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Perucrpanmonnnlii nomep: l COTJACOBAHO
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Toprosoe naumenoBanme: Poszysacrarun Kanoi
MekayHapoanoe HeNnaTeHn TOBAHHOC HAHMEHOBANHE: PO3YBACTATHH

JlekapcTreennasi popma: TabJICTKH, TOKPBITHIC TJICHOUHON 000I0UKOM.

Cocrasn:

Opna tabieTka, NoKphITas IeHoYHol 0001049K0M, 10 MI COJICPIKUT:

Heticmesyrowee eeyecmeo: posypactarun kasimst 10,40 mr, B iepecdere Ha pozyBactatia 10,00 mr.,
Becnomoeamenvrore eewjecmea: kansims ruapodocedar 41,40 mr, kpocrnosuiou 2,80 Mr, Kpaxmat
KYKypy3HbIi mpexenatuHusupoBannblii 14,40 mr, marnus creapat 1,00 mr, nosumon K-30
7,00 mr, niesutrono3a Mukpokpuctanaeckast (tum 302) 63,00 mr.

[Tnenounas obonouxa: Onanpai 11 85F250042 kpacupriii 4,000 Mr, B TOM 4KCJIe: ITOJIMBAHUAIOBEIA
cniupt 40,00 %, makporosn-4000 (nonmarunenrinkois-4000) 20,20 %, tansk 14,80 %, TuTana
anokena 4,00 %, kpacutens KpacHbl ouapoBareibHblif 19,10 %, KpacuTeNb COJIHEYHBIN 3aKaT
xenteiid 1,90 %.

Ojna tadieTka, MOKpbITast IeHo4YHol 000J10uK0i, 20 MI' COJCPIKUT:

Jleticmesyrowyee 6ewyecmso: pozypacrati kanbims 20,80 mr, B iepecyere Ha po3yBacrtatia 20,00 mr.
Becnomoeamenwvnuie sewjecmesa: xansims ruapodocdat 62,10 mr, kpocroBuaoH 4,20 Mr, KpaxMa
KYKYPY3HbIH mpekenaTuHu3upoBanibii 21,60 mr, maruust creapat 1,50 mr, mosumon K-30
10,50 mr, nemmono3a Mukpokpuctauinycckast (tur 302) 89,30 mr.

[Tnenounasn obonouxa: Onanpaii II 851250042 kpacupiit 6,000 Mr, B TOM uHclIe: T10JMBHHAIOBBIH
cnupt 40,00 %, makporon-4000 (monusrunenrinkonb-4000) 20,20 %, tansk 14,80 %, tutana
anokena 4,00 %, xkpacurenb kpacHbIil oyapoBaresbhbiil 19,10 %, KpacuTe b CONIHEUHBINH 3aKaT
entwlit 1,90 %.

Ojina TabeTka, MoKphsITas INIEHOYHONH 0007104K0it, 40 MT COJICPIKUT:

Jeticmesyrouyee 6ergecmeo: pozypactatun katbims 41,60 mr, B riepecuere Ha po3yBacratii 40,00 mr.
Benomozamenvuvie 6eujecmea: kanbims rugpodocdar 94,60 mr, kpocnosuaou 6,40 Mr, Kpaxmai

KYKYPY3HBIH npcekenatunnsupoBanibiii 33,00 mr, maruus creapat 2,50 mr, nosumon K-30

1,3775



13.40 mr, nesutioo3a Mukpokpuctasuindeckas (turn 302) 128,50 mr.

[Tnenounas obonoura: Onanpaii 11 85F250042 kpacuniii 10,000 Mr, B TOM YHcIIe: TOJIMBUHUAIOBBIHA
criupt 40,00 %, makporon-4000 (nmonuarunenriinkonb-4000) 20,20 %, tansk 14,80 %, TuTana
aokenn 4,00 %, xpacurtenb kpacHbIl oyapoBartenbhblit 19,10 %, KpacuTe b CONHEUHBINA 3aKaT

enteiil 1,90 %.

Onucanne
Tabnerkn Kpyriible JBOSIKOBBINYKJIbIC ¢ pUCKOH (n03upoBka 10 Mr) WM TabIETKH KPYIJIbIe
JBOSIKOBBITYKJBIC (103UpoBKH 20 Mr 1 40 Mr), MOKPHITBIE TJICHOYHOH 000JIOYKOH KPacHOTO

usera. Ha nonepeunom paspese siapo moutu 0eJ10ro mnaera.

MdapmakoTepancBTHYCCKAS IPYNNA: THIOIHITHAEMHUecKoe cpeactBo - [ MI'-KoA-penykTassl

UHTHOUTOP

Kon ATX: C10AA07

dapmakoJOrHUYCCKHE CBOIICTRA

Mexanusm oeiicmeusn

PosyBacTatun siBasieTCs CEICKTHBHBIM, KOHKYpPEHTHBIM HHruomtopoM I'MI-KoA-penykrasbi,
GepmenTa, mpespamaoumero  3-ruJpoKCH-3-METHIITIIyTapuJl  KOSH3MM A B MEBaJIOHAT,
NPEAIECTBEHHUK XojecTeprHa. OCHOBHOM MHINCHBIO JICHCTBHS pPO3YBaCTaTHHA SIBJISETCS
MeYeHb, TJIe ocyliecTrisgercs cuuTes xojectepuna (XC) u kaTaboau3M JIMIMTOTPOTEHHOB HU3KON
notHoetu (JITTHIT).

PosyBacTaTtun yBesMuMBaeT ynuciio «redcHounbixy» perentopoB JIITHIT Ha moBepXHOCTH KIIETOK,
nospias 3axpar U katabosmsm JIITHII, uto B cBOlO ovepesnb MPUBOAMT K MHIHOHPOBAHHIO
CHHTE3a JIMIONIPOTEHHOB O4eHbL HU3KOW rurotHocTh (JITTOHIT), ymenbmias Tem cambiM oOlree
koimyectso JITTHIT u JITTOHTI.

Dapmakoounamuxa

PosyBactaTtun cnuikaer noBplieHHbIC KonenTpanuu xojecrepuna JINHIT (XC-JITTHIT), obmero
xosiecteprna, Tpurimiepu108 (TI7), nopelmaeT KOHIEHTPAIMIO XOJIECTEPUHA JIHITOMPOTEHHOB
BbICOKOH motHocTH (XC-JITIBIT), a takxke cHMXKAET KOHIGHTPAIMH aroJIMNONpOTeHHa B
(AnoB), XC-neJIIIBIT,  XC-JITOHIL,  TI'-JIIIOHIT #  yBeJWYMBaeT  KOHIIEHTPALUIO
anosinonporerta A-I (AnoA-I) (cm. tabmuns 1 u 2), cumkaer coornomenune XC-JITTHIT/XC-

JITIBIT, o6mmit XC/XC-JITIBIT u XC-neJITIBIT/ XC-JITIBIT u cootnomenne AnoB/AnoA-1.



-

Tepanesruyeckuii 2(pdekt pa3BuBacTcs B TCUEHHE OJIHONW HEICTH IOCIE Hayajla Teparuu
po3yBacTaTHHOM, 4epe3 2 Hejesu JjedeHust jpocturact 90% OT MakcHMalbHO BO3MOYKHOI'O
sddexra. MakcumanbHbIil TepaneBTHYCCKUN dGdexT 00buHO gocTHraeTcss K 4-oif Hemene
TEPAIHU U MOJUIEPIKUBACTCS IIPU PEryJISIPHOM NMpUEME TTperapara.

Tabamna 1. Jlozozasucumplii 9pderT y manueHToB ¢ nepBUYHOI runepxosecrepuHeMueii
(run Ia w ITb mo ®@peapukcony) (epeiee CKOPPEKTHPOBANHOE MPONEHTHOE H3MEHEHHE T10

CPABHCHHUIO ¢ HCXOAUBIM 3lla‘lCHHCM)

Jloza Koa-Bo XC- Oommui XC- T XC- Ano B ATG
namenton | JITTHTI XC JHIBII neJITIBIT Al
[Tnae6o 13 -7 -5 3 -3 -7 -3 0
10 mr 17 -52 -36 14 -10 -48 -42 4
20 Mr 17 -55 -40 8 223 -51 -46 5
40 mr 18 -63 -46 10 -28 -60 -54 0

Tabmua 2. Jlozozapucumelii y¢pdexr vy namnenron ¢ runeprpuriauniepuaemucii (tun IIb u
IV no ®peapukcony) (cpeanee nponeHTHoe H3MEHEHHE MO CPABHEHHIO € HCXOIHBIM

3HaveHnnem)

Jlosza KoJi-Bo T | XC- | Oommit | XC- XC- XC- TI-
NManieHToR JITTHITT XC JITIBIT | weJITIBIT | JITTOHIT | JITIOHII
[Tnanedo 26 1 S5 1 -3 2 2 6
10 mr 23 -37 -45 -40 8 -49 -48 -39
20 mr 27 -37 -31 -34 22 -43 -49 -40
40 mr 25 -43 -43 -40 17 -51 -56 -48

Knunuueckas s¢hhekmusnocneo

PosyBactatun s(dexkTrBeH y B3pOCIbIX MAIMEHTOB € THICPXOJICCTEpUHEMHEH ¢ HIH 0e3
TUIICPTPUTIIMIEPUIEMHH, BHE 3aBUCUMOCTH OT PACOBOM NPUHAJUIC)KHOCTH, 110J1a UJTH BO3pacTa, B
TOM YHCJIE, Y TAIlUEHTOB C CaXapHbIM JIMa0ETOM U CeMEHHOM MMIepXoIecTCpUHEMHEH.

Y 80% manuenTos ¢ runepxosecrepunemueii [la u 11b tuna nmo dpeapukcoiy (cpeanss ucxoaHas
xkonnenrpauus XC-JIITHIT oxono 4.8 mmonw/n) na ¢one npuema mnpenapara B jo3ze 10 mr
koHuentpanust XC-JITTHIT nocturaer 3nayeHuit MmeHee 3 MMOJIB/JII.

Y ManMeHToB ¢ FeTEPO3UTOTHON CeMeitHOH rUIepXoIeCTePUHEMHECH, MOJTyYalOMX PO3yBaCTaTHH
B o3¢ 20-80 mMr, oTmeuaeTcs MOJOKUTEIbHAS JUHAMMKA 1OKa3aTesei JUIHIHOTO Mpouis
(uccnenosanue ¢ yuvactueM 435 nanumentoB). Ilocie TuTpoBanus 10 cyTouHO# 103b1 40 Mr
(12 nmenenp Tepanuu), ormevaetcss cHuwkenue kKouieHtpanun XC-JITTHIT wa 53%. Y 33%
nanuenToB aocturaercst kouneutpanus XC-JITTHIT menee 3 mmoms/.

Y nanueHToB ¢ rOMO3UIOTHOH ceMeHHOM rUIepXoIeCTepPUHEMUCH, TPUHUMAIOIIMX PO3YyBaCcTaTHH

B 103e 20 mMr 1 40 mr, cpennee camkenue kourenrpanun XC-JITTHIT cocrasnser 22%.



Y NalMeHTOoB ¢ rUNepTpUrIHIiepuaeMueii ¢ HauanbHoM KoHueHTpanueit T ot 273 o 817 mr/m,
MOJIy4aBIIMX PO3yBacTaTHUH B J103€ OT 5 Mr 10 40 Mr OJIMH pa3 B CYTKH B TeUCHHE O-TH HEIEIb,
3HAYUTEIBLHO CHUXKanack KoHuleHTpanus TT B nazme kpoBH (cM. Tabauiy 2).

AuTHBHBIH 2 DeKT 0T™MeHaeTest B KoMOHHaIMH ¢ peHo(GuOpaToM B OTHOIIIEHHH KOHIIEHTPALUH
TPUTJMIEPHIOB M C HUKOTHHOBOH KHCIOTOW B JIMIWIACHM)KAIOUIUX J103aX B OTHOIICHHH
xonuentpanuu XC-JITIBIT (M. takske paszaen «Ocobbie ykazanus).

