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10 MEAUIMHHCKOMY NPHMEHEHHIO JIe

Toprosoe Ha3Banue npenapara:
MEPTEHWI® (MERTENIL®)

Me:xxynapoanoe HenatenroBanHoe Hazpanne (MHH): posysacratun (rosuvastatin)
®opMa BBINYCKa: TaGIETKH, IOKPHITHIE INIEHOYHOMN 060109KOi

Cocras

Kaxcnas tabnerka, MOKpHITas IJIEHOYHON 06OI0UKOI, COJZICPXKHUT:

Heiicmeyouee sewgecmeo:

TabneTku, NOKpBITEIE IUIEHOYHOH 06ONOYKOH, 5 MT: pPO3yBaCTaTHH KaJlbUHi 5,2 Mr
(3KBHMBANIEHTHO 5 MI' pO3yBacTaTHHA).

TabneTku, MOKpPBITBIE IUIEHOYHOM 060m04Koid, 10 Mr: posyBacTaTuH Kaimbiua 10,4 Mr
(3xBuBanenTHO 10 Mr po3yBacTaTHHA).

TabneTky, IOKDEITHIE ILIEHOYHOH 060m0uKol, 20 Mr: po3yBacTaTuH Kambnus 20,8 Mr
(3kBHBaIEeHTHO 20 MI PO3yBacTaTHHA).

Bcnomozamensnuie gewiecmea:

JlakTo35l MOHOTHEpAT, LEWON03a MHKPOKPHCTAIITHYECKAS 12, MarHusS THAPOKCH,
KPOCTIOBHJIOH THII A, MarHus CTeapar.

Cocmas naenounoii 06onoyxu:

Onanpait 11 Geblit (I0IMBUAAIOBEI COMPT, THTAHA JUOKCH E171, maxporon 3350, Tanek).

Onucanne

Tabremxu, noxpeimvie nienoynos obonoukot, 5 me:

Benbie wn nourn Genble, KpYIIibie MBOSKOBBIIYKIIEIE TabJIeTKH, MOKPHITHIE IIEHOYHOH
000I109KO#H, AHaMETpOM 0KoJI0 5,5 MM. Ha oroit CTOPOHE TabJIETKH HMEETCS IPaBUpPOBKA
«C33».

Tabnemxu, noxpeimeie nnenoynoii o6onouxod, 10 mz:

Benele wmu mourn Genble, Kpyribie JBOSKOBBITYKJIBIE TaOJIETKH, IOKDPHITEHIE IICHOYHOM
obomoukoi, muamerpom okono 7,0 mm. Ha ommoit CTOpPOHE TabJETKH HMeeTcs IpaBHPOBKA
«C34».

Tabremxu, noxkpvimeie nnenoynoii obonoukoii, 20 mz:

Bensie wmi mouarn Gemwble, Kpyrimie ABOSIKOBBIMYKIIbIE TAabJETKH, MOKPHITEIE IUICHOYHOMH
obomoukoi, nuamerpom okono 9,0 mm. Ha ommoit CTOpPOHE TabNETKH HMeeTCs TPaBHPOBKA
«C35».

DapMakoTepaneBTHYECKAs rPyINa: Huruburops1 'MI'-KoA-penyKkTassL.
Koa ATX: C10AA07

®apMaKoI0ruIecKHe CBOHCTBA

DapMakoIHHAMHKA

MexanusM nelictBas

PosysacraTuH mnpencrapiser co6olf CeneKTHBHBIN M KOHKYpeHTHBIM HHruburop I'MI-KoA-
penykrasel, (¢epMeHTa, NpPEeBPAIAIOIIETO 3-TH/IPOKCH-3-MeTHITTIOTAPHIKOIH3MM A B
MCBAJTIOHAT, KOTOPBIM SBIIETCS MpPEIIIECTBEHHHKOM XOJNECTepHHA. OCHOBHON MHIICHBIO
NEHCTBHS PO3yBacTaTHHA SBIIIETCS MEY€Hb, Iie OCYIIECTBIIETCS CHHTE3 xonecrepuna (XC) u
KaTabo/IH3M JTHIONPOTEHHOB HU3KOM ILIOTHOCTH (JITIHII).
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AT DecrGATEH Benxpye:

Po3yBacTaTHH yBeIMIHBAET YHCIIO «I€YEHOTHBIX) penentopoB{IITHIL Ha. ioBepxsocTr KIETOK,
IIOBBIINAA 3aXBaT U kataboausm JITTHIT. :
OH Takxe TOPMO3HT CHHTE3 XONECTEPHHA JMIONPOTEMHOB OYeHb HU3KOH mroTHocTH (JITIOHIT)
B KJICTKaxX IEYCHH, TEM CaMbIM CHHXad obmee coneprxarue JITTHIT u JITTOHIL
®apmaxonuHaMugeckue 3 hexTr
PosyBacTaTHH CHM)XXaeT HOBBINEHHOE conepxxanue xonecrepuna JITHIT (XC-JITTHIT), o6mero
Xonecrepuna u Tpuriuuepunos (IT), moBsmmaer comepxanne XOJICCTEPHHA JIUTIONPOTEHHOB
BBICOKOH mioTHOCTH (XC-JITIBIT), a Takxe cHEXaeT COZIepXXaHHUE aNoJUNONpoTerHa B (AmoB),
XC-meJITIBI1 (comepxaHue 06Imero XOJICCTEpHHA 33 BBIYCTOM COMNEPKAHHA XOJECTEPHHA
JIIBIT), XC-JIIIOHII, TT-JITIOHII u YBEIMYHMBACT yPOBEHB aNoIUIONpoTenHa A-I (AnoA-I)
(cM. Tabnuny 1). Po3yBacTaTHH CHEXAET COOTHOIIEHHE XC-JITHIV/XC-JITIBII, o6umit XC/XC-
JIIBIT, XC-neJITIBIT/XC-JIIBII 1 AnoB/AmoA-L

Tabmuna 1. JlososaBucamerit addext Y HAlHEHTOB C MEPBUYHOM IHIEpXONeCTepHHEMHEH (THIT
IIa u IIb) (cpenuee CKOPPEKTHPOBAHHOE IPOLCHTHOE U3MEHEHHE [0 CPABHEHMIO C MCXOHBIM
3HA4YCHUEM).

Ho3a Komnuecreo | XC- | O6mmii | XC- T XC- AnoB | AnoA-

nanuenTos | JIITHII XC JIIIBII ueJIIIBIT I
I[Tnane6o 13 -7 -5 3 -3 —7 -3 0
5wmr 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

TepanesTiueckuit 3¢pdexT MoxeT GHITH AOCTHTHYT B TE€YECHHE ONHOM HENENM MOcje Hadana
JieIeHud, Jepe3 2 Hememt mocturaercs 90% OT MaKCHMAIbHO BO3MOXKHOT0 3bdekra. O6BMHO
MaKCHMAJIbHO BO3MOXHEBIM TepaneBTHYECKHH 3hdeKT mocTHraercs depes 4 Hemenu u
II0/IepXKUBACTCA IPH NalbHEHITIEM IPHEMe TIpenapara.

Knvnngeckas sadpdexruprOCTS U 6e30macHOCTE

Posysacratun sddexruBen npu newemmu B3POCIIBIX TAaMEHTOB C THIEPXOJIECTEPHHEMHUEH,
CONPOBOXNAIOIMIENCS M HE CONPOBOXKAAIOLIEHCS TUNIEPTPUTIIHIEPUAEMHEH, HE3aBUCHMO OT
PacoBOH NPHHAUIEXHOCTH, [OJAa WIH BO3PACTa, a TAKKE OCOBEIX HONYJIAUMH IIal[EHTOB,
HAalPUMED,  CTpajAlom|X  AuabeTOM WM  NaNHeHTOB ¢ ceMeHHOI dbopmoii
THNICPXO0JIECTEPHHEMHH.

Ilpn amamise cBOAHBIX maHHBIX WccemoBammii I ®@asbl 6BUIO TIOKA3aHO, YTO po3yBacTaTHH
30 (heKTHBEH NpH JTedeHHH GONBIIMHCTBA IIAUCHTOB ¢ runepxosectepunemueii tumna Ila u IIb
(cpemnme ucxomuele mokasatemn XC-JITTHIT OKONO 4,8 MMOJB/I) C HENbl0 CHIKEHHS
TIOKa3aTeNel B COOTBEICTBHH C IENEBHIMH 3HAYCHHSMM Esponeiickoro ofmecrsa 1o
H3y4eHHIo aTepockiieposa (EAS; 1998); npumepro y 80% NalHeHTOB, IOJIyYaBINUX JeUCHHE
posyBacTaTHHOM B no3e 10 Mr, 6buta AOCTATHYTBI ueneBble mokasarenn XC-JITTHII,
pexoMenioannele EAS (<3 Mmons/n).

B KPDynHOM  HcClIefoBaHUH 435 MalUeHTOB ¢ TETEPO3UTOTHOH  ceMeiiHoi
THIICPXOJICCTCPHHEMHUEH MIONyYald po3yBacTaTiH B no3e or 20 1o 80 Mr B pexume
$opcupoBaHHOrO THTpoBaHHS. Bce M03BI OKA3LIBAM OaronmpusTHOe BO3melCTBHE Ha
KOHICHTPAWH JIMIIAAOB M B OTHONIEHUM JOCTHIKCHHS TEPalleBTUYECKUX wened. I[locne
THTPOBAHHA N0 CYTOUHOM Mo3bl 40 Mr (12 Hepens nevemms) koHueHTpauun XC-JIITHII 65utu
CHIDKEHBI Ha 53%. Y 33% namueHToB 6BHUIH AOCTHTHYTBI LieneBble mokaszatenu XC-JIITHII,
pexomennoBanuble EAS (<3 mmons/n).

B orkperToM HCcnenoBanuu ¢ npuMenennem (OpCHPOBAHHOTO THTPOBAHHS OLEHWBANCS OTBET
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Tpixas MAHHCTENCTRA 5/ PARGOXPRTANTA z
42 manueHTOBR ¢ TOMO3HUTOTHON dopmoit cemeitHol THIT :pkoneci‘e j %5 " RREICHYe
posyBactaTtuaa B jjo3e 20—40 Mr. B momyndnuu B HeENOM CpefHee CHUKEHHE KOHIIEHTpallHH
XC-JIITHIT coctasuio 22%.

B KIIMHPYeCKHX MCCNENOBAHMAX C Y9aCTHEM OIPAHHUYCHHOTO 9HC/IA TIAHEHTOB OBUIO MIOKa3aHo,
9TO PO3yBacTaTHH 00NafaeT AONOSHMTENBHBIM JeHCTBHEM, HANPABICHHBIM HA CHIDKEHHE
KOHICHTpald TPUIIIMUEPHIOB, IIPH €r0 NPUMEHEHHH B KoMOMHauuu ¢ (eHoDuOpaTOM, H
yBemmauBaeT KonUeHTpanun XC-JIIIBII npu mpumeHeHnm B KOMOMHANMM C HHAHHOM
(cM. pasnen «Mephl IPeAOCTOPOKHOCTHY). :

B MHOrOnEHTpOBOM JBOMHOM CiemoM I1aUe60-KOHTPOIHPYEMOM KIMHHYECKOM HCCIIEA0BAHHH
(METEOR) 984 maumenta B Bo3pacte oT 45 10 70 IeT ¢ HH3KHM PHCKOM HIIEMHYECKOH
bonesnn cepana (<10% mo @peMuHreMCKOM mKane pucka (@IIP) B Teyenune Gonee 10 ner) u
cpeanuM noxasarenem XC-JITIHIT 4,0 mmons/it (154,5 mr/mn), Ho ¢ cyOxmHIYecKo# hopmoit
aTepoCKiIepo3a (ONMpeienseTcss MO TOMIWHE KOMIUIEKCa WHTHMA-Menua (KMM)) 6pum
PaHZIOMU3HPOBAHEL [ NOJYYeHHs po3yBacTaTHa B no3e 40 Mr B CyTKM WM miane6o B
TedeHHe 2 jier. Po3yBacTaTWH 3HAYMTENBHO 3aMemIAN ckopocTh yrtommenus KUM ma 12
YHacTKax COHHOH apTepHH, 10 CPAaBHEHHIO ¢ Mane6o, Ha —0,0145 mm/rox [95% noBepurenpHbIi
unTepBan —0,0196, —0,0093; p <0,0001]. U3menenue mo CPaBHEHHUIO C HCXOMHBIM IIOKa3aTeyleM
cocrapwio -0,0014 mm/rox (-0,12%/ron [BenocToBepHO]) B Tpymme posysacTaTHHa, IO
CPAaBHEHHIO ¢ nporpeccupoBanueM +0,0131 mm/rox (1,12%/rox [p <0,0001]) B rpymme miarne6o.
IIpamas xoppeisiuus Mexmy ymenblmenmem Tommuasr KUM m CHHDKEHHEM pHCKA pPa3BHTHUS
CCPACHIHO-COCYCTBIX OCNOXHEHHH NO CHX NOp He yCTaHOBEHA. Y MOMyJiSuuH HalHEeHTOB,
u3y4eHHOH B uccnenoBanu METEOR, pucK HimeMH4eckol GoIe3Hn cepaua ObLT HU3KUM, U 3Ta
TOMYJISMS HE COOTBETCTBYET IENCBOH MOMYJIAMUK IS JIEYEHHS PO3yBACTATHHOM B 03¢ 40 MT.
Bonee Bricokas nosa (nanpumep, 30-40 Mr) NOIDKHA HA3HAYATBHCS TOJBKO ManueHTaM ¢
TOKENBIMA  (OpMaMyl THIIEDXOJIECTEPHHEMHUH M BBICOKHM PHCKOM  CepIEYHO-COCY HUCTHIX
OCIIOXKHEHHUH (CM. paszien «Cocod NpHMEHEHHS H JO3BI»).

B uccnenopanun OGOCHOBaHHS TIPEMEHEHHS CTATHHOB B LEJIIX IIEPBUYHON NPODHIAKTHKH:
HHTCPBCHIIMOHHOE WCCrefoBanue posysacTatnHa (JUPITER): npoBommiach ONEHKa BIIHSHHES
pO3yBacTaTHHA Ha YaCTOTY CEPBE3HBIX CEPIEUHO-COCYMUCTHIX OCIOKHEHMUM ¢ y4actuem 17 802
MYKYHH (250 J1€T) M XeHIuH (>60 ner).

Y4acTHHKH GBUIH PaHIOMH3HPOBAHEI JUIS noy4eHus miane6o (n = 8901) unu posysacraTuna B
mo3e 20 mMr omuH pa3 B cyTku (n = 8901); HaGmoneHHe Y49aCTHHKOB IIPOJIOJDKANIOCH B TEYEHUE 2
JI€T.

Konnentpanun XC-JIITHIT B rpymme po3yBacTaTMHa CHH3WIMCH Ha 45% (p<0,001) mo
CPaBHEHHIO C IrpyMIoi miane6o.

