHE3€; CEICUC; apTepHalibHas THIOTEH3Us; OOIIHMpHBIE
XUPYpPrUYecKHe BMEIIATeIbCTBA, TPAaBMbI, TSDKEIbIE METa0OJMYECKUe, HHJOKPUHHBIE WIH
DIIEKTPOJIUTHBIE HAPYIICHUS WM HEKOHTPOIUPYEMbIE CYIOpPOXKHBIE TMPHUCTYIBI; HapyIICHHE
byakun moyek Jserkod cremenu Tsokectn (KK Gonee 60 mu/MuH) (I JT03UPOBKH
40 mr + 10 Mr); OTHOBpEMEHHBIN TPUEM HENPSIMBIX AaHTHKOATYJISIHTOB (BKIFOYasi BapdapuH U
¢danyunuon). [Ipu ogHOBpeMeHHOM npueMe 33eTuMuoda ¢ heHopudpaTom cieayer BHUMATEIbHO
O3HAKOMUTBCSI C MHCTPYKIMEHW MO NMPUMEHEHHIO JOMOJIHUTEIBHO Ha3HA4aeMoro Ipernapara u
YUUTBIBATh BOSMOXKHBIH PUCK Pa3BUTHA 3a00JI€BaHUN )KETUHOTO My3BIPSL.



Ilepen Hayanom JieueHUs] TAMEHTHI TOJHKHBI MEPEUTH K COOTBETCTBYIOMIEH JTUIUICHIKAIOIIEH
JUETE U MIPOJIOIKATH COOMIOATh 3Ty IMETY BO BPEMsI BCETO MEPHOIa Tepaiu.

Tlayuenmsi ¢ Hapywenuem ynKyuu neveHu

Pozysacmamun
JlaHHbBIE WM OIBIT MPUMEHEHHS PO3yBacTaTHHA Y MalMEeHTOB ¢ Oosiee yeM 9 OaiaMu Mo IIKae
Yaitna-Ileto oTcyTcTBYIOT (CM. pazaen 5.2.).

Dzemumud

[Tockonbky mocnencTBus yBenunueHHoOro 3HadeHuss AUC cyMMapHOTo 33eTUMHOa HEU3BECTHBI,
€ro MNPUMEHEHUE HE PEKOMEHJOBAHO MalMEHTaM C YMEPEHHOM M TSXKEJIOW CTENeHbIo
MEYECHOUYHON HEA0CTaTOYHOCTHU (CM. pazzaeinsl 4.3., 5.2.).

B KOHTpOIMpyeMBbIX KIMHUYECKUX HCCIEA0BAHUAX C OJHOBPEMEHHBIM IPUMEHEHHUEM IpernapaTa
73eTUMHOA U CTATHHA y MAIMEHTOB HAOJIOJATNChH TOCIEI0BATEIbHBIEC TTOBBIIICHHUS aKTUBHOCTH
«TEYEHOYHBIX» TpaHcaMuHa3 (B 3 u Oomnee pas Boimie BI'H), B cBsi3u ¢ 4yemM KOHTpOIb (pyHKIUN
MEYEHU CJIEYET MPOBOJUTD J0 Hadalla TEparnuu U 4epe3 3 Mecdlla Mmocie ee Havana (CM. MyHKT
«DyHKIUS IEYCHNY ).

B xmunuueckom wuccnenoBanun IMPROVE-IT 18144 nanuentoB ¢ UWBC  Obuin
PaHIOMHU3UPOBAHBI ¥ IPUHUMAIIM CUMBACTAaTUH + 33eTUMUO B 03¢ 40 mMr+10 mr exxeaHeBHO (n
= 9067) wnu cumBactaTuH B 03¢ 40 mr exenHeBHo (n = 9077) (MeauaHa JUIMTEIbHOCTU
HaOmroneHuss coctaBwia 6 jer). YacToTa mOCHEIOBATENbHBIX IOBBIIIEHUH aKTUBHOCTH
«IIEYEHOYHBIX» TpaHcamMHuHa3 (He meHee yeM B 3 pasa Beimie BI'H) Obuta 2,5% B rpymnme
NAllMEeHTOB, NPHUHUMABIIMX CHUMBAcTaTUH + 33eTumMuO, u 2,3% B rpynme NalMeHTOB,
MPUHUMABIIIMX CUMBACTaTUH (CM. pazzen 4.8.).

B KkoHTpoiMpyeMOM KIMHMYECKOM MCCIEIOBAHUU C Y4YacTHEM IalUEHTOB C XPOHUYECKOH
00JIe3HPIO TOYEK YacTOTa IMOCJIEAOBATEIbHBIX IOBBIIIEHUH aKTUBHOCTH «II€YEHOYHBIX)
TpancamuHa3 (B 3 u Oomee pa3 Beime BI'H) cocraBuna 0,7% B rpynme mNamueHTOB,
NPUHUMABIINX KOMOMHHPOBAaHHBIA THITOJUINHUIEMHUECKUI Tpenapar ¢ (QUKCHPOBAHHBIMU
no3amu 33etuMuba (10 mr) u cumBacraruna (20 mr) 1 pa3 B cytku, u 0,6% B rpymnmne nanueHToB,
MPUHUMABIIKX Tutane6o (cm. pasnen 4.8.).

Ioueunvle a¢hghexmot

VYV mnauueHToB, Moly4aBIIMX OoJjiee BBICOKME J103bl po3yBacTaTuHa (B OCHOBHOM, 40 Mmr),
HaOrofanach KaHaiblieBass NPOTEUHYpHUs, KoTopas B OONBLIIMHCTBE ClyyaeB Obulia
TpaH3UTOpHOU. Takas MpOTEeUHYpHsI HE CBUIETENHCTBOBAIA 00 OCTPOM 3a00JI€BaHUU MOYEK WU
IpOTpecCUpoOBaHUM 3a00JI€BaHMs MOYEK. Y MalMeHTOB, NMPUHHUMAIOIIUX PO3yBACTaTHH B JI03€
40 Mr, peKOMEHIyeTCsI KOHTPOJIUPOBATH MOKa3aTeIl (PyHKIIUH ITOYEK BO BpeMs JICUCHHSL.

Bnusanue na CKEJIENHYI0 NKAHb

Poszysacmamun

O BIMSHUM HA CKEJETHYI0 MYCKYJaTypy, HampuMmep, O pPa3BUTHU MHUAITUU, MUONATHH U, B
PEAKUX Chydasx, pabJOMHOIM3a COOOIIANOCh Y TMAIMEHTOB, KOTOpbIE MOJyYalld JICUYECHUE
pPO3yBacTaTHHOM BO BCEX J[03aX, HO B OCOOCHHOCTH MpHU MpHEMe 103, MpeBblmarmux 20 Mr B
CYTKH.

Coo0mranoch, 4T0 B HECKOJNbKUX ciydassx WHruOutopel ['MI-KoA-pemykrassl (CTaTHUHBI)
BBI3BIBAIM pa3BuTHE (€ NOVO WM yCYryONIsuiM paHee CyHMIECTBOBABIINYIO TeHEPATH30BAHHYIO
MHUACTCHHIO TPABUC WM TJIA3HYI0 MUACTEHHIO (CM. pa3zen 4.8.). B cnyuae BO3SHUKHOBEHUS WU
YTSOKEICHUS CUMIITOMOB MHAacTeHWHW mpueM mpemapata Pokcepa Ilmroc crmemyer mpexpaTuTh.
Coo01manoch Takxke 0 peruaIuBaX MHACTEHHH IPU TOBTOPHOM IPUEME TOTO )K€ CTaTHHA U MpHU
npumMeHeHnuun apyroro uHruouropa I'MI'-KoA-penykrassl.

Dzemumud



B KkinMHMYeCKHX HCCIEeNOBaHUSAX 4YacToTa BO3HHUKHOBEHHMS MHMONATHH WM pabJoMUONIN3a,
CBS3aHHBIX C TPUMEHEHHEM 73eTUMHOA, HE TpeBhIIIala TaKOBYD B CpaBHGHUU C
COOTBETCTBYIOIIEH KOHTPOJHHOM Trpymmoil (mmanebo WM MOHOTEpAllid CTaTUHOM), OJIHAKO
MUOMATUS U PabJOMHOIH3 SBISIOTCS W3BECTHBIMH HEXKENATEIHbHBIMU PEAKIIUSIMHU CTATUHOB U
OPYTUX JIUMUACHIKAIOIUX CPEACTB. B KIMHUYECKMX HMCCIEAOBAHUAX YacTOTa IOBBIIICHUS
aktuBHOCTH KOK (6omee yem B 10 pa3 mpesbrimaromas BI'H) cocraBuna 0,2 % B rpymme
a3etuMuba B cpaBHeHun ¢ 0,1 % B rpynmne miane6o u 0,1 % B rpymmne OZHOBPEMEHHOIO
MIPUMEHEHHUS I3eTUMUOA U cTaThHA B cpaBHeHUU ¢ 0,4 % B TpyIme MOHOTEpAITHHA CTATHUHOM.

B mocTpeructpanimoHHOM Iepuoje MPUMEHEHUs 33eTMMHOa OBUTH IOIY4YeHBI COOOILEHHS O
ClIydasix pa3BUTUA MHUOIIATHHM U pa6I[OMI/IOJII/I3a HCE3aBUCHUMO OT IPUYHUHBI HX PpPa3BUTU.
BONBIIMHCTBO MAlEHTOB, y KOTOPBIX Ppa3BUBAICS pPAaOJOMHUONN3, NMPUHUMAIN CTATHUHBI 0
Hayajta mpueMa »33etuMuba. Tem He MeHee, OYEHb pEIKO COOOIIANOCH O Pa3BUTHH
pabmoMuonK3a Npu €ro NPUMEHEHUH B MOHOTEPAIUHM U IIPU OJAHOBPEMEHHOM IMPHUMEHEHHH C
npenaparamMu, MPpUMCHCHUC KOTOPBLIX, KaK U3BCCTHO, aCCOONMHUPOBAHO C IMOBBINICHHBIM PUCKOM
pa3BuTHUS pabaoOMHOIIU3A.

Bce manueHThl, KOTOpHIM Ha3HA4aeTCsl I3€TUMHUO, TOJIKHBI OBITH MPEAYHPEXKACHBI O PHUCKE
pa3sBUTHSI MUOINATUHM U PabIOMMONIM3A U JOJDKHBI COOOIIATh Bpady O JHOOBIX HEOOBICHUMBIX
MBILLIEYHBIX 00X, OO0JIE3HEHHOCTH WM ciaboctu. Eciau Muomnarus AWarHOCTUPOBaHA WIIU
[0JI03peBaeTCs, MPUMEHEHHE 33€TUMUOA U JIF0OOr0 CTaTHHA, IPUHUMAEMOI0 OJHOBPEMEHHO C
93€TUMUOOM, JODKHO OBbITh HEMENJIEHHO IpekpaiieHo. Hanuuue naHHBIX CHUMITOMOB U
nosbiieHne aktuBHoctd KOK (Gonee uem B 10 pa3 Beime BI'H) ykasbiBaeT Ha pa3BuTHe
MHUOTATHH.

B xmunnueckom uccnenoBanuu IMPROVE-IT ¢ yuactuem 18 144 nanueHToB ¢ HilieMH4eCKON
6one3nnto cepana (MBC) n momydyaBmux KOMOWHAIINIO CUMBACTATHH + 33¢TUMHO B 03¢ 40 mr +
10 mr exxenneBHo (N = 9067) wix MOHOTEPAIUIO CUMBACTaTUHOM B 103¢ 40 M exxeqHeBHO (N =
9 077) (MennaHa JUTMTEIBHOCTH HAONIONEHUS COCTaBWIIA 6 JIET), 4YacTOTa Pa3BUTUS MHONATHU
cocraBmia 0,2 % B rpynmne NanyeHToB, NPUHUMABIIUX CUMBAcTaTuH + 33etumMud, u 0,1 % B
TpymIe TManieHTOB, TNPUHAMABIINX CHUMBACTAaTHH, TJ€ MHOIMATUS OINpeneisiach Kak
HEOObSCHUMAs MbIIIEYHAsl CI1a00CTh WM MBbIIIeYHast 00Jb, COMPOBOXKIAIOIIASCS MOBBIILICHHEM
aktuBHocTH K®K nHe Mmenee, yem B 10 pa3 Bbime BI'H wunu nByms mnocnemoBarenbHbIMU
nosbimeHussMH akTuBHOCTH K®K ot 5 1o 10 pa3 Beie BI'H. Yacrora pa3sutus pabromMuonnza
cocraBuna 0,1 % B rpynmne manyMeHTOB, MPUHUMABIIUX CUMBAacTaTUH + 33eTuMuo, u 0,2 % B
rpynne MalueHTOB, MNPUHUMABIIMX CHUMBACTaTUH, TIJe pabJOMUONIU3 OIpenensics Kak
HEOOBSICHUMAs MBIIIEYHAsI CIIA0OCTh MM 0OJb, COMPOBOXK/IABIIASACS MOBBIIIEHUEM aKTHBHOCTH
K®K ne menee, yem B 10 pa3 Beimie BI'H ¢ npusHakamu HapymieHus: GyHKIMH MOYEK, ABYMs
MOCJIE0BATEIbHBIMU MOBBIIEHUAMH akTUBHOCTH KO®K ot 5 mo 10pa3 Beime BI'H c
NpU3HAKaMU HapylleHus: GyHKIMU 1modek, uian akTuBHOCThi0 KOK He menee 10 000ME/mn 6e3
MPU3HAKOB HapylleHus (yHKIUHU MoYek (cM. pa3zaen 4.8.).

B knuHMuYecKOM HCCIEeOBaHMM C yYacTHEM NAallMeHTOB C XPOHUYECKOH OOJe3HBbIO IMOYeK
yacToTa pa3BUTHS Muomnartuu/pabaomuonuza coctaBwia 0,2 % B Tpynme MalyeHTOB,
NPUHUMABIIUX KOMOMHUPOBAaHHBIA THUMOJUMMAEMUYECKHH mpemnapar ¢ (PUKCHUPOBaHHBIMU
no3amu 33etumuba (10 mr) u cumBacratuHa (20 mr) exenHeBHo, u 0,1 % B rpymne nanueHToB,
MPUHUMABIIUX Tanedo (cM. paznen 4.8.).

Onpeodenenue axmusnocmu KOK 6 niasme kposu

AxtuBHOocTh KOK B miasme KpoBHM HeNb3sl OMNpEAENSATh IOCIE MHTEHCHBHBIX (PU3HMUECKUX
Harpy30K M MpH HAIMYUHU JIPYTUX BO3MOKHBIX IIPUYUH MOBBIIIEHUS €€ aKTUBHOCTH, 3TO MOKET
IPUBECTH K HEBEPHOM HHTEpNpeTalMd MONY4YEHHBIX pe3yibTaroB. Ecim  ncxogHas
ceiBopoTouHas akTuBHOCTE KDK cymecTtBenHo npesbimieHa (B 5 pas Beime BI'H), To uepe3 5—
7 nHel cnemyeT MNpPOBECTH IOBTOpHBIM aHanu3. He crnenyer HauuHATh Tepanuio, €Ciu
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pe3yabTaThl IMOBTOPHOTO aHAINW3a MOJATBEPXKAAIOT HCXOJHYIO BBICOKYI CBIBOPOTOUHYIO
aktuBHOCTH KK (6onee uem 5-kparnoe npesbimenne BI'H).

Duobpamul

BbezonacHocth u 3()(heKTHBHOCTH MPUMEHEHUS 33eTUMHOA OHOBPEMEHHO ¢ (ubpatamu (Kpome
dbenopubpaTa) He ycraHoBieHa. OJTHOBpEMEHHOE NpHMEHEHHE 33eTuMuba ¢ ¢ubpatamu (3a
uckimoyeHreM penopuodparta) He pekoMeHayercs (M. paszaen 4.5.).

Denogudbpam

[TaruenTsl, npuHUMatone ¢eHogudpaT OTHOBPEMEHHO C 33€TUMHUOOM, JOJDKHBI OBITh
OPEAYNPEXKJACHBI O BO3MOXHOM pPHCKE BO3HHUKHOBEHHUS JKCIIYHOKAMEHHOW OOJE3HH U
3a00JIeBaHUN KEIYHOTO My3bIps. Eciam Bpau mpenrnosiaraetT BO3MOXXHOE Pa3BHTHE YKa3aHHBIX
BhIIIE 3a00JIEBaHUI y TAIMEeHTa, HEOOXOAMMO MPOBECTH HCCICIOBAHUS KEITYHOTO ITY3bIps U
HA3HAYUTHh AJIbTEPHATUBHYIO JUMHICHUKAIONIYIO Tepanuio (cM. paszaen 4.8. U UHCTPYKIHIO 110
npuMeHeHuto GpeHoduodpara).

Luxnocnopun

[Tpu Ha3HaueHUU 33eTUMHOA MalMEHTaM, MPUHUMAIOIIMM LUKIOCIOPHH, CIeAyeT COON0IaTh
MepBI IPEIOCTOPOKHOCTH. HeoOXoauM perymsipHblii KOHTPOJIb KOHIIEHTPAIIMH [TUKJIOCIIOPUHA B
1a3Me KPOBU MPHU OJHOBPEMEHHOM €r0 MPUMEHEHUU C 33eTUMUOOM (cM. pazaen 4.5.).

Henpsamvie anmuxoacyisHmul

[Ipy OIHOBPEMEHHOM NPHUMEHEHUM 33€TUMHOA C HENPSIMBIMH AHTHUKOATYJISHTAMH, BKJIFOYAs
BapdapuH uaM QIyMHINOH, HEOOXOJMMO KOHTPOJIHMPOBATH IIOKA3aTENH MEXIyHApOIHOTO
HopManu3oBaHHoro otHomenus (MHO) (cm. pasnen 4.5.).

Ho nauana mepanuu

[Tpy npumeHeHHUU po3yBacTaTHHA, KaK M NpPU NpUMEHEHMH Apyrux uMHruoutopos I'MI-KoA-
peAyKTa3bl, MallMeHTaM C UMEIOIUMHUCA (PaKTOpaMH PUCKa pa3BUTHS MUONATHH/pabaoMuUOIN3a
ciefyeT coOJIoaTh OCTOPOXKHOCTb, HEOOXOJMMO pPacCMOTPETh COOTHOLICHHME TMOJIb3bl U
BO3MOXKHOT'O pHUCKa T€parnuy U MPOBOAUTH KIIMHUYECKOE HAOII0JCHHE.