B uccnenosannn METEOR c¢ yuactuem 984 manmentos B Bozpacte 45 - 70 JIeT ¢ HU3KHM PHCKOM
passuTHs umemuueckoi 6osiesnu cepaia (MbBC) (10-netHuit puck no dpaMUHreMCcKOR IIKae
menee 10%), cpenneit konnentpanueit XC-JITTHIT 4,0 mMoutw/i (154,5 Mr/ut) U cyOKITHHHYECKUAM
aTEPOCKJICPO30M (KOTOPBIH OICHUBAJICS IO TOJIIMHE KOMIUJIEKCA «HHTHUMa-MEIHa» COHHBIX
aprepuii - TKMM) u3yuanocsk Biausiaue po3yBacTaTHHa Ha TOJIIIHHY KOMIUIEKCA K HHTHMA-MEIHay.
[TannenTe! nosyuanu pozysactaTut B j103¢ 40 mr/cyTku jubo ranedo B TeueHue 2 jeT. Tepamus
pO3yBacTaTMHOM 3HAUMUTEIBLHO 3aMeJUIsila CKOPOCTh IporpeccupoBanust Makcumansnoit TKMM
Juis 12 cerMeHTOB COHHOM apTepHH 1o cpaBHEHHIO ¢ ranedo ¢ paziauuneM Ha —0,0145 mm/ron
[95 % nosepurennuslit uHTepBai ot —0,0196 no —=0,0093; p <0,001]. ITo cpaBHEHHUIO C HCXOTHBIMH
3HAUEHUSIMU B I'PYIIIC po3yBacTaTHHA OLUIO OTMEUYEHO YMEHBIICHHE MaKCHMAIbHOIO 3HAYCHHUS
TKHWM na 0,0014 mm/ron (0,12%/ro (nej10cToBepHOE pa3anyue)) Mo CPaBHEHHIO C YBEJIHYCHHEM
storo nokasarens Ha 0,0131 mm/roz (1,12%/ron (p<0,001)) B rpynre nnanedo. Jlo HacTosiero
BpeMEHH MpsSMOil 3aBUCUMOCTH Mex 1y yMeHblienueM TKHWM u cHmxenneM pucka cepaedHo-
COCYAMUCTBIX COOLITUH nposemMoncTprupoBrano He 6pu10. Mcenenosanne METEOR nposoauiocs y
nanuenToB ¢ HU3kuM puckomM MBC, nns koropsix jo3a posyBactatuHa 40 Mr He sIBIsSeTCS
pekomensioBaHHOM. Jo3a 40 wMr Jlo/KHAQ TNPUMCHSITBCS Y TAIlMEHTOB C  BBIPAXKEHHOM
TUIIEPXOJICCTEPUIIEMUEH U BBICOKUM PHCKOM CEPJIEYHO-COCYAMCTHIX 3a00ICBaHUA.

Pesynbrars! nporeaennoro uccienopanust JUPITER (O6ocnoBanue npuMeHEHUs! CTATUHOB IS
NEPBUYHON TMPOPHIAKTUKH: HHTEPBECHIIMOHHOC HMCCIICJIOBAHUE 10 OIEHKE pO3yBacTaTHHA) Yy
17802 nanueHTOR 1MoKa3ajin, 4TO po3yBacTaTHH CYIIECTBCHHO CHHUIKAI PUCK PAa3BUTHS CEPIAEUHO-
COCYJIMCTBIX OCIOKHEHUH (252 B rpynme ranedo no cpapuenuio ¢ 142 B rpyrie po3yBactaTHHA)
(p <0,001) co cumxkenueM otHocUTelbHOrO pucka Ha 44%. DddexkTuBHOCT Tepanmuu ObUIa
OoTMEYeHa uepe3 O TepBBIX MecsIeB NpuMeHeHnus mnpernapara. OTMEYEHO CTaTHCTHYECKH
3HauMMoe cHibKeHue Ha 48% KOMOUHHPOBAHHOTO KPUTEPHSI, BKJIIOYABIIETO CMEPTh OT CEPACYHO-
COCYJIMCTBIX TPUYHH, HHCYJIBT U HH(MAPKT MUoKapjaa (cootHomienue puckon: 0,52, 95%,
noseputenbhblii - uHTEpBas  0,40-0,68, p<0,001), ymenbuienue Ha 54% BO3HUKHOBEHUS
aransHoro wian HedaranpHoro uuHdapkra mMuokapaa (cootHouicHue puckon: 0,46, 95%,
noBepurenbhblii uutepan 0,30-0,70) u Ha 48% - datasbHoro wiu HedaTtaaIbHOTO HHCYJIbTA.

Obmast cMepTHOCTEL cHusuiack Ha 20% B rpynme po3yBacTaTHHa (COOTHOLIEHHE PHCKOB: 0,80,
b
4



95%, noseputenbublii uHTepBan 0,67-0,97, p=0,02). [Ipoduns GezonacHOCTH y MAIMEHTOB,
IPUHUMABLIMX po3yBacTaTHH B j103¢ 20 Mr, Obl, B 11EJI0M, CXOXK ¢ npoduieM Oe30MacHOCTH B
rpymnmne mianedo.

Dapmarkokunemuka

Abcopoyus u pacnpeoenenie

MakcnmaiibHas KOHLGHTpallMs po3yBacTaTHHA B IJ1a3Me KPOBH JIOCTUTACTCS MPHOIU3UTEIBHO
yepe3 S 4acoB Moce pueMa BHYTPb. AOCOTIOTHASE OMOAOCTYITHOCTE COCTaBIsAET MpuMepHO 20%.
PosyBactatun MeTaboaM3UpyeTCsl MPEUMYIIECTBEHHO MEUEHBIO, KOTOPasi SBJISIETCS OCHOBHBIM
MeCTOM  cHHTe3a xoJiectepuHa W mertabonuzma XC-JITTHIT. OOwvem pacnpenenenus
posyBacTaThHa cocTanisieT npuMepno 134 1. Ilpubnusurensio 90% po3yBactaTnHa CBI3BIBACTCS
¢ OesKaMHM I1J1a3Mbl KPOBH, B OCHOBHOM € aIbOYMHUHOM.

Memabonuzm

[TonBepraercs  orpannuennomy wmeradosnusmy (okoso  10%). PosyBactaTuH  sBIsieTCS
HenpoGwibHeIM cyOcTparom Juist MeTabosm3Ma (epMeHTaMH CHCTeMbl nutoxpoma P450.
OCHOBHBIM ~ H30(epMEHTOM, Y4YacCTBYIOHNIMM B  MeTadOJIM3Me pO3yBacTaTHHA, SIBJISETCS
n3odepment CYP2C9. Uzopepmente CYP2C19, CYP3A4 u CYP2D6 BoBIIeYeHBI B METa00IU3M
B MEHBIIIEH CTEICHHU.

OCHOBHBIMHM BBISIBICHHBIMH MeTa00JIMTAMH PO3yBaCTATHHA SIBJISIOTCSI N-JI€CMETHIT U JJAKTOHOBBIE
metaboanTel. N-jecmetit npumepro Ha 50% MeHee akTHBEH, YEM PO3YyBAaCTaTHH, JAKTOHOBBIC
MeTaboJIMThI (hapMakoIoruiecky He akTuBHBL. bonee 90% ¢dapmakonoruueckoi akTHBHOCTH 10
uurubupoBanuto nupkyupytomeit ['MI-KoA-peaykrazsl obecnieunBaeTcst po3yBacTaTHHOM,
OCTaJIbHOE — €ro MeTaboJIUTaMHu.

Beiseoenue

Oxo110 90% 103b1 po3yBacTaTHHa BLIBOJIUTCS B HEM3MEHECHHOM BHJIE UYepe3 KUIICYHUK (BKIIOYast
abcopOupoBanHblil M HeaOcopOMpoBaHibli po3yBactaTuH). OcraBlIiascs 4YacTh BBIBOAUTCS
noykaMiu. [Inazmennsiit nepuoj nonyseiseaeHus (1) cocrarnsier mpumepro 19 yacos. [lepuon
MOJTYBBLIBEICHHUSI HE U3MEHSICTCS TPH YBCJIMUYCHHHU 103kl npenapara. CpeiHuid reoMeTprHuecKui
IJIa3MEHHBIN KJIMpeHe cocTaiseT npudiausurenbio S0 n/yac (koadduiment Bapuanuu 21,7%).
Kak u B ciryuae npyrux uuruduropon I'MI'-KoA-penykrasspl, B nmporecc «1e4eHOUHOT0)» 3aXBaTa
po3yBacTaTHHa BOBJICHYCH MeMOpaHHbBIH IICPEHOCUUK XO0JIECTePHHA, BBITOJIHSIIOLUINN BaXKHYIO POJIb
B IIEUCHOYHOI dJTMMUHAIIMK PO3yBacTaTHHA.

Jlunetinocmen

CucreMHast ~ 9KCIIO3WIIMSI  pO3yBacTaTHHA  YBCJIWYUBACTCS  MPOMOPHUOHATIBHO  JI03€.
DapMaKOKHHETHYECKHE MTapaMETPhI HE U3MEHSIOTCS ITPH €XKETHEBHOM MTPHEME.

Ocobvle nonyasyuu nayuenmos



Boszpacm u non

[Ton u BO3pacT He OKa3pIBAIOT KIMHMYECKH 3HAYHMOrO BIHSHHS Ha (HapMakOKMHETHKY
po3yBacTaTuHa.

Omuuueckue epynnoi

DapMakOKMHETHUYECKME HMCCJIC/IOBAHUS MOKA3aIM NPUOIU3UTEIBHO JIBYKPATHOE YBETHYEHHE
meananbl AUC (mmomaau moJ KpHBOH  «KOHICHTpAIHsi-BpeMsi») U Cmax (MaKCHMAIBLHON
KOHIIEHTPALlMKM B IJIa3M€ KPOBH) pO3yBacTaTUHA y MAIMEHTOB MOHTOJIOWTHOW pachl (SIOHIIEB,
KMTadIeB, (UIMINUHIEB, BbCTHAMIICB M KOPEHIICB) [0 CPAaBHCHHUIO C €BPOINCOMIAMH; Y
MHIMWCKHX TalMeHTOB nokaszaHo ypeaumdenue wmeadanbl AUC u Cmax B 1,3 paza.
DapMakOKHHETHUYECKHIT  aHanM3  He  BBIBWI  KIHHUYCCKH  3HAYHMBIX  paslIdudii B
(apmakoKMHETHKE CpeId eBPOIICOH/IOB M MPEJICTABUTEIICH HErPOUIHON PaCkL.

Hapyuienue ¢hynryuu nouex

Y nmanuenToB ¢ HapylmIeHHEM (YHKIIHH [OYEK JIETKOW W CpejiHed CTENeHH TSHKECTH BEIMYMHA
MJIa3MEHHOM KOHIIEHTPALlMU po3yBacTaTHHa WM N-JecMeTH/Ia CYIIECTBCHHO HE MeHsieTcs. Y
MMAlMEHTOB ¢ HapylIeHneM (pYHKIIMHU TOYeK TspKe1oi cterenu (kimpenc kpeatnnunna (KK) menee
30 Ma/MUH.) KOHIIGHTpAIlMsl pO3yBacTaTHHA B I1JIa3Me KPOBH B 3 pasa Bbillie, a KOHIeHTpaus N-
JaecMeTHIa B 9 pas BhIIIE, YeM Y 3JI0POBBIX J00poBosbileB. KoHIIEHTpallMs po3yBacTaTHHA B
j1a3Me KpoBH Yy NMAIMEHTOB Ha remojauainse Obiaa npumepro Ha 50% BhIlIe, 4eM y 3JI0pOBBIX
JIOOPOBOJIBIICB.

Hapywienue (hynxyuu nevenu

Y nanMeHToOB C HapylleHHeM (YHKIMH TMEYCHH pa3JUYHOW CTENCHH TSXKECTH HE BBISBJIEHO
YBEJIMYEHHE MIEPHO/IA ITOTYBBIBCCHHS pO3yBacTaTHHA Y MAIIMEHTOB ¢ OasIoM 7 M HUXKE I10 LIKaJIe
YHa#nn-ITero. ¥V nByx nanuenton ¢ 6autamu 8 u 9 no mkane Yaitna-ITeto otMedeHo yBendeHne
MepuoJia IOJIyBLIBEACHUS, 10 KpaliHeil mepe, B 2 paza. OnbIT NPUMEHEHHUST pPO3yBacTaTHHA Y
nanuenToB ¢ 6anioM Boie 9 no mkase Yaina-1Te10 oTeyTeTBYET.