B peTpocneKTHBHOM aHaTH3e NAHHBIX MOATPYIIH MAMHCHTOB C BBICOKHM PHCKOM H HCXOIHBIM
bamwioMm mo OQIIP >20% (1558 NaIlMeHTOB) OBUIO IOKA3aHO 3HAYHTEILHOE CHEIKCHHE
KOMOHHHPOBAHHOM KOHEYHOH TOYKH CMEPTb OT CEPACYHO-COCYIUCTOrO 3a60NICBaHHUs, HHCYIBTA
u uHpapkTa Muokapra (p=0,028) B Ipynmne po3yBacTaTHHA IO CPaBHEHHIO C ILiane6o.
AGCOIOTHOE CHHXKEHHE DHCKA HA OCHOBAHHM YACTOTHI OCIOKHEHEIA Ha 1000 namuenTo-neT
cocraBmwio 8,8. OOmast cMepTHOCTH B 3TOM Ipymnme BBICOKOI'O PHUCKa OCTalach HEH3MEHHON
(p=0,193). B peTpoCIIeKTHBHOM aHATH3e JAHHBIX HOATPYINE] MAUEHTOB C BBICOKHM PHCKOM
(Bcero 9302 maumeHTa) H HCXOMHBIM 6aTIOM OLICHKH PHCKa >5% (IKCTParOIUpOBAHO C IEMBI0
BIIIOYCHAA IMAUMEHTOB CTapumie 65 neT) OBUIO BBIIBICHO 3HAYHTENLHOE CHHO)KEHHE
KOMOMHMPOBAHHOM KOHEYHON TOUKH CMEPTE OT CEPIAETHO-COCYAUCTOTO 3a60IIeBanys, HHCYIHTA
H uH}apxTa Muokapma (p = 0,0003) B rpynne posyBacratuHa mo CPaBHEHMIO C IuTane6o.
AOCOJIIOTHOE CHW)KEHHE PHCKA HA OCHOBAHMH YaCTOTHI OCIIOXHEHMH Ha 1000 manuenTo-€T
coctaBuio 5,1. O6mast cMEPTHOCTH B 3TOM TpyIe BBICOKOTO PUCKa oCTajgach HEU3MEHHOH
(p =0,076).

B uccnenopanuu JUPITER 6,6% namuenToB B Ipynne posyBacraTvHa U 6,2% IIanUeHTOB B
TpyHne mnanebo MPeKpaTHIH JIeUeHHe M3-3a PasBHTHS HEXENaTeNbHBIX sBieHmil. HamGomee
HaCTBIC HEXCNATeNbHBIC SBJICHHA, MPUBOJHMBINAEC K OTMEHE JICUCHMS, BKIFOUATH: MHAICHIO
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(0,3% B rpymne posysacraruna, 0,2% B rpynme mnane6d), Gomp B GEHAGE S 0Ta~(0;03% B
Irpynne posysactatuHa, 0,02% B rpynne miane6o) u cuimb (0,02% B rpynne posyBacraruia,
0,03% B rpynme mnane6o). Haubonee uacTele HexelaTe LHELE SIBIICHUS, HabIIOOaBIIHeCs yare
HJIH C TOH XK€ YaCTOTOH, YTO ¥ B IpyMIe MIane6o, BKII0YaH MH(EKIMH MOYEBBIBOAAIIMX Iy TEH
(8,7% B rpynne posypacraruna, $,6% B rpynne mrane6o), rasodapunrat (7,6% B rpymme
posyBacTatuHa, 7,2% B rpymme mwiane6o), 6015 B cimHe (7,6% B rpynmne posyBactatuna, 6,9% B
rpynme nnanedo) u muanraio (7,6% B rpymnmne posysacraruHa, 6,6% B rpymie mwiane6o).

IIpumeHenwue y neteit

B nBoitHOM crenom PaH/IOMU3HPOBAHHOM MHOTOIICHTPOBOM ILNane6o-KoHTponupyemom 12-
HEACIbHOM HccnenoBaHud (n= 176, 97 manbuukos u 79 ZIEBOYEK), 32 KOTOPHIM clenoBana 40-
HEJIeIbHAs OTKpBITasd (asa THTPOBAHHS LO3bI PO3YBACTATHHA (n=173, 96 manpuuxoB u 77
JIEBOYCK), MaNMEHTH B Bo3pacTe 10-17 ner (craquu II-V mo mkane Tannepa, nesouku
MHHHMYM 4Yepe3 1 roj mocie Hayajga MEHCTpyauuii) ¢ TreTepo3UroTHON ceMmeHHOi
THICPXOJICCTCPHHEMHEH NONy4ald pO3yBacTaTWH B jo3e 5, 10 mwm 20 Mr wm tane6o
CKEIHCBHO B TeueHHE 12 Hemens, MOCIE HYEro Bce MAIMEHTHI NIONTyYaJld pO3yBacTaTHH
©XKeIHCBHO B TevdeHHe 40 Hemens. [Ipu BKIIOYEHNH B HcclenoBaHme npuMepHo 30% manueHTOB
65T B Bo3pacte 10—13 jer u npumepHo 17, 18, 40 u 25% cooTBeTcTBOBAIN cragusm II, 111, IV
u V 10 mkaie TaHHEpa COOTBETCTBEHHO.

Konuenrtpammn XC-JIITHII 6oy CHIKEHBI Ha 38,3, 44,6 u 50,0% IpA  JICYCHUH
PO3YBAaCTaTHHOM B j103¢ 5, 10 wm 20 Mr, COOTBETCTBEHHO, IO cpaBHeHHIO ¢ 0,7% B rpymnme
mnane6o.

ITo oxonvamuum 40-HegembHOrO OTKPBITOTO [EPHONA THTPOBAHHA [0 LEJNEBOH 03B,
cocTaBisBIIed MakcumyM 20 Mr 1 pas B cyrtkm, 70 u3 173 naunueHToB (40,5%) mocturmu
LieJeBoro 3Havennsa koHuentpauuu XC-JINTHIT menee 2,8 MMOIb/1L.

Yepes 52 Henenmu HccneTyeMOro NedeHHsA BIMSHHS Ha POCT, BeC, MHIEKC MacChl Tena WM
IIOJI0BOE CO3pEBaHME BBLIBICHO HE GBUIO (CM. pasmen «MephI IPeoCTOPOXHOCTHY). JlaHHoe
uccnenosanue (n=176) He GbUIO NpelHA3HAYEHO s CPaBHCHHUS DPEIKHX HEXKEIaTelbHEIX
SIBJICHHM.

PosyBactatun Takoke u3ygany B AByxsieTHeM HCCIICIOBAHAN OTKPBITOTO IIEPHO/Ia TATPOBAHUS [0
LeNeBOH 031y 198 neteif ¢ reTepo3nroTHOM cemeiHok THIEPXO0NIECTepUHEMHEEH B BO3pacTe 0T
6 no 17 ner (88 mambumkoB u 110 AcBoueK, cranud Tamuepa <II-V)., Hawansmas nosa
COCTaBJLsUIa 5 MI' BHYTPE ONHH Pa3s B CYTKH [UIS BceX MAIHEHTOB, ITaumenTtam B Bospacte ot 6 10
9 net (n = 64) no3a Moriia GLITE TIOBKIIIEHA MaKcuMyM No 10 Mr oJIMH pa3 B CyTKH, a IamHeHTam
10-17 ner (n = 134) — mo MakcuMaTLHOH 10361 20 MT OJTHH pa3 B CYTKH.

Hocse 24 mecsiues nedenus posyBacTaTHHOM CPCIHEE NPONEHTHOS CHIXKEHUE TI0 CPABHEHHIO C
uCxoaHeM 3Ha4eHueM XC-JITTHIT cocrasmno —43% (acxonmHoe 3HaueHHUE: 236 Mr/am, Mecar 24:
133 Mr/mn). Jlng xaxmoit BO3PaCTHOH IPYINBI CpefHee MPOLEHTHOE CHHKEHHE OT HMCXOMHBIX
3Hadenud XC-JIITHII cocraBuno —43% (ucxomnoe 3Hauenue: 234 Mr/mn, mecsn 24: 124 MI/[UT),
—45% (ucxommelit moKasaremb: 234 mr/mn, 124 mr/mn) u -35% (McXomHEBIH TOKazaTes:
241 mr/mn, mecan 24: 153 MI/IUT) B BO3PAcTHOM rpymme ot 6 xo <10, ot 10 1o <14 u or 14 no
<18 net cooTBeTCTBEHHO.

IManmenTsl, npUHEMaBIIHE PO3yBacTaTMH B NO3upoBke 5, 10 m 20 Mr, Takxe NOCTHIIH
CTATUCTUYCCKH 3HAYMMEIX CPEJHHX H3MEHEHHH 110 CPABHEHHIO C HCXOJIHBIM YPOBHEM B
OTHOLUICHHH CIEAYIOIIMX BTOPHYHEBIX JHIHMIHEIX U JHUIIONPOTEUHOBBIX MEpPeMeHHEIX: XC-
JITIBII, o6mmit xonecrepuH, XC-ueJIIIBII, XC-JITTHII / XC-JITIBII, o6urmit xonectepun / XC-
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B), AnoB/AnoA-1. Dt H3MeHeHHS CIOCOGCTBOBATH YIydiii€HHI0 OTBETa Ha JeueHHE cO
CTOPOHBI JIMITMJIOB ¥ COXPAHSIMCEL B TEUYECHHUE 2 JIET.

manan

Hepes 24 Mecsia JieueHHs HUKAKOTO BIMSHHS HA pocT, Bec, HHAeKC Maccel Tena (MMT) wm
TI0JI0BOE CO3peBaHye 0OHapyKeHO He OBUTO (CM. pasmen «Mepsl IIPEIOCTOPOKHOCTHY).

PosyBactatnn M3ydaiu B paHIOMM3MPOBAHHOM IBOMHOM CIIENIOM 1ane00-KOHTPOJIHPY EMOM
MHOTOLICHTPOBOM MEPEKPECTHOM HCCICAOBAaHMH ¢ 10304 20 Mr, MpHHUMAEMOH OIHMH pa3 B
CYTKH, B CpaBHCHHH ¢ mianebo y 14 nereil u mogpoctkom (B BO3pacte OT 6 no 17 ner) ¢
TOMO3MIOTHOM CeMEHHOM rumepxonecTepuHeMueii. VccaeqoBanne BKIIOYAIO aKTHBHYIO 4-
HC/ICIBHYIO BBOJHYIO (a3y [HETH, BO BpeMsi KOTOPOH IAIMEHTHI monydand 10 mr
PO3yBacTaTHHa, a3y NEPEKPECTHOIO JEUEHHs, KOTOPAs COCTOATA M3 6-HezleNbHOrO IepHoza
JICYCHHA pO3yBACTATUHOM B JIO3HPOBKE 20 MI C IpeIIECTBYIOMEM WA TOCTIENYIOIHUM 6-
HEJCNLHBIM NIEPHOIOM JICUCHHS IUIaNebo ¥ 12-HemenbHyo noazepxuBaromyo (asy, Bo Bpems
KOTOpO# BCe MAIMEHTH IOJy4Yald PO3yBAacTaTHH 10 20 M. BxmoueHHbIe B uccnenoBanmue
TIaUMCHTRI, KOTOPBIC MOTy4YalH 33eTUMHO WM adepes, OPONOIDKAIH 3TO JTeYeHHE B TeUYeHHe
BCETO HCCIIEIOBAHM.

CratucTHdecku 3HAYUMOE (p=0,005) cumxenuwe XC-JI[THIT (22,3%, 85,4 Mr/mn wm
2,2 MMoNB/1T) HaGMIOmanoch mocie 6 HemeNb JleYeHHs po3yBacTaTHHOM B J03e 20 Mr mo
CpaBHEHMIO ¢ miane6o. Habmomamoch CTATHCTHHYECKH 3HAYMMOE CHIEDKEHHME YPOBHS 001mero
xonectepusa (20,1%, p = 0,003), XC-ueJITIBIT (22,9%, p=0,003) u AnoB (17,1%, p = 0,024).
CHmxeHHe Taxke GBUIO OTMEYEHO B KOHLEHTpauusx obmero xonectepuna, XC-JIITHII/ XC-
JIIBII, o6mero xonectepuna / XC-JIIIBII, XC-reJITIBII / XC-JIIIBII u AnoB/AmoA-1 nocne
6 HeNenb JIeYEHHS PO3YBACTATHHOM B no3upoBke 20 Mr B cpaBHeHMH ¢ miane6o. CHEXeHue
yposust XC-JITTHIT y netelt u moAPOCTKOB ¢ TOMOSHIOTHOM CEMEHHOM THIIEPXONeCTePHHEMHUEH
IIocie 6 HeJIeNb JIeYEeHHUs PO3yBaCTATHHOM B Ro3uposke 20 Mr mocie 6 HeAeTb JedeH s Mane6o
COXpaHAIOCE B TeUCHHE 12 Hezenb HEMpepHIBHON Tepamuy. Y OJHOTO HaIHeHTa HabIoaanocek
RambHermee cumwxenne XC-JITHIT (8,0%), o6mero xonecrepuHa (6,7%) u XC-meJI[IBII
(7,4%) nocne 6 Henenmb NeYeHHs ¢ HCMOAB30BaHHEM 40 Mr TIOCIIE MOBBIIICHUA N03b1. Bo Bpems:
PACIIMPpCHHOrO  OTKPBITOrO JICYEHHS y 9 M3 5THX IALMEHTOB, OpHHUMaBmUX 20 Mr
posysacTaTHHa B TeueHHe n0 90 Henenms, cHwkeHWe ypoBHs XC-JITTHIT TOJUIEP)KUBAJIOCH B
HHTepBane or —12,1% mo0 —21,3%.

Y 7 nonparomuxcs oneHKe meTel u IIOAPOCTKOB (B BO3pacTe oT 8 10 17 JeT) ¢ ToMO3HTOTHOI
CEMCHHOH THIlepXoNecTepHHEMUEH U3 OTKPBITOIO HUCCIENOBAHHS C MPHMEHEHHEM YCHIICHHOM
THTPALKH (CM. BEIIIE) IIPOLEHT CHIKEHHS ypoBast XC-JIITHIT (21,0%), o6mero XOJIEeCTEpHHA
(19,2%) u XC-neJIIIBII (21,0%) or wucxommoro yposHs mocne 6 HENENb JICYECHHUS
pO3yBaCTaTHHOM B 103¢ 20 Mr COOTBETCTBOBAJ HabJIO@EMOMY B BBIIEYTIOMSAHYTOM
HCCIICNIOBAHUM Y IETEH M MOAPOCTKOB C TOMO3HUTOTHON cCeMeiiHOol THIIEPXOJIECTEPUHEMHEH.

EBponefickoe areHTCTBO JeKapcTBEHHBIX CPEACTB a0 OCBOOOXXAEHHE OT 006s3aTebCTBa
TIIPCACTABIIATE  pE3yNIbTAThl HCCIENOBAaHHH ¢ pedepeHTHBM JIEKapCTBEHHBIM  IIperiapaToM,
COZCpXalllUM  pO3yBAaCTaTWH, BO BCEX MOATPYINAX ETCKOM NOMYJAUMY TPH JICYCHHH
TOMOSHTOTHOH CEMEHHOH IMIIepX0JIeCTEPMHEMHH, NEPBUIHON KOMOMHMPOBAHHOM (CMeIIaHHOi)
AUCITHITMICMUM | TIPH IPOGHIAKTHKE CepAeYHO-COCYAUCTHIX 3a00JIeBaHMUil (urdopmanuio 06
HCIIONb30BaHNY B IEIUATPUE CM. B pasziene «Crocob npuMeHeHus i ZO3BI).

dapMakokHHeTHKA



HO PB 2O

TEYETY
SBATIEY A

W AHHUCTEFCTEOM 8
86 6 6 - 2 0 1 7 FRORVENA
TIpanas MuIResepeysa snpa
Beactisanue: MaKcuMalbHas KOHIEHTPAIUS PO3yBaCTATHHa B {IAIME RpOBITIOCRAFASTCH Yepes
5 4 HocIe [IpHeMa BHYTPh COOTBETCTBYIOIIEH /03I AGCOIOTHAR BUOHOCTYITHOCTS COCTABJISET
npumepHo 20%.