Bo epemsa mepanuu

Cnenyer nponHpOpMUPOBATH MAallMEHTa 0 HEOOXOIUMOCTH HEMEIJIEHHOTO 00palleHus K Bpady
B Cllyyae HEOXKUJAHHOTO TOSBJICHUS MBIIMIEYHBIX 0O0JeH, MBIIIEYHON CcIaboCTH WM CHa3MOB,
OCOOEHHO B COYETaHMM C HEJIOMOTaHHUEM M JIMXOPaaKoH. Y Takux MalUeHTOB CIEAyeT
ompeneNniTh ChIBOPOTOUHYt0 akTHBHOCTHh K®PK. Tepanus nomkHa OBITH NpeKpalleHa, eciu
ceiBopoTouHas akTHBHOCT, KDK 3HaunTensHO yBenudeHa (6osiee 4eM B 5 pa3 Mo CpaBHEHUIO C
BI'H) wnu ecau cUMOTOMBI CO CTOPOHBI MBIIIL[ PE3KO BBIPA)KEHBI M BBI3BIBAIOT €XKETHEBHBIN
muckoMgopT (naxke ecnu cbiBopoTodyHasi akTUBHOCTH KDK He Oosiee ueM B 5 pa3 mpeBblIacT
BI'H). Ecniu cumnToMbl ricue3arot, a cbiBOpoTodHas akTuBHOCTh KDK Bo3Bpariaercs k HopMe,
ClIelyeT pacCMOTPETh BONPOC O BO30OHOBJIEHMM pO3yBacTaTHHA WU APYTUX HHTHOUTOPOB
I'MI'-KoA-penykTa3sl B MEHBIIMX J03aX @pPH YCIOBUU TINATENBHOIO MEAMIIMHCKOIO
HaOmoeHusi. PyTHMHHBIA KOHTpOJb chiBopoTouHOM akTHBHOCTH KOK mnpu otcyrcTBUM
CHUMIITOMOB HelleJIecoo0pa3eH.

OTMmedanuch OYeHb peKHUe COOOIIEHHUs O CIydasiX MMMYHOOIIOCPEIOBAHHON HEKPOTU3HPYIOIIEH
muonatun (MOHM) Bo BpeMsi wid mocie JI€YeHHS HEKOTOPBIMH CTaTHMHAMH, B TOM YHCIE
posyBactatuHoM. Kimunuecku MOHM xapaktepusyeTcsi CTOHKOH cl1aboCThI0 MPOKCHUMAaNbHBIX
MBIIII] ¥ OBBIIIEHUEM TOKa3aTeIe chIBOPOoTOUHOM akTHBHOCTH KDK, KOTOpBIE COXpaHsIOTCH,
HECMOTpSl Ha MpEeKpalleHue JieueHus craTuHaMu. MokeT mnoTpedoBaThCs MpOBEIEHUE
JOTIOJIHUTEIIbHBIX ~ UCCIICOBAHUM  MBIIIEYHOM M  HEPBHOM CHUCTEMBI, CEPOJIOTMYECKUX
UCCIICJOBAHNM, a TAKXKE Tepanysi IMMYHOIEIIPECCUBHBIMU CPEICTBAMM.

[Tpu3HaKoB yBEIUYEHHUS BO3ACHCTBYS Ha CKEJIETHYIO MYCKYJIAaTypy IpU NpUEME po3yBacTaTUHA
U COIyTCTBYIOIEH Tepanuu He oTMedeHo. OHako coolIanocs 00 yBEIMYEHUN YKCia ClIydacB
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MHO3HUTa U MUOTIATHH Y TAIMEHTOB, MPUHUMABIIHNX Apyrue HHruoutopsl I MI'-KoA-pemykrassl
B COYETAaHWU C TPOU3BOAHBIMU (puOpoeBoil  kuciaoThl  (Hampumep, Tremduodposm),
[UKIJIOCIIOPUHOM, HUKOTHHOBOM KHCIOTOW B JHOHACHWXKAOMMX A03ax (>1r B CyTkH),
A30JIbHBIMU  MPOTHBOTPUOKOBBIMH  CPEJCTBAMH, HHruOWTopamu mnporeassi BUY wu
MakpOJUAHBIMU aHTHUOMOTUKaMH. [Ipy OJHOBPEMEHHOM NPUMEHEHUH C HEKOTOPBHIMHU
unruouropamu I'MI'-KoA-penykras3sl reMpuOpo3nIl yBEINYMBAECT PUCK PAa3BUTUS MHUOIIATHH.
Takum o00pa3oM, OJHOBpEMEHHOE MpPUMEHEHUE po3yBacTaTuHa U rempubOpo3uia He
pexoMenayercs. JIoKHO OBITH TIIATENBHO B3BEUICHO COOTHOIICHHE IMOJB3bI U BO3MOKHOTO
pHUCKa MPU OJHOBPEMEHHOM MPUMEHEHUH PO3yBacTaTHMHA U (PUOPATOB WM JIUMHICHUKAIOIINX
7103 HUKOTHHOBOM KHUCIOTHL. [Ipuem posyBacratuna B 1o3e 40 Mr ¢ ¢pubpaTamMu mpOTHBOIIOKa3aH
(cm. pasmenst 4.3., 4.5.). Uepe3 2—4 Henmenu 1mocje Havana JedeHUss W (WId) TPHU MMOBBIIICHUN
JI03bI TIpernapaTa HeoOX0AUM KOHTPOJIb MOKa3aTele JTUMUIHOro o0beMa (MpH HeoOXOAUMMOCTH
TpeOyeTcss KOPPEKIIHS 10361).

QDyHKYUs nevyenu
PexoMenayercsi mpoBOIUTH OIpe/eTeHre MmoKazareie (GyHKIUY MeUeHu 10 Hadana Tepanud U
yepe3 3 Mecdua nocie ee Hadana. [Ipuem posyBactaTtuHa cieayeT NpeKpaTUTh WM YMEHBIIUTh
J103y Tpernapara, €CliM aKTUBHOCTh «II€YEHOUYHBIX» TPAHCAMHUHA3 B CHIBOPOTKE KPOBU B 3 paza
npesbimaer BI'H.

Y nmauueHToB C BTOpH‘IHOﬁ I I/IHerOHeCTepI/IHeMI/Ieﬁ BCJIICACTBHUC THUIIOTHPCO3a HIIU
Heq)pOTI/IquKOFO CHUHApOMa HGO6XOI{I/IMO IMPOBECTH JICUCHUEC OCHOBHOI'O 3a00JIcBaHUS J0 Hayajia
IMPUMCHCHUA PO3yBaCTaTUHA.

Caxapmubiii ouabem

VY ManueHTOB ¢ KOHIIGHTPAIMEH TIIIOKO3bl B KPOBU HATOIMIAK OT 5,6 10 6,9 MMObB/1 Tepanus
PO3yBacTaTUHOM aCCOIMHPOBAIACH C MOBBIMICHHBIM PHCKOM PAa3BUTHS CaxapHOTo auadera 2-ro
THUTIA.

Hnmepcmuyuanvhas 60ne3mb ne2Kux

[Ipy npUMEHEHMHM HEKOTOpPBIX CTATHHOB, OCOOCHHO B TEYEHHE JJIMTEIBHOIO BpPEMEHH,
coo0manock 00 MCKIIYUTENBHO PEIKUX CIydasX HHTEPCTHLIHAIbHON OONe3HH JIEeTKHX.
[TposiBneHusiMu 3a00J1€BaHMS MOTYT SIBJISITHCS OABIIIKA, HEIPOYKTUBHBIN Kallelb U yXyALIeHHe
o0miero caMmouyBCTBHS (CJ1a00CTh, CHUKEHHE Macchl Tesa U Juxopaaka). Ilpu mogo3penun Ha
MHTEPCTULHANIBHYIO 00JIE3Hb JIETKUX CJIelyeT MPEeKpaTUTh Teparnuio CTaTHHAMH.

Omuuyeckue ocobennocmu

B xonme ¢dapmMakOKMHETHUYECKUX HCCIEAOBAaHUN y TpeACTaBUTENeH MOHTOJOUIHON pachl, MO
CPaBHCHHIO C TIPEJICTABUTEISIMH €BPOTICOMIHON pPAChl, OTMEUCHO YBEIMYCHUE TUIA3MEHHOMN
KOHIIEHTPAIIUU pO3yBaCTaTHHA.

Hneubumopor npomeaszvt BUY
OpnHoBpeMEHHOE TPHUMEHEHHE po3yBacTaTUHA C HHruourtopamu mporeassi BUY  He
pexkoMeHyeTcs (cm. pazaen 4.5.).

BcnomorarepHBIE BEIIECTBA

Jlakmo3sa

JlekapcTBeHHBI Mpenapar He cleqyeT NPUHUMATh MalMeHTaM C PEIKO BCTpevarolencs
HACJIEJICTBEHHOW HETIEPEHOCUMOCTBIO TAJIAKTO3bI, JTAKTa3HOW HEIOCTATOYHOCTHIO WIJIH TITFOKO30-
raJlakTO3HON MalibaOCcopOLHeH.

Hampuu
JlaHHBIH JeKapCTBEHHBIH Mpenapar coepKUT MeHee 1 Mmonb Hatpus (23 mr) Ha 1 TabneTky, To
€CTb, 10 CYTH, «HE COJAEPKUT HATPUII».



4.5. B3aumopgeiicTBHMe ¢ JPYrHMM JIEKAPCTBEHHBIMHM MpenapaTaMu W Jpyrue BHAbI
B3auMMOeiCTBUS

PosyBacrarun

Bnusnue 00H06p€M€HHO NPUMEHAEMbBIX npenapamoes Ha po3yeacmamur

Hneubumopwl mpancnopmuulx 6eikos

PosyBactatun sBisieTcss cyOcTpatoM Ui OMPEICIICHHBIX TPAHCIOPTHBIX OCNKOB, BKIIIOYast
Tpancnoprep mnedeHoyHoro rnepeHoca OATPIB1 wu »ddumokcupiii  Tpancmoptep BCRP.
OnHOBpeMEHHOE TPHUMEHEHHE pPO3yBaCTaTHHA C JPYTHMMH JICKAPCTBCHHBIMHU Ipenaparamu,
KOTOPBIC SIBIIIIOTCS. WHTUOMTOpAMH 3THUX TPAHCHOPTHBIX OCIKOB, MOXXET NPUBOIUTH K
MOBBIIICHUIO TJIA3MEHHOW KOHIICHTPAIlMM PO3YBAacTaTHHA W TIOBBIINICHUIO PHCKA Pa3BUTHUS
muomnatuu (cM. paszaenst 4.2., 4.4., Tabnumy 1).

QMKJZOCHOQMH

[lpy omHOBpEeMEHHOM NPUMEHCHMHM KOMOWHAIIMM po3yBacTatmHa U ImkiocnopuHa AUC
po3yBacTaThHa OBUIO B CPEAHEM B 7 pa3 BBHINIC 3HAYCHHUH, KOTOPHIC OTMEUAIHMCH y 3J0POBBIX
noopoBoabiieB (cMm. Tabmuiyy 1). PosyBacTaTuH NMpOTHBOIIOKAa3aH MAIEHTaM, OJHOBPEMEHHO
MOJTyYaroUM IUKIOCTIOpUH (cM. pasnen 4.3.). OMTHOBpeMEHHOE TPUMEHEHUE TUX IIPEenapaToB
HE BIIMSICT HA TUIA3MEHHYIO KOHIIEHTPAIMIO IIUKJIOCIIOPUHA B TJIa3ME KPOBH.

Hneubumopul npomeasvi

XO0Td TOYHBIH MEXaHW3M B3aHUMOJACHUCTBUS HEU3BECTEH, OJHOBPEMEHHOE IIPUMEHEHHE C
MHIMOUTOpaMU IpOTEa3bl MOXKET MPUBOJUTH K 3HAYUTEIBHOMY YBEJIMYEHHUIO SKCIIO3ULUU
posyBacratuHa (cM. Tabmuumy 1). Hanpumep, B QapMakOKMHETHYECKOM HCCIEI0BaHUU
OTHOBpeMEeHHOe TpuMeHeHne 10 Mr posyBacTaTHHa W KOMOWHHPOBAHHOTO TIperapara,
cojepxaiiero jasa MHruOutopa mporeassl (300 mr arazanaBupa + 100 Mr putoHaBHpa) y
3/10pOBBIX JOOPOBOJIBIIEB NMPUBOAMIO NMPUMEPHO K 3-KpaTHOMY MU 7-KpaTHOMY YBEIHUYEHUIO
AUC n MakcuMalnbHON KOHIIEHTpaluu B miasMe KpoBH (Cmax) PO3yBacTaTUHA COOTBETCTBEHHO.
OpnHOBpeMEHHOE TPUMEHEHHE pO3yBacTaTWMHA M HEKOTOpPBIX KOMOMHAIMil HHIHOHWTOpPOB
IpoTea3bl BO3MOYKHO IIOCIE€ TIIATEIbHOW OLEHKH KOPPEKLIUH J03bl pPO3yBacTaTUHA Ha
OCHOBAaHUHU OKHUJAEMOr0 YBEIMUYEHHUS YpOBHS €ro skcrno3uuuu (cMm. paszenst 4.2., 4.4,
Ta6muiy 1).

Temubposzun u opyaue cunoaunudemuyeckue npenapamol
OpnHoBpeMEHHOE TpPUMEHEHHE po3yBacTaThHAa M TeM(PHUOpO3WIa MPUBOAWIO K MOBBIIICHUIO
nokazareneid Cmax 1 AUC posyBacratuna B 2 pasa (cM. paznuen 4.4.).

Ha ocHOBaHMM JaHHBIX MCCIEIOBAaHUN CIEHU(PHUECKOr0 B3aUMOJCHCTBUS, HE OXHUIAeTCs
3HAYUMOTO (DApMaKOKHHETUYECKOTO B3aUMOJCHCTBUS po3yBacTaThHa ¢ (denodudpaTom,
BO3MOXHO (hapMakoauHaMHueckoe B3aumopencTBue. ['empubposun, ¢enopubpar, npyrue
¢ubpatel ¥ HUALMH (HUKOTHHOBAasI KucioTa/ButamMmud PP) B nmunuacHmwxkaronmx no3ax (= 1r B
CYTKH) YBEIMYUBAIN PUCK BO3HUKHOBEHHUS MHONATUU IPU OJHOBPEMEHHOM INPHUMEHEHUH C
unruoutopamu I'MI'-KoA-penykTa3bl, BO3MOXKHO, B CBA3H C TEM, UTO JIaHHbIE MpenapaTbl MOT'YT
BBI3bIBaTh MHUOIATHIO MPU NPUMEHEHWU B MoHoTepanuu. [Ipuem po3yBactatuHa B j03e 40 mr
MIPOTUBOIIOKA3aH MIPU COBMECTHOM Ha3zHaYeHUU ¢ ¢pudparamu (cM. pasznensi 4.3., 4.4.).

Izemumud

OnHOBpeMEHHOE TPUMEHEHHE po3yBacTaThHa B jo3¢ 10 mMr wm n3etumuba B go3e 10 mr
conpoBoxaaiock yBenuuennemM AUC posyBactatuHa B 1,2 pa3a y TMalUHUEHTOB C
runiepxosnectepunemueii (cm. Tabmumy 1). Hemb3st uckimounts (dapMakoIuHAMHAYECKOE
B3aMMOJICHCTBHE MEXIy pPO3YBAaCTAaTHHOM M 33€THMHOOM B OTHOLICHHHM HEXKeIaTelbHbIX
peakumii (cM. pasaen 4.4.).

Anmayudol



OnHOBpEeMEHHOE TIPUMEHEHHE PO3yBacTaTHHA W aHTALUIOB B (popMe CyCIeH3UH, coepsKaliei
Maraust U (W) aTiOMUHUS TUAPOKCHUJ, MPUBOAWIO K CHIDKEHUIO IIA3MEHHOW KOHIIEHTpPAIUU
posyBactatuHa npubausutTenbHo Ha 50 %. Jlanubiii addext ObT BbIpakeH ciabee, eciu
aHTAIMIbl IPUMEHSUTUCH Yepe3 2 Jaca Moclie mpuemMa polyBacraTuHa. KinmHudeckoe 3HaueHue
N0JOOHOTO B3aUMO/JICHCTBHUS HE N3Yy4aIoCh.

Ipumpomuyun
OnHOBpEMEHHOE NMPUMEHEHUE PO3YyBaCTaTWHA M IPUTPOMHIIMHA TMPHBOIMIO K YMEHBIICHUIO
AUC posyBacratuna Ha 20 % u Cmax po3yBactatuna Ha 30 %. [logoOHOe B3ammopeiicTBHE
MOJXET BO3HHMKATh B PE3yJIbTaT€ YCHIICHHS MOTOPHKH KHIICYHHKA, BBI3BIBAEMOTO IPUEMOM
SPUTPOMHUIIUHA.

Hzoghepmenmul cucmemol yumoxpoma P450

Pesynbrarel uccnenoBanuii in VIVO u in VItro mokasaiu, 4TO pO3yBacTaTHH HE SIBJISACTCS HU
UHTHOUTOPOM, HU HHIYKTOpOM Hu30(hepMeHTOB cuctembl mnuroxpoma P450. Kpome Ttoro,
pPO3yBacTAaTHH SIBISICTCS CJIA0BIM CyOCTpaToM i 3THX m3odepMeHToB. [loaToMy HE OXUIaeTcs
B3aMMOJICHCTBHSl pO3yBacTaTWHA C JPYTUMH JIEKAPCTBEHHBIMU CpPEJCTBAMH Ha ypOBHE
MeTabonm3Ma ¢ yqactueM u30(pepMeHTOB cucTeMbl uToxpoma P450. He oTMeueHO KIIMHUYECKU
3HAYUMOTO B3aMMOJICHCTBHUS pO3yBacTaThHa C (DIYKOHA30J0M (MHTUOMTOPOM H30(EPMEHTOB
CYP2C9 u CYP3A4) u xerokonazosnom (marudutopom nzopepmeraroB CYP2A6 u CYP3A4).