[Ienemuyeckuii norumopghusm

Muruburoper  I'MI'-KoA-peaykrazpl, B TOM  uHce, po3yBacTaTHH, CBS3BIBAIOTCA  C
TpancnopTHeiMH - Oenkamu OATPIB1  (mosmnenTui TpaHcropra OpraHH4ecKHMX aHHOHOB,
YYacTBYIOIMH B 3axBare cTaTHHOB renaronutamMu) 1 BCRP (ad¢mokcenpiii Tpancnoprep). Y
nocuresneit renorunos SLCOIB1 (OATPIB1) ¢.521CC u ABCG2 (BCRP) ¢.421AA orMeuanoch
yBennvenue sxkcnosunuu (AUC) k posyBacratuny B 1,6 m 2,4 pasza, COOTBETCTBEHHO, IO

cpasHeHuto ¢ Hocutessimu reHotunoB SLCO1B1 ¢.521TT u ABCG2 ¢.421CC.



[Tokazanus K NPUMCHCHHIO

[Tepeuunas runepxosnecrepunemuss no @Opeapukcony (tunm lla, Bximouas ceMelHyrO
reTepo3UroTHYIO IMIIEPXOJICCTEPUHEMUIO) HIIM CMelllaHHas Turnepxosiectepuremust (tum IIb)
B KayecTBE JIOMOJIHEHMsI K JIMeTe, KOTJa JIMeTa W JIpyrue HeMeJIMKaMEHTO3HbIE METOJbI
neueHust (Hampumep, (GuU3MUecKHe yNpakHeHHs, CHMXKCHHE MacChl Teja) OKa3bIBarOTCS
HEJIOCTATOYHBIMH.

CemeiiHas rOoMO3UTOTHAsE THIIEPXOJICCTEPUHCMHUSI B KaUeCTRE JOIMOJIHEHUS K JIMETE U IPYyTroi
aunuacHuwxkatoeit repanuu (Hanpumep, JINHIT-adgepes), unu B ciyuasx, korna nogobHas
Tepanusi HeI0CTaTOYHO P (PEKTUBHA.

['uneprpuraunuepuemus (tun IV no ®pepukcony) B KauecTBE JIONOJHEHUS K JIUETE.

Jlns 3aMe/UIeHUSt IPOrpecCUpOBaHMs aTEPOCKIEpPO3a B KAYECTBE JOMOJHEHUS K JUETEe Y
NalMeHToB, KOTOPBIM MOKa3zaHa Teparnust JuUist cHukenus konnentpaiuu odmero XC u XC-

JITTHIT.

[lepBuunas mnpoduIakTHKa OCHOBHBIX CCPJACYHO-COCYAMCTBIX OCJIONKHEHHH (MHCYIbTa,
uH(]apKTa, apTepralbHON PEBACKYJISIPU3AIMKN) Y B3POCIBIX MAIMEHTOB 0€3 KIMHHYECKHX
npusnakoB UBC, HO ¢ moBblueHHBbIM pUCKOM €€ pa3BUTHs (Bo3pact ctapiue 50 et s
My>KUHH U ctapiue 60 sieT Juisd JKeHIIMH, TOBBIIICHHAsT KoHIleHTpauusi C-peakTUBHOTO Oenka
(= 2 Mr/a) npu HAJTMYHUK, KaK MUHUMYM OJIHOTO U3 JIOMOJTHUTEIBHBIX (DaKTOPOB pHCKa, TAKUX
KaK apTepualibHasi runepreHsus, Huskass kouneHtpanus XC-JITIBII, kypenue, ceMeiHbIi

anamue3 paniero navdaia MLC).

[IpornBonokazanus

JUts TaGaeTok 10 mr u 20 mr:

MOBBIIIEHHAS YYBCTBUTEILHOCTL K PO3YBACTATHHY MJIM JIOOOMY M3 KOMIIOHEHTOB Ipernapara
3abojieBalMs IIEUYCHH B aKTUBHON (pase, BKIIOYAsl CTOHKOE MOBBIIIEHHE CHIBOPOTOYHOM
aKTUBHOCTH TpaHcaMuHa3z W Jo0oe MOBBINEHHE aKTUBHOCTH TpaHCAaMHHA3 B CBIBOPOTKE
KpoBH (OoJiee ueM B 3 pasa 110 CpaBHCHHIO € BEPXHEH IrpaHHIleid HOPMBI)

Hapyuenne GyHkimu novex Tsokenoii crerenu (KK menee 30 mur/muH.)

MHONaTHs

OJIHOBPEMEHHBIN MTPUEM 1IMKIIOCTIOPHHA

Y IKCHUIHUH!: 6€pCMCIIHOCTb. HEPHOJI I'PYAHOro BCKapMJIMBaHHs, OTCYTCTBUC aJICKBATHBIX

MCTOZI0B KOHTpalC N

narueHTaM, npeapacrioio’KCHHbBIM K pa3BUTHIO MUOTOKCUYCCKHUX OCJIOKHEHHU U



JUts tabaerox 40 mr:

® [IOBBIIIEHHAs YYBCTBUTEJILHOCTh K PO3YBACTATUHY MJIM JTIOOOMY M3 KOMIIOHEHTOB IIperapara

®  OJIHOBPEMEHHBIA MPUEM IIUKJIOCITOpHHA

® Yy JKEHIIMH: OCpeMEHHOCTh, MEpPHOJI TPYJAHOTO BCKApMJIMBAHUS, OTCYTCTBHE aJ€KBaTHBIX
METOJI0OB KOHTpalLCIIHH

e 3alosieBaHMsl MEYCHU B aKTUBHOM (pa3e, BKIIOUasi CTOHKOE IOBBIIEHUE CBIBOPOTOYHOMU
AKTUBHOCTH TpaHcamuHa3z v Jiio00e MOBBIIIEHHE AKTUBHOCTH TPaHCAMHMHA3 B CBIBOPOTKE
KpoBH (6oJiee yem B 3 paza 110 CPaBHCHHUIO C BEpPXHEH rpaHuIlei HOPMbI)

e naiMeHTaMm ¢ (pakTopaMu pUcKa pa3BHTHS MUONATHH/pab/IOMHOJIN3A, @ KMEHHO:

Hapytienue Gpynkiuu moyek cpenneit crenenn tsokect (KK menee 60 mur/mMun)

—  THUIOTHPEO3

— JIMYHBIA WJIM CeMEHHBIH aHamMHe3 MbIIICYHbIX 3a00s1eBaHUH

—  MHOTOKCHYHOCTh Ha (oue npuéma apyrux uHrubutopoB I'MI-KoA-penykraspr uinu
¢ubparos B anamuese

— upe3MepHoe yrnorpediieHne anKoros

— COCTOSIHMS, KOTOPbIC MOTYT NPHBOAMTHL K TTOBBIIMICHUIO TUTQ3MCHHOHW KOHIEHTpPAIUU
po3yBacTaTHHA

— OJHOBpeMEeHHBbII puéM pudparon

— MalMeHTaM MOHTOJIOWIHOU pachbl

C OCTOPOKHOCTHHO

Jlist tabnetox 10 mr u 20 mr:

Hanuune pucka pa3Butus Muonatuu/padb1o0Muosinia — napyuieHue QGyHKIUU TOYEK, THIIOTHPEO3,
JUYHBIA WM CeMEHHBIH  aHamMHe3  HACJICJICTBEHHBIX  MBIIICYHBIX  3a00JICBaHHM U
IPEIECTBYIOUINI aHaMHe3 MbIIIEYHOH TOKCHYHOCTH IPH UCIOIB30BAHUH JIPYTHX HHTHOUTOPOB
['MI'-KoA-penykrass! win GpubpaToB; upesMeproe ynorpedieHue ajikorosis; BO3pacT crapiie 65
J€T, COCTOSHMS, TIIPH  KOTOPBIX OTMEYEHO TOBBIIIEHHE IJIA3MEHHOM  KOHIEHTPAIUU
po3yBacTaTHHa; pacoBasi IPHUHA/UICKHOCTh (MOHTOJIONHAS paca); OJIHOBPEMEHHOE Ha3HAYECHHUE C
bubparamu (cm. pasnen «DapMakoOKHHCTHKA»); 3a00jieBalus TEUEHH B aHaMHE3e, CEICHC
aprepuabHas THUIIOTEH3Us; OOMIUpPHBbIE XHUPYPrUHYECKHE BMEIIATEILCTBA, TPABMBI, TKEIbIC
METabOIMUECKHE, IHJIOKPUHHBIC WM DJIEGKTPOJMTHBIC HAPYIICHHS WJIH HEKOHTPOJIHPYEMBIE

CYAOPOIKHBIC ITPHITAZIKHA.



JUtst tabaeTox 40 mr:

Hapyuienune ¢ynximn novek jerkoit crenenu tskect (KK 6os1ee 60 mMa/MUH); Bo3pacT cTapiie
65 ner; 3aboneBaHMsI MEYeHW B anamMiese; CCICHC, apTepualbHasi THUIIOTEH3Hs; OOIIMpHBIC
XUPYPrUUECKHE BMEIIATEJILCTRA, TPABMBI, TSIKEJIbIE METa0OJIMYCCKUEe, OSHIOKPUHHBIC HIIH
3JIEKTPOJIUTHBIC HAPYIIEHUS WIH HEKOHTPOIUPYCMbBIC CYJIOPOIKHBIE TTPUTIA/IKH.

[Ipumenenue ¢ neouampuueckoi npakmuxe

DddexTUBHOCTL ¥ Oe30MacHOCTh MPUMCHEHHUs Npernapara y jaered 10 18 jer He ycraHOBIEHa.
OneIT mNpUMEHEHHs Tpernapara B NEJHATPUUCCKON TMPAKTHKE OrpaHuyYeH HeOOJBIINM
KOJIMYECTBOM JieTe (0T 8 JIeT W crapiie) ¢ ceMciiHOM roMO3UrOTHOM runepxosiecrepuHemMueii. B
HacTosIIIIee BPeMsi HE PEKOMEHJIYETCsl TPHMEHSITh pO3yBacTaTHHA Yy JeTei Jio 18 neT.

[layuenmot ¢ napywenuem hyHrkyuu nevenu

JlaHHbIE WM OTIBIT IPUMEHCHUS MTpernapara y naiieHToB ¢ 6ayiom Beite 9 no mkane Yaiina-ITsio

OTCYTCTBYET (CM. pasjienbl «Papmakoannamuka» U «OcolOble yKazaHus»).

ITpumenenne npu 6epeMEHHOCTH W B NICPHO I'PYAHOT0 BCKAPMJIHBAHNS

Po3yBactaTuH npOTHRONOKA3aH MpH OCPEMEHHOCTH U B MEPHO/T JTAKTAIUH.

JKeHmmubl  penpoJyKTUBHOIO — BO3pacTa  JIOJUKHBI  MPUMEHSITh  AJ€KBaTHBIE  METOJbI
KOHTPALICTILIHH.

[TockosbKy XOJECTEpUH M JPYrHe MPOJIYKThl OHOCHHTE3a XOJIECTEpHHA BAXKHBI JUISL PA3BHUTHS
110/1a, MOTEHUHAIbHBIH puck uHruOuposanus ['MI-KoA-penykrassl npeBblIacT MOJIb3Y OT
PUMEHEHHS Ipernapara y OepeMeHHbIX.

B ciyuae BO3HUKHOBEHHS OEpPEMEHHOCTH B IIPOIECCE Teparuu MpHeM IMpernapara JI0JKeH OBITh
NpeKparieH HeMe/UTIeHHO.

Jlanueie B OTHOLICHUH BBIJICJICHHUSI PO3YBACTaTHHA C I'PYJAHBIM MOJOKOM OTCYTCTBYIOT, I03TOMY
B IIEPHOJI TPYJIHOIO BCKapMJIMBAHUs TPUEM Tpenapara HeoOXOJMMO MPEKpPaTUTh (CM. pasfel

«ITpoTBOIOKA3aHUSI»).

Criocod npuMeHeHUs U 1035l

BHyTpb, HE pa3keBbIBATHL U HE U3MEJIbUATh Ta0JIETKY, MPOTJIATHIBATH 1IEJIMKOM, 3ariBas BOJIOH.
[Ipenapar MoskeT Ha3HayaThest B JIIOOOE BpeMsi CYTOK HE3aBUCHUMO OT MpHUeMa ITHIIIH.