COXURATSHILR

Pacnpedenenue: po3yBacTaTHH 3aXBaThIBAETCA IIPEUMYINECTBEHHO NIEYEHBIO, KOTOpas SABJLIETCS
OCHOBHBIM MECTOM CHHTe3a XojecrepuHa u xiupenca XC-JIITHIL. OGvem pachpeneneHus
pO3yBacTaTHHa COCTaBIICT mpuMmepHo 134 j. 90% posyBacTaTHHA CBS3BIBAacTCH C OEIKAMHE
IUIa3MBI KPOBH, B OCHOBHOM C aIb0YMHHOM.

Memaborusm: mopsepraercs OTpaHHIeHHOMY MeTaboimusMy (npumepro 10%). Posypacrarus
ABJIETCA JTOCTATOYHO HEMPOQHIBHBEIM CYOCTpaToM mis MeTabosm3Ma depmeHTaMH CHCTEMEI
guroxpomMa P450. CYP2C9 sBnserci OCHOBHBIM H30()EPMEHTOM, Y4YacTBYIOI[MM B
MeTabonu3Me, B To BpeMs Kak u3odepmentir CYP2C19, CYP3A4 1 CYP2D6 BOBJICYCHHI B
MeTaboMu3M B MeHblmed cremeHd. OCHOBHEIE MeTaGOIMATBI — N-zmecMeTun u 1aKTOHOBEIE
MeTabomuTE. MeTtabomut N-gecmerwi NpUOIM3UTENEHO Ha 50% MeHee AaKTWBEH, deM
posyBacTaTuH. JIaKTOHOBBIE MeTaGONHTHl (DapMAKONOTHYECKH HeaKTHBHEL Bomee 90%
dapmaxonorudeckoit aKTHBHOCTH 10 HHTEOMPOBAHHIO LMPKYIHPYIOLIEH I'MTI'-KoA-penyxrassr
00€CIIeUMBAETCs PO3yBACTATHHOM, OCTAILHOE — Er0 METAGO I TAMEL

Buigedenue: mpumepno 90% oOT mpHHUMAaeMOH  103bI pO3yBacTaTHHA BBIBOAMTCA B
HCU3MCHCHHOM BHI€ M3 OpraHu3Ma 4Yepe3 KHINEYHHK (BKIIOYAs abcopOupoBaHHEIl U
HeabCopOHPOBaHHBI! PO3YBACTaTHH), & OCTABIIASNCS YaCTh BBIBOIUTCA moukamMd. Okoso 5%
BBIBOMUTCA B HCHU3MCHEHHOM BHJC MOYKaMH. IlepHoi HONYBBIBEZEHHS M3 IIIA3MbI KpOBH
COCTaBIIET OKOMO 19 4 W He H3MEHseTCS OpPH YBEIUYEHHH 03I npenapara. CpemgHuit
TEOMETPUYECKHH IUIa3MEHHBIH KIMPEHC COCTABNISET NPHOTM3HTENsHO 50 Ji/u (xoaddunment
Bapraruu 21,7%). Kak u B cirygae ¢ apyrumu uHrudutopamu I'MI"-KoA-penykrassl, B Ipoiiecc
«IICYCHOHOTO) 3aXBaTa PO3yBACTATHHA BOBJICYEH MeMOpaHHEI eperocuuk OATP-C. JlanHbrit
TIEPEHOCYHK MIPAeT OOJBUIYIO PO B BEIBEJCHHH PO3YBACTATHHA MEYCHEIO.

Junetinocmy; CUCTEMHAs SKCHOHIMA PO3yBACTATHHA YBEJIHYHBAETCA IPOIOPLUHOHAILHO JO3€.
VisMeHeHuH (hapMaKOKHHETHYECKHX MapaMeTpoB NpU IIPHeMe IpenapaTa HEeCKOJBKO pa3 B
CYTKH HE OTMEYAEeTCH.

DapmaKoKUHEMUKA y OmOeNbHbIX 2DYNN NAYUEHINOE

Bospacm u non: V B3pocneIX MAlMEHTOB KIMHHYECKH 3HAYHMOTO BIIMSIHHS BO3pacTa HIIH I0J1a
Ha $apMaKOKHHETHKY PO3YBaCTATHHA BEISBIEHO HE GBUIO. OKCIO3UIHA Y ETEH U TIOAPOCTKOB C
TETCPO3UIOTHOH CeMEHHOH runepxoiecTepuHeMHuei, NO-BUIUMOMY, aHAJIOTHYHA TaKOBOM WITH
HIDKE, HEM y B3POCIBIX NAMEHTOB ¢ MUCIHIHAEMHEH (CM. nozapasznen «JleTH W mompoCTKH»
HUXE).

Pacoeas npunaonescnocmu: B wuccnenopanmax ¢apMaxkoxuHeTHKH 6BLIO TIOKA3aHO HIPUMEPHO
AByKpaTHOE yBermuienue Memuansl AUC U Cmax Y TIAHERTOB MOHIONOMIHOMN pachl (SMOHIIEB,
KATalleB, (UIMNOMHIEB, BBETHAMIEB U KOPEHIICB) II0 CpaBHEHHIO C MAMEHTAMH
CBPONICOUIHOH Packl; y HHIyCOB HabMOAANOCH yBenuuenne Meanansl AUC u Chmax IpEMEpPHO B
1,3 pasa. [Tomymsnuonnbtit hapMakoKHHETHYECKUH aHAIH3 HE BBIABUII KIMHUYECKH 3HAYHUMBIX
pasmmuui  hapMaKOKMHETHYECKHX IIapaMeTPOB  MEXIY [alMEHTaMH €BPONEOHIHOW U
HETPOUIHOH pac.

Lloyeunan nedocmamounocmy: y TNalHEHTOB C JIETKOM M yMEPEHHOM CTENeHBIO MOYEYHOMH
HENOCTATOYHOCTH IUIa3MEHHAs KOHLEHTpAllMsi PO3yBacTaTHHA I N-IeCMETHI MeTaGoauTa
CYIECTBCHHO HE MEHACTCA. Y MAlMEHTOB C BBIPAKEHHOM IOYEYHOH HENOCTATOUHOCTHIO
(xmupenc kpeatununa (KK) menee 30 MJI/MVH) KOHIEHTPAUHs PO3yBaCTATHHA B IIa3Me KpOBH B
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3 pasa BhINe, a KOHIEHTparmus N-JecMeTmsi MeTabojuTa H rgpas\*mi&!e
3/10POBEIME  10OpoBoNbIaMH. KOHIEHTpalks po3yBacTaTuHa ™8 HiTa3Me KPOBH y IalHEHTOB,
HAaXONAIMHUXCA HA Temoiuamuse, OblIa mOpumepHO Ha 50% BeImE, YeM vy 3I0POBBIX
JN0OPOBOIIBLEB.

Ileuenounas medocmamounocms: y NAUUEHTOB ¢ pa3IMYHOM CTENEHBIO IEYEHOYHOI
HEIOCTaTOYHOCTH ¢ OayutoM 7 ¥ HHXE N0 IIKaje Yaiina-IIelo He BBIIBIEHO YBEIHYCHHE
SKCIIO3MUMH po3yBacTaThHa. OIHAKO y 2-X DAUMEHTOB ¢ Gautamu 8 ¥ 9 1o Imrkaje Yaitna-IIsro
OBUIO OTMEYEHO yBENMYEHHE CHCTEMHOM OKCIIO3UIIMH, NPUMEPHO B 2 pa3a IpeBHINIAIOIIEE
AHAJIOTHYHBIH NOKa3aTeNb UL HAIMEHTOB ¢ Gojlee HM3KHMH MOKA3aTEeSMU [0 MIKAe Yaiing-
IIbt0. OnBIT IpEMEHEHHs pO3yBacTaTHHA Yy TanueHToB ¢ 6amtoM Beime 9 no mxare Yaitna-Ilsio
OTCYTCTBYET.

Lenemuyeckuti nonumopdusm: B dapmaxoxkuHETHKY HHIHGHTOpOB ['MT" -KoA-penyxrassl, B Tom
THCIC M pO3yBACTAaTHHA, BOBIEKAIOTCA M TpaHCHoptHEle Genku OATPIB1 u BCRP. V
NAaOUuEHTOB ¢ mnonuMopdusMoMm reHoB SLCOI1B1 (OATPIB1) w/mmu ABCG2 (BCRP)
CYIIECTBYET PHCK IOBBIIECHUs SKCIO3HUMU PO3yBACTATHHA. MHIMBYIY AbHEIH OMMMOpdU3M
SLCO1BI1 ¢.521CC u ABCG2 ¢.421AA cBsizan ¢ COOTBETCTBYIONIHM YBEIUYEHHEM SKCIIO3UIIUH
posyBactatuna (AUC) no cpaBHeHu:o ¢ renotanamu SLCO1B1 ¢.521TT mwm ABCG2 c.421CC.
B ximnnYeckoi npakTuke gaHHBN THIT TEHOTHIIUPOBAHHSA HE YCTAHOBIEH, HO JUIS NALUEHTOB, ¥
KOTOPBIX, KaK H3BECTHO, MMEIOTCS NONOOHBIE THIBI MoJEMOphH3Ma, pEeKOMeHAyeTcs Golnee
HH3Kas CyTOYHas 03a po3yBacTaTHHA.

Lemu u nodpocmiu: nBa hapMaKOKHHETHIECKUXK HCCIEN0BAHHUS pO3yBacTaTHHA (IPHHHMAEMOTO
B BU/Ie Ta0JIETOK) B IETCKOM MOIYIISIHH C TETEPO3UTOTHOH CeMEHHOR THIepX0eCTePHHEMHUEH B
Bospacre oT 10 1o 17 mwm ot 6 no 17 ner (cero 214 NIAIHEHTOB) MOKA3aJld, YTO SKCIIO3UIIUS B
AETCKON TOQMYJAHM OKa3BIBAETCS AHATOTMYHON MK HH)KE, Y€M Yy B3POCIBIX IAl[MEHTOB.
OKCHO3MINUS PO3yBAacTaTHHA ObLIA IIpE/ICKasyeMa C y4eToM O3Bl H BPEMEHH B TeYeHHE 2-
JIETHETO IIEPHOAA.

JlaHHBIE TOKTHHAYECKUX HCCTE0BAHMI 110 6€30MaCHOCTH

Ha ocHoBanmu nanHBX, moONydeHHBIX B TPaAMIMOHHBIX JOKIHMHHYECKHX HCCIIeNOBAHMAX
hapMaKomoruy Ge30macHOCTH, I€HOTOKCHIHOCTH K KaHIICPOTCHHOIO IIOTEHUHMANa, He OBUIO
BBIABJIEHO OCOOBIX PHCKOB ISt denioBeka. Clenuduyeckue TecTs! ¢ LENbIO OIIEHKH BIIHMAHMA Ha
hERG (ren crenuduuecknx KammeBHIX KaHAIOB cepaua) He mpoBoauWiMCh. HexelaTensHble
peaKnuy, He HaOMONaBUIHECS B KIHHHYECKHX HCCIICNIOBaHUAX, HO 3apErHCTPHPOBAHHEIE B
HCCIICIOBAHHAX Ha XUBOTHBIX NIPH IKCIO3HIMSX, aHATOTHYHEIX SKCTIOSHIMSIM B KIMHYECKHX
HCCIICIOBAHUAX, BKIIOYAIM HIDKeCTenyomee. B Hecnemopanmsax IIOBTOPHEIX J03 TOKCHYHOCTH
THCTONATONOTHYECKAE H3MCHEHNS IEYEHH, NPHIUHOM KOTOPHIX, BEPOSATHEE BCETO, SABJIATIOCH
bapmaxonoruyeckoe neiictue PO3yBacTaTHHa, HaOMIOAAINCH B HCCICAOBAHHAX HA MEINIAX,
KpEICAaX W B MCHBINCH CTeneHM 3¢ deKTs! HAOTIONAINCh B SKETIHOM ny3eipe cobak, HO HE y
06e3bsiH. KpoMe Toro, B HcCIeIoBaHMAX Ha 06e3ngHAX U cobakax NIpu INpPUMEHEHHH Oojiee
BBICOKHX JI03 OBUIO BBIABJIEHO TOKCHYECKOE BO3JEHCTBHE Ha SHUKH. B HCCIENOBAHUAX Ha
Kppicax OBUIM IOMy4YeHHI BECKHE JOKA3aTe/bCTBA PENPONYKTUBHOR  TOKCHYHOCTH,
BRID@KABIIEHCH B YMCHBINIEHHH IIOMETa, MACChl Tella AETEHbIEH M HX BBDKMBAEMOCTH IpH
TNIPUMEHCHHMH /103, TOKCHYHBIX [l MaTePH, IPH KOTOPBIX CHCTEMHAS 9KCIMO3HULUSA B HECKOIBKO
pas NpeBbIala SKCIO3UIMIO IIPU IIPUMEHEHUH TEPANeBTHYECKUX 103,

IToxazanus k npuMeHeHnI0

Jleuenue eunepxonecmepunemuy

— IlepBuvnas runmepxonecrepunemus (tun Ila, Brmowas ceMeitHyio T€TEPO3UTOTHYIO
THIIEPXOJICCTEPHHEMHUIO) MIIM CMEINAHHAS AMCTUTHAEMMS (THII IIb) y B3pocisix, mompocTKoB H
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HEMC/IHKaMCHTO3HBIE METO/IBI JICYCHHU (Harpumep, husndeckne ympamcaeris, cHIKSHHe MacCH
TeJia) OKa3bIBAIOTCS HEJOCTATOYHBIMH.
— CeMeliHast TOMO3HTOTHAS THIIEPXONECTEPHHEMHS Y B3POCIEIX, IIOJAPOCTKOB U JeTeil 6 JIeT
CTaplie¢ B Ka4eCTBE [ONOJNHCHHA K [HETOTEPANlMM M APYTMM METOJAM JIHIIMACHMKAIONIEH
Tepanuu (Hanpumep, JIITHII-apepes) wim B ciydasx, korma Takas Teparus HeAOCTaTOYHO
sddexTuBHa.

MUHACTE: CTBOM 311

Ilpounaxmuxa cepdeuno-cocyoucmuix ocnoicnenuii

IIpodumakTuKa TSKEMBIX CepeTHO-COCY IUCTHIX OCIOKHEHHI Y TAIHEHTOB C BEICOKMM PHCKOM
TIIEPBUTHOrO  CEPACIHO-COCYUCTOTO  OCIIOXKHEHHs  (CM. paszen «(DapMaKoUHAMHKAY), B
KaqecTBe NONOHUTEIEHOMH KOPPEKIMH APYTHX (aKTOpOB pHCKa.

IlporuBonoxazanus

— IloBHIIIEHHAS Yy BCTBHTENBHOCTD K PO3yBacTaTUHY HIIH JIOOOMY U3 KOMIIOHEHTOB IpeMapara.

— 3aGoseBaHus IIeUEHH B aKTUBHOM (hase, BKIIHOUAS CTOMKOE [IOBLITEHHE aKTHBHOCTH
«HCUCHOYHBIX)» TPAHCAMHMHA3, & TAKKE JEO0OE MOBHIIEHHE AKTHBHOCTH TPAHCAMUHA3 B
CBIBOPOTKE KPOBH GoJiee 4eM B 3 pasa 110 CpaBHEHHMIO C BepXHeit TpaHUIEHd HOPMEL.