B3aumooeiicmsue ¢ nekapcmeeHHbIMU CPeoOCmeamu, KOmopoe mpebyem KOoppeKyuu 003bl
poszyeacmamuna (cm. Tabnuyy 1)

Jlo3y po3yBacTatuHa CclleAyeT KOPPEKTHpPOBAaTh IPH HEOOXOIMMOCTH €ro COBMECTHOIO
NPUMEHEHHS C JIGKAPCTBEHHBIMU CPEJICTBAMH, YBEIMUYMBAIOIIMMHU €ro sKcro3unuio. Ecmm
O’KU/IaeTCsl yBEJIMYEHUE SKCIO3MIMU B 2 pa3a M Oosee, HayajabHas J03a po3yBacTaTHHA
cocraBisier 5Swmr 1 pa3 B cyTku. MakcUMallbHyl0 CYTOUHYIO /103y pO3yBacTaTHHA CIlEAyeT
KOPPEKTHPOBATh TaK, YTOOBI OXKUAaeMasi HKCIO3ULUS PO3yBacCTaTHHA HE MpeBbIIIalia TAaKOBYIO
it 1o3el 40 Mr, mpuHUMaeMol 0e3 OJHOBPEMEHHOTO Ha3HAYCHHS JIEKAPCTBEHHBIX CPEICTB,
B3aMMOJICHCTBYIOIIMX € po3yBacTaTUHOM. Hampumep, MakcuManbHas CyTO4YHas 7032
po3yBacTaTMHAa TIpH OJHOBPEMEHHOM TMpUMEHEeHWHu ¢ reMdudposunom coctaBisier 20 mr
(yBenmueHue skcno3unuu B 1,9 paza), ¢ koMmOuHauueidl putoHaBup + arazaHaBup — 10 mr
(yBennuenue oskcno3unuu B 3,1 pasa). Koppekuus HauanbHOW J03bl pO3yBacTaTUHAa He
TpeOyeTcsi, eclii OXXUIAETCs YBEIMYEHUE HKCIO3MIMM MEHee 4eM B 2 pa3a, OJHAKO, MpHU
YBEJIMUYEHUH J103bI pO3yBacTaTHa Bhlle 20 MT ciielyeT coOI01aTh OCTOPOKHOCTD.

Ta6auna 1. Bausaue COMyTCTBYIOLIEH Tepanuu Ha 3Kcnosuuuio posyBacratuHa (AUC,
JaHHble NPpPHBeleHbl B TMOpsAKe YObIBAHUSI BeJHMYHMHbI JIKCINO3MLIMH) — Pe3yJbTaThl
Oony0JMKOBAaHHBIX KJIMHUYECKHX HCCJICJOBAHNI

Pexum no3upoBanusi comyrcrBywomieii | Peskum nosuposanust | U3smenenue AUC
Tepanuu npenaparaMy, | po3yBacTaTuHa po3yBacTaTuHa*
B3aHMO/1eHiCTBYIOIIUMHU c

PO3yBaCTATHHOM

Yeeanuenne AUC posyBacTaTuHa B 2 1 Gojiee pa3a

Cogocoysup 400 mr /BemmaracBup 100 mr | 10 Mr otHOKpaTHO VYBenudenue B 7,4 pasa
/Bokcunanpesup 100 mr + BokcuianpeBup

100 mr 1 pa3 B cytku 15 nHei

[Muknocnopun ot 75-200 Mr 2 pasza B
CYTKH 6 MeCsIIEeB

10 Mr 1pa3 B cyTku
10 nueit

VBenuuenue B 7,1 paza

Haponyramun 600 Mr 2 paza B CyTKH
5 nHen

5 MI' OZTHOKpPATHO

VBenuuenue B 5,2 paza

Peropadenud 160 mr

14 nuent

lpaz B cyTku

S MI' OJHOKPATHO

VBenuuenue B 3,8 paza
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AtazanaBup 300 mr/puronasup 100 mr

1 pa3 B cyTku 8 gHEH

10 mMr oHOKpAaTHO

VBenuuenue B 3,1 paza

Pokcagycrar 200 Mr 4 pas3a B CyTKH

10 Mr oJTHOKpaTHO

YBenuuenue B 2,9 paza

Bennartacup 100 mr 1 pa3 B cyTku

10 mMr oTHOKpaTHO

YBenuuenue B 2,7 paza

OmbuTacBup 25 mr/napuTtanpeBup

S MI' OJHOKPATHO

VBenuuenue B 2,6 paza

150 mr/putonaBup 100 mr  /macalyBup

400 mr 2 pa3za B CyTKH

Tepudaynomun Hert nannbix YBenudenue B 2,5 pa3za
Onacuaean6 100mr 1 pa3 B cyrku | 10 Mr ogHOKpaTHO VYBenuuenue B 2,4 paza
28 nueit

I'pazonpeBup 200 mr/ambacBup 50 mr | 10 Mr ogHOKpaTHO YBenuuenue B 2,3 paza
1 pa3 B cytku 11 gneit

['nexanpeBup 400 Mr/muOpeHTacBUp | 5 M OJTHOKPATHO VYBenuuenue B 2,2 paza

120 mr 1 pa3 B cyTku 7 nHEH

JlonmunaBup 400 mr/putonaBup 100 mr

2 pa3a B cyTku 17 nHei

20 mr 1pa3 B CyTku
T nHen

VYBenuuenue B 2,1 paza

Kanmatuau6 400 mr 2 pasza B CyTKH

10 Mr oTHOKpaTHO

YBenuuenue B 2,1 paza

Knonunorpen 300 mMr (Harpy3ounas 103a),
3aTeM 75 mr uepes 24 yaca

20 MT OTHOKpATHO

VYBenuuenue B 2 paza

®ocramatau6 100 mr 2 pa3a B CyTKH

20 MT OJTHOKpPATHO

YBenuuenue B 2 paza

YBeauuenne AUC po3yBacTtaTuHa MeHee 4eM B 2 pa3a

Tadamuauc 61 Mr 2pasa B CYTKH B
TEUYEHUE MEPBHIX ABYX AHEH, 3ateM | pa3 B
CYTKHM € 3-10 110 9-1i IeHb

10 mMr ogHOKpaTHO

YBeanueHue B
1,97 paza

®edykcoctar 120 mr 1 pa3 B cyTku

10 Mr oTHOKpaTHO

Venuuenue B 1,9 paza

I'emdubpo3mn 600 Mr 2 pasa B CYTKH
7 nHe

80 Mr ogHOKpaTHO

Venuuenue B 1,9 paza

OnpTpombornar 75 mr 1 pa3 B cyTku 5 nHel

10 Mr oTHOKpaTHO

VYBenuuenue B 1,6 paza

HapynaBup 600 mr/putonaBup 100 mr

2 pa3a B CyTKH 7 JHEH

10 Mr 1pa3 B cyTku
@i

VBenuuenue B 1,5 paza

Tunpanasup 500 mr/puronasup 200 mr
2 pa3a B cyTkHu 11 e

10 mMr ogHOKpAaTHO

VBenuuenue B 1,4 paza

Jponenapon 400 mr 2 pasa B cyTKu

Het nanHBIX

VBenuuenue B 1,4 paza

Wtpakonazon 200 mr 1 pa3 B cytku 5 qued | 10 Mr ogHOKpaTHO VYBennueHue B
1,4 paza**

33etumu6 10 mr 1 pa3 B cytku 14 nuei 10 Mmr 1pa3 B cyTku | YBenuueHue B
14 nueit 1,2 paza**

Cumxenune AUC posyBacTaTHHa

OputpomuiuH 500 Mr 4 paza B CyTKH
7 nHew

80 Mr 0JTHOKpaTHO

Camxenne Ha 20 %

baitkanna 50 mr 3 pa3a B cytku 14 nHei

20 MT OJTHOKpPATHO

Camxenne Ha 47 %

* JlanHble, peiCTaBICHHBIE B BUIe KpaTHOTO M3MeHeHnst AUC, sIBISIOTCS OTHOIIEHHEM 3TOTO MOKa3aTels Ha (hoHe
COIYTCTBYIOIIEH Tepanuy K 3HaUYCHHIO MOKa3aTesst P MOHOTEPAMK PO3yBacTaTHHOM. JlaHHBIE, IIPEJICTaBICHHbIE
B BUJie % WM3MEHEHUs], SBIAIOTCS pasHuIel B % mexny nokazateneM AUC Ha ¢oHe comyTcTByloIIei Tepanuu U

3HAYCHHUEM IOKA3aTEJId IIPU MOHOTEPAITUN PO3YBACTaTUHOM.

** Bputo TIPOBEJCHO HECKOJIBKO HMCCIEIOBAHMNA B3aUMOJICHCTBUS C Pa3HBIMH JI03aMH pO3yBacTaTWHa, Hawnbolee

3HAYMMOE COOTHOIIICHUE MOKA3aHO B TaOJIMIIC.

Crenyromue JIeKapCTBEHHBIE IMpenapaThl/KOMOMHALMN TpEenapaToB HE OKa3ald KIMHHUYECKU

3HayuMoro BiusHUs Ha cooTHomeHue AUC po3yBacTaTHHA MpU OJHOBPEMEHHOM MPUMEHEHUU:
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anernutazap 0,3 mr 7 gneit; perHodudpar 67 mr 3 pasa B cyTku 7 aHew; daykonazon 200 mr
1pa3 B cytku 11 gueit; ¢ocammnpenaBup 700 mr/puronaBup 100 Mr 2 pasa B cyTku 8 mHEH;
ketokoHazosn 200 mr 2 paza B cytku 7 aHeit; pudammuimH 450 mr 1 pa3 B cyTkm 7 IHEH;
cunumapul 140 mr 3 pasa B cyTku 5 qHEM.

Bausnue npumenenus pozysacmamuna Ha 00HO8PEMEHHO NPUMEHseMble NPenapamsl

Anmazonucmol sumamuna K

Kak w mpu npumenenun apyrux wuHruoOutopoB [I'MI-KoA pemykTasbl, Hadajgo JieUeHUs
pO3yBAacCTaTUHOM WM IOBBILIEHUE €ro J03bl y IAallUEHTOB, OJHOBPEMEHHO IOJYYaOLIUX
JedyeHue  aHTaroHucramu  ButamuHa K (Hampumep,  BapdapuHOM  WIM  APYTUMHU
IIPOTUBOCBEPTHIBAIOLIMMU CPEICTBAMU KYMAPUHOBOIO PsAJIa), MOYKET MPUBOJIUTH K MOBBILLIEHUIO
MHO. Otmena po3yBacTaTMHAa WM YMEHBIIEHHE €r0 J03bl MOXKET MPUBOAUTH K CHUXEHHUIO
MHO. B Takux ciayyasx peKOMEHIyeTCsl IPOBOAUTH PeryisipHbIi KoHTpoas MHO.

IlepopanvHble Konmpayenmugsl/3amecmumenvras 20pmMoraivras mepanus (31°'T)
OpnHOBpeMEHHOE MPUMEHEHHE PO3yBacCTaTHHA U IMEPOPAIbHBIX KOHTPALENITUBOB YBEIMYMBAET
AUC stunumscrpaguona u AUC Hoprectpena Ha 26 % u 34 % coorBercTBeHHO. Takoe
YBEJIMYEHUE IJJa3MEHHOW KOHLEHTpAalUU [JOJKHO YUYUTBIBATBCA IMpU MOA0OpE 103l
NepOpaIbHbIX KOHTPALIEIITUBOB.

®apMaKOKMHETUYECKUE JIaHHBIE O OJHOBPEMEHHOMY IPUMEHEHMIO po3yBactatuHa U 3T
OTCYTCTBYIOT, CJIE€IOBATENIbHO, HENb3S WCKIIOYUTH AHANOTUYHBIA 3PGEKT U Mpu MPUMEHEHUU
naHHoro couetanusa. OnHako mmomoOHAs KOMOWHAIUS IIUPOKO MPHUMEHSUIaCh BO BpeMs
MIPOBEICHUS KIMHUYECKUX UCCIIEI0BAHUN U XOPOIIO NEPEHOCHIIACh NMAallUEHTKaMHU.

IIpouue nexapcmeennvle npenapamol

gZLlZOKCMH

Ha ocHoBanuu pe3ynbTaToB CHelM(PUUECKUX HCCIEIOBAaHUI B3aWMOJAECWCTBUIO HE OXKUIAeTCA
KJIIMHAYECKHU 3HAYMMOTI'0 B3aMMOJIECHUCTBHS PO3YBACTATUHA C JUTOKCUHOM.

Dy3udosas kucioma

HccnenoBanusl JI€KapCTBEHHOTO B3aWMOJICHCTBUS po3yBacTaTHHA ¢ (y3MJOBOH KHUCIOTOW He
NpOBOAWINCE. PHUCK pa3BUTHS MMONATHH, BKIIOYas pa3BUTHE DPAOAOMHUOIIN3A, MOXKET OBITh
HOBBIILIEH NPU OJAHOBPEMEHHOM IPOBEJCHUM CUCTEMHOW Tepanmuu CTaTUHAMHM U (y3HJI0BOH
KUCIOTOM. MexaHu3M JIaHHOTO B3auMOJEHCTBUS (WM (apMaKOJUHAMHYECKUM, WU
(bapMaKOKUHETUYECKUH, UJIH COBMECTHBIN) MoKa He n3ydeH. Coobuianock o ciydasx pa3BUTHS
pabromuonu3a (B TOM 4HCIE C JIETaJbHBIM HCXOJOM) Yy HAI[MEHTOB, MOJYYalOUIMX JaHHYIO
KOMOUHAIIHIO.

Ecin cucremHas Tepanus (Qy3uI0BOM  KHUCIOTOW  sBJISE€TCS HEOOXOIUMOM, JieueHue
PO3YyBaCTaTHHOM CIIEAYET NMPEKPATUTh Ha MEPHOJ TpreMa (y3u10BOM KUCIOTHI.

D3eTuMuo

Hzoghepmenmol cucmemot yumoxpoma P450

B nmoxkimMHMYECKMX HCCIEOBaHUSAX OBLUIO TIOKA3aHO, YTO 9I3€TUMHUO HE HWHIYIHUPYET
uzodepMeHTsl muroxpoma P450, yuacTByromme B MeTabOJIM3Me JIEKApCTBEHHBIX cpencTB. He
HaOIOJAIOCh KAKUX-TMOO KIMHUYECKH 3HAYMMBIX (PapMaKOKMHETHUYECKHX B3aUMOJICHCTBUIN
MEXIy I3€TUMUOOM U JPYTHMH JICKAPCTBEHHBIMU TpenapaTtaMu, MeTaOOIM3UPYIONTIMUCS IO
nericteuem uszodepmentoB CYP1A2, CYP2D6, CYP2C8, CYP2C9, CYP3A4 wumu N-
arieTuiaTpaHcdepason.

/lpyeue nekapcmeennvle npenapamoi
[Ipy OgHOBpEMEHHOM NPUMEHEHUM 33ETHMUO HE OKAa3bIBACT BIUSHHUSA Ha (PapMaKOKMHETHKY
JIaricoHa, IeKcTpoMeTopdana, JUrOKCHHA, TIEPOPATbHBIX KOHTPAIENTUBOB (3TUHUIACTPAANONA U
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JIEeBOHOprecTpena), Tiaunu3uaa, TojaOyTamuaa, mujgazonama. OJIHOBpPEMEHHOE MpPUMEHEHHE
MUMETHIMHA U 33eTHMHOA HE OKa3bIBACT BIMSHUS HA OMOIOCTYITHOCTh 93ETUMHUOA.

Anmayuool

OnHOBpEMEHHOE TIPUEM aHTAIMIOB CHHXKAET CKOPOCTh abcopOImu 33eTUMHOa, HO HE OKa3bIBAET
BIIMSHUS Ha €ro OMOJOCTYIHOCTh. DTO CHM)KEHHE CKOPOCTH aOCOpOIMM HE paccMaTpHBAETCS
KaK KJIMHUYECKH 3HAYUMOE.

Konecmupamun

OnHOBpEMEHHBIN TpHEM KOoJecTUpaMuHa yMmeHbinaeT cpeanee 3HaueHue AUC cymmapHOro
3eTuMuba  (93eTUMHO + I3ETUMUO-TIIIOKYPOHHUA)  HpuOIu3uTenbHO Ha 55 %.  Oddext
JIOTIOJIHUTEILHOTO CHUKEHUSI KOHIICHTPAIIMHM XOJIECTEpUHA JIUIIONPOTEUNHOB HU3KOM IMJIOTHOCTH
(XC-JIITHIT) 3a cueT 0JHOBPEMEHHOTO PUMEHEHUS 33eTUMUOA M KOJIECTUPAMUHA MOXKET OBITh
YMEHBIIICH JAaHHBIM B3aUMOJICHCTBUEM.

Huxnocnopun

VY nanweHToB, MepeHecmnx TpaHcianTanuio modykd, ¢ KK 6omee 50 mur/MHuH, TPHHAMABITUX
[UKIIOCTIOPUH B MOCTOSIHHOM J03€, OJHOKPaTHBIN IpueM 33eTuMuba B Ao3e 10 Mr nmpuBoaui K
yBenmmueHuto 3HaueHuss AUC cymmapHoro 33etumuba B cpeasem B 3,4 pasza (ot 2,3 1o 7,9 paza)
M0 CPAaBHEHMIO C JAHHBIM IOKa3aTeleM y 3J0POBBIX JOOPOBOJIBLIEB. Y OIHOrO MAIMEHTa C
TSDKEJION TMOYCYHOW HEJOCTATOYHOCTBIO (CKOPOCTh KiyOoukoBo# (uisTpammu (CKD) 13,2
mi/mue/1,73 M?) TOCle TpAHCIVIAHTALMM TOYKH, TNIPH IIpHEMe KOMILUIEKCHOW Tepamuu,
BKIIIOYAIOIIEH  LUKIOCHOPHH, HaOmonanoch 12-kpaTHOe  yBEIMYEHHWE  KOHIEHTPAIUU
CyMMapHOTO 33eTUMHOa MO CpaBHEHHIO C KOHTPOJIbHON rpynmnoi. B mepekpecTtHoOM
UCCJIEIOBAaHUM C JABYMsI IEPUOJIaMU C ydacTueM 12 310pOoBBIX J0OpOBOJIBLEB, MOJYUYaBUIMX B
TeyeHue § nHer 33eTuMubd B Ao03e 20 Mr 1 pa3 B CyTKH ¢ MPUEMOM OAHOKpaTHOU 1036l 100 Mr
UKJIOCTIOPHHA Ha 7-H IeHb Tepanuu 33eTUMHOOM, OBLIO BBISIBIICHO yBenndeHnue 3Hauenuss AUC
nuKIocrnopuHa B cpenHeM Ha 15 % (ot cHmxkenus Ha 10 % no moBwimieHus Ha 51 %) B
CPaBHEHMHU C JIaHHBIM IOKA3aTeJIEM Y 3/I0pPOBBIX JTOOPOBOJIBIEB, NOJYUYMBLIMX LIUKJIOCIOPUH B
MOHOTEpanuu oJHOKpaTHO B fo3e 100 Mr (cM. pazzen 4.4.).