Jlo nauvana tepanuu npernapatoMm Posypacrarun KaHoOH malMeHT JIOJDKCH HayaTh COOJIIOAATH
CTaHJIAPTHYIO TMIIOXOJIECTEPUHEMHUYECKYIO JIMCTY M TPOJIOJIKATh COOJIOIATh €€ BO BpeMs
aeuenus. Jlosza npenapara J10/pkHa 10/10MpaTHCS MHJIMBHJIYQIBHO B 3aBHCHMOCTH OT IIeJIeH
TEpaluui M TEparneBTUYECKOro OTBETAa Ha JIeUeHHWE, TMPUHHUMAs BO BHHUMAaHUEC TEKYIIHE

PEKOMCHAAIIHH 11O 1ICJICBOM KOHIEHTpAlHKU JIATTHIOB.



Pekomenayemasi HavasibHas /103a JUIs NAIMEHTOR, HAUMHAIOUIMX IPUHUMATh Mpernapar, Wik JUIs
MalMeHTOB, MEPCBEICHHBIX € IpHema Jipyrux uHrudouropor I'MI-KoA-peaykrasbl, H0IKHA
cocrapiath S Mr wiau 10 mr npenapara Posysacratun Kanon 1 pa3 B cytku. Ilpu BeIOOpE
HayalILHON J03BbI CJIeJIYET PYKOBOICTBOBATHCS HIAMBHYATIbHOM KOHIIEHTpAllMeH XoJecTeprHa U
NPUHUMATH BO BHUMAHME BO3MOXHBIH PHUCK CEpJICYHO-COCYAMCTBIX OCJIONKHEHUH, a TakKke
HEOOXO0/IMMO OLCHUBATH TMOTCHIHAIBHBIH pUCK pa3BuTUst 10O0UYHBIX d(dekToB. B ciydae
HEOOXO/IMMOCTH, J103a MOKeT ObITh yBeauuena a0 Oojplieil depe3 4 Henmenu (cM. pasuen
«DapmMakoIMHAMHKAY).

B cBsi3u ¢ BO3MOKHBIM pazBUTHEM TTOOOUHBIX () (heKTOB npu npuéMe 10361 40 MT, 110 CPABHEHUIO
¢ Gostee HU3KUMHM JI03amMu nipenapata (em. pasjen «lloGounoe jelicTBre»), yBeJIHYEHHE 03B JI0
40 Mr, 1ocse JONOJIHUTEIBLHOTO IIPUEMa JI03bl BBIIE PEKOMEH/1yeMOH Haya IbHOM J103b1 B TEYEHHE
4-x Heaenb Tepanuu, MOKET TIPOBOJIMTBCS TOJIBLKO Y TMAlMCHTOB C TSDKEJIOW CTENEHbIO
THIIEPXOJICCTEPUHEMHUHM U C BHICOKUM PUCKOM CEPJICUHO-COCYUCTBIX OCIOKHEHUH (0COOEHHO Y
MAlMEHTOB ¢ CEMEHHOW THIIEpXOJIeCTEPHHEMHCH), Y KOTOPBIX HE OBUT JIOCTUTHYT JKEIAeMBIi
pe3ysbTaT Tepanuu npu npuéme a03el 20 Mr, U KOTophie OYyAYT HaXOJUTHCS MO HAOIIOICHHUEM
cnenmancera  (eM. pazzaen «Ocobple  ykazanusi»). Pexkomengyercss 0COOEHHO TIIATEIbHOE
Ha0JII0/IeHUE 3 NallMeHTaMH, NIOJIyYalolMMU Tpenapart B Jio3e 40 mr.

He pexomenjyercst naznauenue j1o3nl 40 Mr naimueHTam, parnee He oOpalaBIIMMCsS K Bpady.
[Tocne 2-4-x Hesenb Tepanuu W/WIKM NP TOBBIICHUY JI03bI Tipeniapara Po3yBacratun Kanon
HeOOXOMM KOHTpPOJIb TOKa3zareneil iunuanoro odomena (nmpu HEOOXOIUMOCTH TpedyeTcst
KOPPEKIIUS J103bl).

[Ipumenenne Y 0CO0BIX CPVYITIT TTAIMCHTORB

[Tooicunvie nayuenmel

He tpeOyercst KOppeKIn# 103bl1.

[ayuenmor ¢ napywenuem hyuryuu nouex

Y ManMeHToB ¢ HapyleHneM QyHKIHU MTOYEK JICTKOM WM CPeJIHEH CTENEHH TSKECTH KOPPEKIIHS
J103bI HEe TpeOyeTest. Y nmanueHToB ¢ HapynieHuem GyHkinu novek Tsokeoit crenenu (KK Menee
30 ma/mun.) npumenenue npenapata Pozysacrarun Kanon nporusornokasaio. [Tpotusonokaszano
MpUMeHeHue npernapara B J1o3¢ 40 Mr y manueHToB ¢ HapylieHueM (hYHKIHH MOUYCK CpeIHE
crenenu TsokeeTH (KK 30-60 mut/Mumn.) (em. pasjen «Ocobbie ykazauus» u « DapMakoMHaAMUKaY ).
[TanenTam ¢ napymieHueM (YHKIMM HOYEK CPEAHCH CTCIEHH TSKECTH PEKOMEHIYETCs
HayaJbHas J103a rpernapara S5 mr.,

[ayuenmol ¢ napywenuem pynxyuu nevenu

Posysactatnn Kanon npoTuBonoxasan namgentam ¢ 3a00JieBaHHAMHU NIEYEHH B aKTUBHOI (ase
(cMm. paszen «lIporuBorokazanusy).
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Imuuyeckue epynnwi

[Ipn  wm3ydenunn  (apMakOKMHETHUYECKMX  I1apaMeTpoOB  pO3yBacTaTHHAa Yy  ITallMEHTOB,
NPUHAUICKAIIMX K PasHbIM ATHUUCCKUM I'PYIIaM, OTMCYCHO YBCJIHYEHHE CHCTEMHOM
KOHIIEHTPAllMM pO3yBacTaTHHa y SIMOHIIEB W KuTaiileB (cMm. pasjgen «OcoOble yKa3aHUAY).
Caenyer yuuThIBaTh JaHHbIH (pakT npu HazHaucHUU npernapara PosyBacratuH KaHOH JTaHHBIM
rpynnam nanuenToB. [Ipu nasnauenun 103 10 m 20 Mr pekoMenjyemasi HavaJibHas J103a JJIs
NaruenToB MOHTOJIOWAHON packl cocTabigeT S Mr. [IpoTHBoNnoka3ano Ha3HaueHUe Ipernapara B
J103e 40 Mr manMcHTaM MOHTOJIOWJIHOM packl (eM. pasjien «IIpoTuBonokasaHus»).
LI'enemuyueckuil nonumophuszm

VY wnocureneit renotunoB SLCOIBI (OATPIBI1) ¢.521CC u ABCG2 (BCRP) c.421AA
oT™Mevasioch ypeinnueHue okcrnozunnn (AUC) posyBacrtaTMHa IO CPAaBHEHHIO ¢ HOCHTEISIMH
reHotunoB SLCOI1B1 ¢.521TT u ABCG2 ¢.421CC. Jlng nmanueHnToB-HOCHTEICH T'€HOTHIIOB
¢.521CC nmmn c.421AA pexomenjlyemast MakcuMalibHas Jioza npernapata PosyBacrarun Kanon
cocransieT 20 Mr oIMH pa3 B CyTKH (cM. pazjesnl «PapMakokuHeTHKa», «OcoOble yKazaHUs» U
«B3aumozielcTBIE C IPYTUMH JICKAPCTBEHHBIMU CPEJICTBAMUY ).

Iayuenmol, npedpacnonosiceniivle Kk Muonamuu

[TpoTuBonokasano Haznadeuue npenapata B 03¢ 40 Mr narueHTam ¢ (pakTopamu, KOTOPbIE MOTYT
yKasplBaTh ~ Ha  MNPEAPACHOIOKCHHOCTD K PasBUTHIO  MUomatuu  (cM.  pasguen
«ITpotuBonokazanus»). [Ipu naznaucnuu 103 10 mr u 20 Mr pekomMeH 1yeMast HadalibHast J103a JUis
JIaHHOM Tpymiel naiuenToB coctapiusieT S Mr (Cm. pazaen «lIporuBonokazanusy).
Conymemeylowas mepanusi

Po3yBacTaTuH cBSI3bIBACTCS C PA3JIMUHBIMU TPAHCIIOPTHRIME Oesikamu (B yacTtHOCTH, ¢ OATP1B1
u BCRP). IIpu coBmecTHOM npumencHun npenapara Po3yBactatun KaHoH ¢ jleKapCTBEHHBIMU
npenaparaMu (TaKUMH KakK I[HKJIOCIIOPUH, HEKOTOpPbIE MHTHOUTOPHI npoTea3sl BUY, BkiIouas
KOMOMHAIMIO  PUTOHABMpAa €  aTa3aHaBUpPOM, JIONMHABUPOM  W/MJIH  THIpaHAaBHPOM),
MOBBIIIAIOIMMHA  KOHIEHTPAIMIO po3yBacTaTHHA B TUIa3ME 3a CYET B3aUMOJICHCTBHSA C
TPAHCIIOPTHBIMU OEJIKaMHU, MOKET IOBBIINATLCS PUCK MHONATHH (BKIIOoUYas padaoMuonns) (cMm.
pasnensl «Ocobbie ykazauus» 1 «BzanmoaelcTBre ¢ ApyruMu JIEKapCTBEHHBIMH CPEJICTBAMEY).
Crenyer O03HAKOMUTBCS € MHCTPYKIHCH 10 NPUMEHEHHMIO OTHX [IpENnapatoB IEpel  HX
Ha3HAYCHHUEM COBMECTHO ¢ ripenaparom PosyBacratun Kanon. B Takux ciiy4dasx cieyeT OLeHHTh
BO3MO’KHOCTh Ha3HAYCHHUs aIbTEPHATUBHOM Teparuu WM BPEMEHHOTO TpEKpalleHus Ipuema
npenapara Posysacratun Kanon. Ecim ke npumenenue ykazaHHBIX BBIIIC TpernapaToB
HEOOXO0/IMMO, CJIeJIlyeT OLEHUTh COOTHOHIEHHE MOJb3bl M PHCKA COIMYTCTBYIOIICH Tepanuu
npenapatom Posysactatun Kanon u paccMoTpeTh BOZMOIKHOCTH CHHIKEHHUS €10 J03bI (CM. pasael

«B3anmonelicTBIE C IPYTUMM JICKAPCTBEHHBIMH CPEICTBAMEY ).
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ITo6ounoe aciicrue

[ToGounsle H¢¢dekTrl, HabI0aeMbIe MpPH  IpHEME po3yBacTaTUHA, OOBIYHO BBIPAKEHBI
HE3HAUYUTEIBHO M MPOXOAST caMoCTosTebHO. Kak ¥ 1npu NMpUMEHEHUHM IPYruX HHTUOHTOPOB
['MI'-KoA-peaykTa3pl, 4acToTa BO3HHUKHOBEHHS MOOOUYHBIX 3((EKTOB HOCUT, B OCHOBHOM,
JI0303aBHCUMBIH XapakTep.

YactoTa BO3HUKHOBEHUS HEKEJIATEILHBIX PeaKIUil 1pe/ICTaB/ICHa CIEAYIONIUM 00pa3oM: 4acTo
(>1/100, <1/10); wmewactro (>1/1000, <1/100); penko (>1/10000, <1/1000); ouyeHb penko
(<1/10000), HeyTouHeHHast yacTOTa (HE MOXKET OBITH IMOJACUNTAHA 10 UMEIOIIUMCS JIAHHBIM).

TaOauuHbBIA ITEpCUCHL HEXKEJIATCIIBHBIX PCAKIINN

-

B rtabmune 3 mpeacrasieH npoguiib HEKETaTeIbHBIX peaklMi po3yBacTaTHHA IO JaHHBIM
KJIMHUYECKUX MCCIEIOBAHUN U IIMPOKOIO MOCTMAPKETUHIOBOIO IIPUMEHCHHS; HEXEIATEIIbHbIE
peaKkiMu CrpynrnupoBaHbl MO KATETOPUSIM YAaCTOThI U KjlacCaM CHUCTEM OpraHOB.