— BuilpaxkeHHEIe HapymeHNs QYHKIMH HOYEK (KK menee 30 mn/Mun).

— Muonarus.

— OZHOBpEMEHHEI IIpHeM ITHKIOCIIOPHHA.

— bepeMennocTs u neprox rpyHOro BekapMImBaHys.

— JKeHIMHET IETOPOIHOrO Bo3pacTa, He MPHMEHSIONHE HANCIKHEIE CpPEeCTBA KOHTPALEIIIHH.

— Henepernocumocts  1aKTO3BL/TANAKTO3EL, ACOUINT NaKTasbl WIH TIIFOKO30-TATaKTO3Has
MaiebabcopOrus.

IIpumenenne posysacraruna B no3e 30 Mr u 40 Mr NPOTHBONIOKA3aHO IMalMEHTaM ¢ (aKTopamy,

IIPEAPACIIONATAIOIIMMH K Pa3BHTHIO MHOIIATHH/pab IOMUOH3A.

Taxue paxrops! BOUaroT:

~ YMCPEHHO BLIPXXCHHBIE HAPYIICHHS (YHKIMH ITOYeK (KINPEHC KPEeaTHHUHA MEHee
60 mM1/MuH);

— THIOTHPEO3;

— HAIMHE B MHAWBAIYAbHOM HIIH CEMEHHOM aHAMHE3€ HaCNeICTBEHHBIX MBIIIETHBIX
3aboneBanumii;

— MHOTOKCHYHOCTb Ha (oHe ImpHeMa Ipyrux HHrHOuTOpoB I'MI'-KoA-penykTassi (3-runpokcu-
3-METHITITY TAPHIIKOSH3HUM A-penykrassl) umm ¢uGpaToB B aHaMHe3e;

— 3JI0YIIOTPEOICHUE aIKOTOJIEM;

~ COCTOSHHSA, KOTOPBIE MOTYT HPHBOAMTH K HOBBIIEHAIO KOHIIEHTPALIUHA po3yBacTaTHHa B
1a3Me KpOoBH;

— HPUHA/IEXKHOCTE K MOHTOJIOH/THOM pace;

— OIHOBPEMEHHBIN NpreM GubGparos.

(eM. pasnensr «IIpoTHBOOKA3aHHsY, «MepsI mpenocTopoxHOCTHY U «PapMaKOKHHETHKAY).

Ilpamenenne npu GepeMeHHOCTH H B HOEPHOJ IPYHOr0 BCKAPMIIMBAHUS

Meprenun® nporusonokazan TPUMEHCHUIO NpPM OEPEMEHHOCTH M B MEPHON TIPYAHOrO
BCKapMJIUBaHHSI.

Kenmmuam neropoamoro Bospacta CTCOyeT NPUMEHATh HA/IE)KHBIE M aleKBAaTHBIE CPECTBA
KOHTpAIENIIHH.

bepemennocts

Hockonmeky XonmecTepun W HpOXYKTH GHOCHHTe3a XONeCTepuHa HEeOOXOOMMEI Iy Pa3sBHTHA
T1J1071a, IOTCHUMABHBIA PUCK HHrHOMpoBaHus ['MI'-KoA-penyxrassi NIPEBBILIAET MOJIB3Y OT €T0
HCTIONIb30BaHM IIPH OEepeMEHHOCTH.
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B ciyuae BO3HUKHOBEHHS GEPEMEHHOCTH IIPHEM mnpenapara cJIé§§§zi§q§ﬁe§jiggﬂd3ﬁﬁé}'{bamxh,“
['py/HOe BcKapMITHBaHHE R
JlaHHBIE O BBUNENCHMH pPO3YBAaCTATHHA C TPyXHBIM MOJOKOM OTCYTCTBYIOT (CM. paszen
«IIporuBonokasanus»). [Ipu HEOOXOAMMOCTH HAa3HAUeHHs IIpenapaTa B IEPHOA JIAKTALWH
TPYJTHOE BCKapMIIMBaHKE HEOOXOIUMO HMPEKPATUTD.
DepTHIIEHOCTD
VIMeroTCst OrpaHUYeHHEbIE TAHHBIE O PEPOYKTUBHOA TOKCHYHOCTH (Pe3yIIbTaTHl HCC/eOBAHMI

Ha XHBOTHBIX) (cM. pasjen «IIpoTuBOmOKa3aHUA)).

Coco6 npuMeHeHHs H 1035l

Ilepen HaganoM JedeHus NALKMENTY CIENyET COOIIONATE CTaHIAPTHYIO JUETY C UCIOJIb30BaHUEM
IIPOAYKTOB C HU3KUM COAEPIKAHHEM XOJECTEPHHA, KOTOpas NOJDKHA GBITh MPOJODKEHA H BO
BPEMSI BCETO NIEPHOA JIEYEHHUSI.

Lo3b1

Jlo3bl npenapara ciexyeT NOAGUPATH HHAMBUAYAILHO B COOTBETCTBUM C LENBIO NIPOBOIUMOTrO
JICHCHUA M TCPaNCBTHYECKMM OTBETOM IIALHEHTAa HA NPOBOAMMYIO TEpANMIO, YUHTHIBAs
COBPEMEHHbIC OOIIENPUHATEIE PEKOMEHIALAH IO LEEBHIM YPOBHSM JTHTIHJIOB.

Cnoco6 mpumeneHus

BHyTps, B moGoe BpeMs CYTOK, HE3ABHCHMO OT IIpueMa IIHMIN¥, HE pPa3KeBbIBATH H HE
H3MEJIbYaTh, MIPOTJIaThIBATE UEINKOM, 3aIBAas BOJO.

Jleuenue zunepxonecmepunemuu

PexoMenyemas HavanbHas f03a Opemapara cocTasiseT 5 mr wid 10 mr 1 pa3 B CYyTKH Kak It
TIAIMCHTOB paHee HE NPHHUMABIIMX CTATHHEL, TaK M IS HALMCHTOB IIEPEBENECHHBIX HA IPHEM
AQHHOTO Ipenapara [oc/ie Tepanyy ApyruMu uHrubuTopamu I'MI'-KoA-penykrassr.

Bri6upas HawanbHyo 103y mpemapara, clieyeT YUYHTBIBATh YPOBEHb XOJIECTEPHHA Y KaXKIOro
KOHKDETHOI0 MAlMeHTa, a TakKe BOSMOXHBIA DHCK pasBUTHS CEPAEYHO-COCYMUCTHIX
OCIOXHCHUM W MNOTEHIWAIBHBEIA PHCK BO3HUKHOBEHHS ITOGOYHEIX spdexrto. Ilpu
HEOOXOMMOCTH Yepe3 4 HeflelH 03y MOXHO YBEIHYMTE (cM. pazmen «PapMakogMHAMHKAY).
Iockomeky B ciydae npuMeneHns 10361 40 MI mo6ounbIe PEaKIM{ BO3HHKAIOT Yallle, YeM IIpH
IIPHMEHEHHH MEHBIIHMX 1103 (cM. paspen «[lo6ouHoe meficTBue»), THTPOBATH no3y 10 30 mMr unu
10 MakcHManbHOR 40 Mr cleayeT TOIBKO UL TIAIMEHTOB C TOKEIOMN THIIEPXOJIECTEPUHEMHEN U
BBICOKMM  CEpNICYHO-COCY[IMCTEIM ~ PHCKOM (B  YaCTHOCTH, Yy JHI ¢ ceMeHHOM
THIIEPXOJIECTEPHHEMHEH), Y KOTOPHIX HE YIAJIOCh HOCTHYD JKEJIAEMOTO pe3yipTaTa Ipu IpUeMe
no3bl 20 Mr 1 KOTOpBIe GyoyT HaXOAUTECS O HAGMIOMEHHEM cnenuanucTa (M. pazaen « Mepsl
IpPENOCTOPOXHOCTHY»). B Hawanme mpuMenenus mo3sl 30 Mmr wmm 40 Mmr PEKOMEHIOBAHO
HaOJIIOIeHHE CIIENMATHCTA.

IIpogunaxmuxa cepdeuno-cocyoucmoix ocrosrcnenuii
B uccnenoBanuy CHIKEHHS pHCKa CEPACHHO-COCYAUCTBIX COOBITHI PO3yBACTATHH IIPHMEHSIICS
B 7io3e 20 Mr B CyTKH (CM. pa3fien «DapMaKoJMHAMHKAY).

JeTu u monpocTku
Hasnagenue posyBacraTiHa qeTsaM IOKeH IIPOBOJMTH TOJIBKO CIEIIHATHCT.

Hetd v nompocTk ot 6 10 17 niet (craus Tannepa <II-V).

Cemeiinas 2emeposuzomnas zunepxonecmepunemus

ObBriHO HavanbHas [03a s JeTeli M TOJPOCTKOB ¢  CeMEHHOM TeTePO3UrOTHOM
THICPXOJIECTEPHHEMHUEH COCTABIIAET 5 MI' B CYTKH.

. Y nmetedi or 6 nmo 9 ser c cemeifHOH TreTepO3UrOTHOI THIIEPXOJIECTEPHHEMHEH
PekOMeHzyemas f103a cocTaBiieT 5—-10 Mr ogun pa3 B cyTku. BezomacHocTs u 3ddeKTHBHOCTD
NPUMEHEHHA 7103 BEIME 10 MI'y IaHHO# IpyIINIBI IALMEHTOB HE H3YYalach.
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PCKOMCHyeMas 103a CoCTaBlsieT 5—20 MI OfMH pa3 B CyTKH. be30macHOCTh 0 sddextuBHOCTE
IPUMCHEHHS 1103 BbIle 20 MI'y JaHHOH IDyIITIBI NALMEHTOB HE H3YYalach.

Tutpanus no3s! HOJDKHA TPOBORHTECS HUHIVBUTyalbHO B COOTBETCTBHU C TEPAleBTHYECKHM
OTBCTOM [HAllMEHTAa HA NPOBOJAMMYIO TEPallMI0 M YYeTOM IEPEHOCHMOCTH, COLTACHO
PCKOMCHJIAIMAM JICYCHHS Y NeTelf M MOAPOCTKOB (CM. pasmen «Meps IIPEIOCTOPOXKHOCTH ).
ITepen HawanoM nedeHus naumenTy cienyer cobmonaTh CTAHIAPTHYIO JUETY C UCIOJIB30BAHHEM
TIPONYKTOB C HU3KMM CONCPKAHHEM XONIECTEPHHA, KOTOpas MOJDKHA OBITH IPOJO/DKEHa U BO
BPEMs BCEI'0 IIEPHO/IA JICUCHHUS.

Cemeiinan 2omosuzomnas 2unepxonecmepuremus

Y nereit ot 6 o 17 ner ¢ cemeilHON TOMO3HIOTHOM THIIEPXOJECTEPUHEMUEH MaKCHMAaJIbHAS
PCKOMEH/TyeMas 103a CocTaBsieT 20 MI OZIHH pa3 B CYTKH.

Pexomennyemas nagansras no3a coctabmnger 510 mr BHYTPbL OJIUH pa3 B CYTKH, B 3aBUCUMOCTH
OT BO3pacTa, BECa M NPEIINECTBYIOIETO IPUMEHEHHS CTATHHOB., TurpoBarue 10 MakcuMaTBHOM
7035l 20 MI' ONHH Pa3 B CYTKH HOJDKHO IIPOBOMUTECA B COOTBETCTBHUM C WHAMBHIYAIHHBIM
OTBCTOM IIAIMEHTA Ha JICYCHHE U IIEPEHOCHUMOCTEBIO COTIACHO PEKOMEHIAUHAM 10 TPUMEHEHHIO
y Zereit (cM. pazgen «Mepsl IIPENOCTOPOXKHOCTHY). [lepen HayamoM Jeuenus po3yBacTaTHHOM
ACTAM H IIONPOCTKAM CIIEyeT COOIIOAATh CTAHAAPTHYIO JUETy ¢ UCIONb30BAHHEM IIPOAYKTOB C
HH3KHM COJACPKAHHEM XOJIECTEPHHA, KOTOpAs NOJDKHA ObITH IIPOZIOJKEHA U BO BPEMs BCETO
NepHO/a ICYCHHS.

B 310 rpynne manuenTos onsir TIPUMEHCHHS 103, OTNHYHBIX OT 20 MT, OrpaHHYeH.

TaGneTku, NOKPHITEIE [UIEHOYHOM obomouHoi, conepxamue 30 Mr u 40 mr po3yBacTaTHHA, He
NpeIHa3HAYCHE! [/l IPUMEHEHHUS Y NeTeil.

Jletu no 6 ner

BesonacHocTs u 3¢ dexTrBHOCTS PO3yBacTaTiHa y NIeTel Miiamue 6 et He u3ydamucs. [TosTomy
npenapar MepteHun® He pekoMeHIyeTcs IPAMEHATD Y JeTeif 10 6 Jer.

IToXunble manueHTs!

Hns manuentos crapme 70 ner PEKOMCHIyeMas HavajbHas 032 IIpenapaTa COCTaBJISEeT 5 Mr
(cm. paspmen «Mepsl IIPEOCTOPOKHOCTH ).

AApyro# KoppeKuuy 0351 B 3aBUCHMOCTH OT BO3pacTa He TpebyeTcs.

IlanuenTH! ¢ HapymenneM GYHKIMH ToYeK

YV NanmeHTOB ¢ HapymeHMeM (YHKIHH IIOYEK Jerkoil WM CPEIHEH CTENEHH TKECTH
KOpPeKIMA 03BI HE TpeOyeTcs. PexoMeHoyemas HauaubHAsS 1032 IIpenapara COCTaBIsAeT 5 MT
UL TIALMEHTOB C HapyIIeHWeM (GYHKIMH [OYeK CpemHel CTeleHH TskectH (KK menee 60
MJ/MuH). HasHayenwne npemapara Meprenun® B mo6ex no3ax IIPOTUBOIIOKA33aHO TALMEHTaM ¢
HapymMeHHeM (QYHKITHH MOYEK THKENOH CTEHeHH TSOKECTH (em. pasnen «IIpoTuBonoKasanuIy
«®apmakokuHeTHKay). [larmentam ¢ HapylleHreM QyHKIUH MOYEK CPeNHEeH CTENeHH THKECTH
IIPUMEHEHNE npenapata B 103¢ 30 Mr i 40 Mr IpOTHBONOKA3aHO.

IlauvenTsl ¢ HapyImeHHeM BYHKIMM IedeH:

IloBBIIERHsT CHCTEMHO# KOHIEHTpayy pO3yBacTaTHHA y MAalHECHTOB ¢ GaLIOM O IIKAIe
Hattnn-Tlsto, pasHbIM 7 1 HEKE, He BHLBIEHO. OnHAKO TIOBBIICHUE CHCTEMHOH KOHLIEHTPAIMH
penapaTta HabIOAIOCH Y MANMEHTOB C GAUIAMH IO LIKAJE Haiinza-ITero 8 u 9 (cm. pasgen
«DapMaKoKHHETHKA»). Y TakuX NArHEHTOB CIICYET KOHTPOJIMPOBATh (PYHKLHUIO ITCYESHH Ha
done Tepammu (cM. pasgen «Mepsl mpenocTopoxHOCTHY). JlaHHBIE © NpHeMe TIpernapara
nauuenTaMd ¢ GamioM 1o mkane Yaitng-Ilsio Bemme 9 OTCYTCTBYIOT. [lanmenTtam c
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PacoBas npuHauIe)XHOCTE
Y DanMeHTOB MOHTONOMIHOM packl BO3MOXKHO IIOBBIIEHHE CHCTEMHO KOHLIEHTpaIuK
posyBacTatuHa (cM. pasgensl «IIpoTuBOmOKasaius», «Mepsl MPEIOCTOPOXKHOCTHY K
«®apMaKkoKHHEeTHKAY). [Ipu Hasmasenuu 103 10 m 20 mr peKoMeHyeMas HavyalbHas J103a
Ipenapara ULl NallMeHTOB MOHTOJIOMIHOM packl cocTasider 5 mr. IIpiuMeHeHue mpemapara B
nose 30 mr u 40 Mr TakuM magUeHTaM IPOTHBOIIOKA3AHO.