Dubpamuol

bezonacHocTh M 3(PPEKTUBHOCTh MPUMEHEHHUS HI3ETUMUOA OJHOBpeMeHHO ¢ (eHodudparom
ObLIM OLIEHEHbl B KIMHUYECKUX HccienoBaHusix (cMm. pazgen 4.8.). bezomacHocTh U
3¢ (HEeKTUBHOCTh MPUMEHEHHS 33€TUMHUOA OJHOBPEMEHHO C JIPYrUMH (puOpataMu HE U3Y4YEHBHI.
®ubpaTsl MOTYT TOBBIIIATH BBUICJICHUE XOJECTEPUHA C HKEIIbIO, YTO MOXKET MPUBECTH K
KEITYHOKAaMEHHOW 00JIe3HU. B MOKITMHIYECKOM HCCIeOBAaHUM Ha cOo0aKax 33eTUMHO MOBBIIIA
KOHIICHTPAILIMIO XOJIECTEpUHA B JKETYU. XOTS 3HAYCHHE STUX JAHHBIX JUIsI YeJOBeKa ITO0Ka
HEU3BECTHO, OJHOBPEMEHHOE TpUMEHEHHe »73eTuMuba ¢ ¢ubpatamMu (32 HCKIIOUYEHHUEM
dbenopubpaTa) 10 TMOTYYEHHUS JOMOJHUTEIBHBIX JJAHHBIX IO pe3yibTaTaM KIMHUYECKUX
UCCIIEIOBAaHUI HE PEKOMEHTYeTCsl.

OnnoBpemenHoe mnpuMeHeHue Genodpudpata uinu remMPpuOpo3uia ¢ I3ETUMHOOM TOBBIIIAET
KOHI[EHTPAIIMI0 CyMMapHOro »3eTuMuba (mpubmusurensHo B 1,5 u 1,7 pa3 coOTBETCTBEHHO)
OJTHAKO JTH TIOBBIIICHUS HE pACCMATPUBAIOTCS KaK KIIMHUYECKH 3HAYMMBbIC.

CmamuHol
[Tpr OTHOBPEMEHHOM IPHEME I3eTUMHOA C aTOPBACTATUHOM, JIOBACTATHHOM, IMPABACTATHHOM,
CHMBAaCTATHHOM, (hayBacTaTHHOM u PO3yBacTaTHHOM KJIIMHUYECKU 3HAYUMBIX

(hapMaKOKMHETHYECKUX B3aMMOJICHCTBHUI HE HAOII01a710Ch.

Henpsamvie anmuxoazynanmoi

ComyTcTBytomiee NpuMeHeHHne 33etuMuba B no3e 10 mr 1 pa3 B cyTkm u BapdapuHa HE
OKa3bIBAJIO 3HAYMMOTO BO3JICHCTBUS Ha OMOJIOCTYITHOCTh BappapuHa v MPOTPOMOHMHOBOE BPEMS
B WCCJICJIOBAHMH C ydacTheM 12 310pOBBIX JOOPOBOJBIEB. B mOCTperucTpallmioHHOM TEpHOJIe
OBUTM TONMy4YeHBI cooOmieHuss o moBbimieHnd MHO y manueHToB, MPUHUMABIIUX 33€THMHO
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OJHOBpPEMEHHO C BapdapuHOM wWin (GiayuHIMOHOM. J[aHHBIE MAMEHTHl TAKXKE MPUHUMAIH
Jpyrue JEKapCTBEHHbIE cpeAcTBa (cM. pasaen 4.4.).

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTb U JIAKTALMS

[Tpemapar Pokcepa Ilmioc mpoTwBOmOKa3aH npu OEPEMEHHOCTH W B TIEPUOJA TPYIHOTO
BCKapMJIMBAHHS.

JKeHIMHBl  PEenpoayKTUBHOIO BO3pacTa JOJDKHBI  HCIOJIB30BATh  aJICKBATHBIE METObI
KOHTpaIEIIUH.

bepemeHHOCTD

Pozysacmamun

[Tockonpky XC wu BemiectBa, cuHTesupyeMble u3 XC, BaxHBl JUIsl pa3BUTUS ILUIOJA,
HOTeHIMAIbHbIN puck uHruOupoBanus ['MI-KoA-pemykrasbl ais IUI0Aa MPEBBIIAET HOJb3Y
NpUMEHEeHHS TIpernapara npu OepeMEeHHOCTH Ui MaTepu. B Xxone mcciieoBaHuil y JKUBOTHBIX
ObUIM NOJTYYEHbI OTPAaHUYECHHBIE JaHHBIE O PENPOJYKTUBHOM TOKCUYHOCTH.

B cnyuae HacTymiieHuss OEpeMEHHOCTH B IIpoliecce Tepaluu NMPUMEHEHHE IpernapaTta JOJIKHO
OBITH HEMEJICHHO MPEKPAIICHO.

Dzemumud
KIuHMYECKMX MaHHBIX O MPUMEHEHHH 33¢THMHOa mpu OepeMeHHOCTH HeT. MccienoBaHus Ha
JKUBOTHBIX C BBEJCHHUEM 33€TUMHUOA HE BBIIBIIIN IPSMBIX M OTIOCPEIOBAHHBIX HEOIArOMPUATHBIX
3¢ (}eKTOB B OTHOIIEHHH OEPEMEHHOCTH, Pa3BUTHS SMOPHOHA/ILUIONA, POJOB U IOCTHATAIBHOIO
pa3BUTHSL.

JlakTanus
IIpenapar Pokcepa [Limroc mpoTuBOIIOKa3aH B NEPUOJ TPYAHOTO BCKAPMIIMBAHUSA.

HccnenoBaHusi Ha >KUBOTHBIX IOKa3alld, YTO M PO3YBAaCTaTUH, M 33€TUMHUO BBLACISAIOTCS B
MOJIOKO y KpbIC. J/laHHBIE O BBIIENEHMM PO3yBacTaTMHA U 3I3€TUMHOA B TPYIHOE MOJOKO Y
4eJoBeKa OTCYTCTBYIOT. [Ipm HEOOXOOUMOCTH NPUMEHEHUs Npenapata B IEpHOJ TPYJHOrO
BCKapMJIMBaHUs, IPUHMMAsi BO BHUMAaHHE BO3MOXKHOCTb Pa3BUTHs HEKEJIATENbHBIX peakuuil y
TPYAHBIX JETEH, CIENYET PEMINUTh BOIPOC O NPEKPALIEHUH IPYAHOIO BCKAPMIIMBAHMSI.

DdepTUabHOCTD
JlaHHbBIE O BIUSHUH PO3yBacTaTHHA HAa PENPOAYKTHUBHYIO (PYHKIIMIO OTCYTCTBYIOT.

4.7. BausiHue Ha CIOCOOHOCThH YupaBJisiTb TPAHCHOPTHBIMHU CpEACTBaAMH H paﬁoTaTb C
MEXaHU3MaMHU

BBuay BeposATHOCTH TMOSIBIEHHMS TOJOBOKPYXKEHHs Ipu npueme mnpenapara Pokcepa Ilmroc
HEOOXOMMO COOJIIOIaTh OCTOPOKHOCTH TPH YMNPABICHUH TPAHCIOPTHBIMH CpPEICTBAMHU U
paboTe ¢ MEXaHU3MaMH.

4.8. HexxesnaTesibHbIE peaKIUU

Pesrome mpodmnsg 6e30mmacHOCTH

HexenarenbHble peakuuyu, 3aperUCTPUPOBAHHBIE pPAaHEE IpU NPUMEHEHHH OTAEIBHBIX
KOMITOHEHTOB JIEKAPCTBEHHOTO MpenapaTa (po3yBacTaTHHA WM 33€TUMHO0A), MOTYT OTMEUYaThCs
Y IIpY IPUMEHEHUH JAHHOTO Mpenapara.

Pozysacmamun
HexenarenpHble peakiyu, Ha0I01aeMble PU TPUMEHEHUH PO3YBaCTaTHHA, OOBIYHO BHIPAKCHBI
HE3HAYUTEIIBHO M TMPOXOJAT caMoCTosiTeIbHO. MeHee 4 % MNalMEHTOB, NPUHUMABIIUX
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pO3yBacTaTUH, IOCPOYHO 3aBEPIIMIM Y4YaCTHE€ B MCCICNOBAHUU IO IPUYHMHE Pa3BUTUSA
HEXENATENIbHbIX PEaKIUil.

Dzemumud

B xIuMHMYECKHX HCCIIeTOBAaHUSAX MPOJIOJDKUTEIBHOCTRIO M0 112 Hemenb, B KOTOPBIX MAllUEHTHI
npuHUMaIM 33eTuMub B ao03e 10 Mr B cyTku B MoHOoTepanuu (n =2 396) ogHOBPEMEHHO CO
cratuaoM (n =11 308) wnu omHoBpemeHHO ¢ deHodudpaToMm (n = 185), 33eTUMHO MOKa3al
XOpOIIYI0 MepeHOCUMOCTh. HexenarenapbHble peakiiud 0ObIYHO ObUIH JIETKUMU U MPEXOASIIUMU.
OOmias yacToTa HEXeJaTeNbHBIX peaklUi M 4YacToTa CIIy4yaeB OTMEHBI JICUCHUS B CBA3U C
pa3BUTHEM HEXeNaTeNIbHBIX PeaKlMil Mpu MmpreMe 33eTUMUOa ObLIIM COMOCTaBUMBI C JaHHBIMU
NOKa3aTessIMH [IPU IIpueMe ianeoo.

Pe3tome HexkenaTebHbIX Peakiun

YacTtoTa BCTpEeYaeMOCTH OMpeJelieHa CIEIyIoMMUM o0pa3oM: odeHb dacto (> 1/10), gacto
(> 1/100, mo < 1/10), meyacro (> 1/1 000, uo < 1/100), peaxo (> 1/10 000, uo < 1/1 000), oueHb
penko (<1/10 000), uacrora HeusBecTHa (HA OCHOBAHWM HWMCIOIIUXCS JTAHHBIX OIICHUTh
HEBO3MOJKHO).

HexenarenpHple peakiyd CrPYNIUPOBAHBI B COOTBETCTBUM C TIOPSAKOM HA OCHOBAaHUU
cucTeMHO-opransbix kinaccos (COK).

Ta6auna 2. HexkenateabHble peakuuu

COK HeskeaaTeabHbIe Yacrora BCTPEYaeMOCTH
PEaKIHH Po3yBacTaTun I3eTUMHO
Hapymenus co
CTOPOHBI KPOBH H Yacrora
P poB} TpomOouuTonenus Penxo? 5
JuMpaTudeckoi HEW3BECTHA
CHCTEMBI
Hapymenus co | Peakuuu
CTOPOHBI TUIEPUYYBCTBUTEIBHOCTH
UMMYHHOM (BKJTIOUAsT KOXHYIO CHIIIb,
2 Yacrora
CHCTEMBI KpanuBHULLY, Penko 5
HEW3BECTHA
aHa(uIIaKCHIo u
AQHTMOHEBPOTUYECKUM
OTEK)
JH/IOKPHHHbIE .
AOKP CaxapHblil tuader Yacro*? -
HApPYLIEHUA
Hapymenus
MeTadoIM3Ma U | CHMWKEHHEe anmneTuTa - Hewacto®
NUTAHUA
Heuxnyeckne Yacrorta Yacrorta
Henpeccus 2 5
HapyUIIeHUs HEU3BECTHA HEU3BECTHA
Hapymenus co | T'onoBHas 60716 Yacto? Yacro*
CTOPOHBI HEpPBHOM
Y p p Yacrora
CHCTEMBbI I'osoBOKpyKEHUE Yacro 5
HEU3BECTHA
[Tonuuelponarus OueHn pem(o2 -
[ToTepst mamsTi Ouenb peiko? -
ITepudeprueckas YacToTta -
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2

HEWpOIaTus HEU3BECTHA
Hapyuienus cHa (Bkirouas
Py ( Yacrora
OECCOHHUILY u 2 -
HEU3BECTHA
KOIIIMAapHbIe CHOBHICHHUS)
Hewacro*
[Tapecres3us -
Yacrora
Mpuacrenus rpasuc 2 -
HEU3BECTHA
Hapymenus co
Yacrora
CTOPOHBI oprana | ['na3nas MuacreHus 2 -
HEU3BECTHA
3peHus
Hapymenus co | «IIpunuBb» - Hewacto®
CTOPOHBI COCY/I0B A
TepuaibHas
pTep - Hewacto®
TUIEPTEH3US
Hapymenus co Yacrora
Py Kammens ) Heuacro®
CTOPOHBI HEW3BECTHA
IbIXaTeJIbLHON
CHCTEMBbI, OpPraHoOB YacroTa Yacrora
rpyaHoil KierTkn m | OABIIKA 2 5
PY HEHU3BECTHA HEU3BECTHA
CpeaoCcTeHus:
Hapymenus co Yacrora
Py 3amnop Yacro? 5
CTOPOHBI HEW3BECTHA
JKeJTyJ0YHO-
YA TomHoTa YacTo? Heuacto®
KHMIIEYHOr0 TPAKTa
BoJIb B )KHBOTE Yacro? Yacro>*
Mereopusm - Yacto®
Jlucnencus - Hewacto®
I"acTpoa3zodareanbHblii
P ¢ - Heuacro®
pedutroke
Yacrora
ITankpeatut Pez[Ko2 5
HEU3BECTHA
Yacrora 3
Huapes 2 Yacto
HEU3BECTHA
CyxocThb CIU3UCTOMN
M - Hewacro*
000JI0YKHU TOJOCTH PTa
TacTpur - Heuacro®
Hapymenus co | [IoBbIlIEHNE aAKTUBHOCTH
CTOPOHBI TEeYeHU W | KIICYCHOUHBIX) Perko?
JKeJIYeBBIBOAAIIMX | TpPAaHCAMHMHA3 B  IUIa3Me g
nyrei KpOBH
Kentyxa Ouenb peiko? -
2 Yacrora
I'ematur OueHb penko 5
HEU3BECTHA
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Yacrora

XoJenutuas - 5
HEU3BECTHA
YacroTa
XOIEUCTUT - 5
HEU3BECTHA
Hapymenus co | Koxnblit 3y Heuacto? Heuacro®
CTOPOHBI KOKH H
p . | KoxHas ceIb Heuacrto? Heuwacro*
MOAKOKHBIX TKaHeH
Kpanusauna Heuacto? Heuacro®
Cungpom CrtuBenca- | Yacrora
JI>KOHCOHA HEH3BECTHA’
YacroTa
MynbsTudopMHas spurema | - 5
HEU3BECTHA
JlexapcTBeHHas peakuus
n03uHOGUIEH u | Yactora
CHCTEMHBIMU CHMITTOMAMH | HEU3BECTHA?
(DRESS-cunapom)
JInxenoumHas YacroTa
JICKAPCTBEHHAS CHITTh HEU3BECTHA®
Hapymenus co | Muanrus Yacto? Yacro*
CTOPOHBI
p . Muo3ur Pez[Ko2 -
MbIIIEYHOA,
KOCTHOM ) | YacroTa
COeIMHUTEILHOM Muomnartus/pab1oMuoau3 Penxo® HEeU3BecTHA® (cm.
TKaHH pasznen 4.4.)
Aptpanrus OueHb peaKo? Heuacro®
MBIIICYHbIE CITA3MBIS - Heuacro®
Boub B 1iee - Heuacro®
NMmyHOODOCcpenoBanHas
HerZTmey}I())HII[aﬂ Hacrora
) -
HEW3BECTHA
muomnarus (MOHM)
TenmuHonaTuu HHOT'Ia
A ’ 1 YacroTa
OCJIOKHEHHBIE  Pa3pbIBOM 2 -
HEN3BeCTHA
CYXOKHJTHS
0Jb B CIIMHE - €4JacTo
b H 4
MBelieunas c1abocTh - Heuacto’
BoJb B KOHEYHOCTSIX - Hewacro*
BomuanoyHOno100HbIH 2
Penxo -
CHHIPOM
Pa3ppiB MbIIIIIBI Pez[Ko2 -
Hapymenus co
CTOPOHBI TMO4YeK U 2
I'emarypus OueHb penko -
MOYEBLIBOASIINX
nmyrTei
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Hapymenus co
CTOPOHBI
penpoayKTHBHOM I'mnexomacrtus Ouenb peko? -
CHCTEMBI "
MOJIOYHBIX JKeJle3
O0mme HapymeHusi | ACTeHUS Yacto? Hewacro*
U peaknuu B MecTe
peaKit [ToBbilIeHHAs 3
BBeJICHUS - Yacro
YTOMJISIEMOCTD
BoJib B Tpyau - Heuacro®
bonp - Heuacro®
Yacrorta
Oteku ) -
HEU3BECTHA
ITepudepruueckue oTeku - Heuacro*
JlabopaTopubie  u | [loBbllIEHHE AKTUBHOCTH
HHCTPYMEHTAJIbHbIE | ATAHWHAMUHOTPAHC- 2
JaHHbIE ¢depazsl (AJIT) u (wm) | . Heuwacro
acrapTaTaMUHOTpPAHC- Yacro?
depassl (ACT) B mma3zme
KpOBHU
[ToBbllIEHHE AKTUBHOCTH | - Heuacro®
K®K B nmazme KpoBu
[ToBbIlIEHHE AKTUBHOCTH | - Heuacro®
ramma-
ryTamuiITpaicdepasbl B
I1a3Me KpOBHU
OTKJIOHEHHE OT HOPMBI | - Heuacro®
noKasaresneu byHKIIH
NEeYEHU

! Yacrora BCTpeuaeMOCTH Ul pO3yBacTaTMHa OyJeT 3aBHCETh OT HaIMuMs (AKTOPOB pUCKA (KOHIIEHTpAlHUs
IJIFOKO3bI B KPOBU Hatomak > 5,6 Mmons/n, UMT > 30 kr/m%, noBbilieHHas KoHUeHTpaus Tpurienupuaos (TT) B
1a3Me KpoBH, HaJM4YHE apTepPHAIbHON IMIIEPTEH3UU B aHAMHE3e).

2 HexenarenpHbie pC€akuuun, CBA3AHHBIC C MNMPHUMCHCHUEM pPO3yBaCTaTUHA, 3apCTUCTPUPOBAHHBLIE HAa OCHOBAHHU
MPOBEACHHDBIX KIMHUYCCKUX I/ICCHGHOBaHI/Iﬁ n (I/IJ'II/I) 061HI/IpHOM OIIBITE MOCTPETUCTPATUOHHOI'O IIPUMEHCHU .

3 Tlpumenenne s3eTMMuOa B MOHOTepanuu. HexenaTenbHble pPEaKIMU ObUIM BBISBIEHBI Yy MAlMEHTOB,
OprHUMaroIKX 33eTuMu6 (N = 2 396) B cpaBHeHuu ¢ mianedo (N =1 159).