Tadtmuna 3. Hekesratesibiblie peaknd 10 JaHHBIM  KJIHHHYECKUX HCCJIEJI0BAHUI U

MOCTMAPKETHHIOBOI'O MPHMCHCHUSI

Knace Yacto Heuwacro Penko Ouenb Heyrounennas
cucTeM pesiKko 4acToTa
opranon
Hapymenus Peaknuun
CO  CTOPOHBI MOBBIIICHHOMH
MMMYHHOM 4yBCTBUTEIIb-
CHCTEMBI HOCTH,
BKJTIOYast

AHTHOHECBPO-

TUYCCKUN OTECK

Hapymennss | Caxapnsrii
CO CTOpOHBI | quader  2-ro

BI{ILOKpI/IHHOf/i THIIA

CUCTEMBI

Hapymenus | ['ononnas [ToTeps [Tepudepuuec-
CO  CTOpOHBI | OOJIB, WK Kast

HEPBHOM rOJIOBOKPYIKe- CHWIKEHME | HelpomaTHs
CUCTCMBI H1e naMsITH
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Hapymenus | 3anop, [TankpeaTur, Kenryxa, | /lnapes

CO CTOpOHBI | TOHIHOTA, 0OJh MOBBIIICHUE rernaTur

JKEITyJIOUHO- | B )KHBOTE AKTHBHOCTH

KHIIEYHOTO «IIEUEHOYHBIX»

TpakTa TparicaMHHa3

Hapyumenus Koxnnrit Cunapom

CO  CTOPOHBI 3y, KOJKHasi CruseHca-
KOJKH " ChIIh, JlxoHcona
I10JIKOMKHBIX KparnuBHHUIA

TKaHH

Hapymenuss | Muanrus Muonatus Aptpaiirus | UmmyHo-

CO  CTOpOHBI (BKJTIOUAst OII0CPEI0BAH-
CKEJICTHO- MHO3HT), Has
MBIIICUHON U pab1oMHOIIN3 HEKPOTU3UPY-
COCJIMHUTEID romas

HOM TKaHH MHOTIATUS
O061mue ACTCHUYECKHI [Tepudepnuec-
paccTpoiicTBa | CHHJIPOM KHE OTEKH

M HapyILICHUS

B MecTe

BBCCHHUS

Hapyenus TpombGoruTo-
CO  CTOpPOHBI eHUS

KPOBH "

mumdaruyec-

KOW CHCTEMBI

Hapymenus Karmesn,

CO  CTOpOHBI OJIBIIIIKA

JIBIXaTeJIbHON
CUCTCMBI,
OpraHoB
rpyaHON
KJIETKH u
CpPEIOCTECHUS
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Hapyenus ['ematypus
CO  CTOPOHBI
MoueK "
MOUEBBIBOJISI-

LIUX ITyTEH

Hapymenus ['mnexomactus
CO  CTOPOHBI
perpoyKTHB
HOWH CHCTEMBI
M MOJIOYHBIX

JKEJIE3

Hapywienusa co cmoponl nouexk u Mo4e6ul6o0suux nymeti

VY nanueHToB, MOJYyYaBUIMX pPO3YyBACTAaTHH, MOYET BBISBISITHCS NPOTCUHYpHUs. V3MeHeHus
KoMuecTBa Oenka B MOYe (OT OTCYTCTBHSL MJIM CJIEJIOBBIX KOJIMYECTB A0 ++ il OoJblie)
Habmoatorcst y menee 1% nanuenTos, noayvaronmx 10-20 mr npenapara, U 'y npuOIH3UTEIHEHO
3% nanueHToB, nojyyaromnx 40 Mr npenapara. HeznauutenprHoe H3MEHEHHE KOJTMYECTBA OesKa
B MOue OTMeualoch Mpu npueme o3l 20 mr. B OonblIMHCTBE ClydyaeB NpPOTEUHYpUSs
YMEHBIIACTCS WJIM MCYE3aeT B MPOLECCe Tepalid U HE 03HA4YaeT BO3HUKHOBEHHS OCTPOTO HIIH
IIPOrpeCcCUPOBaHHUS CYHIECTBYIOIIET0O 3a00I€BaHHsl TOYEK.

Hapywienus co cmoponel ckenemuo-mbiuiedHoll i coOeOUHUMEIbHOU MKAHU

[Tpu mpumenenuu po3yBactaTHa BO BCEX J03aX U, B 0COOEHHOCTH IpH NpHEME J103 Npernapara,
npesbimaommx 20 mr, coobmanoch 0 crneayionmx dQQexrtax B OTHOLUIEHHH OMOPHO-
JIBUTAaTeIBLHOrO arnmapaTta: MWaJITHsi, MHUONATHS (BKJIIOYAsi MMO3MT), B PEIKHUX clydasx -
padaOMHOIIN3 C OCTPOH MOUECHHOU HEJI0CTATOUHOCTHIO WK Oe3 Hed.

Jlo3ozaBucumoe TOBbIIIEHHE akTHBHOCTH KpeaTuH(pochoxkuHazsl (KOK) wnabmomaercs y
HE3HAYUTEILHOTO YUCIIA TAIIUEHTOB, IPUHUMABIIUX PO3yBacTaTHH. B O0ibIIMHCTBE ClTyyaeB OHO
ObUIO HE3HAYUTE/IBHBIM, OCCCHMITOMHBIM U BPEMEHHBIM. B ciyuyae MOBBIIICHHS aKTHBHOCTH
K®K (Gonee uem B 5 pa3 1o cpaBHEHHIO C BEpXHCH IpaHUICii HOPMBI) Tepanust JI0JKHA OBITH
npuocTtaHoBlieHa (cm. pasaen «Ocobbie ykazanus»).

Hapyuienus co cmoponwl neuenu

[Tpu npumenenun posyBactaTMHa HaOJIIOJACTCs J10303aBUCUMOEC IOBBINICHHE AKTUBHOCTH
«IIEYEeHOYHBIX» TPAHCAMMHA3 Yy HE3HAUWTEJBHOIO YHCiIa NalueHToB. B OOJBIIMHCTBE ClIydaeB

OHO HC3HAYHUTECIILHO, OECCUMITTOMHO M BPCMECHHO.



H3menenus nabopamopnvix nokazamenei

[Ipy nmpuMeHneHun po3yBacTtaTHa Takke HaOMOAATUCH CIIEYIOIUE U3MEHEHHUs JIabOpaTOPHBIX
noKasaTeJiel: TOBBINICHUE KOHLEHTPAallUM TJIIOKO3bl, OWiMpyOMHA, akTHBHOCTH TraMMa-
1y TaMUITPaHCIICITH/a3bl, 11esIouHOoil ocdarazpl, HapyieHust GyHKIIMN IIATOBH/IHOM Kee3bl.
[Ipy npuMEHEHHH HEKOTOPBIX CTATMHOB COOOIIAIOCH O CIICAYIOIIMX HEKEIATEIbHBIX SBICHUSIX:
JIETIPECCH s, HAPYILIECHUs CHA, BKJIIOYast OCCCOHHUILY U «KOIIMapHbIC» CHOBUACHMS, CEKCyaTbHasI
AUCHYHKIHS, THITEPIIMKEMHUs], TOBBIIICHHE KOHICHTPAIMH TJIMKUIMPOBAHHOTO TeMOTIOOHHA.
Coo0mianock 0 €JIMHUYHBIX CIyYasX WHTEPCTHIHAIBLHOIO 3ab0sIeBaHus JIErKUX, 0COOEHHO MpH

JUTATEIBHOM IPUMEHEHHUH TTpernapatoB (cM. pazjen «Ocobble yKa3aHus»).

ITepenosnpoBka

[Ipn oaHOBpEeMENHOM MpHEME HECKOJIbKHX CYTOUHBIX /103 (PapMaKOKHMHETHYECKHE MapaMeTphl
po3yBacTaTUHa HE U3MEHSIOTCSI.

Crnenmduueckoro JeueHus TIpU  NEPCAO3UPOBKE po3yBacTaTHHa He cymiecTByer. I[lpu
MEPENO3UPOBKE PEKOMEHYETCS IPOBO/IMTH CHUMIITOMATHYECKOE JIEYeHHE U MEPOIPHSTHUS,
HalpaBJICHHBIE HA MOJUIEpKaHue QYHKIMHA KU3HEHHO BaKHLIX OpraHoB U cucTeM. HeoOxomum

KOHTPOJIb pyHKIMH nnevenu u ypoHst KOK. ManoBepositHo, uTo remMoinann3 oyaet s heKTHBEH.

B3aumojaciicrBue ¢ APYTHMH JICKAPCTBCHHBIMH CPCACTBAMU

Biusinue IMPUMCHCHHU S JIPYIUX TTPECIIapaToB HA pO3yBACTATUH

Hneubumoper — mpancnopmiuix  Oenkos:  po3yBaCTaTHH — CBS3BIBACTCS € HEKOTOPHIMHU
TpancnoptHeiMU Oesikamu, B yactHocTH, ¢ OATPIB1 n BCRP. Conyrcrsyioiee npuMeHeHe
[pernaparoB, KOTOpbIE SBISIOTCS MHIHOMTOpAMHM  3THX TPAHCHOPTHBIX OEJIKOB, MOXKET
COMPOBOMKIAATHCS YBEJIMUEHHUEM KOHIICHTPALUHU PO3yBACTATHHA B I1JIa3ME H MOBBIIICHHBIM PHCKOM
pa3BuTHs Muonatuu (cm. tabauny 4 u paszennl «Crnocod npumeHeHus U 103b» U «Ocobble
yKazanus»).