['enernyeckuii monmumMopdusm

VI3BECTHO, YTO ONpeNeNeHHBIE THIBI IEHETHYECKOTO HOMMMOpdH3Ma MOTYT IpPHUBOMHUTH K
YBEJTIMHCHHUIO SKCIIO3ULMK PO3YBACTATHHA (CM. paszien « DapMaKkoKHHETHKa»). Jlis NaueHToB, y
KOTOPBIX, KaK M3BECTHO, HMEIOTCS IMONOCHBIE THIHI NMONTMMOpPGHU3MA, PEeKOMEHIyeTcs Golee
HH3Kasi CyTOYHas 1033 pO3yBacTaTHHA.

o3k 1py HamTaKY HaKTOPOB, MpPEIPACIONATAIIIMX K MHAOIATHH

JUi1 [auuenToB, NpepacooKeHHbIX K MHOIATHY, HAYATbHAs 1034 Ipenapara COCTaBIsLeT 5
M (cM. pasaen «MepsI IpenoCTOPOKHOCTH ).

Y HEKOTOPBIX MALWEHTOB M3 JTOH TIPYIIIEI NpUMEHEeHHe Ipenapara B mo3e 30 u 40 wmr
IPOTHBOIIOKAa3aHO (cM. paszen «[IpoTHBOMOKa3aHKAY).

ConyTcTByiomas Tepamus

PosyBactatin sBisercs cyGeTpaToM IS pasiHYHBIX TPaHCIIOPTHEIX OGENKOB (HampHMep,
OATP1B1 u BCRP). IIpu coBMECTHOM IPHEMEHEHAH npenapata Meprerun® ¢ nekapcTBEeHHBIME
npenapaTaMi (TaKMMHU KakK IOUKJIOCHOPHH, HEKOTOPEIE HHIHOUTOPE! nmpoTteassl BUY, Bkmovas
KOMOHHAIMIO ~PHTOHABHpA C  aTa3aHABHPOM, JIONMHABUPOM H/HIM  THIPAHABHPOM),
TOBBITIAIOMAMA KOHIECHTPAIUIO PO3YBACTATHHA B IUTa3Me KPOBH 3a CUET B3aHMOICHCTBHS C
TPaHCTIOPTHBIMH GelIKaMH, MOXKET IOBBIIATHCS PHCK MHONATHH (BKIEOYAs pabmzoMuonus) (cMm.
pasnensl «Mepsl mpenocroposkHocTH» M «BlammoneicTBHe JPYTHMH JI€KapCTBEHHBIMH
CpencTBaMu»). PeKoMeHmyeTcs H3y4dTh MHPOPMAIHIO O COOTBETCTBYIOMIMX JIEKAPCTBEHHEIX
TIperiaparax MpH pacCMOTPEHHH BO3MOKHOCTH HX COBMECTHOTO IIDHMEHEHHS C HpelmapaTroM
Meprennn®. B Takux ciygasx CICAYeT OLCHHTh BO3MOXXHOCTh Ha3sHAYEHUS AIbTEPHATHBHOI
Tepaltii AT BpEMEHHOTO NPEKpaIeHHs preMa npenapara Meprenun®. Ecnu sxe npuMenenue
YKa3aHHBIX BBIIE IPENIAPATOB M PO3yBAacTaTHHA HEOOXOAUMO, CIEAYET OLEHHTH COOTHOIIEHHE
TIOJB3BI M PHCKA CONYTCTBYIOWICH TEpallMM H PACCMOTPETh BO3MOMKHOCTH CHIKEHHS JO3BI
npenapata Meprenun® (cm. pasmen «BsamMoneiicTBie JPYTHMH  JIEKapCTBEHHBEIMH
CPEAICTBAMEY).

Ilobounoe peiicTBue

HexenarenbHble IekapcTBeHHEIE peaxiuu (HJIP), cBssanHBIE ¢ IpHeMOM npenapara
Meprerun®, 06BMHO Nerkue u KpaTKOBpEMEHHEIE. B xoze TpoBemeHHs KOHTpOMHpYeMbIX
KJIMHAMECKUX HCCIICNOBAHUE MeHee 4% NalueHTOB, IPHHUMABIINX PO3yBACTATHH, IIPEKPaTHIIH
Jie4yeHue u3-3a passutus HJIP.

Ha ocHOBaHNM NaHHBIX KIMHMYECKHX HCCIEMOBAHMI 1 OOIIMPHOTO OIBITA TOCTMAPKETHHIOBOTO
NIPUMCHCHUS, B HIOKCTIPHBEICHHOM Tabmuue 2 npencrasien npoduns HIIP va pO3yBacTaTHH.
HJIP xnaccu@uuupoBaHb! 110 4acToTe MX BO3HUKHOBEHHS 1 O KIIACCAM CHCTEM OpPraHoOB.
Yacrota HJIP npencraBitena ciexyromuM o6pa3oM: yacto (=1/100 mo <1/10); mewacro (>1/1000
no <1/100); penxo (=1/10000 mo <1/1000); ouens penxo (<1/10000); wacrora HeusBecTHa
(HEBO3MOXKHO OIEHUTH Ha OCHOBAHUM MMEIOIIMXCS JaHHBIX).

TaGmuua 2. HexenatensHeie NeKapcTBEHHbIE PEAKIIHH
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Knace  cucremsl |Yacto Heuacro Perko | Ouens Yacrora
OpraHoB peaxo HEH3BeCTHA
Hapywenus co Tpom6onuTone
CMOpOHbI  KpOBU U HUs
numpamuyeckor
cucmembol
Hapywenus co Peaxnun
CMOpPOHbL THIIEPYyBCTBUT
UMMYHHOU €JIbHOCTH,
cucmembl BKJIIOYast
QHI'HOHEBPOTHY
€CKHI OTEK
Hapywenus co | CaxapHbrii
CMOPOHbI maaber  2-ro
SHOOKPUHHOTI THna'
cucmembi
Hapywenus Henpeccus
NCUXUKU
Hapywenus co | I'onoBHas Ilonuneiip |Ilepudepuuec
CMOpOHbL  HepeHotl | 6oNb onarus Kas
cucmembol I'onoBokpyxe Ioreps HelponaTus
HHE IIaMATH Hapymenus
CHa (BKITIOYAs
OeCCOHHUIY H
«KOIIMapHEIE
»
CHOBUICHHS)
Hapywenus co Kamens
CMOPOHbL Opnpinika
ovixamenvro
cucmemel, 0p2aHoe
2DYOHOU KlemKu u
cpeoocmenus
| Hapywenus co | 3amop IMTankpearur Huapes
CMOPOHbL Tommora
JHCENYOOYHO- Bomu B xuBoTe
KUeuno20 mpakma
Hapywenus co IMoBsumenue Kenryxa
CMOPOHbL neYyeHu u aKTHUBHOCTH I'enatur
HCeN4e8bl800AUUX «TIEYEHOYHBIX»
nymei TpaHCaMuHa3
Hapywenus co Koxwusrit 3y Cunapom
CIMOPOHbL  KOXCU U Coemp Crusenca-
NOOKOIHCHbBIX Kpanupuuna xoncona
mxaueil
Hapywenus co | Muanrus Muonarus Aprpanrus |3a6oneBanus
CMOpPOHbI (BKIrOUas CYXOXHUIUH, B
cKenemmuo- MHO3HT) psze cirydaes
MblueyHou u Pabnomuonns OCJIOXXHECHHbIE
COeOUHUMENbHOTI Pa3pbIB Mbr Pa3peIBOM
MKAHU Bomyanounorno VimmyHoomoc
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CHHIPOM HEKPOTH3HUPY
omas
MHUONATHS
Hapywenus co I'emarypus
CMOpPOHbL  NOYex u
MOYe8b16005UUX
nymeti
Hapywenus co I'maexomac
CIMOPOHbL  NONOBbLIX THSA
op2anos u
MONLOYHOU Jcenesbl
Obwue AcTeHuYecKui Iepudepuuec
paccmpoiicméa  u | CHHOPOM KHE OTEKH
Hapyuienus 8 mecme
86e0enus

!'Yacrora Gyner 3aBucets oT HaMaua W OTCYTCTBHUSI HaKTOPOB PHCKA (KOHIEHTPALHS TIIFOKO3bI
Hartomaxk >5,6 mmone/, UMT >30 xr/M?, moBbIIEHHAS KOHICHTpAllMsl TPHIJIHIEPHIOB,
apTepUabHasi TUNEPTEH3MS B aHaAMHE3e).

Kax u npu npumenennn npyrux HHrHOuTOpoB 'MI'-K0A-penyxrassi, yacrora BO3HUKHOBEHHS
HJIP HOCHT H0303aBHCHMEI Xapakrep.

Co_cmopouv:_nouex u mouesvigodsuux nymeii: IIpH NIpHEME DPO3yBacTaTHHA HaOJI0NAach
IIPOTCHHYPHS, NPEMMYINECCTBCHHO KaHAJIBIEBOTO NPOMCXOKICHHL. V3MeHeHms CONEpIKaHUS
Genxa B MOuYe (OT OTCYTCTBHS MM HATHIHS CJIEOBBIX KOJIMYECTB 10 YPOBHS ++ U BbIIe) GBLTH
OOHapyxeHBl y MeHee ueM 1% HanueHTOB, npuHAMaBmmux 10 m 20 Mr posysacratuna, u
IPUMEPHO Y 3% NalHeHToB, IPHHHMABIIHX npenapar B go3e 40 mr.

MunumaneHOE H3MEHEHHE KONMMYECTBA GeKka B MOU€, BLIDA)KCHHOE B H3MEHEHHUHU OT HYJIEBOTO
YPOBHS MM HATMYUA CIIEJIOB A0 YPOBHA +, HAGONANOCH TIPH IIpueMe Ipenaparta B 1o3e 20 mr.
B GonbmuHCcTBE Crydaes TIPOTCHUHYPHA YMCHBINANACh H CaMOCTOATENLHO NpPOXOMWIa B
Iponecce ieueHus. [Ipm aHanmM3e [aHHBIX KIHHHYECKHX HCCIIEJOBAHUN H  OIBITA
IIOCTMapKETHHIOBOTO NPUMCHEHHS HE BBIABIEHA IPHUMHHAS CBS3b MEXJy NpPOTEHHYpHEH H
OCTPBIMH HJIM IIPOTPECCUPYIOIIUMH 3a00JIEBAHUAMY I0YEK.

Y psna manueHToB, IPOXOAUBIINX KyPC JIEICHHIS pO3yBaCTaTHHOM, Habmonanack reMaTypus, HO
AAHHBIC KIMHIYCCKUX HCCIENOBAHHN NOKA3allH, YTO 9aCTOTa BOSHHKHOBEHHS TAKHX ciTydaeB
HHU3Kasl.

Co_cmoponst _cxenemuo-monueunoii_u_coedunumensuoii MKAQHU: NEHCTBHE HA CKEIEeTHBIE
MBIIIIPL, BBI3BIBAOINEE MHAITHIO, MHONATHIO (BKIHOYAs MHO3UT) M B DPEIKHX CIydasx —
pabnomuomus, maGimonanocsk y TatNCHTOB, NPUHUMABIIKMX JHOOYI0 O3y pO3yBacTaTWHa, B
0COOEHHOCTH 103y Bhmme 20 Mr. IloBbImeHHe conepxanus xpeatuHpochokunassl (KOK) B
3aBUCHMOCTH OT NIPHHUMAEMOH 10351 BRIABIICHO y TAIHEHTOB, [IPHHUMAaBIIHMX PO3yBacTaTHH, HO
B OONBIIMHCTBE CilydaeB 3TH NpOSIBIICHHA OBUTM HE3HAYMTENBHBIMH, GECCHMITOMHBIME M
BpeMCHHBIME. Ecmu conepxxanne KOK B 5 pas NPEBBINACT BEPXHIO TPAHULY HOPMEI, TO
JICUCHHE CIIeNly €T IPEKPATHTE (CM. paszen «Mepsl IPENOCTOPOXKHOCTHY).

Co cmoponvl _nevenu: xax wu IpH HpueMe Jpyrux HHruouTopos I'MI-KoA-penykrassl,
TIOBBICHHE aKTHBHOCTH «ME€YEHOUHBIX)» TPAHCAMMHA3 B 3aBHCHMOCTH OT IPUHHMAEMOH 1035
ObUIO BEIABIEHO Y HE3HAYHTEIHHOTO UHCIA TMAIMCHTOB, IPUHUMABIINX po3yBacTaTul. [Ipu sToM

13




M4 o

B OOJNBIIMHCTBE CIIy4acB 3TO MNOBBIIEHHE OBUIO Hézmamegﬂﬂ‘f%ﬁﬁ,‘
S — [ o e

IIpx nprMEHEHNH HEKOTOPHIX CTATMHOB COOOIIANOCH O cnenyromux HJIP:

— CEKCyalbHasl AUCHYHKIIUS,

~ B HCKITIOYHTOIBHO PEAKUX CTydadX — HHTEPCTULNAIBHOE 3a00EBaHNUE JIETKHX, OCOBEHHO MpH
JUATEBHOM Teparmuu (M. pasfen «Mephl IPeIoCTOPOXKHOCTHY ).

Yacrora ciydaes pabaoOMHONM3a, CEPBE3HBIX HAPYIIEHHE CO CTOPOHBI IIOYEK U IEYECHH
(IpeUMyLIECTBEHHO IOBBIIEHHE AKTHBHOCTH «IIEYECHOUHBIXY TpPaHCaMHHa3) ObUIa BEILIE TPH
HPAMEHEHHUH 10351 40 MT.

HLemu u noopocmxu

[Tobmuenne KOK B 10 pa3 oTHOCHTEIBHO BEPXHEH IPAaHUIIB] JUANa30Ha HOPMAIBHBIX 3HAYCHHL
M MBIIETHBIC CHMITOMBL TIOCTEC YNPAKHEHWH MM 3HAYHTENHHBIX (DHU3HYCCKAX Harpy3ox
HaOJIOJQIACH 4YaIie y JeTedl W IIOAPOCTKOB MO CPaBHEHUWIO CO B3POCIBIMH HALUEHTAMH B
52-HeIeIbHOM KIIMHHYECKOM HCCIICIOBAHUH (cM. paszmen «Mepsr IIPEIOCTOPOKHOCTHY). B
OCTaIBHOM NPOQHIL 6€30macHOCTH pPO3yBACTATHHA OBUI AHAIOTMIHBIM NpU JICYCHUH [ETeH,
IIOJPOCTKOB H B3POCIBIX IAIMEHTOB.

CoolIeHne 0 HeXeNnaTeIbHBIX PeaKITHIX

BaxHo coolmark 0 MOm03peBaEMBIX HEXENIATENbHEIX peaKkIuax C Lenplo obecreuenus
HENPEPBIBHOTO MOHHTOPHHIA COOTHOWICHHS  «IIOJNB3a-PUCKY» JIEKapCTBEHHOI'O TIpenapara.
Menmuuunckum — paboTHHKAM PCKOMEHIYETC  coo0ware o0 JHOGBHIX — IIOXO3PEBaEMBIX
HEXKeNaTeNbHbIX pPEaKIMAX JIeKapCTBEHHOTO IIperiapaTa uepes HAUHOHANBHYIO CHCTEMY
OTYETHOCTH.