* Tlpumenenue 33eTHMKUOa B KOMOMHAIIMK CO CTaTMHAMK. HexenatenbHble peakiuu ObLIM BBISBIEHBI Y TIAIUEHTOB,
NPUHUMAIONIMX 33eTUMHO B KOMOMHanuu co cratiHamu (N =11 308) B cpaBHeHHMH C MOHOTEpamuell CTaTHHAMH
(n=9361).

5 JlomonHuTeNbHBbIE HeEKeNATeNbHbIE PEAKIMH, YKa3aHHbIE B OTYETE IIOCTPEIMCTPAIIMOHHOIO IIPHMEHEHHs
a3eTuMuOa 0e3 yKka3zaHWs NMPUIMHHO-CIEACTBEHHON CBSI3U. B CBSI3M ¢ TeM, YTO JaHHBIE HEXENaTeJIbHbIC PEeaKIH
OBLITM BBISBIIEHBI C TIOMOINBIO TOJYYCHHBIX CIOHTAHHBIX COOOINEHWH, 4acTOoTa WX pPa3BUTH HEW3BECTHA W HE
MO/1aeTCS OLICHKE.

Kak u npu npumenenun npyrux uaruoutopoB I'MI'-KoA-penykTassl, 4acTOTa BO3HUKHOBEHHUS
HE)KENIaTEeNIbHBIX PeaKUil HOCUT B OCHOBHOM JI0303aBUCUMBIN XapakTep.

Omnucanue OTACIBbHBIX HEXKEIATCIbHBIX PEaKIIMH
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Pozysacmamun

Hapywenus co cmoponuvl nouex u mouesvbi8o0sauux nymetl

VY NalMeHTOoB, MOJIyYaBIIMX TEPANMI0 PO3YBACTATUHOM, MPU aHAIM3E MOYH C IIOMOIIbIO TECT-
MOJIOCOK BBISBIISTIOCH HATUYHE NMPOTEUHYPUU MPEUMYIIECTBEHHO KaHAIBIICBOTO THIIA, KOTOpas
BBISIBJISUTACH TIPY TIOMOIIM TECT-TIOJIOCOK. MI3MEHEHUsT KOJIMYECTBa CoJlepKaHus Oesika B Moye (0T
MIOJTHOTO OTCYTCTBUS WJIM CJIEIOBBIX KOJMYECTB A0 ++ nim Ooliee) HaOI0JaIMCh KOTAa-Tu00 BO
Bpems JiedeHus: meHee 4eMm y 1 % mnanuenTtoB, nomydaBmux 10-20 Mr posyBacTtatuHa, U Y
npuoM3uTeNbHO 3 % nanueHToB, noiaydasimux 40 mr po3yBactatuna. HeGosnbiioe yBenuueHue
4acTOThl U3MEHEHHUSI KOJIMYECTBa OeJika B MOYe (OT OTCYTCTBUS WIIH CIICIOBBIX KOJUYECTB 10 +)
OTMEUAJIOCh Tpu TpreMe 10361 20 Mr. B OONbIIMHCTBE CIy4aeB MPOTECHHYPHUS YMEHBIIACTCS HITH
UcUe3aeT CIOHTAaHHO Ha (oHE MpopospKaronielicss tepanuu. O030p pe3yabTaTOB KIMHHYECKUX
WCCCIICJIOBAHUIA M TOCTPETHUCTPAIMOHHOTO OTbITa NMPUMEHEHHUS K HACTOSIIEMYy MOMEHTY HeE
BBISIBWJI ~ NIPUYMHHO-CJICIICTBEHHONH  CBS3M  MEXIAYy NPOTCHHYpUEH W OCTPBIM WU
IPOTPECCUPYIONIMM  3a00JIeBaHUEM IMOYeK. Y TMAIMEeHTOB, MOJYYaBIIUX pPO3yBacTaTHH,
HaOJIr0/1aIach TeMaTypusi, pe3yJbTaThl KIMHHYECKHX HMCCIICOBAHUIN MOKA3bIBAIOT, YTO JTAHHOE
SIBJICHHE BO3HUKAET PEIKO.

Hapywenus co cmoponvl ckenemuou MycKy1amypbl

Hapymenus co cTopoHbl CKEIETHBIX MBIIIL (MUAITHs, MUONATHsI (BKJIIOYAsi MUO3UT) U B PEIKUX
cilydasx pabJOMHONM3 C OCTPOM IOYEYHOM HEIOCTaTOYHOCThIO WM 0e3 Hee) Obuln
3aperucTpUpOBaHbl y MALMEHTOB IPU MPUMEHEHUH PO3yBAaCTaTHH BO BCEX J103aX, OCOOEHHO IpHU
IPUMEHEHUN 103, IpeBblmaromux 20 mr.

[Ipu npueme po3yBacTaThHa HaOJIOAAJIOCH /10303aBUCHMOE NOBbIIEHHE akTUBHOCTH KOK B
I1a3Me KpoBU. B OOJBIIMHCTBE CiyyaeB OHO ObUIO HE3HAUUTENIbHBIM, OECCUMITOMHBIM U
BpeMeHHBIM. B ciryuae noBbimenns aktuBHoctd KOK B mutasme KpoBwH, IpeBbImaromeil 6omee
gyeM B 5 pa3 BI'H, ciegyer ormeHnTs nipueM npenapara (cM. pasaen 4.4.).

Hapywenus co cmoponvl nevenu

[Tpn mpuMeHeHHnU po3yBacTaTHHA, KaK M MpPU NPUMEHEHUU Apyrux uHruoutopo I'MI'-KoA-
penyKTaspl, y HEOOJBIIOrO 4YHCIa MHAlUEHTOB HAOIIOJAIOCh [0303aBHUCUMOE IOBBIIIECHHUE
AKTUBHOCTH «II€YEHOYHBIX)» TPAaHCAMUHA3 B IJIa3Me KPOBH, KOTOPOE B OOJIBIIMHCTBE CIIydaeB
OBLII0 HE3HAYUTENbHBIMH, OECCUMIITOMHBIMU U KPAaTKOBPEMEHHBIMH.

[Tpu nprMeHEeHNN HEKOTOPBIX CTATMHOB COOOINANIOCH O CISAYIOIINX HeXelaTeIbHbIX PeaKIUsiX:
e ceKkcyasibHas JUC(YHKIUS;
® UCKJIIOUUTENIBHO DPEJKUE CIIyd4al HMHTEpCTHUIMAIbHOM OOJe3HH JETKUX, OCOOCHHO IpH
JUINTEJIbHOM IPUMEHEHNH po3yBacTaThHa (cM. paszen 4.4.).

YacTtoTa cooOLEeHUH O ciaydasx pabJOMHUOIIN3a, CEPhE3HBIX HApYyIIEHUI CO CTOPOHBI MOYEK U
neyeHn (IPEeUMYIECTBEHHO CBS3aHHBIX C TOBBIIIEHUEM AKTUBHOCTH  «IE€UYEHOYHBIX)»
TpaHCaMHHa3 B IUIa3Me KpoBHU) Oblia GoJibile Ha (hoHE IpueMa po3yBacTaThHa B J103¢€ 40 Mr.

Dzemumud

B MHOTrO1I€HTPOBOM JABOHHOM CIIENIOM KIMHUYECKOM MCCIIE0BAaHUM JUTUTENLHOCTHIO 10 1 roaa ¢
y4acTHEeM TMAaIlMeHTOB CO CMEIIAaHHOW THIEPIUNHIEMHUE YacToTa IOCIIeT0BATEIbHBIX
KJIMHUYECKH 3HAYUMbIX TMOBBIIIeHUH (Oomee uyem B 3 pasa Beime BI'H) aktuBHOCTH
«IEYCHOYHBIX» TpPaHCAMHHA3 CHIBOPOTKHM KpOBU cocTtaBmwia 4,5 % B Tpymme NaiueHTOB,
npuHUMaBmUX (heHopubpaT B MoHOTepamuu, U 2,7 % B TpyIIe NAlHEHTOB, MPUHUMABIINX
73eTUMHO OAHOBpeMeHHO ¢ deHopudOpaTom. Yactora xomeructdakromun coctaBmia 0,6 % B
rpymnie NanueHToB, NpUHUMaBIINX (peHodudpaT B MoHOTEepanuu, u 1,7 % B rpymnie nanueHTos,
MPUHUMABIIINX 33€TUMUO OHOBpeMeHHO ¢ deHopudpaTom (cMm. pazaen 4.4.). He nabmomanocs
noBbImeHus akTuBHOCTH K@DK (6onee uem B 10 pa3 Boiiie BI'H) Hu B 0fHO# U3 rpymm JedeHust
B JJAHHOM HCCJIEJIOBaHUH.
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LHayuenmvr ¢ UBC

B xnunuueckom wuccinenoBanun IMPROVE-IT (uccnenoBaHum CHW)XKEHHS pUCKAa pPa3BUTHUS
CepPAEYHO-COCYIUCTBIX COOBITHI) 18 144 MaIMEHTOB c HUBC MIPUHUMAITHN
cuMBacTaTHH + 33eTuMu0 B 03¢ 40 mr+10 mr (n =9 067; u3 kotopsix 6 % manueHTOB ObLIa
npoBeaeHa TuTpamnus 1036l 10 80 mr+10 mr) wim cumBactatuH B jgo3e 40 mr (n =9 077; u3
KOTOPBIX 27 % manueHToB OblIa mpoBeaeHa TuTpaius 103el 10 80 mr). [Ipoduns 6e3omacHocTH
IpernapaToB B JIByX TIpylmnax ObUT CXOAHBIM 3a BeCh IMepHOJ HabOmoaeHus (MeauaHa
JUIMTEIILHOCTH HAOIIOICHUsI cocTaBria 6 jer). YacToTa mpekpaleHus mpuemMa rpernapara u3-3a
HEeXeNaTelbHbIX peakuuii cocraBuna 10,6 % B rpymnme DanMeHTOB, MPUHUMABIIMX
cuMmBacTaTHH + 33etumub, u 10,1 % B rpynme nNanMeHTOB, NPHUHUMABIIMX CHMBACTaTHH.
Yacrora pa3sutus wMuomnatuu coctaBuna 0,2 % B rpymmne NalUeHTOB, MNPUHUMABLINX
cumBacTaTH + 33etumub, u 0,1 % B rpynme nanueHToB, NPUHUMABLIMX CHUMBACTATHH, I/I€
MHUOIATHS OIpeAeNsiach Kak HEOObsICHHUMAasl MbIIIEYHas CJa0oCTh WM MbIIeyHas O0oJb,
comnpoBoykaatomascs nosbineHneM aktuBHocTd KK ne menee uem B 10 pa3 Boiie BI'H winn
JBYMsl IOCJENI0BATENbHBIMU MOBbIIEHUSAMU akTUBHOCTH K®K ot 5 no 10 pa3 Beime BI'H.
Yacrora pa3Butus pabaommonuza cocrasuna 0,1 % B rpynme nanveHTOB, NPUHMMABIINX
cumBacTaTuH + 33etumud, U 0,2 % B rpymnne nanueHTOB, MPUHUMABIINX CHMBACTAaTHH, TJIE
pabaoMuonu3 omnpenensiicss Kak HEOOBSCHUMAas MbIIIeyHast c1ab0CTh WM MbIiedHas OoJb,
conpoBoxkaaromiascs nosbiienneM akTuBHOcTH KDK nHe menee wem B 10 pa3 Beime BI'H ¢
npu3HAKaMU HapylieHWsT (QYHKIUM TI0YeK, JBYMs IIOCIEIOBATEIHPHBIMU IOBBIIICHUSIMU
aktuBHOCTH K@K ot 5 10 10 pa3 Beimie BI'H ¢ npusnakamu HapyuieHus GyHKIUH MMOYEK, WU
aktuBHOCTRI0O KDK He menee 10 000 ME/mi 6e3 mpu3HaKoB HapylieHUs (DYHKIUU TOYEK.
YacroTa mocienoBaTebHBIX MOBBIIMIEHUH aKTUBHOCTH «II€YEHOYHBIX» TpaHCAMHUHA3 (HE MEHee
yeM B 3 pasa Beiie BI'H) Opma 2,5% B rpynme DAanUMeHTOB, MPUHUMABLINX
CUMBAcTaTHH + 33eTuMu0d, u 2,3 % B rpynmne ManueHTOB, NMPUHUMABIIUX CUMBACTaTHH (CM.
paznen 4.4.). HexxenaTtenbHbIe peakIMu CO CTOPOHBI KEITUYHOTO My3bIpsi HaOmonamucey y 3,1 %
MAI[MEHTOB, TMPUHUMABIIUX CHUMBACTaTUH + 33eTUMUO U 3,5 % manueHToB, NPUHUMABIINX
cuMBacTaTvH. YacToTa TOCIUTAIM3AllMN MAlMEHTOB C XOJeuCcTIKTOMuUEN Ob11a 1,5 % B 00eux
rpynnax. Pak (ompenensics Kak J1000€ HOBOE 3JI0KQUECTBEHHOE HOBOOOPAa30BaHUE)
TUArHOCTHpOBAJICA B TeueHue wucciaepoBanusd y 9.4 % manueHToB, NPUHHUMABIINX
CUMBACTaTHH + 33eTUMHUO, U 9,5 % NaIMeHToB, MPUHUMABIINX CUMBACTaTHH.

Tayuenmol ¢ xpornuueckoui 00.1e31HbI0 NOYEK

B knunuyeckom wuccnenoBanun SHARP (uccnenoBanue Kkapamo- M HEPPONPOTEKTUBHOTO
neiictBusi) ¢ yuactuemM 4 650  nmanueHTOB,  NPUHMMABIIMX  KOMOMHHPOBAaHHBIN
TUIOJIMIIUIEMUYECKUN  mpernapaT ¢ (UKCHpPOBaHHBIMH  Jo3aMu  33eTuMuba (10 Mr) u
cumBactatiaa (20 mr) 1 pa3 B cyTku, U 4 620 manyeHToB, NPUHUMABIIUX IUTANE00, MTPOPIITH
0e30MacHOCTH OBbUTM COMOCTaBUMBI B TEUEHHE BCEro Mepuoia HalmoneHus (MeauaHa
JUTUTEIPHOCTH HaOmoeHnus coctaBmwia 4,9 roga). B maHHOM KIMHHYECKOM HCCIIEIOBAHUU
PETUCTPUPOBAINCH TOJBKO CEPHE3HBIE HEXKENATEIbHBIE PEAKIMM W TPEKpalleHHe IpHueMa
npenapaTa Mo MpUYMHE PAa3BUTHUS HEXelaTelbHbIX peakiuil. YacTora mpekpaiieHus npuema
npenapata Oblia conoctaBuma B obeux rpynmax (10,4 % B rpynne manueHToB, TPUHUMABIINX
KOMOMHHMPOBaHHBIN MpenapaT ¢ GUKCUPOBAHHBIMU J103aMHU 33eTUMHOA U cuMBacTaThHa, U 9,8 %
B IpyMIe MalueHToB, NMPUHUMABIIMX Iulane6o). YacTora pa3BUTHS MUONATHUH/PabIOMHOIIN3A
cocrapuna 0,2 % B rpymnne NalMeHTOB, MPUHUMABIIMX KOMOMHUPOBAaHHBIA mperapar ¢
(UKCUpOBaHHBIMM J03aMU 33eTMMHOa U cumBactatuHa, U 0,1 % B Tpymnme nNalMeHToB,
npuHuMaBmuX 1iane6o. [locnenoBaTenbHble TMOBBINIEHHS AKTUBHOCTH — «IE€YEHOYHBIX)»
TpaHcamuHa3 (6omee uem B 3 pasza Beime BI'H) wnabmomanocs y 0,7 % mnanueHTos,
NPUHUMABIINX KOMOMHHpPOBaHHBIM Mpenapar ¢ (PUKCUPOBAHHBIMM J03aMHU 33€TUMHOA U
cumBactatuHa, u y 0,6 % mnanueHTOB, NMPUHUMABIIMUX IuTane00. B JaHHOM KIMHUYECKOM
UCCIICIOBAHUM HE HaOJII0AaJIOCh CTATUCTHYECKH JOCTOBEPHOIO YBEJIMYEHHUS YaCTOThl TaKHUX
HEKENaTeNIbHBIX pPEeaKIMii, Kak 3J0Ka4eCTBEHHbIE HOBooOpa3zoBanus (9,4 % B rpymme
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NAalMeHTOB, MPUHUMABIINX KOMOWHHMPOBAHHBIM Ipenmapar ¢ (UKCHPOBAHHBIMH JI03aMHU
a3eTMMHOa U CUMBacTaTHHA, U 9,5 % B TpyIme NanueHToB, IPUHUMABIINX IUIaledo0), TrenaTur,
XOJICHIUCTAKTOMHMS HIIM OCJIOKHEHHSI KETIHOKaAMEHHOW OO0JIC3HH MM TTaHKPEaTHTa.

Hemu u noopocmxu om 6 0o 17 niem

B xoHTponupyeMoM KIMHUYECKOM UCCIIEJOBAaHUH IITUTEIILHOCTBIO 12 Helenb ¢ yyacTUeM AeTei
B Bogpacte or 6 mo 10 7;mer ¢ rerepo3UroTHON CceMeHOM WM HE CceMeWHOU
runepxosiectepuemueii (n = 138) npoduias 6€30MaCHOCTH U MEPEHOCHMOCTH 33€THMHOa ObLT
COIOCTaBUM C MPOUIIEM y B3POCIBIX MAIMEHTOB, MOJIYYaBIINX 33eTUMUO. B KOHTpoIrpyemMoM
KJIMHUYECKOM MCCJIEJIOBAaHUM C y4acTHUeM JeTeil B Bo3pacte oT 10 g0 17 jneT ¢ reTepo3uroTHoiM
CeMeWHON TurepxojecrepunemMueii (n = 248), MpUHUMABIINX KOMOWHUPOBAHHYIO TEPAIUIO
93€TUMUOOM U CHMBACTaTHHOM, IPO(puiIb 0€30MaCHOCTH U MEPEHOCUMOCTH ObUI COMOCTAaBUM C
npoduneM Oe30MacHOCTH Y B3POCHBIX MAIUEHTOB, MOTYYaBIIMX KOMOWHHUPOBAHHOE JICUCHUE
33€TUMUOOM U CUMBACTATHHOM.