Hurnocnopun: npu OIHOBPEMEHHOM NPHUMCHCHHH po3yBactatuna W 1rukiocrnopuna AUC
posyBacTaTiia Obljla B CpeJiHeM B 7 pa3 BbIIIC 3HAUCHUS, KOTOPOE OTMEUAIOCh Y 3JI0POBBIX
n00poBosbLeB (cM. Tabauiy 4). He Binsiet Ha niia3MeHHYIO KOHIICHTPAIIMIO [IMKJIOCIIOPHHA.
Hueubumopur npomeaswr 6upyca umaynooegpuyuma uenosexa (BHU): coBMecTHOE TIPUMEHEHNE
posyBacTaTHHa C ONpEJICJICHHBIMA HMHrUOUTOpaMu TmpoTeazbl BUY wimm ¢ xomOuHarueit
HMHrHOuTOpoB nporeassl BUY moxer yBemuunth skenosunmio (AUC) posysactatuna g0 7 pas
(cM. Tabnuny 4). Koppekins 10361 po3yBactatiia TpeOyeTcs B 3aBUCUMOCTH OT OXKMIAEMOii
CTCIICHH YBCJHUECHHMS €ro dKcrno3unuu (cM. pasyensl  «lIporusonokazanusy u  «Crocod
IPUMEHEHUS U JIO3BI»).
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lemepubposun  u  Opyeue  eunonunuoemuyeckue — cpedcmed.  COBMECTHOE — NPUMEHEHHE
po3dyBactaTMHa M rem@ulOpo3usia NpUBOAMT K YBEJIMYCHHIO B 2 pa3a MaKCHUMaJIbHOM
KOHIIEHTpallMK po3yBactatuna B miazme Kporu U AUC posyBactatuna (cm. pasznen «Ocobbie
ykazanusi»). OCHOBBIBASICh Ha JI@aHHBIX 110 CrelH(HUUECKOMY B3aHUMOJICHCTBUIO, HE 0KHUIAETCS
(dapMakOKMHETHUECKH  3HAQYUMOIO  B3auMojielcTBus ¢ ¢geHoduOpaToM,  BO3MOXKHO
bapMakoMHAMHYECKOE B3AUMOICHCTRHC.
['empubposun, denopudbpar, npyrue ¢GudpaTbl M JTUMHACHUIKAIOUIME 1036l HUKOTHHOBOH
KHCJIOTBl YBEJIMYMBAIN PUCK BO3HUKHOBCHHUS MHUONATHH MPH OJIHOBPEMCHHOM IPHUMEHEHHH C
uuruoutopamu ['MI'-KoA-peaykrasbl, BO3MOKHO B CBSI3H C TE€M, YTO OHM MOTYT BBI3BIBaTh
MHMOIATHIO TpU MPUMEHEHUM B MoHoTepanuu (cM. pazaen «OcoOble ykazanus»). Ilpu
OJIHOBpeMEHHOM Npuéme npenapata ¢ rempudposuiom, ¢pudparaMu, HHKOTHHOBOH KHCIOTOH B
JUIUACHMXKAIOIINX J103ax (Gosiee 1 r/cyT.) Haua/ibHas J103a Npenapara He JI0/DKHA MPEeBBIIATh 5
MI, npueM B 03¢ 40 MI npoTHBOIOKa3aH MpH COBMECTHOM Ha3zHaueHWH ¢ (udOpatamu (cM.
pazzensl «[IporuBonokaszanusy, «Crnocold mpuMeHeHHUs U J103b1», «OcoObIC yKa3aHHUs»).
I3emumud.; OAHOBPEMEHHOE ITPUMEHEHHUE po3yBacTaThHa B 1o3e 10 mr u a3eTumuba B 103e 10 mr
conpopoxkaaioch yseiauwdenuem AUC  posyeacratuna B 1,2 pa3za y TallHEHTOB C
rurnepxosiectepuiieMueit (em. Tadbauity 4). Hesb3s HCKITIOUNTE YBEIMUCHHUE PUCKA BOSHUKHOBEHHUS
1100604HbIX 3(hPeKTOB U3-3a (hapMaKoIMHAMUUYECKOTO B3AUMO/ICHCTBUSI MEXK/TYy PO3yBACTATUHOM U
33ETUMHOOM.
Anmayuoel: OTHOBpEMEHHOE TPUMEHCHUE PO3yBacTaTHHA U CYCIIEH3UH aHTAIlUIOB, COAECPIKALIIX
MarHuss ¥ QJIIOMUHUS THJIPOKCHI, TPHUBOJUT K CHHXKEHMIO TUIA3MCHHONW KOHIICHTpAIMH
posyBacratruna npumepHo Ha 50%. Jlanubiii a¢ddexr Boipaxen cnabee, eclid aHTAIUIBI
NPUMEHSIIOTCS Yepe3 2 yaca 1ocjie npuema posypacratuia. KiimHuueckoe 3Ha4eHHe 1MOoJA00HOro
B3aUMOJICHCTBHUSI HE U3Yy4aslOCh.
Opumpomuyun: OJHOBPEMCHHOE NPUMCHEHHE pPO3yBacTaTHHA W DPUTPOMHUIIMHA TIPUBOIMUT K
ymenbiienuio AUC posyractatuna Ha 20% u Cmax posyBactatuHa Ha 30%. IlomoGHoe
B3aUMOJICHCTBHE MOXKET BO3ZHUKATH B PE3YJIbTATE YCHICHUS MOTOPUKH KUIIICUHUKA, BEI3BIBAEMOTO
NPUEMOM SPUTPOMHUIIMHA.
Hzoghepmenmuor yumoxpoma P450: pe3ynbraThl UCCIACIOBAHUI in Vivo W in vitro nokasalid, 4To
PO3YBACTATHH HE SIBJISIETCSI HU MHIMOMTOPOM, HU HHJIYKTOPOM H30(epMeHTOB IuToxpoma P450.
Kpome Toro, podyBacraTtun sipisiercst crabbM cyOCTpaToM ISt 9TUX n3opepMeHToB. [ToaTomy He
0’KMJIaeTCs B3aUMOACHCTBUS pO3yBacTaTHHA C JIPYTUMHU JICKAPCTBEHHBIMU CPEJICTBAMH Ha YPOBHE
MetaboM3mMa ¢ ydactHem u3odepmeHToB 1Mtoxpoma P450. He oTMeueHO KIMHHYECKH
3HAUUMOIO B3aUMOJCHCTBUS po3yBacTaTHHa ¢ (IIYKOHA30J0M (MHTHOUTOPOM H30(EPMEHTOB
CYP2C9 u CYP3A4) u kerokonazosnom (narudnropom nzodepmentoB CYP2A6 u CYP3A4).
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Dy3uoosas Kucioma: WCCIEJIOBAHUI 110 M3YUYCHMIO B3aUMOJCHCTBUS poO3yBacTaTHHA U
(Gy3110BOH KUCIOTHI HE MPOBOMIOCH. Kak u 1pu nipuemMe JIpyruX CTaTHHOB, OBUIH MOJyYEHBI
IIOCTMAapKETUHIOBBIE  cOOOLIEHUsT O ciydasix paOJIOMHOJIM3a TP COBMECTHOM IIpHEME
posyBacTaTuHa ¥ (y3u10BOH KHCIO0THL. Heobxoaumo npuctalibHO HAOJIOIaTh 32 MallHEHTaMH.
[Tpu HEOOXOIMMOCTH, BO3MOKHO BPEMEHHOE IpCKpallieHUe pueMa po3yBacTaTHHA.

BzaumopelicTBue ¢ JICKAPCTBEHHBIMM _ CPEJICTBAMM, KOTOPOE TPEOYET KOPPEKIIMH _JIO3LI

po3yBactaTtuna (cm. Tabauny 4)

Jlozy npenapara Posysacratun Kanon cienyeT KOppeKTHPOBAThH IMPH HEOOXOJMMOCTH €ro
COBMECTHOTO NPHUMEHEHMSI C JIEKAPCTBCHHBIMU CPE/ICTBAMH, YBEJIHYUBAIOIIUMH JKCIIO3UIIHIO
posyBactatuna. ClIelyeT 03HAKOMUTHLCS ¢ HHCTPYKIIMCH 110 TPUMEHEHHIO YTHX IIperapaToB Hepet
MX Ha3zHaueHUeM COBMeCTHO c npenapatom PosyBacratun Kanon. Eciin okugaercs yBennueHue
SKCHO3UIMU B 2 paza u Oosiee, HavaibHas Jo3a npenapara PosyBacrarun KanoH He qo/pKHA
PEBBINIATE 5 MI' OJIMH pa3 B CyTKH. Takike cie/lyeT KOppeKTHPOBAaTh MAKCUMATIBLHYIO CYTOYHYIO
n03y npenapara Posysactatun Kanon Tak, utoObl O)HJj1aemasi SKCIO3HUIIMS PO3yBacTaTHHA HE
npeBbllaza TakoBylO JuUis 1036l 40 Mr, nmpuHuMaeMod 0e3 OXHOBPEMEHHOTO Ha3HAYEHHUS
JIEKaApCTBEHHBIX CPEICTB, B3aUMOJCHCTBYIOMINX C po3yBacTaTHHOM. Harpumep, MakcuMasbHast
CyTOYHas J103a PO3yBaCTATHHA ITPH OJIHOBPEMEHHOM TPUMEHECHHHU C IIUKJIOCITIOPHHOM COCTaBJISIET
5 Mr (yBeauueHue dKCMo3uIMu B 7,1 pasa), ¢ putonasupom/atazanaBsupom — 10 Mr (yBendeHue
SKCIo3uIMH B 3,1 pasa), ¢ rempubposnnom — 20 mMr (yBeauueHne 3KCmo3uiuu B 1,9 pasa).
Koppeknus nauanbHoit 10361 npenapara Pozysacrartun Kanon ne TpeOyeTcs, €Ciid 0XKHIAETCs
YBEJIMUCHHUE DKCIIO3MIIMKM MEHEE YeM 2 pasza, OJIHAKO, MPH YBEJIMUCHHH JI03bl Mpemapara
Posysacratun Kanown Beimre 20 Mr ciejtyeT coOmoaaTh OCTOPOKHOCTD.

Taduna 4. Bausinue conyrcerBylomeii Tepanun na jxkcnosunio posysacrarnna (AUC,
JAHHbIC TNPUBE/ICHLI B MOpPSAKe YOBIBAHHS BEJIHYHHLI JIKCHOZHIIMH) - Pe3yJabTAThI

Ollyﬁ.ﬂllKOBaHHl)IX KJIUHHYCCKUX HCCIC/IOBAHNI

YBeHueHHne dKCIo3uimuy Po3yBacTaTnia B 2 u doJiee pasa

Pexnm conyrerByromeii Pesxum npuema Hismenenne AUC!
Tepanun po3yBacraTuna po3yBacTaTHHA 110
CPABHCHHIO ¢

MoHoTepanuei

Codocdysup/BennaracBup/Bokcu | 10 Mr oJIHOKpaTHO VYBenuuenue B 7,39 paza
nanpesup (400mr-100mr-100Mr)
+ Bokcunanpesup 100 mr 1 pa3 B

CyT., 15 nHel
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[{uknocnopun 75-200 mr 2 pasza B

CyT., 6 Mec.

10 mr 1 pa3 B cyT., 10 aueit

VBenuuenue B 7,1 paza

Jlaponyramuya 600 mr 2 paza B

CyT., S nHeH

S Mr OJHOKPATHO

VYBenuuenue B 5,2 paza

Peropagenn6 160 mr 1 pa3 B cyT.,

14 nuen

S MI' OTHOKPATHO

VBenuuenue B 3,8 paza

Atazanasup 300 Mr/puToHaBup

100 mr 1 pa3 B cyT., 8 nHeit

10 Mr ogHOKpaTHO

VBenuuenue B 3,1 paza

Cumenpesup 150 mr 1 pa3 B cyT.,

7 nHen

10 Mr oiHOKpaTHO

VBenuuenue B 2,8 paza

Bennaracsup 100 Mr 1 pa3 cyr.

10 Mr oiHOKpaTHO

VBenuuenue B 2,69 pasa

OmbuTacBup 25 Mr

/mapuTanpeBup 150
mr/putonasup 100 mr/gacadyrup

400 mr 2 pasza B cyT.

S MI' OZTHOKPATHO

VYeenuuenue B 2,59 paza

['pazonpeBup 200 wmr/anbacBup

50 mr 1 pa3 B cyT.

10 Mr otHOKpaTHO

VBenuuenue B 2,26 paza

['nexanpesup 400
mr/mudpentaceup 120 mr 1 pa3 B

CyT., 7 nHewn

S MI' OZTHOKPATHO

VYBenuuenue B 2,2 paza

Jlonunasup 400 Mr/putoHaBUp

100 mr 2 paza B cyT., 17 nueit

20 mr 1 pa3 B cyT., 7 nuei

YBenuuenue B 2,1 paza

Knonunorpen 300 mr
(Harpy3ouHas J103a), 3aTeM 75 Mr

yepes 24 4

20 Mr oJIHOKpaTHO

VYBenuueHue B 2 pasa

['empubposzun 600 mr 2 paza B

CyT., 7 nuei

80 Mr oHOKpaTHO

VYBenuuenue B 1,9 paza

VBeanueHue dKCmo3uImnu po3dyBacraTHHa MCHEE 1€eM B 2 pa3a

Pexxnm conyTerBylomeii

TEpaAIuH

Pe:xxum npuema

po3yBacraTuna

Uzmenenne AUC!
poO3yBacTaTHHA 110
CPABHCHUIO ¢

MOHOTCpanuei

OntpoMbonar 75 mr 1 pa3 B cyT.,

S nHei

10 Mr otHOKpaTHO

VYBenuuenue B 1,6 paza
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Jlapynasup 600 mr/puroHaBup

100 mr 2 pasa B cyT., 7 AHCH

10 mr 1 pa3 B cyT., 7 nHek

VYeenuuenue B 1,5 paza

Tunpanasup 500 Mr/putonasmup

200 mr 2 pa3a B cyT., 11 aHei

10 Mr oIHOKpATHO

VBenunuenue B 1,4 paza

Jlponenapoun 400 Mr 2 pasa B CyT.

Het nmannnix

VYBenuuenue B 1,4 paza

WUtpaxonazon 200 mr 1 pa3 B cyT.,

S nHen

10 Mr wm 80 wmr

OJIHOKPATHO

VBenuuenue B 1,4 paza

O3etumud 10 mr 1 pa3 B cyT., 14

10 ™mr 1 pa3 B cytku, 14 aneit

VYBenuuenue B 1,2 paza

HeH

CHHKEeHHE YKCTTO3ZHITHH po3yBacraruia

Pexxum conyrerByroneit Pesxnum npuema N3menenne AUC!