Ilepeno3uposka

Cnenmduyeckoe JieyeHne npy mepeIoO3UPOBKe He CYIIECTBYET.

B cimyuae mepenmosmpoBKH pekOMEHIYeTCS NPOBOMMTH CHMITOMATHUECKOE Je4eHue W
NOIEpXHBAtOIIIE MEPONPHATHS. CileNyeT KOHTPONMPOBaTh (YHKIMIO MEYEHH H CTEeHb
akTuBHOCTH KDK. I'eMosmanus B faHHOM CiTydae, BEpOSITHO, Maio3¢peKTHBEH.

B3aumozeiicTBre ¢ ApyruMu JekapcTBeHHBIMH Cpe/ICTBAMH

Biisure mpuMeHeHNs APYTHX MPenapaToB Ha PO3YBACTATHH

Hnzubumopor mpancnopmuvix 6enxos: po3yBacTaTHH SBISETCS CyOCTpaTOM ANIsi HEKOTOPHIX
TPaHCHOPTHBIX ~ O€NIKOB, BKIIOYAs TPAHCHIOPTED MEYEHOYHOTO 3aXBaTa OATPIBI =u
sbdmoxcHblf Tpancmoprep BCRP. OmmoBpeMenHOE  mpuMeHeHHe po3yBacTaTHHa ¥
[pCII4paToB, ~KOTOPBIC SBITIOTCA MHTHOMTODAMHM 3THX TDAHCIOPTHBIX OENKOB, MOXET
COTIPOBOX/ATECS YBEINICHHEM KOHIICHTPALMK PO3YBACTATHHA B ILNa3Me KPOBH H TIOBBIICHHEM
DHCKOM ~ pasBUTHA MHONATHH (CM. pasgensl «Cnoco6 NpUMEHEHHS H 03BN, «Mepsr
TIPENOCTOPOXKHOCTH» U «B3auMonelicTBue ¢ OpyrumMu eKapCTBeHHBIMK cpencrsamuy, Tabiuia
3).

Luxnocnopun: mpu  omHOBpEMEHHOM IIpueMe posyBacTaTMHa M HUKIOCHOpuHa AUC
PO3YBaCTaTHHA yBETMIANACH B 7 Pa3 IO CPABHEHUIO CO 3HAYEHHSAMH, [IOTYYEHHBIMI Y 3JIOPOBBIX
noopososbueB (cM. TaGmuuy 3). PosyBacrartun NPOTHBOIIOKA3aH TAlMEHTaM, IMOJTYYarOMUM
IMKIOCOOpHH (cM. pasaen «IIpoTuBomokasanmsy). OnHOBpeMeHHbI IpHEM NpenapaToB He
BIIMSET Ha KOHIEHTPalUH IUKIOCTIOPHHA B IINa3Me KPOBH.

Huzubumopvl npomeas: X0Ts TOUHBIA MEXaHH3M B3aHMOIEHCTBHS HEU3BECTEH, OTHOBPEMEHHBIH
IpHEM pO3yBACTAaTHHA C MHIHOHTOpPaMHM IIPOTEa3 MOXET MPHBECTH K 3HAYHTETTEHOMY
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IIOBBIIIEHUIO 3KCITO3HIIHH po3y§a§n§h§1a (cM.  Tabudy....3).~-B--«haprakokiHeTHIeCKOM
HCCIICTIOBAHUYM NPH ONHOBPEMEHHOM mnpueMe 10 Mr posyBacTaTHHa W KOMOMHHPOBAHHOTO
penapara, CoAepxalero 1sa HHrubuTopa npoteas (300 Mr arasanasupa/100 Mr puUTOHABHpA)
3N0POBBLIMH  IOOPOBOJIBLIaMH  BBISBJIEHO IIoBhmIeHHe B 3 pasa AUC u B 7 pas Cum
po3yBacTaThHa COOTBETCTBEHHO. COIyTCTBYIOIIee NPHMEHEHHE PO3yBACTATHHA H HEKOTOPBIX
KOMOMHAllMid MHTHOUTOPOB IHpPOTEa3 BO3MOXKHO IIOCHE TINATEIHLHOTO nmogdopa  J03bl
PO3yBaCcTaTHHA, OCHOBAHHOTO HA OXH/JAE€MOM YBEJHYCHHH SKCIO3HLMH PO3yBacTaTHHA (CM.
pasnensl «Crocod npuMeHEHHS H 0351», «MepHl IpefoCTOPOKHOCTHY B «B3auMonelicTRHeE ¢
APYTHMH JICKaPCTBCHHEIMH CpEACTBaMuY, Tabmuiy 3).

T'empubposun u dpyeue cpedcmea, crusicarowue Ypog8eHb NUnu006. OJHOBPEMEHHBIN IpPHEM
po3yBacTaTHHa M reMpuOpo3MIa NPUBOMNT K YBEIUYEHHIO B 2 pa3a Cmax 1 AUC po3yBacTaTHHa
(cM. paszen «MepeI IIPeNoCTOPOKHOCTHY).

Ha ocHOBaHWH IaHHEIX HccIeROBaHMI CrieuM(UYECKHX B3AUMOIEHCTBHI HE OXHIaeTCs
COOTBETCTBYIOWIETO (papMaKOKUHETHYECKOTO B3aMMOMEHCTBHI C deHodpubpaToM, omgHaKo
BO3MOXHO (papMaKkOOWHAMHYECKOE B3auMomelcTeHe. I em¢pubposun, ¢enodpubpar, apyrue
$ubpaTel ¥ HUKOTHHOBAS KHCIOTA B JTHIHICHEKAFOIIAX mosax (1 r mma Gonee B cyTkm) mpu
ONIHOBPEMEHHOM npueMe ¢ HHrubuTopame I'MI-KoA-pemykTassl yBennumBaim pHUCK
BOSHUKHOBCHHS MUOTIATHH, BO3MOXHO, B CBSI3H C TEM, YTO OHH MOTYT BBI3BIBATH MHOMATHIO U
IIpa IIppeMe B BUE MOHOTepanuu. OnHoBpeMeHHsH mpuem 30 Mr win 40 Mr po3yBacTaTHHA H
¢ubpatoB  mpoTtuBomokazaH  (cM. paspensl  «llpotuBomokasaHusty u «Mephl
TipeocTopoxnocTh»). Havanbras no3a mpenapara Meprennn® y nanmentos nannoi TPYIIIBI He
JTOJKHA TIPEBBIIIATE 5 M.

O3emumub: ONHOBPEMEHHOE IPUMEHEHHE PO3YBACTATHHA B fo3e 10 MI M 33eTHMHGA B 03¢
10 Mr compoBoxmanocs ysemmuenmem AUC podyBactaTMHa B 1,2 pasa y nHaumeHTOB C
runepxonecrepunemueii (cm. TaGmuny 3). Henb3s uckmouuTs yBenmueHHe PHCKa pa3BHTHSA
M0604HBIX 3(eKTOB H3-3a HapMaKOAHHAMHIECKOTO B3AHMO/ICHCTRBHAS MEXIYy pO3yBacTaTHHOM
1 33eTHMHOOM (CcM. pa3zpen «Mepsl PETOCTOPOKHOCTHY ).

AHmayudvi: OMHOBPEMEHHBIN NPHEM PO3YBACTATHHA M AHTAILLOB B CYCIIEH3HH, COJIEPIKAIHX
ATOMMHUS MM MAarHUs THAPOKCHX, MOXET NpPUBECTH K CHIDKEHHIO KOHIEHTDALH
pO3yBacCTaTHHA B IasMe KpoBHM mpuMepHO Ha 50%. DTo melicTBHe BRIpaxkeHO ciabee, eciu
AHTAlMJbl IPUMEHSIOTCS 4epes 2 Y Iocie IpueMa po3yBacTaTHHA. KIIMHMYECKas 3HAYMMOCTE
JAHHOTO B3aUMOJECHCTBHS HE M3yYeHa.

Opumpomuyun: ONHOBPEMEHHBIA NPHEM pO3yBacTaTHHA H SPUTPOMHLIHA MOXKET MPHBECTH K
ymenpmmennto  AUC(o.y posyBactatiHa Ha 20% ©  Cmax po3yBacTatMHa — Ha 30%. Orta
B3aUMOCBS3b MOXET OBITh BbI3BaHA YCHICHHEM MOTODHMKH KHIIEYHHKA, o0ycnoBnenHoit
TIPHEMOM 3PUTPOMHMIIAHA.

Hzopepmenmur yumoxpoma P450: pe3ynbTatsl MpOBeNCHHBIX HCCIICIOBAHU in Vitro H in vivo
TIOKasbIBaJIH, ITO PO3YBACTATHH HE SBJIAETCS HU HHTHOHTOPOM, HH HHIYKTOPOM U30()epMEHTOB
uuroxpoMa P450. Kpome Toro, po3yBacTaTHH SBISETCS MOCTATOYHO CAAGEIM cybcTpaToM s
3THX (epMenTOB. IT0aTOMy Kakoe-mubo B3auMoeiicTBIE JICKapCTBEHHBIX CPEJICTB, CBI3AHHOE C
MeTabom3MoM muToxpoma P450, e oxumaercs. He 65010 BEIIBICHO KIMHEYECKH 3HAYUMOTO
B32UMOZICHCTBHS MEXJYy pO3yBaCTATHHOM U (DIYKOHA30JI0M (AHrHOUTOpPOM H30(EpMEHTOB
CYP2CY9 u CYP3A4), mub0 KeTOKOHA30JI0M (uuruburopoM usodepmentoB CYP2A6 u
CYP3A4).

BsauMornelictBue ¢ _JIeKapCTBEHHBIMH _Cpe[CTBAMH, KOTOPOE TDeGyer KOPDEKIIMH  JI03bI
posyBactaruHa (cM. Tabnuny 3)
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Hlo3y mpenapata MepTterun® cieayeT KOppeKTHpPOBaTh IpH HepOXOIAMOCT ero-eoBMeCTHGTo
IIPUMEHCHHS C JIEKAPCTBEHHBIMH CPEJICTBAMH, YBENHYMBAIOIIMMH SKCIO3UIMIO PO3YBACTATHHA.
PexoMeHyeTCss H3yunTh HHYOPMALIUIO O COOTBETCTBYIOIIMX JIEKapCTBEHHBIX IIpenaparax mpH
PacCMOTPEHHH BO3MOXXHOCTH HX COBMECTHOrO NpHMEHEHMs C npemnapatoM Meprennn®. Eciu
OXHIACTCA yBenudeHue skcnosunuu (AUC) B 2 pasa u Gonee, HavanpHas 1034 npenapara
Meprennn® NOMKHA COCTABIATH 5 MI OJUH pas B cyTkHu. Taxke ciemyer KOppeKTHpOBaTh
MaKCUMANbHYIO CYTOYHYIO 03y mpenapata MepreHun® Tak, 9to6bl 0XKHUaeMast SKCIO3MITHS
PO3yBacTaTHHA HE NPEBBINAA TAKOBYIO Ul K036l 40 Mr, MPUHEMaeMo# 6e3 OHOBPEMEHHOrO
Ha3HAYCHUS JIEKAPCTBEHHBIX CPEACTB, B3aMMONCHCTBYIOIMX C PO3YBACTATHHOM. Hampumep,
MaKCHManbHas CyTo4yHas Ho3a npenapata Meprenun® mpu omHOBpeMeHHOM [IPUMEHEHHH C
reMpubposunom cocraBisser 20 Mr  (yBenuueHHe Skcno3uuun B 1,9 paza), ¢
aTa3aHaBUPOM/PUTOHABHPOM — 10 Mr (yBelHdeHNe SKCIIO3HITHY B 3,1 paza).

®

Tabmuna 3. Biusuue comyTcrByromeit TCpalli¥ Ha SKCHIO3MUMIO K po3yBacratury (AUC,
AAHHBIC IPUBECACHBl B NOPAAKE YOBIBAHHA) — PE3yJbTAaTHl OIMYOIHKOBAHHBIX KIMHUYECKHX
HCCJIE0OBaHUM,

Pesicum conymcemeyroweii Pesicum npuema H3menenue AUC
mepanuu posysacmamuna po3ysacmamuna*

Luxnocnopun 75-200 m2 2 pazae | 10 m2 1 pasecym., 10 | Veenuuenue ¢ 7,1 pasa
cym., 6 mec. OHell

Pezopagpenut 160 mz 1 pas 6 cym., | 5 mez OOHOKPAMHO Yeenuuenue ¢ 3,8 pasa
14 ouen
Amasanasup 300 mz/pumonasup 10 me oonoxpammuo Yeenuuenue ¢ 3,1 pasa

100 me 1 pas 6 cym., 8 Oneii

Beanamaceup 100 mz 1 pas 6 cym. | 10 mz OOHOKPAMHO Veenuuenue 6 2,7 pasa

Ombumaceup 25 me/napumanpesup | 5 mz OOHOKpAmMHO Veenuuenue 6 2,6 pasa
150 mz/pumonasup 100 me 1 pas 6
cym. / dacabysup 400 mz 2 paza 6
cym., 14 oueii

I'pazonpesup 200 mz/>nv6aceup 50 | 10 mz OOHOKpAmMHO Veenuuenue ¢ 2,3 pasa
mz 1 paz 6 cym., 11 Oueii

I nexanpesup 400 Smelpazecym., 7 Veenuuenue 6 2,2 pasa
me/nubpenmaceup 120 me 1 pas OHell
cym., 7 OHell

Jlonunasup 400 me/pumonaeup 100 | 20 mz | paszecym., 7 Veenuuenue 6 2,1 pasa
M2 2 pasa 6 cym., 17 Oueil OHeii

Knonuooepen, nazpysounas dosa 20 mz o0Hoxpamuo Yeenuuenue 6 2 pasa
300 me, 3amem 75 mz uepes 24 waca

TI'emgpubposun 600 mz 2 paza & 80 me oonoxpamno Veenuuenue 6 1,9 pasa
cym., 7 OHeil
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Anmpombonaz 75 me 10 m2 oonoxpamno ng’z;’tyﬁfg‘g '8
I paz 6 cym., 5 dneil -
Hapynasup 600 me/pumonasup 100 | 10 mz I pas 6 cym., 7 Yeenuuenue 6 1,5 pasa
me 2 paza 6 cym., 7 Oueii OHell
Tunpanasup 500 m2/pumonasup 10 me oonoxpamno Yeenuuenue ¢ 1,4 pasa
200 me 2 pasa 6 cym., 11 Onueii
Lponeoapon 400 mz 2 pasa ¢ cym. | Hem dannwix Yeenuuenue 6 1,4 pasa
Hmpaxonason 200 m2 1 paz 6 cym., | 10 m2 OOHOKPAMHO Yeenuuenue 6 1,4 paza**
5 Oneii
Ozemumub 10 m2 1 pasz 6 cym., 10 m2 1 pas 6 cym., Veenuuenue 6 1,2 paza**
14 Oneti 14 Oneii
Docamnpenasup 700 10 m2 oonoxpamno bes usmenenuii
me/pumonasup 100 mz 2 pasza 6
cym., 8 Onen
Aneznumasap 0,3 me, 7 Oueii 40 me, 7 Oneti be3 usmenenuii
Cunumapun 140 mz 3 pasa ¢ cym., 10 m2 oonokpammno be3 usmenenuii
5 Oneii
Penogubpam 67 m2 3 paza e cym., | 10 m2, 7 Oneii be3 usmenenuii
7 OHeil
Pugpamnun 450 me 1 pas e cym., 20 me oonoxpammuo be3 usmenenuii
7 OHell
Kemoxonason 200 mz 2 paza & 80 mz oonoxpammo be3 usmenenuii
cym., 7 Onell
@nyxonaszon 200 m2 1 pas 6 cym., 80 m2 o0noxkpammo bes usmenenuii
11 oweii
Opumpomuyun 500 mz 4 pasza 6 80 me oonoxpamno CHuocenue na 20%
cym., 7 Onetl
baiixanun 50 m2 3 pasa 6 cym., 20 me ooHoxkpammo Cruxcenue na 47%
14 oneii

*JlaHHEBIE, TpENCTaBIEHHbIE KaK KPATHOE U3MEHECHHE, ITOKa3hIBAIOT COOTHOIIEHHE ITOKA3aTes
AUC mpu coBMecTHOM mpHeme K TaKOBOMY IIPH MOHOTEpalMH DPO3yBacTaTHHOM. J[aHHBIe,
TIPEZICTAB/ICHHBIE KaK Yo U3MCHEHHE, OTPAXKAOT PasHUIY (%) [0 OTHOMIEHHIO K MOHOTEpaINuy
PO3yBacTaTHHOM.