Jlabopamopnvle nokazamenu

B KOHTpONHMpYEeMBbIX KIMHUYECKUX HCCIICAOBAHUSAX YaCTOTa IOCICAOBATEIBHBIX KIMHHUYECKU
3HAUYMMBIX TIOBBIIICHUN AaKTUBHOCTU «IEYCHOYHBIX» TpPAaHCAMUHA3 B CHIBOPOTKE KpPOBU
(axtuBHOCTH AJIT u (umu) ACT B 3 wiu Gonee pa3 mpesbiaromas BI'H) Obi1a comocraBuma
npu npuMeHeHnn d3etumuba B Monoteparnuu (0,5 %) u npu npueme mianedo (0,3 %). [pu
U3yYeHUH OC30MacCHOCTH KOMOWHHMPOBAHHOW Tepalvd 4YacToTa KIMHHYECKH 3HAYMMOTO
MOBBIIICHHUS] AKTUBHOCTH «II€YEHOYHBIX» TPAHCAMHUHA3 B CHIBOPOTKE KpoBU coctaBuia 1,3 % y
NAIMEHTOB, MPHHUMABIIAX 33€TUMHUO OIHOBPEMEHHO co craTtuHoM, ¥ 0,4 % y NaIMeHTOB,
MPUHUMABIINX CTaTHH B MOHOTepanuu. [IOBBINICHWE aKTHBHOCTH TPaHCAMUHA3 B CHIBOPOTKE
KPOBH OOBIYHO MPOTEKAIO OECCUMITOMHO, HE COIPOBOXAAJIOCh Pa3BUTHEM XOJIeCTa3a |
BO3BPAIIAJIOCh HA MCXOTHBIH YPOBEHb KaK MPHU MPOJODKEHUH JICYCHHUS, TaK M MOCIE OTMEHBI
npemnapara.

YacToTa BOBHUKHOBEHHUS KIIMHUYECKH 3HAUMMOro rnoBbieHus: aktuBHocTH KOK (B 10 u Gonee
pa3 Beime BI'H) y mamueHTOB, MpUHUMABIIMX 33€TMMHO B MOHOTEpamuu, Obla CXOXeH ¢
JTAHHBIM TI0Ka3aTesieM y MallieHTOB, MPUHUMABIIHX IJ1A1[e00 UM CTAaTUH B MOHOTEPAIUH.

Coo0111eH1e 0 10/103PEBAEMBIX HEXEIATEeIbHbIX PEAKIIHUIAX

BaxHOo coo0mare 0 MOAO3PEBAEMBIX HEXKENATEIbHBIX PEAKLUAX MOCIE PErUCTpaliy
JIEKapCTBEHHOTO Iperapara ¢ Leliblo 00ecTeyeHns HePephIBHOIO MOHUTOPUHTAa COOTHOILICHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAaM pPEKOMEHAYEeTCs
cooluare O JIOOBIX MOJ03PEBAEMBIX HEKENIATENbHBIX pEaKIUsaX JIEKApCTBEHHOI'O Ipernapara
YCpe3 HAIMOHAJIBHBIC CUCTECMBI COO6HI€HI/I${ O HCKCJIATCIBbHBIX PCAKIUAX TOCyAapCTB — YJIICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr0 COI03a.

Poccuiickas ®@enepanns

®denepanbHas ciryx0a 1Mo Ha30py B chepe 3ApaBOOXpaHEHUs

109012, r. MockBa, CriaBsiHCKasl TUIOIIaab, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

Anpec aiekTpoHHO#M mouThl: pharm@roszdravnadzor.gov.ru wiau npr@roszdravnadzor.gov.ru
Caiit B UHGOPMAITMOHHO-TEIEKOMMYHHUKAITTOHHOM CeTH «HTepHETY:!
https://roszdravnadzor.gov.ru

Pecniy6nuka benapych

VII «LleHTp 3KCrIepTU3 U UCIIBITAHUH B 3I[paBOOXPAHEHUN»

220037, r. Munck, ToBapuieckuii niep., a. 2a

Tenedon: +375 (17) 242 00 29

®axc: +375 (17) 242 00 29

Anpec aneKTpoHHOM nouThl: repl@rceth.by

Caiit B mH)OpPMaLIMOHHO-TEIEKOMMYHUKAITMOHHOM ceTn « M HTepHeT»: https://www.rceth.by
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Pecny6onuka Kazaxcran

PI'TI na [IXB «HaunoHanbHbIA LEHTP SKCHEPTU3BI JICKAPCTBEHHBIX CPEICTB U MEIUIIMHCKUX
u3nenuit» Komutera MemuIMHCKOro #  (apMaieBTUYecKOoro KOHTpojsi MuHHCTepcTBa
3npaBooxpanenus Pecnyonuku Kazaxcran

010000, r. Acrana, paiion baiikonsip, yi. A. manoBa, 1. 13, BIl «Hypcayner 2»

Tenedon: +7 7172 235 135

Anpec anekTpoHHO# nouTkl: farm@dari.kz

CaiiT B nH(OpMAIIMOHHO-TEJIEKOMMYHUKAIMOHHOM ceTH «HTepHeT»: https://www.ndda.kz

PecriyOmnka Apmenust

I'HKO «LlenTp 3xcrepTu3sl I€KApCTB U MEAULIMHCKUX TEXHOJIOTHID»

0051, r. EpeBan, np. Komuraca, 1. 49/5

Tenedon: (+374 10) 20 05 05, (+374 96) 22 05 05

Anipec 351eKTpOHHOM nouThl: vigilance@pharm.am

Caiit B nH()OpPMALIMOHHO-TEIIEKOMMYHHUKAIIMOHHOM cetn « HTepHeT»: https://pharm.am

Keipreizckas PecryOnuka

JlemapTaMeHT JICKapCTBECHHBIX CPEACTB U MEIUIIMHCKHUX M3ICTHI

720044, Yyiickas obnacts, r. bumikek, yi. 3-s1 Jlunusa, a. 25

Tenedon: +996 (312) 21 92 86

Anpec 3neKTpoHHOM mouThl: pharm@dlsmi.kg

Caiit B nH)OpPMALIMOHHO-TEIEKOMMYHUKAIMOHHOH cetn «HTepreT»: https://www.dlsmi.kg

4.9. [lepeno3upoBka

PosyBacrarun
Cneuuduueckoro JmedeHus TMpU MEPEAO3UPOBKE po3yBacTaThHa He cymlectByeT. [lpu

MIEPENO3UPOBKE PEKOMEHIYETCS] IPOBOJAUTH CHMIITOMAaTUYECKOE JICYEHHE M MEPOIPUATHS,
HalpaBJIeHHbIE Ha MoJyiepkaHue (pyHKUUH )KU3HEHHO BaKHBIX OpraHoB M cucteM. Heobxonum
KOHTpOJIb (YHKIMM TI€YeHU U ChIBOpoTouHOM akTuBHOCTH K®K. ManosepositHo, 4TO
remoananus Oynet a3 dexkTuBeH.

I3eTuMHO

Coo01ranoch 0 HECKOJIBKUX CIydasx Mepelo3UpPOBKH I3ETUMUOOM, OONBIIMHCTBO M3 KOTOPBIX
HE CONPOBOXKJIAIOCH PAa3BUTHEM HEXKENATSIBHBIX PEAKINi, a B CIy4ac WX BO3HHUKHOBCHHS HE
SBIISITUCH CEPHE3HBIMH.

B kIuMHUYECKUX HCCIIeIOBAaHUAX MPUMEHEHUs 33eTUMUOa y 15 310pOBBIX TOOPOBOJIBIIEB B 103€
50 mr B cyTKku B TeueHue 14 nHel, y 18 manueHToB ¢ mepBUYHON THIIEPXOJIeCTEpUHEMHEN B 103€
40 Mr B CyTKH B Te4yeHHe 56 jaHel wim y 27 MalueHTOB ¢ TOMO3UTOTHOW CHTOCTEPOJIEMHUEH B
no3e 40Mr B CyTKH B TedeHue 26 HeJenb, ObUIa MPOJeMOHCTPUPOBAHA XOPOLIas IEPEeHOCUMOCTh
npenapara.

B cmnydae mepeno3upoBKHM HEOOXOAUMO MPOBOJUTH CHUMIOTOMATHYECKOE JICUCHHE U
MOJIEP>KUBAIOIIYIO TEPAIHIO.

5. ®APMAKOJIOTHUYECKHUE CBOMCTBA

5.1. ®apmakoaMHaMHYeCKHeE CBOHCTBA

(DapMaKOTepaHeBTI/I‘lCCKa}I rpynmna: THIOJIUIHUACMHUYCCKUC CpCACTBA, THUIIOJIHUIIMACMUYCCKHUC
CpeacTBa, KOM6I/IH3HI/II/I; KOM6I/IHaHI/II/I PA3IIMYHBIX TUIIOJIUITUACMHUYCCKUX CPEACTB.
Koxg ATX: C10BAO06.

MexaHu3M IeHCTBUS

22


https://pharm.am/
https://www.dlsmi.kg/

[Ipenapar Pokcepa Ilntoc ABisieTcs TMHOJIMIUAEMAYECKUM TPENapaToM, KOTOPbIA CEJIEKTUBHO
camkaer abcopbunto XC W HEKOTOPHIX PACTUTENBHBIX CTEPOJOB B KHUIICYHUKE, a TaKKe
OIaBJIIET DHIOreHHEBIN cuHTe3 XC.

Poszyeacmamun + 23emumu6

XC moctynaeT B Mia3My KpOBHU B pe3yJIbTaTe BCAChIBAHUS B KUIICYHHWKE U SHAOTCHHOIO
cunte3a. [Ipenapar Poxcepa Ilmroc comepkuT 33eTUMHUO ©  pO3yBacTaTHH, JBa
TUTMOJUIUIEMUYECKUX KOMIIOHEHTa, IOMOJHSIOMIMX Jpyr JApyra MO MEXaHU3My JeHCTBHSL.
KomOunams posyBacTaTHH + 33€TUMHUO CHIKAeT MOBBIIICHHYIO KOHIIGHTPALMUIO OOIIero
xonecrepuHa (OXC) B mmasme kposu, XC-JIITHII, anomumomnporenna B (Amo B), TI' u
XOJIECTEpUHA JIMIIONPOTEUHOB HEBBICOKOM IMIIOTHOCTH (XC-He-JIIIBII; paccuuthiBaeTCs Kak
pasHocth Mexay KonneHtpanued OXC wu  xonnentparuedn XC-JIIIHII) w moBbimaer
KOHLIEHTPALlMI0O B IIJJa3M€ KPOBHM XOJIECTEpUHA JIMIIONPOTEMHOB BBICOKOW MoTHOCTH (XC-
JITIBIT) myTeM nBOMHOTO MHTMOMPOBaHUS, KaKk aOcopOIuu, Tak U cuaTe3a XC.

Pozysacmamun

PozyBacTaTuH ABISETCS THIIOIMIIMAEMUYECKUM CPEICTBOM U3 TPYMNIbI cTaTUHOB. CeNeKTUBHBIN
KOHKypeHTHbII nHruoutop I'MI'-KoA-penykrassl — ¢pepmenta, npespamatoniero I'MI'-KoA B
MEBAJIOHAT, NpeamecTBeHHuKa XC.

PosyBacrarun yeenunuuBaeT kosmuectBo penentopon JIITHIT Ha moBepXHOCTH renaToUUTOB, YTO
OpPUBOIUT K YCWIeHHIO 3axBaTta u karabomusma JIIIHII, wuxruOupoBanuio cuHTe3a
JUIONPOTENHOB O4YeHb HM3KON IuioTHoctu (JIIIOHII), ymeHnpiiass oOuIy:0 KOHIEHTpALUIO
JIITHIT n JIIIOHII. Cauxaer konnentpauun XC-JIITHII, XC-ne-JITIBII, XC-JIIIOHII, OXC,
TI', TT-JIIIOHII, Anmo B, cumkaer cootnomenus XC-JITTHIT/XC-JIIIBII, OXC/XC-JIIIBII,
XC-ue-JITIBII/XC-JITIBII, Ano B/anonumnonporenda Al (Ano Al), mOBbIIIaeT KOHIICHTPAIMN
XC-JITIBIT u Ao Al.

TepaneBtudeckuii »¢ ekt mosBIseTcs B TeueHHe | Heoenu Mocie Hayana Teparnud, 4depes
2 megenu nocturaet 90 % OT MaKCHMAaILHOTO, K 4 HEJeJIe TOCTUTAaeT MAaKCUMyMa H TIOCJIE 3TOTO
OCTa€eTCS MOCTOSHHBIM.

Ta6auna 3. lo303aBucuMblii 3¢ deKT y NaMeHTOB ¢ NePBUYHON rHIepxoJiecTepuHeMHuei
(rum lla uw llb mo kiaaccupuxamun Ppeapukcona) (cpeaHee CKOPPEKTHPOBAHHOE
NPOLEHTHOE U3MEHEeHHUe 110 CPABHEHHUIO C MCXOIHBbIM 3HAYEHUEM)

Jlo3a KoanuectBo | XC- O6muii | XC- T XC- Amno B | Ano Al
nauuentos | JIITHII | XC JIIIBII HeJIIIBII

ITnaue6o | 13 -7 -5 3 -3 -7 -3 0

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

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

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

40 mr 18 -63 -46 10 -28 -60 -54 0
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PosyBactatun  3¢d¢dekTuBeH y  B3pOCHBIX ~ MALMEHTOB  C  TUIEPXOJEeCTEpUHEMHEN
(c runeprpuriaMuepuaeMue win 0e3 Hee) He3aBUCHMO OT PacoBOM IMPUHAIIECKHOCTH, I0Ja,
BO3pacTa, B TOM 4YHCI€ Yy T[alUMEHTOB C caxapHblM JAMa0eToM U ceMeHHOU
TUIIEPXOJIECTEPUHEMUEH.

V 80 % mnanuenroB ¢ runepxosiectepunemueit lla u IIb tuna mo ®peapukcony (cpemuss
ucxonnas konnenrpauuss XC-JIITHIT — okono 4,8 % mmonb/n) Ha (oHE mpuema mpenapaTa B
no3e 10 mr konuentparus XC-JIITHIT nocturaer 3naueHuii MeHee 3 MMOJIb/JI.

Y nanmueHToB C  TETEPO3UIOTHOM  CEMEMHOM  TMIIEPXOJIECTEPUHEMHUEH, IOJy4YaroluX
posyBactatuH B no3e 20-80 mr, oTmedaeTcss MOJIOKHUTENIbHAs JUHAMMKA IOKa3aTesen
ounuaHoro mnpoduis (uccrnepoBanue ¢ ywyactuem 435 manmentoB). Ilocnme TtuTpoBaHUS 10
cytounoit n03el 40 mr (12 Hemenb Tepanuu) oTMedaercsl cHukeHue koHneHtpanuu XC-JITTHIT
Ha 53 %. Y 33 % nanuentoB gocruraercs kouueHTpanus X C-JITTHIT menee 3 MMoub/t.

[Tpu dhopcrupoBaHHON TUTPALUKU B OTKPBHITOM HUCCIEAOBAHUU Y 42 MAIIMEHTOB C TOMO3UTOTHOU
CEMEMHON TrunepxojieCTepuHEeMueli, NPUHUMAKOLMX po3yBacTaTUH B go03e 20 mr u 40 mr,
cpennee cHwkenne koHreHTpanuu XC-JITTHIT cocTaBnser 22 %.

Izemumud

O3etmMub uHrHOMpyeT BcachiBanue XC B kuieyHuke U 3(GEKTHBEH NPU MPUEME BHYTPb.
MexaHu3M JEWCTBHs 93€THMHOA OTJIMYAETCS OT MEXaHW3Ma JCHCTBHS JPYTHX KIACCOB
THITOJUIUAAEMUYECKUX CpeacTB (Hampumep, WHrHOHTOpoB I'MI-KoA-pemykTasbl (CTaTHHOB),
CEKBECTPAHTOB JKEIYHBIX KHCJIOT, (UOpaToB M pacTUTEIBHBIX CTaHOJIOB). MOJEKYISIPHOM
MHUILIEHBIO 33eTUMHUOa siBistercst TpaHcrmoptHeiii Oemok (Niemann-Pick Cl-Like 1, NPC1L1),
OTBETCTBEHHBII 3a BcachiBaHKe B kuiieuHrke XC 1 (UTOCTEPOIIOB.

93eTUMHO JIOKAJIN3YCTCA B meTquoﬁ KaCMKE KIICTOK TOHKOI'O KHHIICYHUKA U MNPCIATCTBYCT
BCaChbIBaHHIO XC, NpUBOAA K CHUIKCHHIO IMOCTYILICHUA XC w3 KuIIeyHHKa B IE4YCHb, 3a CUYCT
YCeTrO0 YMCHBIIAKOTCA 3aIllaChbl XC B neueHHu " YCUJIINBACTCA BCACBIBAHUC XC u3 KpOBH, B TO BpEMA
KaK CTaTHHbI I/IHFI/I6I/II)YIOT cuaTe3 XC B nedeHu. DTH PA3IMYIHBIC MCXAHU3MBI JOIIOJHAOT APYT
Apyra, npuBOJs K CHU’KCHUKO KOHICHTPAIlUN XC B mma3me KpOBH.

B 2-H€]1€J'[BHOM KIIMHUYECKOM HUCCIICI0BAaHUN C ydacTuem 18 IIaITUCHTOB C
TUIEPXOJECTEPUHEMHUEH TMMOKa3aHo, dYTO 923eTUMHO cHKan abcopbunto XC B TOHKOM
KHIIIeuYHUKe Ha 54 % 1o cpaBHEHHIO C TUIaIeoo.

CeneKkTUBHOCTD 33eTUMMOA KacaTeIbHO MHIMOMpoBaHus BcackiBaHUS XC ompenensiack B Cepuu
JOKJIMHUYECKUX HCCIIEeOBaHUM. D3eTMMHO MpPOJEMOHCTPUPOBAT CIIOCOOHOCTh MHIMOMPOBATH
BcachiBanue “*C-XoJecTeprHa M He OKa3blBal BIMAHUSA Ha BcachiBanue TI', KHPHBIX KHCIIOT,
JKEITYHBIX KUCJIOT, IPOTrecTEPOHa, STUHMWIICTPAINOJIA U KUPOPACTBOPUMBIX BUTaMUHOB A u D.
Pesynbrarel SIUAEMUOIOTMYECKUX HCCIENOBAHUN IIOKA3aJd, 4YTO CEPACUYHO-COCYIUCTas
3a00J1IeBa€MOCTh U CMEPTHOCTh HAXOAATCA B MPSAMOM 3aBUCHUMOCTH OT KoHueHTpauuid OXC u
XC-JITHIT u B o6patHoii 3aBucuMocTH oT kKoHeHTpanun XC-JIIIBIIL.

[Ipumenenue »33eTMuba B KOMOMHAIIMM CO cTaTUHAMHU 3(Q(GEKTUBHO U CHHXKEHUS pHCKa
PasBUTHSI CEPACYHO-COCYIUCThIX 3a0oneBanuii y manueHToB ¢ MBC u oCTphIM KOpOHApHBIM
cunapomoM (OKC) B anamHese.