TEepanuu po3yBacrarvia po3yBacraTvuHa 1o
CPAaBHCHHIO €

MOHOTCpanuei

Opurpomunina 500 mr 4 paza B | 80 Mr oHOKpaTHO Cumxenue Ha 20%

CyT., 7 nHew

baiikamun 50 mr 3 pasa B cyT., 14 | 20 Mr oiHOKpaTHO Cuukenne Ha 47%

HeH

! lannnie, npecTapieHubie B Buje kpaTHoro uivenenns AUC, SBISIOTCS OTHOIICHHEM 3HAYCHHS
STOrO rnokasaressi Ha (POHE COMYTCTBYIONICH Teparnuu K 3Ha4CHHIO MoKa3aTelis P MOHOTEpAITuH
posyBactaTuHOM. JlaHHble, NpejcTaBicHHBIC B BUae %, SBISIOTCS pasHULECH B % MEXIY
nokasarejeM AUC na (QoHe conmyTCcTBYIONICH Teparndd W 3HAYCHHEM [OKa3aTels MpH
MOHOTEpAUU PO3yBACTATHHOM.

Crnenyromue JeKapCcTBEHHBIC Mpernaparthl M WX KOMOHHAIMM HE OKa3bIBAIOT KIMHHYECKH
3HauuMOro (pQexkTa Ha OIKCMO3UIMIO PO3yBACTATHHA MPH HMX COBMCCTHOM NMPUMEHEHHH:
anersimrtaszap 0,3 mr, 7 nneit; Gpenodubpar 67 mr 3 pasa B cyT., 7 aueit; ¢puykonazon 200 mr 1 pa3
B cyT., 11 aneit; pocamnpenrup 700 mr/putonasup 100 Mr 2 pasa B cyT., 8 aHE; KETOKOHA30J
200 mr 2 pasa B ¢cyT., 7 aneit; pudamnin 450 mr 1 pa3 B cyt., 7 aueit; cunmmapun 140 mr 3 pasa
B CYT., 5 JIHEH.

BiusiHue npuMeneHus po3yBacTaTuHa Ha JIPYIMe mperiaparhl

Anmaconucmer  éumamuna K: Hauvano TepanuM po3yBaCTATMHOM HWJIM  YBEJIMYECHHE O3B
npenapara y marieHToB, MoJIydarolniux 0JHOBPEMEHHO aHTaroHUCThl BUTaMuHa K (Hampumep,
Bap(hapun), MOKET NPUBOAMTE K yBenmuucHuio Mexynapoadoro HopmannzoBaHHOro
Otnowmenus (MHO). Otmena posyBacTaTiHa MM CHHKEHHE JI03bI TIPENapata MOKET TIPUBOIUTE

K ymenpiiennio MHO. B takux ciyuasx pexomenjiyerest Kontpoias MHO.
19



[lepopanvuvie  KOHMPAyenmugbl/20pMOHO3AMECMUMEeNbHAs. — mepanus.;  OJHOBPEMEHHOE
[IPUMEHEHUE  po3yBacTaTHHA W [EpPOpPalIbHBIX  KOHTpalenTuBoB  ypenauuuBaer AUC
stunuderpaaroia 1 AUC noprectpena Ha 26% u 34%, cooTBeTcTBeHHO. Takoe yBenndeHue
I1J1a3MCHHOM KOHHCHTpallUH  JIOJDKHO  YUYWUTHIBATLCA  TIPH H0ﬂ60p€ JI03bI  [ICPOPAJIBHBIX
KOHTpaleNnTHBOB. MapMakOKMHETHYCCKHE JIaHHBIC [0 OJHOBPEMEHHOMY IPHUMEHEHHIO
po3yBacTaTMHAa M TOPMOHO3AMECTHTCIILHON TCparuu OTCYTCTBYIOT, CJIE/IOBATE/ILHO, HEb3s
MCKJIIOUMTh @aHAJIOTHYHOTrO G eKTa U NpH IPUMEHEHHUH Jannoro coderanus. Oxnaxko nogoOHas
KOMOMHALMS IIHPOKO TMPUMEHSUIaCh BO BpEMsi NMPOBCACHHS KIMHUYECKHX HCCIICIOBAaHUH |

XOpouIo nepeHoCHIaCh nmarucHTaMu.

OcoOble ykazanus

[Toueunslie a3 dhexThl

VY nanMeHToB, MOJIy4aBIIMX BBICOKHE JI03bI po3yBacTaThHa (B ocHOBHOM 40 mr), Habmonanach
KaHaJIblIeBass MPOTEMHYPHS, KOTOpas B OOJILINUHCTBE ciayuyaeB ObUia TpaH3uTopHOH. Takas
IIPOTEMHYPHUsI HE CBHJICTEJILCTBOBAJIA 00 OCTpOM 3a00JICBAaHWM TOYEK HJIM MPOTPECCUPOBAHUN
3aboseBaHus MMOYeK. Y MalMeHTOB, MPUHUMAIOMMX Tpernapar B Jo03¢ 40 Mr, peKOMeHIyeTCs
KOHTPOJIMPOBATH MOKA3aTe M (YHKIIMHU MTOYEK BO BPEMsl JICUCHHS.

HZIDYIJICHHSI CO CTOPOHBI OIMMOPHO-ABHUTATCIIBHOIO arrapara

[Ipu npumenenuun posyBacTaTHHA BO BCEX JIOZUPOBKAX W, B OCOOCHHOCTH TIPH TNpUEME 103
npenapara, npesbimaiommx 20 wmr, cooOmanock o ciaeayomux 3¢ddexrax Ha OMNOPHO-
JIBUTaTeIbHBIN anmnapaT: MUJITs, MUOMATHSI, B PEAKHX CilydasX pabIoOMHOIIN3.

OIIDGILCJ'IGHHG AKTUBHOCTH KDGZITI/IH(I)OC(])OKI/IIIa"shl

Onpenenenne axktupnoctH KOK He cieayer MpoBOJUTH MMOCTE WHTEHCHBHBIX (DH3HUECKHUX
HArpy30K WJIM TIPH HAJUYKMK JPYTUX BO3MOXKHBIX NpUUMH yBeaudenus akTuBHOCTH KDK, uro
MOJKET IPUBECTH K HEBEPHON HMHTEPIpETAllMM [OJIYUYCHHBIX pe3yibTaToB. B ciydae eciu
ucxoanas aktusnocth KOK cymecrsenno mosemiena (B S pa3 Bbllle, YeM BEpXHSS TpaHHUIlA
HOPMBI), vepe3 5-7 JIHEeH cie/lyeT NMpoBecTH TOBTOpHOE H3Mepenue. He creayer HauyuMHATH
TEPAINIO, €CJIM NTOBTOPHBIN TECT MOATBEPkKAAET UCXOAHYI0 akTHBHOCTHE KDK (BBIIIE Gonee yem B
5 pa3 110 CpaBHEHUIO C BEPXHEH IpaHuIeii HOPMbI).

ﬂo Havaja Teparium

[Ipu nasnauenuu mnpernapata PosyBactatun KaHOH, Takke Kak M NpH HA3HAYEHHH JPYTUX
unruoutopos  I'MI'-KoA-peaykrassl, ciemyer NposiBISTH  OCTOPOKHOCTH — NMAlMEHTaM €
MMEIOIMMHCS (pakTopaMu pucka Muonatuu/padaomuosusa (em. pazaen «C 0CTOPOKHOCTBION),
HCOOXOIMMO PaccMOTPETh COOTHOIICHHE PUCKA W BO3MOKHOW MOJIB3bI TEPAlMK M MPOBOIHTE

KJIMHHUYCCKOC Ha6ﬂ}0ﬂ€IIH€.
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Bo BpCM4 TEpAITHH

Crnenyer npouH(OpMUPOBATH NMAIUCHTA O HEOOXOIUMOCTH HEMEICHHOTO COOOIIEHUs Bpady O
cllydasix HEOKMJIaHHOTO TOSIBJICHHSI MBIIIEYHBIX OOJIeH, MbIIeuHoi caalocTH WM cra3max,
0c0OEHHO B COYETAHUH C HEJIOMOTAaHUEM M JIMXOPAJIKOH. Y TaKUX MAIMEHTOB CJIEIYET ONPEAesiTh
aktuBHOCTh KDK. Tepanus nomkna ObiTh mpekpatiieHa, eciu aktuBHocTh KOK 3nayutensHo
yBesrueHa (0oJsiee yeM B S pa3 110 CpaBHCHUIO ¢ BEpXHEH I'paHuIleil HOPMBI), HIIH €CJTH CUMITTOMBI
CO CTOPOHBI MBI PE3KO BBIPAXKCHBLI M BBI3LIBAIOT €KEIHEBHBIH AMCKOMQOPT (Jaxe eciu
aktuBHocTh KOK yBennuena e 6osee ueM B S pas 10 CpaBHCHMIO ¢ BEpXHEH IrpaHulleid HOPMBI).
Ecnu cumnromel ucdezarot, v aktuBHocth KOK Bo3Bpanaercss k Hopme, clielyeT paccCMOTPeTh
BOTIPOC O MOBTOPHOM HasHaueHuHu rnpenapara Posysactatun KaHoH WM JApyrux MHTHOMTOPOB
['MI'-KoA-peaykTa3bl B MEHBIINX J103aX MPH TIIATEILHOM HAOIOICHUY 3a TAIlUEHTOM.
Pyrunnsiii koHTpoas akTUBHOCTH KK npu orcyTcTBHH CHMIITOMOB HellesiecooOpaseH.
OTmeueHbl 04EeHb peJIKME Cllyyan MMMYHO-OIOCPE/I0OBAaHHOW HEKPOTHU3MPYIOIICH MHONATUU C
KJIMHUYECKUMHU TTPOSIBICHUSMH B BUJIC CTOHKOM ¢1ab0CTH MPOKCUMAaTBHBIX MBI U TOBBIIIEHHUS
akTuBHocTH K@K B chIBOpOTKE KpOBM BO BpCMS JICYCHHS WJIM MpPU TPEKpaIleHHH TpUema
CTaTMHOB, B TOM YHCJIe po3yBacTaTMHa. MoskeT norpeGoBaThCs MPOBEJICHHE AOMOTHUTEIBHBIX
MCCIICJIOBAHUH MBIIICYHOH M HEPBHOM CHCTCMBI, CEPOJOTHYECKHX MCCIICIOBAHUN, a TakKkKe
Tepanusi UMMYHO/ICIPECCUBHBIMU CPEICTBAMM.

He oTmeueHo mpu3HAKOB yBeTHYEHHS BO3JICHCTBMS Ha CKEJICTHYIO MYCKYJIATYpy IpH IpHEME
po3yBacTaTuHa ¥ ConyTcTBYyIONEH Tepanuu. Oanako coobianoch 00 yBeTUYSHUH YUCIa CIIydaeB
MHO3MTa U MHOIIATHH Y NTAIIMEHTOB, NPUHUMABINUX Jpyrue uuruoutoper ' MI'-KoA- peaykrassl
B COYCTAHHH C NPOU3BOJHLIMU (HUOPUHOBON KHUCIOTHI, BKIOUYAsi TeMPUOPO3UI, ITHKIOCTIOPHH,
HUKOTHHOBYIO ~ KHMCJIOTY B JIMIIWJICHHKAIONKUX  Jo3ax (Oomee 1  r/cyr.), a3oibHBIC
IIPOTHBOIPUOKOBBLIE CpeacTBa, MHTHOMTOPBI nporeassl BUY u MakponuaHble aHTHOHOTHKH.
['emdubpo3ua yBeIMUMBaCT PUCK BOZHMKHOBCHMS MHOINATHH MPU COYETAHHOM HA3HAYECHHH C
HekoTopeiMu - unrubutopamu  ['MI'-KoA-penykrasel. Takum 00pa3om, He peKOMEHIyeTCs
OJIHOBpEMEHHOE HazHaueHnue npenapara Po3ysacratnn Kanon u remdudposuna. JloyokHO OBITH
TIIATEJILHO B3BEIICHO COOTHOMICHUE PUCKA U BO3MOKHOMH MOJIB3bI IPH COBMECTHOM TNPUMEHEHHH
npenapara Posysacratun Kanon w (GuOpaToB MM JIMIH/ICHUKAIONIMX 103 HUKOTHHOBOM
kucioThl. [IpoTuBonokasan npuém npenapara Posysacrarun Kanon B 03¢ 40 M COBMECTHO ¢
Gubparamu (cMm. pazjensl «B3anMoaeiicTBHE ¢ JPYrHMH JIEKAPCTBEHHBIMH CPEICTBAMUY,
«ITpoTBOnOKa3aHMsI»).