**Heckonbko  McclOeoBaHHM — NEKApCTBEHHBIX — B3aMMONCHCTBHA  GBUTH BBIIOJIHEHBl  C
Pa3IHIHBIMHA 03aMHU PO3yBacTaTHHA; B TaOJIMIE MIPEACTABICHB! CaMble 3HAYUMBIE OTKIIOHEHHUS.

Binsuye nmpuMeHeHus po3yBacTaTHHA HA IPYTHE MPENapaTE]
Anmazonucmuvr eumamuna K: Xak ¥ B cilydae ¢ IpyTUMH unruburopamu I'MI'-KoA-penykrassr,
Ha"a/Io Tepanun PO3yBaCTATHHOM MIIA YBEIHYECHHUE IO3BI PEIapaTa y NAllHeHTOB, IOy YaOMIHX
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OZIHOBPEMEHHO AHTAarOHUCTH! BHTamuHa K (Hanpumep, gapdapun T {XPYTRE 'KYMapHHOBEIE
AHTHKOATYJIHTHI), MOXET IIPHBECTH K YBEIHYEHHIO MEKIyHAPONHOTO HOPMaJIN30BaHHOTO
otHomeHus (MHO). OTmena unm CHIKEHHE O3B PO3yBaCTATHHA MOJKET BHI3BATH YMEHBIIECHUE

MHO. B Taxux ciy4asx ciefyer IpoBoauTs MoruTOpHET MHO.

HAPS

i

Ilepopanvrvie KoOMMPpayenmuebl/20pMOHO3AMECMUMENbHAS MEPANUSL. ONHOBPEMEHHBIH NpHeM
pO3yBaCTaTHHa H I€POPATbHBIX KOHTPALICNTHBOB MOXKET IIPHBECTH K yBenuueHmio AUC
STHHUJISCTpANHONa M HOprecTpena Ha 26% u 34% coorsercrtBenHo. Takoe yBelnmuenHe
IUIa3MEHHBIX ~ KOHLCHTpAUMH CEAYET YYMTBIBATE NpPM  BbIGOpe 03B  IEpOPAIBHBIX
KOHTPalCNTHBOB. ~DapMaKOKUHETHYECKHE [aHHBIE [0  OJHOBPEMEHHOMY IIPUMEHEHHUIO
PO3YBACTATHHA U PEIIAPATOB FOPMOHO3AMECTUTENBHO TEPAIIiK OTCYTCTBYIOT, IO3TOMY HeJb3s
UCKIIOYHTH aHAIOTHYHOE JEHCTBHE IIPH WMCIMOJIB30BAHMU NAHHOTO codeTaHus. ONHAKO TaKas
KOMOHMHAIMs IIPENapaToB AOCTATOYHO INMPOKO HCIOJIB30BANACH KEHIIUHAMH B XOJe
IIPOBEACHHS KIIMHMIECKHX UCCIIEAOBAHUM H XOPOIIO EPEHOCHIIAC.

Apyaue nexapcmeennvie cpedcmasa

Luzoxcun

Ha ocHOBaHMM HaHHBIX HCCliemOBaHMit crenupuIecKuX B3aMMONEHCTBHI He OXMIACTCH
IJTHHRMECKH  3HATMMOTO B3aMMOJICHCTBHS [PH ONHOBPEMEHHOM IIpHEME pO3YBACTATHHA M
JOUTOKCHHA.

Dy3uduesas xucroma

Viccnenopanuit B3aMMOAEHCTBHSA pO3yBACTATHHA U (y3uIMeBOit KUCITOTEI He IPOBOAMIOCH. PHCK
MHOIIATHH, BKITIOYas pabAOMMOH3, MOXET OBITh NOBHIIEH IIPH OJTHOBPEMEHHOM CHCTEMHOM
IPUMEHEHUH (Qy3HOHMEBOM KHCIOTHI CO CTATHHAMH. MeXaHu3M 3Toro B3aUMOJCHCTBUA (HMeeT
T MeCTO (papMaKoAMHAMHUYECKOE HIH (PAPMAKOKHHETHYECKOE B3aMMOJEHCTBHE, MK 06a BHIa)
noxa HemssecteH. Coobmanock 0 ciydaix pabroMuomH3a (BKIIOYas cilyyad C JIeTaJbHBIM
HCXOZIOM) Y MAUHMEHTOB, IOy YarOINKX JAHHYIO0 KOMOHHAIIHIIO.

Ilpr HeoGxomMMOCTH CHCTEMHOMN Tepamuy (By3umHeBol KHUCIOTOH TEPAIIUIO PO3YBACTATHHOM
CIIeRyeT NpeKpaTHTh (cM. pasnen «Ocobble yKazanus»).

Lemu
HcenenoBanust B3aMMOAEHCTBUEM GBUIH  BbINOIHEHE! TOIBKO Yy B3POCHBIX. MHTEHCHBHOCTD
B3aHMOJIEHACTBUN y AE€TEH HEU3BECTHA.

MepsI ipegocroposkHOCTH

Ilogeunsie 3¢ deKTrI

IIpoTenHypusi, NperMyINECTBEHHO KAHAIBIIEBOTO IPOUCXOXKACHUS, OTMEYANach y IaHEHTOB
IIpH TIpHEMe BBICOKUX 1103 mpenapara Mepreaun®, B ocobernoctu 40 MT, HO B OOJIBIIMHCTBE
CiydaeB Oblia IEPHOTMYECKON WM KPATKOBPEMEHHO!, Tlokasano, 4To Takas mpoTeHHYpHS He
O3HAYaCT BOIHHKHOBEHHS OCTPOr0 HIH IPOTPECCHPOBAHUS CYLIECTBYIOMIErO 3aG0JIeBAHUS
nouek (cM. pasmen «IloGouroe meiictBHe»). UactoTa CCPBE3HBIX HAPYLIEHUH (YHKIMH MOYEK
[IOBBIIACTCSt IpK npueMe 40 Mr posyBacTathHa. Pexomenmyercs KOHTPOJIUPOBATH MOKA3ATENH
yHKUMH TOYeK BO BpeMsl CTAHAAPTHOIO 06CIeq0BaHMS IallHCHTOB, IOJYYaOIUX [Ipenapar B
no3e 30—40 mr.

Brusnue na cxenemnyio myckynamypy

Hpn npuMenennn npenapara Meprerun® Bo Beex AO3UPOBKAX, H B OCOOEHHOCTH IIPH IpHEME
fiperiapata B 103€, MpeBbIUAomed 20 Mr, BBIBIANACH MUANTHA, MHONATHS H, B PEIKIX
CiydasX, pabgomuonus. O4eHb PeaKo BO3HHKAN pabIoMHONH3 [P ONHOBPEMEHHOM IIPHEME
a3eTHMHOa W HHTHOMTOPoB ['MI-KoA-pemyktass. B stom CIy4ae HEJb3s HCKIIOYMTh
(apmaxoanHamMudeckoe B3aHMOAEHCTBHE [penapaToB, MOITOMY coBMeCTHO Meprenun® u
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33eTUMUO CIEAYET MPEMEHATH C OCTOPOYKHOCTBIO (CM. p%é}{éﬁ“‘?(ﬁ%fm@ﬁé‘ﬁemm “c"
JICKapCTBEHHBIMH CPEJCTBAMEY). I A e
Yacrota cyyaes pabromuoinusa npy npueme 40 Mr po3yBacTaTuHa YBEIIMYUBACTCA.
Onpenenenve kpeatnaGocHOKHHA3EI
Onpenenenme aktuBHOocTH K®K He crnexmyer IPOBOJHUTE IIOC/I€ MHTCHCHBHBIX (DH3HUYECKHX
Harpy3oK WM B CIy4ae IpYrod albTCPHATUBHON NPHYMHBI, BHI3BIBAIOMICH yBEIHUCHUE KoK,
TTOCKOJIPKY 3TO MOXXET 3aTPy JHHTh HHTSPIPETAIHIO Pe3yIbTaToB. IIpH MOBBINEHAH AKTHBHOCTH
K®K 1o nasana repanuu Gonee 4eM B 5 pa3 Bbiue BEPXHEH IpaHMLBl HOPMBI Yepe3 5—7 mHeil
CIICIyeT TNpPOBECTH IOBTOPHOE H3MepeHHe. Ecim moBTOpHOE H3MepeHue NOATBEPXKIAeT
HCXONHEIH mokasarens KOK (B 5 pas seume mo cpaBHenmio ¢ BEpXHEH IpaHuIEHl HOpPMBI)
Tepaluio npenaparoM Meprerun® HaYHUHATE He Clemyer.
o Havana Tepanuu
Meprenun®, kak wu Apyrue uHruoutoper I'MI-KoA-pemyxrassr, crenyer ¢ ocoboi
OCTOPOXXHOCTBIO ~ Ha3Ha4aTb  NAOUEHTAM € HMEIOIIHMHCS daxtopamu  pucka
MuonaTun/pabnomuonusa. K takum axropam oTHOCSTCS:
— II04YeYHas HEJIOCTaTOYHOCTE,
— THIIOTHPEO3;
— UHIMBU Ty aJIbHEIM HIIH CEMEHHBIM aHAMHE3 MBIIIICYHBIX 3aboseBaHuii;
— HAIM9KE B aHaMHE3€ MHOTOKCHYHOCTH Ha (OHE MpHeMa APyrux HHru6uTOpoB I'MI'-Ko0A-
penykrassl uiau GuUGpaTos;
— 3JI0YyTIOTPEOIEHHE ATIKOTOJIEM;
— BO3pacT crapure 70 JeT;
— COCTOSAHHS, CONPOBOX/IAIOLINECS YBENHYCHHEM KOHIIEHTPALUH npenapara B IUIa3Me KPOBH
(eM. pasnenst «Croco6 npuMeHeHus 1 Ro3bI», «B3anMoneiicTBre ¢ Apyrumu JIEKapCTBEHHBIMH
CpencTBaMm» U « DapMaKOKMHETHKA);
— OIHOBPEMEHHBIH preM hubparos.
Y TakuX HalHeHTOB CNEIYeT OLEHUTh COOTHOLICHHE PHCKa U BO3MOXHOH IIOJB3BI TEPANUH U
OCYIIECTBIIATE KIMHAYECKOE HAOIIOACHAE HAa MPOTSIKEHHH BCErO Kypea Tepanud. He cremyer
HaYMHATB JICICHHE B CIyYae 3HAYMTENBHOTO MOBBIIEHHS HCXOMHOTO Hokasarens KOK (B 5 pas
BBIIIE 10 CPaBHEHHIO C BEpXHEH rpaHuueil HOpME!).
Bo Bpems tepanun
Pexomenayercss mpoundopmupoBats naummentos o HEO0XOAMMOCTH He3aMeLIUTEIbHO
c000IAaTL Bpady 0 CJy4asX HEOKHJAHHOTO IOSBJICHHS MBbIMIEYHBIX (os1eii, MbIMeYHOil
¢1a60CTH HIH cna3Max, 0c0GeHHO B COYETAHHH ¢ HEIOMOraHHEM HJIH JTHX0PaXKOii!
Y Takmx IaueHToB cleayeT 00s3aTebHO OCYIIECTBIIATE KOHTpOIb akTHBHOCTH KOK. Jleuenue
CICAYET IIPEKpPaTUTh, €l akTUBHOCTE KOK Goiee yem B 5 Pa3 NPEBBICHIIA BEPXHIOIO TPAHHIy
HOPMBl HIIH €C/IA MBIUCYHBIC CHMITOMBl DPE3KO BBIPAXEHBl H BBI3BIBAIOT €KEeIHEBHBIA
IUCKOMQOPT B TeUeHHE BCEro AHA (NaXKe €M aKTHBHOCTH KDK B 5 pa3 MeHbIe BepxHei
rpanuubl HOpMbI). Ecnu cuMnToMbr mcuesaror uw axTuBHOCTE KOK BO3BpAILAETCAd K HOPME,
CICOYyeT pacCMOTPETh BOIPOC O MOBTOPHOM HAa3HAYECHHH npenapata Meprenun®  wim
HasHa4CHHUH anbTepHATHBHOrO HMHruburopa I'MI-KoA-peiyKkTassl B MeHBLIHX o3ax IIpu
THIATEIBHOM HaOMIONEHHH 3a MAlHEHTOM. Perynspueiii xoutpoms axtueHOcTH KOK y
IIAMHEHTOB IIPH OTCYTCTBHH CHMIITOMOB pabIoMUOIH3a HerenecoobpaseH.
OrMeuenr! oueHs pemkue ciayyam MMMYHOONIOCDEIOBAHHOH HEKPOTH3HPYIOIUIEH MHOIATHH,
IIMHAIECKH NPOSIBIIIOMEHCS CTORKOH IIPOKCHMANBHOM MBIIEYHOH CIaboCThIO 1 IIOBBIIIEHHEM
aKTUBHOCTH KPEATMHKMHA3B! B CHIBOPOTKE KPOBH, BO BPEMS JICUEHHS HIIH [IOCIE [IPEKpALICHHS
JICUCHUA CTaTHHAMH, BKIIIOYAs pO3yBAaCTAaTHH. Y BEIMYEHHE YKCIIa CIIy4aeB MHO3UTa U MHOIIATUH
ObLIO BBEIABNEHO y MNAlMEHTOB, IPUHAMABINNX Jpyrue HHruOuTopel I'MI-KoA-pemyxTassi
COBMECTHO C NPOM3BOAHBIMH (PHOPOEBON KMCIIOTHI, BKIIHOYAS reMpuOpO3UI, LUKIOCTIOPHH,
HHKOTMHOBYIO KHCIIOTY B JIHIHICHIKAIOWMX J03aX, IPOTHBOIPHOKOBBIE IIpenaparsl IpyIILI
a30/10B, HHTUOMTOPHI IIPOTEa3s U MaKPOIHIHBIE AHTHOHOTHKY, | eMOHOPO3KIT YBENTMUHBAET PHCK
BOSHUKHOBCHHS MHUOIIATHH TIPH COYCTAHHOM HA3HAYCHWH C HEKOTOPHIMH uHruburopamu I'MI -
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KoA-penyxrasel. ITosToMy OAHOBpEMEHHBIH mpHEM po3 S R (12 (8)
pexoMeH0BaH. JIOIDKHO GBITh TINATENHHO OLEHEHO COOTHOMIEHHE PACKA W BO3MOXKHOMN TOIB3bI
MATBHEHINETO  H3MEHEHHs KOHNEHTPAMM JIMIHMAOB IIPH  COBMECTHOM [IPUMEHECHUH
posyBacTaTHHa ¢ QuOpaTaMu HIM HHKOTHHOBOM kucnoto#t. IIpoTHBONOKa3aH OJIHOBpEMEHHBII
npueM posysactaTiHa B fose 30 mr u 40 Mr u ¢ubparos (cM. pasmens! «BzaumoneiicTBre ¢
ApYTHMH JIEKapCTBEHHBIME CpeCTBaMu» U «IIo604uHOE neiicTuey).