B KOHTpoNMpyeMBbIX KIMHUYECKUX MCCIeOBAHUAX 33€TUMHUO (B MOHOTEpAMH UM B COUETAaHUH
co ctatuHOM) 3HaunMo cHWkan KourneHtparuu OXC, XC-JIITHII. Ao B u TT' u moBsiman
koHueHTpauuto XC-JIIIBII y nanineHToB ¢ runepxojaecTepuHEMHUEN.

Kpome Toro, n»3etumud He OKas3bplBajl BO3JCHCTBUS Ha IUIa3MEHHbIE KOHLEHTpPALUU
XKUpopacTBOpUMbBIX BUTaMuHOB A, D 1 E, Ha mpoTpoMOMHOBOE BpeMs U, B OTJIMYUE OT JIPYTHX
TUIIOB TUIOJIUMIUJEMUYECKUX CPEJCTB, HE HapyIlal BhIPAOOTKY CTEPOMIHBIX TOPMOHOB B KOpE
HAaJIMOYEYHUKOB.
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Kinuanueckas 2¢dekTUBHOCTE U 0€301aCHOCTh

Poszyeacmamun + 23emumu6

Henocratounas »¢¢ekTuBHOCT, MOHOTEpanuu CcTaTUHAMU (B TOM  4HMcie, Tepamus
PO3yBacTaTUHOM) U TOJIb3a NP J00aBICHUH K TEPANUU 33€TUMHOAa OCHOBAaHA HA KIMHUYECKOM
UCCJIEIOBAaHUH, B KOTOPOM IOBBIIIANACH THIOIUNHAeMUYeckas 23 PEeKTUBHOCTh pO3yBacTaTHHA
y 1385 mauueHToB rpymnIbl BBICOKOTO pUCKA.

B MHOTOIIECHTPOBOM TMPOCHEKTHBHOM OOCEPBAIlMOHHOM HEHMHTEPBEHIIMOHHOM OTKPBITOM
uccienoBanuu 1077 n3 1385 nanueHTOB OTHOCWIMCH K KaTErOpUM OYEHb BBICOKOTO pPHCKa
Pa3BUTHS CEPJICUHO-COCYAMCTHIX OCIOKHEHHH. B Xome 3-MecsaHOoro mepuoia jJedeHusl BO BCEH
NONYJIALMY NaueHToB B 1enoM KoHuentpanus OXC cuuzunack Ha 25,2 %, konnenTpamus XC-
JIITHIT na 35 %, xonuentpamusa TI' Ha 21 %, a konuentpauuss XC-JIIIBII moBwicmiace Ha
5,1%. Ha MoOMeHT okOHYaHHUs HccienoBaHus meiaeBoro mnokaszarens XC-JITTHIT (100 mr/mr)
nocturiu 58 % nanueHToB, meneBoro nokaszarens XC-JIIBII (40 mr/on ans myxuun, 50 Mr/mn
JUTSI J)KEHIIHH) — 67 % manuenToB, a nenesoro nmokaszarens TT (150 mr/mn) — 48 % nanueHTos.

Kpamxkocpounoe neuenue

[IpumeHeHne KOMOWHAIIMM pPO3yBacTaTHHA C 933€TUMHUOOM B 103MpoBKe 10 MT B CyTKH
obecrieunBasio Oojiee  BbIpaKGHHOE CHWKeHWe KoHueHtpauun XC-JIIIHII wu  maBano
BO3MOKHOCTh OOJIBIIIEMY KOJIMYECTBY MAIMEHTOB JOCTUTATh 1eeBbIX nmokazatenein XC-JITTHIIL
CornacHo pe3ynbTaTaM KIMHUYECKUX MCCIEI0BaHUM 33¢TUMHUO B COYETAaHUU C PO3YBAaCTaTUHOM
B f03upoBke 5 Mr win 10 mMr B cyTku cHmxkan koHueHtpauuto XC-JIITHII B nia3me kpoBu Ha
21 %. B TO BpeMs Kak yBeJIMYeHUE CYyTOYHOM 1036l po3yBacTaThHa 10 10 Mr umu 20 Mr cHIXKano
koHueHTpauuto XC-JIITHII na 5,7 %. IlpumMeHnenue po3yBactaTuHa B I03UPOBKE 5 MI' B CYTKH B
COYCTAaHMHM C 0J3CTHMHOOM TIPHUBOAMIO K CHUXeHUto KoHueHntparuun XC-JITIHIT OGoinee
BBIp@XEHHO, 4eM npumeHeHue 10 Mr posyBacTaTMHa, a IPUMEHEHHME po3yBacTaTWHA B
no3upoBke 10Mr B CyTKM B KOMOMHALIMM C 33€TUMHOOM MPHUBOAMIO K CHUXKEHHUIO
koHueHTpauuu XC-JIITHII B Oonblielt cremneHd, 4YeM MOHOTEpamusi pO3yBaCTaTUHOM B
n03upoBKe 20 MI' B CyTKH.

B cpaBHeHMH C TIOBBIIIEHMEM /03Bl PO3YyBacTaTHMHA, J00aBIEHHE 33€TUMHMOA MPUBOAUIO K
CTaTUCTUYECKM 3HAYMMOMY YBEIMYEHHIO 4YacTOTBl JOCTHIKEHUs KOHUEHTpamui XC-
JITTHIT < 70 wnmu < 100 mr/mr, u < 70 Mr/ajn y BceX MaMeHTOB, BBI3BIBAJIO CTATUCTHYECKH Ooce
3HAUYMMOE CHMKEHUE ChIBOpOTOUHbIX KoHIEeHTpanuii OXC, XC-ue-JIIIBII, Ao B u npusoanmno
K aHaJorn4yHbIM 3(p@dexTaM B OTHOLIEHUH JAPYTrUX IOKa3zaTened JunuaHoro obmena. B
CpaBHEHHH C YJIBOEHUEM JI03bl PO3yBacTaTHHA, 33€TUMHUO B 103UpoBKe 10 MI' B CYyTKH COBMECTHO
C po3yBacTaTMHOM B cyToyHOM 03¢ S wmr win 10 mMr oOecreunBasl 0Oojee BbIpaKEHHOE
yJIydlIeHue MoKaszaTese JUIUIHOro oOMeHa.

MHoroueHTpoBoe, paHIOMHM3UPOBAHHOE, [BOIfHOE cjernoe, IU1ane0o-KOHTPOJIUPYyEMOE,
napajjielibHoe, aKTUBHO KOHTpoiupyemoe wuccienoBanue (LPS15021) 6buto mpoBemeHo ¢
ygactheM 452 ManMeHTOB ¢ NEPBUYHOW THIEPXOJIECTEPUHEMHUEH W C BBICOKMM HIIM OYEHb
BBICOKUM PHUCKOM Pa3BHUTHUS CEPICUHO-COCYAUCTBIX 3a00JI€BaHU, KOTOPBbIE HE KOHTPOJIUPYIOTCS
JOJKHBIM 00pa3oM MPHUEMOM CTa0MIIbHOM CyTOYHOM 03Bl po3yBacTtatuHa 10 mr umu 20 Mr wiu
HKBUIIOTEHTHOTO (00Ja/1at0Iero OJWHAKOBOH (P QEKTUBHOCTbIO) CTaTHHA, 0e3 Kakou-110o
Ipyroi munuaMoauduuupyomei tepanuu. B Teuenue 6-HenenbHON (asbl JeueHus: JBOMHOIO
CJIETIOTO peXuMa:
e 208 manueHTOB ¢ BHICOKMM PUCKOM Pa3BUTHS CEPACYHO-COCYTUCTHIX 3a00JIeBaHHI ObLTH
paHIOMU3HUPOBAHbI JUIsl IpHeMa po3yBacTaThHa B 103e 10 mr u »3etumuda B 03¢ 10 mr
B Buae ¢uxcupoBaHHod kombOuHaimu n03 (PKJ) (P10/910, n=104) wmm
posyBacratuHa B 103¢ 20 mr (P20, n = 104);
e 244 manueHTa ¢ OYCHb BBICOKMM PHUCKOM Pa3BUTHS CEPACUYHO-COCYIUCTHIX 3a00J€BaHUMA
ObUIM paHIOMM3MPOBAHBI JJIsl IOJYYeHUs po3yBacTaThHa B J103¢ 20 Mr u 33eTUMuOa B
noze 10 mr B Buge ®KJ (P20/910, n=82) wnm posyBactatuHa B jg03e 40 Mr u
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a3etumuba B 1o3e 10 mr B Buge OKJI (P40/910, n =79), unu po3yBacratuHa B g03¢ 40
mr (P40, n = 83).
[TepBuyHO KOHEYHOW TOYKOW OBLIO MPOIIEHTHOE HM3MEHEHHE paccuuTaHHOro ypoBHs XC-
JIITHIT ot ucxomHoro ypoBHs 70 6-if Henenu B MmoauduuupoBanHoi | TT-nomynsanuu.

B rpyrmme nmanueHToB ¢ 0YeHb BBICOKMM PHCKOM Pa3BUTHS CEPICUYHO-COCYAMCTHIX 3a00JIeBaHHMA
cpeaHee uzMeHeHue XC-JIITHII (HauMeHbLIMX KBajpaToB) MO CPaBHEHUIO C HCXOAHBIM
ypoBHEM 10 6-ii Hemenu coctaBuio: -34,28 % mns rpynmer P40/210, -26,90% st rpynimb
P20/E10 u -14,62% pna rpynnel P40. beuo mponemoncTpupoBaHo npeumyiiectBo DPKJI
(P40/910 wim P20/310) mo cpaBHeHuto ¢ P40 mpu pasHuIle CpeaHUX 3HAYCHHM HAWMEHBIIHUX
kBapatoB -19,66 % (p <0,001) u -12,28 % (p = 0,015) COOTBETCTBEHHO.

B rpymnme manueHTOB C BBICOKMM PHCKOM Pa3BHUTHS CEPACYHO-COCYIMCTHIX 3a00JIeBaHUM
Oonbiiee cHukeHue ypoBHs XC-JIITHII nmo cpaBHEHHIO ¢ MCXOAHBIM ypOBHEM A0 6-U Henenu
take HabOmonanoch miuss DKJI: cpegnue mamenenuss XC-JIITHII (HamMmeHBITUX KBaapaToB)
cocraBmiu -27,02 % ms rpynmst P10/910 u -21,82 % ms rpynmet P20.

Knunnuecku 3naunmoe camkenue XC-JIITHII B rpymnme P10/910 nabiroganocs, qaxe HeCMOTpPS
Ha TO, YTO HE MOTJIO OBITh MPOJAEMOHCTPHPOBAHO cTaTUcTHYeckoe mpeumymiectBo P10/E10 mo
cpaBHenuto ¢ P20 (cpenuss pa3Huiia HAMMEHbINUX KBaaparos -5,20 %; p = 0,306).

[Tocne wCKIIOYEHHS AAHHBIX OJHOTO BBHIOBIBIIETO ydacTHHUKa B rpymme P10/310 pasnuma B
npoueHTHoM n3menenun XC-JITTHIT mexxay rpynnamu iedeHust Obliia CTATUCTUYECKU 3HAYMMOMN
B TpYIINE OYEHb BBICOKOTO pHCKa (pa3HUIIA CPEIHUX 3HAUYCHUM HAMMEHBIIUX KBaJpPaTOB:
P10/910 no cpasuenuto ¢ P20: -8,84 %, p = 0,026).

OO6mue pe3ynbTarhl 6€30MacHOCTH, MOTYYEHHBIE B XO€ MCCIIECOBAHUS Y TAIMEHTOB CO BCEMU
TpeMsi J03aMH, COOTBETCTBOBAIM HW3BECTHOMY MpPOGWII0 OE30MacHOCTH pO3yBacTaTHHA H
33eTUMHOA.

Honeocpounvle a¢hghexmut

OpnHoBpeMeHHOe MHTrHOUMpoBaHue abcopOumu u cuHTe3a XC oOecrieunBaeT CTaOWIbHOE U
BbIpakeHHOe CHIkeHne KoHueHtpauun XC-JIIIHII. Ilammenter ¢ HMBC, y koTophIx
kouteHTpanus XC-JITTHII cocrasisiia > 70 mMr/m1 mociie jJeueHus aTOPBACTATHHOM B JIO3HPOBKE
10 Mr B CyTKM WM pO3yBacTaTWUHOM B JIO3UPOBKE 2,5 MI' B CYTKH, ObUTH pacnpesesieHbl B /1B
IpyINIbl, OJHA U3 KOTOPBIX MOdydYala JiedeHHe KOMOMHalue »3eTumMud B no3uposke 10 mr B
cytku + cratun (N =78), npyras — ABOWHOW 1030# cratuHOB (N =72) Ha MPOTSHKCHUU
52 nenennp. bonee BeIpaxkeHHoe cHwKeHWe KoHneHTpammu XC-JITTHIT HaOmromanock u
COXPaHSJIOCh BIUIOTh 10 52 HEJeNb B IpyMIie, MOJyJyaBllei JJeueHne KoOMOUHaIen 33eTuMud +
CTaTHH, B TO Bpems Kak koHueHTpauus XC-JIITHII noBTopHO moBblmanach uepe3 12 Henenb B
IpyIIIe, TOJyYaBILIEH JICUEHNUE JBOMHOM 10301 CTaTHUHA.

eTH
ITpumeHeHne npenaparta y AeTedl U MOAPOCTKOB B BO3pacTe Miajme 18 jeT mpoTUBONOKAa3aHO
BBU/JIy OTCYTCTBHUS JaHHBIX O 6€30MacHOCTU U 3PPEKTUBHOCTH.

5.2. apmakoknHeTHYECKHE CBOHCTBA

Cpennue 3HaueHus: AUC u Cmax 1151 po3yBacTaTHHA W 33€TUMHOA HE OTIMYAINCH y TPYIII
NallMeHTOB B MOHOTEpalMu TpenapaToM M IpH  OJHOBPEMEHHOM mpuMeHeHuH 10 mr
posyBactatuHa 1 10 Mr 33eTumMuoa.

AOGcopbuus

Pozysacmamun
Cmax poO3yBacTaTWHa JOCTHTAeTCS MPUONM3UTETBLHO dYepe3 54 TMocjie MpHeMa BHYTPb.
AOcomoTHas GMOIOCTYTHOCTh PO3yBacTaTHHA COCTaBIsAeT mpubausuTenbHo 20 %.
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Dzemumud

[Tocne mpuema BHYTpb 33eTUMHO ObICTpO abcopOMpyeTCsi U WHTEHCUBHO KOHBIOTHUPYET C
oOpazoBaHueM (papMaKOJIOTMYECKH aKTUBHOTO (PEHOJIBHOTO TIIOKYypOHHIA (33€THMHO-
TIIOKYpOHHT). Cmax TOCTUTAeTCs B TeUEHUE 1—2 4acoB AJs 33€TUMHO-TIIOKYpOHHIA U yepe3 4—
12 qacoB mnsa 33etumMuba. AOCONIOTHYIO OHMOJOCTYITHOCTh 33€TUMHOA HEJb3sl OMNpPEICTUTh,
MOCKOJIbKY BEIIECTBO MPAKTUYECKU HEPACTBOPUMO B BOJIE.

[Tpuem numy (C BBICOKMM COJICP’KAaHHEM JKUPOB WM 0€3 TaKOBOI'O) HE OKAa3bIBAJI BIUSHHS HA
OMOJOCTYITHOCTh 33€THMHOA TPU TPUMEHEHHUU €ro B BHJE TaOJIETOK. D3eTUMUO MOXKHO
NPUHUMATH C THIIECH WK HATOIIAK.

Pacnopenenenne

Pozysacmamun

Po3yBacTaTH MHTEHCHMBHO 3aXBaTbIBACTCS KJIETKAMH IE€UEHHU, KOTOpPAsl SIBJISETCS OCHOBHBIM
mectoM cuHTe3a XC wu xmmpenca XC-JIIIHII. O6vem pacrpeneneHusi po3yBacTaTHHA
cocraBisier npuOmm3uTenbHo 134 n. [Mpubmmsurensno 90 % posyBacTaTuHa CBSI3BIBACTCS C
OenkaMH I1a3Mbl KPOBU, MPEUMYIIIECTBEHHO C AIbOYMHHOM.

Izemumud
33eTuMHO U I3ETUMHUO-TIIIOKYPOHH]I CBA3BIBAIOTCS ¢ OelKaMH Iia3Mbl KpoBHu Ha 99,7 % u 88—
92 % COOTBETCTBEHHO.

BI/IOTDaHCd)ODMaI_[I/IH

Pozysacmamun

PozyBactatun 6uorpancopmupyetcs B nedyeHu B HeOounbioii creneHu (okono 10 %), Tak kak
SBISIETCA HENMPO(QWIBHBIM CcyOCcTpaToM iisi W30(EpMEHTOB CHUCTEMBbI ITOXpoMa P450.
OcHOBHBIM  H30()epMEHTOM, YYACTBYIOUIMM B METa0OIU3Me pO3yBacTaTHWHA, SBISETCS
uzopepmerr CYP2C9. Mzodepmentsr CYP2C19, CYP3A4 u CYP2D6 BoBjIcueHB B
MeTa00JIM3M B MEHBIIIEH CTEIICHH.

OCHOBHBIMH METa0OJIUTaMH pO3yBacTaTHHA SBISIOTCS N-IHCMETHIPO3yBaCTaTHH U JTAKTOHOBEIE
metaboauThl. N-gucMeTmiposyBacTaTuH mpubau3uTenbHo Ha 50 % MeHee aKTHBEH, 4YeM
pO3yBacTaThH, JIEUCTBUE JAKTOHOBBIX METAOOJIMTOB KJIMHHYECKH He 3HauuMmo. bomnee 90 %
(bapMaKoJIOTHYECKOM aKTUBHOCTU MO MHruOMpoBaHuio mupkynupytomein I'MI'-KoA-penykTassl
obecreunBaeTcst pO3yBaCTaTUHOM, OCTAIbHOE — €r0 METa0O0IUTaMHU.

Dzemumud

Metabonu3m 33eTHMHOa MPOUCXOMUT, TIIABHBIM 00pa3oM, B TOHKOM KHIIEYHUKE U TICYCHH
NyTeM KOHBIOTAllMM ¢ IIIOKypoHHnoM (peakuus Il gaspl) ¢ mocienyromum BBIBEICHHEM C
KEIYbl0. O3eTUMUO MHHHMAJIbHO TOJBEPraeTcsi OKHUCIUTENbHOMY MeTa0onu3My (peakuus
| pa3br). Konuentpamum 33eTuMuba M 33€TUMUO-TIIIOKYPOHUAA (OCHOBHBIE IPOU3BOJHBIC
93eTUMUOA, orpeesieMble B mia3me Kposu) coctasisioT 10-20 % u 80-90 % cooTBeTCTBEHHO
0T O0IIel KOHIEHTpalMu 33eTUMHOa B IJIa3Me KPOBH. D3€TUMHO U 33€TUMHUO-TIIOKYPOHU
MEIJICHHO BBIBOJISATCSI M3 OPTaHU3Ma B IPOIIECCEe KUIICYHO-TICUCHOYHOH perupKysiiun. [lepron
nonysbiBeneHust (T'2) s 23etuMuba M 33€TUMUO-TIIIOKYPOHHJA COCTaBJIsIeT MPUMEPHO
22 gaca.