Yepes 2-4 nenenn nocsie Havasa JeUCHus W/HIH MTPH MOBBIIEHWH JI036I TpenapaTa PosyBacratin
Kanon HeoOXoanM KOHTpOIIL moKasaTesei TUmiaHoro oomena (pu HeoOX0MMOCTH TpebyeTcst
KOPPEKIHUS J103bI).
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(DYH KIUA TTEHYCHH

Pexomentyercest 11poBOJIMTH Onpe/iesicHue mokasatesnei (hyHKIIMH MeYeHH 10 Havaja Tepaluy U
yepe3 3 Mecsina rnociie Havana tepanuu. Ilpuem npenapata PosyBactatun Kanon ciemyer
MPEKPATUTh WK YMEHBIIUTE J03Y Tpernapara, ¢Cii aKTHBHOCTD «IIEUYEHOYHBIX» TpaHCAaMHUHA3 B
CBIBOPOTKE KpOBH B 3 pa3a 1 OoJiee pa3 NpeBbIlaeT BEPXHIOK IPAHUILY HOPMBI.

Y TNalMeHTOB ¢ THUIEPXOJCCTEPUHECMHUCH BCJICACTBHE THUIIOTHPEO3a WIH He(pPOTUYECKOTrO
CHHApOMa Teparus OCHOBHBIX 3a00JICBAaHWH JOJDKHA TIPOBOJMTHCS JIO Havyajla JIEUYEHHUs
npenaparom Po3ysacratun KanoH.

Oco0ble ONYIAIHUN. DTHUYECKHUE TPVYIIIIDLI

B xone ¢apmMakOKHHETHUCCKHX HCCIIC/0BAHUIT Cpeau KHTAHCKMX M SIIOHCKMX IallMeHTOB
OTMEUCHO YBEJIMYEHHE CHCTCMHONH KOHIIGHTpAllUM poO3yBacTaTMHa IO CPAaBHEHHIO C
MOKa3aTeasIMA, TMOJYYECHHBIMM  CPEIM  MAIIMCHTOB-EBPOINECOHIOB  (cM. pasneisl  «Crnocod
IIPUMEHEHUS U J103b1» U «DapMaKOKHHETHKAY).

Nurnduropsl nporeaszsl BUY

He pexomennyercst coBmecTHOe IpUMEHEHHUE Tipenapata ¢ uHruduropamu nporeassl BUY (em.
paszzen «B3zaumoieicTBHE ¢ IPpYTHMH JIEKAPCTBEHHBIMH CPEJICTBAMUY).

UutepcTuimalnbioe 3a00JIeBaHne JCrKUX

[Ipy npuMeHEeHUH HEKOTOpPBIX CTAaTMHOB, OCOOCHHO B TCUEHHWE JUIMTEJIBHOIO BpPEMEHH,
COO0MIAIOCH O €/IMHUYHBIX CIIydasX UHTCPCTUIHAILHOrO 3a0osieBanust Jierkux. [IposBieHusiMu
3a00JI€BaHUsl MOTYT SIBJISITBCSl OZABIINIKA, HEMpPOJAYKTHBHBIH Kallelb M yXyJIlIeHHe OO0IIero
caMO4yBCTBHUSI (cs1aboCTh, CHHIKEHME Macchl Tesla M JiMxopajaka). llpu mnomo3peHun Ha
UHTEPCTUIIHAJIBHOE 3a00JIEBAHUE JIETKUX CIIEJIYCT MPEKPATHThL TEPAITHIO CTATHHAMH.

Caxapublii qnader 2-ro Trna

Y nanMeHToB ¢ KOHUEHTpalueH rimoko3sl oT 5,6 10 6,9 MMOJB/IT Tepamusi po3yBacTaTHHOM

acconnupoBajach € MOBBIIICHHBIM PUCKOM Pa3BHTHSA CaXapHOIo nuadera 2-ro THUIIA.

Bimsinue Ha crnoco6HoCTh YHPAaBAATH TPAHCHOPTHLIMH CPE/ICTBAMH H MeXaHH3MaMH

He mnpoBoamuiioch HCCIEAOBAHUN 110 H3YyYCHWIO BIMSIHHUS pPO3yBacTaTHHA Ha CIIOCOOHOCTH
VIIPaBJIATH TPAHCIIOPTHBIM CPEICTBOM M MCNOJIb30BaTh MeXxaHU3Mbl. O71HaKO, OCHOBBIBASCH HA
(bapmMakoMHAMHUYECKUX CBOICTBAX, PO3YBACTATHH HE JIOJHKCH OKA3bIBATh TAKOTO BO3JICHCTBHSI.
Crenyer cob0/1aTh OCTOPOIKHOCTD MTPH YIIPABICHHH aBTOTPAHCIIOPTOM WJTH paboTe, CBSI3aHHON
C MOBBILMICHHONW KOHIEHTPANMEH BHUMAHHUA U NICUXOMOTOPHOI peakuueil (BO BpeMsl Teparnuu

MOXXET BO3HHUKATh I“OﬂOBOpr)KCHHC) i
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@®opma BbINyCcKa
Tabnerku, mokpeIThIe TICHOYHON 000104k, 10 Mr, 20 Mr u 40 Mmr.

JosupoBku 10 Mr u 20 mr: o 7, 10 wnu 30 tabnetok B KOHTYPHYIO SUCHKOBYIO YIIaKOBKY U3

IUIeHKK  nojuBuHMxjgopuanod wian  [IBX/IIBJIX w  dosbru  amtoMUHHEBOM mNeYaTHOU
JTAKUPOBAHHOM.

[To 56, 60, 84, 90, 98, 112, 120 uau 126 Ttabictoxk B OAHKY MOJUMEPHYIO JUIS JIEKAPCTBEHHBIX
CPEJICTB M3 MOJIMITUIICHA BBICOKOH MJIOTHOCTH C KPBIIKOH HABUHYMBAEMON U3 TOJUITPOIUJIEHA,
oOecneynBarouleil 3aluTy OT Jerei, uin B OaHKy M3 TOJIMITUIICEHA BHICOKOH TIOTHOCTH C
KPBIIIKONH HATATHBAEMOM M3 MOJIMATUIIEHA HU3KOM IJIOTHOCTH, WM B OaHKy M3 MOJUITUIIEHA
HM3KOTO JaBJICHHUSI C KPBIINKOW HATArMBaeMoOi ¢ KOHTPOJIEM TIEPBOTO BCKPHITHS (COCTaB
noaumepa: 25 % [IDHJL + 75 % [1DBJ1), unu B 6anky W3 noJiMdTHICHTepedTaiaTa ¢ KPBIIIKON
HaBUHYMBAEMON M3 nonunponwicHa. JlonycTumMo I KOHTpOJIS TIEPBOTO  BCKPBITHS
MCII0JIL30BAaTh TEPMOYCAIOUHYIO TJICHKY U3 TOJUBHHHIIXJIOPH/IA.

[To 1, 2, 4, 8 KOHTYpHBIX SIYEHKOBBIX YIAKOBOK 10 7 TabyseTok uiau no 1, 2, 3, 6 KOHTYpHBIX
STYEHKOBBIX ynakoBok 1o 10 Tabnetok, uan no 1, 2, 3 KOHTYPHBIX SIMCHKOBBIX YITAKOBKH IIO
30 TabseTok, uau o 1 GaHke MOJIMMEPHOI JUIsl JIEKAPCTBEHHBIX CPEJICTB BMECTE C HHCTPYKIHEH

10 MPUMECHEHHUIO B MTAYKy U3 KapTOHA.

JosupoBka 40 mr: mo 7 uiam 10 TabneTok B KOHTYPHYIO SUEHKOBYIO YNAaKOBKY M3 IUICHKH

nosnBuHUIXI0pHHON win [IBX/TIBJIX u donbru antoMuHNHEBO# e4aTHOM JTaKHPOBAHHOM.

[To 56, 60, 84, 90, 98, 112, 120 nau 126 B Ganky NoJTUMEpHYIO JUIS JIEKApPCTBEHHBIX CPEICTB U3
MOJUITHJIEHA BBICOKON IJIOTHOCTH €  KPBIIIKOH HAaBHHYUBAEMOW W3  TOJIMITPOIHIICHA,
oOecrnieunBaroniei 3almMTy oT JeTeil, uiau B OaHKY W3 MMOJIMITHJICHA BHICOKOW IJIOTHOCTH C
KPBIIIKOW HAaTArMBAEMON M3 MOJIMOTHIIEHA HU3KOH IJIOTHOCTH, MJIM B OaHKY M3 TOJMITHIICHA
HU3KOIO0 JIaBJICHHUS] C KPBILIKOW HATArMBaeMOM € KOHTPOJIEM TI€PBOr0 BCKPBITHS (COCTaB
nomumepa: 25 % [OHJL + 75 % T19BJ1), unu B 6anky U3 noausTuieHTepedTaaTa ¢ KPBIIIKOI
HaBMHYMBAEMOW M3 nosnunponwicHa. JlonycTUMO Ul KOHTPOJIS  TEPBOTO  BCKPBITHS
MCITOJIB30BATh TEPMOYCAIOUHYIO TUICHKY W3 MOJIMBHHUIXJIOPHIA.

[To 1, 2, 4, 8 KONTYpHBIX SIMCHKOBBIX yNakoBoK 1o 7 tabietok wiu 1o 1, 2, 3, 6, 9 KOHTYPHBIX
STYCHKOBBIX yITakoBoK 110 10 Tabierox, win no 1 6anke noJMMepHOU JUIS TIEKapCTBEHHBIX CPEICTB

BMECCTC C I/IHCprKIII/ICﬁ IO MPUMCECHEHHWIO B I[TAYKY U3 KapTOHA.

Yeaopusi Xxpanenus
ITpu Temneparype He BbIme 25 °C.

XpaHUTh B HEJIOCTYITHOM JUISI JICTEH MecTe.
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Cpoxk roanocrTu
3 rona.

He IMPUMEHSATH 11O UCTCUCHWH CPOKa IroJIHOCTH.

Yeaosusi OTITyCKaA

OTnycKaroT 1o peuernTy.

Buanxesen pPErucTpanuoHuoro yuocroBepcnuﬂ/Opranmamm, NpUHUMAKIIasg NMpeTeH3uu

norpeduTesei

3A0 «Kanondapma nponaxuiny», Poccus

141100, Mockogckas 00.1., r. [llenkono, vi. 3apeynas, a. 10S.
Ten.: (495) 797-99-54, dakc: (495) 797-96-63.

DneKTpoHHBI ajipec: safety(@canonpharma.ru

HOHy‘]I/ITb JAOIMOJIHUTCIIBHBIC JaHHBIC O Ipernapare, HallpaBUThH MPETCH3WIO Ha €ro KadeCTBO,

66301'IEICHOCTB, COOOLIUTH O HEKeIaTeIbHBIX JICKAPCTBCHHBIX PCAKIHUAX MOXKHO I10 Teﬂe(i)OH}’Z 8

(800) 700-59-99 (Gecruiatnas yuuHus 24 yaca) WM Ha cadTe www.canonpharma.ru B pasjerne

«ITonutuka B 06s1acth kauecTBay - «bezonacHoOCTh MpernapaTony.

[IponsBourenn

3A0 «Kanoudapma nponakiuiny, Poccus

IIpouszsoocmeo 2omogoil r1ekapcmeennou hopmoi:

MockoBckas 06:1., r.o0. I11gnkoso, r. [1énkoBo, yi. 3apeunas, j1. 105
[lepsuunas ynaxkosxa:

MockoBckas 006:1., r.o. I1{gnkoso, r. [1lénkoBo, yi1. 3apeunas, j1. 105
Bmopuunas (nompebumenscras) ynakosra:

Mockosckas 0611, r.0. [1lénkoBo, r. [1[EnkoBo, yi1. 3apeynas, j. 105
Buinyckarowuit konmpoas kauecmea:

Mockosckas 0011, r.0. I1lénkoBo, r. [1[€nkoBo, yi1. 3apeunas, ctp. 1055, k. 11
Ten.: (495) 797-99-54, dakc: (495) 797-96-63.

wmv.canonpharma.ru
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