IIpenapar Meprenun® Henb3s BBOAUTH COBMECTHO ¢ npenapaTaMy Qy3HAMEBOM KUCIOTHI Ui
CHCTEMHOTO IIPUMCHEHUS WK B TeYEHHE 7 IHEH 10Cie MPeKpaIleHns IPUMEHERHs (y31IueBoit
KACNIOTBL. Y MAlMEeHTOB, Y KOTOPHIX CHCTEMHAs Tepamus (y3unueBoil kuCIOTOH cumTaeTcs
HE3aMEHUMOH, TEpanMiO CTaTHHAMH CIEAYeT TpPEKpPaTHTh HA BeCh CPOK NpUMEHEHHS
dy3umueBoit kucnotel. Coobmanocs o Ciydasx pabZoMuONIK3a (BKIIIOYas HECKOIBKO CIIyYaeB ¢
JICTANEHBIM HMCXO[OM) y INALMEHTOB, MOTYYaBIIMX (y3HIHEBYIO KHCJIOTY U CTaTHHBl B
KoMOuHamuu (cM. pasgen «BsammopeiicTeue c APYTHMH JICKaPCTBEHHBIMH CPECTBAMHUY).
[latpenTaMm ciexyer pekoMeHIOBATh HEMEMIEHHO 00paTHTHCS K BPauy, €CIIH OHU HCIIBITHIBAIOT
KaKue-1u00 CHMIITOMBI MBIIIEYHOM C1a6oCTH, GOMU 1M 0ONE3HEHHYIO YyBCTBHUTEIBHOCT.
Tepanuio craTiHaMM MOXHO BO30GHOBHTE Uepes ceMb JHEH OCIE npyeMa IOCHeqHed J03bl
by3uaneBoit KHCIOTHL.

B HcKmoYATENBHBIX CoyyasX, KOrxa TPeOyeTCs UTHTENBHBI CHCTEMHBIH npueM ¢Qy3uaueBoi
KHCJIOTBI, HalpUMEpP, I JICYECHUS TKENBIX HHQEKIHH, Heo6XOMIMOCTS OJTHOBPEMEHHOT'O
BBeZIeHUs Tpenapara Meprerun® m y3unueBoit KMCIOTEI CIIEyeT paccMaTpUBaTh TOJIBKO B
KaXJIOM KOHKDETHOM CJIy49ae W MOA CTPOTHM MENMIMHCKHM HaGIOICHHEM. Meprenun® He
CICNYCT Ha3HAYaTh NAUMEHTAM C OCTPbIMH, TSKCIBIMH 3a00JEBAHUSMH, MO3BOJISIOLIHMHA
NIPCIIIONONHUTE ~ MUONATHIO, MM C  BO3MOXHBIM DasBHTHEM BTOPHYHON IOYEUHOM
HEJOCTATOYHOCTH Ha (JoHe pabAoMHONM3a (HAPHMEp, CEICHC, apTepHalbHas THIIOTEH3MS,
XUDYPrHYE€CKO€  BMEIIATENbCTBO,  TpaBMa,  TSOKENBIH  MeTaboIHYIeCKHii CHHJIPOM,
HEKOHTPOIIMPYEMbIE Cy IOPOTH, SHAOKPUHHBIE HAPYIIEHHS, SICKTPOIUTHEIE HapyLIeHus).
Bingnue Ha neyeHs

Kak u gpyrme wunrubutoper T MI"-KoA-penykrassl, Meprenun® claenyer ¢ ocoboi
OCTOPOXHOCTBIO Ha3HAYaTh TNALHCHTaM, 3JOYNOTPEOIISIOMMM alKOTONeM WIH HMEIOIIHM B
aHaMHe3e 3a00JIeBaHUs [IEYEHH.

PexomenmyeTcs mpoBoaUTE onpezeneHue mokasaTeseit ¢yHKunn medeHu mo W yepes 3 mecsua
focnie Havgana gedeHns. Eciu akTHBHOCTE «II€YeHOUHBIXY TpaHCAMEHA3 B CBIBOPOTKE KPOBH B 3
pasa MpEBEINACT BEPXHIO TIPAHHMIY HOPMBI, CleIyeT NpPeKPaTHTb IIPHEM Ipenapara
Meprennn® wm ymMeHbIIHTD NpUHUMAEMyYIO 103y (cM. pasnen «Croco6 mpuMeHeHus u JTO3BI»).
YacToTa BBIpaXXEHHBIX HapyIIeHnH (YHKIHHA TeYeHH (CBA3aHHBIX, B OCHOBHOM, C ITOBBIIICHHEM
AKTHBHOCTH IICYCHOYHBIX)» TPaHCAMUHA3) OBBINACTCS IPH TIpHeMe 40 Mr IIpernapara.

Y DauueHTOB ¢ BTOPHYHOI THIIEPXOJIECTEPUHEMHEH  BCIIEACTBHE THIIOTHPEO3a MM
HEQPOTHYECKOTO CHHIPOMA TEParHs OCHOBHOTO 3a00/IeBAHUS J0JDKHA IIPOBOIUTHCS 0 Hauaaa
JIeYeHus penaparoM Meprenun®.

PacoBas npuHaIexxHOCTh

B xome dapmakoxmHeTHYECKMX HCClIENOBAaHHE  BISBJICHO YBEIIMYEHUE CHCTEMHOI
KOHUCHTPAIMK  pO3yBAacCTaTHHA CPEIM MAlMEHTOB MOHIONOMIHON packl 110 CPaBHEHHIO ¢
AQHHBIMH, [ONYYCHHBIMH CDPEIH INALMEHTOB — IIPEICTABUTENEll eBPOMEOMIHOMN pacel (cM.

e
TTpERas Al

paszensl «Criocob mpuMeHeH st 4 10361, «[IpOTHBOMOKa3aHusY 1 «DapMaKOKHHETHKAY).
Huruburopst BUY-nmpoTeas

B xozme coBmectHOrO mMpHema po3yBacTaTHHa M KOMOMHAUMH Pa3/IMYHBIX MHIu6uTOpoB BUU-
Ip0T€a3 ¢ PUTOHABHPOM HAOJIIONACTCHA yBEIMYEHHE CHCTEMHOM 3KCIO3HMITMH po3yBacTaTHHA.
Cienyer TIaTeNbHO OLEHHUBATH KaK MOJB3Y OT CHHMKEHHS KOHIIEHTPALMH JIMIKAOB B KPOBH Ha
$oHe mpHeMa pO3yBAcCTATHHA, TaK M YUHTHIBATE BO3MOXHOE IOBBITEHIE KOHIIEHTpaIHii
PO3YBacTaTHHA B ILTa3Me KPOBH B Havalle JICYEHHs U B MEPHO MOBBILICHKS [03bl IPerapara y
nauuenToB ¢ BUY, nmpummMarommx HHra6uTOpEI BUY-nporeas. OnHOBpeMeHHBIH HpHeM ¢
uHTHONTOpaMH BHY-mpoteas He pexomeHmyercs 6e3 KOPPEKIMH O3Bl PO3yBacTaTHHa (CM.
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paszensl «Croco6 mpuMeHeHHS W H03bI» H «B3amMone ;
CpeACTBaMm»). "
JlakTo3a

IIpeniapar comepxuT NaKTO3y, MO3TOMY €ro He CICNyeT NMPUHHMMATh HAIlMEHTaM C TAKUMH
PCAKMMH  HAaClIC[CTBEHHBIMA 3a00NEBAaHUAMH, KaK HENEePEHOCHMOCTb TaJIaKTO3bl, IOJHAas
JIaKTa3Hast HEAOCTATOYHOCTE MM CHHJPOM IIIFOKO30-TaNaKTO3HO ManbabcopOiuy.
UnrtepcTunmansroe 3a60/1eBaHuE JTETKIX

Ilprr npuMeHEHHH HEKOTOPBIX CTATHHOB, O0COGEHHO B T€YCHHE [UIMTENIBHOTO BpPEMEHH,
COOOIIANIOCE 0 EAMHUYHBEIX CITy4Yasx MHTEPCTHIHAILHOTO 3a00NEBaHMsS JIETKHX (CM. pasfen
«IloGounoe  peiicteuen). Ilpossnenusamu  3a6oneBanmus MOIYT  SIBJIATBCS  OJBIINKA,
HCIPOAYKTUBHBIA Kalllellb U YXyIIEHHE O6UIero CaMO41yBCTBHs (CIa00CTh, CHUXKEHHE MAaCChI
Tera u nuxopanka). Ilpu momo3peHHM Ha WHTepCTHIMANBHOE 3aG0JEBAHEE JIETKUX CIIeyeT
IIPEKPATHTh TEPAIIUIO CTATHHAMH.

CaxapHbrit ;mabeT 2-ro THa

HMerorcss  mokasarenbcTBa TOro, 9TO CTaTHHBI, KaK KJIaCC, BBI3BIBAIOT OBLIIICHHE
KOHICHTPAalNH ITIOKO3bI B KPOBH M y HEKOTOPHIX HALMEHTOB C BBHICOKHUM PHCKOM pa3BUTHA
caxapHoro nuabera B GyaymeM MOryT CIPOBOLMPOBATE TaKOH YPOBEHb THIEPIIMKEMHH, IIPH
KOTOPOM  IIOKa3aHO CTaHJAPTHOE JICYCHHE CAXapHOTO juabera. Opmnako 3toT pHCK
TICPCBEINNBACTCS CHDKCHUEM DHMCKA DAasBHTHS COCYIUCTBIX OCJIOXXKHEHHH, o0ecrnednBacMpIM
CTATHHAMH, TIO3TOMY NPHYHH NPEKpAIlaTh JEUSHHE CTATHHAMH HET. Cnenyer ocymecTBiars
MOHHTOPHHT KIHHHYECKHX M OHOXHMHYECKHX NOKa3arenei Yy TAUWCHTOB, HaXOMAIIHUXCS B
rpynne pucka (KOHIEHTpPAUHs IIOKO3BI HATOMIAK OT 5,6 o 6,9 mMmons/n, UMT> 30 KT/M2,
TIOBBIICHHAs KOHUEHTPALMS TPHTAIEPHIOB, apTepHAIBHAS THICPTEH3Hs), B COOTBETCTBHH C
HallMOHAJIbHEIMU PEKOMEHIAIHSIMH.

B wuccnemoBanmu JUPITER ofuias 4acToTa Cciydaes caxapHoro nuabera cocrtasmiaa 2,8% B
Tpymnme posyBacTaTuHa u 2,3% B rpyiiie miane60, B OCHOBHOM y NAIMEHTOB ¢ KOHUEHTpaLHeil
[IIOKO3BI HATOIAK OT 5,6 710 6,9 MMOJIB/JI.

ety 1 monpocTku ot 6 1o 17 ner

Ouerka pocta, Beca, UMT u BTOPHYHBIX IIONOBBIX NMPHU3HAKOB II0 LIKAJE CTamui Tannepa y
TNICINATPUICCKUX TAMEHTOB B BO3pacTe OT 6 mo 17 rer, NPHHUAMAIOIIMX PO3YBACTATHH,
OTPaHHYMBANACE IEPHOAOM B 2 roxa. Yepes 2 rona HCCIIelyEMOr0 JIeYECHHs BIIMSHHUS Ha POCT,
Bec, IMT miu monoBoe co3peBaHme BEIABIECHO He G0 (cM. pasgen «®apMaKOIUHAMHUKAY).

B xnnHMYeckoM uccnenoBanun Y AeTell ¥ NOJPOCTKOB, IPHHIMABIIMX PO3YBacTaTHH B TEYEHHE
52 menenp, mnosemmenne KOK B 10 Pa3 OTHOCHTEIIBHO BEpPXHEH TIpaHMLbl aHAaNa3oHa
HOPMalIbHBIX 3HAYCHHH H MBIIIEYHbIE CHMIITOMBI ITOCIE YOPOXHCHHH WIM IMOBBIIEHHBIX
$H3MYeCKHX HArpY30K HAGIONAIHCE Hamte, €M B KIMHHUYECKMX UCCIENOBAaHHAX C YYAaCTHEM
B3POCIIBIX ManueHTOoB (cM. paszen «Ilo6ounoe NeHCTBUEY).
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Binsinne ua cmocoGroctn K YNIPaBJI€HHI0 TPAHCHOPTHBIMH CPEJCTBAMH M Ha paborty c
MEXaHH3MaMH

HccnenoBanus mo m3yyenuro Bimusmus npenapara Meprenun® Ha crioco6HOCTD K YIIPaBIEHHIO
TPaHCIIOPTHBIMA CPEACTBAMH M Ha pPaboTy ¢ MeXaHH3MaMH He npoBoaunuck. OnHako Ha
OCHOBaHHH  (apMaKOJHHAMHYECKHX CBOHCTB Ipenapata MOXHO IPEINONOXHUTb, YTO
Meprenun® He NOIKEH OKA3BIBATD TAKOTO BO3ZEHCTBUs. Bmecte ¢ Tem mpm ympasmenmmu
TPAaHCTIOPTHBIMU CPEACTBAMH MM APYTHMH MeXaHH3MaMU HEOOXOMHMO YYHTBIBATH, YTO BO
BPEMt JICHCHHUSI MOXKET BO3HMKATh TOJIOBOKPYIKEHHUE,

®opma Bhiycka

10 Tab1eTOK, HOKPBITHIX MIEHOYHOIH 06010uKkoH, B 6ucTepe u3 TTA/An/IIBX-mienka u ¢onbru
ITFOMHHHUEBOIA.

3 GmHucTepa B KapTOHHOM KOPOOKE ¢ HHCTPYKIKEH 110 IPUMEHEHHIO.
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HO PB
YciaoBus xpanenust 8 66 6 -2 0 17

XpaHUTH TIpH Temneparype He Boime 30 °C, B OpHIMHAIBbHOM YIAKOBKE JUIS 3allMTHI OT
BO3CHCTBUA CBETA.
XpaHuTh B HEJIOCTYITHOM JJIS JIeTeH MecTe.

Cpoxk rogaocTn
3 roxa.
He NpHMEHSTE 0 HCTeYeHHH CPOKa TOTHOCTH, YKA3aHHOTO Ha yIIaKOBKe.

YciioBHS oTIyCcKa
ITo peuenty.

W
T

OGUHBACCRLHD
A 5

Hudopmanus o npoussoxurete
OAO «I'eneon Puxtepy
1103 Bynanemrr, yi. JIémpén, 19-21, Benrpusa

Komnanus, npeacragasomas HHTEPEChI NPOU3BOUTENNA H 3aIBHTEIA
OAO «I'eneon Puxtepy
1103 Bynanernr, yi. igmpéu, 19-21, Benrpus

Tenedon ropsraeit maamy (380HOK GecruatHei): 7-800-555-00777
OIeKTPOHHEI! afpec: drugsafety@g-richter.ru
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