OIMMUHALUA

Pozysacmamun

Oxkono 90 % no3pl po3yBacTaTMHA BBIBOJWUTCS B HEU3MEHEHHOM BHJIE€ 4Y€pe3 KHIIEYHUK,
OCTaBILASICS YaCTh — MOYKaMH. 1% cocTaBiseT NpuOIM3UTENbHO 19 yacoB, HEe U3MEHsETCs MpU
YBEIMUEHUHU 03Bl Ipenapara. CpenHee 3HAUEHHE NEOMETPUYECKOrO IUIa3MEHHOIO KIIMpPEHCa
cocrapisieT npubauzurenbHo 50 /49 (koagdunuent Bapuanuu 21,7 %). Kak u B cnyuyae npyrux
uHruouropoB I'MI'-KoA-penykraspl, B mpolecc MEYEHOUYHOro 3axBaTa Iperapara BOBICUEH
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crenuduaeckuit MeMOpanHbd Tosnentul — nepeHocynk OATP-C, BBIMOTHSIOMUNA BaXKHYIO
POJIb B €TO MEeUYECHOYHOM JJIMMUHAIINU.

Dzemumud

[ocne npuema BHYTph 20 Mr 4C-meuennoro »3etummba B IUIa3sMe KpOBH OBLIO OOHAPYKEHO
93 % cymMmapHoro s3zerumuba (33eTUMUO + IZETUMHUO-TIIIOKYPOHHI) OT OOIIEro COAep:KaHUs
paZivoOaKTUBHBIX KOMIOHEHTOB. B Tteuenue 10 nHelt npubnusurensHo 78 % NPUHATHIX
pPaZMOaKTUBHBIX COCIUHEHHMI OBLJIO BBIBEICHO Yepe3 KHILIECYHHK C kemubto, 11 % — moukamu.
UYepes 48 yacoB pagloaKTUBHBIX MTPOAYKTOB B IIa3Me KPOBH OOHAPYKEHO HE OBLIIO.

JINHEWHOCTE

CucreMHO€e BO3/IEHCTBUE PO3yBAaCTaTUHA YBEIMYUBAETCS PONOPLMOHATIBHO J03€.
OTCyTCTBYIOT U3MEHEHUS (PapMaKOKHMHETUYECKUX ITapaMeTPOB MPHU €KEITHEBHOM MpUEME.

Oco0Bble IPVIIILI TAIUEHTOB

ITleuenounas neoocmamournocmes

Poszysacmamun

VY nauuMeHTOB ¢ MEYEHOYHON HEeIO0CTaTOYHOCTBIO, OLEHEHHOM B 7 0a/UIOB M HIDKE IO LIKaye
Yaitna-1Ibto, He BBISABIEHO yBenuueHHUs T2 po3yBacTaTHHA, y NAIMEHTOB C IE€YEHOYHOU
HE/I0CTaTOYHOCThIO, OlleHeHHOU B 8 1 9 OamoB no mkaine Yaina-ITeto, oTMeueHO yBenuueHue
T B 2 paza. OnbIT npUMEHEeHH TIperapara y ManueHToB ¢ 0oJiee BEIPAKCHHBIMU HapyIICHUSMU
(YHKLNU IEYEHU OTCYTCTBYET.

Izemumud

[Tocne omHOKpaTHOTO MpUeMa 33eTuMuba B n1o3upoBke 10 mr B cyTku cpeanee 3HaueHue AUC
CyMMapHOro 23eTumMuba Obuto B 1,7 pasa Oonplle y MAaNUEHTOB C IEYCHOYHOU
HEJOCTAaTOYHOCTHIO JIETKOW cTeneHu (5-6 6amnoB mo mikane Yaiina-I1pr0), yeM y 310pOBBIX
noOpoBosblieB. B 14-mHeBHOM HccienoBaHWU NMPUMEHEHMs 33eTUMHOa B ao3upoBke 10 mr B
CYTKH C y4acCTHEM MAIMeHTOB C MEYCHOYHON HEJOCTaTOUHOCThIO Cpe/lHel cTeneHu TshkecT (7—
9 6amutoB mo mkane Yannn-Ilero) cpeanee 3Hauenne AUC cymmapHoro s3ernmubda
YBEIMYUBAIOCh B 4 paza Ha 1-il u 14-ii neHb MO CpaBHEHUIO CO 3AOPOBHIMHU JOOPOBOJBIIAMH.
JIs1 manyMeHToB ¢ MEYEHOYHOW HEJ0CTaTOYHOCTHIO JIETKOM CTENEHU THXKECTH KOPPEKIUsS T03bI
npemnapata He TpeOyercs. [Tockonpky mocnenctBus yBenuueHus 3HaueHus AUC cymmapHOro
93eTUMHOA HEU3BECTHBI, 9J3€TUMHUO HE PEKOMEHJIOBaH TMAalMeHTaM C T[EeYEHOYHOU
HEJIOCTAaTOYHOCTHIO CpefHel creneHu TsokecTH (7-9 6amnoB mo mkane Yaitna-I1ei0) u Tsoxenoin
creneHu Tsokectu (6osee 9 6amtos no mkane Yaina-I1e0) (cM. pasaen 4.4.).

Toueunas neoocmamounocms

Pozysacmamun

Y manuMeHTOB C TOYEYHOH HEAOCTATOYHOCTHIO JIETKOM M YMEPEHHOW CTENeHH TSHKECTH
TTa3MEHHBIC KOHIICHTpAIMM po3yBacTaTuHa Wiu N-TucMEeTHIIpo3yBacTaTHHA CYIIECTBEHHO HE
MEHSIOTCA. Y TAlUMEHTOB C Tsbkenod mouedHod HemoctarouHocThio (KK < 30 mu/muH)
KOHIIEHTPAIUs PO3yBaCTaTHHA B IJIa3Me KPOBH 10 CPABHEHHUIO CO 3JI0POBBIMH JIOOPOBOJIBIIAMU
BhIIe B 3 pa3a, @ N-mucmetmiiposyBactatuna — B 9 pas. KoHneHTpanus po3yBactaTiHa B Iia3Me
KpOBU y TAIMEHTOB, HaXOAAMIMXCS Ha TeMoauanu3e, npuoiauzuteasbHo Ha 50 % BbIle, 4eM y
3JI0POBBIX JJOOPOBOJIBIIEB.

Dzemumud

[Tocie ogHOKpATHOTO MpHeMa 33eTUMHOa B CyTOYHOW jg03¢ 10 Mr y MaIMEeHTOB C TSXKEIOoU
nouyeyHoir HemoctatoyHocThio (N =8; CK® < 30 m/mun/1,73 M2) cpemasis  AUC s
CYMMapHOTO 33¢TUMHOA yBEIWYHMBAJIACh MPUOIU3UTEILHO B 1,5 pa3a B CpPaBHEHHUHU CO
310poBbIMH  TariieHTamMu (N =9). DTOT pe3ysibTaT HEIb3s PACICHHBATh KaK KIMHUYECKU
3HAYMMBIi. Y MaIMEHTOB ¢ HapyIIeHHEeM (QYHKIIMH TOYCK KOPPEKIIUH JI03bI HE TpeOyeTcs.
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OaMH NanueHT B 3TOM HCCICIOBAaHWU (IIEPEHECIINH TPAHCIDIAHTAIMIO MOYKHA M TTOJTyYaBIIHA
0OJIbIIIOE KOJIMYECTBO JICKAPCTBEHHBIX CPEACTB, BKIIIOYAs LMKJIOCIOPUH) MMel 12-kpaTHoe
yBenudeHue 3HaueHus AUC cymmapHoro 33etumuoa.

Bospacm u non

Posysacmamun
Knuauveckn 3HaYMMOro BIIHMSIHHST BO3pacTa WIIM IMOJia Ha (apMaKOKHHETUKY pO3yBacTaTWHA Y
B3POCJIBIX MAIMEHTOB HE OTMEYAJIOCh.

Izemumud

[Ina3MeHHbIE KOHIIEHTpPAlMM CYMMAapHOTO 33eTUMHOAa NpUOIM3UTENIbHO B 2 paza BbIIE Yy
MAIMEHTOB MOXWIOTO Bo3pacTa (> 65 net), ueM y monoasix nanueHtoB (18—45 ner). Crenens
camwkenus koHueHtpanuu XC-JIIIHIT u npodmipe OGe3onmacHOCTH OBLIM  COMOCTAaBUMBI Y
MAIMEHTOB TOXHIIOTO BO3pacta W 0ojiee MOJIOABIX TAIMEHTOB, MPHHUMABIIUX 33ETHUMHO.
[TarueHTaM MOKUIIOTO BO3pacTa KOPPEKIUH 1036l HE TpeOyeTcs.

KonnenTpanuss cymMMapHOTo »33eTHMHOA B TUIa3ME€ KPOBH HEMHOIO BBINIE Y IKCHIIUH
(mpubnusurensHo Ha 20 %), ueM y myxuuH. Ctenenb cHuxeHus: konuentpauuu XC-JIITHIT u
npoduias OE30MacCHOCTH COMOCTAaBUMBI Y MYXKYHH W OJKEHIIWH, MPUHUMAIONINX 33CTHMHO,
MO03TOMY KOPPEKIHS 03Bl HE TpeOyeTcsl.

Omuuueckue pynnoi

Poszysacmamun

AUC u Cpax y TpeacTaBuTeliei MOHTOJIOMJIHON pachkl (STOHIIBI, KUTAMIIBI, (DUITHIITAHIIG,
BbETHAMIIBI U KOpEHIbI) B 2 pa3a BHIIIC, YeM Yy TMPEACTaBUTENEH €BPOMEOUTHON pachl.
Y unmmiiieB  cpeanuie 3HaueHuss AUC m Cmax yBenmmueHwsl mpuOimsutensbHo B 1,3 pasa.
[TomynsioHHbI (hapMaKOKMHETHYECKU aHAJINU3 BBISIBUI OTCYTCTBHE KIMHUYECKH 3HAUYMMBIX
paznuunii B hapMaKOKHHETHKE MKy TPYIITIaMH JIUI] €BPOIICOMTHON U HETPOHTHOM pac.

I'enemuueckuii nonumopguszm

Pozyeacmamun

Wuruburoper I'MI-KoA-penykTa3sl, B TOM 4YHCI€ pPO3yBacTaTHUH, CBS3BIBAIOTCS C
tpancnoptabiME Oenkamu OATP1B1 u BCRP. V nocureneit renorunos SLCO1B1 (OATP1B1)
¢.521CC u ABCG2 (BCRP) c.421AA ormeuanoce yBenuuenue AUC posyBacratuHa B 1,6 u
2,4 pa3za COOTBETCTBEHHO IO cpaBHeHUIO ¢ HocuTessivu reHotunioB SLCO1B1 ¢.52ITT u ABCG2
c.421CC. B HacTos1iee BpeMs clielU(pHUecKoe TeHOTUITUPOBAaHUE B KIIMHUYECKOW MpPaKTUKE HE
NPUMEHSETCS, HO IS MalMeHTOB C W3BECTHBIM TMOJIMMOP(U3MOM PEKOMEHAYETCS MEHbIIas
CYTOYHasl 103a pO3yBacTaTHHA.

6. ®APMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHbIX BelIECTB

Poxkcepa [lmtoc, 10 mMr + 10 Mr, TabJaeTKH, MOKPHITHIC IIICHOYHON 000710YKOU
Aopo

[{emtrono3a MukpokpucTanaeckas PH-112

JlakTo3a

ManHuTON

KpocnoBunoH, Tun A

Kpockapmenno3za Hatpust

Marnus creapat

IToBumon K 30

Hatpus naypuicynsgat
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Kpemuust nuokcu KoJIOUIHbIN, 0€3BOTHBIN
Obonouka nienounas

JlakT03BI MOHOTHIPAT

I'unpomennosa

Turtana auokcun (E171)

Tpuauetun

Kpacurens xene3a oxcu sxentoiil (E172)

Poxkcepa Iltoc, 20 mr + 10 Mr, TabJIeTKH, TOKPHITHIE TNIEHOYHOH 000JI0YKOM
Aopo

[emmono3a Mukpokpuctamnaeckas PH-112
JlakTo3a

Mannuron

KpocnoBugon, tTun A

Kpockapmenno3sa Harpust

Marnus cteapar

[ToBumon K 30

Hatpus naypuicynbdar

Kpemuust 1uokcu KOJIOUTHBINA, O€3BOTHBIH
Obonouxa nienoynasn

JlakTO3BI MOHOTHAPAT

l'unpomennosza

Turana quokcun (E171)

Tpuanernn

Kpacutens xenesza okcup kpacHblil (E172)

Poxcepa Ilntoc, 40 mr + 10 mr, TaOGIETKH, MOKPHITHIE MICHOYHOW 000I0YKOM
Aopo

[emtrono3a Mukpokpuctamumyeckas PH-112
Jlakro3a

MannuTON

Kpocnosunon, tTun A

Kpockapmennosa HaTpus

Marnus creapat

[ToBumon K 30

Harpus naypuncynbdar

Kpemuus 1uokcu KoIIouHbINA, O€3BOIHBIHM
Obonouka nieHouHast

JlakTO3BI MOHOTHIPAT

I'mnpomennosa

Turana auokcun (E171)

Tpuanerun

Kpacurens xeneza oxcup kpacHsiil (E172)
Kpacutens xenesa okcun yepnsiii (E172)

6.2. HecoBmMecTUMOCTH
Henpumennmo.
6.3. Cpok rognocTu (CpoOK XpaHeHus1)

3 rona.
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6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPHU XPAHEHUU
XpaHuTh npHu TemnepaType He Boiie 25 °C, B OpUriHaIbHON yIakoBKe (OymcTep).
6.5. Xapakrep u coaepkaHue YIIAKOBKHU

[To 10 Tabmerokx B Onucrepe W3 KOMOMHMPOBAHHOTO —MaTepuaja OpPHEHTUPOBAHHOTO
HOJTMAMU/1a/ ATTFOMUHHS/ TTOJMBUHIIIXJIOPU/IA M (POJIBIY ATFOMUHUEBOM.

ITo 3, 6 wm 9 GmucrepoB (o 10 TabreTok) BMECTe ¢ JMMCTKOM-BKIIAJBIIIEM MOMEMIAOT B MAYKy
KapTOHHYIO.

He Bce pa3mepsl ynakoBOK MOTYT OBITh JOCTYIIHBI JUISl pealu3aliu.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH TNPH  YTHIM3AIUU  MCIOJIb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpenapara WM OTXO0JA0B, TOJYYEHHBIX TOCJe NPUMEHEeHus
JIEKApPCTBEHHOI0 Mpenapara, u Apyrue MaHUIyJ/IsIHU ¢ NPenapaToM

OcoOble TpeOOBaHUsI OTCYTCTBYIOT.

7. JEPKATEJIb PETUCTPAIUOHHOI'O YAOCTOBEPEHUSA

CnoBenus

AO «KPKA, n.1., HoBo mecTo»
[Imapsbemika necra 6, 8501 Hoso mecTo
Tenedon: +386 7331 21 11

®axc: +386 7 332 15 37

Anpec anektponHoi# outsr: info@krka.biz

7.1. IlpeacraBure/ib AepKaTesss peruHCTPAllMOHHOIO YA0CTOBEPECHUS

[IpereH3uun morpeduTeNeii HANPaBIATh MO aapecy:
Poccniickas @enepanns

000 «KPKA-PYC»

143500, Mockogckas 00u1., T. Uctpa, yin. MockoBckas, 1. 50
Tenedon: +7 (495) 994 70 70

daxc: +7 (495) 994 70 78

Anpec snextpoHHO# mouThl: Krka-rus@krka.biz

Pecniy6nmka benapychb

[TpencraButenscTBO AkumonepHoro obmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecnybnuka Cnosenust) B Pecriyonuke benapychb

220114, r. Munck, yn. @unumoHnoBa, 1. 2507, oduc 315

Tenedon: 8 740 740 9230

@axc: 8 740 740 9230

Anpec snektponHoi mouthl: info.by@krka.biz

Pecny6iinka Kazaxcran

TOO «KPKA Ka3zaxcran»

050040, r. Anmatsl, Mukpopaiton KOKTEM-1, nom 15A, oduc 601
Tenedon: +7 (727) 311 08 09

Anpec snekrponHoi nmoutsl: info.kz@krka.biz

PecryOnnka Apmenust
[TpencraButensctBO «Kpka, a.1., HoBo MmecTo» B PecniyOnuke ApmeHus
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0001, r. EpeBan, yn. Han6anasu, 1. 106/1 («CASAT-HOBA» BUSHEC-IIEHTP), oduc 103
Tenedon: +374 11 560011
Anpec anekrponnoit moutsl: info.am@krka.biz

Keipreizckas Pecrybnuka

[IpencraButensctBo AO «KPKA, ToBapHa 3apasui, 1.1., HoBo Mmecto» B Keipreizcrane
720040, Yyiickas o0Gnacts, r. bumkek, Oynbap DpKuHAMK, 1. 71, G0k A

Tenedon: +996 (312) 66 22 50

Anpec snekrponHoi nmouthl: info.kg@krka.biz

8. HOMEP (HOMEPA) PETUCTPALIUOHHOI'O YIOCTOBEPEHUSI

JITI-Ne(003341)-(PT-RU)

9. KATEI'OPUSA OTITYCKA JIEKAPCTBEHHOT O ITPEITAPATA

JlexapcTBEeHHBIN ITpenapaT OTHOCUTCS K KATETOPUM OTITYCKA «IIO PELEHTY.

OOmass xapakTepucTHKa JeKapcTBeHHOro mnpemnapata Pokcepa Ilmoc moctymHa B eauHOM
peecTpe 3aperucTpUpOBaHHBIX JIEKAPCTBEHHBIX cpeAcTB EBpa3uiickoro 3KOHOMHUYECKOTO COH3a
U Ha OQUIMAIBHOM caiTe YIOJHOMOYEHHOTO opraHa (dKCIEPTHOH OpraHu3alllif)

https://Ik.regmed.ru/Register/EAEU_SmPC.
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